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A Prospective Study
of the Offspring of Bipolar Parents
Responsive and Nonresponsive to Lithium Treatment
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Background: The descriptions of clinical
course among bipolar youthsvary significantly
and differ markedly from thefindings described
in classical studies of bipolar adults. This differ-
ence may in part reflect genetic heterogeneity.
Response to lithium monotherapy identifies a
homogeneous subgroup of bipolar,adults. The aim
of this study was to prospectively characterize the
clinical course, including antecedent-and comor=
bid conditions, among the offspring of 2:groups of
bipolar parents divided on the basis of response to
lithium.

Method: Parents were identified from families
participating in ongoing molecular genetic studies
and selected from specialty affective disorder
clinics. For each child, 1 parent met Research
Diagnostic Criteria/DSM-IV criteria for bipolar I
disorder and either response or nonresponse to
lithium prophylaxis. The other parent had no life-
time history of a major psychiatric illness. Blind
to family affiliation and lithium response, all eli-
gible offspring aged 10 to 25 years were inter-
viewed using the Schedule for Affective Disorders
and Schizophrenia for School-Aged Children—
Present and Lifetime Version (K-SADS-PL), and
best-estimate diagnoses were made by a panel of
experts. Offspring were then reassessed over a
5-year period.

Results: Offspring of lithium responders
(N =34) had good premorbid functioning and
manifested classical mood disorders with an epi-
sodic course. Comorbid conditions in this group
remitted prior to the mood disorder. In contrast,
offspring of lithium nonresponders (N = 21) had
poorer premorbid functioning and manifested
mood disorders with a chronic course. Comorbid
conditions continued alongside the mood disorder.
Clinical course among affected offspring
was predicted by the disease course of the parent.

Conclusion: The pattern of clinical course,
remitting or nonremitting, appears to be inherited.
Among the offspring of lithium-responsive bi-
polar parents, an early-onset subgroup with a clas-
sical episodic clinical course can be identified.
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A significant proportion of bipolar patients begin to
experience their illness during adolescence, par-

ticularly if onset is defined as the first significant symp-
toms,' Howeéver, the majority of these patients suffer mul-
tiple mood episodes before being diagnosed, and this delay
often has” devastating and far-reaching consequences for
their relationships; education, and employment.

Bipolar disorders tunin families most likely on a ge-
netic basis,” and the children of bipolar parents represent a
group with an elevated risk-for developing major affective
disorders.” A number of high-tisK studies have reported on
the rate and the nature of psychopathology among the chil-
dren of bipolar parents. Generally, most studies have found
an elevated risk of psychopathology in the offspring of bi-
polar parents compared with that for the offspring of well
controls or with rates of illness in the general‘population.
However, there have been contradictory findings as to the
nature of specific diagnoses across studies.

Specifically, in some high-risk studies there have been
elevated rates of both internalizing (mood and anxiety)
and externalizing (oppositional, conduct, attention-deficit/
hyperactivity disorder [ADHD], and substance abuse)
disorders with onset early in development and often pre-
senting as comorbid.*'* These observations do not agree
with classical studies of adult bipolar patients reporting
normal premorbid functioning, onset after puberty, and
low comorbidity." However, other high-risk studies have
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reported psychopathology clustering in the affective
domain.”" Factors contributing to the differences in
high-risk studies may include assortative mating, develop-
mental stage of the children, and heterogeneous parent
samples.

With few exceptions, studies have not controlled for
psychiatric morbidity in the nonaffected parent. Given the
high degree of assortative mating, the observed variety of
psychopathologic outcomes might reflect the manifesta-
tion of mixed bilineal genetic predisposition and/or a mal-
adaptive response to the stress of having 2 ill parents,
rather than representing a severe, atypical form of early-
onset bipolar disorder as has been suggested.”

