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Prevalence of ASD in Research Population 
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Total N: 155
Age (yrs): 10.5 ±3.2 (6-17)

Male: 79%
IQ: 103 ±14 (73 – 146)

One-third of youth with Bipolar Disorder suffered from Autism



99

**
4.5 ± 3

6.5 ±3.5

0

2

4

6

8

BPD+ASD BPD

M
ea

n A
ge

 (y
ea

rs
)

*
39.5 ±6 41 ±6

0

10

20

30

40

50

BPD+ASD BPD

GA
F 

M
ea

n 
Sc

or
e

Statistical Significance: *p≤0.05, **p≤0.01

ASD Comorb i d i t y  i n  You th  w i t h  BPD  

Age at Onset of BPD Level of Functioning (GAF)

In the presence of Autism, the onset of Bipolar Disorder in youth was 
earlier and with poorer level of global functioning
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Typical presentation of Mania in youth with Autism
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SUMMARY

Objective: To assess the impact of comorbid autism spectrum disorders (ASD) on the
response to second-generation antipsychotics (SGA) in pediatric bipolar disorder (BPD).
Methods: Secondary analysis of identically designed 8-week open-label trials of SGA
monotherapy (risperidone, olanzapine, quetiapine, ziprasidone, or aripiprazole) in youth
with BPD. Results: Of the 151 BPD subjects 15% (n = 23) met criteria for comorbid ASD.
There were no differences in the rate of antimanic response (YMRS change ≥30% or CGI-
Improvement ≤2: 65% vs. 69%; P = 0.7) in the presence of comorbid ASD. Conclusion:
No difference observed in the rate of antimanic response or tolerability to SGA monotherapy
in the presence of ASD comorbidity.

Introduction
An emerging literature suggests comorbidity between autism spec-
trum disorders (ASD) and bipolar disorder (BPD). Case reports
of severe periodic mood disturbances highly suggestive of mania
have been described in individuals with ASD for years [1–7]. A
high incidence of BPD has also been reported in first-degree rel-
atives of children with ASD [8]. Using data from a large clinical
population, Wozniak et al. [9] examined the symptomatic and di-
agnostic overlap between ASD and BPD in a large outpatient pe-
diatric psychiatric sample and found that 11% of the youth diag-
nosed with BPD had comorbid ASD and 21% of patients diagnosed
with ASD had comorbid BPD. These researchers noted striking ho-
mology in the phenotypic features of these disorders regardless of
the comorbidity with the other disorder.

Despite this overlap, there is a paucity of information on the
treatment of youth presenting with comorbid ASD and BPD.
In an early review of the extant literature on children with
comorbid ASD and BPD, Lainhart et al. [10] found that con-
ventional neuroleptics (haloperidol, chlorpromazine, thioridazine)
and traditional mood stabilizers (lithium, carbamazepine) were
minimally effective for the treatment of mania in children with
ASD. In contrast, recent double-blind, placebo-controlled stud-
ies demonstrated that the second-generation antipsychotics (SGA)
risperidone was well tolerated and efficacious in treating tar-

get symptoms of irritability and disruptive, aggressive, and self-
injurious behaviors in youth with ASD [11,12], a spectrum of
symptoms highly suggestive of BPD.

In recent years, large randomized clinical trials (RCT) have doc-
umented the thymoleptic effects of SGAs in the treatment of
youth with BPD, which have led to U.S. Food and Drug Admin-
istration (FDA) approval of olanzapine, aripiprazole, and risperi-
done as monotherapy agents for the treatment of acute mania in
youth [13–17]. We have also documented improvement in affec-
tive symptoms in secondary analyses of an RCT of youth with
subaverage IQ and disruptive behavior disorders [18], suggest-
ing that SGAs may have therapeutic utility in the management
of affective symptoms in youth. Consistent with these findings,
our group has shown an improvement in manic symptoms in
youth with BPD in open label, prospective trials of olanzapine
[19,20], risperidone [19], ziprasidone [21], and aripiprazole [22]
monotherapies.

In this series of open-label trials in pediatric BPD, we did not
exclude youth with comorbid ASD. Thus the aim of this study was
to estimate the impact of comorbid ASD on the rate of response to
SGA monotherapy in youth with BPD. We hypothesized that the
rate of ASD comorbidity in our sample of youth with BPD would
be consistent with the literature. Additionally, we hypothesized
that the antimanic response to SGAs would not be affected by the
comorbid presence of ASD.

28 CNS Neuroscience & Therapeutics 18 (2012) 28–33 c© 2010 Blackwell Publishing Ltd
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Statistical Significance: **p≤0.01, ***p≤0.001

Severity of Mania Level of Functioning (GAF)

SGN Mono the r apy  Re spon se  o f
 ASD  You th  w i t h  a nd  w i t hou t  BPD

Greater severity of Mania with worse global functioning in the 
presence of Autism in youth with Bipolar Disorder
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Rate of Anti-manic Response

The required dose of SGA and the anti-manic response did not differ 
in the presence of Autism in youth with Bipolar Disorder
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The tolerability to treatment was equally good in the presence of 
Autism in youth with Bipolar Disorder
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