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PROJECT SUMMARY (ABSTRACT) 
 

Despite the considerable public health burden of bipolar disorder (BD) in youth, no disorder-specific 
psychosocial intervention has been systematically applied to youth at high risk for developing the disorder. 
Recent research on prodromal presentations of BD in genetically predisposed youth have identified 
clinical states with considerable risk for conversion to full threshold BD I or II disorder. We propose a 
multisite RCT to test the efficacy of a multi-faceted family-focused treatment for high-risk youth (FFT-HR).  
The 4 month intervention consists of psychoeducation, communication training, and problem solving. The 
objectives are to reduce affective arousal and increase stress resilience and capacities for emotion 
modulation. In a treatment development study, we found FFT-HR to be highly effective in reducing 
affective symptoms and enhancing functioning among youth at high risk for BD, particularly those in high 
expressed emotion families. We will enroll 150 youth ages 9-17 who meet operationalized prodromal 
criteria for BD: BD not otherwise specified or major depressive disorder, with active symptoms in the 
past 1-2 weeks; and at least one first- or second-degree relative (i.e., parent, aunt/uncle, sibling, 
grandparent) over the age of 18 has a lifetime history of type I or type II BD. BD NOS must include 
periods of abnormally elevated or expansive mood and grandiosity, plus one other DSM-IV symptom 
of mania that caused a change in functioning, lasted for at least 1 day, and were present for a total of 
at least 10 days in the child’s lifetime.  
 
 
Following a baseline diagnostic and family evaluation, we will randomly assign subjects to: (1) FFT-HR 
(12 sessions over 4 mos), or (2) brief psychoeducation with enhanced care  (EC), given in 3 weekly family 
psychoeducation sessions and three individual psychotherapy sessions with the youth over 4 mos.  All 
subjects who require pharmacotherapy will be treated over the full study period by study psychiatrists 
applying best-practice procedures. A subset of 60 youths will undergo pre- and post-treatment fMRI 
scans while performing tasks measuring response to emotionally arousing stimuli  and emotion 
regulation. We will compare the magnitude of pre/post treatment changes in affective symptoms and 
psychosocial functioning between subjects randomized to the two treatment arms, and the stability of 
changes over 2-4 years. We hypothesize that FFT-HR will be more effective than EC in reducing the 
acute severity of manic and depressive symptoms, enhancing psychosocial functioning, and reducing 
the hazard of a first episode. Secondarily, we hypothesize that indicators of high emotional arousal - 
baseline levels of expressed emotion in parents, pretreatment levels of emotional dysregulation in 
youth, and levels of activation in prefrontal-subcortical limbic circuits (amygdala, dorsolateral and 
orbitofrontal cortex) in youth - will be associated with a greater magnitude of response to FFT-HR. 
Finally, we will examine the impact of FFT-HR vs. EC on pre/post treatment changes in activation of 
limbic circuitry, and correlations between neural changes and symptom improvement over 4 mos. 
Consistent with the NIMH Strategic Plan, this study will facilitate the translation of a novel early 
psychosocial intervention in community settings and identify mechanistic factors - at the neural, 
clinical, and contextual levels - that can be used to refine the future use of treatments.   
 
A group of 18 healthy control subjects will be included in the baseline screening and neuroimaging 
portions of the study. Potential subjects will undergo a baseline diagnostic evaluation to ensure 
healthy control status. Subjects who qualify for the study will then undergo a baseline fMRI scan while 
performing the same tasks measuring response to emotionally arousing stimuli and emotion 
regulation.  We will use this healthy control group to examine aberrant structural and functional 
connectivity in the high risk group. Healthy control subjects will not participate in the treatment or 
follow-up portions of the study. 
 
This study will take up to five years to complete.   Subject participation lasts for up to 4 years: subjects 
will receive up to 4 months of active treatment and up to 44 months of additional research follow-up. 
Regardless of whether they receive FFT-HR or EC, subjects will receive up to 1 year of free 
pharmacological care from a study psychiatrist.  
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(1) SPECIFIC AIMS 

 
 
Overview: We aim to produce significant new knowledge about the ability of family-focused treatment 
(FFT) to alter the course of affective morbidity and functional impairment in youth at high risk for 
bipolar disorder (BD).  We propose a 5-year RCT of FFT, high risk version (FFT-HR) in which 150 
high-risk youth (ages 9-17 yrs) and parents are randomly assigned to (a) 12 sessions of FFT-HR 
(psychoeducation, communication training, problem-solving) over 4 months, or (b) enhanced care 
(EC), 3 family psychoeducation sessions and 3 individual psychotherapy sessions over 4 mos.  We 
aim to identify neurofunctional characteristics of high risk youth that predict response to FFT-HR, as 
well as treatment-associated changes in neural activation in regions implicated in emotion modulation, 
and their relation to symptom improvement.  Risk will be operationalized as: (1) meets criteria for BD 
not otherwise specified (with irritable mood) or MDD, with active mood symptoms in the prior 1-2 
weeks; and at least one first- or second-degree relative (i.e., parent, sibling, aunt/uncle, grandparent) 
over the age of 18 has a lifetime history of type I or type II BD. BD NOS requires periods of 
abnormally elevated or expansive mood and grandiosity, plus one other DSM-IV symptom of mania 
that caused a change in functioning, lasted for at least 1 day (defined as > 4 contiguous hours), and 
were present for a total of at least 10 days in the child’s lifetime. Participants will be followed every 4-6 
mos. for up to 4 years.  The study will be conducted at three sites: UCLA Semel Institute (N=50), 
Stanford University School of Medicine (N=50), and the University of Colorado, Boulder (N=50). Our 
administrative structure will consist of oversight committees of experts from each site in diagnostic 
assessment, psychosocial and pharmacological treatment, neuroimaging, statistical analysis, and 
data safety monitoring.  
 Specific Aims. There is strong evidence that subsyndromal high-risk phenotypes 
(operationalized above) progress into frank mania and depression coupled with substantial disability 
and public health burden over 2-4 years. In a prior study, the Colorado/Stanford high-risk pilot trial, we 
adapted FFT to this unique population, and observed its efficacy in reducing symptoms and 
enhancing functioning among 52 youth with subthreshold BD symptoms and a positive family history 
of BD I or II. Based on these promising findings, we propose the first definitive trial of a family-based 
intervention for reducing the severity of affective morbidity among youth at high risk for BD.  

Specific Aim 1: Clinical outcomes. Primary hypotheses are that (a) FFT-HR will be more 
effective than EC over 4 months in reducing the acute severity of depressive and manic/hypomanic 
symptoms present at randomization; and (b) FFT-HR, due to its ameliorative effects on acute 
symptoms, will be superior to EC in (i) shortening the time to first recovery from initial depressive 
symptoms and (ii) delaying the onset of a first mood episode during the 2-4 year study (prevention 
hypothesis).  

Specific Aim 2: Psychosocial outcomes. Primary hypotheses are that youths in FFT-HR will 
show greater improvement from pretreatment to end of a 2-4 year follow-up in psychosocial 
functioning, and will require fewer mental health services compared to youth in EC.  

Specific Aim 3: Treatment Moderation. Secondarily, we hypothesize that indicators of higher 
emotional arousal - higher expressed emotion in parents or higher pretreatment levels of emotional 
dysregulation in youth - will be associated with a greater magnitude of response to FFT-HR.  

Specific Aim 4: Neural Correlates. Our preliminary neuroimaging findings indicate that 
changes in prefrontal-subcortical limbic circuits, including amygdala and dorsolateral prefrontal and 
orbital frontal cortices (DLPFC, OFC) predict symptomatic improvements over 4 mos. among high-risk 
youth undergoing treatment with FFT-HR or EC. We will test the following exploratory hypotheses 
about changes in neural activation in 60 randomly selected high-risk youth scanned (using fMRI) at 
pre- and post-treatment at Stanford and UCLA. Hypothesis 4a (Treatment moderation): Youth who 
have higher pretreatment amygdala activation or lower DLPFC activation in response to an emotional 
perception task and lower DLPFC or OFC activation during an emotion regulation task will show 
greater symptom improvement over 4 mos. in FFT-HR than in EC. Hypothesis 4b (Correlates of 
change): Relative to youth in EC, youth in FFT-HR will show decreasing amygdala activation or 
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increasing OFC activation from pre/post-treatment in the emotion perception task, and decreasing 
amygdala activation or increasing DLPFC activation in the emotion regulation task. These neural 
changes will correlate with symptom improvement over the 4-mo. treatment interval. 
 
 

2. BACKGROUND AND SIGNIFICANCE 
 
 

Importance of the Problem. Between 50%–66% of adult bipolar disorder (BD) patients report 
having onset of their disease prior to age 18, and 15%–28% before 13 (Perlis et al. 2006). BD in 
childhood or adolescence exhibits a more severe, protracted, and continuously cycling course 
compared to adults, often with mixed episodes, longer episode duration, psychosis, and multiple 
comorbidities (Geller et al. 2002). Many of these features also characterize “prodromal” forms of the 
illness (BD-NOS, cyclothymia, or MDD with family history of BD I or II), affecting 3%-9% of referred 
youth (Birmaher et al. 2009b). Moreover, rates of suicidal ideation and behaviors are high during the 
transition from subsyndromal to syndromal phases of illness (Bridge et al. 2006).  

Given that longitudinal studies have documented the highly recurrent course of BD and its 
significant impact on psychosocial function and quality of life (e.g., Birmaher et al. 2009), it is 
reasonable to assert that without early intervention, the social, intellectual, and emotional 
development of early-onset or prodromal BD youth can be seriously compromised. Accordingly, 
interventions designed to target the high-risk prodromal period which aim to reduce affective 
morbidity and functional impairment and prevent the progression to full threshold BD would 
have a dramatic favorable impact on individual suffering. Well-timed interventions targeting a still-
developing population may allow for the normative acquisition of skills such as personal autonomy, 
academics, and peer relationships before the more debilitating syndrome begins.  

Beyond its practical clinical and public health importance, early intervention research may provide 
critical information about how BD unfolds over time in the context of psychosocial and familial risk or 
protective processes, and the association of these processes with neural markers linked to BD. As 
with pediatric depression (Garber 2006), early onset BD likely has multiple causal pathways and 
multiple patterns of individual adaptation, some of which may be amenable to change through 
psychosocial interventions. Thus, prevention trials may inform our understanding of risk mechanisms 
that initiate or maintain the disorder. 

A secondary aim is to identify both neural and behavioral/environmental factors that moderate 
response to early psychosocial intervention. Evidence of perturbed neural function – increased 
activation of the amygdala and decreased activation of the ventrolateral and dorsolateral PFC and 
orbital frontal cortices - has been observed in bipolar children and adults in response to emotional 
stressors (McClure-Tone, 2010). Compared to controls or children with ADHD, pediatric BD patients 
are more likely to rate neutral faces as hostile and fear producing, and to show greater activation of 
amygdala, nucleus accumbens, and ventral PFC on fMRI during face rating tasks (Rich et al. 2006). 
Anatomically, amygdalar volume is decreased in BD children and increased in adults, suggesting that 
BD may be associated with abnormal amygdala development (Chang et al. 2004; Pfeifer et al. 2008). 
In a unique study involving functional and structural scans, adolescents with BD had decreased 
amygdala volume and increased amygdalar activation in response to emotional faces relative to 
controls (Kalmar et al., 2009). Thus, deficient prefrontal inhibition of overactive amydalae may be at 
the core of mood dysregulation in BD (Chang, Adleman et al. 2004; Chang et al. 2009). These 
patterns likely begin before the onset of syndromal mania and may be amenable to reversal through 
early interventions, either pharmacologic or psychotherapeutic. We propose to examine neural 
correlates of treatment response in prodromal BD youth using fMRI face recognition and 
emotion regulation paradigms, with emphasis on prefrontal subcortical limbic circuits 
involved in emotion regulation. 

Regarding environmental potentiators of episode onset, high levels of expressed emotion (EE) or 
low levels of warmth in parents or other relatives are found to predict recurrence or symptom 
deterioration in five studies of adult BD (Miklowitz et al. 1988, 2000; Priebe, 1989; O'Connell, 1991; 
Yan et al. 2004) and two of BD youth (Miklowitz et al. 2006; Geller et al. 2008). High levels of parental 
EE correlate with family attributes that may bode poorly for long-term outcome, such as low family 
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cohesion and adaptability (Sullivan & Miklowitz 2010). RCTs of family-focused treatment (FFT) for BD 
adults and adolescents (Kim & Miklowitz, 2007; Miklowitz et al., 2009) found a greater magnitude of 
treatment response among youth in high-EE (vs. low-EE) families. 

 
 

The Role of Psychotherapeutic Interventions 
 
Specific psychotherapeutic interventions for high-risk individuals should reduce the severity of 
psychosocial risk factors and enhance the at-risk person’s coping capacities to prevent or delay the 
onset of BD. One can infer the utility of psychotherapeutic interventions for the prevention of the 
development of full BD from data supporting the efficacy of psychosocial interventions for the 
treatment and prevention of relapse of BD (for review, see Miklowitz, 2008).  Of the various 
psychotherapeutic modalities available, all share a focus on psychoeducation, enhancing medication 
adherence, early symptom recognition and management, problem-solving, and improvement in 
communication skills.  Although requiring more time and effort than drug treatment, psychotherapy 
can be a precise, targeted intervention with sustaining effects even after the treatment is completed. 
 Focusing psychosocial treatment on the family unit is essential for at-risk youths because they 
usually live with their parents and are more dependent upon their families than adults. Family 
environmental factors are correlated with the course and recurrence of mood disorders, and when 
several individuals are struggling with mood regulation, the likelihood of a chaotic and potentially 
stressful family environment increases greatly.  Also, many of the children at high-risk for developing 
BD are already on complicated medication regimes—which can be hard to maintain in a chaotic family 
environment.  In order to delay the onset of mania in high-risk youths, or at least reduce its 
severity and associated impairments, it is important to educate family members to understand 
the signs and symptoms of the illness, develop emergency intervention plans, manage 
environmental stressors and promote a family environment conducive to mood stability. 
 Family-focused treatment (FFT) has been modified from its adult version to address the 
developmental issues and unique clinical presentations of adolescents with BD or children and 
adolescents at risk for BD (Miklowitz et al., 2004).  FFT consists of 3 phases: psychoeducation about 
mood dysregulation and ways to enhance mood stability, communication training, and problem 
solving skills training.  FFT, in both its adult and youth forms, has a promising record of enhancing 
symptom stabilization among youth and adults with diagnosed BD (Miklowitz, 2008).   

 
How will the proposed project improve scientific knowledge and clinical practice?  

Results of prospective studies of BD spectrum disorders in youth suggest that certain 
characteristics, notably a bipolar NOS presentation, early illness onset, and a history of BD I or II in 
first-degree relatives are linked to elevated risk of illness progression (Miklowitz & Chang, 2008). 
Intervention trials with these high-risk populations are now feasible and warranted.  Pharmacological 
treatments for the prodrome of BD have not produced conclusive results (Miklowitz and Chang 2008). 
However, psychosocial interventions – particularly, those involving skill training with family members 
as well as high-risk youth – are well suited to children with or at risk for BD. Several studies indicate 
that family-based psychoeducation is effective in alleviating mood symptoms, preventing recurrences, 
and enhancing psychosocial functioning among adult (Miklowitz et al. 2003a, 2003b; Rea et al. 2003), 
adolescent (Miklowitz, Axelson et al. 2008), childhood BD (Fristad et al., 2009; West et al. 2007), and 
most recently, high-risk prodromal youth (Miklowitz and Chang 2008; 2010). Using a randomized 
trial design, the proposed study will test whether a 4-month, 12-session family-focused 
treatment promotes symptom remission, prevents or delays illness onset, and enhances 
functioning among youth at high risk for BD over 2-4 years.  

This is the first randomized trial of a structured, manual-based psychotherapy administered during 
the (often lengthy) prodromal period to determine if (a) affective morbidity potentially indicating risk for 
threshold bipolar disorder can be minimized in severity; (b) long-term psychosocial functioning can be 
enhanced, and (c) prospective risk of mania/hypomania and depression can be reduced. The study 
will explore both psychosocial (EE) and neural activation variables that may be markers of 
vulnerability in high-risk youth that forecast disease onset, and that may moderate the efficacy of 
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treatment. We hypothesize that family-focused treatment to reduce stress, conflict, and affective 
arousal by enhancing communication, problem-solving, and emotional regulation skills in the high-risk 
child and his or her parents/ siblings will decrease the child’s overall liability toward onset of the 
disorder and its functional disabilities. 
 
 
Public Health Significance 
It is likely that the educational and skill-training focus of FFT-HR will not only prove useful in 
preventing early-onset BD in at risk children, but also would help any affected parent(s) and siblings to 
better regulate their own emotional states. Treating the family is likely to be a more cost-effective 
method for at-risk populations than individual treatments focused on the child or parent.   

We anticipate that, relative to EC, early intervention with FFT-HR will decrease mood and 
behavioral symptoms, improve the child’s social and academic functioning, improve family 
interactions, and provide the child and the family with the skills to cope effectively with interpersonal 
stressors.  We hope to demonstrate that psychoeducation makes parents “educated consumers” who 
effectively advocate for appropriate treatments for their children.  
 
 

3. Research Design and Methods 
 
Overview 
 
High-risk participants in both conditions will be provided with best-practice pharmacotherapy 
(as needed) administered by a study psychiatrist. Random assignment will stratify the sample 
within sites on baseline diagnosis (BD NOS or MDD), mood stabilizer treatment at study entry 
(yes/no), and age (above or below age 13). 
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General Description of the Structure of the Project  
Identical randomized controlled trials are occurring at Stanford University School of Medicine and the 
University of Colorado, Boulder. Data from this three-site trial will yield important information on 
treatment effectiveness, moderators of outcome, and changes in measures of neural activation in a 
large-scale early intervention trial.  
 