With regard to-developmental stage, there are fre-
quently reported differences in outcome between prepu-
bertal versus older adolescent/young adult offspring
samples. Specifically, among-younger children, comor-
bidity is more often reported between mood and other
major psychiatric illnesses (ADHD, anxiety, conduct),
while in older high-risk cohorts, psychopathology is
mostly accounted for by primary mood disorders. In one
longitudinal study, anxiety disorders, substance abuse,
and/or disruptive disorders appeared asantecedents to the
development of full-blown mood disorders tather.than as
true (coexisting and independent) comorbid conditions;"’

In order to understand the meaning of mixed psycho-
pathology in young children from bipolar families; these
children will need to be followed prospectively into adult:
hood. A few high-risk studies have included a follow-up
component. Of these, Laroche et al.'® reported a lack of
continuity of disturbance over a 3- to 7-year follow-up pe-
riod in school-aged offspring. Hammen et al.'’ reported
few chronic, recurrent, or new onsets of psychiatric distur-
bance over 1 to 3 years among the school-aged offspring
of bipolar, medically ill, or control mothers compared
with high rates among the offspring of unipolar depressed
mothers. Carlson and Weintraub* found that attentional
and behavioral problems in early childhood were associ-
ated with a broad range of psychopathologic outcomes in
adulthood, which included affective disorders.

By contrast, Akiskal et al.”® have reported stability of
affective diagnoses in adolescent and young adults at risk
for bipolar disorder. Specifically, 79% of those with
depression at the initial assessment had depressive recur-
rences during an average of 3 years of prospective follow-
up. Moreover, 37.5% of those initially depressed devel-
oped a bipolar illness (bipolar I or II). Initial diagnoses of
cyclothymia, dysthymia, and substance abuse predicted
major affective disorder. These findings are in keeping
with prospective studies of clinical and epidemiologic
adolescent and young adult populations?** and with
longitudinal prospective studies of mood disorders in
adults.”

Bipolar disorder is characterized by etiologic hetero-
geneity and variable phenotypic expression.”* High-risk
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studies have so far not addressed these issues, which are
recognized as key stumbling blocks in genetic studies and
as directly relevant to high-risk studies. In the latter, the
validity of the findings rests heavily on the accurate iden-
tification of the illness in the parent proband. We have
attempted to reduce heterogeneity and improve diagnostic
validity by selecting bipolar parent probands on the basis
of a comprehensive clinical assessment taking into ac-
count the longitudinal clinical course and the exclusion of
other illnesses.”> We have also incorporated response to
prophylactic lithium treatment to further reduce hetero-
geneity.”® In previous studies, we have shown that an
excellent response to long-term lithium prophylaxis is a
clinical marker of a distinct, more homogenous subgroup
of bipolar disorder characterized by an episodic course
with good quality of remissions, a strong genetic loading,
and a mode of transmission in keeping with a major gene
effect.>””** Furthermore, in this patient population, we
have reported an association and linkage to the phospholi-
pase C gene” and strong linkage to chromosomal regions
15q14 and 7q11.%°

A pilot study of the offspring of lithium-responsive and
lithium-nonresponsive bipolar parents demonstrated clear
differences in clinical course between the high-risk
groups.®' This suggested to us that it was useful to fully
characterize and prospectively study more homogeneous
high-risk populations. In this way, reported differences in
clinical characteristics of unselected heterogeneous pop-
ulations of mood-disordered adolescents could be clari-
fied«In this article, we describe the premorbid function-
ing, onset of illness, clinical course, comorbidity, and the
relationship’to the parent’s illness in 2 groups of at-risk
offspring, divided on the basis of their parent’s lithium re-
sponse. This work'was based on over 5 years of repeated,
prospective’clinical follow-up.

METHOD

Families

Parents were identified from families participating
in ongoing molecular genetic studiesand selected from
specialty affective disorder clinics at the Royal Ottawa
and Hamilton Psychiatric hospitals. Probands were all
followed prospectively and met Research Diagnostic Cri-
teria (RDC)/DSM-IV criteria for bipolar I disorder and an
unequivocal response or nonresponse to long-term lith-
ium monotherapy (see below). In 4 cases, we included an
affected (recurrent major depression N = 3; bipolar II
N = 1) relative (sister) of a lithium-responsive bipolar I
proband as a parent in this study. We included these 4
cases because in our opinion they suffer from a bipolar
disorder: their illness has a typical bipolar profile with
early onset and frequently recurring and remitting mood
episodes, and their family history contains only members
with lithium-responsive bipolar disorders. In all included
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families, the other biological parent had no lifetime his-
tory of a major affective disorder, schizophrenia, or
schizoaffective disorder on the basis of a Schedule for
Affective Disorders and Schizophrenia-Lifetime Version
(SADS-L)* interview. The families had to have at least 1
offspring between the ages of 10 and 25 years at inclusion.

