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Abstract

Adult bipolar disorders have been associated with significantly impaired health-
related quality of life (HRQOL) however; few studies have examined these associations
in youths diagnosed with bipolar disorders. This study explored the relations among
clinician-rated mood symptoms and parent-reported HRQOL of 155 youths diagnosed
with a bipolar disorder. Youths and their parents were evaluated using a semi-structured
diagnostic interview, mania and depression symptoms scales, and the KINDL health-
related quality of life instrument. Symptoms of mania were significantly negatively
correlated only with the “Family” subscale of the HRQOL. Symptoms of depression
were significantly negatively correlated with all of the HRQOL subscales except the
“Friends” subscale. Regression models controlling for ADHD and ODD indicated that
mania and depression ratings explained an additional 13% of the variance in “Physical”
HRQOL. However, only depression ratings explained a significant portion of the
variance in the other HRQOL subscales. Variance explained by depression ratings across
most other HRQOL subscales ranged from 4% to 18%. Exploratory regression analyses
demonstrated that age significantly explained additional variance for “Physical”,
“Emotional”, “Family”, and “Total” HRQOL subscales. Specifically, older children
appeared to have lower levels of HRQOL across all but the “Friends” subscale. These
results suggest that mood symptoms, particularly depressive symptoms are important
factors for understanding lower levels of HRQOL in youths diagnosed with pediatric

bipolar disorders.
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Introduction

Current prevalence estimates indicate that 4.5% of the U.S. adult population is
affected by a bipolar disorder (Merikangas, Akiskal, Angst, Greenberg, Hirschfeld, et al.,
2007). Adults with bipolar disorder demonstrate significantly decreased autonomy,
occupational functioning, cognitive functioning, and interpersonal relationships
compared to healthy controls even during periods of euthymia® (Rosa, Reinares, Franco,
Comes, Torrent, Sanchez-Moreno, et al., 2009). These impairments in psychosocial
functioning have been associated with decreased self-reported health-related quality of
life (HRQOL) when compared to healthy controls (SanMighuel, Sierra, Livianos, &
Rojo, 2005). The core features of HRQOL include self-report ratings of physical health,
psychological state, level of independence, social relationships, personal beliefs, and the
individual’s interactions with salient features of his or her environment (WHOQOL
Group, 1995). Given the psychosocial impairment associated with bipolar disorders and
the evidence of decreased HRQOL in adults with bipolar disorders, relatively few studies
have examined HRQOL in pediatric bipolar disorders. This study will examine the
association between manic and depressive mood states and HRQOL among youths
diagnosed with bipolar disorders.
Bipolar Disorder: Diagnostic Criteria

The bipolar disorder spectrum includes: bipolar I, bipolar 11, cyclothymia, and
bipolar disorder, not otherwise specified (NOS). Bipolar I is characterized by the
occurrence of one or more manic episodes and is frequently accompanied by one or more

major depressive episodes. The Diagnostic and Statistical Manual for Mental Disorders

! Euthymia refers to a normal mood where the range of emotions is neither depressed nor
highly elevated.



(American Psychiatric Association [DSM-1V-TR], 2000) defines a "manic episode” as a
period of at least one week (or requiring hospitalization) characterized by abnormally and
persistently elevated, expansive or irritable mood. The elevated mood is usually
accompanied by three or more of the following symptoms: ideas of grandiosity,
decreased sleep, pressured speech, flight of ideas, distractibility, increased goal-directed
activity, and excessive involvement in pleasurable activities. If the primary mood
symptom presented is irritability, then four other symptoms of mania are required to meet
diagnostic criteria. A major depressive episode is characterized by a two-week period of
depressed mood or significant loss of interest in pleasurable activities most of the day
almost every day. The depressed mood is accompanied by at least five of the following
symptoms: feelings of guilt/worthlessness, insomnia/hypersomnia, weight loss/weight
gain, psychomotor agitation/retardation, decreased concentration, and suicidal ideation.
Bipolar Il is characterized by at least one hypomanic episode and a major depressive
episode. A hypomanic episode is defined as a minimum of four days of manic symptoms
that are not severe enough to cause marked psychosocial impairment. Cyclothymic
disorder is defined as a period of at least two years characterized by numerous periods of
hypomanic and depressive symptoms without meeting criteria for a manic or major
depressive episode. Symptom-free intervals should not be longer than two months
(American Psychiatric Association [DSM-1V-TR], 2000). All other clinical presentations
of bipolar disorder that fail to satisfy the diagnostic criteria for the other three categories
are diagnosed as bipolar disorder, NOS. The polarity, cyclicity and presence of residual
symptoms between episodes tend to be highly variable across individuals. For instance,

while some individuals experience discrete episodes of mania and depression, others



experience mixed episodes (i.e., symptoms of mania and depression during the same
period of time) (Youngstrom, 2009).
Diagnosis of Pediatric Bipolar Disorder

According to a literature review by Pavuluri and colleagues (2005) on pediatric
bipolar disorders (including children and adolescents) during the prior decade, 1% of 14-
18 year olds have been diagnosed with pediatric bipolar disorder. When broader
diagnostic criteria are used for diagnosing mania, prevalence rates increase to 3% to 8%
of youths. Table 1 summarizes studies that have examined diagnosis, prevalence and
comorbidity of pediatric bipolar disorder. Although clinicians and researchers usually
apply DSM-IV-TR criteria for diagnosing adult bipolar disorders, these diagnostic
criteria have been applied inconsistently across studies of children.

Mania in children is often characterized by multiple short episodes, sometimes
lasting less than one day, consisting primarily of irritability, aggression and rage rather
than the euphoria typically evident in adult presentations (Wozniak et al., 2003;
Youngstrom, Birmaher & Findling, 2008). During manic phases, children frequently
display physical responses that can include threatening or attacking family members,
peers and teachers (Leibenluft, Charney & Pine, 2003). Many of the classic symptoms of
adult mania such as grandiosity, expansive mood, increased goal-directed activities,
excessive involvement in pleasurable activities, distractibility, and irritable mood are
considered normal during childhood development (Geller & Luby, 1997). Although in
adults risky behaviors contribute to the identification of mania, the level of control that
parents exert on their children often limits children’s opportunities to engage in risky

behaviors making it a less useful marker of mania (Pavuluri, Birmaher & Naylor, 2005).
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As a means of capturing differences in symptom presentation and creating more
homogenous groups, researchers have operationalized the diagnostic criteria for
childhood bipolar disorder to include “narrow,” “intermediate” and “broad” phenotypes
that consist of categories primarily defined by the range and specificity of manic
symptoms presented by the child (Leibenluft, et al., 2003; Youngstrom, 2009). The three
phenotypes are defines as follows: (a) the “narrow phenotype” is characterized by the
presence of elated mood or grandiosity even though this is not required by the DSM-IV-
TR criteria (b) the “intermediate phenotype” is composed of cases that strictly meet
DSM-1V-TR diagnostic criteria therefore, these youths can present with excessive
irritability and not necessarily with elated mood or grandiosity, and (c) the “broad
phenotype” is reserved for those children whose symptoms appear consistent with a
diagnosis of bipolar disorder yet fail to meet the narrow and intermediate criteria. This
usually occurs when the youths do not meet the minimum number of manic and
depressive symptoms or they fail to meet the duration criteria of four to seven days for
mania and hypomania required by the DSM-IV-TR criteria for a diagnosis to be made.
Usually, these youths receive a diagnosis of bipolar disorder, NOS (Carlson & Meyer,
2006; Youngstrom, 2009; Stringaris, Baroni, Haimm, Brotman, Lowe et al., 2010). Itis
not uncommon for children in the broad phenotype group to present with: severe
irritability, severe temper outbursts, symptoms of depression, hyperactivity, poor
concentration, and impulsivity without clear episodicity (Biederman, 2006). This study
will use the intermediate phenotype (DSM-IV-TR criteria) of mania to identify children
with pediatric bipolar disorder, because it is the most well-defined diagnostic criteria and

will likely provide a more homogenous sample. Even though the DSM-5 will soon
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replace the DSM-IV-TR, results of this study will continue to be relevant given that the
only change proposed by the Mood Disorders Work group for DSM-5 is that the mixed
mood episode diagnosis for bipolar disorders be replaced by a mixed features specifier,
that applies to manic, hypomanic and depressive episodes.

Clinical Course of Pediatric Bipolar Disorder

Although researchers differ with regards to the core symptoms necessary for
classifying pediatric bipolar disorder, they have agreed on several important features that
appear to be pervasive across these youths. Pediatric bipolar disorder is characterized by:
(a) longer mood episodes with shorter intermittent periods of euthymia compared to
adults, (b) predominantly mixed episodes consisting of rapid mood fluctuations within
short periods of time (e.g., same week or same day), (c) predominant severe irritability,
and (d) high rates of comorbid attention deficit/ hyperactivity disorders (ADHD) and
anxiety disorders (Pavuluri et al., 2005).

Pediatric bipolar disorder is often chronic. A literature review conducted by
Birmaher and Axelson (2006) concluded that while 70% to 100% of children will recover
from a primary manic or depressive episode, during an 18-month follow-up period, 80%
will experience a recurrence of manic or depressive episodes. In a four-year longitudinal
study examining the clinical course of children and adolescents with bipolar spectrum
disorders, Birmaher and colleagues (2009) found that these youths fully recovered (i.e., 8
weeks without manic or depressive symptoms) from their first manic or depressive
episode a median of 123.7 weeks later. However, 62.5% of these youths experienced a
second manic or depressive episode a median of 71 weeks after recovery. Furthermore,
40% of participants experienced subsyndromal symptoms of mania or depression during

75% of the follow-up period. In an 8-year longitudinal study, Geller and colleagues
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(2008) followed 115 children with bipolar I disorder (see Table 1). Results indicated that
participants spent 60.2% of weeks of the study with a depressive or mixed mood episode
and 39.6% of weeks of the study in a manic episode. They also found that while 87.8%
of participants recovered from their initial manic episode, 73.3% had a second manic
episode. By the study’s termination, these children had reached adulthood and 44.4%
continued to experience manic episodes (see Table 1). Together, these longitudinal
studies not only highlight the chronicity of bipolar symptoms into adulthood, but
demonstrate the significant duration of mood symptoms experienced by children with
pediatric bipolar disorders. Therefore, it is likely that mood symptoms strongly affect
youths” HRQOL. This study will examine the degree to which mania and depression are
associated with HRQOL.
Comorbidity in Pediatric Bipolar Disorder

The issue of comorbidity in pediatric bipolar disorder is also relevant to HRQOL
(see Table 1 and Table 2). Pediatric bipolar disorder is frequently associated with at least
one comorbid diagnosis (Merikangas & Pato, 2009). Comorbidity has been examined in
children experiencing narrow, intermediate and broad phenotypes of pediatric bipolar
disorder. Ina 15-year longitudinal study, Brotman and colleagues (2006) estimated that
67.7% of children within the broad phenotype carried a comorbid diagnosis. Within this
sample, 27% of children had a comorbid diagnosis of attention deficit/hyperactivity
disorder (ADHD), 25% had a comorbid diagnosis of oppositional defiant disorder (ODD)
and 26% had a comorbid diagnosis of conduct disorder (see Table 2). Similarly, in a
sample of childhood-onset and adolescent-onset bipolar disorder, 38.7% of children and

8.9% of adolescents had comorbid diagnoses of attention deficit/hyperactivity disorder;
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35.9% of children and 10.7% of adolescents had comorbid diagnoses of oppositional
defiant disorder (Masi et al., 2006). Birmaher and colleagues (2009) found that 16% of
children diagnosed with pediatric bipolar disorder experienced psychotic symptoms
during a four-year follow-up. Carlson and Meyer (2006) also found that onset of a
bipolar disorder in childhood or adolescence was associated with more grandiose ideas
and bizarre delusions and hallucinations than onset of bipolar disorder in adulthood.
Anxiety has also been shown to be prevalent in children diagnosed with pediatric
bipolar disorders (see Table 1). Goldstein and Levitt (2007) found that adult males who
had been diagnosed with an anxiety disorder during childhood were 4.1 times more likely
to develop a bipolar disorder than adult males not diagnosed with an anxiety disorder
during childhood. Females diagnosed with an anxiety disorder in childhood were three
times more likely to develop a bipolar disorder than adult females diagnosed with an
anxiety disorder as adults but not in childhood. Wagner (2006) found that in a clinical
sample of children diagnosed with bipolar I, 70% of 4 to 6 year olds and 76% of 7 to 9
year olds, were diagnosed with a comorbid anxiety disorder. Pavuluri and colleagues
(2005) found several studies indicating that earlier onset of pediatric bipolar disorder is
associated with higher rates of anxiety disorders. Studies that examined children of
parents diagnosed with a bipolar disorder demonstrated similar findings. For instance,
Dienes, Chang, Blasey, Adelman, and Steiner (2002) examined children of parents who
were diagnosed with bipolar disorder and compared those with a diagnosis of bipolar
disorder and those with a diagnosis of ADHD (see Table 2). Results indicated that the
bipolar group scored significantly higher than the ADHD group in self-report measures of

aggression (Cohen’s d = 0.91) and anxiety (Cohen’s d = 0.92). Moreover, in a
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longitudinal study that compared offspring of parents diagnosed with bipolar disorder
who did and who did not respond well to lithium treatment and offspring of parents
without mental illness, Duffy and colleagues (2007) found that offspring in both bipolar
groups were more likely to present with sleep and anxiety disorders than offspring of
parents without mental illness (see Table 2). Together, these studies suggest that youths
with a pediatric bipolar disorder are likely to have at least one other psychiatric diagnosis
whose symptoms might also contribute to significant impairment in their daily
functioning, interactions with peers, and self-esteem. Therefore, they support the
inclusion of comorbid diagnoses for understanding factors that influence HRQOL.
Health-Related Quality of Life

HRQOL typically includes the impact of illness-related disability across various
life domains, such as: (a) symptoms of physical illness, (b) current emotions, (c) self-
esteem, (d) ability to relate well with family members, (e) ability to relate well with
friends, and (f) ability to function well in daily activities (e.g., school or work) (Bullinger,
Brutt, Erhart, & Ravens-Sieberer, 2008). However, researchers disagree about whether
measures of HRQOL should be function-based or meaning-based. Function-based
measures focus on the objective assessment of performance-related impairment in
everyday tasks (e.g., school-related performance, interpersonal skills, and physical
disability). On the other hand, meaning-based measures focus on an individual’s
subjective perception of his/her impairment (e.g., self-reported satisfaction with social
relationships, school functioning, and self-esteem). Proponents of function-based
measures typically believe that it is important to gather objective ratings on individual’s

functioning. Proponents of meaning-based measures assert that, without a subjective
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appraisal of a person’s global sense of well-being, the essence of assessing HRQOL is
lost (De Civita et al., 2005). As such, a low functioning individual may report high levels
of HRQOL if he or she perceives his or her situation as positive while a high functioning
individual may report low levels of HRQOL if he or she perceives his or her situation as
negative. However, most instruments only focus on one of these two aspects of HRQOL
making it difficult to integrate the results across studies.

Decisions about the best way to measure HRQOL are even more complex in the
pediatric literature because the measures have often been based on informants (e.g.,
parents or caregivers). In their literature review on parent-child agreement across
HRQOL instruments, Upton, Lawford and Eiser (2008) concluded that there were often
differences between parent and child reports of HRQOL (inter-rater agreement across
studies ranged from 0.06 to 0.87 with greater agreement found across assessments of
physical functioning). Primary reasons for these differences may include: (a) the use of
parent and child assessment instruments that measure different constructs, (b) the
possibility that parents and children base their answers on different experiences, (c) the
use of different response styles by parents and children, and 4) different interpretation of
items between parents and children (Dauvis et al., 2007).

The validity of youths’ reports of HRQOL likely varies by age. Younger children
are typically viewed as less reliable respondents who lack the cognitive and linguistic
skills required for comprehending questionnaire items. Some even argue that the parent’s
rating on the child’s HRQOL is more important than the child’s own perspective because
the parents possess the resources and ability to create significant change in the child’s

life. Itis therefore common for assessments of youth HRQOL to be based on parent
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reports (Bullinger, et al., 2008). Because this study will include youths with a broad age
range, it will only examine parent-reported ratings of youths’ HRQOL.
Health-Related Quality of Life and Bipolar Disorder

Given the dearth of studies that have examined HRQOL in youths with bipolar
disorders, it is necessary to derive hypotheses from research conducted with adults with
bipolar disorders. As shown in Table 3, several studies have found that adults with
bipolar disorders, compared to other populations including those with chronic health
issues and other severe mental illnesses such as schizophrenia, reported lower levels of
HRQOL (Arnold, Weitzeman, Swank, McElroy, & Keck, 1997; Namjoshi & Buesching,
2001). Robb, Cooke, Devins, Young, and Hoffe (1997) compared the HRQOL ratings of
adult patients with bipolar disorders to ratings of people with chronic medical conditions
and found that the life domains most affected by the illness in the bipolar group
compared to the medical conditions group included: self-expression/self-improvement,
family relationships, other relationships, and work. A qualitative study that examined the
relationship of bipolar disorder and HRQOL supplemented these findings and indicated
that the domains that are most affected include: education, vocation, financial
functioning, and social/intimate relationships (Michalak, Yatham, Kolesar, & Lam,
2006). Taken together, these studies demonstrate that bipolar disorders are often
associated with significant impairment of HRQOL across multiple domains of
functioning and that these levels of impairment are comparable to those of the most
debilitating physical illnesses.

Other studies of adult bipolar disorders have compared HRQOL across mood

states and found that manic and depressive mood states are differentially associated with
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self-reported measures of HRQOL. When patients are compared across manic,
depressive and euthymic states, results have consistently indicated that the depressive
state is significantly associated with the lowest reported scores of HRQOL (Gazelle et al.,
2007; Goldberg & Harrow, 2005; Kessing, Hansen & Bech, 2006; Vojta, Kinosian,
Glick, Altshuler, & Bauer, 2001; Zhang, Wisniewski, Bauer, Sachs, & Thase, 2006).
Kessing, Hansen and Bech (2006) found a correlation of -0.79 between symptoms of
depression and ratings of HRQOL and demonstrated that a depressed state influenced
ratings of HRQOL beyond the number of psychiatric admissions. Although some studies
have found that manic symptoms are associated with greater HRQOL ratings, these
findings have depended on the assessment method employed (e.g., patient versus
clinician ratings). Frequently, when covariates have been controlled (e.g., demographic
variables and comorbid diagnoses), the significant positive association between mania
and HRQOL was reduced (Gazelle et al., 2007; Zhang, Wisniewski, Bauer, Sachs, &
Thase, 2006). Although the adult bipolar disorders literature provides evidence about the
complex associations between mania, depression and HRQOL, more research is
necessary to examine these associations among pediatric populations.
Health-Related Quality of Life and Pediatric Bipolar Disorder

Several studies have found that earlier onset of bipolar disorders is associated
with greater rates of comorbid anxiety disorders, substance abuse, more recurrences,
shorter periods of euthymia, and greater likelihood of suicide attempts and violence
(Perlis, Miyahara, Marangell, Wisniewski, Ostacher et al., 2004). Earlier onset has also
been associated with lower likelihood of recovery compared to individuals diagnosed in

adolescence (Birmaher et al., 2009). In a literature review conducted by Pavuluri,
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Birmaher & Naylor (2005), it was estimated that within youths diagnosed with a pediatric
bipolar disorder, more than 50% of youth had poor social skills, lacked friends, and
experienced conflictual relationship with their parents (Pavuluri, Birmaher & Naylor,
2005).

Few studies have directly investigated pediatric bipolar disorders and HRQOL
using an assessment instrument that was specifically designed to measure HRQOL.
Nonetheless, some studies have examined psychosocial functioning (e.g., academic
functioning and interpersonal functioning) in pediatric populations. Table 4 presents
studies that have examined the associations between pediatric bipolar disorders and
HRQOL. Goldstein, Miklowitz and Mullen (2006) examined social skills deficits of 18
adolescents diagnosed with bipolar disorders compared to 18 controls with no psychiatric
diagnoses, using measures from self-report, parent-report and behavioral observation
method. They found that the bipolar group rated themselves as having significantly
greater social skills deficits (i.e., inappropriate levels of assertiveness (Cohen’s d = 0.9),
impulsivity (Cohen’s d = 1.1), and jealousy/withdrawal (Cohen’s d = 0.8)). However,
there were no significant between-group differences in social skills ratings by observers.
Because the parent and adolescent ratings of social skills were positively correlated (r =
0.51), the authors suggested that poor social skills were probably not observed because
the analogue observation scenario was not effective in eliciting observable social skills
deficits. A second study investigated self-reported psychosocial functioning in 24
adolescents with bipolar disorder compared to 39 healthy controls (Rucklidge, 2006).
The adolescents diagnosed with bipolar disorders, compared to the healthy controls,

reported that they were less likely to work hard and achieve (Cohen’s d = 1.32), less

19



likely to focus on problem-solving (Cohen’s d = 0.64), and less likely to focus on the
positive aspects of circumstances (Cohen’s d = 0.77).

In addition to measuring psychosocial deficits, other studies have directly
measured HRQOL in youths (Table 4). One study examined parent ratings of HRQOL
using the Child Health Questionnaire-Parental Form 50 (an instrument with multiple
subscales) in 23 adolescents diagnosed with bipolar disorders within the context of a
medication efficacy clinical trial. Results indicated that parents rated the youths on all
subscales below national norms except on scales related to physical functioning. After
both groups started medication, scores for the majority of subscales significantly
improved even though they were still below national norms (Rademacher, DelBello,
Adler, Stanford, & Strakowski, 2007). In another study that used the KINDL Health
Related Quality of Life- Parent version, children diagnosed with pediatric bipolar
disorder showed poorer parent-reported HRQOL compared to healthy controls (Cohen’s
d = 1.96) and children experiencing various medical conditions or recovering from
medical procedures: heart surgery (Cohen’s d = 2.28), atopic dermatitis, asthma, juvenile
arthritis (Cohen’s d = 1.28), obesity, and oxygen dependence (Cohen’s d = 0.98)
(Freeman, Youngstrom, Michalak, Siegel, Oren et al., 2009). Additionally, children
diagnosed with pediatric bipolar disorders were found to have significantly lower
HRQOL than children diagnosed with other behavioral disorders.

Based on the above studies, it can be concluded that, based on self-report and
parent-report, youths with pediatric bipolar disorders, compared to healthy youths and
youths with other psychiatric and health disorders, have significantly more deficits in

daily functioning. It is likely that along with symptoms of mania and depression, these
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youths are also affected by significant symptoms of ADHD and ODD which are often
associated with decreased functional impairment. Drawing from the adult bipolar
disorders literature, it can be inferred that the level of disability associated with mood
episodes is strongly associated with decreased levels of satisfaction across many life
areas and that these associations occur early in an individual’s life.