Inclusion Criteria 
The inclusion criteria for this study are:  

(1) English-speaking;  
(2) age 9 years, 0 mos. – 17 years, 11 mos.  
(3) at least one parent or step-parent/guardian with whom the subject lives is willing to participate 

in family treatment and research sessions;  
(4) the child and relative(s) are able and willing to give written informed assent/consent to 

participate;  
(5) the youth meets criteria for one of the groups below:  

 
High Risk Group 1: both (a) and (b) must be present: 
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a. at least one first or second degree relative (biological parent, sibling, aunt, uncle, 
grandparent) has BD I or II, as assessed by the MINI International Neuropsychiatric 
Interview (Sheehan et al., 1998) or by indirect report from the primary parent using the 
Family History Screen and Research Diagnostic Criteria, a well-validated instrument 
(Weissman et al., 2000); 
 

b. the child has had a DSM-IV diagnosis within the past 2 years of at least one of the 
following: BD, not otherwise specified (BD-NOS) or  major depressive disorder (MDD) 
as assessed by the Likert-type items of the KSADS-Present and Lifetime Version (K-
SADS-PL) Depression Rating Scale and Mania Rating Scale).  BD-NOS will require a 
distinct period of abnormally irritable mood plus three accompanying DSM-IV 
symptoms of mania that caused a change in functioning, lasted for at least 1 day, and 
were present for a total of at least 10 days in the child’s lifetime (Birmaher, Axelson et 
al. 2006).   

 
 

(6) The youth shows evidence of current significant affective symptoms as determined by a 
current (previous week) YMRS score > 11 and/or a current (previous 2 weeks) CDRS-R score 
> 29.  

(7)  All relatives who are in the child’s immediate milieu (biological or stepparents, siblings of any 
age, grandparents, or aunts/uncles) will be invited to take part in family sessions, regardless of 
their own diagnoses or treatment status.  In our experience, extended relatives are often in 
caregiver roles when a biological parent suffers from BD.   However, there will be no 
requirement that the parent, sibling, or second-degree relative who has bipolar disorder must 
participate in the family sessions.  

 
Healthy Control Group (Neuroimaging study only)  

(1) the youth does not meet criteria for any Axis I diagnosis, with the exception of simple 
phobia or mild adjustment disorder.  

 (2) the youth does not have a  first- or second-degree relative diagnosed with BD I or II 
 
 

 
Inclusion of Children with Comorbid Disorders 
 High risk youths can have any comorbid DSM-IV disorder except for autism or active 
substance or alcohol abuse or dependence. Children of bipolar parents who have depression or BD-
NOS often have comorbid disorders as well, including anxiety disorders, ADHD, oppositional defiant 
disorder, or conduct disorders (e.g., Chang, Steiner et al., 2003; Goldstein et al., 2010). These will not 
be exclusion criteria. When discrepancies in parent/youth reports on the KSADS mood or non-mood 
items occur, the participants will be consulted conjointly to elicit additional behavioral examples, or 
information from another parent or medical records will be obtained.  

The development of BD is often preceded by comorbid conditions, and poor outcomes can 
sometimes be attributed to these conditions, even when the mood disorder has been adequately 
treated (Kowatch et al. 2005). Thus, our treatment protocols will address the most common 
comorbidities.  The FFT manual (Addendum) has supplementary psychoeducation modules for 
addressing ADHD within the home and school settings, as well as modules for implementing 
anxiety management techniques (e.g., parent-assisted exposure or relaxation programs).  It 
also has a supplementary module for addressing oppositional defiant disorder.   

Likewise, the pharmacotherapy protocol includes decision rules for introducing medications for 
comorbid disorders.  For example, when children have active manic symptoms associated with BD-
NOS, it will usually be necessary to stabilize their mood symptoms before introducing a 
psychostimulant (Scheffer et al. 2005). Initiation of antidepressants (e.g., for anxiety symptoms) will 
take into account the risk/benefit issues discussed in the antidepressant section below.   There is no 
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requirement that children take any medications in order to be in the study; there are forms of 
prodromal bipolar disorder hat are not severe enough to require medication (see Pharmacotherapy 
decision rules, below). 
 
Exclusion Criteria 
High Risk subjects will be excluded from participating if they have:  

1) any history of syndromal bipolar I or II disorder (i.e., history of mania, mixed episode, major 
depression with hypomania);  

2) a DSM-IV diagnosis of autism or pervasive developmental disorder;  
3) evidence of mental retardation (IQ < 70);  
4) comorbid neurologic diseases such as seizure disorder;  
5) diagnosable substance or alcohol abuse or dependence disorders in the 4 months prior to 

study recruitment, although a lifetime history of substance or alcohol disorders can be present 
if the child has been abstinent for at least 4 months (see further discussion below);  

6) evidence of a life-threatening eating disorder or other medical disorder that requires immediate 
hospitalization or other emergency medical treatment;  

7) are pregnant (fMRI study only); 
8) are currently enrolled in family therapy and are unwilling to postpone this treatment once 

enrolled in the study;  
9) previously been treated with FFT inside or outside the context of a research protocol; or  
10) evidence of current sexual or physical abuse of the child, and/or domestic abuse between the 

adult partners. These situations usually require notification of the Department of Child Services 
and forms of treatment other than family therapy.   

 
Healthy Control group: 
Subjects will be excluded from participating if they have:  

(1) any Axis I disorder 
(2) a first- or second degree relative diagnosed with BD I or II 
(3) evidence of mental retardation (IQ < 70) 
(4) comorbid neurologic diseases such as seizure disorder 
(5) the subject has contraindications to the MRI procedure (e.g. metal in the body) 

 
 

In cases where we exclude participants, appropriate referrals will be made (i.e., treatment for 
PTSD, pharmacotherapy, drug rehabilitation, domestic violence programs, as indicated) if participants 
are not already engaged in such treatment.  Follow-up calls will help assure that the adolescent or 
family members have availed themselves of these or other referrals. 
 We will exclude children who have active, current substance or alcohol abuse or dependence, 
but include those who have been abstinent for at least 4 months, as revealed by the KSADS -PL. 
Youth who are abusing substances can participate in the study later once they maintain abstinence 
for at least 4 months.  Procedures for addressing substance abuse during the study protocol are 
discussed below. 
 
Inclusion Criteria for Family Members 
   All relatives who are in the high-risk child’s immediate milieu will be invited to take part in the family 
sessions, regardless of their diagnoses or family history. In our past studies, we have defined ‘family’ 
broadly to include single parents, two-parent combinations (biological or stepparents), siblings of any 
age, grandparents, or aunts/uncles.   
In many families, one parent will choose to participate and another will not.  We do not require that all 
members of the immediate family participate.  So, for example, the at-risk youth may come in with his 
mother and brother, and his father and sister may opt out. We will offer these family members 
referrals for other treatment if they so desire. We will keep track of whether there are systematic 
reasons that some family members choose to take part and others do not (for example, their own 
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history of mental health treatment). 
 
MRI Exclusion Criteria 
Contraindications for MRI include metal in the body related to an injury or surgery, for example, 
surgical clips, metal fragments in the eyes, or piercings that cannot be removed. Subjects with braces 
or permanent retainers will not be scanned, because the effects on image signal are not well 
understood, and may affect comparability between subjects and scan sites. Participants will be 
excluded for major neurological problems, such as seizure disorder, traumatic brain injury with loss of 
consciousness, or sensory problems that may impair task performance, such as blindness.  Subjects 
will not be excluded if they are left handed (based on the Edinburgh Handedness Questionnaire; 
Oldfield, 1971) but we will include handedness as a covariate in analyses of the key fMRI hypotheses.  
Female subjects of childbearing age will be asked if they are pregnant or planning to become pregnant 
per protocol safety screening procedures at the CCN scanner.  This subject will be excluded from the 
MRI portion of the study if she answers ‘yes’ to this question.  Female subjects who think they might be 
pregnant will also not participate in the MRI portion of this study. 

 
STUDY TIMELINE  

for high risk subjects 
Year 1 Year 2 Year 3 Year 4 Year 5 
17-20 

recruited 
17-20 recruited 17-20 recruited 0 recruited 0 recruited 

 17-20 from year 1 
followed for 1 year 

>34 from year 2 
followed for 1 year 

> 17 from year 3 
followed for 1 year 

>17 from 
year 3 followed 

for 2nd year  
  > 17 from year 1 

followed for 2nd 
year 

>17 from year 2 
followed for 2nd 

year  

>17 from year 
2 followed for 

3rd year  
   > 17 from year 1 

followed for 3rd  
years 

> 17 from year 
1 followed for 

4th year 
    Data Analyses 

 
Total entered: 60 
Total followed for  > 2 years = 50 (assumes dropout of 17%) 
Total followed for > 3 years = 34 
Total followed for > 4 years = 17 

 
Recruitment Procedures 
At the UCLA site, participants will be recruited and followed at the Child and Adolescent Mood 
Disorders (CHAMP) clinic, 5th floor, UCLA Semel Institute (D. Miklowitz, Dir). The clinic is equipped 
with psychiatric interview rooms, office and laboratory space, a medical exam room, and access to 
emergency psychiatry services. 
 We propose to recruit, diagnose, treat and follow 60 high risk subjects at UCLA, and 60 each 
at Stanford and Colorado, for 180 total, in the first 3 years of the study. In light of recent research 
collaborations, all three sites (UCLA, Stanford, Univ of Colorado) have established infrastructures for 
conducting longitudinal and treatment studies of prodromal BD in youth, and collectively, have 
adequate case flow to achieve the sample sizes of 60 cases/site over 5 years (see case flow and 
retention diagram below). We also expect that the average child participant will have up to 3 family 
members participating in treatment (parents or siblings).  We also propose to recruit and scan 18 
healthy control subjects. 

Based on our experiences in the R34, we expect that referrals for the high risk group will be 
one of two types: (1) adults with BD who want to have their children evaluated for the study; (2) 
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referrals of children with depression, hypomania, or significant mood cycling and that meet one of our 
study high-risk criteria (e.g., upon evaluation they are found to have one or more parents relatives 
with BD I or II). Referral source will be examined as a covariate in data analyses.  
 It is likely that we will have some study attrition (i.e., participants who agree to the study but, 
upon evaluation are found not to meet the diagnostic criteria; participants who move away before the 
study is completed or who leave the study for other reasons).  Based on our past studies we are 
estimating that 83% of participants who sign the initial consent forms will complete the study over the 
life of the project.  Thus, we will recruit 60 high risk participants to have a completing sample of 50. 
We will also recruit 18 healthy control subjects to have a completing sample of 15 in that group. 

 
 
Study advertising 

All sites will place advertisements in local newspapers and on local radio stations, and post 
flyers around campus and in selected community clinics. Physicians, psychiatrists, social 
workers/clinic workers who have previously referred to the program will be made aware of this new 
study.  Regular talks or workshops by study staff at community mental health clinics, primary care 
clinics, and churches or temples have generated referrals in the past. 

UCLA has an established infrastructure for recruiting children into randomized trials, with a 
centralized recruiting office and the UCLA ACCESS office, which refers youths to specialty clinics and 
studies.  While existing clinical services appear to provide a more than ample pool of potential 
subjects for the protocol, the Child Psychiatry Division’s centralized recruiting unit is highly 
experienced in utilizing a range of outreach, networking, and advertising strategies - using a range of 
media - in order to generate subject referrals for research studies. There is considerable expertise in 
the diagnosis and treatment of pediatric mood disorders at UCLA (including Drs. James McCracken, 
Michael Strober, Lori Altshuler, Michael Gitlin, and Joan and Robert Asarnow).   

Most recently, Dr. Miklowitz opened CHAMP (www.semel.ucla.edu/champ), which focuses on 
the diagnosis and treatment of threshold and subthreshold bipolar youth. The CHAMP Clinic, which 
has a staff of four licensed psychologists, three psychiatrists, and one social worker, assesses 2-3 
new children or teens each week and verifies all diagnoses with the KSADS; so far, 36% have met 
DSM-IV criteria for bipolar I or II, 27% for BD-NOS with bipolar I family history, and 9% for MDD with 
bipolar I family history (total eligibility based on symptom criteria, 36%). Referrals to the clinic have 
been generated by advertisements and community lectures given by Drs. Miklowitz and Patricia 
Walshaw.  

Dr. Miklowitz is also Co-PI of the recently launched family-focused treatment study of the 
North American Prodrome Longitudinal Study (NAPLS. T Cannon, PI) which will recruit and treat 192 
youth with prodromal psychosis over the next two years using FFT or a comparison brief 
psychoeducation treatment.  The UCLA site of this study has already generated several referrals to 
the UCLA CHAMP program, given that youth referred for the prodromal psychosis program often 
reveal significant affective symptoms and a family history of BD upon evaluation. 

Healthy control subjects will be recruited utilizing healthy control flyers or from other studies in 
the Department of Psychiatry where healthy control subjects have indicated on consent that they wish 
to be contacted about other studies.  
 
Study Procedures 
Below is a summary of study measures and their timing. The data to be collected for this study are 
based on paper and pencil questionnaires, structured interviews, and family treatment sessions.  Most 
of the measures have been widely used in studies of childhood mood disorders. Notably, the YMRS 
and CDRS-R have been key outcome instruments in treatment outcome studies of childhood 
depression, syndromal BD, and subsyndromal BD (e.g., Wagner et al. 2002). The Pubertal 
Development Scale (Peterson et al. 1997) is also a well-validated instrument for this population.  The 
data will be used only for the purposes of research.  Procedures for maintaining subjects’ 
confidentiality and limiting access to subjects’ identities are described in later sections.   
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Description of Assessment Questionnaires and Interviews for High Risk Subjects 

Measure Key Variable 
 

Initial  
Interviews 

Follow-up 
(every 4 mos. 
until 48 mos)  

Final 
reassessment  

  Child Parent Child Parent Child Parent 
DIAGNOSTIC/HISTORY        
 KSADS-PL with Mania and 
Depression Rating Scales 

Diagnosis and 
current symptoms X X   X X 

General Behavior Inventory; 
General Information sheet 
Health Screening Report 

Mood Symptoms, 
history of present 
symptoms or 
illness 

 X     

MINI Diagnostic Interview 
(Parent > 18 re: self) 

Diagnosis  X     

Family History Research 
Diagnostic Criteria Screen 

Family history of 
mood disorder  X     

ADHD Rating Scale 
(One parent re: child) 

ADHD Score   X  X  X 

Autism Spectrum Disorders  
(One parent re: child) 

Autism Score   X     

Pubertal Development 
Assessment Scale  

Tanner Stage X      

FAMILY FUNCTIONING        
Five-Minute Speech Sample 
(Expressed Emotion) 

Low/high EE family 
status, criticism, 
overinvolvement 

 X     

Experiences of Stigma 
Questionnaire 

Experiences of 
social isolation due 
to stigma 

 X    X 

Family Adaptability and 
Cohesion Scale, II 

Adaptability, 
Cohesion X X X X x x 

Conflict Behavior 
Questionnaire 

Family conflict  X x x x x x 

CHILD FUNCTIONING        
YMRS (Mania) and CDRS-R 
(Depression)* 

Depression and 
mania X X X X x x 

A-Life (weekly Psychiatric 
Status Rating grid)  

Depression and 
mania syndromal 
status 

X X X X x x 

Child and Adolescent Services 
Assessment 

Total Services 
Scores X X X X x x 

 
Screen for Children’s Affective 
Reactivity (SCAR) 

Emotion 
dysregulation  X  X x x 

Children’s Affective Lability 
Score 

Emotion 
dysregulation  X  X x x 

Report of Aggression and  
Social Behavior 

Social behaviors 
with peers X x x x x x 

Social Adjustment Scale- Social Functioning 
in several life roles X  x  x  
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*Also given at 2-months post-randomization. 
 

   
Diagnostic Procedures: KSADS Modules at Baseline and 1-Year  

 
Once the parents and youth have signed the consent and assent forms (see Consenting 

Procedures), a research clinician will begin the KSADS-Present and Lifetime Version (KSADS-PL; 
Chambers et al., 1985) with accompanying Depression and Mania Rating Scales (Scales adapted 
from the original KSADS that allow for (1) to (6) ratings of severity, instead of (0 – absent, 1 = 
subthreshold, and 2 = threshold) followed by the KSADS-PL non-mood supplements. These 
interviews usually requires two separate appointments, and is conducted separately with the youth 
and at least one parent.  After reviewing the results of the KSADS and A-LIFE, the study psychiatrist 
assigned to the case will conduct a separate diagnostic evaluation with the child and parent and then 
meet with the KSADS interviewer to make a best estimate consensus diagnosis (Leckman et al. 
1982). 

During the interview, we will document lifetime diagnoses and degree of impairment, types of 
treatments obtained, age at illness onset, ethnicity, race, SES. The time frame of the KSADS-PL will 
both be lifetime, with current episode ratings based on the worst 1-2 weeks in the prior 4 months. The 
KSADS will be repeated at the end of the follow-up (minimum of 2 years post-randomization) to 
establish whether the child has met DSM-IV criteria for BD I or II during the intervening interval, and to 
capture new comorbid disorders. Thus, K-SADS data will confirm and expand upon data collected 
from the week-to-week prospective A-LIFE assessments (see below).  

General Information Questionnaire and Medical History. These interviews gather basic 
information about the child and family (e.g., parent’s job and contact information, socioeconomic 
status), the mother’s pregnancy and birth information relevant to the child, and the child’s medical 
treatment history.  These questions are standard in a good psychiatric evaluation (Quinn & Fristad, 
2004). 