Parent Diagnostic Assessments

As part of a larger molecular genetic study, all parents,
spouses, and available first-degree relatives were inter-
viewed in a blind fashion by pairs of experienced research
clinicians using#SADS-L interview format. Final RDC/
DSM-IV diagnoses-and illness parameters (age at onset,
clinical course) were-decided using all available clinical
material in a blind consensus fashion by an independent
panel of senior clinical researchers. There was no inci-
dence of disagreement with<regard to proband diagnosis
or lithium response.

Lithium Response

All probands had to have met reseatch’ criteria for a
clear response or nonresponse to lithium.monotherapy
as described in previous reports.’** Briefly, all probands
had to have a highly recurrent illness course priof to treat-
ment with lithium. Lithium responders had‘to have mno
recurrences of illness during a minimum of 3-years of
adequate lithium monotherapy (plasma levels <> 0.7
mmol/L). Lithium nonresponders had to have at least2
illness recurrences while on adequate lithium treatment
(as documented by a therapeutic plasma level at the time
of relapse).

Offspring Assessment

All families giving informed consent with offspring
aged 10 to 25 years were included in the study. An effort
was made to recruit as many offspring from consenting
families as possible, independent of their clinical state.
The offspring completed a Schedule for Affective Dis-
orders and Schizophrenia for School-Aged Children—
Present and Lifetime Version (K-SADS-PL)* interview
conducted by a child psychiatrist (A.D.) blind to family
affiliation and parental lithium response. Either one
or both parents were interviewed separately about each
child. DSM-IV diagnoses were made in a blind fashion
on the basis of all available clinical material by a panel of
senior research psychiatrists (S.K., P.G., M.A.). There was
only 1 case of disagreement regarding diagnosis, and this
adolescent was reinterviewed blindly by a second psy-
chiatrist and a consensus was reached.

After the first baseline assessment, all consenting/
assenting offspring were reinterviewed at least once dur-
ing the next 5 years following K-SADS-PL format by the
same child psychiatrist. In follow-up interviews, empha-
sis was placed on the interval between the first and subse-
quent assessments. In most cases, at least 1 parent was re-

1173

interviewed about each child. In all cases, decisions about
diagnosis and clinical course were made on a blind con-
sensus basis among a panel of expert senior psychiatrists
using all available clinical material. This study is
a naturalistic prospective follow-up, and therefore this
report does not describe treatment outcomes. Issues per-
taining to treatment in this population will form the sub-
ject of a future separate publication.

Statistical Analysis

The groups were compared using chi-square analysis
(with Yates correction where appropriate), the Fisher ex-
act test, and t tests. For evaluating the factors contributing
to the risk of illness, we used the Cox proportional haz-
ards model.

RESULTS

Sample Description

We are reporting on 55 subjects who completed base-
line assessments: 34 offspring from 19 lithium-responder
families and 21 offspring from 11 lithium-nonresponder
families. Forty-five of these offspring, 26 (76%) from
lithium-responder families and 19 (90%) from lithium-
nonresponder families, were prospectively reassessed
once or several times as described above at the time of
this report. There were no differences in demographic
data or affected status between those offspring remaining
to be reassessed and those with at least 1 follow-up inter-
view. Baseline assessments on 36 offspring (21 of lithium
responders and 15 of lithium nonresponders) were origi-
nally,described in an earlier brief report.”