The primary objective of the current study is to examine the associations between
manic and depressive mood states and parent-reported HRQOL in a sample of youths
presenting with pediatric bipolar disorders. Given the high prevalence rates of comorbid
diagnoses of ADHD and ODD in youths diagnosed with pediatric bipolar disorders, we
will examine the degree to which mood is associated with HRQOL above and beyond a
diagnosis of either of these disorders. Exploratory goals for this study include an
examination of the contribution of demographic variables such as age, gender, ethnicity
and socioeconomic status to the relationship between mood symptoms and parent-
reported HRQOL. In addition, we will examine the association between parent-rated
mood symptoms and parent-rated HRQOL.

Primary Research Goals

The primary goals of the current study are:

1) to examine the degree to which parent-reported HRQOL measures across seven
domains are associated with clinician-rated current symptoms of mania in youths
diagnosed with a pediatric bipolar disorder.

2) to examine the degree to which parent-reported HRQOL measures across seven
domains are associated with clinician-rated current symptoms of depression in youths

diagnosed with a pediatric bipolar disorder.
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3) to examine the degree to which clinician-rated current symptoms of mania and
depression are associated with parent-reported HRQOL across seven domains when
controlling for a comorbid diagnosis of ADHD or ODD in youths diagnosed with
pediatric bipolar disorder.

Exploratory Research Goals

The exploratory goals of the current study are:

1) to examine the degree to which parent-reported HRQOL measures across seven
domains are associated with clinician-rated current symptoms of mania when controlling
for ADHD, ODD, age, gender, ethnicity, and socioeconomic status in youths diagnosed
with a pediatric bipolar disorder.

2) to examine the degree to which parent-reported HRQOL measures across seven
domains are associated with clinician-rated current symptoms of depression when
controlling for ADHD, ODD, age, gender, ethnicity, and socioeconomic status in youths
diagnosed with a pediatric bipolar disorder.

3) to examine the degree to which parent-reported HRQOL measures across seven
domains are associated with parent-rated symptoms of mania and depression during the
past year in youths diagnosed with a pediatric bipolar disorder.

Methods
Participants

Data for this project were acquired as part of a larger study entitled “Improving
the Assessment of Juvenile Bipolar Disorder” (NIH RO1 MH066647, Principal
Investigator: Eric Youngstrom, PhD). The Institutional Review Boards of the University

Hospitals of Cleveland, Case Western Reserve University, Applewood Centers
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Incorporated, and the University of Hawai‘i Institutional Review Board approved all
procedures. Recruitment took place at two facilities in Cleveland, Ohio: 1) a community
mental health center providing mental health services to children and families, primarily
minorities of low socioeconomic status, and 2) a university-based research clinic
specializing in the mental health evaluation and treatment of children of parents
diagnosed with a bipolar disorder. A random sample of the cases that presented to the
clinic for an initial evaluation was recruited at the community mental health center. At
the university based research clinic, recruitment targeted families interested in
participating in treatment protocols for pediatric bipolar disorder. Participation in the
study was also offered to children whose parents were identified as having bipolar
disorder at the adult mood disorders clinic. Participants who volunteered to be part of the
study were compensated for their time. Inclusion criteria were: a) youths between the
ages of 5 years 0 months and 17 years 11 months, b) involvement of a caregiver, ¢) youth
and caregiver had to be able to communicate orally in English, and d) youths had a
diagnosis of a pediatric bipolar spectrum disorder. Written assent from the youth and
consent from the caregiver were required for participation (Appendix A). Exclusion
criteria for the larger study were: a) diagnosis of a pervasive developmental disorder or b)
diagnosis of moderate, severe or profound mental retardation as evidenced by psychiatric
history or the psychiatric interview. All participants completed the same assessment
procedures regardless of presenting symptoms.
Assessment Instruments

The assessment battery for this study consisted of: (a) a semi-structured

diagnostic interview, (b) clinician ratings of youths’ current symptoms of mania and
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depression, (c) caregiver reports of youths’ symptoms of mania and depression during the
past year, and (d) caregiver reports of youth’s current HRQOL.

Diagnosis: Washington University Schedule for Affective Disorders and
Schizophrenia for School-Age Children Past Lifetime Plus (WASH-U-KSADS-PL-Plus)

Psychiatric diagnoses for participants were determined using the WASH-U-
KSADS PL-Plus. The WASH-U-KSADS PL-Plus is a semi-structured interview
administered to youths and caregivers that assesses youths’ symptoms of DSM-1V-TR
Axis | disorders. The Wash-U-KSADS PL-Plus is an augmented version of the Schedule
for Affective Disorders and Schizophrenia for School-Age Children Present and Lifetime
(KSADS-PL; Kaufman et al., 1997). It incorporates 1) the WASH-U-KSADS expanded
questions about affective disorders (Geller et al., 2001) and 2) the K-SADS-PL non-
affective disorders supplements. The WASH-U-KSADS-PL-Plus can be used to
diagnose 32 DSM-IV-TR child and adolescent psychiatric disorders. There are five
diagnostic supplements: Affective Disorders, Psychotic Disorders, Anxiety Disorders,
Behavioral Disorders, Substance Abuse Disorders, Eating Disorders, and Tic Disorders.
A participant may be diagnosed on more than one supplement, allowing for co-morbidity
(Kaufman et al., 1997). The WASH-U-KSADS-PL-Plus allows for ratings of severity as
well as onset and offset of both current and lifetime symptoms. Initially, the research
assistant administers a screening interview (see Appendix B) that asks about the primary
symptoms of each disorder. If symptoms presented during the screening questions are
consistent with a particular diagnosis, then the research assistant follows-up by
administering the specific corresponding diagnostic supplements. During the diagnostic

supplement phase, disorders are diagnosed using strict DSM-IV-TR criteria (APA, 2000).
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Items on the WASH-U-KSADS-PL Plus are scored in two ways. Items in the
affective disorders supplement are scored from 1 to 4, 1 to 5, or 1 to 6. Scores ranging
from 1 to 2 indicate no pathology or doubtful pathology, 3 indicates mild pathology, 4
indicates moderate to marked pathology, and 5 to 6 indicate severe pathology. Items in
the non-affective disorders supplements are scored from 1 to 3. A score of 1 indicates no
pathology, a 2 indicates probable or mild pathology, and a 3 indicates moderate or
marked pathology. The instrument is first administered to the parent alone to obtain the
parent interview scores and then is administered to the child alone to obtain the child
interview scores. Raters then summarize both parent and child reports into a summary
score based on all sources of information obtained as well as the rater’s clinical
judgment. Initial diagnoses are made by comparing summary threshold symptom ratings
with DSM-IV-TR criteria. These diagnostic interviews were performed by trained
research assistants.

Research assistants were trained by rating alongside an experienced rater on five
interviews. New raters then led five interviews while experienced raters observed and
rated alongside them. Raters achieved an overall k > 0.85 at the symptom severity level
and 1.0 agreement about the presence or absence of diagnoses. For the study, inter-rater
reliability was maintained at the 0.85 level by having monthly joint rating sessions.

Upon completion of the diagnostic interview and all self-report instruments,
research diagnoses were determined through a Longitudinal Expert Evaluation of All
Data (LEAD) conference (Spitzer, 1983). All cases were reviewed by an expert
consensus team, which always consisted of at least one licensed psychologist in addition

to the rest of the members of the interview team for that given family. LEAD diagnoses
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were based on: (1) results from the WASH-U-KSADS-PL-Plus; (2) developmental
history; (3) family history of mental illness; and, (4) psychiatric history, including any
current diagnoses. Clinical chart reviews provided information regarding youths’
developmental and psychiatric histories. For each diagnosis, the expert clinician assigned
a LEAD confidence rating based on how likely he/she viewed the diagnosis given all of
the available information. These diagnoses and corresponding LEAD confidence ratings
(likelihood of illness from 0-100%) represent the current gold standard in clinical
assessment.

Clinician-Rated Mood Symptoms Scales

Young Mania Rating Scale (YMRS)

The YMRS (see Appendix C) has been used as a clinician rating scale to assess
current manic symptoms. The scale contains 11 items that are rated on a likert-type scale
ranging from O (symptoms not present/normal behavior) to 4 (extreme deviance), with
some scores doubled (items 5, 6 and 8) to weight for their clinical importance and low
base rate. Total scores range from 0 to 60 and higher scores indicate greater symptom
severity. The items of the YMRS represent not only the core symptoms of a manic
episode as defined in the DSM but also, other symptoms that cover the range of the
disorder from mild to severe presentations (Young et al., 1978). The scores are based on
the patient’s report of his/her condition coupled with observations made during the
interview. Inter-rater reliability for the total (r = 0.93) and item-level scores (r ranged
from 0.66 to 0.92) were adequate. Concurrent validity was also found to be acceptable
and correlations with three clinician rated mania scales (i.e., Global Rating Scale, Biegel

Scale, and Petterson Scale) ranged from 0.71 to 0.89. Predictive validity was examined
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by correlating number of days in the hospital with YMRS score (r = 0.66). The YMRS
was also found to have good sensitivity to change for manic state as opposed to trait since
it significantly differentiated pre-treatment and post-treatment patients (Young et al.,
1978). Fristad and colleagues (1995) examined the YMRS comparing children (ages 5-
12) diagnosed with bipolar disorder as well as inpatient and outpatient children diagnosed
with ADHD. The study suggests that the YMRS demonstrated adequate internal
consistency (o = 0.80) and convergent validity (r = 0.83, p <.0001) in this sample.
Furthermore, in this study, the YMRS demonstrated divergent validity since the YMRS
was not significantly correlated with ratings of depression or with ratings of hyperactivity
typical for ADHD.

Child Depression Rating Scale-Revised (CDRS-R)

The CDRS-R (Appendix D) is a clinical rating scale designed to assess severity of
depression during the past two weeks (Poznanski, Miller, Salguero, & Kelsh, 1984). Itis
the most widely used measure for depression severity in children and adolescents. The
CDRS-R is administered as a semi-structured interview designed for children older than 6
years. The interviewer rates 17 symptom areas including DSM-1V-TR diagnostic criteria
for depression. It encompasses cognitive, somatic, affective, and psychomotor
symptoms. Items are rated for severity using a 7-point likert-type scale for 14 items and
a 5-point likert-type scale for three items. Scores of 1 or 2 indicate subclinical or no
symptoms, scores of 3 or 4 indicate presence of clinical symptoms, and scores of 5, 6 or 7
indicate severe symptoms. For items using the 5-point scale, scores of 4 or 5 indicate
severe symptoms. The instrument yields a single summary score that ranges from 17 to

113 with higher scores suggesting more significant symptoms of depression.
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The CDRS-R has shown high internal consistency (o = 0.85) in a cross-sectional
sample of 65 children referred for a psychiatric clinic (Pozanski, Mokros, Grossman, &
Freeman, 1985). Test-retest reliability indicated good stability over a two week period.
Correlations between the CDRS-R and the Global Rating Scale demonstrated good
convergence (r = 0.87) in depressed children. Furthermore, the discriminant validity of
the CDRS-R was evident when comparing depressed and non-depressed children with
depressed children scoring higher (mean CDRS-R score 53.7, SD 15.7) than
nondepressed children (mean CDRS-R score 34.12, SD 8.4) (Poznanski & Mokros,
2005). In a more recent study examining 96 children with depression, the CDRS-R was
found to have sound psychometric properties (Jain et al., 2007). The CDRS-R was
compared to the Montgomery-Asberg Depression Rating Scale (MADRS) in a double-
blind placebo controlled fluoxetine trial. Both instruments demonstrated good internal
consistency; Cronbach’s alpha for the CDRS-R was 0.86. Additionally, both instruments
were highly correlated at baseline (r = 0.51) and at study exit (r = 0.85). Effect sizes for
changes from baseline to study end between fluoxetine and placebo control groups were
0.78 for the CDRS-R and 0.61 for the MADRS highlighting the superior sensitivity of the
CDRS-R.

Careqgiver-Rated Mood Symptoms Scales

General Behavior Inventory-Parent Report (P-GBI)

Caregivers were administered the P-GBI (Youngstrom, Findling, Danielson, &
Calabrese, 2001). The P-GBI is an adaptation of the GBI which is a 73-item self-report
inventory that assesses depressive, hypomanic/manic, and biphasic behaviors in adults

(Depue, Krauss, Spoont, & Arbisi, 1989). Biphasic behaviors are characterized by
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fluctuation between depressive and hypomanic/manic behaviors. The only difference
between the GBI and P-GBI is that the latter asks the caregiver to rate his/her child on
each item using a time frame of the past year. The GBI is composed of two scales; the
depression scale and the hypomanic/biphasic scale (see Appendix E). Items are meant to
assess not only the presence of behavioral symptoms associated with affective disorders,
but also: (a) the intensity (i.e., level of impairment that accompanies the specific
behavior), (b) the duration of the behavior, (c) rapid behavioral shifts associated with
bipolar disorder, and (d) frequency with which the behavior occurs over time. Each item
is rated using a likert-type scale, which ranges from 1 to 4 (1 indicating “never or hardly
ever,” 2 indicating “sometimes,” 3 indicating “often,” and 4 indicating “very often or
almost constantly”). However, the four alternatives are weighted 0, 0, 1, 1, as a means of
identifying individuals with affective disorders more accurately. As a result, only items
rated a 3 or 4 contribute a point towards the total score. The total GBI score on each of
the two scales then represents the number of symptoms on which an individual has met
the syndromal criteria of duration, intensity, and frequency (Depue, Krauss, Spoont, &
Arbisi, 1989). The GBI has been used with youths as young as 10 years old and has
successfully differentiated bipolar disorder from unipolar depression, disruptive
disorders, and other psychiatric diagnoses (Danielson, Youngstrom, Findling, &
Calabrese, 2003).

In a sample of 196 youths ages 10 to 17, presenting to an outpatient research
clinic, the internal consistency of the self-report GBI was excellent (i.e., alphas > 0.94).
The depression scale identified youths with mood disorders from youths with disruptive

behavior disorders or no diagnoses. Similarly, the hypomanic/biphasic scale

29



distinguished youths with bipolar disorders from youths with unipolar depression,
disruptive behavior disorders, or no diagnosis. The mean differences between groups for
both scales yielded effect sizes that ranged from 0.49 to 1.06. Signal detection theory
criteria were employed to demonstrate moderate discrimination between diagnostic
groups; areas under the curve were moderate, ranging from 0.71 to 0.76. The areas under
the curve indicate the probability that a patient with a bipolar disorder would score higher
on the GBI scale than would a patient without a bipolar disorder, when both are randomly
selected from the available sample. Furthermore, in five large samples across two
universities, coefficient alphas ranged from 0.90 to 0.96 for the total scores on the
depression and hypomania/biphasic scales. Two studies demonstrated test-retest
reliability (o ranged from 0.71 to 0.74) in a period of 12 to 16 weeks (Depue, Krauss,
Spoont, & Arbisi, 1989).

In a study of 196 youths ages 5 to 17 presenting to a mood disorders clinic for an
initial evaluation, parents completed the P-GBI as part of a screening and identification
protocol. In this study, the depression scale (a = 0.97) and the hypomanic/biphasic scale
(= 10.96) scales demonstrated excellent internal consistency. The depression scale
discriminated youths with unipolar depression from youths with no diagnoses (Cohen’s d
= 1.59) and from youths with disruptive disorders (Cohen’s d = 1.41). Additionally, the
hypomanic/biphasic scale discriminated youths with bipolar disorder from those with no
diagnosis (Cohen’s d = 1.83) and from youths with disruptive disorders (Cohen’s d =
1.5). Signal detection theory criteria were also used in this study to discriminate between
diagnostic groups; areas under the curve demonstrated high diagnostic accuracy in

distinguishing participants with no Axis | disorder from participants with bipolar
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disorders in both the depression scale (AUC = 0.98) and the hypomanic/biphasic scale
(AUC =0.94). Similarly, areas under the curve demonstrated high diagnostic accuracy in
distinguishing participants with disruptive disorders from participants with bipolar
disorders in both the depression scale (AUC = 0.84) and the hypomanic/biphasic scale
(AUC =0.84) (Youngstrom, Findling, Danielson, & Calabrese, 2001). These data suggest
that similar to the GBI, the P-GBI has adequate psychometric properties.

KINDL Health-Related Quality of Life- Parent Version

Each participant was evaluated using the KINDL Health-Related Quality of Life —
Parent version that asks parents to rate the youth’s health-related quality of life in the past
week (Ravens-Sieberer & Bullinger, 1998). The two parent versions include the Kiddy-
KINDL for Parents and the KINDL for Parents (Appendix F). The Kiddy-KINDL for
Parents is a parent-report questionnaire appropriate for children between the ages of 4-7
years old. This instrument includes 24 items in six dimensions as well as an additional
22 items that can be treated as a separate subscale. The extra 22 items were included for
the younger group in order to compensate for the potentially lower information content
reported by younger children. The KINDL for Parents is used for youths between the
ages of 8-16 years old and is also a 24-item questionnaire that spans six dimensions. The
six dimensions of each version of the KINDL constitute subscales that assess: “Physical
well-being,” “Emotional well-being,” “Self-esteem,” “Family,” “Friends,” and “School.”
Each of the six subscales contains 4 items. Items are scored using a 5 point likert-type
scale: 1 (never), 2 (seldom), 3 (sometimes), 4 (often), and 5 (always) with some items

reverse scored. The KINDL vyields total scores for each subscale and these are then

31



added to obtain a total score, which ranges from 0 to 100. Higher scores indicate greater
health-related quality of life.

The KINDL has been widely studied in over 3000 healthy and chronically ill
youths (Ravens-Sieberer & Bullinger, 2000). In a sample of 1050 children and
adolescents from seven German rehabilitation clinics with diagnoses of bronchial asthma,
atopic dermatitis, and obesity, the KINDL parent versions demonstrated high internal
consistency (Cronbach’s o > 0.70 for most subscales and an oo = 0.89 for the overall
score). The other psychometric properties of the KINDL were examined with the self-
report versions. The KINDL self-report versions also demonstrated good convergent
validity. The total scores were highly correlated with the Child Health Questionnaire
General Well-Being subscale (r = 0.72), with the Life Satisfaction questionnaire adapted
for children (r = 0.69), as well as with the SF-36 Vitality subscale (r = 0.62), and the SF-
36 Emotional Well-Being subscale (r = 0.64) (Ravens-Sieberer & Bullinger, 2000).
Furthermore, the KINDL self-report versions demonstrated adequate discriminant
validity by distinguishing the impairment of health-related quality of life across the three
diagnostic categories (i.e., asthma, atopic dermatitis and obesity). The same study
indicated that the KINDL self-report had adequate sensitivity in capturing significant
changes in the three diagnostic groups comparing scores before and after participation in
a rehabilitation program. For the overall group, effect sizes ranged between d = 0.02 and
d = 0.69 (Ravens-Sieberer & Bullinger, 2000).

Procedures
At each site, a half-time master’s-level research assistant and three predoctoral

psychology interns conducted all interviews under the supervision of a licensed clinical
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psychologist. Demographic information was obtained during the intake interview. One
research assistant interviewed youths and their caregivers sequentially and separately
using the WASH-U-KSADS-PL-Plus. While the youths were being interviewed with the
WASH-U-KSADS-PL-Plus, caregivers completed a series of questionnaires including
the P-GBI, and KINDL Parent version. Data from the interviews and questionnaires
were kept confidential so that youths and caregivers did not have knowledge of each
other’s responses. During the interviews, research assistants also completed the YMRS
and CDRS-R for each youth. After the interview, the WASH-U-KSADS-PL-Plus was
scored followed by the Longitudinal Expert Evaluation of All Data conference to
establish the research diagnosis.

All data were entered into SPSS using the double-entry feature. SPSS syntax files
were used to create the scale and subscale scores for the individual measures. The
centralized SPSS data file was located in a password-protected computer in the
department of psychiatry at the university with only the principle investigator and key
members of the research team having access. No identifying information was included in
the data file beyond general demographic information and an arbitrary case identification
number.

Measures

All primary and comorbid diagnoses for this study were derived from the WASH-
U-KSADS-PL-Plus. The YMRS provided clinician-rated manic symptoms and the
CDRS-R provided clinician-rated symptoms of depression. Seven scores were used to

measure HRQOL. These consisted of the KINDL Parent version six subscale scores (i.e.,

33



Physical well-being, Emotional well-being, Self-esteem, Family, Friends, and School)
and total score.
Data Analyses

All data were analyzed using SPSS 17.0 for Windows. Distributions of the data
were inspected for normality using analyses of skewness and kurtosis; all data were
normally distributed. First, Pearson correlations were used to examine the 0-order
association between mood symptoms, demographic variables and HRQOL subscales.
Following, multiple regression analyses were used to examine the degree to which
clinician-rated symptoms of mania, depression and mixed mood accounted for variance
in the HRQOL subscales above and beyond comorbid diagnoses and demographic
variables.

Results

Demaographic variables for the participants are described in Table 5, which is
organized by the location from which youths were recruited. Independent sample t-tests
and chi-square analyses were performed to explore significant group differences across
recruitment sites. The overall sample was comprised of 155 youths with a mean age of
11 years (SD = 3.68). There were several differences between youths from the two
recruitment sites in age (t(153) = -2.16, p < 0.05), education (t(131) ) = -2.40, p < 0.05),
ethnicity (x*(4, N=155) = 73.91, p = 0.00), parental income (3°(9, N=127) = 30.90, p =
0.00), parents’ marital status (x2(4, N=144) = 27.61, p = 0.00); youth’s number of Axis I
diagnoses (t(153) = 2.84, p = 0.01), and number of youths taking psychotropic

medications (3*(1, N=151) = 4.85, p = 0.02). There were no significant differences
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between groups in regards to gender, type of bipolar disorder, number of medical
problems, history of suicidal ideation, and history of suicide attempts.

