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Decreased N-Acetylaspartate in Children with Familial
Bipolar Disorder

Kiki Chang, Nancy Adleman, Kimberly Dienes, Naama Barnea-Goraly, Allan Reiss,
and Terence Ketter

Background: Relatively low levels of brain N-acetylas-
partate, as measured by magnetic resonance spectros-
copy, may indicate decreased neuronal density or viabil-
ity. Dorsolateral prefrontal levels of N-acetylaspartate
have been reported to be decreased in adults with bipolar
disorder. We used proton magnetic resonance spectros-
copy to investigate dorsolateral prefrontal N-acetylaspar-
tate levels in children with familial bipolar disorder.

Methods: Subjects were 15 children and adolescents with
bipolar disorder, who each had at least one parent with
bipolar disorder, and 11 healthy controls. Mean age was
12.6 years for subjects and controls. Subjects were allowed to
continue current medications. Proton magnetic resonance
spectroscopy at 3-Tesla was used to study 8 cm3 voxels
placed in left and right dorsolateral prefrontal cortex.

Results: Bipolar subjects had lower N-acetylaspartate/
Creatine ratios only in the right dorsolateral prefrontal
cortex (p � .02). No differences in myoinositol or choline
levels were found.

Conclusions: Children and adolescents with bipolar dis-
order may have decreased dorsolateral prefrontal N-
acetylaspartate, similar to adults with BD, indicating a
common neuropathophysiology. Longitudinal studies of
at-risk children before the onset and during the early
course of bipolar disorder are needed to determine the
role of prefrontal N-acetylaspartate as a possible risk
marker and/or indication of early bipolar illness progres-
sion. Biol Psychiatry 2003;53:1059–1065 © 2003 So-
ciety of Biological Psychiatry
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Introduction

Proton magnetic resonance spectroscopy (1H-MRS) is a
noninvasive procedure using magnetic resonance tech-

nology, which provides data regarding levels of neuronal

substrates, including N-acetylaspartate (NAA), choline
(Cho), myoinositol (mI), and creatine/phosphocreatine
(Cr) (Miller et al 1991). NAA is an amino acid found in
high concentrations within neurons, and not within glial
cells, and therefore may serve as a marker of neuronal
density or integrity (Urenjak et al 1993). Cr is distributed
within gray and white matter and is commonly used as a
reference for the amount of brain tissue contained within
the analyzed voxel (Ross and Michaelis 1994). Relatively
low NAA/Cr ratios may indicate decreased neuronal
density or viability.

Dorsolateral prefrontal (DLPF) levels of NAA have
been found to be decreased in adults with bipolar disorder
(BD) compared to healthy controls (Winsberg et al 2000).
This finding, implying decreased neuronal density in
DLPF in BD, was supported by a histopathological study
of postmortem brains reporting decreased neuronal and
glial density in the dorsolateral prefrontal cortex (DLPFC)
of BD patients (Rajkowska et al 2001). Decreased density
may furthermore represent decreased functioning, as a
functional magnetic resonance imaging (fMRI) study
found decreased activation of right DLPFC in adults with
BD viewing fearful faces as compared to controls (Yurge-
lun-Todd et al 2000).

Other studies have implicated prefrontal regions in the
pathophysiology of BD. Decreased subgenual prefrontal
gray matter, glia, and blood flow have been reported in
familial BD patients (Drevets et al 1997; Ongur et al
1998). Positron emission tomography (PET) studies have
supported decreased prefrontal metabolism and blood flow
in bipolar depressed states (Baxter et al 1989; Ketter et al
2001; Martinot et al 1990; Reischies et al 1989).

Early neuroimaging studies of pediatric mood disorders
also implicate prefrontal abnormalities. In a magnetic
resonance imaging (MRI) study, children with nonfamilial
major depressive disorder had larger left prefrontal vol-
umes than controls (Nolan et al 2002). Another study
reported decreased left subgenual prefrontal cortex vol-
ume in adolescent females with MDD compared to con-
trols (Botteron et al 2002). These studies support children
and adolescents with mood disorders having prefrontal
abnormalities similar to adults with mood disorders.
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In pediatric BD, there have been two published 1H-
MRS studies. The first study found no differences between
subjects and controls in levels of NAA in frontal and
temporal cortex (Castillo et al 2000). This negative finding
involved primarily nonlimbic areas such as temporal
cortex; hence, lower neuronal density in BD could be
specific to limbic and paralimbic areas such as DLPF. The
second study was of acutely manic children, reporting
decreased mI concentrations in anterior cingulate cortex
(ACC) after lithium treatment (Davanzo et al 2001). No
differences in NAA/Cr levels were found in ACC of
bipolar subjects compared to controls either before or after
lithium treatment. There have been no prefrontal 1H-MRS
studies of euthymic bipolar children, but children with
MDD have been reported to have elevated Cho levels in
left anterior medial cortex (Steingard et al 2000) and left
DLPFC (Farchione et al 2002).

