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patients with bipolar disorder at their first

psychiatric hospitalization

Patel NC, DelBello MP, Keck, Jr PE, Strakowski SM. Phenomenology
associated with age at onset in patients with bipolar disorder at their first
psychiatric hospitalization.

Bipolar Disord 2006: 8: 91-94. © Blackwell Munksgaard, 2006

Objective: To compare the clinical presentation of patients with early-
onset (age <18 years) and typical-onset (age 20-30 years) bipolar
disorder at the time of first hospitalization.

Methods: Patients, aged 12-45 years at their first psychiatric
hospitalization, with a DSM-IV diagnosis of bipolar disorder, manic or
mixed, were evaluated on measures of manic, depressive, and positive
psychotic symptoms. Differences in symptom profiles between early- and
typical-onset groups were examined.

Results: One hundred three early-onset and 58 typical-onset patients
were compared. Mixed episodes were more common in the early-onset
group, while psychotic features and current substance use were more
common in the typical-onset group. There was no significant difference in
manic symptom severity ratings between early- and typical-onset groups
(F= 1.8, df =11, 144, p = 0.06). However, these groups differed in
depressive (F = 4.2, df = 16, 139, p < 0.001) and positive psychotic
(F=2.8,df =16, 139, p = 0.001) symptom profiles. Typical-onset
bipolar patients reported more severe weight loss and formal thought
disorder compared with early-onset patients.

Conclusions: Depressive and positive psychotic symptoms may differ in
association with age at onset among patients with bipolar disorder.
Additional studies are necessary to determine whether homogeneous
phenotypes of bipolar disorder can be delineated based upon age at
onset.
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Studies examining the relationship of age at onset
and the clinical presentation of bipolar disorder
have produced inconsistent results, which may be
partially explained by differences in methodologies
(1-4). For example, age cutoffs to define early-,
adult-, and late-onset bipolar disorder are often
arbitrarily chosen, rather than using onset distri-
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butions determined by systematic evaluation of a
large sample of patients (5). From a sample of 579
bipolar patients, Bellivier et al. (6) identified three
sub-groups defined by age at onset: early-onset
[mean age at onset = 17.4 (2.3) years], intermedi-
ate-onset [25.1 (6.2) years], and late-onset [40.4
(11.3) years]. Using cutoffs to represent these
distributions, we compared the phenomenology
of patients with bipolar disorder at their first
hospitalization for an affective episode. Based
upon a previous study (3), we hypothesized that
early-onset patients would be more likely to
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present with a mixed episode, while typical-onset
patients would be rated with more severe positive
psychotic symptoms.

Patients and methods

Patients were recruited as part of the University of
Cincinnati First-Episode Mania Study (7). After
full description of study procedures, written
informed consent was provided by all subjects or
their legal guardians. The study was approved by
the institutional review boards of the University of
Cincinnati and Cincinnati Children’s Hospital
Medical Center. For the current analysis, all
subjects were required to have a Diagnostic and
Statistical Manual of Mental Disorders, Fourth
Edition (DSM-1V) diagnosis of bipolar I disorder,
manic or mixed, with or without psychotic features
(delusions or hallucinations as described in the
DSM-IV); be between 12 and 45 years of age at
admission; have no prior psychiatric hospitaliza-
tions; and be able to communicate in English.
Patients were excluded if symptoms were due to an
acute medical illness, or acute intoxication or
withdrawal from drugs or alcohol.

DSM-IV diagnoses of bipolar disorder, manic or
mixed, with or without psychotic features were
established in patients above the age of 18 years
using the Structured Clinical Interview for DSM-
IV, Patient Edition, by experienced investigators
with good interrater reliability (x > 0.90) (7, 8). In
patients aged 12—-18 years, diagnostic interviews of
patients and their legal guardians were performed
using the Washington University at St Louis
Kiddie-Schedule for Affective Disorders and Schiz-
ophrenia by trained child and adolescent psychi-
atrists with established diagnostic reliability (x =
0.94) (9, 10). Psychiatric symptoms were assessed
using the Young Mania Rating Scale (YMRY),
17-item Hamilton Rating Scale for Depression
(HAM-D), and the Scale for the Assessment of
Positive Symptoms (SAPS) (11-13). The investiga-
tors demonstrated good interrater reliability for
symptom measures (intraclass correlation coeffi-
cient >0.70 for most individual symptoms and all
total scores) (7).