In summary, the clinic sample was characterized as slightly older, primarily
Caucasian (76%), in middle school (41%), living in households where parents were
married (52%), and the primary parent’s estimated household income ranged from
$20,000 to $49,000 (40%). The community sample was characterized as younger,
primarily African American (48%), in elementary school (44%), living in households
where parents were either married (37%) or single (37%), and the primary parent’s

estimated annual income ranged from $5,000 to $19,999 (61%).
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Table 5. Social and Clinical Characteristics of Sample

Clinic? Community” Total®
N % N % N %
Age, mean (SD) 11.97 (3.42) 10.68 (3.78) 11.19 (3.68)
Gender
Male 35 56.45 49 52.69 84 54.19
Female 27 43.54 44 47.31 71 4581
Grade Level
Elementary School 16 28.57 42 54.54 58 43.61
Middle School 23 41.07 18 23.37 41 30.83
High School 17 30.36 17 22.01 34 25.56
Ethnicity
Caucasian 47 75.81 10 10.75 57 36.77
Hispanic 4 6.45 6 6.45 10 6.45
African American 8 12.90 67 72.04 75 48.49
Other 3 4.84 10 10.75 13 8.39
Consenting Adult
Mother 44 74.58 77 86.52 121 81.76
Father 6 10.17 3 3.37 9 6.08
Other Family Member 5 8.47 7 7.86 12 7.7
Foster/Adoptive Parents 4 6.78 2 2.24 6 8.11
Primary Parent Marital Status
Single 7 12.07 46 5349 53 36.80
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Table 5. Social and Clinical Characteristics of Sample

Clinic? Community” Total®
N % N % N %
Married 30 51.72 23 26.74 53 36.80
Separated 4 6.90 4 4.65 8 5.56
Divorced 16 27.57 10 11.63 26 18.06
Widowed 1 1.72 3 3.49 4 2.78
Estimated Annual Income
$0 - $4,999 14 26.42 17 22.97 31 24.41
$5,000 — $19,999 10 18.87 45 60.81 55 43.31
$20,000 — $49,000 21 39.62 10 1351 31 24.41
$50,000 - $200,000 8 15.09 2 2.70 10 7.87
Diagnosis
Bipolar | 13 20.97 18 19.35 31 20.00
Bipolar II 9 14.52 9 9.68 18 11.61
Cyclothymia 19 30.64 34 36.54 53 34.19
Bipolar Disorder, NOS 21 33.97 32 34.41 53 34.19
Co-morbid ADHD 34 54.84 68 73.12 102 65.81
Co-morbid ODD 27 43.55 38 40.86 65 41.93
Number of Axis | Diagnoses
1-2 20 32.26 18 19.35 38 24.52
3-4 34 54.84 46 49.46 80 51.61
5-8 8 12.90 29 31.18 37 23.87
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Table 5. Social and Clinical Characteristics of Sample

Clinic? Community” Total®
N % N % N %
Psychotropic Medications 46 74.19 54 58.06 100 64.52
Medical Problems 40 64.52 67 72.04 107 69.03
History of Suicidal Ideation 42 67.74 51 5484 109 70.32
History of Suicide Attempts 8 12.90 13 13.98 21 13.55

Note. 'Clinic Sample N = 62; “Community Sample N = 93; *Total Sample N = 155

Table 6 provides the range, mean, standard deviation, skewness and kurtosis of
study variables. Internal consistencies for the scales were all found to be adequate. The
YMRS had a reliability coefficient oo = 0.63, CDRS-R o = 0.83, PGBI Depression o =
0.94, PGBI mania/biphasic scale oo = 0.92 and the KINDL o = 0.68. Typically a score >
28 on the CDRS-R is deemed indicative of clinical depression and a score > 16 on the
YMRS is indicative of clinical mania (Duax, Youngstrom, Calabrese, & Findling, 2007).
For this sample, the mean CDRS-R score was 41.51 (SD = 12.59) and the mean YMRS
score was 22.61 (SD = 8.39). These indicate that the sample had high levels of mania and
depression. In terms of HRQOL, KINDL average scores for healthy children typically
range from 6.36 to 8.12 across subscales and 68.80 for the total scores. For this sample
of children with pediatric bipolar disorder, scores on the KINDL subscales ranged from
11.49 to 14.17 and the total score was 75.91, which indicates that parents in this sample

tended to rate their children as having higher HRQOL compared to healthy children.
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Table 6. Range, Mean, Standard Deviation, Skewness and Kurtosis for Study Variables

Range Mean SD Z (Skewness)  Z (Kurtosis)
YMRS* 0-42 2261  8.39 0.97 1.10
CDRS-R? 17-73 4151 12.59 -2.51 0.69
P-GBI Depression® 0-117 4226  23.47 4.89 2.37
P-GBI Mania®* 2-77 32.28 15.15 2.75 0.13
KINDL-Parent Physical 6-20 13.91 3.02 -0.13 -0.54
KINDL-Parent Emotional 6-20 14.17 2.71 -0.26 -0.25
KINDL-Parent Self-esteem 4-20 11.49 2.93 0.20 0.08
KINDL-Parent Family 4-18 11.65 2.80 -0.05 -0.25
KINDL-Parent Friends 4-20 12.88 3.04 -0.04 -0.11
KINDL-Parent School 4-19 11.95 2.82 -0.31 0.60
KINDL-Parent Total 38-100 7591  10.67 -0.18 0.46

Note. ! Young Mania Rating Scale ? Child Depression Rating Scale-Revised ® General Behavioral
Inventory Parent Report -Depression Scale * General Behavior Inventory Parent Report -

Hypomanic/Biphasic Scale
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Primary Study Goals
Study Goals 1 and 2: Examine the associations among clinician-rated symptoms of mania
and depression across the seven domains of parent-rated HRQOL.

0-order correlation analyses were used to explore the associations among
demographic variables and rated mood symptoms (Table 7) as well as demographic
variables, mood symptoms and HRQOL domains (Table 8). These analyses
demonstrated that clinician-rated symptoms of mania were significantly positively
associated with clinician-rated symptoms of depression (r = 0.32, p < 0.01). Clinician-
rated mania was significantly negatively related to the HRQOL “Family” subscale (r = -
0.19, p < 0.05). However, the mania rating was not significantly related to any other
parent-rated HRQOL subscales. Clinician-rated depression was significantly negatively
associated with all of the parent-rated HRQOL subscales (range of observed r’s = -0.25
to -0.42, p < 0.01) except for the HRQOL “Friends” subscale. All of the HRQOL
subscales were significantly positively correlated with each other (range of observed r’s =
0.16 t0 0.76, p < 0.01). The only exception to this was the HRQOL “Family” subscale

which was not associated with the HRQOL “Friends” or “School” subscales.
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Table 7. Correlation Coefficients for Demographic, Diagnostic and Mood Variables

Gender Ethnicity Par Inc ADHD ODD YMRS CDRS GBI-D GBI-M°

Age 0.36** -0.05 0.15 -0.40**  -0.29**  -0.18* 0.18* 0.28** -0.05
Gender -0.18* 0.00 -0.20 -0.17* -0.07 0.15 0.14 0.01
Ethnicity 0.16 -0.07 0.04 0.01 0.00 0.05 0.04
Parent Income -0.02 -0.06 -0.14 -0.07 -0.07 -0.11
ADHD 0.44%** -0.03 0.01 -0.13 0.11
OoDD 0.19* 0.04 -0.08 0.05
YMRS*® 0.32** 0.23** 0.33**
CDRS-R" 0.35**  0.07
GBI-Depression® 0.69**

Note. *Young Mania Rating Scale "Child Depression Rating Scale-Revised General Behavioral Inventory Parent Report -Depression Scale ‘General Behavior
Inventory Parent Report -Hypomanic/Biphasic Scale

*Gender was examined using a point-biseral correlation

*Correlation is significant at the 0.05 level (2-tailed) ** Correlation is significant at the 0.01 level (2-tailed)
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Table 8. Correlation Coefficients for Demographic, Diagnostic, Mood Symptoms, and HRQOL Variables

K-Physical K-Emotional K-SelfEsteem K-Family K-Friends K-School K-Total®
Age -0.33 -0.27 -0.21 -0.21 0.11 -0.12 -0.29
Gender -0.16 -0.22 0.00 -0.01 0.03 0.03 -0.17
Ethnicity -0.05 0.03 -0.15 0.02 0.06 0.07 0.07
Parent Income -0.05 0.00 -0.12 0.09 -0.09 -0.09 -0.09
ADHD 0.25** 0.08 0.18* 0.03 -0.02 -0.04 0.14
ODD 0.21** 0.10 0.15 -0.11 -0.01 -0.05 0.06
YMRS? 0.09 -0.10 -0.03 -0.19* -0.13 -0.09 0.17
CDRS-R” -0.30** -0.42** -0.18* -0.25** -0.12 -0.26** -0.40**
GBI-Depression®  -0.46** -0.59** -0.21* -0.32** -0.21** -0.15 -0.50**
GBI-Mania® -0.13 -0.25** 0.08 -0.24** -0.15 -0.05 -0.21*
K-Physical® 0.43** 0.27** 0.25** 0.16* 0.23** 0.60**
K-Emotional’ 0.44%** 0.34** 0.45** 0.27** 0.76**
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Table 8. Correlation Coefficients for Demographic, Diagnostic, Mood Symptoms, and HRQOL Variables

K-Physical K-Emotional K-SelfEsteem K-Family K-Friends K-School K-Total®
K-Self-esteem? 0.36** 0.38** 0.30** 0.69**
K-Family" 0.10 0.12 0.56 **
K-Friends' 0.25%* 0.58**
K-School’ 0.55**

Note. *Young Mania Rating Scale "Child Depression Rating Scale-Revised ©General Behavioral Inventory Parent Report -Depression Scale General Behavior
Inventory Parent Report -Hypomanic/Biphasic Scale *KINDL-Physical 'KINDL-Emotional °KINDL-Self-esteem "KINDL-Family 'KINDL-Friends 'KINDL-
School *KINDL-Total Score

*Correlation is significant at the 0.05 level (2-tailed) ** Correlation is significant at the 0.01 level (2-tailed)
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Study Goal 3: Determine the incremental contribution of clinician-rated mania and
depression in predicting variance across the seven domains of parent-rated HRQOL,
above and beyond that associated with comorbid diagnoses of ADHD and ODD.
Multiple regression analyses were conducted to examine the variance in the
HRQOL subscales and total score accounted for by clinician-rated current symptoms of
mania and depression, while controlling for comorbid diagnoses of ADHD and ODD.
Correlations among the regression variables are displayed in Table 7.
Analysis 1: Seven sets of multiple regression analyses were constructed; one for each
outcome variable (i.e., each of the HRQOL subscales and total score). Each set was
composed of two models to examine the incremental contribution of ADHD, ODD,
YMRS score, and CDRS-R score on each outcome variable. As a means of determining
the incremental validity of mood symptoms, the first model only included ADHD and
ODD.
Y =B X1+ P2Xo+ e (Model 1)
where Y = HRQOL subscale score (i.e., “Physical,” “Emotional,” “Self-esteem,”
“Family,” “Friends,” “School” and total scores), p = weights for predictors, X; = ADHD
diagnosis, X, = ODD diagnosis, and e = error.
The second model was expanded to include symptoms of mania and depression.
Y = B1Xy + BoXo + PaXs + PaXy + € (Model 2)
where Y = HRQOL subscale score (i.e., “Physical,” “Emotional,” “Self-esteem,”
“Family,” “Friends,” “School” and total scores), p = weights for predictors, X; = ADHD

diagnosis, X, = ODD diagnosis, X3 = YMRS score, X, = CDRS-R score, and e = error.
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The adjusted R*’s of the two models were compared while testing for the
significance of the change in R? (AR?). Table 9 reports a summary of each of the
regression analyses organized by each of the seven outcome variables. With regards to
“Physical” HRQOL, model 1 significantly accounted for 8% of the variance (adjusted R
=0.09, p=0.00). However, ADHD was the only significant contributor to the model (B
=0.22, p=0.01). In model 2, symptoms of mania and depression significantly accounted
for 13% of additional variance (p = 0.00). Both mania (§ =0.20, p = 0.02) and
depression (B = -0.37, p = 0.00) significantly contributed to the model.

With regards to “Emotional” HRQOL, model 1 accounted for 0% of the variance,
indicating that ADHD and ODD were not significant contributors to the model.

However, the addition of mania and depression in model 2 explained an additional 18%
of the variance. Depression proved to be the only significant contributor (f =-0.43, p =
0.00).

Neither of the two multiple regression models accounted for a significant
proportion of the variance in the HRQOL “Self-esteem” subscale. Model 1 accounted for
2% of the variance and model 2 for an additional 4%. Depression, which was included in
model 2, was the only significant contributor to the model (f =-0.20, p = 0.03). In terms
of the “Family” HRQOL subscale, although model 1 was not significant and only
accounted for 2% of the variance in the model, ODD was a significant contributor (f = -
0.19, p = 0.04). The addition of mania and depression in model two significantly
explained an additional 7% of the variance (p = 0.01) however, similar to results of other
HRQOL subscales, depression was found to be the only significant contributor (f = -

0.22, p = 0.01).
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Similar to the findings for the HRQOL “Self-esteem” subscale, the two multiple
regression models did not significantly explain the variance in the HRQOL “Friends”
subscale. For the HRQOL “School” subscale, model 1 failed to explain the variance in
the model. However, the addition of mania and depression explained 7% of the variance
(p = 0.01) with depression being the only significant contributor (B =-0.22, p = 0.01).

Finally, with regards to the total HRQOL score, although model 1 explained 1%
of the variance, this was not significant. Model 2 explained an additional 17% of the
variance with depression being the only significant contributor to the model ( =-0.39, p

= 0.00).
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Table 9. Regression Analyses Examining Mania and Depression while Controlling for
ADHD and ODD

B SE p t AdjR® AR* AF p
Dependent variable: KINDL-Physical
Model 1 0.08 6.97 0.00*
ADHD 151 061 022 248 0.01*
ODD 119 08 013 141 0.16
Model 2 020 013 11.14 0.00*
ADHD 170 058 025 29 0.00*
OoDD 084 081 0.09 1.04 0.30
YMRS 0.07 0.03 020 245 0.02*
CDRS-R -0.09 0.02 -0.37 -4.60 0.00*
Dependent variable: KINDL-Emotional
Model 1 0.00 0.94 0.39
ADHD 034 057 0.06 061 0.54
OoDD 066 079 0.08 0.83 0.41
Model 2 0.17 0.18 15.25 0.00*
ADHD 034 052 0.06 0.64 0.52
ODD 076 074 0.09 1.03 0.31
YMRS 0.01 0.03 0.02 0.26 0.80
CDRS-R -0.09 002 -043 -532 0.00*
Dependent variable: KINDL-Self-Esteem
Model 1 0.02 255 0.08
ADHD 084 061 013 1.37 0.17
ODD 085 085 0.09 1.00 0.32
Model 2 0.04 0.04 265 0.07
ADHD 08 061 013 1.39 0.17
ODD 087 086 010 1.01 0.31
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Table 9. Regression Analyses Examining Mania and Depression while Controlling for

ADHD and ODD

B SE p t AdjR® AR* AF p
YMRS 0.01 003 002 0.26 0.80
CDRS-R -0.05 0.02 -0.20 -2.25 0.03*
Dependent variable: KINDL-Family
Model 1 0.02 2.75 0.07
ADHD 113 059 018 1.90 0.06
OoDD -1.70 083 -0.19 -2.06 0.04*
Model 2 0.08 0.07 485 0.01*
ADHD 105 058 017 180 0.07
ODD -147 082 -017 -1.79 0.08
YMRS -0.03 0.03 -0.09 -0.99 0.32
CDRS-R -0.05 002 -022 -252 0.01*
Dependent variable: KINDL-Friends
Model 1 -0.01 0.01 0.99
ADHD -0.07 065 -001 -0.11 0.91
ODD -0.02 089 0.00 -0.02 0.99
Model 2 -0.00 0.02 173 0.8
ADHD -0.21 065 -0.03 -0.33 0.74
OoDD 030 091 003 033 0.74
YMRS -0.04 003 -011 -122 0.23
CDRS-R -0.02 002 -0.08 -0.93 0.35
Dependent variable: KINDL-School
Model 1 -0.01 035 0.78
ADHD -0.26 0.63 -0.04 -0.42 0.68
OoDD -029 086 -0.03 -0.33 0.74
Model 2 0.04 0.07 447 0.01*
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Table 9. Regression Analyses Examining Mania and Depression while Controlling for
ADHD and ODD

B SE p t AdjR® AR* AF p

ADHD -032 062 -0.05 -051 0.61
ODD -0.10 087 -0.01 -0.12 0.91
YMRS 0.00 0.03 -0.01 -0.12 0.91
CDRS-R -0.06 002 -026 -2.79 0.01*

Dependent variable: KINDL-Total

Model 1 0.01 151 0.22
ADHD 380 240 016 158 0.12
OobD -005 331 000 -001 0.99

Model 2 0.16 0.17 11.81 0.00*
ADHD 343 224 014 1583 0.13
ODD 120 312 0.04 0.39 0.70
YMRS -0.04 012 -0.03 -0.38 0.70
CDRS-R -0.34 008 -0.39 -4.46 0.00*

Note.ADHD- Attention Deficit/Hyperactivity Disorder; ODD- Oppositional Defiant Disorder; YMRS-
Young Mania Rating Scale; CDRS-R Child Depression Rating Scale-Revised
*p<0.05

In summary, symptoms of mania only significantly increased the proportion of
variance explained beyond ADHD and ODD (Model 2) for the “Physical” HRQOL
subscale. Symptoms of depression significantly increased the proportion of variance
explained beyond ADHD and ODD (Model 2) for the “Physical,” “Emotional,”
“Family,” “School” HRQOL subscales and the total score. Although Model 2 did not
significantly increase the proportion of the variance explained for the “Self-esteem” and
“Friends” subscales, symptoms of depression alone did significantly explained a

proportion of the variance for the “Self-esteem” subscale.
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Exploratory Study Goals

Exploratory Study Goals 1, 2 and 3: Determine the incremental contribution of clinician-
rated mania and depression in predicting variance across the seven domains of parent-
rated HRQOL, above and beyond that associated with comorbid diagnoses of ADHD and
ODD, age, gender, and socioeconomic status.

Multiple regression analyses were conducted to examine the variance accounted
for by clinician-rated current symptoms of mania and depression while controlling for
comorbid diagnoses of ADHD, ODD, age, gender, and primary parental income.

Primary parental income was used as a proxy measure of socioeconomic status.
Preliminary analyses indicated that ethnicity was not significantly associated with any of
the HRQOL subscales therefore; ethnicity was not included in these analyses. Although
there were no significant associations identified between gender and HRQOL as well as
primary parental income and HRQOL, these two variables were included in the
regression analyses to fulfill stated goals for this study. Table 6 provides the range,
mean, standard deviation, skewness, and kurtosis for the regression variables.
Correlations among the regression variables are displayed in Table 7.

Analysis 2: Once again, seven sets of multiple regression analyses were constructed; one
for each outcome variable (i.e., each of the HRQOL subscales and total score). Each set
was composed of two models to examine the incremental contribution of ADHD, ODD,
age, gender, primary parental income, YMRS score, and CDRS-R score on each outcome
variable. As a means of determining the incremental validity of mood symptoms, the
first model included only the covariates: ADHD, ODD, age, gender, and primary parental

income.
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Y = B1Xy + BoXo + PaXs + PaXs + PsXs+ € (Model 1)
where Y = HRQOL subscale score (i.e., “Physical,” “Emotional,” “Self-esteem,”
“Family,” “Friends,” “School” and total score), p = weights for predictors, X; = ADHD
diagnosis, X, = ODD diagnosis, X3 = age, X4 = gender, Xs = primary parental income,
and e = error.

The second model was expanded to include symptoms of mania and depression.

Y = B1X1 + PaXo + BaXs + PaXa + PsXs + PsXs+ X7+ (Model 2)
where Y = HRQOL subscale score (i.e., “Physical,” “Emotional,” “Self-esteem,”
“Family,” “Friends,” “School” and total scores), p = weights for predictors, X; = ADHD
diagnosis, X, = ODD diagnosis, X3 = age, X4 = gender, Xs = primary parental income, Xg
= YMRS score, X7 = CDRS-R score, and e = error.

The adjusted R*’s of the two models were compared while testing for the
significance of the change in R? (AR?). Table 10 reports a summary of each of the
multiple regression analyses organized by each of the seven outcome variables. With
regards to “Physical” HRQOL, model 1 accounted for 13% (p = 0.00) of the variance
indicating that age was the only significant contributor to the model ( = -0.22, p = 0.03).
The addition of mania and depression in model 2 explained an additional 9% of the
variance (p = 0.00). ADHD (= 0.26, p=0.01) and depression ( = -0.32, p = 0.00)
proved to be the only significant contributors.

With regards to “Emotional” HRQOL, model 1 significantly accounted for 9% (p
= 0.02) of the variance. However, age was the only significant contributor to the model

(B=-0.27, p =0.01). In model 2, symptoms of mania and depression significantly

51



accounted for 12% of additional variance (p = 0.00). Depression (f =-0.34, p = 0.00)
was the only significant contributor to the model.

Both multiple regression models did not account for a significant proportion of
the variance in the HRQOL “Self-esteem” subscale. Model 1 accounted for 3% of the
variance and model 2 for an additional 2%. In terms of the “Family” HRQOL subscale,
model 1 significantly accounted for 8% of the variance in the model, with age being the
only significant contributor (f = -0.34, p = 0.00). The addition of mania and depression
in model two significantly explained an additional 6% of the variance (p = 0.02)
however, neither depression nor mania significantly accounted for the additional
explained variance.

Similar to the findings for the HRQOL “Self-esteem” subscale, the two multiple
regression models did not significantly explain the variance in the HRQOL “Friends” or
“School” subscales. In terms of the total HRQOL score, although model 1 explained 5%
of the variance, this was not significant (p = 0.07). Nonetheless, age was a significant
contributor to the model in this model (B =-0.29, p = 0.01). Model 2 significantly
explained an additional 12% of the variance with depression being the only significant

contributor to the model (B =-0.31, p = 0.00).
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Table 10. Regression Analyses Examining Mania and Depression while Controlling for

ADHD, ODD, Age, Gender, and Parental Income

B SE p t AdjR®  AR? AF p
Dependent variable: KINDL-Physical
Model 1 0.13 463  0.00*
ADHD 1.41 0.73 0.21 1.93 0.06
OoDD 1.07 1.05 0.11 1.02 0.31
Age -0.18 0.08 -022 -2.24 0.03*
Gender 0.11 0.58 0.02 0.20 0.84
Parental Income 0.05 0.12 0.04 0.40 0.69
Model 2 0.21 0.09 6.50  0.00*
ADHD 1.76 0.71 0.26 248 0.01*
ODD 1.04 1.01 0.10 1.02 0.31
Age -0.11 008 -013 -1.30 0.20
Gender 0.29 0.55 0.05 0.53 0.60
Parental Income 0.06 0.12 0.04 0.51 0.61
YMRS 0.06 0.03 0.17 1.88 0.06
CDRS-R -0.08 0.02 -0.32 -3.55 0.00*
Dependent variable: KINDL-Emotional
Model 1 0.07 2.82 0.02*
ADHD -0.50 0.67 -0.08 -0.75 0.45
OoDD 0.79 0.96 0.09 0.82 041
Age -0.20 0.07 -0.27 -2.68 0.01*
Gender -0.66 0.53 -0.12 -1.26 0.21
Parental Income 0.04 0.11 0.03 0.37 0.71
Model 2 0.18 0.12 8.47 0.00*
ADHD -0.37 064 -0.06 -0.59 0.56
ODD 1.18 0.91 0.13 1.29 0.20
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Table 10. Regression Analyses Examining Mania and Depression while Controlling for

ADHD, ODD, Age, Gender, and Parental Income

AR?