Therefore, we wished to use 1H-MRS to study DLPF
NAA/Cr ratios in children and adolescents with BD. We
studied subjects with BD who had at least one biological
parent with BD, a more homogenous cohort that may
represent a highly heritable form of BD and therefore
perhaps a form with distinct neurobiological findings. We
hypothesized that DLPF NAA/Cr ratios would be lower in
bipolar offspring with BD than in healthy controls.

Methods and Materials
This protocol was approved by the Stanford University Panel of
Medical Research in Human Subjects. Fifteen patients and 11
healthy volunteers were recruited from an ongoing study of
bipolar offspring and from the community. After obtaining oral
and written informed consent from parents and oral and written
assent from their offspring, semistructured interviews were
conducted. Patients had at least one parent with bipolar I or II
disorder as diagnosed by the Structured Clinical Interview for
DSM-IV Axis I Disorders (SCID-I) (First et al 1995), adminis-
tered by a trained masters-level clinician (KD) and/or board
certified psychiatrist (KC). All subjects, patients, and healthy
volunteers were evaluated by the affective disorders module of
the Washington University in St. Louis Kiddie Schedule for
Affective Disorders and Schizophrenia (WASH-U-KSADS)
(Geller et al 1996, 2001), and the Schedule for Affective
Disorders and Schizophrenia for School-age Children, Present
and Lifetime (K-SADS-PL) (Kaufman et al 1997). Subjects were
evaluated either by a child psychiatrist (KC) or a trained
masters-level research assistant (KD), who were both aware of
parental diagnosis. Interrater reliability was established at the
outset by rating videotaped interviews, observing trained rater
interviews, and performing interviews with observation by a
trained rater, as described by Geller et al (1998) (four consecu-
tive patients with 100% agreement on diagnoses). Diagnostic
decisions were ultimately made by a child psychiatrist (KC),
based on personal interview, discussion with the research assis-
tant, and written notes of parental and subject responses to

individual WASH-U-KSADS questions. Current and lifetime
diagnoses were established according to DSM-IV criteria. Par-
ents were euthymic at the time of their own and their child’s
interview. Patients in this study all received a diagnosis of
bipolar I disorder. Age of onset of BD was determined as the
earliest period to the closest month that patients met criteria for
a manic or depressive episode, as defined by the DSM-IV.

Healthy volunteers did not have a DSM-IV psychiatric diag-
nosis, had both parents without any diagnosis by SCID-I, and did
not have a first or second degree relative with BD, as determined
by the Family History Research Diagnostic Criteria (Andreasen
et al 1977).

Subjects were all outpatients at the time of scanning. Patients
with BD were administered the clinician-rated Young Mania
Rating Scale (YMRS) (Fristad et al 1995; Young et al 1978) and
completed the Childhood Depression Inventory (CDI) (Kovacs
1985), with the help of a parent if they were less than 12 years
old. Patients with BD had psychostimulants discontinued for 24
hours before the magnetic resonance spectroscopy (MRS) scan,
primarily due to a concurrent, separate fMRI study of attention.
The effects of psychostimulants on neurometabolites measured
by 1H-MRS are unknown; regardless, as the half-life of the
majority of psychostimulants available at the time of this study
was less than 8 hours, 24 hours was considered adequate time for
at least cessation of behavioral effects. They were allowed to
continue any other current medications, such as mood stabilizers
or antidepressants, due to the risk of mood destabilization.
Subjects were scanned on a 3T GE Signa scanner with Echos-
peed gradients, using a custom-built head coil with a 50%
advantage in signal-to-noise ratio than the standard GE coil.
Eighteen axial slices (4-mm thick, .5-mm skip) parallel to the
anterior-posterior commissure plane covering the whole brain
were obtained with a temporal resolution of 3 seconds using a
T2-weighted gradient echo spiral pulse sequence (repeat time
[TR] � 3000 milliseconds, echo time [TE] � 30 milliseconds,
flip angle � 89° and 1 interleave). The field of view was 200 mm
and the in-plane spatial resolution was 3.125 mm. To aid in voxel
segmentation, high-resolution T1-weighted spoiled grass gradi-
ent recalled (SPGR) three-dimensional MRI sequences with the
following parameters used: TR � 35 milliseconds; TE � 6
milliseconds; flip angle � 45°; 24-cm field of view; 124 slices in
coronal plane; 256 � 192 matrix; acquired resolution � 1.5 � .9
� 1.2 mm3. The images were reconstructed as a 124 � 256 �
256 matrix with a 1.5 � .9 � .9 mm3 spatial resolution.