Diagnoses of first- and second-degree relatives of the index child. All biological parents who 
have said they have been diagnosed with bipolar disorder, or whose spouses or other family 
members indicate that they have bipolar disorder will be interviewed using the MINI diagnostic 
interview. The MINI will be conducted once at study entry, and will not be repeated.  This interview 
typically lasts 1/2 to 1 hour. The MINI consists of a series of questions about current and past 
psychiatric symptoms, each of which is rated as present or absent. 

We will also ask each parent to talk about their own parent(s), siblings, and other biological 
children, from which diagnostic ratings will be made on the using the Family History Screen/Research 
Diagnostic Criteria (Weissman et al., 2000). The Family History Screen enables the interviewer to 
make ratings of each of the parent’s first- degree relatives (all of which will be first or second-degree 
relatives of the index child) on each of the various diagnostic categories (bipolar, schizophrenia, 

CGAS/CGI Severity Function/Severity 
Scores X X X X x x 

Drug Use Screening Inventory Usage score  X  X  X  
Suicidal Ideation Q’nnaire-JR Ideation score X  X  X  
SCARED Anxiety Q’nnaire Anxiety score X  X  X  
KINDL Functioning and 

quality of life  X     

PARENT FUNCTIONING 
(RE: SELF) 

       

Symptom Checklist-90 
 

Five symptom 
scores   X  X  X 

QIDS-SR, Altman Self Rating Depression, mania  X  X  X 
Treatment Utilization Form Personal 

psychiatric service 
use 

 X  X  X 
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substance abuse, depression, etc), using a Family History RDC Scoresheet. Each first- or second-
degree relative is rated on each diagnosis as 0 (no diagnosis), 1 (possible), 2 (probable) and 3 
(definite). There is a manual to guide these interviews (attached). Youth with BD-NOS (elated mood 
type) can still be eligible for the study even if no first or second degree relative has a diagnosis of 
bipolar disorder. 

Baseline Family Assessments. The Five-Minute Speech Sample (FMSS) (Magana et al. 1986) 
will be administered to both parents (or single parent) after the WASH U-KSADS is undertaken. The 
parent is instructed to “talk for 5 minutes, tell me what kind of person (your child) is and how the two of 
you get along together.”  FMSS audiotapes, masked regarding treatment assignment, will be sent for 
coding to Ana Magana-Amato, M.A., who developed the FMSS-EE coding system. We will also 
transcribe the FMSS tapes so that Dr. Armen Arevian (Assistant Professor of Psychiatry at UCLA) or 
his assistants will be able to code them on various lexical and word count features that may be related 
to expressed emotion. The codes will include the overall number of emotion words or how many 
words are positive vs. negative.  Transcribing will be done by an agency that is a vendor for UCLA.  
Transcribers will label all transcripts with study numbers and transcripts will be password protected.  

Relatives will be classified as high-EE if they make one or more criticisms or there is evidence of 
considerable relationship dissatisfaction or emotional overinvolvement. Children and parents will also 
complete the Family Adaptability and Cohesion Scale-II (FACES-II; Olson & Gorall 2006), a well-
validated measure of family cohesion, adaptation to change, and problem-solving; and the Conflict 
Behavior Questionnaire (Prinz et al. 1979), at entry and at each 4-mo. follow-up. These dimensions of 
family functioning are correlated with EE and sensitive to clinical improvements among families of BD 
adolescents in FFT (Sullivan & Miklowitz 2010). Finally, the 9-item Family Experiences of Stigma 
Questionnaire (Wahl, 1999) will be administered to parents prior to treatment and at the end of the 
study. 

C.7. Longitudinal Assessment Protocol. All follow-up interviews and ratings will be conducted by 
an independent evaluator (IE) who is trained to reliability criteria and is blind to treatment condition. 
Each of the following will be administered at baseline (covering the pre-study interval) and then every 
4 months in year 1 and every 6 months in years 2 – 4. Although the study period allows for a 
maximum of 4 years of follow-up, the PIs are committed to following these youth for a much longer 
period to determine the effects of our intervention on eventual conversion to BD. 

The Adolescent Longitudinal Interval Follow-up Evaluation (A-LIFE) (Keller et al. 1987), the primary 
outcome instrument, is a semi-structured interview that yields 0 – 6 Psychiatric Status Ratings (PSRs) 
for each week of the interval, and covers the severity of mania, hypomania, MDD, delusions, 
hallucinations, and suicidal behaviors; patterns of cycling; and evidence of significant departures from 
baseline mood states. The interviewer will start by rating each of the 16 weeks prior to study entry (i.e. 
time of initial KSADS), and then will rate each week at follow-up, based on interviews of the youth and 
parents every 4-6 months.  Onsets and durations of new episodes, subsyndromal mood fluctuations, 
remissions, and recoveries are tabulated (see Primary Outcomes, below). The Young Mania Rating 
Scale (YMRS; Young et al. 1978), one of the best available instruments for assessing pediatric mania, 
is an 11-item parent and child interview covering the prior week. The clinician-rated Children’s 
Depression Rating Scale, Revised (CDRS-R) assesses the presence and severity of 17 depressive 
symptoms over 2 weeks. Because these scales are highly sensitive to clinical improvement, they will 
be administered twice (at 2 months and 4 months) during the initial 4 month psychosocial treatment 
period, to the child and one parent (regarding the child). 

Child and Adolescent Services Assessment (CASA). The CASA (Angold et al., 1998), administered 
simultaneously to parents and youth, is a comprehensive measure of the child’s use of services for 
emotional, behavioral, or substance problems. The CASA interview will be completed at baseline and 
at every 4-mo. follow-up with the child and parent. It tabulates information on inpatient stays, partial 
hospitalizations, residential treatments, foster care, outpatient services, and medications, dosages, 
and adherence.   

C.9. Questionnaires to Assess Symptoms, Coping, and Functioning. The IEs will administer a 
battery of questionnaires to parents and youth at baseline and every 4-6 months (see Table in Human 
Subjects). Children under the age of 10 will be given the option of having the questionnaires read to 
them and their responses recorded by the interviewer. 

The scales selected are developmentally sensitivity, reliable, relevant to the population, and 
cover key constructs. Emotion Regulation: The Screen for Children’s Affective Reactivity (SCAR; 
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Kolko et al. 2007), a 20-item questionnaire (range 0-40) completed by parents, concerns the child’s 
irritability and impulsivity in the prior week.  

The KINDL (Quality of Life Questionnaire for Children) (Ravens-Sieberer, U. & Bullinger, M. 
(1998a)) is a 30-item parent- rated questionnaire that measures quality of life in the areas of physical 
health, overall sense of well-being, self-concept, family, friends, school, and when hospitalized, 
feelings about illness and treatment. Parent items are written so that they pertain to the child’s quality 
of life.  The KINDL requires approximately 5-10 minutes of the parent’s time, and is only administered 
to one parent. 

The Children’s Affective Lability Scale (CALS; Gerson et al. 1996) also is parent-rated and 
covers 3 months, and a different set of emotional behaviors than the SCAR: “suddenly becomes tense 
or anxious…has bursts of being overly affectionate or silly….starts to laugh or cry…suddenly appears 
sad, depressed, for no reason.”  
 The Pubertal Development Scale (Petersen et al.,1988) is a self-report instrument for children 
ages 10 and older to determine pubertal status at baseline and one year (prepubertal versus post-
pubertal).   

The Suicidal Ideation Questionnaire, Jr. Version (SIQ; Reynolds 1998) includes 15 child-rated 
items on a 1 to 7 scale.  

The Self-Report for Childhood Anxiety Related Disorders (SCARED), is a 41-item child-rated 
scale with five factors corresponding to different categories of anxiety and worry (Birmaher et al. 
1997).  

The Social Adjustment Scale-Self-Report (SAS-SR; Weissman et al. 2001) is a well-validated 
36-item scale, with “opt-in” and “opt-out” sections depending on the child’s age (e.g., dating) and 
functioning (e.g., in school or not).  

The Report of Aggression and Social Behavior (Murray-Close et al., 2010) is the most widely-
used measure of victimization and perpetration of physical and relational bullying in peer 
relationships for adolescents and young adults. It also includes items measuring prosocial behavior 
and jealousy. Both self-report and parent-report versions are used. Items measure behaviors such as 
“I have spread rumors about a person just to be mean” and “I get mad or upset if a friend wants to be 
close friends with someone else.”  
 The ADHD Rating Scale-IV (DuPaul et al. 1998) is an 18-item parent-rated measure often 
used in treatment studies (e.g., Stein et al. 2003), in which parents are asked to rate the severity of 
ADHD symptoms in their child using 4-point Likert scales.  
 Drug Use Screening Inventory, Revised (DUSI-R). To supplement the K-SADS-PL module that 
assesses substance use, we will administer the DUSI-R (Tarter 1990) questionnaire at baseline and 
at every follow-up (covering the prior month) to the child. Scores reflect gradations of severity and 
frequency of use..  
 The Autism Spectrum Disorders (ASD) Prescreen Questionnaire. This brief “true/false” 
screening measure asks parents to report whether the child has ever had symptoms of autism or 
Asperger’s disorder, such as language impairment, social impairment, or repetitive/stereotypical  
behaviors. An example item is “Has your child ever said the same thing over and over in exactly the 
same way, or insist on you saying the same things over and over again?”  Although this is unlikely to 
occur, children who score “true” on 6 or more items will be assessed with a lengthier pervasive 
developmental disorder assessment (a separate module of the KSADS-PL). Children who meet 
criteria for autism will be excluded from the study and given referrals for appropriate treatment. 

 C.10. Parents’ Mood, Distress, and Service Use. Family interventions will be most cost-
effective if they enhance the mood and functioning of parents as well as youth. At baseline and follow-
up, we will ask parents to complete the Quick Inventory of Depressive Symptoms (Rush et al. 2003), 
Altman et al. (2001) Self-Report Mania Scale and Symptom Checklist-90 (Lipman et al., 1968), as well 
as a brief interview and the Treatment Utilization Form (Miklowitz et al. 2008).  
 
Description of Assessment Questionnaires and Interviews for Healthy Control Subjects 
 

Diagnostic Procedures: KSADS Modules at Baseline 
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Once the parents and youth have signed the consent and assent forms (see Consenting 
Procedures), a research clinician will begin the KSADS-Present and Lifetime Version (KSADS-PL; 
Chambers et al., 1985) with accompanying Depression and Mania Rating Scales (Scales adapted 
from the original KSADS that allow for (1) to (6) ratings of severity, instead of (0 – absent, 1 = 
subthreshold, and 2 = threshold) followed by the KSADS-PL non-mood supplements. These 
interviews usually require 1-2 hours, and are conducted separately with the youth and at least one 
parent.  We will document lifetime diagnoses and degree of impairment, types of treatments obtained. 
The time frame of the KSADS-PL will be lifetime. If the presence of a psychiatric diagnosis other than 
simple phobia or mild adjustment disorder is confirmed by the KSADS, the subject will not be included 
as a healthy control in the study. 

 
Diagnoses of first-degree relatives of the child.  
A parent will be asked about any potential psychiatric diagnoses in first-degree relatives of the 

child. If the interviewer suspects a first-degree relative has a diagnosis of BD I or II, the MINI will be 
administered to the parent about this person to confirm the presence of BD I or II.  
 
 
TREATMENT PROTOCOLS FOR HIGH RISK SUBJECTS 
Pharmacotherapy Overview 
 
All of the medication procedures described in this section will apply in both the FFT-HR and EC 
conditions. Although the long-term objective of this research is to test the preventative efficacy of 
family psychoeducation as an early intervention for bipolar disorder, we recognize the importance of 
maximizing the at-risk child’s safety above all other considerations.  Thus, if the child shows a 
clinically significant elevation of mood disorder symptoms (i.e., a sudden worsening of mood or 
behavior) that warrants psychopharmacological intervention, we will undertake this intervention. If the 
child is not taking mood stabilizing or atypical antipsychotic medications, these agents may be started; 
if the child is already taking medications, they may be augmented with other agents or dosages 
increased. In some cases, an existing agent will be discontinued (e.g., a child is clearly rapid cycling 
following initiating an SSRI). We will not put the child at further risk by delaying medication treatment.   

The specific criteria to be employed across sites in deciding whether a child receives 
pharmacotherapy are explicated below. In our previous trial, 63.5% (33/52) of children were receiving 
some form of pharmacotherapy upon entry into the trial (35% on mood stabilizers or atypicals; 27% on 
psychostimulants). In most cases, the study psychiatrists did not alter the incoming regimen. 

Pharmacological treatment will begin with a thorough medical-psychiatric evaluation. Then, study 
psychiatrists will see children weekly for the first study month. Randomization to FFT-HR or EC occur 
once the child is deemed stable enough to participate in psychosocial treatment. All patients must 
continue to meet study inclusion criteria for current affective symptoms on the YMRS (> 11) or CDRS-
R (> 29) at the point of randomization to psychosocial treatments. Once randomized, study 
psychiatrists, who will remain “blind” to psychosocial condition, will see children every 2 weeks during 
the stabilization period (typically, 1-3 months) and then every month for maintenance treatment.  

 
Pharmacotherapy Protocol 
 All subjects will be assigned to a psychiatrist upon entry into the study.  A baseline psychiatric 
evaluation will be performed before the subject is randomized to receive either FFT-HR or EC.  At this 
point, the psychiatrist will determine whether (a) medications need to be started, (b) current 
medications and dosages are appropriate, or (c) dosages of current medications need to be adjusted, 
augmented, or discontinued.  
 After these changes are done (see below), the subject is randomized to treatment condition.  
The psychiatrist will continue to see the subject every 2-4 weeks, with greater frequency if deemed 
clinically necessary by the psychiatrist. During the trial, pharmacotherapy can be initiated or modified 
at any time based on clinical need. The involvement of study psychiatrists who are experienced in the 
treatment of childhood mood disorders (e.g., Dr. Robert Suddath, Dr. Marcy Forgey) will maximize the 
chances that at-risk children are appropriately treated. Furthermore, there will be training of all 
psychiatrists as to the study protocol before beginning the study, and regular monitoring and feedback 
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given to study psychiatrists through teleconferences and adherence ratings. There is currently no 
evidence that youth who meet strict operational criteria for BD-NOS and who do not have a family 
history of BD I or II should be treated differently than those with BD-NOS and a family history of BD I 
or II (Axelson et al., 2011).  
 At the end of the study, the physician who will be continuing the child’s psychiatric treatment will 
be sent a treatment report outlining the history of any medication adjustments made during the 
multiyear study, and the child’s current medication regimen.  Disclosure of treatment information will 
require signed HIPAA authorization forms from the parent and child specifying what information will be 
disclosed and to which doctor. 
 Baseline Pharmacological Evaluation. At study intake, all at-risk children will be evaluated by 
a study psychiatrist to decide whether (a) they need medication, or (b) their medication regimen 
requires alteration.  If the latter, attempts will be made to preserve current regimens; that is, 
medications will be changed only if necessary, as determined by first requiring psychosocial or 
academic dysfunction of the child (a guideline of CGAS < 70).  Then, patients should also fulfill at 
least one of the following: 
 
Depression: The patient is experiencing depressive symptoms that necessitate intervention, and/or 
presence of suicidal ideation; 
 
Mania: The patient is experiencing manic symptoms that necessitate intervention; 
 
ADHD: The patient is experiencing active symptoms of ADHD;  
 
Anxiety: The patient is experiencing significant symptoms of anxiety (e.g., parents report that the child 
has impairing anxiety or avoidance behavior), requiring pharmacologic intervention. 
 

If any of these conditions are met, then attempts will be made to adjust any existing 
medications (dosage, time of administration) to decrease symptoms below this level.  If the patient is 
not taking any medication, or not taking any medications that would treat his or her condition, then 
new medications will be instituted.  Adjustments will be made to decrease acute symptoms to the 
point where functioning improves, such that the child is able to participate in psychotherapy.  
Procedures for adjusting medications will follow best practice procedures (i.e., {Kowatch, 2005 #789}) 
for the treatment of bipolar NOS, depression, anxiety and ADHD, as discussed below.  
 The choice of medications will depend on the patient’s current regimen, and his or her current 
impairing psychiatric state.  We will follow current treatment guidelines for any specific condition. For 
example, if the patient has impairing ADHD symptoms and is not taking medications, we will prescribe 
a psychostimulant and adjust as necessary.  If the patient is currently taking an ADHD medication, we 
will adjust the dose as needed.  If the patient has manic symptoms requiring treatment, we will 
consider treatment with an atypical antipsychotic (Singh et al., 2010) or lithium (Geller et al., 2010).  If 
the patient is already taking such a medication, we will adjust the dose as necessary.   
 Treatment of depressive symptoms is more complex. Current treatment guidelines suggest that 
we would treat depression with an SSRI antidepressant and monitor carefully for the emergence of 
suicidal behaviors or ideation.  However, we recognize that in this population at high-risk for BD, 
subjects are likely to be treated with SSRIs (Chang et al., 2010) and may be at higher risk of 
treatment-induced manic or mixed episodes (Baumer et al., 2006).  Younger age may also increase 
the risk for manic conversion (Martin et al., 2004). Since there are no treatment guidelines for this 
particular situation, we will discuss with the family whether to begin treatment with an SSRI, an 
atypical antidepressant such as bupropion, or lamotrigine (Chang, Saxena, & Howe, 2006).  These 
agents are considered appropriate treatments for children and adolescents with bipolar depression 
(Kowatch et al., 2005; Chang, 2009), and thus their use could be extrapolated to children with 
depression who are at high-risk for BD.  If an antidepressant is chosen, we would start with a 
relatively low dose and monitor carefully for any emergence of manic or mixed symptoms.  