Age at onset was defined as the age at which
patients endorsed enough DSM-IV syndrome cri-
teria for an affective episode (either a major depres-
sive, manic, or hypomanic episode). Based on the
distributions identified by Bellivier et al. (6),
patients were grouped as: early-onset (<18 years
old), typical-onset (20-30 years old), or late-onset
(>35 years old). Only early- and typical-onset
patients were evaluated, as the number of late-onset
patients (n = 12) was too small for comparison. For
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all patients, the current episode represented the first
requiring psychiatric hospitalization. However, the
current episode was not necessarily the first affective
episode experienced by the patient. Of the total
sample, 42 (26%) patients reported one previous
untreated episode, and 30 (19%) reported two or
more untreated episodes. Of those subjects reporting
a prior affective episode, 42 (58%) stated they
experienced a depressive episode, and 25 (35%)
stated they had a manic episode. Eighteen (25%)
reported a prior mixed episode. Current alcohol and
substance use was assessed, and demographic data
were obtained from patient and/or legal guardian
interviews and medical records.

Differences in manic, depressive, and positive
psychotic symptoms associated with the current
episode (i.e., the first affective episode requiring
psychiatric hospitalization) between early- and
typical-onset bipolar patients were analyzed using
multivariate analysis of covariance (MANCOVA),
adjusting for sex, ethnicity, type of episode (manic
or mixed), current alcohol/substance use, and
number of previous untreated episodes (categor-
ical: 0, 1, 2, or 3 or more). Symptoms that were
endorsed by less than 15% of the sample and had
no significant group differences were removed;
these included one HAM-D (genital symptoms)
and 12 SAPS items: (voices commenting; voices
conversing; somatic and tactile hallucinations;
olfactory hallucinations; jealousy, sin or guilt,
somatic, insertion, and withdrawal delusions;
repetitive bizarre behavior; and, incoherent and
clanging formal thought disorder). Significance of
the omnibus MANCOVAs was defined as a
p < 0.05. As MANCOVA provides overall differ-
ences in symptom profiles between groups but does
not show the direction of differences, effect sizes
(d,) for individual items were calculated to deter-
mine which specific symptoms contributed to
differences between early- and typical-onset
groups, and group means of individual items were
examined to determine the direction of differences.

Results

Intotal, 103 early- and 58 typical-onset patients with
bipolar disorder were analyzed. Demographic and
clinical variables are presented in Table 1. The
early-onset group had a higher percentage of white
patients than the typical-onset group. There was no
difference in sex distribution (3° = 1.5, df = 1, p =
0.2). The early- and typical-onset groups did not
differ in the distribution of the number of previous
untreated episodes experienced (> = 2.1, df = 3,
p = 0.6). However, a higher percentage of patients
in the early-onset group reported experiencing a



Table 1. Demographic, diagnostic, and symptom variables among patients
with early- and typical-onset bipolar disorder

Early-onset ~ Typical-onset

Variable (N = 103) (N =58)
Age at onset, mean (SD) 13.2 (3.3) 24.2 (3.5)
Age at assessment, mean (SD) 17.2 (6.1) 26.1(5.2)
Female, n (%) 53 (51.5) 24 (41.4)
Caucasian?, n (%) 81 (78.6) 36 (62.1)
Number of previous untreated episodes, n (%)

0 59 (57.3) 30 (51.7)

1 26 (25.2) 16 (27.6)

2 5 (4.9) 6 (10.3)

3 or more 13 (12.6) 6 (10.3)
Polarity of first affective episode®, n (%)

Manic 27 (26.2) 29 (50.0)

Mixed 48 (46.6) 9 (15.5)

Depressed 24 (23.3) 19 (32.8)

Diagnosis of current episode requiring hospitalization, n (%)
Mixed episode®

69 (67.0) 17 (29.3)
Psychotic features® 56 (54.4) 0 (86.2)
Alcohol/substance use®, n (%) 24 (23.8) 4 (41.4)
Hamilton Depression Rating Scale, mean (SD)
Weight loss 0.2 (0.8) 1.0 (0.8)
Psychomotor retardation 0.6 (0.8) 0.1 (0.8)
Late insomnia 0.7 (1.0) 1.2 (1.0)
Scale for the Assessment of Positive Symptoms, mean (SD)
Circumstantiality 1 0(1.4) 2.3(1.4)
Tangentiality 9(1.4) 2.0(1.4)
Derailment O 8 (1.4) 1.7 (1.5)
Religious delusions 6 (1.4) 1.5(1.4)
lllogicality O 6 (1.3) 1.3 (1.4)
,( =51,df =1, p=0.02.
y = 17.4, df = 3, p = 0.001.
,( =21.2,df =1, p <0.001.
y =16.7, df =1, p < 0.001.
P =54, df =1, p = 0.02.

mixed episode as their first affective episode com-
pared with the typical-onset group. A higher per-
centage of patients in the typical-onset group
reported experiencing a manic episode as their first
affective episode.