For 1H-MRS, a 2 � 2 � 2 cm voxel was prescribed in the right
and then left DLPF from the first axial slice above the lateral
ventricles (Figure 1). As slices were 5-mm thick, the voxel was
placed anywhere from 0 mm to 5 mm above the lateral ventricles,
immediately anterior to a line drawn between the anterior aspects
of the lateral ventricles and as far lateral as possible, while
remaining in the cerebrum and visually maintaining approxi-
mately equal parts gray and white matter. An investigator blind
to diagnosis (NA) visually inspected each voxel placement to
ensure proper placement fully within the brain and that spectra
contained no sizable lipid peaks or rolling baselines. The MRS
data were acquired using a spin-echo series of TR/TE 2000/35
milliseconds with a preselected region of interest for point-
resolved spectroscopy (PRESS). The MRS scan, including the
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number of excitations (NEX), was 1 minute, 44 seconds in
length. The fully automated PROBE/SV quantification tool
(General Electric Medical System, Milwaukee, WI) was used to
process MRS data. Each of the five spectral peaks associated
with NAA, Cr, Cho, mI, and water (H2O) was quantitated by
Marquardt Leavenworth curve fitting over that line region.
Before curve fitting, line widths were normalized and a Lorent-
zian-to-Gaussian transformation was performed.

The percentage of each type of tissue (cerebrospinal fluid
[CSF] and gray and white matter) within each spectroscopic
voxel was calculated by placing a 2 � 2 � 2 cm voxel on the
SPGR slice, anatomically and spatially corresponding to the slice
used to place the MRS voxel on the T2 image. Tissue within that
voxel was segmented into gray, white, and CSF, as described by
Otsu (1979). This algorithm approximates a normal distribution
for each of gray, white, and CSF intensities. For each histogram
bin, the algorithm calculates the probability of belonging to each
tissue type. The result is a set of threshold values to approximate
tissue classifications. The voxels within each tissue compartment
were then counted and recorded.

Statistical Analysis
NAA/Cr ratios were considered primary outcome measures.
Other metabolite ratios were considered secondary and explor-
atory. For primary outcome measures, a one-tailed test was used
secondary to our a priori hypothesis of decreased NAA/Cr in
bipolar subjects. A significance threshold was set at p � .025, as
a correction for multiple comparisons (right and left hemi-
spheres). As MRS data were not normally distributed, with three
statistical outliers (greater than two standard deviations from the
mean) in the bipolar group, nonparametric tests were used.

Mann–Whitney U was used to compare NAA/Cr ratios between
patients and healthy volunteers. For secondary outcome mea-
sures, a two-tailed test was used, with a significance threshold of
p � .05 (no correction for multiple comparisons). Analyses of
variance (ANOVAs) were performed for secondary measures,
which were normally distributed. Spearman rank correlations
were used to test correlations of variables with metabolite ratios.
Demographic information between groups was analyzed using
unpaired t tests and �2 analyses.

Results

Cohort

Mean age was 12.6 � 2.9 years for both patients and
controls; age range was 9.1 years to 18.2 years for both
groups. Groups did not differ significantly by age. The
bipolar group had more males numerically than the control
group (87% vs. 55%), but this was not a significant
difference (�2 � 3.3, df � 1, p � .09, Fisher exact).
Furthermore, there was no significant interaction of gender
with NAA/Cr ratios (F � 3.2, df � 1, p � .09).

Mean YMRS score for the bipolar group was 11.1 � 9.1
and mean CDI score was 12.6 � 7.6. Subjects were
considered clinically euthymic. Three subjects were con-
sidered to have substantial mood elevation symptoms,
with YMRS scores greater than 19. One of these subjects
had substantial mixed symptoms, with a CDI score of 30.
Although symptomatic, these subjects did not meet
DSM-IV criteria for a syndromal mood episode. The 12
other subjects in the bipolar group had YMRS and CDI
scores less than 20. There were no significant correlations
of YMRS or CDI scores with NAA/Cr ratios in right or
left hemispheres.