Overall, we recognize that intervening at all with medications creates further variables in 
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treatment and might either increase or decrease risk for BD development by themselves.  However, 
we see no other way to ethically conduct a study with real-world generalizability without guaranteeing 
a minimal level of pharmacologic intervention to our participants.  Medication variables will be 
considered as time-varying covariates in the mixed effects regression models testing psychosocial 
group differences In the trajectory of manic or depressive symptoms over time (see the Data Analysis 
section). 

 
 
Menu of Reasonable Choices to Treat Psychiatric Symptoms 

 ADHD Anxiety Depression Mania 
1st choice MPH citalopram citalopram aripiprazole 
2nd choice MAS sertraline sertraline quetiapine 
3rd choice ATX clonazepam bupropion risperidone 
4th choice   lamotrigine lithium 

 
MPH = methylphenidate; MAS = mixed salts amphetamine; ATX = atomoxetine 
 

Pharmacotherapy from Baseline until Randomization 
Subjects will not be randomized to psychosocial treatment condition until they are considered 

to be on a stable medication dose should medication be deemed necessary (see below). We feel it is 
ethically important to get the subject to a point of functioning that is safe and reasonable before 
initiating psychosocial interventions.  All youth must continue to meet the inclusion criteria (current 
significant affective symptoms as determined by a current [previous week] YMRS score > 11 and/or a 
current [previous 2 weeks] CDRS-R score > 29) at the point of psychosocial randomization. 
Randomization will be stratified on whether the youth is being treated with mood stabilizers or 
atypicals. 

The goal is not to treat the subject until all symptoms are resolved or in remission – they would 
then not qualify for entering the study.  Rather, the goal is to use medications to stabilize the 
functioning of the subject enough so that they may safely and productively participate in the family 
therapy or EC portion of the study.  Because the psychiatrists will be blind to treatment assignment, 
they will not be able to use intensity of psychosocial treatment to determine pharmacological 
treatment.  Thus, the safe and ethical approach is to ensure that subjects have at least a minimal level 
of stabilization before randomization, as outlined in our criteria above. 

 
Pharmacotherapy During the 2-Year Trial 
 Our guidelines for the need for pharmacotherapeutic intervention during the FFT trial will be 
similar.  That is, if patients develop the above symptom exacerbation criteria during the FFT study, 
then we would refer them to the site psychiatrist for evaluation.  If subjects require significant 
adjustment of their medication regimen for mood-related symptoms (including full depressive or 
(hypo)manic episodes), then time to this intervention would be entered as the relevant study event in 
survival analytic models.  
 There will be cases in which the physician must introduce rescue medications. The physician 
will base the decision to introduce emergency medications on the basis of the question, “Would the 
child’s current symptomatic presentation require a medication alteration or introduction if the child was 
not in the study and instead was being treated in the community?”  Thus, participation in the study will 
ensure that the child receives best-practice pharmacotherapy in addition to the psychosocial protocol 
to which he or she is assigned. 
How Will Psychiatrists Be Kept "Blind" to Psychosocial Treatments? 

We have used the following procedures successfully in our prior studies to keep physicians 
unaware of treatment conditions.  (1) We schedule patients’ research assessments or psychiatry visits 
at different times than FFT-HR or EC sessions; (2) the same psychosocial clinicians and psychiatrists 
provide care to youth in FFT-HR and EC; and (3) we instruct the participants not to discuss the 
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content or frequency of therapy with the psychiatrist. In our prior studies, including the R34, we have 
not found any systematic differences in medication regimens between youth in the FFT and control 
conditions at any point of follow-up (e.g., Miklowitz et al., 2008). 
 
Patients’ Medication Adherence 
 Adherence to medications, a critical issue in BD treatment, will be estimated during each 4-6 
month interval using a 3-point scale: fully adherent, partially nonadherent, and nonadherent.  For each 
follow-up interval, all available adherence information will be assembled into dossiers and the 3-point 
rating made for each medication. These dossiers will include: (1) the Child and Adolescent Services 
Assessment, in which parents and adolescents indicate consistency of physician visits and 
medication-taking habits; (2) the Physician-based Bipolar Visit Form (including medication dosage 
and compliance tables), (3) blood levels (where available) for lithium, valproate, or carbamazepine, (4) 
random pill counts, (5) patients’ self-report; and (6) information provided by parents during treatment 
sessions. 
 
Pharmacotherapy Training, Supervision, and Adherence Monitoring 
 During an initial study launch meeting in year 1, the study physicians will be retrained in the 
study guidelines for treatment of ADHD, depressive, and manic symptoms and the Menu of 
Reasonable Choices, with discussion of their application to specific cases. Drug treatment will be 
carefully monitored throughout the study by the pharmacotherapy oversight committee (Dr. Chang at 
the Stanford site, Dr. McCracken at UCLA, Dr. Schneck at Colorado, and consultants Dr. Melissa 
DelBello and David Axelson), who will have monthly conference calls with all physicians to discuss 
study cases, decisions to modify treatments, and handling of adverse events. Members of the 
oversight committee will also be blind to psychosocial treatment conditions.  Physicians can receive 
additional supervision at any other time via teleconference or e-mail.  
 
Adverse Events 
The independent evaluators, clinicians, and psychiatrists will each report adverse events (e.g.m 
school truancy, illness, car accidents) to UCLA SISTAT.  Severe adverse events such as 
hospitalization or suicide attempts, whether study related or not, will be recorded on this form, will be 
reported to the local IRB and the Data Safety Monitoring Board.  The Adverse event form asks the 
respondent to describe the event, the likelihood that it is an effect of having a mood disorder, and the 
probability the event was caused by or related to the study treatments or assessments. 
 
The Role of Pharmacotherapy in the Study Publication Plan 
We do not plan to publish articles on the effectiveness of specific medications.  The reason for 
devoting so much space to the medication guidelines is to make clear that we will provide identical 
high-quality care to youth in both the FFT-HR and EC conditions; to do so, we will need a clearly 
operationalized treatment protocol which explains when treatments are changed and how these 
changes are recorded. This is not a drug study, however.  The main papers will concern the 
effectiveness of two different forms of psychosocial intervention in the context of carefully controlled 
medications. 
 
PSYCHOSOCIAL TREATMENT PROCEDURES 
Randomization to Psychosocial Treatments  

Once the youth is enrolled and has begun pharmacotherapy, the UCLA SIStat lab will assign a 
treatment (FFT or EC in a 50/50 split) using a modification of Efron’s biased coin toss (Begg and 
Iglewicz 1980). All patients must meet inclusion criteria for current symptoms (YMRS > 11 or CDRS-R 
> 29) at the point of randomization. Randomization will balance the groups within sites on diagnosis 
(BD NOS vs. MDD), age (< 13 or > 13 yrs), initial pharmacotherapy (mood stabilizers/atypicals vs. 
none), and eligibility for neuroimaging (see MRI Exclusion criteria).  
 
Assessment of Family Problem Solving at Pre- and Post Treatment 
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Some studies of EE in bipolar disorder indicate that EE is likely predictive of outcome in so far 

as EE-related attitudes are manifested in actual behavior with the patient. Inclusion of a task that 
involves having the family (parents, patient and siblings) solve a problem together will allow us to 
study the association of EE attitudes and actual behavior. 
 Families randomized into FFT-HR or EC will be asked to engage in a family problem solving 
task (FPST) at the baseline (pre-treatment) and 4-month (post-treatment) follow up time point in both 
the FFT-HR and EC conditions.  The timing of the pre-treatment FPST (FPST-1) will take place 
immediately preceding the second session of FFT-HR or EC.  In the EC condition, the post-treatment 
FPST (FPST-2) will take place at the 4-month follow up assessment time point.  In FFT-HR, the 
FPST-2 will take place at either the 4-month follow up assessment or immediately preceding the final 
session of FFT-HR, whichever comes later. For the family problem solving task, families will be given 
a list of topics that often cause tension in families (See uploaded document titled “Topics for Family 
Problem Solving Task”) and will be asked to select one relevant topic to discuss for 10 minutes.  They 
are informed that the discussion will be videotaped for research purposes and are informed that their 
therapist and a research rater will view the tape. After family members agree on a topic to discuss 
based on their ratings, the therapist will instruct them to “attempt to reach a resolution” and will leave 
the room for 10 minutes.   

The specific instructions to families are as follows: 

“Before we get started with our second therapy session, we would like to get a sense of 
how you communicate with each other and solve problems together as a family.  This can be 
useful for some of the treatment recommendations we will be developing. We would like you to 
talk for ten minutes about a topic that creates tension in your family.  We will ask you to do 
this on your own without anyone else in the room, and we will view the video of the 
conversation later.  To help you to figure out what to talk about, we would like you to take a 
look at this list. This is a list of topics that typically create difficulties for families.  Please go 
through and circle how much tension each topic tends to generate in your family on the scale 
from 1 to 5.  Feel free to write any additional topics in the blank spaces at the bottom and rate 
those in terms of how much tension they generate as well.” 

After family members agree on a topic to discuss based on their ratings, the therapist reads the 
following instructions: 

“Please discuss_(selected topic)  and attempt to reach a resolution.  You have ten 
minutes for this discussion and I will return after ten minutes.” 

 Discussions will be videotaped for later assessment of interaction patterns and change in 
interaction behavior following treatment.  Following data collection, trained study research assistants 
will rate the family interactions using an established coding scheme, which is currently being used to 
assess family interaction in the recently launched family focused therapy treatment study of the North 
American Prodrome Longitudinal Study (NAPLS, T. Cannon, PI) on which Dr. Miklowitz is a co-PI. 
This coding scheme offers a rating system for assessing problem solving process (problem definition, 
proposed solutions, resolution) and overall communication process (positive affect/behavior, negative 
affect/behavior).   

 The family problem solving task will allow us to investigate the relationship between family 
communication patterns and mood symptoms in youth at risk for bipolar disorder.  Correlation 
statistics will be applied to cross-sectional baseline data to achieve this.  Additionally, regression 
analyses that control for pre-treatment symptom levels will be applied to observe the effect of post-
treatment change in positivity/negativity on symptom levels at 4 months.  A second independent 
samples analysis will be conducted to investigate the relationship between change in interaction 
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behavior and treatment condition.  Because FFT involves skill building in communication and problem 
solving, we would expect to see relative greater change toward positive interaction behavior in the 
FFT condition.   
 
 
Family-Focused Treatment Procedures 
FFT-HR consists of 12 sessions over 4 months (8 weekly, 4 biweekly). The treatment manual 
developed in our prior study (attached) includes session-by-session instructions followed by 
supplements covering suicidality, anxiety disorders, ADHD, and ODD. Objectives of FFT-HR are to 
assist high-risk youth and family members to: (1) recognize the prodromal and syndromal symptoms 
of recurrent mood disorder; (2) distinguish significant mood dysregulation from developmentally 
appropriate emotional reactivity; (3) identify stress-related triggers of mood swings; (4) enhance family 
communication and problem-solving, and (5) develop family-wide prevention plans to arrest mood 
escalations or deteriorations. In each FFT module there are opportunities for youth and family 
members to learn behavioral strategies to modulate affective intensity and duration, especially when 
provoked by other family members.  

Psychoeducation (sessions 1-4). The first two sessions acquaint the proband and family with the 
goals of FFT-HR and the signs and symptoms of mood disorders. In session 3, the FFT 
vulnerability/stress model is explained, and participants identify stressors currently affecting the youth 
such as family conflicts and peer or romantic relationships. The child is encouraged to monitor his or 
her daily mood regulation and sleep/wake rhythms using a mood chart.  We explain the nature of risk 
factors (e.g., alcohol or drug usage; provocative interpersonal interactions) and protective factors 
(e.g., regular sleep/wake cycles; effective family communication).  In session 4, the family develops a 
“mood episode prevention plan” for medical and behavioral intervention if the child’s moods start to 
shift. The plan typically involves reducing interpersonal stress at home, stabilizing sleep rhythms, and, 
where appropriate, undergoing medication adjustments. Emotion regulation skills, to be initiated when 
participants identify signs of negative emotional arousal in themselves or others, may include self-
relaxation or mindfulness exercises, distraction, or self-talk.  

Communication enhancement training (sessions 5-8) acquaints families with five skills: 
expressing positive feelings, active listening, making positive requests for change, communication 
clarity, and expressing negative feelings. During role-play/skill training exercises and in between-
session practice, participants learn to 1) down-regulate impulsive expressions of negative emotions 
through pausing and putting difficult feelings into words; 2) communicate in a manner that does not 
trigger or exacerbate emotional dysregulation in others; and 3) shift attention from negative or 
destructive emotions to more conciliatory emotional states.  

Problem-solving skills (sessions 9-12) encourages families to identify difficult problems, break 
down large problems (i.e., “we don’t get along”) into smaller ones (“we need to lower our tone of 
voice”), generate and evaluate the pros and cons of various solutions, and choose one or more 
solutions to implement (e.g., alert each other when tones become aggressive).  Because it requires 
enhanced executive planning, problem-solving may augment functional capacity. Problem-solving 
allows the family to express emotionally charged information within a structured context, and to 
manage conflict with adaptive self-talk, distraction, or negotiation techniques in place of shouting, 
hurling insults, or becoming assaultive. 

FFT Termination. The clinicians examine the family’s progress toward achieving the original 
six objectives. If the family is still having difficulty in one or more area, they will be referred for 
additional family or individual therapy or support groups. They may also contact the FFT clinician for 
additional crisis sessions (as needed) throughout the study year. The child will continue to see the 
study psychiatrist for pharmacotherapy after FFT is completed.  

 
The table below summarizes the protocol on a session by session basis. 
 

Session by Session Plan 
 
Psychoeducational Sessions 
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 a.  Session 1  (Goal setting)       
 b.  Session 2  (Symptoms and signs of BD)     
 c.  Session 3  (Vulnerability/Stress model)     
 d.  Session 4  (Mood episode prevention planning)    
 

Communication Enhancement Training 
 
a. Session 5 (Expressing positive feelings)     
b. Session 6  (Active listening)       
c. Session 7  (Positive requests)       
d. Session 8  (Expressing negative feelings)     

 
Problem Solving Skills Training 

 
Sessions 9 – 11 (Problem solving)      
Session 12: Termination  

 
 

Enhanced Care (EC) Comparison Group 
 

The 6-session comparison is an adaptation of the EC treatment used in our BD adolescent 
FFT trial (Miklowitz et al., 2008).  It consists of two phases: First, families receive three sessions of 
family psychoeducation either weekly or every other week. Session 1: clinicians summarize the 
results of the diagnostic assessment, introduce mood charting, and give the family reading materials 
relevant to managing mood swings in youth. Session 2: clinicians revisit mood charting, discuss the 
importance of medications (if relevant), and help the family develop an episode prevention plan. 
Session 3: clinicians assist families in rehearsing mood regulation strategies and discuss 
strategies/accommodations for the social or academic setting. The 3 family sessions will follow the 
problem-solving model of FFT.  That is, families will be encouraged to define a specific problem, 
break it down into smaller solvable units, “brainstorm” solutions and evaluate the pros and cons of 
each, and choose one or a set of solutions. Because clinicians will have little time to work with the 
family, they will take a more active, directive role in these sessions than they might in FFT-HR, 
wherein the purpose of problem-solving is to teach the family a long-term skill. They will also 
emphasize follow-up care with therapists in the community. 

In the second phase of the EC treatment, the youth will receive three monthly individual 
sessions conducted by the same clinician who conducted the initial educational sessions.  Each of 
these sessions will include a “check-in” about the youth’s level of functioning in several life domains 
since the time of the last meeting, review of the mood management plan, review of risk and protective 
factors in relation to recent mood changes or stressors, and assignment of “homework” to practice out 
a mood regulation strategy with respect to an ongoing stressor.  

Of course, clinical emergencies (e.g., suicidal crises) may at times require additional family 
sessions.  Families in either EC or FFT-HR may request up to 3 additional crisis-oriented sessions 
with their clinician during the first 4 study months. The families will have access to study staff 
members via telephone throughout the remainder of the study to help address any clinical crises that 
arise.  The child may continue to see the study psychiatrist after FFT-HR or EC is completed. Both the 
FFT-HR and EC treatments have more detailed manuals which are appended to this application. 
 

 
Training and Fidelity Monitoring of Clinicians. 
The psychosocial clinicians will administer both FFT-HR and EC. All of the proposed clinicians are 
already trained in FFT-HR and EC. Drs. Miklowitz and George will conduct an 8-hr refresher seminar 
at the study launch meeting. The post-workshop training protocol for new clinicians will include 
observing videotapes of one completed FFT and EC treatment, reading the manuals (Miklowitz, 2008; 
Miklowitz et al. 2010), and serving as co-therapist on 2 cases. Clinicians must have average scale 
ratings on the Therapist Adherence and Competence Scales, Revised (TCAS-R; Weisman et al. 
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1998) of at least 5.0 (very good adherence) on all sessions for two cases before being certified in the 
modality.  

The TCAS-R is rated by an FFT supervisor based on listening to FFT-HR session tapes. It 
charts a clinician’s fidelity to the FFT manual. The original 13 items (Weisman et al 1998), rated from 
1 (poor) to 7 (excellent), describe the therapist’s efficiency and accuracy in providing educational 
information or conducting skill-training exercises, assigning and following up on homework, efficient 
use of time, alliance-building, directiveness, stage of treatment, patient/family difficulty, and overall 
fidelity. The scales have been revised to include 25 new items that cover a broader range of 
prescribed intervention techniques recommended styles, and proscribed behaviors.  

During the trial, Dr. Miklowitz will provide a weekly supervision group for all study clinicians at 
UCLA. He will rate 3 sessions from each FFT-HR case and 1 session from each EC case. Depending 
upon availability of grant funds, Independent TCAS-R evaluation of 30 tapes (10/site) will also be 
provided (Mary O’Brien, Ph.D., UCLA), who was trained by Dr. Miklowitz. 
 