There were .no differences in age at onset, number
of lifetime episodes, or sex ratio between parent groups.
However, a'lifetime history of psychotic symptoms was
less frequent among lithium-responsive parents compared
with lithium-nonresponsive parents (x*=8.80, df =2,
p=.01). Further, lithium-responsive parents tended
to have episodic illnesses as compared with lithium-
nonresponsive parents, who tended’to have nonremitting
illnesses characterized by significant residual or chronic
fluctuating symptoms (y* = 22.09, df = 2, p<.001). For
the lithium-responsive probands, the meéan,number of
lifetime episodes prior to lithium was 9.25; and 67%
required hospitalization at some point in their prelithium
course. The mean duration of lithium treatment was 14.25
years.

There were no statistically significant differences in
the mean + SD age at the baseline assessment (18 =5
years vs. 16 = 4 years), the male:female sex ratio (15:19
vs. 6:15), or the lifetime prevalence of an affective disor-
der (10/34 vs. 10/21) or of any other psychiatric illness
(9/34 vs. 10/21) between the offspring of lithium respond-
ers and the offspring of lithium nonresponders, respec-
tively. The mean length of prospective follow-up was also
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Table 1. Quality of Early Childhood Functioning Among the
Offspring of Bipolar Patients

Table 2. Lifetime DSM-IV Psychiatric Diagnoses Among the
Offspring of Bipolar Parents®

Offspring of Lithium Offspring of Lithium Offspring of Lithium  Offspring of Lithium
Level of Responders (N =34) Nonresponders (N = 21) DSM-1V Diagnosis Responders (N =34) Nonresponders (N =21)
Functioning N % N % Bipolar disorder 4 1
Poor functioning 0 0 7 33 type I, IL, or NOS
Normal functioning 10 29 9 43 Major depressive 4 6
Gifted 24 71 5 24 disorder
Minor depressive 2 1
disorder
Dysthymic disorder 0 2
comparable between the groups (27 =18 months vs. Cyclothymic disorder 0 1
35 = 18 mofiths, offspring of lithium responders vs. off- Schizoaffective disorder 0 !
. £ lithi d ivel Cluster A personality 0 3
spring of lithiumnonresponders, respectively). disorder
Anxiety disorder 4 4
Early Childhood Functioning %“bStaP_Ce “iedd?"rdef 3 ‘1‘
. y . sitions t
On the basis of a blind consensus review of parent and p(ﬁg:réz?d ehan
offspring data, the quality sof functioning during early Adjustment disorder 1 0
childhood (up to age 10) was-ranked as poor, normal, or Attention-deficit/ 0 2
ifted. A i ired el id £ sionifi hyperactivity disorder
gifted. poor ranking required €lear evidence of signifi- with learning disability
cant psychiatric symptoms, associated difficulty in func- Sleep disorder 2 2
Unaffected 19 9

tioning (academically and/or socially); and some form of
professional assessment or intervention. Notmal function-
ing was considered adequate competence in school and
social roles (with peers and at home) with no psychiatric/
psychological intervention. Gifted status was judgedon the
basis of external validation (awards, gifted programs) of
outstanding achievement in at least 1 of 4 areas:-academ-
ics, athletics, art, or leadership.

There were significant differences between the groups
with regard to the quality of childhood functioning (Table
1). Essentially, the offspring (affected and unaffected) of
lithium responders tended to have a good quality of early
functioning, often being characterized as gifted. By com-
parison, a significant number of the offspring of lithium
nonresponders had an abnormal early childhood course
marked by psychiatric symptoms associated with major
problems in academic and/or social functioning
(x*=16.63, df =2, p =.0002). Only 1 of the 10 affected
offspring of lithium nonresponders had an early develop-
mental course characterized as gifted compared with 6 of
the 10 affected children of lithium responders (x* = 5.49,
df =1, p=.057).

Psychopathology

The lifetime psychiatric diagnoses for the entire off-
spring sample are presented in Table 2. There was no
difference in the rate of lifetime psychiatric disorders, in-
cluding affective disorders, between the offspring of lith-
ium responders and lithium nonresponders. However,
among the offspring of lithium responders there was no
occurrence of cluster A personality disorders or schizo-
affective disorders, unlike the comparison group. The
most prevalent affective diagnosis was depressive disor-
der in both groups (6/10 among the offspring of lithium
responders and 7/10 among the offspring of lithium non-
responders).
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“Some individuals have more than 1 lifetime diagnosis. Abbreviation:
NOS = not otherwise specified.