B SE B t AdjR? AF p
Age -0.15 0.07 -0.21 -2.10 0.04*
Gender -0.42 050 -0.08 -0.84 0.40
Parental Income 0.02 0.10 0.01 0.15 0.88
YMRS -0.02 0.03 -0.05 -0.49 0.63
CDRS-R -0.07 0.02 -0.34 -365 0.00*
Dependent variable: KINDL-Self-Esteem
Model 1 0.03 165 0.15
ADHD 0.71 0.73 0.11 0.97 0.33
ODD 0.70 1.04 0.07 0.67 0.50
Age -8.91 0.74 -0.84 -12.12 0.14
Gender 9.48 5.20 0.12 1.82 0.08
Parental Income -0.10 1.08 -0.01 -0.10 0.94
Model 2 0.03 0.02 129 028
ADHD 0.75 0.74 0.12 1.01 0.31
ODD 0.91 1.06 0.10 0.86 0.39
Age -0.11 0.08 -0.14  -1.26 0.21
Gender 1.13 0.58 0.19 1.93 0.06
Parental Income 0.00 0.12 0.00 -0.03 0.98
YMRS -0.01 0.04 -0.04 -0.39 0.70
CDRS-R -0.03 0.02 -0.13 -1.31 0.19
Dependent variable: KINDL-Family
Model 1 0.08 2.88 0.02*
ADHD 0.08 0.71 0.01 0.12 0.91
ODD -2.00 1.01 -0.21 -1.97 0.05
Age -0.26 0.08 -0.34 -327 0.00*
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Table 10. Regression Analyses Examining Mania and Depression while Controlling for

ADHD, ODD, Age, Gender, and Parental Income

B SE p t AdjR®  AR? AF p
Gender 0.06 0.55 0.01 0.10 0.92
Parental Income 0.10 0.11 0.09 0.92 0.36
Model 2 0.13 0.06 4.08 0.02*
ADHD 0.10 0.70 0.02 0.15 0.88
ODD -1.66 0.99 -0.18  -1.67 0.10
Age -0.25 008 -0.33 -3.10 0.00*
Gender 0.26 0.54 0.05 0.48 0.63
Parental Income 0.08 0.11 0.07 0.73 0.47
YMRS -0.05 0.03 -0.14 -1.40 0.16
CDRS-R -0.04 0.02 -0.18  -1.85 0.07
Dependent variable: KINDL-Friends
Model 1 -0.02 0.62 0.68
ADHD 0.01 0.80 0.00 0.02 0.99
ODD -0.21 1.13 -0.02 -0.18 0.85
Age 0.11 0.09 0.13 1.23 0.22
Gender 0.03 0.63 0.00 0.05 0.96
Parental Income 0.10 0.13 0.08 0.78 0.43
Model 2 -0.02 0.01 0.64 053
ADHD -0.04 0.82 -0.01 -0.05 0.96
ODD 0.02 1.15 0.00 0.01 0.99
Age 0.11 0.09 0.13 1.17 0.24
Gender 0.11 0.64 0.02 0.17 0.87
Parental Income 0.09 0.13 0.07 0.66 0.51
YMRS -0.03 0.04  -0.07 -0.69 0.49
CDRS-R -0.01 003 -0.06  -0.58 0.56
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Table 10. Regression Analyses Examining Mania and Depression while Controlling for

ADHD, ODD, Age, Gender, and Parental Income

B SE p t AdjR®  AR? AF p
Dependent variable: KINDL-School
Model 1 -0.01 0.80 055
ADHD -0.27 0.80 -0.04 -0.34 0.74
OoDD -0.77 1.15 -0.08 -0.67 0.51
Age -0.15 009 -018 -1.62 0.11
Gender 0.76 0.65 0.12 1.18 0.24
Parental Income 0.05 0.13 0.04 0.40 0.69
Model 2 0.02 0.05 270 0.07
ADHD -0.23 0.80 -0.03 -0.28 0.78
ODD -0.37 116 -0.04 -0.32 0.75
Age -0.13 010 -015 -1.31 0.19
Gender 0.91 0.64 0.15 1.43 0.16
Parental Income 0.03 0.13 0.02 0.22 0.83
YMRS -0.02 0.04 -0.05 -0.46 0.65
CDRS-R -0.05 0.03 -0.21 -1.95 0.05
Dependent variable: KINDL-Total
Model 1 0.05 209 0.07
ADHD 1.16 2.89 0.05 0.40 0.69
ODD -1.64 412  -005 -0.40 0.69
Age -0.86 0.33 -0.29 -2.61 0.01
Gender -0.38 2.29 -0.02 -0.16 0.87
Parental Income 0.42 0.46 0.09 0.91 0.36
Model 2 0.16 0.12 7.30  0.00*
ADHD 1.50 2.76 0.06 0.54 0.59
ODD 0.64 3.94 0.02 0.16 0.87
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Table 10. Regression Analyses Examining Mania and Depression while Controlling for
ADHD, ODD, Age, Gender, and Parental Income

B SE p t AdjR®  AR? AF p
Age -0.74 0.32 -0.25 -2.31 0.02*
Gender 0.88 2.18 0.04 0.40 0.69
Parental Income 0.31 0.44 0.07 0.71 0.48
YMRS -0.14 0.14 -0.11 -1.04 0.30
CDRS-R -0.27 0.09 -0.31 -3.03 0.00*

Note. ADHD- Attention Deficit/Hyperactivity Disorder; ODD- Oppositional Defiant Disorder; YMRS
Young Mania Rating Scale; CDRS-R Child Depression Rating Scale-Revised
*

p <0.05

In summary, symptoms of mania independently did not significantly increased the
proportion of variance explained beyond ADHD, ODD, age, gender, and parental income
(Model 2) for any of the HRQOL subscale or total score. Symptoms of depression
significantly increased the proportion of variance explained beyond ADHD, ODD, age,
gender, and parental income (Model 2) for the “Physical,” “Emotional,” HRQOL
subscales and the total score but not for the “Self-esteem,” “Friend,” and “School”
HRQOL subscales. Even though symptoms of mania and depression did not
independently significantly increase the proportion of variance explained for the “family”
subscale, their shared variance did significantly increase the proportion of total variance
explained.

Exploratory Study Goal 4: Determine the association between parent-reported HRQOL
and parent-reported symptoms of mania and depression for the youth during the past
year.

Correlation analyses were used to examine the associations among parent-rated

mood symptoms in the past year and the seven parent-rated HRQOL domains (Table 7).
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These analyses demonstrated that the parent-rated depression and mania subscales on the
P-GBI were highly correlated with each other (r = 0.69, p < 0.01). The mania subscale
was also significantly negatively associated with the “Emotional” (r = -0.25, p < 0.01),
“Family” (r =-0.24, p < 0.01) and total (r =-0.21, p < 0.05) HRQOL subscales. The
depression subscale was significantly negatively associated with all of the HRQOL
subscales except for the “School” subscale (range of observed r’s =-0.21 to -0.59, p <
0.01).
Discussion

The majority of research studies that have examined the relationship between
HRQOL and bipolar disorder have been conducted with adults. This is one of the first
studies to directly expand the literature on HRQOL and bipolar disorder by with a sample
of youth. The primary aim of the current study was to examine the associations between
symptoms of mania, depression and parent-reported HRQOL across seven subscales
(Physical, Emotional, Self-esteem, Family, Friends, School, and Total) in youths
diagnosed with pediatric bipolar disorders. Results indicated that clinician-rated mania
was significantly negatively associated with the HRQOL “Family” subscale. These
results imply that youths rated by clinicians as having more symptoms of mania are also
rated by their parents as having lower HRQOL in the family environment compared to
youths rated as having less symptoms of mania. Although, mania ratings were negatively
associated with all of the HRQOL subscales except the “Physical” subscale, none of these
findings were significant.

These results are somewhat inconsistent with the adult bipolar literature, which

has found that symptoms of mania have been associated with significantly lower HRQOL
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across domains and significant functional impairment (Gazelle et al., 2007; Zhang,
Wisniewski, Bauer, Sachs, & Thase, 2006). One possible explanation for these findings
is that on average, youths within this sample were rated on the lower range of the YMRS
indicating that this sample did not exhibit a full range of mania. Therefore, it is likely
that lower levels of mania cause less functional impairment and in turn cause parents to
underestimate the level of dissatisfaction experienced by youths across the other HRQOL
domains. Additional studies might explore whether the association between severity of
mania and HRQOL is linear or nonlinear. It might be that different levels of severity
within the mania spectrum are differentially associated with different levels of HRQOL.
Using multiple informants to rate the youths” HRQOL (e.g., self-report, teacher-report,
and peer-report) might also help determine whether biases resulting from parent-ratings
unduly influenced the findings of this study.

Regarding clinician-rated symptoms of depression, significant negative
associations were observed across all of the HRQOL subscales except for the “Friends”
subscale. These findings indicate that as clinicians rated youths as exhibiting more
symptoms of depression, parents rated the youths” HRQOL as lower across most
domains. These relations are consistent with adult bipolar research studies, which found
that depression is the most impairing mood state and is consistently related to lower
levels of HRQOL compared to manic or mixed mood states (Gazelle et al., 2000;
Kessing, Hansen & Bech, 2006; Robb, Cooke, Devins, Young, & Joffe, 1997; Vojta,
Kinosian, Glick, Altshuler, & Bauer, 2001; Wisniewski, Bauer, Sachs, & Thase, 2006).
The results of this study coupled with the findings of the adult bipolar literature suggest

that the association between increased symptoms of depression and decreased reports
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across most aspects of HRQOL may be pervasive across the life span of individuals
diagnosed with bipolar disorders.

As previously stated, there was no significant association found between ratings
of depression and the HRQOL “Friends” subscale. The lack of a relationship might be a
function of utilizing parental ratings for this outcome. Most of the other HRQOL
subscales contain items that provide concrete or observable markers that parents can use
for their ratings (e.g., “my child felt ill,” “my child had fun and laughed,” “my child got

2 ¢

along well with us as parents,” “my child easily coped with schoolwork™). However, the
“Friends” subscale, asks whether the child was “liked” by other children, “felt different”
from other children, and “got along well” with other children. It is possible that the
parents may have lacked insight and/or information to rate these items accurately. There
is evidence that higher parent-child correlations are found for externalizing versus
internalizing childhood disorders such as depression (Dougherty, Klein, Olino, &
Laptook, 2008). Moreover, prior research indicates that youths diagnosed with bipolar
disorders have lower self-esteem, increased hopelessness, poor anger management skills,
employ greater maladaptive coping strategies (Rucklidge, 2006), and demonstrate social
skills deficits (Milkowitz & Mullen, 2006) all which suggest likely decreased youth
HRQOL in this domain. These findings emphasize the level of complexity and multiple
factors that need to be considered when deriving meaning from HRQOL ratings.
Researchers have frequently identified increased prevalence rates of attention
deficit/hyperactivity disorder (ADHD) and oppositional defiant disorder (ODD) within

pediatric bipolar disorders (Merikangas & Pato, 2009; Masi et al., 2006). A secondary

aim of this study was to examine the association between mood symptoms and parent-
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rated HRQOL subscales above and beyond the presence of comorbid ADHD and ODD
within youths diagnosed with a pediatric bipolar disorder. In this sample of youths
diagnosed with pediatric bipolar disorders, ADHD and ODD explained a significant
proportion (9%) of the variance in “Physical” HRQOL. Ratings of mania and depression
in combination, explained an additional significant proportion of the variance (13%) of
the variance of “Physical” HRQOL above and beyond ADHD and ODD. These results
suggest that the some of the “physical” or “hyperactivity” symptoms of ADHD and ODD
displayed by these youths are making a significant contribution to how parents are
assessing the youths’ level of HRQOL in the physical domain. Moreover, increased
manic symptoms were associated with increased “Physical” HRQOL while increased
depressive symptoms were associated with decreased “Physical” HRQOL. These results
propose that symptoms of hypomania/mania may be physically activating while
symptoms of depression serve to impede physical activity.

For all of the other HRQOL domains, ADHD and ODD did not account for a
significant proportion of the variance in youths diagnosed with pediatric bipolar
disorders. However, the addition of ratings of manic and depressive symptoms
significantly explained an additional 4% of the variance in the “Self-esteem” subscale,
7% of the variance in the “Family” subscale, 7% of the variance of the “School”
subscale, and 17% of the variance of the “Total” score above and beyond ADHD and
ODD. Of note, the depression measure was the only significant contributor to these
models. In all of the models, depression ratings were negatively related to HRQOL

scores. These findings are once again consistent with the adult bipolar disorders
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literature, and highlight the significant role that depression has in HRQOL even beyond
the presence of comorbid diagnoses.

The analyses for the current study collapsed data acquired from two distinct
treatment sites and preliminary analyses yielded some significant group differences.
Therefore, exploratory regression models were constructed to examine whether mood
symptoms explained the variance in parent-rated HRQOL subscales above and beyond
the presence of ADHD, ODD, age, gender, and parental income. The regression models
for “Self-esteem,” “Friends” and “School” subscales were not significant. Given that
prior to the addition of the demographic variables, depression ratings were found to
account for a significant proportion of the variance in the “Self-esteem” and “School”
subscales, it is likely that the addition of these demographic variables led to insufficient
power to detect the effects of mood on these subscales. In addition, gender and parental
income were not found to be significant contributors to any of the HRQOL subscales.

On the other hand, age was found to explain a significant proportion of the
variance in the “Physical,” “Emotional” and “Family” HRQOL subscales. Although not
significant, older children reported significantly lower HRQOL scores across all
subscales except “Friends.” Model 1, which included demographic variables and
comorbid diagnoses, significantly explained 13% of the variance in the “Physical”
HRQOL subscale with age being the only significant contributor. However, when
symptoms of depression and mania were added (model 2), the significant contribution of
age was lost. Instead, depression ratings and ADHD became the only significant

contributors to the model. This may indicate that the influence that age had on
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“Physical” HRQOL was confounded with and probably better explained by symptoms of
depression and ADHD.

With regard to the “Emotional” HRQOL subscale, ratings of depression and
mania explained a significant proportion of the variance (an increase of 12%) above and
beyond demographic variables and comorbid diagnoses. However, only age and
depression ratings demonstrated a significant contribution to the model. For the
“Family” HRQOL subscale the addition of ratings of mania and depression significantly
accounted for an additional 6% of the variance beyond demographic variables and
comorbid ADHD and ODD diagnoses. However, age remained the sole significant
contributor.

When considered in the aggregate, these exploratory findings continue to
emphasize the importance of depressive symptoms for understanding HRQOL in youths
diagnosed with pediatric bipolar disorders. These results also demonstrate the
importance of considering a child’s developmental trajectory when attempting to
understand HRQOL. This might be particularly important when using parent-rated
outcomes such as the HRQOL scale used in this study. One way to further examine these
associations and possibly determine causal pathways between age, mood and HRQOL
may be by statistically testing meditational models utilizing statistical techniques such as
bootstrapping, which allows for an estimation of the shape of the distribution by
simulating repeated observations. Such analyses might reveal that the relationships
between these variables vary across age groups.

To slightly expand our understanding of the associations between mood

symptoms and HRQOL, it became important to explore a multi-measure approach to
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rating youths’ symptomatology. Therefore, the associations between parent ratings of
youths’ mood symptoms and parent ratings of youths’ HRQOL were examined. Similar
to findings based on clinician mood ratings, all of the HRQOL subscales except for the
“School” HRQOL subscale were highly negative correlated with parental ratings of
depression. As discussed earlier, clinician ratings of mania were only significantly
negative associated with the “Family” HRQOL subscale. In contrast, parent ratings of
mania were significantly negatively associated with “Emotional”, “Family” and “Total”
HRQOL scores.

Although not the primary focus of the current study, these exploratory results
point to the differences that can arise in HRQOL ratings depending on who is reporting
the information and their individual perspectives. As such, one possibility is that the
parents rated their children as more depressed than the clinicians and, therefore, more
significant associations arose across HRQOL subscales. More importantly, these results
suggest the need for exploring HRQOL from a more comprehensive vantage point that
takes into account the perspectives of parents, teachers, clinicians, and the youths in
assessing not only satisfaction, but presence of psychopathology.

Limitations and Future Directions

Several aspects of this study limit the inferences that can be drawn from these
results. The use of a convenience sample of youths for part of the study may have limited
the results of this study in several ways. First, one of the assumptions of most statistical
analyses is that the sample be representative of the target population. Thus, the current
findings might be biased in some undetermined way. Second, it is interesting to note that

many parents rated their children as mostly satisfied with their lives across the HRQOL
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domains, suggesting a possible sample selection bias. A different recruitment strategy
might yield a more diverse and representative sample. The inclusion of a control group
would help determine if there are truly decreased levels of HRQOL in the sample of
youths diagnosed with pediatric bipolar disorders.

A further limitation of this study is that the accuracy of the HRQOL data may be
reduced because of perceptual biases, cognitive deficits (e.g., distortions or memory
limitations), state-dependent memory, purposeful omission, or social desirability of the
parent informants. One of the strengths of this study was the use of multiple informants
(i.e., parents and clinicians) to assess the children because this allows for greater
confidence in the findings (Campbell & Fiske, 1959). At the same time, it would have
been a stronger study if a multi-trait and multi-method approach had been used, where
several instruments and informants would have been employed to assess mood states and
HRQOL. This may have provided more information to limitations of the findings based
on within-sample differences of age, clinical setting, and other demographic factors.

Furthermore, given the heritability rates of bipolar disorders, it is possible that the
parents may have been experiencing their own psychopathology, which could have
affected their ratings of their child’s level of HRQOL. On the one hand, while there is
evidence to suggest that depressed mothers may in fact provide accurate rating of their
children’s problems (Rickters, 1992). On the other hand, there is also the possibility that
the parents who completed the ratings have been through their own journey with mental
illness and this serves as a reference point from which they understand and evaluate their
child’s level of satisfaction in life. Furthermore, given the demographic differences

between the community and clinic groups in this study, there may also be between-group
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differences in experiences with mental illness and expectations of systems of care that
may have unduly influenced the parents’ ratings. In future studies, it would be important
to incorporate measures of parent symptoms as well as their experiences, understanding
and expectations about the recovery process. Additionally, it may be valuable to include
additional assessment strategies such as clinician ratings of HRQOL to supplement the
information captured through parent-report.

Two other factors appear to be important when examining this sample of youths
with pediatric bipolar disorders. These factors are overall level of psychopathology and
number, type and amount of medications the youths are taking. Although this study
examined ADHD and ODD, as many as 34 youths in this sample had 3-4 diagnoses and
eight additional children had anywhere from 5-8 diagnoses. This demonstrates the high
incidence of comorbid diagnoses typical of youths diagnosed with pediatric bipolar
disorders. It would be important to determine in future studies whether youths with more
diagnoses, which would suggest greater levels of overall psychopathology and
impairment, tend to have differential levels of HRQOL compared to youths diagnosed
with only bipolar disorder. Similarly, 74% of this sample was taking psychotropic
medications. While medications can help improve functioning they can also produce side
effects. It seems important to explore the associations of medications and HRQOL in
youths diagnosed with pediatric bipolar disorders given the frequency with which
children are prescribed these medications.

While all the instruments used in this study have adequate psychometric
properties, none were normed on a culturally diverse population and yet half of the

sample in this study was of lower socio-economic status and had ethnic minority
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backgrounds. Although it might be difficult to achieve given the base rates of pediatric
bipolar disorders in the population, it would be advantageous for future studies to employ
a stratified recruitment strategy that would yield adequate representation of differing
demographic groups (e.g., across age, ethnicity, and socioeconomic status) and allow for
between-group comparisons.