NEUROIMAGING PROTOCOL 
Multisite Neuroimaging Reliability. This study will utilize a multi-site neuroimaging design 

involving 30 randomly selected youth from UCLA and 30 from Stanford, drawn equally from the two 
treatment arms (50% from each), and scanned at pre-treatment and again at post-treatment (4 
months).  

Imaging will be conducted at the Center for Cognitive Neuroscience (CCN). Subjects will receive a 
mock scanner session.  Mood symptoms in high risk subjects (YMRS, CDRS) will be measured within 
one week before the 1-hr scan.  The order of tasks will be counterbalanced across subjects. Tasks 
will be presented using Eprime or MacStim, which will also collect behavioral responses and response 
times for all tasks.   

Functional MRI Tasks: Emotional Facial Expressions. In a standard, 8 min, 8 sec. task of 
implicit emotion perception, youth will view photographs of young adults with calm, fearful, and neutral 
facial expressions and indicate the sex of each by pressing one of two buttons. Photographs are 
taken from the MacArthur “NimStim” set. Each face is presented for 3 seconds, in groups of 8 faces 
per block, for a total of 15 blocks. The blocks alternate between calm, fearful, neutral, rest, and 
scrambled (a complex visual control stimulus). Analyses will compare whole brain activation in 
response to fearful vs. neutral faces, consistent with past studies.  In addition, we will compare fearful 
to calm faces, as children with BD have been shown to perceive neutral faces as threatening (Rich et 
al. 2006).   
Functional MRI Tasks: Emotion Regulation. The Problem Solving Task (7 min, 38 sec) involves 
having the participant read a presented problem and then think about how they would go about 
solving it.  Two types of problems are presented during the task: (1) problems involving interactions 
with family members (e.g. "Your parent wants you to stop watching TV, but you don't want to") and (2) 
problems involving everyday life (e.g. "You are getting ready for school, but can't find your shoes"). 
Prior to the scan, participants complete a Relevancy Questionnaire which just asks whether or not 
each problem that will be presented is relevant for them.  Following the scan, they are given a 
questionnaire with all of the presented problems that asks about how they felt when reading each 
problem. Analyses will compare whole brain activation associated with problem solving during family 
problems vs. control problems. 

Imaging Data Acquisition at UCLA. FMRI data collection is triggered by a pulse from the scanner 
and synchronized with task onset, with behavioral data collected on a laptop. Foam padding is used to 
restrain head movement.  Imaging data will be acquired using a 12-channel head coil on a 3.0T 
Siemens Trio scanner in the UCLA Brain Imaging Center. Stimuli are viewed through video display 
goggles and responses collected on a 4-button response box and hand-held dial apparatus. UCLA 
scan parameters are: Functional MRI: gradient echo-planar sequence 
(TR/TE/flip/slice/space/FOV=2/25/78deg/ 3x3x3.2mm/25%/192mm). Structural MRI: A co-planar, 
high-resolution matched bandwidth EPI scan will be acquired for stereotactic registration 
(TR/TE/flip/slice/space/ FOV=5/34/90deg/1.5x1.5x4mm/0%/192mm); both with anterior to posterior 
phase encoding and interleaved acquisition. We will collect a high-resolution, sagitally acquired 
MPRAGE structural scan for further registration (TR/TE/flip/slice/space/FOV=1.9/2.26/9/1x1x1mm/ 
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50%/250mm) with anterior to posterior phase encoding.   After acquisition, scan data will be 
transferred  to a secure ftp site using numeric identifiers.  

Ongoing Scan Quality Monitoring and Phantom Studies. Imaging data will be monitored as it is 
collected, documenting image quality, behavioral task performance, and head movement.  Monthly 
phantom scans using a standard FBIRN agar phantom will provide ongoing assurance of scan quality. 
A detailed manual describing scan procedures, scripts of instructions given to subjects, and pictures 
illustrating possible image artifacts is being developed by Drs. Patricia. Walshaw [UCLA] and Amy 
Garrett [Stanford] for all imaging personnel. During the study, monthly quality control checks at each 
site will prevent reliability drift between UCLA and Stanford.  

 
 
 

STATISTICAL ANALYSIS PLAN 
Analytic Plan Overview. Our main analytical tools will be survival analysis and mixed effects 

regression. Because these techniques automatically handle censoring and missing data, we will use 
all available information from each subject. Mixed models can incorporate temporal covariates to 
account for the cyclical nature of the illness and also allow for changing degrees of treatment effect 
over time. To protect against multiple testing, within each of the principal hypothesis groups (which we 
treat as independent) we will identify a small number of primary outcomes and report results for these 
using Bonferroni corrections.  Power for these tests has been computed accordingly. All other 
analyses will be secondary and results reported using an unadjusted 2-sided α=.05. The primary 
outcome measures are depression and mania symptoms, recovery from initial depression, social-role 
functioning, and FMRI activation in prespecified ROIs (dorsolateral PFC, orbital frontal cortex, and 
amygdala). Weekly A-LIFE Psychiatric Status Ratings (PSRs) will operationalize symptom severity (0-
6 scale), recovery (PSRs < 2 for > 8 consecutive weeks) or remission (< 8 weeks), and episode onset 
or recurrence (all PSRs > 5 for > 1 week for mania or hypomania or > 2 weeks for depression). 

Preliminary Analyses and Missing Data. Prior to modeling, descriptive statistics and graphical 
summaries will be obtained for all outcomes to check for outliers and the need for transformations or 
non-parametric methods.  We will also check whether key demographic and clinical characteristics 
vary at baseline by treatment group and site and include those that differ as covariates in follow-ups to 
the primary analyses. Data will be analyzed on an intent-to-treat basis. Treatment dropouts and 
completers will also be compared on initial demographic (e.g., sex, age) and clinical variables (e.g., 
initial symptoms) and we will covary for factors associated with early study exit in subsequent models. 
For survival analyses, subjects’ data will be treated as censored at their final observation. For General 
Linear Mixed models, parameter estimates are unbiased, assuming ignorable missingness (MCAR or 
MAR; Diggle and Kenward 1994). However, if clear non-random patterns are found, we will use 
pattern mixture models (Fairclough 2002) to estimate overall treatment effects.   

Treatment-Associated Changes in Symptoms and Functioning (Aims #1(a,b) and #2). To assess 
differences in the effects of treatments over time, we will fit mixed effects regression models to each 
of the dimensional outcome variables with main effects for treatment (FFT vs EC), time (weekly for A-
Life PSR ratings, otherwise every 4-6 months) and a group by time interaction. The primary measures 
are manic and depressive symptoms (A-LIFE weekly PSRs, CDRS-R/YMRS ratings every 4 mos.) 
and social functioning (SAS-SR). Secondary measures include: suicidal thoughts/behaviors (CDRS, 
SIQ), emotional self-regulation (SCAR, CALS), family functioning (FACES-II, Conflict Behavior Q) and 
out-of-protocol treatment use (CASA). Tertiary measures are parents’ distress (e.g., SCL-90). Our 
base model will treat time as a continuous measure with random intercepts and slopes for each 
subject, allowing a change in slope at the end of the acute treatment period. However, for some 
measures, change over time within patients will not be strictly linear or treatment effects may be 
delayed or extend beyond the acute period. Therefore, if indicated, for the outcomes that are 
measured tri-annually we will fit secondary models treating time as a factor level variable and allowing 
a general (unstructured) covariance pattern between repeated measurements.  For the weekly PSR 
we will have a sufficient number of timepoints to identify specific non-linear trends (e.g. quadratic, 
cyclical) using subject level random effects.  We will also explore functional data analysis methods 
(James & Sugar, 2003; Ramsay & Silverman, 2005), which treat entire curves or trajectories as the 
unit of measurement, to identify common patterns of illness progression.    
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Acute vs. Maintenance Effects. Many of our specific hypotheses concern either the acute 
treatment period (0-4 mos.) or the follow-up period (4 mos. up to 48 mos.). The desired comparisons 
can be obtained as tests of particular parameters or follow-up contrasts nested within the full larger (0 
up to 48 mos) model. Hypothesis 1(a) states that for depressive and manic/hypomanic symptoms, we 
expect a strong treatment by time interaction in the acute phase favoring FFT-HR, whereas 
hypothesis 1(b) corresponds to a simple main effect of treatment suggesting a non-declining effect of 
FFT over follow-up. This combination of effects follows the form of our base model. However, we will 
also examine the competing possibility that FFT leads to short-term improvement after which patients 
in EC “catch up.” For functioning (aim #2), we expect changes will occur more gradually and treatment 
groups will be distinguishable further into the maintenance period (e.g, Keck et al. 1998) which can be 
accommodated by adjusting the change point for the time slope.    

Survival Analyses (Aim # 1a and c). Our primary survival outcome is time from onset of 
pretreatment (index) depressive symptoms to first recovery (operationalized above). We will use log-
rank tests to compare the Kaplan-Meier estimates of the FFT-HR vs. EC survival curves. Proportional 
hazards models (Cox 1972) will be used to adjust for hypothesized moderators (EE, baseline 
emotional dysregulation) and confounders (e.g., site). To test the proportionality of hazards 
assumption, we will include a group by time interaction in a Cox regression model to account for the 
time dependence on the hazard ratios. We do not anticipate differential dropout based on our three 
adult RCTs, our adolescent RCT or the R34. The same approach will be used for exploratory 
analyses of time to first manic/hypomanic or mixed episode (conversion to BD I/II). For those subjects 
who remit or recover we will explore time to relapse or recurrence, using two state (recovery/ 
remission followed by recurrence/relapse) time continuous Markov and semi-Markov models 
(Andersen & Rasmussen 1986).  

Treatment Costs (Aim #2). Mixed effects regression models will compare non-protocol CASA 
service utilization (e.g., additional sessions, hospital days, prescription data, primary care) across the 
FFT-HR and EC groups as a function of time, and the effects of FFT vs. EC on depressive or manic 
symptoms with service utilization variables as covariates. Direct costs every 4-6 months incurred by 
patients in each treatment (in vs. out-of-protocol) will be plotted against time and compared using 
mixed models. These effect sizes will be compared to the ESs for treatment-related changes in mood 
symptoms, functioning, and quality of life. Ratios of treatment costs to weeks well (PSRs < 2; Lave et 
al., 1998) will be compared across treatments.  

Treatment moderation (Aim #3). Testing for treatment moderators involves adding interactions 
between putative risk factors and the treatment and treatment by time terms in the mixed effects 
regression and survival models described above. Our primary moderation hypothesis is that youths 
whose parents have higher EE at baseline, and who show greater pretreatment levels of emotional 
dysregulation will show greater relative benefits from FFT-HR.  Exploratory analyses will examine 
other potential moderators including baseline depression, diagnosis and polarity (depressed or 
hypomanic), and study site, age, and sex.  

Analyses of fMRI data (Aim #4). FMRI data will be preprocessed and statistically evaluated 
using common image processing software (e.g. SPM5 or FSL). After rigid-body motion correction, 
images will be normalized to MNI coordinates, and smoothed with a 4mm Gaussian kernel.  MNI 
coordinates will be transformed to stereotaxic Talairach coordinates. Statistical analysis on individual 
subject data will use the GLM and the theory of Gaussian random fields.  For each subject we  will  
model fixed effects for the comparisons of interest (including fearful vs. neutral faces and neutral vs. 
calm faces). Low frequency noise will be removed with a high pass filter (0.5 Hz). Group comparisons 
will use a random effects analysis.  For whole brain analyses, we will threshold the activation maps 
jointly at  p=.01 height and p=.01 extent, corrected for multiple comparisons.  Significant clusters will 
be superimposed on high-resolution T1-weighted images for localization in Talairach space.  Regions 
of interest (ROIs) will be defined based on the results of our preliminary data (activation in amygdala, 
DLPFC, and OFC; see Prelim. Studies).  We will place 6 mm spheres centered at the location of 
maximum activation in each of these regions and extract the mean activation for each subject.  
Exploratory analyses will use anatomically defined ROIs based on previous neuroimaging studies in 
BD and compare these to healthy controls. These regions include the ventrolateral PFCs (BA 45/47), 
medial PFC (BA 10), subgenual cingulate cortex, nucleus accumbens, and caudate nucleus 
(McClure-Tone, 2010; Rich et al., 2006; Chang et al., 2004, 2009).  



Miklowitz, David J.: Family-Focused Therapy, UCLA     Page 27.          

To test the neural moderator hypotheses of aim 4(a) we will add baseline activation and its 
interaction terms to the mixed effects models for symptoms from section C.13.4. Note that a 
significant activation by time interaction corresponds to a relationship between activation and the 
slope (or more general trend) of the symptom while a three-way activation by group by time 
interaction would show a differential relationship between activation and symptom trend in the FFT-
HR and EC groups.  For aim #4b (ROI analyses), mixed effects models with main effects for group 
(FFT, EC) and time (pre- vs. post-treatment) and a group by time interaction as predictors, and 
regional activation as the response, will be used to assess treatment effects on neural circuitry. To 
test the hypotheses of aim 4(b) relating change in activation to the differential effects of FFT-HR vs. 
EC, we will add pre-post treatment change in activation and the corresponding interaction terms to the 
models for aim 4(a). fMRI relationships with other outcome measures will be explored with parallel 
models. 

Effects of Medications on Outcomes. We will stratify on baseline medications when randomly 
assigning to groups; treating psychiatrists will remain “blind” to these psychosocial assignments.  We 
will also examine the balance between the therapy groups at each follow-up point to see if any 
medications are overrerpresented in one condition and, if so, test the effects of these differences by 
fitting mixed models to each of the primary outcome measures (i.e., symptoms, fMRI neural 
activation) with medication types (mood stabilizer, atypical antipsychotic, etc.) as time-varying 
covariates.  If there is evidence of medication effects we will rerun the primary models described 
above with medication type as an added predictor to check whether observed treatment effects 
remain significant after adjusting for this factor. The same procedure will be applied to 3-point 
pharmacotherapy adequacy scores which are obtained at each visit (physician is “guideline adherent”, 
“partially adherent”, or “nonadherent,” as judged by two expert, blind raters: Drs. DelBello [U 
Cincinnati] and Axelson [U Pittsburgh]).  Finally, if there is sufficient variance, we will fit exploratory 
models to compare the two groups over time on proportion of patients on monotherapy or combination 
therapy; medication switches or adjustments (new starts or discontinuations); or patient compliance 
(3-point scale with reliability of K=.87 in our prior work).  

Power Analyses.  We will enroll 150 subjects with a subset of 60 selected for imaging.  The 
power calculations conservatively assume an attrition rate of 3% per visit (4 mo. period) or 18% 
overall, assume a moderate correlation of r=.5 between repeated measures within subjects, and use 
only observations from the first 2 years of the study period.  Sample sizes were chosen to obtain 
adequate power for primary aims 1 and 2 using a 2-sided significance level α=.01 to adjust for testing 
of up to 5 outcome measures within hypotheses.  We also report power for secondary aims and 
analytic techniques using an unadjusted α=.05.  

Mixed Effects Models: Separate calculations are given for the acute treatment and follow-up 
periods to parallel the stated mixed model hypotheses of Aims 1(a,b) and 2.  Actual power should be 
higher since we will fit a single mixed effects model incorporating all time points. For measures 
obtained every 4-6 mos., we have 80% power to detect a change from no difference at baseline to a 
group difference of d = .57 SDs at the end of acute treatment at α=.01, or 85% power for a change of 
d=.5 at α=.05, which are standard medium effect sizes using the conventions of Cohen. These effect 
sizes are comparable to those we have observed in prior FFT studies (see Miklowitz & Scott, 2009). 
For the weekly symptom measures we have nearly 90% power to detect an interaction corresponding 
to a small effect size of d=.35 at the end of acute treatment at α=.01. For main effects of group 
averaged across the follow-up period (4, 8, 12, 18, 24 months) we have 90% power to detect a 
constant difference of d=.5 at α=.01.  For the weekly symptom measures we can detect much smaller 
effects.   

Survival Analysis: When considering time to depression recovery (Aim 1c), our prior studies (see 
below)   found an almost twice as high chance of recovery among patients in FFT compared to 
patients in EC (HR = 1.85; Miklowitz et al. 2008). With 75 subjects per treatment group, and 2 years of 
follow-up, a log-rank test has 80% power to detect a 1.85 hazard ratio indicating more favorable and 
rapid recovery among patients in FFT-HR  at α=.01 and 88% power at α=.05.  With 80% power, the 
minimal detectable hazard ratio is 1.72 at α=.05.  

Secondary Analyses:  Many of the follow-up contrasts to the mixed models or secondary 
analyses correspond to two-sample t-tests (e.g. group differences at a given time point) or paired t-
tests (e.g. within subject change between two time points).  For a two-sample t-test our design has 
over 80% power to detect group differences ranging from d = .75 for an N of 60 (imaging sub-sample) 
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to d = .5 with a total N of 150 (whole sample at study start) at α=.05. At α=.01 the corresponding 
range of effect sizes is d = .9 to .55. For a paired t-test we have 80% power or higher for within group 
changes ranging from d = .5 for a group size of 30 (imaging) to d = .35 for a group size of 75 (whole 
sample) at α=.05.   

