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Psychiatric Symptoms and Syndromes Among Adolescent
Children of Parents With Lithium-Responsive
or Lithium-Nonresponsive Bipolar Disorder

Anne Duffy, M.D., M.Sc., Martin Alda, M.D., Stan Kutcher, M.D.,
Carrie Fusee, B.A., and Paul Grof, M.D., Ph.D.

Objective: The purpose of this pilot study was to describe the initial course of psychiatric
illness in the adolescent children of parents with bipolar disorder who were divided into two
groups on the basis of their response to long-term lithium monotherapy. Method: Proband
parents met Research Diagnostic Criteria for bipolar illness and predetermined criteria for a
clear response or nonresponse to lithium prophylaxis. All adolescent offspring were inter-
viewed by a blinded interviewer using the Schedule for Affective Disorders and Schizophrenia
for School-Age Children, and final diagnosis was made by blinded consensus. Results: Psy-
chiatrically ill children of lithium-responsive parents tended to have affective disorders that
remitted and followed a recurrent course. Psychiatrically ill children of lithium-nonresponsive
parents, however, manifested a broad range of psychopathology, had high rates of comorbid
illnesses, and experienced nonremitting affective illnesses. Conclusions: These results suggest
that family history and course of illness are important factors to consider in the diagnosis and
pharmacological treatment of affective disorders.
 (Am J Psychiatry 1998; 155:431–433)

I t is estimated that in up to 30% of cases the onset of
bipolar illness occurs before age 20, most often fol-

lowing puberty (1). If subsyndromal symptoms were
taken into account, the proportion of early-onset cases
would likely be higher. Despite the substantial preva-
lence, morbidity, and greater mortality associated with
early-onset bipolar disorder, there is insufficient reli-
able information about its initial course.

Bipolar illness runs in families, probably on a genetic
basis, and early onset may be a clinical marker of a par-
ticularly strong genetic effect (2). The few available stud-
ies of children of parents with bipolar disorder describe
affective psychopathology such as dysthymia, major de-
pression, and cyclothymia (3, 4). However, there have
also been reports of a wide range of psychopathology and
high rates of comorbid illnesses in at-risk offspring.
These include conduct disorders, substance abuse, anxi-
ety disorders, and attention deficit hyperactivity disorder
(5, 6). This range of disturbance either suggests a lack of

phenotypic specificity for bipolar disorder or illustrates
difficulties in diagnosing childhood psychiatric disorders.

Previously completed studies have been limited by
methodological weaknesses such as nonblind assess-
ments of offspring and the inclusion of a heterogeneous
group of parent probands. Heterogeneity among the par-
ents may have contributed to the breadth of psychopa-
thology reported in their offspring. A more homogene-
ous, genetically based subgroup of patients with bipolar
disorder can be studied by focusing on the patients’ re-
sponses to long-term lithium monotherapy (7).

In this pilot study we describe the psychiatric symp-
toms and syndromes manifested by the adolescent chil-
dren of two groups of parents with bipolar disorder. The
parents were divided into groups on the basis of their
response to long-term lithium prophylaxis. We hypothe-
sized that the children of parents with lithium-responsive
bipolar disorder would manifest psychopathology clus-
tering in the affective spectrum and following an episodic
course and that the children of parents with lithium-non-
responsive bipolar disorder would manifest a broad
range of psychopathology following a chronic course.

METHOD

Parent probands. Twenty-one offspring of 13 probands with lith-
ium-responsive bipolar disorder and 15 offspring of 10 probands
with lithium-nonresponsive bipolar disorder were included in this
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study. The parent probands represented a consecutive series of pa-
tients followed in an affective disorders specialty clinic. All probands
met Research Diagnostic Criteria (8) for bipolar I illness and met spe-
cific criteria described elsewhere (7) for a clear response or nonre-
sponse to long-term lithium monotherapy. Briefly, all patients had to
have a high recurrence risk before they started to take lithium. Lith-
ium responders had to remain episode free while receiving adequate
lithium treatment (plasma level greater than 0.7 mmol/liter for more
than 3 years), and lithium nonresponders had to have had at least two
recurrences despite adequate lithium treatment. In all cases, the other
parent was psychiatrically well.

Offspring. All male and female offspring between 10 and 25 years
of age of proband parents were asked to participate. After a complete
description of the study was given to the parent or parents and chil-
dren, written informed consent was obtained. All consenting off-
spring were interviewed by one of us (A.D.), who was blind to pro-
band affiliation, following the semistructured interview format of the
Schedule for Affective Disorders and Schizophrenia for School-Age
Children (KIDDIE-SADS) (9). In addition, at least one parent was
interviewed about each adolescent. Final DSM-IV diagnoses were
made by consensus among the three of us who were blind to proband
affiliation (P.G., M.A., and S.K.), using all other pertinent clinical
information (KIDDIE-SADS, charts, and family history).