Most of the regression models examined in this study, although significant,
explained only a small proportion of the variance in HRQOL subscales. This suggests
that there may be other variables that are significantly associated with youth HRQOL.
Future studies might consider using a longitudinal design, larger samples and more
complex models that incorporate demographics, psychopathology, family dynamics, and
social interaction variables. This would not only lead to the understanding of how these
factors may be associated to HRQOL across time but, more importantly might provide
specific causal inferences that may directly inform treatment recommendations for

improving HRQOL in youth.
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Appendix A: Literature Review

Table 1. Characteristics of Pediatric Bipolar Disorder

Reference Purpose Sample Measurement Study Design Results Conclusions
Brotman, M. A., e Examined e 1420 children e The Child and o Children were o Lifetime prevalence e Only one of the
Schmajuk, M., Rich, prevalence, e Data taken froma  Adolescent measured yearly was 3.3% for SMD children met
B. A., Dickstein, D. P.,  concurrent Axis  15-year longitudinal ~ Psychiatric from age 9 to 18 * 67.7% of children had criteria for BD as
Guyer, A. E., Costello, | diagnoses, and  study of childhood Assessment e Calculated comorbid diagnosis an adult
E.J.,...Leibenluft, E. longitudinal psychiatric (CAPA) weighted (27% ADHD, 26 % CD, e Two alternatives:
(2006). Prevalence, outcome of disorders (structured percentages for and 25% ODD) 1) Pediatric BD

clinical correlates, and
longitudinal course of
severe mood
dysregulation in
children. Biological
Psychiatry.Special
Issue: The Clinical
and Neural Phenotype

of Mood Disturbance

severe mood
dysregulation
(SMD)

e SMD is the

broad phenotype

of bipolar
disorder (BD)
(no discrete

manic episodes

interview) was
used to identify
children with and

without SMD

lifetime prevalence
rates and then
employed
weighted logistical

regressions

e Youths with SMD by
age 10 were more likely
to be diagnosed with a
depressive disorder when
measured again in
adulthood (odds
ratio=7.2); no analysis
for BD due to low

prevalence rates in both

and SMD may be
two separate
disorders or 2)
results indicate that
first episode is
depression and
more follow-up is
needed to capture

manic symptoms
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Sample

Measurement

Study Design

Results

Conclusions

in Children and
Adults, 60(9), 991-
997.d0i:10.1016/j.biop

sych.2006.08.042

Goldstein, B. I., &
Levitt, A. J. (2007).
Prevalence and
correlates of bipolar |
disorder among adults
with primary youth-
onset anxiety
disorders. Journal of
Affective Disorders,
103, 187-195.
doi:10.1016/j.jad.2007

.01.029

but irritability)

e Examined
whether youth
onset anxiety
increased
prevalence of
bipolar disorder

(BD) in adults

e 1571 respondents
of the National
Epidemiologic
Survey on Alcohol
and Related
Conditions who had
at least one anxiety
disorder that was
not preceded by a
manic, depressive,

or mixed episode

e Participants
completed the
NIAAA Alcohol
Use Disorder and
Associated
Disabilities
Interview
Schedule-DSM-1V
Version (for

diagnosis)

o Student’s t-test
used to compare
group differences
e L ogistic
regressions used to
association
between youth
onset anxiety and

later BD

groups

o History of youth-onset
anxiety had higher
prevalence of BD

e Youth-onset anxiety
disorders significantly
associated with BD
(odds ration=4.1- males;
3.0-females)

e Social phobia, panic,
and generalized anxiety
disorder were significant

predictors of BD

e Youth-onset
anxiety disorders
had significantly
greater prevalence
of BD

e Youth-onset
anxiety disorders
significantly
associated with BD
after controlling
for depression

e Generalized
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Reference Purpose Sample Measurement Study Design Results Conclusions
e One quarter of females  anxiety disorder
with youth-onset combined with
generalized anxiety panic disorder
disorder had BD (odds most strongly
ratio=17.4) related to later BD
Masi, G., Perugi, G., Compared ¢ 136 patients who e Diagnosis: e Compared 80 patients had o Earlier onset may
Millepiedi, S., Mucci,  severity, met DSM-IV Schedule for groups using childhood-onset and 56 be related to higher
M., Toni, C., Bertini, functional criteria for bipolar Affective independent patients had adolescent comorbidity with
N.,... Berardelli, A. impairment, disorder Disorders and sample t-tests onset BD ADHD and a more

(2006). Development
differences according
to age at onset in
juvenile bipolar
disorder. Journal of
Child and Adolescent

Psychopharmacology,

course, prevalent
mood symptoms,
and co-morbidity
between
childhood-onset
and adolescent-

onset bipolar

e Groups were
divided based on

age (<12 vs 12-18)

Schizophrenia for
School-Aged
Children-Present
and Lifetime
Version
(structured clinical

interview)

¢ Childhood-onset more
frequently comorbid
with ADHD (38.7% vs
8.9%) and ODD (35.9%
vs 10.7%) than
adolescents

e Episodic course in

subcontinuous
course of illness
(broad phenotype)
e Adolescents
more frequently
have an episodic

course (narrow
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Reference Purpose Sample Measurement Study Design Results Conclusions
16(6), 679-685. disorder (BD) 42.5% of children and phenotype)
doi:10. 1089/cap. 76.8% of adolescents
2006.16.679
Merikangas, K. R., Estimated ¢ 9282 English- e World Health e Prevalencerates e Lifetime prevalence o First US
Akiskal, H. S., Angst,  prevalence, speaking adults in Organization’s were estimated rates for BP-I = 1.0%, population
J., Breenberg, P. E., correlates and the United States 18  Composite using actuarial BP-11 =1.1% and BP prevalence

Hirschfeld, R. M.,
Petukhova, M.,...
Ronald C. (2007).
Lifetime and 12-month
prevalence of bipolar
spectrum disorder in
the national
comorbidity survey
replication. Archives

of General Psychiatry,

treatment
patterns of
bipolar spectrum
disorders (BSD)
in the US

population

years and younger

International
Diagnostic
Interview (fully
structured, lay-
administered,
interview)

¢ Young Mania
Rating Scale

e Depressive

Symptomatology

methods

e Comorbidity
assessed using
odds ratios

o Significance tests
across groups
performed using

Wald ? tests

subthreshold =4.4%

e Lifetime comorbidity
with another psychiatric
disorder BP-I and BP-II
=05.8-97.7% ,BP
subthreshold = 88.4%

e Odds ratio of

comorbidity: BP-1 =5.2-

13.7, BP-11 = 2.6-16.7,

BP subthreshold = 2.2-

estimates for BP
subthreshold

o Results may
underestimate
prevalence of BP
subthershold
because used a
stricter criteria for
presence of manic

episode than most
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Sample

Measurement

Study Design

Results

Conclusions

64(5), 543-552.

doi:10.1001/archpsyc.

64.5.543

Perlis, R. H.,
Miyahara, S.,
Marangell, L. B.,
Wisniewski, S. R.,

Ostacher, M.,

DelBello, M. P.,...

Nierenberg, A. A.

(2004). Long-term

implications of early

onset bipolar disorder:

Data from the first

1000 participants in

the systematic

Investigated
factors that
might contribute
to poor outcomes
of early onset

mood symptoms

e Sample consisted
of first 1000
patients enrolled in
NIMH Systematic
Treatment
Enhancement
Program for Bipolar
Disorder

e Groups divided
based on age of
onset of mood
symptoms

e Group 1 = “very

Self Report

e Diagnosis of
Bipolar Disorder
established with
Mini International
Neuropsychiatric
Interview

e Semi-structured
interviews used
for course,
symptom severity,
suicide attempts

o Affective

Disorders

o All categorical
variables examined
using 2 tests

e Continuous
variables examined
using analysis of
variance to
compare three
groups

® Regression
analyses were used
for continuous

outcome variables

5.0

® 27.7% of the sample
had very early onset,
37.6% had early onset

o Earlier onset associated
with greater rates of:

o Comorbid anxiety
(Grp 1=69.2%, Grp
2=53.9%, Grp 3=38.3%)
o Substance abuse (Grp 1
=47.3%, Grp 2=46.6%,
Grp 3=31.9%)

e More recurrences of

mood episodes ( > 53

researchers

e Very early or
early onset of
bipolar disorder
may lead to a more
severe disease
course

¢ Functioning and
quality of life was
poorer at study
entry among early
and very early
onset participants

e Early
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Reference

Purpose

Sample

Measurement Study Design

Results

Conclusions

treatment
enhancement program
for bipolar disorder
(STEP-BD).
Biological Psychiatry,
55(9), 875-881.
doi.org/10.1016/biops

ych.2004.01.022

early onset” < 13
yrs old (n=272)

e Group 2 = “early
onset” 13-18 yrs old
(n=370)

e Group 3 = “adult”

> 18 years (n=341)

Evaluation with pairwise post

measured Quality ~ hoc comparisons
of life and

functional status

e Patients rated

Quality of Life

Enjoyment and

Satisfaction

Questionnaire

episodes; Grp 1=50.3%,
Grp 2=31.1%, Grp
3=17.6%)

e Increased suicide
attempts (Grp 1=49.8%,
Grp 2=37.0%, Grp
3=24.6%)

e Increased violence

(Grp 1=28.6%, Grp

2=25.3%, Grp 3=15.7%)

intervention might
modify the risk

factors
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Reference Purpose Sample Measurement Study Design Results Conclusions
Stringaris, A., Baroni,  Examined e 84 youths with ¢ Kiddie Schedule e Participants were e Children in SMD e Hypomanic,
A., Haimm, C., whether youth severe mood for Affective followed up in 6- group had higher rates of  manic or mixed
Brotman, A., Lowe, C.  with severe dyregulation Disorders- Present  month intervals for ODD (79% vs 26%) and  episodes were
H., & Myers, F. mood e 93 youths and Lifetime a period of two ADHD (82% vs45%) significantly less
(2010). Pediatric dysregualtion diagnosed with BD  version years than those in BD group  likely to occur in
bipolar disorder versus  (SMD) will be administered to e Binomial e Of the 84 participants  youth with SMD
severe mood less likely to parents and coefficient in the SMD group at compared to

dysregulation: Risk for
manic episodes on
follow-up. Journal of
the American Academy
of Child & Adolescent
Psychiatry, 49(4), 397-
405. doi:10.1097/
00004583-201004000-

00014

develop future
manic or mixed
episodes over
time compared
to youths with
bipolar disorder

(BD)

children to define
the onset, offset,
and symptom
content of manic,
hypomanic,
mixed, or
depressive

symptoms

intervals were
constructed around
proportional
estimates of
presence of manic
and depressive
episodes

e Conducted z tests

to compare groups

baseline only one person
developed a manic
episode during follow-up
o Of the 93 participants
in the BD group, 58
developed at least one
manic episode during

follow-up

youths with BD
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Table 2. Characteristics of Offspring of Parents with Bipolar Disorder

Reference

Purpose

Sample

Measurement

Study Design

Results

Conclusions

Brotman, M. A,,
Kassem, L., Reising,
M. M., Guyer, A. E.,
Dickstein, D. P., Rich,
B. A.,...Leibenluft, E.
(2007). Parental
diagnoses in youth
with narrow phenotype
bipolar disorder or
severe mood
dysregulation.
American Journal of
Psychiatry, 164(8),
1238-1241.
doi:10.1176/appi.ajp.2

007.06101619

Comparison of
Axis | diagnoses
in parents of
children with
narrow
phenotype
bipolar disorder
(BD) and parents
of youth with
severe mood
dysregulation

(SMD)

e 42 parents of 33

youths with narrow

phenotype BD
(children meeting
DSM-IV criteria
for bipolar
disorder)

e 37 parents of 30
youths with SMD
(symptoms of
irritability and

hyperarousal)

e Interviewed
parents using the
Diagnostic
Interview for
Genetic Studies
e Diagnosed
children with

Schedule for

Affective Disorders

and Schizophrenia

for School-Age

Children-Present

and Lifetime

e Logistic
regressions were
used to compute

odds ratios

¢ No demographic
differences were found
between groups

e Parents of youth
with narrow
phenotype BD were
significantly more
likely to be diagnosed
with BD than parents
of youths with SMD
(odds ratio=17.96,

Cl=1.89 - 170.77)

® 33% of youth with
narrow phenotype
BD have a parent
with BD

e Narrow
phenotype BD may
be different from
SMD in terms of

familial aggregation
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Reference

Purpose

Sample

Measurement

Study Design

Results

Conclusions

Dienes, K. A., Chang,
K. D., Blasey, C. M.,
Adleman, N. E., &
Steiner, H. (2002).
Characterization of
children of bipolar
parents by parent
report CBCL. Journal
of Psychiatric

Research, 36, 337-345.

Examined
characteristics of
offspring of
parents with
bipolar disorder

(BD)

e 58 children who
were bipolar
offspring; 16 with
BD, 15 with
attention
deficit/hyperactivit
y disorder
(ADHD), 9 with
either depression or
anxiety, and 18

with no diagnosis

e Parents were
diagnosed using
DSM-1V criteria

e Offspring were
evaluated using the
Schedule for
Affective Disorders
and Schizophrenia
Children were
evaluated by a
psychiatrist based
on interviews and
medical records

e Parents
completed the

Child Behavior

e ANOVAS were
conducted to
compare the 4
diagnostic groups
using the T scores

from the CBCL

e BD group scored
significantly higher
then the depressed/
anxious group on:
total (d=0.93),
externalizing (d=1.37),
delinquent (d=1.0),
aggressive (d=1.34),
and attention (d=0.99)
¢ BD group scored
significantly higher
than the no diagnosis
group on all subscales
e BD group scored
significantly higher

than ADHD in

e Bipolar offspring
received elevated
scores on every
clinical scale of the
CBCL

e Those with a
diagnosable disorder
were significantly
more disturbed than
those without,
according to the
CBCL

e Children with BD
and ADHD had
similar scores on

some of the
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Checklist (CBCL) subscales: aggressive  subscales of the
(d=0.91), anxious/ CBCL, indicating
depressed (d=0.92) that there might more
and withdrawn similarities than
(d=0.85) previously thought
Duffy, A., Alda, M., Aims to identify e Parents with BD e Parents were o A two-way e The pair-wise o In a subset of high-

Crawford, L., Milin,
R., & Grof, P. (2007).
The early
manifestations

of bipolar disorder: A
longitudinal

prospective study of

the offspring of bipolar

parents. Bipolar

Disorders, 9, 828-838.

reliable early
indicators of
emerging bipolar
disorder (BD)
among offspring
of well-
characterized
parents with

bipolar disorder

were recruited
from a genetic
study and divided
into 2 groups: one
that responded to
lithium (LiR,36)
and one that did
not (LiNR,27)

e A third group

was healthy

diagnosed using
the Schedule for
Affective Disorders
and Schizophrenia-
Lifetime Version

e Offspring were
assessed using the
Schedule for
Affective Disorders

and Schizophrenia

contingency table
analysis was
conducted to
evaluate whether
specific categories
of psychopathology
were more common
among LiR, LiNR,
or the healthy group

e Follow-up pair-

comparison showed
that antecedent
conditions to BD in
both high-risk groups
included sleep and
anxiety symptoms

e ADHD and some
psychotic symptoms

were antecedents

among the offspring of

risk youths, BD
began with varied
antecedents of
psychopathology,
including sleep and
anxiety symptoms

e In order to assist in
early detection of
bipolar disorder,

family history needs
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Reference

Purpose

Sample

Measurement

Study Design

Results

Conclusions

doi: 0.1111/j.1399-

5618.2007.00421.x

Esposito-Smythers, C.,
Birmaher, B., Valeri,
S., Chiappetta, L.,
Hunt, J., Ryan,
N.,...Keller, M.
(2006). Child
comorbidity, maternal
mood disorder, and

perceptions of family

Examined the
influence of
maternal mood
disorder and
youth psychiatric
diagnoses on
family cohesion

and conflict

parents (41)

e The offspring
were divided into
LiR (67) , LiNR
(60), and a healthy

group (61)

e Participants
included 389
children and
adolescents ages 7-
18 diagnosed with
bipolar disorder
(BD) and their
parents

e Bipolar youths

for School Aged
Children-Present
and Lifetime

e Offspring were
reassessed annually
or at symptom

onset

e The Schedule for
Affective Disorders
and Schizophrenia
for School Aged
Children-Present
and Lifetime was
administered to the
parents and

children

wise comparisons
conducted for
diagnostic
categories that were

significant

e A series of one-
way analysis of
variance and two-
tailed t-tests were
conducted at the

univariate level

LiNR only

e Among offspring

developing BD, the
index mood episode
was frequently

depressive

e A depressed mother
was associated with
significantly lower
family cohesion

e Youth externalizing
disorders were
associated with lower
family cohesion

(d=0.06) and higher

considered; cross-
sectional assessment
of symptoms is
insufficient for

accurate diagnosis

e Combination of
youth with disruptive
disorders and
maternal mood
disorders appear to
be associated with
worse family
functioning among

bipolar youths
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Reference Purpose Sample Measurement Study Design Results Conclusions
functioning among were put into one Family functioning conflict (d=0.68) e Youth
bipolar youth. Journal of three categories: ~ was assessed with e Stronger negative externalizing
of the American internalizing the Family relationship between disorders may be
Academy of Child & disorders, Adaptability and maternal mood more chronic and
Adolescent Psychiatry, externalizing Cohesion Scales-I1 disorder and family less tolerated by
45(8), 955-964 disorders, and and the Conflict functioning in youth parents
d0i:10.1097/01.chi.000 combined Behavior with an externalizing
0222785.11359.04 Questionnaire disorder than other

categories

Findling, R. L., e Described ¢ 400 outpatient e The Young e Chi-square e Offspring of BD e There is a group of
Youngstrom, E. A., characteristics of  ages 5-17 Mania Rating analyses and parents showed higher  youths who are at
McNamara, N. K., youths with sub- e Participants were  Scale, the ANOVA testsused  rates of mood genetic risk for
Stansbrey, R. J., syndromal divided into 3 Children’s to determine if there  disorders (odds developing BD that

Demeter, C. A.,

Bedoya, D.,...

Calabrese, J.R. (2005).

bipolar disorder
(BD)

e Described

groups: syndromal
BD group (n=118),

sub-syndromal

Depression Rating
Scale-revised, the

Parent General

were differences in
gender and age

distribution between

ratio=2.9)
e High risk youths

showed more

have mood
symptoms and

psychosocial
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Purpose

Sample

Measurement

Study Design

Results

Conclusions

Early symptoms of
mania and the role of
parental risk. Bipolar
Disorders, 7(6), 623-
634. doi:10.1111/j.
13995618.2005.00260.

X

Mowbray, C. T.,

Bybee, D., Oyserman,
D., MacFarlane, P., &
Bowersox, N. (2006).

Psychosocial outcomes

characteristics of
children with
parents with BD
experiencing
sub-syndromal
symptoms

(cyclotaxia)

Determine
whether maternal
demographics,
maternal mental

health history,

group (n=75), and
a non-BD group
(n=207)

e Then they were
divided into either
a high genetic risk
group (n=167) or a
low genetic risk
group (n=233)
based on parental

diagnoses

¢ 379 mothers from
different
community mental
health and inpatient

psychiatric settings

Behavior
Inventory, the
Child Behavior
Checklist (CBCL),
and the GAF were

distributed

e Mothers were
given a phone
interview and
asked questions

about their children

child diagnostic
groups and groups
defined by parental
diagnosis

e T-tests were used
to examine
differences between

the other measures

e Used multiple
regression analysis
e Dependent
variable was the

number of life

symptoms of mania/
hypomania than
youths without a
bipolar parent (d
=0.64)

e Elevated mood with
irritability and rapid
mood fluctuations are
the key characteristics

of ‘cyclotaxia’

e Most common adult
child problems were
psychological (40%)
e 1/3 of sample had

legal problems

dysfunction

o Family history of
BD is associated
with an increased
risk of sub-
syndromal BD

o Key features of
‘cyclotaxia’: rapid
mood changes and
irritability during

periods of elevation

o Adult-children
evidenced
problematic
functioning in

several domains: not
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Conclusions

for adult children of
parents with severe
mental illnesses:
Demographic and
clinical history
predictors. Health and
Social Work, 31(2),
99-108. doi: 10.1093/

hsw/31.2.99

Romero, S., DelBello,
M. P., Soutullo, C. A.,
Stanford, K., &
Strakowski, S. M.

(2005). Family

and mother-child  in Michigan

separations were e 157 of them were
predictive of the  used for the study

child’s problems  because they had at

in adulthood least one child
between the ages of
18 and 30

Compared o 24 families that

family had at least one

environmental parent with bipolar

characteristics of  disorder

families with at e 27 families with

(one child per
mother)

e They were asked
about the
frequency of
contact with their
child, relationship
satisfaction, if they
had knowledge of
the child’s life, age

child moved out

e The Washington
University St.
Louis Kiddie
Schedule for

Affective Disorder

domains in which
the adult child had
problems; analyzed
using Poisson

regression

e ANOVAs and
analysis of

covariance were
used to compare

FES subscale scores

e Adult-children with
a problem in one
domain had more
problems in other
domains

e Less education was
associated with fewer
problems while
maternal mental
illness was associated

with more problems

e 17 (71%) of the

families with a parent
with bipolar disorder
had at least one child

with a mood disorder

completing high
school,
psychological
problems and
relationship
problems

Mother’s bipolar
diagnosis was a
significant predictor
for number problems

of adult children

o The study’s results
suggest that
members of families
with a bipolar

disorder parent have
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environment in
families with versus
families without
parental bipolar
disorder: A
preliminary
comparison study.
Bipolar Disorders, 7,
617-622. doi:
10.1111/5.1399-

5618.2005.00270.x

least one bipolar  healthy parents
parent and those
without any

parents with

Axis | disorders

and Schizophrenia
used to evaluate
offspring of both
groups of families
e Family
Environment Scale

(FES)

e Compared to the
healthy families,
bipolar families had
significantly lower
cohesion (d=4.1) and
independence (d=1.7),
and higher conflict

(d=1.9)

difficultly in family
cohesion and in
communicating with
one another; these
may be improved by
teaching techniques

to parents
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Table 3. Bipolar Disorder and Health-Related Quality of Life in Adults

Reference

Purpose

Sample

Measurement

Study Design

Results

Conclusions

Arnold, L. M.,
Witzeman, A., Swank,
M. L., McElroy, S.L.,
& Keck, Jr., P. E.
(2000). Health-related
quality of life using the
SF-36 in patients with
bipolar disorder
compared with patients
with chronic back pain
and the general
population. Journal of
Affective Disorder,
57(1-3), 235-239.
doi:10.1016/S0165-

0327(99)00042-7

o Assessed
health-related
quality of life of
patients with
bipolar disorder
(BD) compared
to patients with
chronic back
pain and with the
general

population

e 44 patients with
BD

e 30 patients with
chronic back pain

e 2,474 population-
based control

group

e Health-related
quality of life
measured with
Medical Outcomes
Study 36-Item
Short-Form Health
Survey (SF-36)

e BD group
completed:
Inventory of
Depressive
Symptoms and the
Young Mania

Rating Scale

e Scores on the SF-
36 compared across
three groups using
an ANOVA and
paired t-tests

e ANCOVAS used
to control for
differences in the

demographics

* BD group had
significantly lower
scores than the
general population on
all scales except
physical functioning
* BD group had
significantly higher
scores than back pain
patients in physical
functioning (d=1.9),
physical role (d=1.5),
bodily pain (d=1.9),
and social function

(d=0.6)

e Patients with BD
were more impaired
in health-related
quality of life
compared to the
general pop.

e BD group was
impaired in areas of
physical and social
functioning when
compared to patients
with chronic back
pain but both had
similar impairment in

mental health
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Purpose

Sample

Measurement

Study Design

Results

Conclusions

Gazalle, F. K., Frey, B.

N., Hallal, R. C.,
Andreazza, A. C.,

Cunha, A.B. M., &

Santin, A., Kapczinski,

F. (2007). Mismatch
between self-reported
quality of life and
functional assessment
in acute mania: A
matter of unawareness
of illness? Journal of
Affective Disorders,

103, 247-252.

doi:10.1016/j.jad.2007.