Onset of Affective Illness

In both groups, offspring tended to manifest DSM-IV
mood disorders during mid-adolescence (16.8 = 4.9 years
for offspring of lithium responders vs. 14.6 + 3.8 years
for offspring of lithium nonresponders). However, in the
year prior to the onset of the mood disorder, 9 of 10
offspring of lithium responders were well with no signi-
ficant (psychiatric symptoms, while all 10 offspring
of lithium nonresponders were experiencing significant
psychiatric-symptoms with evidence of impairment in
functioning (}*=216.36, df =1, p=.0001). Among the
affected offspring of lithium responders, in all cases the
index mood episode-was an abrupt onset of depression
(7 major depressive episodes, 2 with mood-congruent
psychotic symptoms; 3 brief minor depressive episodes).
By contrast, among the affected offspring of lithium non-
responders, 9 experienced a gradual onset of the mood
disorder (2 dysthymia, 1 cyclothymia;, 1 minor depres-
sive, and 5 major depressive episodes),after.an extended
period of chronic fluctuating psychiatric’ symptoms in-
cluding mood lability, substance abuse, anxiety, and/or
cluster A traits. The 1 remaining affected offspring of
lithium nonresponders had an abrupt onset of a depressive
episode superimposed on a chronic anxiety disorder.

Clinical Course of Affective Illness

Despite relatively small numbers of affectively ill off-
spring, there were clear differences between the groups
with respect to the course of illness (Table 3). Nine of
10 affected offspring of lithium responders experienced
complete remissions of mood episodes, while the remain-
ing offspring of lithium responders experienced significant
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Table 3. Course of Illness in Affectively Ill Offspring

Table 4. Comorbidity Among the Affectively Ill Offspring

Offspring of Lithium Offspring of Lithium Type of Offspring of Lithium Offspring of Lithium
Course Responders (N = 10)  Nonresponders (N = 10) Comorbidity Responders (N = 10) Nonresponders (N = 10)
Episodic 9 1 None 6 2
Episodic-residual 1 3 Sequential 3 1
Chronic-fluctuating 0 5 Concurrent 1 7
Chronic 0 1

residual symptoms between episodes. By comparison,
only 1 of 10.affected offspring of lithium nonresponders
experienced complete remission of episodes (x> = 12.80,
df =1, p=.001)" Statistically, the comparison between
those offspring experiencing complete remissions versus
those with residual;-Chronic fluctuating, or chronic symp-
toms was significantly different between the groups
(x*=13.4,df =3, p=.004).

In both high-risk groups;.affective illnesses tended to
either recur or persist over the follow-up period. Among
the 9 of 10 affected offspring of lithium responders pro-
spectively reassessed, 7 experienced new _episodes and 2
remained in complete remission. Comparatively, among
the 10 prospectively assessed affected offspring of lith-
ium nonresponders, 9 experienced active illness during
the follow-up period in the form of either new episodes
with residual symptoms (N =3), chronic-fluctuating
symptoms (N = 5), or persistence of the index major de-
pressive episode (N = 1). One lithium-nonresponder off-
spring with a history of recurrent major depression at
baseline remained in remission throughout the follow-up
period.

Comorbid Illnesses in Affectively Ill Offspring

There was no statistically significant difference be-
tween the groups in the rate of other lifetime psychiatric
illness among those with an affective diagnosis (y*=
1.88, df =1, p=.17). However, there was a tendency for
comorbidity to be higher among the affectively ill off-
spring of lithium nonresponders.