We can get a conservative lower bound for the 3-way interactions (moderation analyses in Aims 3 
and 4 - group by time by baseline covariate) by treating the time effect over the acute treatment period 
as a change score between two time points and the time effect over the follow-up as an average over 
the 5 time points.  If the potential moderator is dichotomous this reduces to a two-way ANOVA with 
interaction.  Simulation studies assuming a correlation of r = .5 between time points show we have 
over 80% power for a moderator that induces a 1 SD (original scale) difference in treatment effect size 
during the acute period and a d = .7 SD difference in treatment effect over the full follow-up at α.=05 
using the full sample. If the potential moderator is continuous, the problem is one of a difference in 
correlations. We have over 80% power to detect a difference in correlation of r = .5 even after allowing 
for attrition over the 2 year period. Thus even for these aims we are sufficiently powered for large 
effects. 

fMRI Analyses: For individual subject-level ROI analyses, we have over 80% power to detect an 
interaction corresponding to a difference of d = .75 at end of acute treatment using α=.05; or a 
difference of d=.85 at α=.01 if we allow for correction for multiple comparisons for the multiple ROIs. 
Previous studies (Desmond & Glover, 2002; Murphy & Garavan 2004) have found that between 12 
and 24 per group are needed to achieve 80% power at the single voxel level to observe significant 
variance in activation in a given brain region.  Thus, with 30 subjects per group we will be easily 
powered to detect clinically meaningful neural effects.  
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4. POTENTIAL RISKS 
 
This study will be of minimal risk to participants. There is a low risk of harm to high risk 

patients receiving psychoeducation in the form of FFT-HR or EC.  Prior studies have demonstrated 
the easy tolerability and efficacy of FFT and brief psychoeducation for both adults and children with 
BD (for review, see Miklowitz, 2008). There are no manipulations of drug treatments. 
Pharmacotherapy is not required and when parents and children opt for it, the study psychiatrists will 
follow standards of best practice, as outlined earlier. Parents can enroll their child in pharmacological 
treatment from a physician of their choosing if they do not want to see one of the study-affiliated 
psychiatrists. In these cases, the study psychiatrist will conduct an initial diagnostic evaluation and will 
recommend a treatment plan to the youth’s outside psychiatrist. This will be accomplished through 
sending an evaluation summary, and additional phone calls if the outside physician would like further 
clarification. The youth and parents must sign our HIPAA Release form in order for us to send this 
treatment information.  Of course, the outside physician and family are under no obligation to follow 
the recommendations of the study psychiatrist. 

The psychoeducational interventions are add-ons to standard care. There are no 
manipulations of drug treatments. 
 Children and parents may at times feel inconvenienced by the time required to complete the 
research assessments.  The assessment battery has been designed to minimize participant 
burden but to cover the domains and constructs relevant to the study’s hypotheses (see table 
above). Participants will be compensated for completing each assessment battery ($40 for initial 
intake assessment, $50 for the fMRI scan, $20 for the interim research assessment at 2 months 
(YMRS and CDRS interviews only), $60 for each follow-up in years 1-4, and research interviews will 
be scheduled at the times (for example, after school; immediately following the medication visits) and 
locations most convenient for the family. Participants will receive vouchers to cover the cost of their 
parking on days in which they come in for a research interview.  Participants who leave the study 
early will still be paid for those research assessments completed up to that point.  The default 
arrangement will be that compensation will be divided evenly between parents and children, although 
there may be cases where the family would prefer another arrangement. 

Participants may at times experience sadness or discomfort when discussing family issues, 
personal problems, or psychiatric symptoms, but no more than they would if they took part in 
psychotherapy or pharmacotherapy sessions in the community. Discussing the child’s psychiatric 
problems may at times be upsetting to the child or family. If these reactions occur, the research staff, 
all of whom are trained psychiatrists and psychologists will offer the participants emotional support 
and validation. Clinicians will acquaint the child and family with methods to manage and control mood 
symptoms and enhance day-to-day functioning.  Participants will also be informed that they can 
receive and follow-up on referrals for counseling outside of the study at any time, without being 
dropped from the protocol. 

High risk participants (parents or children) may be disappointed if they are asked to stop 
seeing their existing psychotherapist for the 4-month study treatment protocol, or to taper their 
sessions to once per month.  However, they may continue with this therapist after they finish the 4-
month study treatment period.  They may also decide at any time that they no longer want to be in the 
study, and can return to this previous therapist. 
 The children recruited for the treatment aspect of this study are believed to be at high risk for 
developing BD. Children with BD are vulnerable to disturbances in school and social functioning, 
substance abuse, and suicidal ideation or actions. There is no reason to suspect that rates of these 
illness complications will be higher if the adolescent receives treatment in the study instead of a 
community treatment setting. Because of the careful pharmacotherapy and psychosocial protocols 
administered in this study, rates of adverse events associated with the disorder may be lower than if 
patients were treated in the community. 
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 Participating in alternative treatments in the community has its own risks.  Psychotherapy in 
the community often does not explore the illness management strategies relevant to bipolar spectrum 
disorders or how to manage the family conflicts that can result from these disorders.  
Pharmacotherapy as practiced in the community will usually involve the same classes of medications 
as proposed here, but may not include the careful pharmacological oversight by experts provided in 
this study. 
 
 

5. ADEQUACY OF PROTECTION AGAINST RISKS 
 
Recruitment and Informed Consent 
 
 Training of staff. All study research staff will be trained in recruitment and informed consent 
procedures before collecting data for this study.  We will develop a study procedures manual that 
clarifies how to explain the study to participants and parents and address questions about random 
assignment, medications, or other study-related matters. Training will require that study staff read 
through and discuss the manual and participate in role-plays of the recruitment and informed consent 
process (for example, how to determine if the child and parents fully understand the protocol before 
signing informed consent documents). The PIs at all three sites will carefully supervise the recruitment 
of all study participants.  All research staff proposed for the study have received on-line CITI human 
subjects training. 
 Referral to the program. Recruitment will start when a case is referred to the project by a 
treating psychiatrist or therapist, or by the family itself. When patients are referred by a mental health 
professional, this professional will give the participants a copy of a study flyer explaining the purposes 
and basic design of the study (attached). If the parents express interest, the treating clinician will ask 
the child and one of his or her parents to sign a HIPAA Authorization Form.  The purpose of the form 
is to obtain permission from the prospective participants for the treating clinician to release protected 
health information (name, age, working diagnosis, address, telephone number, and the number of 
parents and siblings in the family) to the research team. This will enable the team to contact the 
participants to determine their eligibility.  A copy of the signed authorization form will be provided to 
the participants and placed in the medical chart.  If the prospective participants are not comfortable 
signing the form, the psychiatrist or therapist will give them the study brochure so that they may 
contact the study investigators themselves if they so choose.  
 Telephone Screening Interview.  After referral to the program, the project coordinator (Ms. 
Brittany Matkevich) will initiate a telephone interview of one or both parents. Ms. Matkevich will begin by 
explaining that the study offers a diagnostic evaluation and, by random assignment, family treatment 
or enhanced care, as well as follow-up research assessments.  Families will be told that their child will 
receive a full diagnostic workup (including evaluations from a psychologist and a psychiatrist) and, if 
appropriate, pharmacotherapy as administered by a study psychiatrist for one year. They will be told 
that there are no costs to the participants associated with study-based assessments or 
pharmacological or psychosocial treatment sessions. 

The Protocol Screen Form (attached) asks the parent to clarify the child’s reasons for referral 
to the program, depression, mania, or hypomania symptoms over the past 4 months, and current 
medication and psychosocial treatments (if any). The screener will ask additional questions so that the 
parent-rated General Behavior Inventory (Youngstrom, Findling et al. 2005) can be completed.  This 
measure captures subsyndromal depression or dysthymia, mania/hypomania, and biphasic or 
cyclothymic symptoms; scores of 12 or above have the best positive and negative predictive power for 
bipolar spectrum diagnoses. No diagnoses will be made at this point.  Instead, if the child appears to 
meet the study’s inclusion criteria, an appointment will be set for a first meeting. Informed consent and 
assent forms will be mailed to the participants so they can review these forms and assemble their 
questions prior to the first meeting. 
 
Consent Procedures 
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Initial meeting, study description, and KSADS Interviews. During the initial meeting, to be held at 
the UCLA CHAMP Clinic (A8-256 UCLA-NPH and associated interview rooms), the project 
coordinator will explain the full study procedures and treatments to the child, his or her parents, and 
any siblings the parents would like to involve. The coordinator will address the family’s concerns about 
the study together in a conjoint meeting and separately (i.e., child alone, parents/siblings alone) in 
break-out portions of the same session. The coordinator will explain the IRB-approved consent and 
assent forms (high-risk youth assent form, sibling assent forms, parent permission forms) and assure 
that the participants have had ample time to read and review them before signing. The parents and 
children will once again be informed, via information given orally and in the consent and assent forms 
that the study involves randomized psychosocial care, research assessments, and, where 
appropriate, pharmacotherapy.  

The research staff will determine each individual participant’s level of comprehension of the 
material presented, based on whether the subjects are able to paraphrase the information in the 
consent or assent form, to comprehend it adequately, and to ask reasonable questions about their 
participation. The coordinator will ask the participants to explain back to her (in their own words) how 
they understand the procedures and what will be required of them, any risks or discomforts involved, 
the possible benefits of the study, the voluntary nature of the study and their right to withdraw at any 
time. Subjects who wish to do so will be encouraged to speak separately with other family members, 
friends, and physicians about the consent or assent forms before making their decision to participate. 
If the family has any prior treatment relationship with the project coordinator, the PI, or any of the 
other study clinicians, the consenting procedure will be carried out by a staff member who is not the 
current therapist. This will avoid a situation in which family members feel obligated to participate. 

The parents will be told that their own emotional/behavioral functioning will be evaluated, in 
addition to the child’s. All participants (parents, siblings, at-risk child) will understand that their 
acceptance or refusal will in no way affect their (or the at-risk child’s) ability to receive appropriate 
psychiatric care from their chosen providers, and they are free to withdraw their consent and 
discontinue participation in the study at any time without any penalty.  If the family needs more time to 
think about the procedures and consent forms before signing, a second session will be scheduled. All 
remaining questions that were not addressed in the first session will be answered by the project 
coordinator at this second session or, if the family prefers, by the PI.   

Because we are uncertain who in the sample will actually develop a full episode of mania 
during the study interval, and to avoid the negative effects of diagnostic labeling, we will explain to 
children that they are participating in a study of mood swings and the potential benefits of 
psychosocial treatment on stabilizing their mood and functioning at school, with friends, and at home.  
If parents or siblings ask whether the child will get bipolar disorder, we will explain that having a 
familial predisposition to the disorder, even with subsyndromal symptoms does not necessarily mean 
an inevitable trajectory toward the disorder. If parents or youth desire it, we will give them statistics on 
the likelihood of developing BD if one has a first-degree or second-degree relative with the disorder, 
making clear that many protective and risk factors can affect a child’s developmental trajectory and 
his or her likelihood of developing the illness. 

Thus, the consenting procedure will consist of four key components: (1) consent or 
assent will be obtained by research personnel who have completed all required human 
subjects and HIPAA training; (2) the subjects will be consented or assented in a quiet setting 
that is free from distraction; (3) the subject’s autonomy and comprehension will be assessed 
by asking them, after the study is explained, to explain back to the researchers the purposes 
and procedures of the study in their own words; and (4) all participants will receive a copy of 
their consent or assent form.   
 
  
 
Protections Against Risk 
 
General Principles 
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 Regardless of the assigned treatment condition, the PIs and study staff will maximize each 
participant’s (including the parents’ and siblings’) safety through providing crisis intervention, 
recommendations or referrals for adjunctive medical/pharmacological interventions, and when 
necessary, referral to inpatient treatment facilities. All research personnel have been trained by the 
PIs to recognize early signs of mood escalation. Research staff will be continuously supervised by the 
PIs and Project Coordinators and instructed to inform the attending psychiatrist and PI if a child is 
showing signs of mood escalation or deterioration.   
 
Maximizing Confidentiality: Access to Subjects’ Identities 

 All of the medical and clinical information obtained during therapy sessions, interviews, or 
questionnaire assessments will be kept confidential, unless participants provide a written request for 
release of information.  All guidelines of the HIPAA privacy act will be followed. Confidentiality 
assurances will be provided to participants via initial written consent and oral explanations throughout 
the study. All study staff will sign confidentiality statements.  

The videotapes, audiotapes and questionnaires will be retained for research purposes only.  
When not in use, the tapes will be kept in locked research laboratories which are only accessible to 
project research staff. Tapes will be kept for 5 years after the study has been completed and then 
erased. If participants would like to review any of the tapes they may do so. Tapes will be erased if the 
participant so desires. To help assure the confidentiality of participants, tapes and questionnaires will 
only contain numbers and not names. Each individual will receive a unique 3-digit I.D. number, with 
the first digit referring to site and the second two digits their order in the randomization.  Parent and 
child data are identified with codes that indicate respondent to a particular interview or questionnaire.  
Data will be stored in password-protected computer files by the UCLA SIStat lab. The site will keep a 
list of its pairings of names and participant identification numbers. This list will be kept in password-
protected computer files in the PI and Co-PI (DR. Walshaw’s) offices, separate from any of the paper 
and pencil questionnaires or numbered digital audio- or videotapes.  

The findings from this study will be published in journal articles or books.  However, the 
participants’ names and all other protected health information will never appear in these writings.  
Upon completing the study we will submit a CD-ROM to the NIH Freedom of Information Act 
Coordinator containing all raw data, variable coding information, and copies of measures.  Prior to 
archiving the data, we will remove all personal identifiers and other protected information. The 
parents’ consent forms will make clear that the data, minus identifying information, will be made 
available to other researchers at the end of the study, as per NIH policy. 

Identifying data are removed for collection of the neuoimaging data, and subjects are only 
identified by their ID number and year of birth.  De-identified imaging data will be transferred via 
secure shell to the Center for Cognitive Neuroscience server, which is housed in the Functional 
Neuroimaging Core (FUNC) at the UCLA Department of Psychology (Franz Hall). The data are held 
on five RAID arrays hosted on three file servers.  Each array is configured RAID-5 (single redundant), 
and the total capacity is over 40 Terabytes. The FUNC maintains a computer laboratory (approx. 600 
square feet) in the Department of Psychology which is dedicated principally to analysis of fMRI data.  
Original scan data will be backed up redundantly onto DVD-R discs.   

 
Limits to Confidentiality  

If the researchers have reasonable cause to believe that child abuse or neglect is occurring, or 
there are circumstances which might result in child abuse or neglect, they will comply with state laws 
by filing a child abuse report with the state’s Department of Child Protective Services.  In the unlikely 
event that materials from the study are court-ordered for use in a custody or other court hearing, the 
project staff members will make every reasonable effort to protect the confidentiality of the 
participants. They may, however, have to respond to these subpoenas as they would with any client 
under their care. 
 If the research staff believe that the adult or child participants are at risk of harming someone 
else, they are required to take necessary actions.  These actions include notifying the parent of the 
participant’s intentions, notifying others who might be affected (i.e., intended victims), or notifying the 
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police or the Department of Child Services. In these cases, the research staff will be unable to 
preserve the adult’s or child’s confidentiality.  These limits to confidentiality will be spelled out in the 
participants’ consent and assent forms. 

We will notify parents if we learn that the at-risk child is actively abusing alcohol or drugs in a 
way that is life-threatening or otherwise a danger to him- or herself or others.  If a teen participant has 
experimented with a drug or alcohol on a single occasion, notifying the parents may not be indicated.  
Nonetheless, it will be necessary to monitor this behavior in the psychopharmacology or family 
sessions. If we disclose these behaviors to parents, we will use FFT-HR sessions or EC sessions (or 
extra crisis sessions scheduled as needed) to help resolve family conflicts and introduce preventative 
measures.  We will coach parents on how to communicate and problem-solve with the child regarding 
the self-injurious behavior, and counsel the at-risk youths on how to discuss these matters with their 
parents. Similar provisions will apply when we learn that a sibling under the age of 18 is abusing 
drugs or alcohol, practicing unsafe sex, or is otherwise a danger to him- or herself.  
 
Certificate of Confidentiality 
Protection of participants’ identity and information will be afforded by a Certificate of Confidentiality. 
The Certificate is intended to protect the participants’ disclosure of illegal activities such as drug 
abuse. The Parent Permission form spells out the nature of the Certificate and the limits of its 
protection, using IRB-approved language. 
 
Maximizing the High Risk Participants’ Safety Through Appropriate Pharmacotherapy 

When bipolar or prodromal bipolar youth are eventually treated in the community, it is often 
with antidepressants alone instead of mood stabilizers or atypical antipsychotics, a treatment 
approach shown in adult and child studies to increase risk of manic or hypomanic onset (Altshuler et 
al. 1995; Leverich et al. 2007; Goldstein et al. 2010; Strober and Carlson 1982). To reduce the risks of 
this outcome, we will implement the fully operationalized, carefully supervised medication protocol 
(above) to assure that, when medications are warranted, psychiatrists proceed in a manner that is 
consistent with the empirical literature. 

The study coordinator will explain that the study psychiatrist who conducts the initial evaluation 
may recommend medications to help stabilize the child’s mood.  He or she will make clear that the 
study is committed to using best available practice procedures, that the child will not be 
experimentally assigned to receive a specific medication, and that if new and relevant information 
about medication efficacy or side effects is published during the course of the child’s treatment, the 
child’s treatment regimen will be amended accordingly. The coordinator will also make clear that 
taking medication is not a requirement for participating in the study. 

 
“If your child requires medication treatment, this treatment will follow the same guidelines as if s/he 
was being treated by a psychiatrist in the community but not participating in the study.  There is no 
additional risk of medication side effects from participating in this study as compared to receiving 
treatment outside the study.  Your child’s study psychiatrist will review with you and your child 
possible side effects from the particular medications s/he recommends.” 

 
Study psychiatrists experienced in treating childhood mood disorders, all of whom will be 

supervised by internationally-recognized experts from the study’s pharmacotherapy oversight 
committee (i.e., K. Chang, J. McCracken, D. Axelson, M. DelBello) will apply criteria set forth in the 
study pharmacotherapy protocol  to assure standardized administration of adjunctive therapies. They 
will remain blind to the child’s assigned therapy condition.  