01.013

e Investigated
self-reported
quality of life in
manic, depressed
and euthymic
patients with
bipolar disorder
(BD) as
compared to
matched healthy

controls

e 120 patients with

BD, type | (40

manic, 40

depressed, 40

euthymic)
¢ 40 matched

controls

e Quality of life
measured using the
World Health
Org’s Quality of
Life Instrument-S
e Functioning was
measured using the
Global Assessment
of Functioning

e Depression
measured using the
Hamilton
Depression Rating
Scale

e Mania measured
using the Young

Mania Rating Scale

e T-tests and one-
way ANOVASs used
to compare means
between groups

e A Pearson
Correlation used to
measure discrepancy
between subjective
and objective

quality of life

o All BD groups
reported lower social
quality of life than
the control group;
depressed patients
reported the lowest

o Depressed and
euthymic patients
reported significantly
lower psychological
and physical quality
of life scores than
manic patients; manic
patients did not differ

from controls

e Manic patients
reported overall rates
of quality of life
similar to euthymic
patients and healthy
controls, and better
than depressed
patients, even though
they had lower GAF
e Possible that manic
patients may
overestimate their life

satisfaction
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Reference Purpose Sample Measurement Study Design Results Conclusions
Goldberg, J. F., & Examined the 157 mood e Semi-structured e Chi-square o No significant o Majority of
Harrow, M. (2005). longitudinal disordered interviews and self-  analyses used for differences in life participants reported
Subjective life associations individuals report dichotomous satisfaction domains  moderately high

satisfaction and
objective functional
outcome in bipolar and
unipolar mood
disorders: A
longitudinal analysis.
Journal of Affective

Disorders, 89, 79-89.

doi:10.1016/j.jad.2005.

08.008

between
subjective life
satisfaction and
objective
functional
outcomes among
individuals with
bipolar (BD) and
unipolar

disorders

assessed at
hospitalization (35
bipolar mania, 27
unipolar psychotic
depression, 95
unipolar
nonpsychotic

depression)

questionnaires
assessed:
dimensions of life
satisfaction, global
outcome (Global
Outcome Scale),
work performance
(index of Work
Functioning), and
social adjustment
recurrent
depressive episodes
(Schedule for

Affective Disorders

variables

o Differences across
diagnostic groups
measured using
ANOVAs

e Pearson
Correlations
assessed strength
between life
satisfaction and
overall outcome

e Changes over time
across groups were

analyzed using

over time across
groups

e Group as a whole
showed significant
associations over
time in 2 to 4.5 year
follow-up and 4.5 to
7-8 year follow-up
(social satisfaction,
r=.38,p<.00landr
=.28,p=.001;
economic
satisfaction, r = .59, p

<.00landr=.47,p

levels of life
satisfaction across
diagnostic groups at
each follow-up

e Correlations across
specific domains
were more variable at
any given assessment
e Recurrent
depression is
substantial
contributor to poor
life satisfaction across

all mood disorder
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Measurement Study Design
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Conclusions

Kessing, L. V.,
Hansen, H. V., &

Bech, P. (2006).

Investigated
general health

and well-being

e Patients were
recruited from the

Danish Psychiatric

and Schizophrenia)  repeated measures
e Follow-up ANOVA:s.
conducted at 2, 4.5

and 7-8 years

¢ Diagnoses were

made using

Research

Diagnostic Criteria

(structured

interview)

e EQ-5D measured e Chi-square tests
health-related were used for

quality of life categorical data

<.001; and self
assessed mental
health r = .32, p <
00landr=.44,p<
.001)

» High concordance
between subjective
and objective ratings
of life satisfaction for
unipolar and non-
psychotic depressed
patients (correlations

0.27 - .056)

o Depressive disorder
associated with

poorer general health

subtypes

e Subjective quality
of life may not
accurately reflect
objective functional
outcome

e Finding possibly
due to diminished
insight,
demoralization, or
altered life

expectations

¢ Prevalence of self-
rated depressive

symptoms seem to be

98



Reference

Purpose
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Study Design

Results

Conclusions

General health and
well-being in
outpatients with
depressive and bipolar
disorders. Nordic
Journal of Psychiatry,
60, 150-156.
doi:10.1080/08039480

600583498

among patients
with depressive
and bipolar

disorders (BD)

Central Research
Register which
keeps records of all
psychiatric
hospitalizations in
Denmark for its
entire population

e 493 participants
returned a self-
report
questionnaire via
mail

e 258 had a
depressive disorder
and 235 had a

bipolar disorder

e EQ-5DVASisa
20 cm visual
analogue scale part
of the EQ-5D

e WHO (five) well-
being index is a
subscale of the
Psychological
Well-Being
Schedule
measuring
psychological well-
being

e Symptom Rating
Scale for
Depression and

Anxiety

e Continuous data
was analyzed using
the Mann-Whitney
test for independent
samples

e Multiple
regression analyses
were used where the
outcome variables
consisted of EQ-5D
VAS and WHO
(five) Well-being
Index; predictive
variables were:
gender, age at first
contact, number of

admissions, and type

and well-being;
reported significantly
more depression
(44.4%) and anxiety
(63.5%) compared to
BD group

o More psychiatric
admissions were
significantly
associated with
poorer general health,
well-being, and more
depression and
anxiety (fewer manic
symptoms)

e Pearson correlation

between depression

the strongest
predictor of general
health and well-being
in both depressive
and bipolar disorders
e More psychiatric
admissions were
associated with
poorer general health
and well-being; this
relationship went
away when
controlling effects of

depressive symptoms
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Reference Purpose Sample Measurement Study Design Results Conclusions
of disorder and general health
was -0.71, p <.001
and between
depressive symptoms
and well-being was -
0.79, p=<.001
Michalak, E. E., Examined the e 52 interviews e Qualitative e Qualitative e Participants ranked e Most individuals
Yatham, L. N., relationship of were conducted interviews were methods social support as with BD reported that
Kolesar, S., & Lam, R.  quality of life with people with e Six themes most important in the disease had a
W. (2006). Bipolar and bipolar BD, caregivers, e Individuals were  emerged: routine, determining their profoundly negative

disorder and quality of
life: A patient-centered
perspective. Quality of
Life Research, 15, 25-
37. doi:10.1007/

$11136-005-0376-7

disorder (BD)

and healthcare
professionals

e Participants
ranged from stable
to those in inpatient

facilities

asked how they felt
at the moment of
interview using a

Visual Analogue

independence,
stigma and
disclosure, identity,
social support, and

spirituality

quality of life
followed by mental
health

e This was followed
by financial status,

vocation and

effect in their life
quality particularly in
areas of education,
vocation, financial
functioning, and

social/intimate




Reference Purpose Sample Measurement Study Design Results Conclusions
independence relationships
Robb, J. C., Cooke, R.  Assessed extent e 68 participants e Illness e Data from sample e BD group e Quality of life as

G., Devins, G. M.,
Young, L. T., & Joffe,
R. T. (1997). Quality
of life and lifestyle
disruption in euthymic
bipolar disorder.
Journal of Psychiatric
Research, 31(5), 509-
517. doi:10.1016/
S0022-3956(97)

00030-7

and pattern of
illness
intrusiveness in
bipolar disorder

(BD)

with BD attending
a university based
hospital clinic
completed self-
report tools during
euthymic phase

e Compared
patients with BD
with published
findings for people
with chronic

medical conditions

Intrusiveness
Rating Scale (IIRS)
was used as a
measure of quality
of life because it
assesses the extent
to which an illness
or its treatment
interferes with
important activities
and interests across
13 specific life
domains

e Administered a

collected was also
compared to people
in other university
affiliated medical
centers

e Within-group
comparisons of
illness intrusiveness
were analyzed with
repeated measures
MANOVA and life
events score was
used as a covariate

e Across group

experienced
significantly more
illness intrusiveness
in several life
domains after
controlling for
negative life events
e Most important
factors: type of BD
(d=0.8), depressive
episode in preceding
year, and Hamilton
Depression Rating

Scale (d=1.3)

measured by illness
intrusiveness is
affected even in
euthymic patients in a
e BD is as intrusive
as several chronic
medical conditions

e Those diagnosed
with bipolar disorder,
Il report greater
impairment in all
domains compared to
those diagnosed with

bipolar disorder, I;
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Study Design
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SanMighuel, P. S,
Livianos, L., & Rojo,
L. (2005). Quality of
life for patients with
bipolar disorder:
Relationship with

clinical and

demographic variables.

Assessed quality
of life in patients
with bipolar

disorder (BD)

e 50 euthymic
outpatients
attending a bipolar
patient unit

e Patients were
compared to a
control group

representative of

composite life

events rating scale

e Clinician-
Administered
Rating Scale for
Mania

e Hamilton Scale
for Depression

e SF-36 (Spanish

version) used to

comparisons were
tested using one-

way ANOVA

e BD patients
compared to the
norm sample for
Spanish adaptation
of the SF-36 which
had 1250
individuals

¢ One sample t-test

o Similar level of
intrusiveness to
multiple sclerosis
(mean = 43.7 vs 42.6)
and greater than
people with end stage
renal disease (mean =

43.7 vs 37.9)

* BD group obtained
significantly lower
scores on all
subscales compared
to the control group
(effect sizes ranged
from d=0.5 to d=1.6)

o No significant

bipolar disorder, Il is
characterized by more
symptoms of
depression that last

longer

e Individuals with BD
experience lower
functioning and well-
being even when
stable

o Results suggest that
quality of life is not

influenced by total
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Sample
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Study Design
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Conclusions

Bipolar Disorders,
7(2), 159-165.
doi:10.1111/j.1399-

5618.2005.00186.x

Srivastava, S., Bhatia,
M. S., Sharma, V.,
Rajender, G., &
Kumar, P. (2011).
Health-related quality
of life in bipolar
disorder patients and
their caregivers.
International Journal
of Mental Health,
39(4), 3-15.

doi:10.2753/IMH0020

Compare levels
of quality of life
among patients
diagnosed with
bipolar disorder,
their caregivers,
and healthy

controls

the population

e 40 bipolar
patients

e 40 caregivers
150 healthy

controls

assess quality of

life

e Diagnoses were
made using DSM-
IV Structured
Clinical Interview
e World Health
Organization QOL
instrument was
used to measure
quality of life
Depression was
measured with the

Hamilton

conducted on
subscale scores of

SF-36 for BD group

e The three gourps
were compared
using chi-agyuare
and one-way
ANOVAS

Pearson correlation
coefficients were
used to examine the
relation among

continuous variables

differences were
found across

demographics

e Patients with
bipolar disorder had
the lowest levels of
quality of life
compared to their
caregivers and
healthy controls

o All quality of life
subscales were
negatively correlated
with the Hamilton

Depression Rating

number of admissions
or by manic or

depressive episodes

e Depression and
residual symptoms of
depression were
negatively associated
with quality of life in
the patients diagnosed
with bipolar disorder
Comprehensive
treatment should
target improving
quality of life in

patients with bipolar
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-7411390401

Vojta, C., Kinosian,

B., Glick, H.,

Altshuler, L., & Bauer,

M. S. (2001). Self-
reported quality of life
across mood states in
bipolar disorder.

Comprehensive

Psychiatry, 42(3), 190-

195. doi:10.1053/

comp.2001.23143

Compared scores
on the SF-12 and
EuroQol among
patients in
euthymic,
depressed manic/
hypomanic, or

mixed episodes

e 86 patients
diagnosed with
bipolar disorder
(BD) from four
Department of
Veterans Affairs

medical centers

Depression Rating

Scale

e Mood states were
categorized by
physician
assessment and the
Internal State Scale
(1SS)

e Self-reported
quality of life was
assessed using the
SF-12 and EuroQol
Visual Analogue

Scale

e Used Analyses of
Variance with post

hoc comparisons

Scale (observed r’s
ranged from -0.26 to

-0.42)

¢ Finding were the
same regardless of
how mood state was
captured

e SF-12 and EuroQol
differed significantly
across mood stated
(ranked: euthymic
significantly higher
than manic/
hypomanic (d=0.9)
which was

significantly higher

disorder and their

caregivers

e Patients who are
manic/hypomanic
report less or at best
equal quality of life
than euthymic

e Quality of life of
patients in mixed
episodes resemble
those who are
depressed

e Depressive
symptoms appear to

be determining factor
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Study Design
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Zhang, H., Compared means

Wisniewski, S. R., of the SF-36 and
Bauer, M. S., Sachs, QLESQ across
G.S., & Thase, M. E.  mood states
(2006) Comparisons

of perceived quality of

life across clinical

states in bipolar

disorder: Data from the

2000 Systematic

Treatment

Enhancement Program

for Bipolar Disorder

¢ 1999 participants
enrolled in the
Systematic
Treatment
Enhancement
Program for
Bipolar Disorder
(STEP-BD)

e STEP-BD isa
larger multicenter

study

e Self-reported
quality of life was
measured using the
Medical Outcomes
Study 36-Item
Short Form (SF-
36) and the Quality
of Life Enjoyment

and Satisfaction

(QLESQ)

e Used ANOVAS
with post hoc
analyses

e Groups included:
depression,
mania/hypomania,
mixed episode,
recovering,
recovered
(euthymic), and two
subsyndromal states
(continued

symptomatic and

than mixed (d=1.1)
and depressed which

were equal)

e Significant
differences were
found across mood
states

e Depressive
symptoms predicted
lower SF-36 mental
and physical scores

and QLESQ overall

scores above all other

mood states
e Covariate

adjustment removed

of quality of life in

bipolar disorder

e Depressive
symptoms are a
strong predictor of
quality of life

e Manic/hypomanic
participants did not
report higher quality
of life

e It might be
important to measure
correlates such as
anxiety to get more

details about the
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(STEP-BD)
participants.
Comprehensive
Psychiatry, 47, 161-
168. doi:10.1016/
j.comppsych.2005.08.0

01

roughening)

the higher QLESQ
scores among those
with mania when
compared to those

who were euthymic

complexity of quality
of life

e Limitations: fewer
manic/hypomanic

patients
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Table 4. Bipolar Disorder and Health-Related Quality of Life in Youths

Reference

Purpose

Sample

Measurement

Study Design

Results

Conclusions

Algorta, G. P,
Youngstrom, E. A., Frazier,
T. W., Freeman, A. J.,
Youngstrom, J. K., &
Findling, R. L. (2011).
Suicidality in pediatric
bipolar disorder: Predictor
or outcome of family
processes and mixed mood
presentation? Bipolar
Disorders, 13, 76-86.

doi:10.111/j.1399-

5618.2010.00886.x

e Examined the
relationship
between
suicidality,
mood
symptoms,
family
functioning and

HRQOL

¢ 138 youths
aged 5-18
diagnosed with a

bipolar disorder

e Diagnosis and
mood symptoms
derived from the
Schedule for
Affective
Disorders and
Schizophrenia for
School-aged
Children

¢ Young Mania
Rating Scale was
used to rate
symptoms of
mania

e Children’s

Depression Rating

o Associations
between
demographic
variables, mood
symptoms and
suicide history
were examined
using chi-square
and one-way
ANOVA analyses
® Regression
analyses were
used to examine
the unique
contribution of

mixed mood

e Suicide attempters
were significantly
older (mean = 13.6 yrs,
SD = 2.5 yrs) than
non-attempters (mean
=10.5yrs,SD =35
yrs)

e Suicide attempts and
ideation was associated
with more severe
symptoms of
depression (r =0.33, p
< 0.005)

e Suicide attempts and
ideation was higher in

youths meeting criteria

o Mixed mood is
highly associated
with suicidality in
pediatric bipolar
disorder

¢ Youths’ illness-
related symptoms
may be directly
contributing
towards disrupting
the family
environment

e Findings should
be replicated using
longitudinal and

qualitative
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Reference

Purpose

Sample

Measurement

Study Design

Results Conclusions

Scale —Revised
was used to rate
symptoms of
depression

o Family

Assessment

Device was used to

measure family
functioning

KINDL- Health-

Related Quality of

Life Scale was
used to measure

youths” QOL

features, poor
family
functioning, and
low HRQOL to
suicidality

® Regression
analyses were
also used to
examine the
unique
contribution of
suicidality to
disrupted family

functioning

for the mixed mood methodologies
specifier (r = 0.27,p <

0.005)

e Suicidal ideation and

attempts were

associated with lower

youth HRQOL (r = -

0.21,p <0.05) and

poorer family

functioning (r = 0.30, p

< 0.005)
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Sample
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Study Design
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Freeman, A. J.,
Youngstrom, E. A,
Michalak, E., Siegel, R., &
Oren, 1. (2009). Quality of
life in pediatric bipolar
disorder. Pediatric, 123 (3),
446-452. doi:10.1542/

peds.2008-0841

Goldstein, T. R.,

Miklowitz, D. J., & Mullen,

e Examined the
impact of
bipolar disorder
(BD) on
children and
adolescents
compared to
other physical
and psychiatric

illnesses

Investigated

social skills

¢ 529 youth and

caregiver pairs

¢ 18 adolescents

with BD

e Diagnosis and
mood symptoms
derived from the
Schedule for
Affective
Disorders and
Schizophrenia for
School-aged
Children

¢ Revised Children
Quality of Life
Questionnaire

(self-report)

¢ Youths and

parents rated social

o T tests
compared quality
of life in BD
youth versus
health controls
and other medical
illnesses

e Analysis of
variance
compared quality
of life for youth
with BD versus
other psychiatric

diagnoses

o Utilized

multiple

e Youths with BD had
lower quality of life
than youths with:
asthma, atopic
dermatitis, obesity,
arthritis (d=1.28),
oxygen dependence
(d=0.98), infant heart
surgery (d=2.28),
depression, and

behavioral disorders

¢ BD group rated

themselves as having

e Youths with BD
reported lower
quality of life than
youths with other
medical illnesses
and behavior

disorders

e Adolescents with

BD display poorer
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K. L. (2006). Social skills

knowledge and
performance among
adolescents and bipolar
disorder. Bipolar
Disorders, 8, 350-361.
doi:10.1111/j.1399-

5618.2006.00321.x

deficits among
adolescents with
bipolar disorder

(BD)

diagnoses
experiencing
minimal mood
symptoms

e 18 adolescents
with no history
of psychiatric

disorders

performance using
Matson Evaluation
of Social Skills
with Youngsters

e Interpersonal
Negotiation
Strategy Interview
measured
knowledge of
appropriate social
skills

e Raters blind to
psychiatric status
rated adolescents’
responses and their
social interactions

with examiner

regression models
to examine
diagnostic group
as a predictor of
social skills

deficits

significantly greater
social skills deficits
than the controls
(d=1.2);
inappropriately
assertive (d=0.9),
impulsive (d=1.1), and
jealous/withdrawn
(d=0.8)

e BD self and parent
ratings were correlated
(r=0.51, p=.05)
 No differences social
skills knowledge

e Ratings of observed
social interactions did

not distinguish BD

social skills but not
social knowledge
e Support for
hypothesis that
difficulties with
emotion regulation
interfere with
display of
appropriate social
behaviors
dysregulation

e Poor social skills
probably not
observed in study
because situation
did not elicit

emotional
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Reference Purpose Sample Measurement Study Design Results Conclusions
from controls dysregulation
Meyer, S. E., Carlson, G. ¢ Examined ¢ 101 youths pat e Child Behavior e Chi Square tests e Children with PBD e Children with the
A., Youngstrom, E., lifetime of a 23-year Checklist used as used to examine had significantly PBD had more
Ronsaville, D. S., Martinez,  diagnostic and longitudinal diagnostic group differences  higher rates of concurrent
P. E., Gold, functional study at risk for assessment across psychopathology (odds  psychiatric

P.W.,... Radke-Yarrow, M.
(2009). Long-term
outcomes of youth who
manifested the CBCL-
pediatric bipolar disorder
phenotype during childhood
and/or adolescence. Journal
of Affective Disorders, 113,
227-235. doi:10.1016/

j.jad.2008.05.024

trajectories of
children with
the CBCL-
pediatric bipolar
disorder (PBD)

profile

major mood
disorder

e PBD group had
16 participants

e Non PBD
group had 81

participants

completed by
parents

e Child
Assessment
Schedule-
structured
diagnostic
interview

e Structured
Clinical Interview
for DSM-IV used

at follow-up

demographic
variables

e Logisitc and
linear regressions
used to examine
psychiatric
diagnoses and
psychosocial

impairment

ratio = 2.71 versus
1.01)

e Children with PBD
had significantly lower
social and occupational
functioning (odds ratio
=61.6 versus 77.8)

e 31% of the children
in the PBD group
developed a bipolar

disorder

diagnoses and
increased
psychosocial

impairment
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Study Design
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Conclusions

Rademacher, J., DelBello,
M. P., Adler, C., Stanford,
K., & Strakowski, S. M.
(2007). Health-related
quality of life in
adolescents with bipolar |
disorder. Journal of Child
and Adolescent
Psychopharmacology,
17(1), 97-103.
doi:10.1089/cap.

2006.0049

Examined
abnormalities in
health-related
quality of life
and determine
effects of
divalproex and
quetiapine on
health-related
quality of life in
adolescents with
bipolar disorder

(BD)

e Participants
were 23
adolescents
diagnosed with
BD in a manic or
mixed state

e Data were
collected from
subjects who
participated in
clinical trial
investigating
efficacy of
divalproex versus

quetiapine

e Parents of child
participants
completed a survey
assessing child and
family’s
background and
child’s physical
and psychosocial
health

e Parents
completed the
Child Health
Questionnaire-
Parental Form 50
which measures
general health,

physical and

o A series of one-
way ANOVAS
were used to test
significant
differences
among scores
upon entry to
study and scores
28 days later

e Comparisons
were made
between this
sample and
national norms

(not between

groups)

e Mean z-scores for all
subscales of the CHQ-
PF50 except general
health, physical
functioning, and
role/social limitations-
physical were
significantly worse
than the national norms
for both groups

¢ These remained
significantly worse 28
days later after
divalproex

o After 28 days of
quetiapine, all

subscales remained

e Parents of
adolescents
diagnosed with BD
reported that their
child exhibited
worse health related
quality of life than
national norms in
subscales assessing
psychosocial
aspects of quality of
life

e Although scores
for the majority of
subscales were still
worse than national

norms after
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Reference Purpose Sample Measurement Study Design Results Conclusions
emotional significantly worse treatment, there
functioning, than national norms were significant
mental health, and except behavior, bodily  improvements in
relationship with pain, self-esteem, psychosocial
parents general health, aspects of quality of

physical functioning, life for both

and role/social treatment groups

limitations-physical
Rucklidge, J. J. (2006). Investigated e Sample e Schedule for e Multivariate and e 54% of BD group e Adolescents with
Psychosocial functioning of  psychosocial included 63 Affective univariate reported exposure to at  BD reported more
adolescents with and functioning of adolescents; 39 Disorders and analyses of least one traumatic negative life events

without pediatric bipolar

disorder. Journal of
Affective Disorders, 91,
181-188. doi: 10.1016/

j.jad.2006.01.001

children and
adolescents with
bipolar disorder
(BD) and its

relationship to

controls and 24
with BD

e Interviewed
adolescents and

parents

Schizophrenia for
School-Age
Children was used
as a diagnostic tool

e Mood disorders

variance were
used to examine
group differences
on the

psychosocial

event versus 10% of
control group

e BD group reported
more negative life

events (d = 0.81), more

and trauma

e They were at
higher risk for
lower self-esteem,

hopelessness, more
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Purpose

Sample

Measurement Study Design

Results

Conclusions

trauma and

suicidal ideation

Provided
adolescents with
several self
report
instruments to
assess
psychosocial

functioning

supplement of the  variables
Schedule for
Affective
Disorders and
Schizophrenia

e Child Behavior
Checklist :
diagnostic tool

e Measured
positive and
negative life
events, anger
regulation, locus of
control,
hopelessness, self-

esteem, and coping

hopelessness (d = .86),
lower self-esteem (d =
.87), poor anger
management (d = 1.25)
and a more external
locus of control (d =
1.08)

e BD group reported to
be less likely to work
hard and achieve (d =
1.32), focus on solving
problems (d = .64), and
focus on the positive
side of circumstances

d=.77)

external locus of
control, more
maladaptive coping
strategies, and
increased difficulty
regulating anger

¢ Hopelessness was
the best predictor of
adolescents with
BD reporting
suicidal ideation

e Poor psychosocial
functioning should
be expected when
treating children

with BD
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Appendix B: Consent Forms

UNIVERSITY HOSPITALS OF CLEVELAND
CONSENT FOR INVESTIGATIONAL STUDIES

Project Title: Improving the Assessment of Juvenile Psychiatric Disorders

Principal Investigator: Eric A. Youngstrom, Ph.D
Consent

I/my child am being asked to participate in a questionnaire study to determine if
I/my child may have an emotional or behavior problem. The purpose of this study is to
carefully assess the emotional/behavioral difficulties I/my child may have. I/my child
understand that it may be determined that I/my child does not have a behavior or
emotional problem.