Although numbers are small, there was a significant
difference noted in the nature of comorbidity between off-
spring groups (x> =15.99, df =2, p =.03) (Table 4). Co-
morbid illnesses among the affectively ill offspring of
lithium responders tended to have onset and remit prior to
the onset of the mood disorder (sequential comorbidity).
Specifically, during early childhood, 1 individual experi-
enced panic disorder with agoraphobia and 2 offspring
experienced a sleep disorder, all of which remitted years
prior to the onset of the mood disorder. There was 1 affec-
tively ill offspring of a lithium responder who persistently
met criteria for a substance use disorder after the onset of
and between mood episodes. It is of note that 2 additional
offspring of lithium responders, who have not yet devel-
oped a mood disorder, have experienced an abrupt onset
and complete remission of an anxiety disorder (phobia to
mushrooms and panic disorder, respectively).
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By comparison, the affectively ill offspring of lithium
nonresponders tended to develop comorbid illnesses prior
to the onset of the mood disorder that, in most cases, per-
sisted alongside the mood disorder (concurrent comor-
bidity). The profile of comorbid disorders in this group
was as follows: 2 concurrent anxiety disorders; 1 concur-
rent anxiety disorder, substance use disorder, and learning
disability; 1 concurrent anxiety disorder and substance
use disorder; 1 substance use disorder; 1 schizotypal per-
sonality disorder; 1 sleep disorder; and 1 concurrent sleep
disorder and schizotypal personality disorder.

Finally, the heavy use of substances (mostly alcohol
and marijuana) was associated with mood episodes in
both of the high-risk groups. Among the offspring of lith-
ium responders, 6 used substances during acute episodes,
although only 1 individual met diagnostic criteria for a
comorbid substance abuse disorder. By comparison, 4 of
the affectively ill offspring of lithium nonresponders used
substances heavily, and 3 of these individuals met diag-
nostic criteria for a substance use disorder.

Associated/Predictive Factors

In"a’survival analysis (Cox proportional hazard), the
risk of affective disorders among the offspring of lithium
nonresponders was significantly associated with having
an affected mother (p =.03), poor early childhood func-
tioning (p=.048); and, to some extent, with chronicity
of illness in/the affected parent (p =.067). On the other
hand, affective.illness’among the offspring of lithium re-
sponders was not predicted by any of the covariates
tested, including sex, parent sex; other illnesses, premor-
bid course, parent age at onset, parent course, and psy-
chotic symptoms in parent course{The age at onset for the
parent was not associated with the' age at onset in the
affected child. There was a strong association between the
course of illness in the parent and the course-of illness in
the affected child (%* = 21.89, df = 6, p = .001) (Table 5).
A lifetime history of psychotic symptoms in the parent did
not predict the course of illness in the child.

DISCUSSION

The major finding in this prospective, longitudinal
follow-up study was a robust difference in the clinical
course between the affected offspring of lithium-
responsive and lithium-nonresponsive bipolar parents.
Parents with a classical episodic bipolar disorder charac-
terized by complete remissions and an excellent response
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Table 5. Course of Affective Disorders Between Offspring and Parent

Our results show that narrowly de-

Parent Course

fined, classical episodic bipolar

disorder runs in families and, fur-

Offspring Course Episodic Episodic-Residual Chronic-Fluctuating Chronic
Episodic 9 0 1

Episodic-residual 1 1 2 0
Chronic-fluctuating 0 5 0 0
Chronic 0 1 0 0

0 ther, that more broadly defined bi-
polar disorder seems to identify a
different population of patients

to lithium tended to have children who developed typical,
episodic affective disorders. These offspring could be
termed the “classical” early-onset subgroup.

Affective disorders among the offspring of lithium
responders tend to-have abrupt onset superimposed on a
normal or gifted premorbid development. Affective disor-
ders in this high-risk grotup.tend to remit and recur with
good quality of remissions,Antecedent conditions in this
subgroup were sleep and anxiety/disorders, appearing epi-
sodically and remitting prior to the onset of the mood dis-
order. Other groups have described a‘high prevalence of
anxiety disorders preceding the onset of bipolar disorder
in youths.*> These symptoms/syndromes ‘may represent
the first manifestation of the underlying bipolar-disorder
determined by developmental stage and/orthe stage of the
clinical course.

By contrast, parents with a bipolar illness charactet-
ized by incomplete remissions tended to have children
who manifested significant problems in social and/or
academic functioning early in childhood prior to the onset
of a diagnosable mood disorder. Antecedent psychiatric
symptoms in these children tended to continue alongside
the mood disorder, which itself followed a chronic course
with poor quality of remission. These offspring could be
termed the “nonclassical” early-onset subgroup. Affective
disorder in this high-risk cohort was predicted by the
female sex of the affected parent and poor premorbid
functioning in the child.