When comparing the clinical presentation of the
current episode requiring their first psychiatric
hospitalization, the early-onset group had a signif-
icantly higher percentage of patients with a mixed
episode compared with the typical-onset group. In
the early-onset group, patients presenting with a
mixed episode were less likely to have a history of/
or current alcohol/substance use compared with
those presenting with a manic episode (¢ = 0.2,
p = 0.02). There was no relationship between type
of episode and alcohol/substance use in the typical-
onset group (¢ = —0.04, p = 0.8). In both groups,
there was no relationship between type of episode
and prior antidepressant use (early-onset: ¢ =
—-0.2, p = 0.09; typical-onset: ¢ = —0.2, p = 0.2).
A lower percentage of early-onset patients were

Age at onset of bipolar disorder

diagnosed with psychotic features (either delusions
or hallucinations as described in the DSM-1V) than
that in the typical-onset group. Psychosis was
significantly related to the type of episode (¢ =
0.3, p < 0.001), as patients with a manic episode
were more likely to have psychosis. Current
alcohol/substance use was higher in the typical-
onset group, which may be related to having a
longer duration of illness. Current alcohol/sub-
stance use was not related to the presence of
psychotic features (¢ = 0.1, p = 0.2).

MANCOVA showed no significant difference in
manic symptom ratings between early- and typical-
onset groups (F = 1.8, df =11, 144, p = 0.06).
These groups did, however, differ in depressive
(F=4.2, df =16, 139, p < 0.001) and positive
psychotic (F = 2.8, df = 16, 139, p = 0.001) symp-
tom profiles. HAM-D and SAPS items contrib-
uting to differences between early- and typical-onset
groups with moderate to large effect sizes
(d; > 0.5) are listed in Table 1. On the HAM-D
scale, the typical-onset group reported less severe
psychomotor retardation (d; = 0.62), but more
severe weight loss (d; = 0.93) and late insomnia
(ds = 0.51). On the SAPS scale, typical-onset
patients demonstrated more severe circumstantial-
ity (ds = 0.99), tangentiality (ds = 0.76), derail-
ment (d; = 0.66), religious delusions (d; = 0.66),
and illogicality (ds; = 0.51).

Discussion

Our results suggest that early-onset bipolar patients
may be more likely to present with mixed episodes,
and less likely to present with psychotic features
compared with typical-onset bipolar patients at
their first psychiatric hospitalization. There may be
heterogeneity of depressive and positive psychotic
symptoms associated with age at onset, as patients
with typical-onset may exhibit more severe weight
loss and formal thought disorder.

Our first hypothesis, that early-onset bipolar
patients would be more likely to present with a
mixed episode, was confirmed. As the majority of
the early-onset group (72%) was under the age of
18 years at the time of assessment, this finding is
consistent with published reports suggesting high
rates of mixed mania in adolescent bipolar disorder
(14, 15). Our second hypothesis, that typical-onset
patients would be rated with more severe psychotic
features, was also confirmed. A higher percentage
of typical-onset patients experienced a manic
episode, and therefore may be more likely to
present with positive formal thought disorder
compared to those experiencing a mixed episode
(16). It is possible that the characterization of
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positive formal thought disorder, particularly in
the typical-onset group, may be more consistent
with schizophrenia spectrum disorders or partially
attributable to substance abuse (17).

There is inconsistent evidence regarding rates
and severity of psychosis among early- and adult-
onset patients with bipolar disorder (2-4), which
may be partially explained by differences in study
methodologies. For example, rates of psychosis
may be higher among inpatient subjects compared
with outpatient subjects (3, 4). Diagnostic inter-
view methods may also affect rates of psychosis in
younger patients with bipolar disorder (18), and
differences in assessment methods (retrospective
versus prospective) may result in inconsistencies
between studies. As mentioned previously, cutoffs
used to define age at onset groups are variable
across studies and no valid definitions of age at
onset groups have been established (19); it is
unclear to what extent this may affect the charac-
terization of early- and adult-onset groups.