Study Participation

As part of this study, I/my child will be asked a series of questions. We will be
asked to complete questionnaires about I/my child’s emotional states and behaviors. Both
I/my child will be interviewed and will complete questionnaires. A member of the
research group may ask that one of my/my child’s teachers complete several
questionnaires about my/my child’s emotions, learning and behaviors. If I/my child sign a
written release of information allowing them to contact my/my child’s teacher, a member
of the research group will contact my/my child’s teacher in order to explain the
questionnaires to them. All these procedures generally take approximately 4-5 hours to
complete. If I/my child am being seen at University Hospitals, I/my child may be asked
to return for 3 follow-up visits at six-month intervals to complete questionnaires about
my/my child’s emotional states and behaviors. These follow-up visits will take
approximately 1.5 hours. If I/my child am being seen at University Hospitals, then I/my
child may be referred to an associated child psychiatrist or psychologist for further
evaluation. This appointment may depend on whether or not I/my child am interested in
joining a treatment program being offered by the Stanley Research Center at University
Hospitals of Cleveland. While I/my child am being asked questions, the session may be
audio taped in order for the study staff to be able to review the answers at a later time.
These tapes will be kept in a locked closet and will be destroyed using a giant magnet to
erase its contents, when 1/my child complete the study.

Risks and Discomforts

One of the risks associated with this study is that the questions asked to me/my
child may be upsetting to me/my child. If I/my child do not wish to answer a question,
I/my child may skip it and go to the next question. Another risk of this study is that I/my
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child may become fatigued from answering questions asked of me/my child. 1/my child
may stop at anytime without consequence. If during the course of the interview I/my
child am found to be at suicidal or homicidal risk, an appropriate member of the study
team will be notified. This notification will take place in order to keep me/my child, and
others safe from harm.

Potential Benefits of the Study

A possible benefit to participating in this study is the opportunity to meet with a
research clinician and IF I/MY CHILD AM BEING SEEN AT UNIVERISTY
HOSPITAL AS PART OF THIS STUDY may possibly been seen by a child
psychiatrist/psychologist to discuss whether I/my child may have a behavioral or
emotional problem. If I/my child am being seen at Applewood Centers, Inc., I/my child
may not have the opportunity to see a child psychiatrist pertaining to this study. I/my
child’s participation in this study may aid in the understanding of how to describe the
problems some kids and/or their parents may have with their feelings and the way they
behave.

Compensation for Participation

I/my child will receive $40 (forty dollars) for the first visit if all study measures
are completed regarding me/my child. If I/my child am being seen at University
Hospitals, I/my child may be asked to return for three additional visits and will receive
$20 (twenty dollars) for each additional visit if all study measures are completed
regarding me/my child. If I/my child am being seen at University Hospitals and 1/my
child am asked to return for three additional visits, then the total possible amount of
compensation for participation is $100 for completion of the entire protocol and follow
up visits. If I/my child am being seen at Applewood Centers, Inc., I/my child’s
participation in this study will be complete at the end of the interview today and I/my
child will not be asked to return for three additional visits.

Results of Assessments

I/my child will not receive a copy of the completed questionnaires, nor will I/my
child receive a written report. In addition, I/my child may not receive a working official
diagnosis regarding my/my child's condition. However, I/my child can request verbal
feedback about the results. I/my child may have a written summary released to a health
professional of our choice after I sign a written release of information form.

Clinical Care

Clinical care is not provided as part of this study. If I/my child refuse to participate
in this study, and I/my child am concerned about my/my child’s behaviors or emotions, I/my
child should seek care for myself/my child with a mental health provider of my/my child’s
choosing. If I/my child refuse to participate in this study, this will in no way jeopardize
my/my child’s current or future care at University Hospitals of Cleveland or Applewood
Centers, Inc.
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Alternatives to Participation

If I/my child choose not to participate in this study and I/my child am concerned
about I/my child’s behaviors or emotions, then I/my child can seek care with another mental
health provider of my/my child’s choice (for example a psychologist, physician, social
worker, etc.) at another facility.

Summary of Your Rights as a Participant in a Research Study

I/my child’s participation in this research study is voluntary. Refusing to
participate will not alter my/my child’s usual health care or involve any penalty or loss of
benefits to which 1/my child am otherwise entitled. If I/my child decide to join the study,
I/my child may withdraw at any time and for any reason without penalty or loss of
benefits. If information generated from this study is published or presented, my/my
child’s identity will not be revealed. In the event new information becomes available that
may affect the risks or benefits associated with this study or my/my child’s willingness to
participate in it, I/my child will be notified so that I/my child can decide whether or not to
continue participating. If I/my child experience physical injury or illness as a result of
participating in this research study, medical care is available at UHC or elsewhere;
however, neither University Hospitals of Cleveland nor Applewood Centers, Inc. will
provide free care or compensation for lost wages.

Disclosure of your study records

Efforts will be made to keep the personal information in my/my child’s research
record private and confidential, but absolute confidentiality cannot be guaranteed. The
University Hospitals of Cleveland Institutional Review Board may review my/my child’s
study records. 1/my child will not receive a copy of the completed questionnaires, nor will
I/my child receive a written report. In addition, I/my child may not receive a working
official diagnosis regarding my/my child's condition, however, I/my child can request verbal
feedback about the results. I/my child can also have a written summary released to a health
professional of my/my child’s choice by having me/my legal guardian sign a written release
form.

In the event that an interview or questionnaire indicates suicidal or homicidal
ideation, Dr. J.K. Youngstrom will be notified at Applewood Centers, Inc., and Dr. E.A.
Y oungstrom will be notified at CWRU/UHC.

Contact information

has described to you what is going to
be done, the risks, hazards, and benefits involved, and can be contacted at
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Further information with respect to illness or injury resulting from a research procedure
as well as a research subjects' rights is available from the Office of the Chief of Staff at
(216) 844-3809.

Signature

Signing below indicates that you have been informed about the research study in
which you voluntarily agree to participate; that you have asked any questions about the
study that you may have; and that the information given to you has permitted you to
make a fully informed and free decision about your participation in the study. By signing
this consent form, you do not waive any legal rights, and the investigator(s) or sponsor(s)
are not relieved of any liability they may have. A copy of this consent form will be
provided to you.

Printed Name of Participant Child’s Signature if this form is used to
obtain assent

Date
Parent or Legal Guardian signature Relationship to Child

Date
Signature of Person Obtaining Consent Printed Name of Person

Obtaining Consent

(Must be study investigator or individual who has been designated in the
Checklist to obtain consent.)

Date

Signature of Principal Investigator (Affirming subject eligibility for the
study and that informed consent has been obtained.)
(Revised 09/2002)
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UNIVERSITY HOSPITALS OF CLEVELAND
CONSENT FOR INVESTIGATIONAL STUDIES

Project Title: Improving the Assessment of Juvenile Psychiatric Disorders

Principal Investigator: Eric A. Youngstrom, Ph.D.
Assent (Ages 6-13)

I am being asked to be in a study to find out if | have any problems with my feelings or
the way | behave in school and at home. The reason for this study is to carefully describe
the problems some kids and/or their parents may have with their feelings and the way
they behave.

Study Participation

As part of this study, I will be asked a bunch of questions and be asked to fill out
some forms with more questions about my feelings and the way | behave. My parents will
be asked a bunch of questions and will fill out forms with more questions too. Some
questions may be about my parents, but most will be asking about my feelings and how |
behave. All of these questions should take less than 5 total hours for me to finish. My
parents and | may also be asked to come back in 6 months, 12 months and 18 months to be
asked some of these questions about my feelings and behaviors again. These visits should
only take about 1.5 hours. When | am asked these questions at University Hospitals, my
answers may be tape recorded so the person asking me the questions can listen to them
again later. These tapes will be kept in a locked closet and will be erased when | am done
with the study.

The person talking to me today may ask one of my teachers to fill out some forms
with questions about how they think | feel, learn and behave.

I may be asked to talk to a doctor as part of this study. | may see a doctor if my
parents and me want to join another study to help me with any problems I am having with
my feelings or how | behave.

Risks and Discomforts

One of the bad things that could happen if I do this study is that the questions |
am asked might make me upset or mad. If a question upsets me, | can skip it and go to
the next one. Another bad thing that might happen if | do this study is that I might
become tired from answering all of the questions.

Potential Benefits of the Study

A good thing that could happen if I do this study is that | will be able to meet with
a person on the research staff and maybe meet with a doctor to talk about any problems |
might be having with my feelings or behaviors. | may help the doctor to describe the
problems some kids and/or their parents may have with their feelings and the way they
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behave. | may also help the doctor learn which questions to ask kids to find out if they are
having problems with their feelings or behaviors.

Results of Testing
After | am done answering the questions | am asked by the research team member, | can
ask that he/she go over what they found out from my answers with my parents and me.

Compensation for Participation

Once my parents and | finish all of the questions and forms, we will be given $40.
If I/my parents are being seen at University Hospitals, I/my parents may be asked to
come back for three more visits. If I/my parents are asked to come back for three more
visits, then my parents and | will be given $20 for each of those three other visits. If
I/my parents are asked to come back for three more visits, the total possible amount of
compensation for participation is $100 for completion of the entire protocol and follow
up Vvisits.

Contact information

has told you what is going to be done,
the bad things and good things that could happen and if you need to talk to him/her, you
can call )

Signature

If you sign on the bottom of the page that means that you are going to do the study and
you don’t have any more questions and that you decided to do the study on your own. A
copy of this form will be given to you and your parents.

Printed Name Signature

Parent Signature
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Appendix C: WASH-U-KSADS-PL-Plus

DEPRESSIVE DISORDERS

Depressed Mood

Refers to subjective feelings of depression based on verbal complaints
or feeling depressed, sad, blue, gloomy, very unhappy, down, empty,
bad feelings, feels like crying. Do not include ideational items (like
discouragement, pessimism, worthlessness), suicide attempts or
depressed appearance. Some children will deny feeling “sad" and report
feeling only "bad" so it is important to inquire specifically about each
dysphoric affect. Do not count feelings of anxiety or tension.
Irritability without any other persistent dysphoric affect should not
be rated here. In the interview with parent, mother's "gut feeling"
(empathic sensing) that child frequently feels depressed can be taken as
positive evidence of child's depressive mood if parent is not
concurrently depressed.

Have you ever felt sad, blue, down, or empty?

Did you feel like crying? When was that?

Do you feel __now?

Was there ever another time you felt __?

Did you have any other bad feelings?

Did you have a bad feeling all the time that you couldn't get rid of?
Did you cry or were you tearful? Did you feel ( )

all the time, some of the time? (Percent of awake time: summation of %
of all labels if they do not occur simultaneously. (Assessment of
diurnal variation can secondarily clarify daily duration of
depressive mood).

Did it come and go?

How often? Every day?

How long did it last?

What do you think brought it on?

(Assess relationship between depressed mood and separation from

caregiver.) Did you feel sad when your mother was away? If separation

from mother is given as a cause: Did you feel ( ) when mother
was with you? Did you feel a little better or was the feeling totally
gone?

Could other people tell when you were sad?

How could they tell? Did you look different?

PCS
000 No information.

111 Notatall or less than once a
week.

222 Subthreshold: Often experiences
dysphoric mood at least 3 times a
week for more than 3 hours each
time.

333 Threshold: Feels "depressed”
most of the day more days than
not.

PAST: __
P

al
wn

Duration of Depressed Mood

NOTE: Sometimes the child will initially give a negative answer at the start of the interview but will become obviously sad as the
interview goes on. Then these questions should be repeated eliciting the present mood and using it as an example to determine its
frequency. Similarly, if the mother's report is that the child is sad most of the time and the child denies it, the child should be
confronted with the mother's opinion and then asked why he thinks his mother believes he feels sad so often.

NOTE: When a child or parent reports frequent short periods of sadness throughout the day, it is likely that this child is always
sad and only reports the exacerbations, in which case the rating of depressive mood will be 3. Thus, it is always essential to ask
about the rest of the time: "Besides these times when you felt ( ), during the rest of the time, did you feel happy or

were you more sad than your friends?"
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Irritability and Anger

Subjective feeling of irritability, anger, crankiness, bad temper, short
tempered, resentment or annoyance, whether expressed overtly or not. Rate
the intensity and duration of such feelings.

Was there ever a time when you got annoyed, irritated, or cranky at little
things?

Did you ever have a time when you lost your temper a lot? When was
that? Are you like that now? Was there ever another time you felt __?
What kinds of things made you __?

Were you feeling mad or angry also (even if you didn't show it)?

How angry?

More than before?

What kinds of things made you feel angry?

Did you sometimes feel angry and/or irritable and/or cranky and didn't
know why?

Did this happen often?

Did you lose your temper?

With your family?

Your friends?

Who else?

At school?

What did you do?

Did anybody say anything about it?

How much of the time did you feel angry, irritable, and/or cranky?

All of the time?

Lots of the time?

Just now and then?

None of the time?

When you got mad, what did you think about?
Did you think about killing others or hurting yourself? Or about hurting
them or torturing them? Whom? Did you have a plan? How?

If irritability occurs in discrete episodes within a depressive state,

especially if unprovoked, rater should keep this in mind when asking
about mania/hypomania.
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PCS
000 No information
111 Notatall or less than once a week.

222 Subthreshold: Feels definitely more
angry or irritable than called for by the
situation, at least 3 times a week for
more than 3 hours each time. Or often
argumentative, quick to express
annoyance.

333 Threshold: Feels irritable/angry daily,
or almost daily, at least 50% of awake
time. Or often shouts, loses temper.

PAST: _
P

al
wn

Duration of Irritable Mood



a. Recurrent Thoughts of Death

Sometimes children who get upset or feel bad, wish they were
dead or feel they'd be better off dead. Have you ever had these
type of thoughts? When? Do you feel that way now? Was there
ever another time you felt that way?

b. Suicidal Ideation

This includes preoccupation with thoughts of death or suicide and
auditory command hallucinations where the child hears a voice
telling him to kill himself or even suggesting the method. Do not
include mere fears of dying.

Sometimes children who get upset or feel bad think about dying
or even killing themselves.

Have you ever had such thoughts?

How would you do it?

Did you have a plan?

¢. Suicidal Acts - Seriousness

Judge the seriousness of suicidal intent as expressed in his
suicidal act like: Likelihood of being rescued; precautions against
discovery; actions to gain help during or after attempt; degree of
planning; apparent purpose of the attempt (manipulative or truly
suicidal intent).

Have you actually tried to kill yourself?
When?

What did you do?

Any other things?

Did you really want to die?

How close did you come to doing it?
Was anybody in the room?

In the apartment?

Did you tell them in advance?

How were you found?

Did you really want to die?

Did you ask for any help after you did it?

la-}
1
15

000
111
222

333

PAST:

000
111

222

333

PAST:

000

111

222

333

PAST:
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No information.

Not present.

Threshold: Transient thoughts of death

Threshold: Recurrent thoughts of death, “l would be

better off dead” or “I wish | were dead”.

P C S

No information.
Not at all.

Subthreshold: Occasional thoughts of suicide but has
not thought of a specific method.

Threshold: Often thinks of suicide and has thought of

a specific method.

P C S

No information.

No attempt or gesture with no intent to die (eg., held
pills in hand).

Subthreshold: Present, but very ambivalent.

Threshold: Definite suicidal intent.

~ |
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Anhedonia, | ack of interest, Apathy, Low Motivation, or Boredom

I~
(@)
|75}

Boredom is a term all children understand and which frequently refers to loss
of ability to enjoy (anhedonia) or to loss of interest or both. Loss of pleasure 000 No information.
and loss of interest are not mutually exclusive and may coexist.

111 Not present.
What are the things you do for fun? Enjoy?

(Get examples: nintendo, sports, friends, favorite games, school subjects, 222 Subthreshold: Several activities

outings, family activities, favorite TV programs, computer or video games, definitely less pleasurable or

music, dancing, playing alone, reading, going out, etc.). interesting. Or bored or apathetic at
least 3 times a week during

Has there ever been a time you felt bored a lot of the time? When? Do you activities.

feel bored a lot now? Was there another time you felt bored a lot?

Did you feel bored when you thought about doing the things you usually like 333 Threshold: Most activities much

to do for fun? (Give examples mentioned above). Did this stop you from less pleasurable or interesting. Or

doing those things? Did you (also) feel bored while you were doing things bored or apathetic daily, or almost

you used to enjoy? daily, at least 50% of the time

during activities.
Anhedonia refers to partial or complete (pervasive) loss of ability to get
pleasure, enjoy, have fun during participation in activities which have been
attractive to the child like the ones listed above. It also refers to basic PAST: __ o
pleasures like those resulting from eating favorite foods and, in adolescents, P C S
sexual activities.

Did you look forward to doing the things you used to enjoy? (Give examples) Duration of Anhedonia
Did you try to get into them?

Did you have to push yourself to do your favorite activities?

Did they interest you?

Did you get excited or enthusiastic about doing them? Why not?

Did you have as much fun doing them as you used to before you began feeling
(sad, etc.)?

If less fun, did you enjoy them a little less? Much less? Not at all?

Did you have as much fun as your friends?

How many things are less fun now than they used to be (use concrete
examples provided earlier by child)?

How many were as much fun? More fun?

Did you do less than you used to? How much less?

In adolescents: (if sexually active) Do you enjoy sex as much as you used to?
Are you less sexually active than you used to be?

This item does not refer to inability to engage in activities (loss of ability to
concentrate on reading, games, TV, or school subjects)

Two comparisons should be made in each assessment: Enjoyment as
compared to that of peers and/or enjoyment as compared to that of child
when not depressed. The second is not possible in episodes of long duration
because normally children's preferences change with age. Severity is
determined by the number of activities which are less enjoyable to the child,
and by the degree of loss of ability to enjoy.

Do not confuse with lack of opportunity to do things which may be due to
excessive parental restrictions.
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d. Suicidal Acts - Medical Lethality PCS
Actual medical threat to life or physical condition following the 000 No information.
most serious suicidal act. Take into account the method, impaired
consciousness at time of being rescued. seriousness of physical 111 No attempt or gesture with no intent to die (e.g., held
injury, toxicity of ingested material, reversibility, amount of time pills in hand).
needed for complete recovery and how much medical treatment
needed. 222 Subthreshold: e.g., took 10 aspirins, mild gastritis.
How close were you to dying after your (most serious suicidal 333 Threshold: e.g., took 10 seconal, had brief
act)? unconsciousness.
What did you do when you tried to kill yourself?
What happened to you after you tried to kill yourself? PAST: _ _ _

P C S
e. Non-Suicidal Physical Self-Damaging Acts

000 No information.

Refers to self-mutilation, or other acts done without intent of
killing himself. 111 Not present.
Did you ever try to hurt yourself? 222 Subthreshold: Infrequent (1-3 times a year). Has
Have you ever burned yourself with matches/candles? never caused serious injury to self.
Or scratched yourself with needles/ a knife? Your nails?
Or put hot pennies on your skin? 333 Threshold: Frequent (4 or more times a year) or has
Anything else? caused serious injury to self (e.g. burn with scarring;
Why did you do it? broken bone).
How often?
Do you have many accidents? PAST: _ _
What kind? P C S
How often?

Some kids do these types of things because they want to kill
themselves, and other kids do them because it makes them feel a
little better afterwards? Why do you do these things?

__ IFRECEIVED A SCORE OF 3 ON CURRENT RATING OF ANY OF THE PREVIOUS ITEMS, COMPLETE THE
DEPRESSIVE DISORDERS (CURRENT) SECTION OF SUPPLEMENT #1, AFFECTIVE DISORDERS, AFTER
FINISHING THE SCREEN INTERVIEW.

__ IFRECEIVED A SCORE OF 3 ON PAST RATING OF ANY OF THE PREVIOUS ITEMS, COMPLETE THE
DEPRESSIVE DISORDERS (PAST) SECTION OF SUPPLEMENT #1, AFFECTIVE DISORDERS, AFT ER FINISHING
THE SCREEN INTERVIEW.

__ NO EVIDENCE OF DEPRESSIVE DISORDER.

NOTES: (Record dates of possible current and past Depressive Disorders).
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Appendix D: Young Mania Rating Scale

Appendix: Mania Rating Scale

Guide for Scoring ltemy—The purpose of cach item
s 10 rate the severity of that abnormality in the
paticat. When several keys are given for a particular
grade of severity, the presence of caly coe & required
to qualify for that rating.
keys if that is necessary to indicate sevenity, aithough
this should be the exception rather than the rule.

Scoring between the points given (whole or half
points) is possible and encouraged afier experience
with the scale is acquired. This & partcularly weful
when severity of a particular item in 2 patient does not
follow the progression indicated by the keys.