Statistics. A two-tailed Fisher’s exact test was used to compare
the number of affectively ill subjects with a remitting or a nonre-
mitting initial episode and the number of affectively ill subjects
with a recurrent or chronic (more than 2 years) course of illness
between the groups (children of lithium responders versus children
of lithium nonresponders).

RESULTS

Demographics. The children of lithium responders
and the children of lithium nonresponders did not differ
in median age at assessment (18 versus 20 years, respec-
tively). There were proportionately more girls among
the children of lithium nonresponders than among the
children of lithium responders (80% versus 57%, re-
spectively). Nineteen eligible children refused to partici-

pate (12 children of lithium responders; seven children
of lithium nonresponders). According to family history
data, there was no difference in affective status, age, or
gender between consenting and refusing adolescents.

Diagnoses. Nine of the 21 children of lithium re-
sponders met DSM-IV criteria for at least one psychiat-
ric disorder during their lifetime, compared with 10 of
the 15 children of lithium nonresponders. Psychiatric
diagnoses among the children of lithium responders
tended to cluster within the affective domain, but the
children of lithium nonresponders manifested a broad
range of psychopathology (table 1).

Comorbidity. The affectively ill children of lithium non-
responders had a higher rate of comorbid illness than did
affectively ill children of lithium responders. Specifically,
only one of the children of lithium responders met criteria
for primary insomnia as well as a later unrelated episode
of major depression. By contrast, among the four children
of lithium nonresponders with a history of major depres-
sion, two met criteria for a childhood anxiety disorder
and one had an earlier unrelated history of substance
abuse. Further, one of the children of lithium nonrespon-
ders met criteria for schizotypal personality disorder
prior to bipolar illness and one cyclothymic child of a
lithium nonresponder met criteria for primary insomnia.

Prodromal symptoms. Of the five children of lithium
responders with an affective illness, only one mani-
fested subsyndromal symptoms (episodic irritability).
In the remaining four, the affective disturbance began
as an episode of brief minor depression (recurrent in
three cases). By comparison, six of the seven affectively
ill children of lithium nonresponders showed chronic
waxing and waning subsyndromal symptoms, includ-
ing mood lability (N=4) and severe irritability (N=2).

Course of affective disorder. There was a clear differ-
ence between the groups in terms of the initial course of
affective illness. All five affectively ill children of lith-
ium responders had remitting affective episodes, com-
pared with one of six affectively ill children of lithium
nonresponders (p=0.01, Fisher’s exact test). (One child
of a lithium nonresponder was in the midst of an initial
affective episode and was therefore excluded from these
calculations.) Of those affectively ill children who had
experienced at least two episodes or 2 years of illness,
all three children of lithium responders had a recurrent
course, while all five children of lithium nonresponders
had a chronic course (p=0.02, Fisher’s exact test).

DISCUSSION

The children of lithium responders tended to manifest
psychiatric illnesses clustering in the affective domain,
with few comorbid illnesses and an episodic course,
compared with the children of lithium nonresponders,
who had a broad range of psychopathology, more co-
morbid illnesses, and a chronic course. This result fur-
ther supports the hypothesis that an excellent response
to lithium prophylaxis is a clinical marker of a more
homogeneous, genetically based subgroup of bipolar

TABLE 1. DSM-IV Lifetime Diagnoses of 21 Children of 13 Parents
With Lithium-Responsive Bipolar Disorder and 15 Children of 10
Parents With Lithium-Nonresponsive Bipolar Disordera

Diagnosis

Number of Children
With Diagnosis

Children of
Lithium-

Responsive
Parents

Children of
Lithium-

Nonresponsive
Parents

Bipolar I disorder 1 0
Bipolar II disorder 0 1
Bipolar disorder not otherwise

specified 2 1
Cyclothymic disorder 0 1
Major depressive disorder 1 4
Minor depressive disorder 1 0
Anxiety disorder 0 4
Adjustment disorder 1 0
Substance use disorder 1 1
Primary insomnia 3 1
Schizotypal personality disorder 0 1
Attention deficit disorder 0 1
Learning disability 0 1
No diagnosis 12 5
aSome subjects met lifetime criteria for more than one diagnosis.
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illness (7). Further, these findings suggest that family
history, including course and treatment response in
relatives with bipolar disorder, may be an important
predictor of illness course and treatment response in
adolescents manifesting primary affective disorders.

This pilot study is limited by small numbers. How-
ever, the validity of these findings is supported by the
rigorous methodology and clear group differences. If
these preliminary findings hold true in a larger study
group, we will have a better understanding of the early
course of primary affective illness in adolescents at risk
and clues as to the rational use of pharmacotherapy in
this patient population.
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