These results should be viewed in the context of
the study’s limitations. First, generalizability of the
results may be limited as subjects were recruited
from a single treatment site. Since only hospitalized
subjects were assessed, the results may also not be
generalized to outpatient populations. Second, the
definition of age at onset may have been subject to
recall bias, and may have included the prodromal
phase of the patient’s illness. Furthermore, the
number and types of previous untreated episodes
were subject to recall bias and the current episode
may not have been reflective of the patient’s first
affective episode. Third, cutoffs for onset groups
were based upon distributions reported in one study
(6), and we did not include late-onset patients in the
analyses because the number of subjects in that
group was too small for an adequately powered
statistical comparison. Additional studies are need-
ed to confirm the delineation of these sub-groups.
Using empirically derived onset distributions, stud-
ies using consistent methodologies are needed to
determine whether age at onset is, indeed, associ-
ated with specific clinical characteristics and differ-
ences in severity of bipolar symptoms.

Acknowledgements

This research study was supported in part by NIMH grants
MH58170 and MH56352 (SMS), and MH63373 (MPD).

References

1. Schulze TG, Muller DJ, Krauss H et al. Further evidence
for age of onset being an indicator for severity in bipolar
disorder. J Affect Disord 2002; 68: 343-345.

94

10.

15.

. Carlson GA, Bromet EJ, Sievers S. Phenomenology and

outcome of subjects with early- and adult-onset psychotic
mania. Am J Psychiatry 2000; 157: 213-219.

. McElroy SL, Strakowski SM, West SA, Keck PE IJr,

McConville BJ. Phenomenology of adolescent and adult
mania in hospitalized patients with bipolar disorder. Am J
Psychiatry 1997; 154: 44-49.

. Ernst CL, Goldberg JF. Clinical features related to age at

onset in bipolar disorder. J Affect Disord 2004; 82: 21-27.

. Schuroff F, Bellivier F, Jouvent R et al. Early and late

onset bipolar disorders: two different forms of manic-
depressive illness? J Affect Disord 2000; 58: 215-221.

. Bellivier F, Golmard JL, Rietschel M et al. Age at onset in

bipolar I affective disorder: further evidence for three
subgroups. Am J Psychiatry 2003; 160: 999-1001.

. Strakowski SM, Williams JR, Fleck DE, DelBello MP.

Eight-month functional outcome following hospitalization
for first-episode mania. J Psychiatr Res 2000; 34: 193-200.

. First MB, Spitzer RL, Gibbon M, Williams JBW. Struc-

tured Clinical Interview for DSM-IV Axis 1 Disorders-
Patient Edition (SCID-I/P, Version 2.0). New York, NY:
Biometric Research, New York State Psychiatric Institute,
1995.

. Geller B, Zimerman B, Williams M et al. Reliability of the

Washington University in St Louis Kiddie Schedule for
Affective Disorders and Schizophrenia (WASH-U-KSADS)
mania and rapid cycling sections. J Am Acad Child Adolesc
Psychiatry 2001; 40: 450—455.

DelBello MP, Soutullo CA, Hendricks W, Niemeier RT,
McElroy SL, Strakowski SM. Prior stimulant treatment in
adolescents with bipolar disorder: association with age at
onset. Bipolar Disord 2001; 3: 53-57.

. Young RC, Biggs JT, Ziegler VE, Meyers DA. A rating

scale for mania: reliability, validity and sensitivity. Br J
Psychiatry 1978; 133: 429-435.

. Hamilton M. A rating scale for depression. J Neurol

Neurosurg Psychiatry 1960; 23: 56-62.

. Andreasen NC. The Scale for the Assessment of Positive

Symptoms (SAPS). Iowa City, TA: University of lowa,
1984.

. Geller B, Zimerman B, Williams M et al. Diagnostic

characteristics of 93 cases of a prepubertal and early
adolescent bipolar disorder phenotype by gender, puberty
and comorbid attention deficit hyperactivity disorder.
J Child Adolesc Psychopharmacol 2000; 10: 157-164.
Wozniak J, Biederman J, Kiely K et al. Mania-like
symptoms suggestive of childhood-onset bipolar disorder
in clinically referred children. J Am Acad Child Adolesc
Psychiatry 1995; 34: 867-876.

. Sax KW, Strakowski SM, McElroy SL, Keck PE Jr, West

SA. Attention and formal thought disorder in mixed and
pure mania. Biol Psychiatry 1995; 37: 420-423.

. Solovay MR, Shenton ME, Holzman PS. Comparative

studies of thought disorders. I. Mania and schizophrenia.
Arch Gen Psychiatry 1987; 44: 13-20.

. Pavuluri MN, Herbener ES, Sweeney JA. Psychotic

symptoms in pediatric bipolar disorder. J Affect Disord
2004; 80: 19-28.

. Leboyer M, Henry C, Paillere-Martinot ML, Bellivier F.

Age at onset in bipolar affective disorders: a review.
Bipolar Disord 2005; 7: 111-118.