1. Elevated Mood

2, Increased Motor Actioiy-Energy

3. Sexual [nterest

0. Normal; not increased

1. Mildly or possibly increased

2. Definite subjective increase on questioning

3. Spontancous sexual content; claborates on
sexual matters; hypersexual by self-report

4. Overt sexual acts (toward patients, stalf, or
interviewer)

4. Sleep

0. Reports no decrease in slecp

1. Sleeping less than normal amount by up w0
ane hour

2.Sbepia¢|uchnmmllbymchmou

3. mwmwm
4. Denies need for sleep
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0. Absent

2. Subjectively increased
4. lrritable at uma dunng mwnnew

5. Imitsbility g
3

i

8. Hostle, unco-operative; interview n'np...%

8. Speech (Rate ead Amount) b |
0. No increase ‘
2. Feels talkative
4. Increased rate or amount at times, vcrb...

times

6. Push; consistently increased rate and
difficuit to interrupt
8. Pressured; uninterruptible, continuous

7. Leuguage- Thought Disorder

0. Absent
I, Circumstantial; mild distractibility;

thoughus

2. Distractible; .cses goal of thought;
topics frequently ; racing thoughts y

3. Flight of ideas; tangentiality; difficult
follow; rhyming, echolalia

4. Incoberent; communication impossible

8. Content
0. Normal
2. Questionable plans, new interests
4. Special project(s); hyperreligious -
6. Crandiose or paranoid ideas; ideas of
ence
8. Delusions; hallucinations

9. Disruptive-Aggresrive Behaviour
0. Abmu.eo-opcudve

8. Assaultive; destructive; interview impossidle

10, Appearance

0. Appropriate dress and grooming

1. Minimally unkempt

2. Poorly groomed; moderately duh
overdressed

3. Dishevelled ; partly clothed ; garish make-up

4. Completely unkempe; decorated ; bizarre



1. fnsight 1. Admin behaviour change, but denies illnen
0, Present; admits illness; agress with nesd for 1. Admin posmble change in behaviour, bue
rEALTSERL dendes illnew
|. Posibly il 4. Deniea any behaviour change
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Appendix E: Child Depression Rating Scale- Revised

CDRS-R

DIRECTIONS: Rate each symptom as reported by the youth and parent for the LAST TWO WEEKS.

C

1. SCHOOLWORK
1 - Performance consistent with ability
g Decrease in school performance
:31 Major interference in most subjects
g No motivation to perform

2. CAPACITY TO HAVE FUN

1 - Interests and activities realistically appropriate for age, personality and social environment.
Shows no appreciable change with present illness. Any feelings of boredom transient.

2 -

3 - Describes some activities realistically available several times a week but not on a daily basis.

Shows interest but not enthusiasm.

4 -

5 - Is easily bored. Complains of “nothing to do.” Participates in structured activities with a
“going through the motions™ attitude. May express interest primarily in activities that are
(realistically) unavailable on a daily or weekly basis.

6 -

7 - Has no initiative to become involved in any activities. Primarily passive. Watches others

play or watches TV but shows little interest. Requires coaxing and/or pushing to get
involved in activity. Shows no enthusiasm or real interest. Has difficulty naming activities.

3. SOCIAL WITHDRAWAL

1 - Enjoys friendships with peers at school and home.

2 -

3 - May not actively seek out friendships but waits for others to initiate a relationship or may
occasionally reject opportunities to play without a describable alternative.

4-

5 - Frequently avoids or refuses opportunities for desirable interaction with others and/or sets up
situations where rejection is inevitable.

6 -

7 - Does not currently relate to other children. States has “no friends” or actively rejects new or
former friends.

4. SLEEP
1 - No (or occasional) difficulty. Goes to sleep within % hour or less.
2 -
3 - Frequently has mild difficulty with sleep.
4 -
5 - Moderate difficulty with sleep nearly every night.
(If applicable, indicate time of difficulty: initial middle early)

5. APPETITE OR EATING PATTERNS
1 - No problems or change in eating pattern.
2 -
3 - Mild change from usual eating habits within onset of current behavioral problems.
4 -
5 - Definitely anorexic. Is not hungry most of the time or has excessive food intake since onset
of current behavioral problems or marked increase in appetite. If applicable, indicate:
increased appetite decreased appetite

6. EXCESSIVE FATIGUE
1 - No unusual complaints of “feeling tired” during the day.
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2 -

3 - Complaints of fatigue which seem somewhat excessive and not related to boredom.

4 -

5 - Daily complaints of feeling tired.

6 -

7 - Complaints of feeling tired most of the day. May voluntarily take long naps without feeling
refreshed. Interferes with play activities.

7. PHYSICAL COMPLAINTS
1 - Occasional complaints
g Complaints appear mildly excessive
g Complains daily of some interference with the ability of the child to function
g Preoccupied with aches and pains; interferes with play activities several times a week.

8. IRRITABILITY
1 - Rare
2 - Occasional
3 - Several times a week for short periods
4 -
5 - Several times a week for longer periods
6 -
7 - Constant

> ?UIIDISZS not express any undue feeling of guilt. Appears appropriate to precipitating event.
g Exaggerated guilt and/or shame out of proportion to the event described.
:31 Feels guilty over things not under his or her control. Guilt is definitely pathological.
g Severe delusions of guilt.

10. SELF-ESTEEM
1 - Describes self in primarily positive terms.
2 -
3 - Describes self with one important area where the child feels deficit.
4-
5 - Describes self in preponderance of negative terms or gives bland answers to questions.
6 -
7 - Refers to self in derogatory terms. Reports that other children refer to him/her frequently by
using derogatory nicknames and child puts self down.

11. DEPRESSED FEELINGS
1 - Occasional feelings of unhappiness which quickly disappear.
g Describes sustained periods of unhappiness which appear excessive for events described.
g Feels unhappy most of the time without a major precipitating cause.
675 : Feels unhappy all of the time. Accompanied by psychic pain (e.g., “I can’t stand it”).

12. MORBID IDEATION

1- None

2 -

3 - Has some morbid thoughts, all of which relate to a reality event but seem excessive.

4 -

5 - Preoccupied with morbid thoughts several times a week. Morbid thoughts extend beyond
external reality.

6 -

7 - Preoccupied with death themes or morbid thoughts that are elaborate, extensive or bizarre on
a daily basis.
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13. SUICIDAL IDEATION
1 - Understands the work “suicide” but does not apply term to self.
2 - Sharp denial of suicidal thoughts.
3 - Has thoughts about suicide, usually when angry.
4 -
5 - Has recurrent thoughts of suicide.
6 -
7 - Has made suicide attempt within the last month or is actively suicidal.

14. WEEPING
1 - Normal for age
2 - Suggestive statements that child cries, or feels like crying more frequently than peers.
3 - Child cries slightly more than peers.
4-
5 - Cries or feels like crying frequently (several times a week). Admits to crying without
knowing reason why.
6 -
7 - Cries nearly every day.

15. DEPRESSED AFFECT

1 - Definitely not depressed. Facial expression and voice animated during interview.

2 - Mild suppression of affect. Some loss of spontaneity.

3 - Overall loss of spontaneity. Looks distinctly unhappy during parts of the interview. Still
able to smile when discussing non-threatening areas.

4 -

5 - Moderate restriction of affect for most of interview. Has longer and frequent periods of
looking unhappy.

6 -

7 - Severe, looks sad, withdrawn. Minimal verbal interaction throughout interview. Cries or
may appear tearful.

16. TEMPO OF SPEECH
1 - Normal
2 - Slow
3 - Slow, delays interview.
4 -
5 - Severe. Low, marked interference with interview.

17. HYPOACTIVITY
1 - None
2 -
3 - Mild. Some body movements.
4-
5 - Moderate. Definite motor retardation.
6 -
7 - Severe. Motionless throughout interview.

TOTAL
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Appendix F: General Behavior Inventory- Parent Report

Child’s Name:

Date:

Visit #:

Completed By (specific):

GENERAL BEHAVIOR INVENTORY
Parent Version (P-GBI)

Here are some questions about behaviors that occur in the general population. Think
about how often they occur for your child. Using the scale below, select the number that
best describes how often your child experienced these behaviors over the past year:

0 1 2 3
Never or Sometimes Often Very Often
Hardly ever Almost Constantly

Keep the following points in mind:

Frequency: you may have noticed a behavior as far back as childhood or early teens, or
you may have noticed it more recently. In either case, estimate how frequently the
behavior has occurred over the past year.

For example: if you noticed a behavior when your child was 5, and you
have noticed it over the past year, mark your answer “often” or “very
often - almost constantly”. However, if your child has experienced a
behavior during only one isolated period in his/her life, but not outside
that period, mark your answer “never - hardly ever” or “sometimes”.

Duration: many questions require that a behavior occur for an approximate duration of
time (for example, “several days or more”). The duration given is a minimum duration.
If your child usually experiences a behavior for shorter durations, mark the question
“never - hardly ever” or “sometimes”.

Changeability: what matters is not whether your child can get rid of certain behaviors if
he/she has them, but whether these behaviors have occurred at all. So even if your child
can get rid of these behaviors, you should mark your answer according to how frequently
he/she experiences them.
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Your job, then, is to rate how frequently your child has experienced a behavior,
over the past year, for the duration described in the question. Please read each
question carefully, and record your answer next to each question.

Name Date Rater Visit #

0 1 2 3
Never or Sometimes Often Very Often
Hardly ever Almost Constantly
0123 1. Have there been periods in your child’s life over the past year

when it was almost impossible to make small decisions even
though this may not be generally true of him/her?

0123 2. Have you found your child’s enjoyment in being with people
changes -- from times when he/she enjoys them immensely and
wants to be with them all the time, to times when he/she does not
want to see them at all?

0123 3 Has your child become sad, depressed, or irritable for several
days or more without really understanding why?

0123 4 Has your child experienced periods of several days or more
when, although he/she was feeling unusually happy and intensely
energetic (clearly more than your child’s usual self), he/she was
also physically restless, unable to set still, and had to keep moving
or jumping from one activity to another?

0123 5. Have there been periods of several days or more when your
child felt he/she needed more sleep, even though he/she slept
longer at night or napped more during the day (not including times
of exercise, physical illness, or heavy work schedules)?

0123 6. Have people said that your child looked sad or lonely?

0123 7. Have there been periods of several days or more when your child
was almost constantly active such that others told you they
couldn’t keep up with him/her or that he/she wore them out?

0123 8. Have there been periods of several days or more when your child
could not keep his/her attention on any one thing for more than a
few seconds, and his/her mind jumped rapidly from one thought to
another or to things around him/her?
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0123 Q. Have there been periods lasting several days or more when your
child lost almost all interest in people close to him/her and spent
long times by himself/herself?

0123 10. Has your child had periods of several days or more when food
seemed rather flavorless and he/she didn’t enjoy eating at all?

0123 11. Have there been periods of several days or more when your child’s
friends or other family members told you that your child seemed
unusually happy or high — clearly different from his/her usual self or
from a typical good mood?

0123 12. Have there been times when your child’s memory or concentration
seemed especially poor and he/she found it difficult, for example,
to read or follow a TV program, even though he/she tried?

0123 13 Have there been times when your child lost almost all interest in
the things that he/she usually likes to do (such as hobbies, school,
work, entertainment)?

0123 14 Has your child had periods of sadness and depression when almost
everything gets on his/her nerves and makes him/her irritable or
angry (other than related to the menstrual cycle)?

0123 15. Have there been times of several days or more when your child did
not feel the need for sleep and was able to stay awake and alert for
much longer than usual because he/she was full of energy?

0123 16. Has your child had long periods in which he/she felt that he/she
couldn’t enjoy life as easily as other people?

0123 17 Has your child had periods of several days or more when he/she
wanted to be with people so much of the time that they asked your
child to leave them alone for awhile?

0123 18 Have there been times of several days or more when your child
was so tired and worn out that it was very difficult or even
impossible to do his/her normal everyday activities (not including
times of intense exercise, physical illness, or heavy work
schedules)?

0123 19. Has your child’s mood or energy shifted rapidly back and forth
from happy to sad or high to low?
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20.

21.

22.

23.

24.

25.

26.

27.

28.

Have there been periods lasting several days or more when your
child spent much of his/her time brooding about unpleasant things
that have happened?

Have there been times when your child felt that he/she was
physically cut off from other people or from himself/herself, or felt
as if he/she was in a dream, or felt that the world looked different
or had changed in some way?

Has your child had periods of extreme happiness and intense
energy lasting several days or more when he/she felt much more
anxious or tense (jittery, nervous, uptight) than usual (other than
related to the menstrual cycle)?

Have there been times of several days or more when your child
was so sad that it was quite painful for him/her, or he/she felt that
he/she couldn’t stand it?

Have you found that your child’s enjoyment in eating changes —
from periods of two or more days when food tastes exceptionally
good, clearly better than usual, to other periods of several days or
more when food seems rather flavorless and perhaps your child
doesn’t enjoy eating at all?

Have there been times of several days or more when your child
wakes up much too early in the morning and has problems getting
back to sleep?

Has your child had periods when he/she was so down that he/she
found it hard to start talking or that talking took too much energy?

Have there been times of several days or more when, although
your child was feeling unusually happy and intensely energetic
(clearly more than his/her usual self), he/she also had to struggle
very hard to control inner feelings of rage or an urge to smash or
destroy things?

Have there been periods other than when your child was physically
ill that he/she had more than one of the following:

(a) headaches or feelings of tightness, pressure, or “wooziness” in
his/her head; (b) dizziness; (c) constipation or diarrhea;

(d) aches and pains; (e) nausea, vomiting, or stomach aches;

(F) blurred vision; (g) trembling or shaking hands; or (h) feeling
too hot or too cold?
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29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Has your child experienced periods of several days or more when
he/she was feeling down and depressed, and he/she also was
physically restless, unable to sit still, and had to keep moving or
jumping from one activity to another?

Have there been times lasting several days or more when your
child felt he/she must have lots of excitement, and he/she actually
did a lot of new or different things?

Has your child had periods of extreme happiness and intense
energy (clearly more than his/her usual self) when, for several days
or more, it took him/her over an hour to get to sleep at night?

Over the past year, have there been times when your child looked
back over his/her life and could see only failures or hardships?

Has your child experienced times of several days or more when
he/she felt as if he/she was moving in slow motion?

Over the past year, have there been long periods in your child’s life
when he/she felt sad, depressed, or irritable most of the time?

Has it seemed that your child experiences both pleasurable and
painful emotions more intensely than other people?

Have there been periods of several days or more when your child
felt guilty and thought he/she deserved to be punished for
something he/she had or had not done?

Has your child had times of several days or more when he/she
woke up frequently or had trouble staying asleep during the middle
of the night?

Has your child had periods of extreme happiness and high energy
lasting several days or more when what your child saw, heard,
smelled, tasted, or touched seemed vivid or intense?

Have there been times when your child was feeling low and
depressed, and he/she also had to struggle very hard to control
inner feelings of rage or an urge to smash or destroy things?

Have you found that your child’s feelings or energy are generally
up or down, but rarely in the middle?

Has your child had periods of several days or more when it was
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0123 42
0123 43
0123 44
0123 45
0123 46
0123 41.
0123 48
0123 49
0123 50
0123 51

difficult or almost impossible to think and his/her mind felt
sluggish, stagnant, or “dead”?

Have there been times when your child had a strong urge to do
something mischievous, destructive, risky, or shocking?

Have there been periods of several days or more when your child’s
thinking was so clear and quick that it was much better than most
other people’s?

Have there been times when your child exploded at others and
afterwards felt bad about himself/herself?

Over the past year, have there been times of several days or more
when your child was so down that nothing (not even friends or
good news) could cheer him/her up?

Have there been times of several days or more when your child felt
that he/she was a very important person or that his/her abilities or
talents were better than most other people’s?

Have there been times when your child hated himself/herself or felt
that he/she was stupid, ugly, unlovable, or useless?

Have you found that your child’s thinking changes greatly — that
there are periods of several days or more when he/she thinks better
than most people, and other periods when his/her mind doesn’t
work well at all?

Have there been times of a day or more when your child had no
feelings or emotions and seemed cut off from other people?

Has your child had sad and depressed periods lasting several days
or more when he/she also felt much more anxious or tense (jittery,
nervous, uptight) than usual (other than related to the menstrual
cycle)?

Have there been times when your child has done things — like
perhaps driving recklessly, taking a trip on the spur of the moment,
creating a public disturbance, being more sexually active than
usual, getting into fights, destroying property, or getting into
trouble with the law — which he/she later thought showed poor
judgment?
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52.

53.

54,

55.

56.

57.

58.

59.

60.

61.

62.

63.

Has your child had periods of sadness and depression when, for
several days or more, it took him/her over an hour to get to sleep at
night, even though he/she was very tired?

Has your child had periods lasting several days or more when
he/she felt depressed or irritable, and then other periods of several
days or more when he/she felt extremely high, elated, and
overflowing with energy?

Have there been periods when, although your child was feeling
unusually happy and intensely energetic, almost everything got on
his/her nerves and make him/her irritable or angry (other than
related to the menstrual cycle?

Have there been times when upsetting or bad thoughts kept going
through your child’s mind and he/she couldn’t stop them?

Have there been times of several days or more when your child
really got down on himself/herself and felt worthless?

Have there been times when your child had blank spells in which
his/her activities were interrupted, and he/she did not know what
was going on around him/her?

Has your child had sad and depressed periods of several days or
more, interrupted by periods lasting between an hour to a day when
he/she felt extremely happy and intensely energetic?

Have there been periods of several days or more when your child
was slowed down and couldn’t move as quickly as usual?

Has your child experienced weight changes (increases, decreases,
or both) of five (5) pounds or more in short periods of time (three
weeks or less), not including changes due to physical illness,
menstruation, exercise, or dieting?

Have there been periods of a couple days or more when your
child’s sexual feelings and thoughts were almost constant, and
he/she couldn’t think about anything else?

Has your child had periods when it seemed that the future was
hopeless and things could not improve?

Have there been periods lasting several days or more when your

child was so down in the dumps that he/she thought he/she might
never snap out of it?
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64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74>

75.*

Has your child had times when his/her thoughts and ideas came so
fast that he/she couldn’t get them all out, or they came so quickly
others complained that they couldn’t keep up with your child
ideas?

Have there been times of several days or more when your child felt
very down and depressed during the early part of the day, but then
less so during the evening?

Have then been times when your child began many new activities
with lots of enthusiasm and then found himself/herself quickly losing
interest in them?

Have you found that your child’s mood consistently follows the
seasons, where he/she has long periods of depression during the
winter but mostly happy periods during the summer?

Has your child had long periods when he/she was down and
depressed, interrupted by brief periods when his/her mood was
normal or slightly happy?

Have there been times of several days or more when your child has
struggled to control an urge to cry, has had frequent crying spells,
or found himself/herself crying without really understanding why
(other than related to the menstrual cycle)?

Have there been times of several days or more when almost all
sexual interest was lost?

Has your child found himself/herself at times feeling fearful or
suspicious or his/her environment or people around him/her?

Have there been periods of time when your child felt a persistent
sense of gloom?

Have there been times when your child felt that he/she would be
better off dead?

Has your child had (or does he/she still have) a life-threatening or
very serious chronic medical illness (including a physical
handicap) in the past year?

1) Yes 2) No

Has your child had any hormonal or endocrine problems, or taken

hormones as a treatment, any time in the last five (5) years (not
including birth control pills)?
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1) Yes 2) No

12 76.* Has a close relative of your child’s died or experienced a life-
threatening illness in the past three months?
1) Yes 2) No

* Not included in GBI scale scores.
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Appendix G: KINDL Health-Related Quality of Life- Parent VVersion

Qu ity of Life Questionnaire fop Ch"’dr-e

8 - 16 years o
Parents' Questionnaire KINDLR Q/
7o

Dear Parent,

We really appreciate your taking the time to complete this questionnaire about your
child’s well-being and health-related quality of life.

Since it is a matter of your own assessment of your child's well-being, please
complete the questionnaire yourself according to the instructions, i.e. without asking

your child.

= Read each question carefully.
Think about how your child has been feeling during the past week.
Put a cross in the box corresponding to the answer in each line that fits

your child best.

For example:

During the past week ... / MEET S Sti(:nn;es- often atlilnt:;e
. ...my child has slept well O O O O

My Child is a: O Girl O Boy

Age: __ VYears

You are: O Mother O Father O Other ?

Date of fill out: —_/ __/ __(day / month / year)

© Kid & Kiddo KindI® / 8-16 years / Ravens-Sieberer & Bullinger/ 2000 / page 1
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1. Physical Well-being

During the past week ... never | seldom S{i(mg often atlilnir;e
1. ... my child feltill O O O O O
2. ... my child had a headache or tummy- O O O O O
ache
3. ... my child was tired and worn-out | O | O O O O
4. ... my child felt strong and full of O O O O O
energy
2. Emotional Well-being
During the past week ... never | seldom Sti?rrges- often atlilr:]t;e
1. ... my child had fun and laughed a lot O O O O d
2. ..my ch!ld didn't feel much like doing O O O O O
anything
3. ... my child felt alone | o | o O 0 0
4. .. my child felt scared or unsure of O O O O O
him-/ herself
3. Self-esteem
During the past week ... never | seldom ?{;:;TS_ often atlilntqt;e
1. ... my child was proud of him-/herself O O O O a
2. ... my child felt on top of the world | O | O O O O
3. ... my child felt pleased with him-/ O O O O O
herself
4. ..mychidhadlotsofgoodideass | O | O | O O O
4. Family
During the past week ... never | seldom Sti(;:r(]aes- often atliln:f;e
1. ... my child got on well with us as O O O O O
parents
2. ... my child felt fine at home | O | O O O O
3. ...we quarrelled at home | O | O O O |
4. ... my child felt that | was bossing him/ O O O O 0
her around

© Kid & Kiddo KindI® / 8-16 years / Ravens-Sieberer & Bullinger/ 2000 / page 2
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5. Social Contacts

During the past week ... never | seldom | SOM¢ often aI_I i
times time
1. . my child did things together with O O O O O
friends
2. .mychidwaslkedbyotherkids | O | o | o | o | O
3. . my child got along well with his/ her O O O O O
friends
4. .. my.child felt different from other O O O O O
children
6. School
During the last week in which my child never | seldom | S°Me- often all the
was at school ... times time
1. ... my child easily coped with O O O O O
schoolwork
2. .mychidenjoyedtheschoollessons | O | O | o | o | O
3. ..mychidworriedabouthisherfutre| O | O | o | o | O
4. ... my child was afraid of bad marks or O O ‘ O O ‘ O
grades

7. Is your child staying in hospital just now or does it have a long-term illness?

O Yes O No
please answer the the questionnaire is done
following 6 questions
During the past week ... never | seldom | SOMe- often aI_I i
times time
1. ... my child was afraid that the illness
might get worse = = = = =
2. ... my child was sad because of the
illness O O = O O
3. ... my child was able to cope well with
his/ her illness O o = O O
4. ... we treated our child as though he/
she were younger, because of the O O O O O
illness
5. ... my child avoided others to notice
his/ her iliness O O = O O
6. ... my child missed something at
school because of his/her illness D O = D O

Thank you for your co-operation!
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