Psychiatrists will fill out the comprehensive Physician-Rated Bipolar Disorder Visit Form 
(Miklowitz, Axelson et al. 2008) at each study pharmacotherapy visit. The form records the current 
medication regimen and dosages, modifications or switches since the previous visit, serum levels, 
symptoms or new DSM-IV criteria met during the previous 2 weeks, suicidal ideation or behavior, 
substance abuse, treatments received, missed medication dosages (for each medication), missed 
appointments, and adverse events. This form, which has evolved over the past 10 years  to track a 
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variety of information important to clinical decision-making, includes Clinical Global Impression – 
Bipolar Disorder (CGI-BP; Spearing et al. 1997) and Child’s Global Assessment Scale (CGAS; 
Schaffer et al., 1983) ratings. The CGI-BP rates current depressive, manic, and overall bipolar 
symptoms on a 1 (normal) to 7 (extremely ill) point scale, and the CGAS uses a 1-100 scale of 
functioning.  

Data from the BD Visit Form will be important to the guideline adherence scores made by the 
Pharmacotherapy Committee. The Committee will measure the compliance of physicians in 
implementing the protocol based on ratings of each study visit on a 1 (nonadherent), 2 (partially 
adherent) or 3 (fully adherent) scale.  Our prior studies of bipolar adolescents and adults have found 
that study psychiatrists can remain adherent to a protocol algorithm with regular supervision from 
experts, with little drift across time.  
 
Pharmacological Treatment of Acute Episodes in High Risk Subjects 

If a child shows a clinically significant elevation of mood disorder symptoms at any time during 
the study (i.e., a sudden worsening of mood or behavior), study psychiatrists will introduce emergency 
prophylactic medication (as clinically indicated) to forestall the development of a syndromal mood 
episode. If the child is not taking mood stabilizing or atypical antipsychotic medications, these agents 
will be introduced; if the child is already taking medications, these agents will be augmented with other 
agents or dosages will be increased. Thus, there will be no delays in the initiation of rescue 
pharmacotherapy when a child’s mood worsens.  These pharmacotherapy rescue procedures will 
apply equally in the EC and FFT-HR conditions. Survival analyses will include time to pharmacological 
intervention for a manic, depressive, or mixed episode as a study event variable (see Bowden et al. 
2003). 

If a study youth shows the early warning signs of mania (e.g., decreased need for sleep, 
irritable or elevated mood, grandiose thinking) or begins to sink into depression (pessimistic thoughts, 
decreased energy, insomnia), the family clinician or independent evaluator will notify the treating 
psychiatrist immediately, who will institute appropriate changes to the medication regimen (or initiate 
new medications) as per best clinical practice (see Appendix pharmacotherapy manual). Psychiatrists 
will consult with the pharmacotherapy oversight team (K. Chang, Director) to determine how to modify 
drug treatments in the most clinically appropriate manner. Typically, changes will include adding a 
second mood stabilizer or an atypical antipsychotic (see the pharmacotherapy decision rules in the 
Appendix).   

Family members will be instructed to notify their assigned FFT-HR or EC clinician and/or the 
treating psychiatrist if they observe sudden deteriorations in the mood or behavior of the child at home 
or in the school setting.  When clinically appropriate, project psychiatrists and family clinicians will 
instruct the family as to how to get the youth to the nearest hospital emergency room. The clinicians 
will facilitate communication between the family and the hospital, including arriving to meet the family 
at the ER if possible. In all cases, they will re-contact the family within 24 hours to be sure that contact 
has been made with the appropriate care provider.  

Parents or siblings of the high-risk youth may also require referral for pharmacological 
treatment.  For example, a parent with bipolar I disorder may have a recurrence and require initiation 
of pharmacotherapy or a reevaluation of his or her regimen.  In all cases, we will refer relatives to an 
appropriate clinical provider and obtain ongoing information on his or her treatment regimen, using the 
Treatment Utilization Form, administered at each follow-up visit. 

  
Preventing Suicidal Episodes 
Children of parents with bipolar disorder are at heightened risk for suicide (Brent, Perper et al. 1994; 
Klimes-Dougan et al. 1999; T. Goldstein et al. 2005).  Special precautions will be undertaken to 
prevent the onset of suicidal crises in all family members, including parents and siblings.  In both 
treatment conditions (FFT-HR or EC), we will learn of new onsets of suicidal ideation or new attempts 
because we will have regular contacts with children and parents (a minimum of once monthly) even 
after the active treatment protocols have ended.  Information about suicide will be obtained by the 
psychiatrist during the psychopharmacology sessions, by the family clinician during treatment 
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sessions, and by the independent evaluator in face-to-face research assessments (including the 
CDRS-R suicide items, the A-LIFE suicide scales, and the self-report Suicide Ideation Questionnaire, 
Junior Version [SIQ-JR]). The independent evaluator (IE) will review the youth’s responses to the SIQ-
JR before administering the CDRS-R and A-LIFE to assure that we have reliably detected suicidal 
ideation. Independent evaluators will contact the study psychiatrist and PI if mood deteriorations are 
detected so that rescue medications or crisis counseling can be introduced. 
 When a participant (an at-risk youth, a parent, or a sibling) expresses suicidal thoughts, the 
treating psychiatrist will conduct a thorough lethality and safety assessment with the relevant family 
member and arrange hospitalization if necessary.  Rescue medications will be introduced by the study 
psychiatrist as medically appropriate. The family clinician will arrange an evaluation at a hospital 
emergency room if the treating psychiatrist cannot be reached.  
 If the suicide risk is deemed low, the treating psychiatrist and family clinician will intervene to 
prevent escalation of the suicidal thoughts or behaviors (following procedures outlined in Miklowitz 
and Taylor 2006). This will usually include additional family sessions (regardless of the assigned 
treatment condition) or individual treatment sessions with the child or parents (parents usually do not 
want to discuss their own suicidal thoughts with their children present). The FFT-HR manual has a 
supplementary module for addressing suicidality, which includes (a) conducting chain analyses 
(Linehan 1993) to assess the precipitants and consequences of suicidal thoughts or actions, (b) 
providing education about the biological linkage between suicidal thoughts and mood disorder, (c) 
developing a suicide prevention contract (i.e., identifying triggers for suicidal thoughts; lists of who the 
child or adult will call if he or she feels suicidal; how the parents can get in touch with the psychiatrist 
or therapist and what to do if they are unavailable; (d) enhancing family communication focused on 
supportive interactions that encourage the family members’ expressions of compassion and concern, 
and (e) family problem-solving to eliminate triggers of suicidal thoughts and prevent the escalation of 
suicidality.   
 
Reducing Risks among Children Who are Prescribed Antidepressants 
There will be no requirement that participants take antidepressants.  However, there may be 
circumstances in which treating psychiatrists recommend they be used adjunctively to mood 
stabilizers and/or atypical antipsychotics, such as when a high-risk youth has severe, unremitting 
and/or treatment-resistant depression and/or anxiety. The use of antidepressants in this trial is spelled 
out in the pharmacotherapy algorithms above.  

The use of antidepressant medications with mood-disordered youth raises several safety 
concerns.  In its black box warning, the FDA stated that these drugs may cause an increase in 
suicidal thinking or behavior during the early phases of treatment (Vitiello and Swedo 2004). Our 
procedures for minimizing the risks associated with antidepressants will be twofold: (1) if 
antidepressants cause an abrupt onset of mood symptoms, suicidality, or sudden changes in 
behavior, they will be tapered and, if necessary, discontinued in the safest possible manner 
(antidepressants should be discontinued through a gradual taper rather than an abrupt 
discontinuation); (2) families will be educated about the risks of antidepressants, and instructed to 
contact the study psychiatrist immediately if warning signs occur. 
 Generally, antidepressants are considered second- or third-line options for bipolar spectrum 
conditions after combinations of mood stabilizers and atypical antipsychotics have been optimized 
and/or lamotrigine has been introduced. Antidepressants are only initiated in combination with mood 
stabilizers and/or atypical antipsychotic agents, never as monotherapy. Consistent with the 
recommendations of the AACAP (AACAP, 2004), study psychiatrists who initiate an antidepressant 
will see the child or adolescent weekly and then every other week until the youth has stabilized. If the 
youth shows a worsening of mood, sudden or abrupt signs of suicidal thoughts or impulses (e.g., self-
mutilation), an increase in anxiety, or other unusual behavior changes that were not present before 
the antidepressant was initiated, then the dosage of the antidepressant will be reduced or 
discontinued (AACAP, 2004).  
 If an antidepressant is prescribed for a child, other protections will be undertaken to minimize 
the risk of suicide thoughts or behaviors.  First, psychiatrists will explain the FDA warnings about 
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antidepressants, including information on the statistical risks of suicidal thoughts or behaviors in 
children taking antidepressants, the warning signs of emergent suicidality, the importance of careful 
monitoring and communication with the physician, and developing a safety plan.  Second, 
psychiatrists and family clinicians will instruct the parents, siblings, and other caregivers to closely 
observe the youth who has initiated antidepressant treatment for any increases in agitation, akathisia, 
self-harming behaviors, restlessness, anxiety, insomnia, panic attacks, irritability, aggressiveness, 
impulsiveness, recklessness, hypomania, or suicidal/morbid preoccupations, and to immediately 
report any significant changes to the psychiatrist and family clinician. Third, when antidepressants are 
initiated, family clinicians will have a separate discussion with the child and family members about 
how best to intervene if the child shows signs of suicidality, which usually includes developing a safety 
plan and rehearsing supportive communications skills (Miklowitz and Taylor 2006).  
 
Availability of Alternative Non-Protocol Treatments  

We will explain to participants that, instead of receiving psychiatric treatment from a study 
psychiatrist, the youth may initiate or continue medication treatment with his/her existing psychiatrist 
or primary care physician. The family or their insurance carrier will have to pay for this non-study 
based care (as detailed in the parent consent form). All study youth may receive an initial evaluation 
from a study psychiatrist, whether or not they see the study psychiatrist for follow-up care. If the family 
so chooses, the study psychiatrist will assemble a report detailing his or her evaluation of the child 
and send it to the family’s chosen physician.  It will be up to the primary care physician and family to 
determine whether or not to follow these recommendations. 

The family will also understand that the child will not be able to see his or her existing therapist 
while participating in the 4-month interval of the FFT-HR treatment or the EC intervention. Likewise, if 
the family is already seeing a family therapist, they will have to put this treatment on hold while in the 
4-month FFT or EC treatment. They can resume treatment with this therapist at any point after the 4-
month period.  

For families receiving FFT-HR, it is in the child’s and family’s best interests to put their existing 
psychotherapeutic treatments on hold while receiving the study-based treatment.  It can be difficult for 
teens or preteens to be in two psychosocial treatments at once, especially if both involve participation 
of parents, and concentrating on one treatment is more likely to lead to durable benefits. Likewise, it is 
also usually clinically inadvisable for families to be seeing two family therapists at once. From a 
methodological point of view, it would be difficult to evaluate the relative success of FFT and EC if the 
child were simultaneously receiving another form of psychotherapy.   

Nonetheless, we do not wish to interrupt existing treatment relationships, so we will implement 
the following compromise: if they prefer, children in both FFT and EC can continue to see their 
existing therapist during the 4-month study treatment period as long as sessions are tapered to once 
per month.  Then they can resume treatment at their chosen level of frequency with their existing 
provider after that period. Of course, the family may withdraw from the study at any time and continue 
with their existing therapists at any time.  A question posed in the study is whether FFT-HR reduces 
the need for additional services in the school and mental health system. Our service utilization 
assessments will determine whether families in EC seek out more ancillary therapy on their own, thus 
balancing the costs of the two treatments. 

These requirements, and their risks and benefits, are spelled out in the parent’s consent form. 
In our prior study of FFT for bipolar adolescents, an identical requirement was acceptable to 
participants, most of whom preferred to have only one ongoing form of psychotherapy for the child.  
None decided to leave the study because of this requirement, and none had trouble returning to their 
prior therapist when they wanted to.  
  Participants who do not respond to study-based treatments (pharmacological or psychosocial) 
may require out-of-protocol emergency services.  A child who needs to be hospitalized (e.g., for 
suicidality) will be reentered into the protocol after hospital discharge if the child and family agree to 
continue participating.  Family sessions will be conducted in the hospital if necessary.   
 Because this is a high-risk sample defined in part on the basis of family history, one or more of 
the child’s relatives may have bipolar I or II disorders themselves, or other mood, substance, or 
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anxiety disorders. Parents with BD will have been identified on the basis of the initial MINI interview or 
indirectly via the Family History screen, as well as via spontaneous self-report during the evaluation or 
treatment sessions. If family members request ancillary treatment for themselves or another relative, 
or if in the psychiatrist’s or family clinician’s judgment referral to an outside therapist or physician is 
clinically indicated, we will refer the relative to the appropriate care providers. Referrals for 
pharmacotherapy evaluations will also be made. If family members require hospitalization, we will 
follow the same advocacy procedures described above for the at-risk child.  
 Family members of the high-risk youth (parents or siblings) in either treatment condition can 
pursue ancillary treatments without jeopardizing the family’s involvement in the study.  Thus, 
participants or family members may take part in individual therapy, support groups, chemical 
dependency programs (such as A.A.), or domestic violence prevention programs without being 
terminated from the study.  Some families will decide to undergo these treatments as a follow-up to 
the study-based protocols. If parents would like to join a multifamily group, they may do so without 
jeopardizing their involvement in the study. 
 Families will be withdrawn only if they request and pursue referrals for family or marital therapy 
outside of the context of the study protocol.  Family intervention is the modality we wish to 
systematically examine and it would not be in the family’s best interests to undergo two simultaneous 
forms of family therapy.  Families in FFT-HR and EC will be made aware of this contingency (orally 
and via the consent forms) during the initial consent phase.  

We recognize that the availability of adjunctive non-protocol treatments could statistically 
confound our results, especially if they occur in one treatment condition more than another.  This 
potential threat to internal validity must be balanced against the clinical needs of the at-risk child, the 
parents or siblings, which may not be met by study protocol interventions.  As indicated, we will record 
each patient’s, parent’s, and sibling’s non-protocol treatments (i.e., medications received, the 
frequency and type of psychotherapy sessions) using the CASA and Treatment Utilization Form 
(Appendix) for later analyses as covariates when testing the primary study hypotheses.  
 
Protocol to Maximize Retention of Study Subjects 
 We will make every attempt to retain all participants in the longitudinal protocol for as long as 
possible.  We have found that retention hinges on maintaining excellent rapport with families, 
communicating optimism and hopefulness, and fostering the attitude that every participant is 
important. Relatedly, it is essential to get to know each member of the family as a person and 
emphasize personal strengths.  

On a practical level, retention requires obtaining telephone numbers, addresses, and email 
addresses for participants and their parents, including parents’ cell phone numbers and workplace 
numbers.  This information must be repeatedly updated throughout the study. We will retain contact 
with participants who are difficult to reach unless the participant has stated that he/she (or the parent) 
no longer wants to participate and no longer wishes to be contacted.  In cases where a participant 
declines a research interview or family session, we will ask permission to recontact him/her in the 
near future.   
 With the participants’ permission, we will obtain contact information for grandparents and other 
extended family members so that we can locate the family if the contact information we have is no 
longer valid. Websites (e.g., “the ultimate white pages”) and software (e.g., Microbilt) often help to 
track subjects whose addresses have changed.  

The following procedures have also helped us to maximize retention: (1) be flexible about the 
time of day that sessions are offered (i.e., after school, early evening, weekends); (2) sending birthday 
and holidays cards to the child and parents; if the cards are returned because of a wrong address, 
immediately track the new address; (3) check in with participants about their goals and expectations 
early in treatment, and revisit these goals from time to time to make sure they are being addressed; 
(4) avoid any implication of blame of the parents for their child’s problems, and avoid any direct 
critiquing of their parenting methods; (5) address themes underlying apparent resistance (e.g., 
normalizing the child’s discomfort with difficult session material or talking about his or her mood 
problems in the presence of siblings or other family members); (6) provide appointment reminder 
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cards; (7) offer between-session phone consultations as needed; (8) offer the parents or the child 
extra support as needed through between-session couple or individual sessions, (9) serve as a 
source of treatment or medical referrals for the family; (10) remunerate children and parents for 
completing each follow-up interview and questionnaire battery, with compensation divided evenly 
between them.  
  
Circumstances That May Require Study Withdrawal  
 Noncompliance. Participants will be withdrawn from the protocol if they are noncompliant with 
the study procedures (for example, miss 3 consecutive family therapy sessions without calling ahead, 
or refuse the research outcome assessments).  Participants will not be dropped from the protocol if 
they are pharmacologically noncompliant, because a secondary purpose of the psychosocial 
treatments is to enhance pharmacological adherence among participants for whom medication is 
deemed necessary. The circumstances that may require administrative withdrawal will be spelled out 
in the consent forms. 