It does not appear that the differences in outcome be-
tween offspring groups are attributable to the psychoso-
cial stress of having a more ill parent. For example,
among the lithium-responder families, probands had a
highly recurrent illness course, often requiring hospital-
ization prior to lithium treatment. Further, all families had
a second parent who did not suffer from a major psychiat-
ric illness.

These results help to clarify the differences between
the studies of adults with primary recurrent affective
disorders and more recent studies of very young mood-
disordered children. Essentially, the former studies dem-
onstrated that adults with bipolar disorders had normal
premorbid personality profiles and good psychosocial
functioning with a remitting and recurrent illness course,
while the latter studies have described a group of severely
disturbed, chronically ill children, often characterized by
a predominately irritable mood and bizarre behavior.***
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who suffer from a variety of in-
completely remitting psychiatric
disorders likely overlapping with
psychotic spectrum illnesses.

Our findings are also in agreement with other studies
of remitted bipolar youths, which have reported evidence
of good to excellent social and academic functioning prior
to the onset of the mood disorder on review of school
records and by parental report.**° Further, the differences
in early childhood functioning and clinical course be-
tween our high-risk groups are similar to the differences
described in studies comparing bipolar and schizophrenic
children.*!

There are several limitations of this study. First, study-
ing specialized populations limits the generalizability
of the results. However, in order to understand the etiol-
ogy, interplay between risk factors, course of illness, and
treatment response in bipolar disorder, we need to study
homogeneous subgroups. In support of this view, we have
found clear differences between high-risk groups even
though to date our sample size is relatively small. In addi-
tion, there is a retrospective component to this prospec-
tive high-risk study, as the offspring were not always in-
terviewed prior to the onset of their first episode. In
addition,'the characterization of early childhood function-
ingwas based on retrospective history of the parent and
child. Despite’this, we feel that our results are valid. We
based our findings on direct, repeated prospective clinical
interviews teviewed on a blind consensus basis with a
panel of clinical research experts. For retrospective his-
tory prior to the first baseline assessment, we interviewed
the child and at least 1 parent. We reviewed all available
clinical material, including patient charts. As well, we re-
quired external validating information to determine the
quality of early childhood functioning, including inter-
vention by a health professional and evidence of impair-
ment (poor) on the one hand and evidence,of awards,
achievements, and/or enrichment programs on'the other.

From our findings, we speculate that most of the
affected offspring of lithium-responsive probands will
themselves respond to long-term lithium prophylaxis.
This hypothesis is based on our observations of a high de-
gree of lithium responsivity among the affected adult
family members of lithium-responsive probands com-
pared with response rates among family members of
a sample of unselected bipolar patients.* Further, affected
offspring of lithium responders have characteristics
known to predict a good response to lithium among
affected adults, including an episodic course, good quality
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of remissions, and normal premorbid functioning.*® This
was a naturalistic follow-up study, and despite significant
illness (severe episodes and high relapse rates), none of
the affected offspring were in systematic ongoing treat-
ment. We are now piloting an open trial of lithium pro-
phylaxis among the offspring affected with recurrent
mood disorders.

We further hypothesize that the activity of the underly-
ing affective illness among the children of lithium re-
sponders may first become clinically apparent as an epi-
sode of significant psychiatric symptoms that then remits.
We do not see the abrupt onset and complete remission of
an anxiety disorder-or sleep disorder in this population
as true comorbidity-in“the sense of an independent, coex-
isting illness. Rather, we- hypothesize that these condi-
tions may be antecedents to the onset of the full-blown
disorder, and the variable phenotypic expression may be
reflective of differences in course.or developmental stage
rather than due to a different underlying disease process.
Prospective longitudinal studies among/ these high-risk
offspring of neuroendocrine parameters associated with
established illness in well-characterized “bipolar adults
(e.g., cortisol hypersecretion*') will begin to address this
hypothesis.
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