Substance or alcohol abuse.  The Drug Use Screening Inventory, Revised (DUSI-R; Tarter 
1990) will be administered to supplement the K-SADS-PL substance abuse module at baseline and 
follow-ups, covering the prior month. Scores reflect gradations of severity and frequency of use of 
alcohol and substances.  If the child shows evidence of regular substance or alcohol use during the 
study protocol, has a positive toxicology screen, and/or develops a DSM-IV substance/alcohol abuse 
or dependence disorder, we will retain him or her in the protocol for as long as possible and work 
toward abstinence. In most cases involving significant substance or alcohol abuse, we will make 
referrals for adjunctive chemical dependency treatment.  We will make this determination on a case-
by-case basis as medically or ethically appropriate. Referrals can include age-appropriate modified 
12-step programs with psychiatric oversight, drug rehabilitation facilities, and various forms of 
individual treatment (i.e., motivational enhancement, cognitive-behavior therapy). Study staff 
members will follow-up to assure that the youth and family have pursued adjunctive treatment.  
Adjunctive chemical dependency treatment will not preclude continued participation in the study 
protocol.   
 If the child is using alcohol or drugs regularly and (a) treatment is jeopardized (for example, 
the child comes to sessions intoxicated, cannot function during sessions, consistently no-shows) and 
(b) refuses adjunctive substance or alcohol abuse counseling or other chemical dependency 
treatment, we will inform the child and parents that the substance use must stop or the child will be 
discontinued from the protocol.  We will continue to monitor the child’s clinical status and substance 
abuse behavior for the next 4 weeks, and introduce at least one urine drug screen during this interval.  
If the child has another positive toxicology screen within this 4 week interval and/or continues to meet 
DSM-IV substance abuse/dependence criteria (i.e., persistent use), he or she will be discontinued 
from the protocol.  In all cases, children will be referred to the appropriate substance abuse treatment 
clinic.  

Thus, our policies reflect our study’s inclusion/exclusion criteria: excluding participants who 
have active chemical dependency or abuse, but including and introducing preventive interventions for 
participants who have experimented with drugs or alcohol and have not become persistent users.  
None of the 52 subjects in our R34 study had to be withdrawn due to persistent substance abuse. 

Participants will have been informed of these rules during the recruitment phase of the study, 
both through information given orally and via our informed consent procedures. We will make clear 
that discontinuing participation in the study will in no way jeopardize their access to other treatments.  
Thus, they can have regular pharmacotherapy or psychotherapy at the relevant study outpatient clinic 
even if no longer participating in the study. Whenever possible, we will continue to follow these 
children using the research outcome battery so that they can be included in intent-to-treat analyses. 
We will record the nature of the adjunctive drug/alcohol treatment services received (i.e., number of 
sessions, frequency, and costs) using the CASA.  
 
Tolerability of the Baseline and Follow-up Assessment Batteries 
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Our prior experience with assessment batteries similar to the one proposed for this study has been 
that they are well-tolerated by children and adults. Based on data from the R34, we estimate that the 
initial assessment battery (KSADS, YMRS, CDRS, questionnaires) will require approximately 3 hours 
from the parent and 3 from the youth, which can be spread over two sessions. The follow-up interview 
and questionnaire battery currently averages 1.5 hours every 4 months (year 1) and then every 6 
months in years 2-4. The exit diagnostic interview (including a repeat of the WASH U-KSADS) will 
again require 3 hours per family. The fMRI scanning procedures (60 of the 150 cases, chosen 
randomly) will require 2 one-hour sessions. 

The research personnel are trained to be attentive to fatigue, especially when the child is 
actively symptomatic. Where appropriate, the interviewer will subdivide the assessments across two 
or more sessions to decrease the participants’ fatigue and assure the integrity of the data. Children 
will be allowed to take breaks as often as they require. 
 
Reducing Risks Associated with the MRI procedures 

Mood symptoms of the high risk child (measured by the YMRS and CDRS-R) will be assessed 
by the independent evaluator in the week before scanning, to help assure that the child is not in an 
acute episode. We expect that the scanning session, including set-up time, functional tasks, structural 
scans, and shimming, will require approximately 1 hour for each participant.  The child and parent will 
first be trained on fMRI tasks and acquainted with the scanner through a mock scanner session.  
 MRI can be harmful if the subject’s body contains metal objects. The parent will be interviewed 
carefully about possible sources of metal using standard pre-scan questionnaires.  Participants will 
also be monitored before entering the scan room to insure that there are no metal objects, such as 
jewelry, that could be attracted to the magnet.  There is a small risk of dizziness if the subject moves 
his/her head quickly while in the scanner, and a risk of muscle stimulation by radiofrequency pulses.  
Participants will be alerted to these possibilities and monitored during the scan via a microphone in 
the scanner. Participants can squeeze a hand-held ball at any time to signal to the scan operator that 
they want to stop the scan, if needed.  Participants are encouraged to tell the experimenters if they 
are experiencing any physical or psychological distress while in the scanner.  The preparatory mock 
scanner session (see below) helps to significantly reduce anxiety associated with undergoing MRI.   
 There is a risk that the scan would reveal a suspected anatomical abnormality that would 
require a radiological referral, although all subjects are advised that the MRI scans are used only for 
research purposes and cannot be used to diagnose clinical conditions.  If a gross abnormality is 
detected, the scan will be sent to the UCLA neuroradiology department for advisement. If the 
neuroradiologist recommends further investigation, the parent of the subject will be contacted and 
advised to seek a clinical MRI scan.  Referrals will be given if needed.   
 
Subject Preparation and MRI Simulator  
Significant time and effort can be lost in brain imaging studies because of inadequate subject 
preparation, especially when the participants are children. Anxiety, claustrophobia, or apprehension 
related to the novelty of the scanner environment can lead to subject distress and non-compliance 
during the scan session.  These factors can lead to data loss because of head movement or 
premature scan termination, particularly in pediatric populations. To prevent these problems, we have 
developed materials and techniques that desensitize subjects to the scanning process and train them 
to reduce head motion and comply with task instructions, thus improving scan quality, reducing data 
loss, and helping subjects be more comfortable during the scans. The most effective component of 
this preparation is the MRI simulator, which is available within walking distance of the imaging center. 
Using foam padding to restrain head movement combined with a pre-scan simulator session has 
resulted in a 90% rate of scan retention in our current studies. 
 The CCN MRI simulator parallels the experience of an MRI scan. The simulator consists of a 
mock magnet shell with the same size bore as in the real MRI scanner, a moving table, head coil with 
head stabilization foam, and visual and auditory stimuli presentation.  The acoustic noises from a real 
MRI machine are presented to the subject using speakers inside the (mock) bore.  Through 
standardized systematic desensitization and behavioral shaping procedures, the simulator protocol is 
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designed to train research subjects to cooperate with the motion control and task response 
requirements of MRI. This process involves progressive exposure to the equipment, personnel and 
sensations involved in acquiring a scan, and reinforcement of the subject’s positive coping skills and 
efforts to inhibit head and body motion when instructed.  
 Additional preparation procedures include 1 to 2 task training sessions until the subject 
demonstrates comfort and proficiency with all of the scanner tasks. 
 

7. POTENTIAL BENEFITS OF THE PROPOSED RESEARCH TO THE 
SUBJECTS AND OTHERS 

 
In our opinion, the benefits of this study to individual participants outweigh its risks.  Families with 
youth who have or are at risk for BD have significant difficulty finding services in the community 
because of the shortage of child psychiatrists or specialty programs focused on bipolar spectrum 
disorders.  As a result, parents of bipolar persons often report high levels of subjective burden 
(Perlick, Miklowitz et al. 2007). The information obtained from the KSADS and MINI interviews and 
study questionnaires may help the child to obtain a more definitive diagnosis and get better treatment 
either within or outside the context of the study.   

At-risk youths will receive free pharmacological evaluation and, where necessary, free 
psychiatric care sessions from experts in childhood mood disorders. The illness management skills 
learned in FFT-HR or EC sessions may translate into a better course of symptoms for the child.  
Parents may gain a greater knowledge of how to cope with their child’s mood swings and resolve 
family conflicts, which may improve their own mood states and decrease their subjective burden and 
distress. All child and adult participants will receive support, help in solving problems, advice, 
reassurance, and information as needed from project staff members for the 2-4 year study period. 
They will receive appropriate referrals for pharmacological and psychosocial follow-up care at the end 
of the study, and study staff will continue to provide treatment and crisis counseling until such referrals 
have been contacted and treatment initiated. 

High risk participants are being asked to take part in a family educational program which is 
free to them and would otherwise be quite costly to the family. The EC condition has been designed to 
maximize the safety of child participants. EC participants receive three weekly family sessions 
focused  on episode prevention planning and mood regulation strategies. As in the FFT-HR condition, 
children in EC will meet with a study psychiatrist during the initial assessment phase and will receive 
the same pharmacotherapy protocol as participants in FFT-HR, including minimum monthly follow-up 
appointments with a psychiatrist throughout the 2 - 4 year study.  Clinical emergencies (e.g., suicidal 
crises) may at times require additional family sessions.  These will be offered as clinically appropriate, 
and the frequency and type recorded on the Child and Adolescent Services Assessment.  

The research assessments are time-consuming but are often experienced positively by the 
participants, because they are administered by sensitive, clinically-trained staff members.  
Participants (parents and at-risk child, divided evenly) will be financially compensated for completing 
the research assessments.  The results of these assessments may be useful in informing treatments 
received after the child finishes participation in the study.   

8. IMPORTANCE OF THE KNOWLEDGE TO BE GAINED 
There are no psychosocial interventions for children at-risk for BD. The present study aims to test a 
biopsychosocial care model that integrates family psychoeducation with pharmacotherapy.  This 
model is brief and transportable into community settings, and thus may inform public-health care 
guidelines for children at risk for bipolar spectrum disorders.  Our pre-trial treatment development 
work provided a knowledge base for a larger-scale, longer-term early intervention study that is fully 
powered to observe prophylactic effects of psychosocial intervention over time. 
 Successful implementation of this study will generate much-needed empirical data on how to 
treat youth who are at risk for BD. Our long-term objectives are to promote symptom stabilization, 
reduce symptom severity over time, reduce the onset of bipolar I or II disorder, and enhance individual 
and family functioning.  Additionally, little is known about the differences in neuroimaging markers 
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between youth at risk for BD and healthy control youth. The addition of a healthy control group will 
provide valuable data regarding such differences. The potential clinical gains for participants and to 
the field are likely to outweigh the minimal risks to participants. 
 
 

9. QUALIFICATIONS OF INVESTIGATOR 
The PI (Miklowitz) has extensive experience in the clinical management of youths with mood 

disorders. He has been a licensed clinical psychologist for over 20 years (licensed in three states and 
in the United Kingdom), and has written extensively about the psychosocial treatment of depression, 
mania, and suicidal crises, and the psychopharmacology/psychosocial interface (Miklowitz 2002; 
Miklowitz and Goldstein 1997; Miklowitz & George, 2007). He has conducted several randomized 
trials of family interventions for adult bipolar patients (Miklowitz et al 2003; Rea et al 2003; Miklowitz et 
al., 2007) and two involving adolescents (Miklowitz et al 2004, 2006). Over 300 patients have enrolled 
in these protocols. He also directs the Robert Sutherland Center for the Evaluation and Treatment of 
Complex Bipolar Disorder, which over the past 4 years has evaluated or treated over 300 patients. He 
received Young Investigator Awards from the International Congress on Schizophrenia Research 
(1987) and the National Alliance for Research on Schizophrenia and Depression (NARSAD) (1987), a 
Distinguished Investigator Award from NARSAD (2001), the Mogens Schou Research Award from the 
International Congress on Bipolar Research (2005), and the Gerald L. Klerman Award from the 
Depressive and Bipolar Support Alliance. He has received funding for his research from the National 
Institute for Mental Health, the Robert Sutherland Foundation, the Danny Alberts Foundation, and the 
John D. and Catherine T. MacArthur Foundation. 

As the Principal Investigator, he will oversee the conduct of the study in Colorado and will 
oversee participant recruitment, participant safety, assessment quality, and treatment adherence.  He 
will hold weekly meetings with all Colorado psychotherapists and research assistants to ensure that 
the study is being conducted in the most ethical manner, and in a manner that maximizes participants’ 
safety. He will hold biweekly face-to-face or telephone conferences with the participating psychiatrists.   

Kiki Chang, M.D., is Assistant Professor of Psychiatry and Behavioral Sciences at the Stanford 
University School of Medicine, Division of Child Psychiatry.  He is Director of the Pediatric Bipolar 
Disorders Clinic and the Pediatric Bipolar Disorders Program.  Dr. Chang will direct the overall 
functioning of the study at the Stanford site. Dr. Chang is currently in the fifth year of a 5-year K23 
Career Development Award entitled “Neuroimaging of Children at Risk for Bipolar Disorder.”  Thus, he 
has extensive experience in assessment of children with and at risk for bipolar disorder, and 
longitudinal studies of the same.  Dr. Chang will direct the Pharmacotherapy Oversight committee.  
He will provide supervision teleconferences for all study psychiatrists to assure the proper 
pharmacological management of study participants and adherence to the pharmacotherapy 
guidelines.  

Dr. Christopher Schneck, who has played an active role in all of our pediatric bipolar studies to 
date and who is well-positioned to direct the study, will be the PI of the subcontracted Colorado site.  
In addition to being Associate Professor of Psychiatry at the University of Colorado Health Sciences 
Center, he is Associate Medical Director or Colorado Access and Colorado Medicaid, and is the 
Director of Outpatient Consultation, University of Colorado Denver Depression Center.  He was a lead 
study psychiatrist in the Systematic Treatment Enhancement Program for Bipolar Disorder (STEP-
BD), and was principal author on several studies on the nature of rapid cycling in bipolar disorder 
(Schneck, et al., 2004; Schneck, 2006; Schneck, et al., 2008). He was a Fellow of the Bipolar 
Research Career Development Institute at University of Pittsburgh in 2002, and is a Fellow of the 
American Psychiatric Association.  He has been PI on industry-supported randomized clinical trials 
and has received awards for his research on rapid cycling.  Dr. Schneck will receive weekly 
consultation from Dr. Miklowitz,  who will travel to Colorado once a month to assure the continued 
productivity and success of the site. 
 Regardless of the assigned treatment condition, the PIs and study staff will maximize each 
participant’s (including the parents’ and siblings’) safety through providing crisis intervention, referrals 
for medical/pharmacological interventions, and when necessary, referral to inpatient treatment 
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facilities. The proposed research personnel have been trained by the PIs to recognize early signs of 
mood escalation. Research staff will be continuously supervised by the PIs and Project Coordinators 
and instructed to inform the attending psychiatrist and PI if a child is showing signs of mood escalation 
or deterioration.   

  
 

10. DATA AND SAFETY MONITORING PLAN 
Data management, programming support and statistical consulting services will be provided by SIStat, 
the biostatistics core in the UCLA Semel Institute for Neuroscience and Human Behavior, which will 
serve as the data coordinating site for this project.  SIStat is made up of senior consulting faculty from 
the departments of Biostatistics and Psychiatry, as well as full-time staff statisticians, database and 
applications development programmers, database managers and web designers. Its personnel have 
extensive experience providing support for multisite studies involving longitudinal trials. Services for 
this project will include the creation of a customized online database that will incorporate the 
randomization system, data dictionary, adverse event reporting system, data entry forms for all clinical 
and behavioral measures, project management and tracking tools, and a query and dissemination 
system to control the flow of data and provide information to investigators at all sites and to the 
broader research community.  SIStat databases feature a variety of built-in quality assurance 
processes including double entry to verify data correctness, automatic logic and range checking, and 
strict protocols for data confidentiality, transfer, security and backup. All systems and tools are located 
on secure servers at UCLA, are protected by 128 bit SSL, the secure socket layer technology used for 
sensitive transactions on the web, and feature an hierarchical system of password protected logins, 
allowing differential access to project team members as appropriate for their roles. All requests for 
analysis data sets will be made through the online query system and must be approved by the PI and 
Publication Committee before they are prepared and distributed by SIStat staff.   

Databases are backed up daily on the servers and at regular intervals to tape which is stored 
off site.  Snapshots of the data sets distributed for analyses, along with the corresponding queries, will 
also be permanently preserved.  SIStat personnel will perform ongoing quality checks of the 
database, monitor the data correction process, assist investigators will all aspects of system usage 
and other programming and IT needs, and participate in monthly conference calls with the individual 
site data technicians (responsible for entry of completed paper/pencil forms) to coordinate the timely 
completion of data deliverables. In addition, each week, the SIStat group will generate web-based, 
password–protected reports for each site detailing forms received for subjects at each point of follow-
up, the expected date of the next follow-up, missing data or items, and data inconsistencies across 
forms.  

This multisite study will have a separate DSMB committee, consisting of Frederick Wamboldt 
(National Jewish Hospital), a psychiatrist;  Howard Markman (U. of Denver), a clinical psychology 
professor; and Charles Judd (U of Colorado, Boulder), an internationally renowned statistician.  This 
committee was of considerable assistance to the PIs during the R01 project (MH073871). This board 
will review all serious adverse events (e.g., hospitalizations, suicide attempts) and other adverse 
events (e.g., medication nonadherence, contact with police, school truancy) from each site in relation 
to treatment condition (coded blindly as “A” or “B”). DSMB members will review the implementation of 
the human subjects protocol and help assure the safety of participants.  The DSMB will make 
recommendations to the NIMH and University IRBs as to whether the trial should be stopped if the 
board believes that participants are being endangered by the study procedures. It will make 
recommendations as to ways to improve the quality of care and confidentiality of the participants. 
Finally, the DSMB will inspect samples of data and help assure the confidentiality, reliability, and 
validity of the data collection, entry and management process. The DSMB board will meet yearly and 
receive reports from the PIs about study progress and safety issues. The Board will then issue its own 
reports to each site’s respective IRBs and the NIMH, along with suggested corrective courses of 
action.  
 
Interim Safety Analyses  
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An interim safety analysis will be conducted by the DSMB (in consultation with the PI and UCLA-
SIStat) to determine whether one of the treatment conditions has more reported adverse events than 
the other, or whether adverse events are occurring more often at one site than the other (for example, 
hospitalizations, suicide attempts, severe drug reactions, unwanted pregnancy, contact with police).  
The dependent variables will be drawn from the adverse event form, described above.  If one arm of 
the study is associated with significantly more adverse events than the other, then a teleconference 
will occur between the study PIs, the DSMB, and the NIMH to determine if the trial should be stopped. 
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