All subjects in the bipolar group except one were taking
psychotropic medications. Seventy-nine percent of these
subjects had significant past exposure (more than 2
months) to stimulants: 43% to tricyclic antidepressants,
71% to serotonin reuptake inhibitors, 50% to antipsychot-
ics, and 86% to mood stabilizers, including 36% with
exposure to lithium, 64% with exposure to valproate, and
14% with exposure to carbamazepine (Table 1). No
subjects in the control group had previous exposure to
psychotropic medications. Ninety-two percent of subjects
in the bipolar group had comorbid psychiatric diagnoses,
with attention-deficit/hyperactivity disorder (ADHD) the
highest at 87% (Table 1). No subjects in the bipolar group
had a present or past substance-use disorder.

NAA/Cr

Mean right DLPF NAA/Cr ratios were significantly lower
in the bipolar group compared to the control group (1.61 �
.12 vs. 1.68 � .08, p � .02; Mann–Whitney U) (Figure 2).
Mean left DLPF NAA/Cr ratios were not significantly

Figure 1. Placement of magnetic resonance spectroscopy voxels
in bilateral dorsolateral prefrontal cortex.

MRS in Pediatric Bipolar Disorder 1061BIOL PSYCHIATRY
2003;53:1059–1065



different between groups (Table 2). No differences in
mI/Cr or Cho/Cr levels were found (Table 2).

As we did not collect absolute levels of metabolites, we
performed analyses referencing to Cho and Cr. NAA/Cho

and NAA/Cho�Cr tended to yield the findings seen with
NAA/Cr (Table 2).

NAA/Cr ratios did not correlate significantly with age
in right (r � �.1, p � .63) or left DLPF (r � .18, p � .38).
Duration of bipolar illness tended to correlate inversely
with NAA/Cr ratios in right DLPF (Spearman rank rho �
�.419, p � .065) (see Figure 3).

Voxel Composition

Voxel segmentation revealed no significant differences
between the bipolar or control groups in percent voxel
composition of gray/white matter or CSF (white: t � .74,
p � .45; gray: t � �.26, p � .79; CSF: t � �.17, p � .86).
Voxel compositions are presented in Table 1.

Discussion

We found decreased NAA/Cr ratios in right prefrontal
cortex in children with BD who had at least one parent

Table 1. Demographics and Voxel Compositions of Subjects

Bipolar Control

n 15 11
Mean Age, Years (SD) 12.6 (2.9) 12.6 (2.9)
Gender, % Male 87 55
SES (SD) 3.9 (.9) 4.0 (.6)
Race

African American 1 (7) 1 (9)
Hispanic 1 (7) 0 (0)
Asian 0 (0) 1 (9)
Caucasian 13 (87) 9 (82)

IQ (SD) 111 (9.5) 114 (6.5)
Handedness, % Right 93 100
Comorbid Diagnoses (%)

ADHD 13 (87) 0 (0)
Anxiety D/O 4 (27) 0 (0)
Oppositional defiant D/O 8 (53) 0 (0)

Past Psychotropic Medication Exposure, %
Stimulants 80 0
TCAs 47 0
SSRIs 73 0
Atypical ADs 47 0
Lithium 40 0
Valproate 67 0
Carbamazepine 13 0
Antipsychotics 47 0
Any mood stabilizer 87 0

First degree relatives with mood disorder,
%

54 0

Right DLPF Gray, % (SD) 41.3 (8.6) 42.9 (5.5)
Right DLPF White, % (SD) 56.5 (8.6) 56.1 (7.8)
Left DLPF Gray, % (SD) 41.8 (6.5) 44.0 (5.9)
Left DLPF White, % (SD) 56.0 (6.6) 54.5 (6.7)

ADHD, attention-deficit/hyperactivity disorder; ADs, antidepressants; DLPF,
dorsolateral prefrontal cortex; D/O, disorder; IQ, intelligence quotient; SD, standard
deviation; SES, socioeconomic status; SSRIs, selective serotonin reuptake inhibi-
tors; TCAs, tricyclic antidepressants.

Figure 2. Percentage decrease in DLPF NAA/Cr in bipolar
subjects compared to controls. DLPF, dorsolateral prefrontal
cortex; NAA, N-acetylaspartate; Cr; creatine-phosphocreatine;
*p � .02.

Table 2. Neurometabolite Levels in DLPF

Metabolite Ratio
Control Group

(n � 11)
Bipolar Group

(n � 15) p

Right NAA/Cr 1.68 � .08 1.61 � .12 .02
Left NAA/Cr 1.61 � .07 1.59 � .13 .16
Right NAA/Cho 2.20 � .17 2.09 � .17 .10
Left NAA/Cho 2.17 � .16 2.03 � .18 .06
Right NAA/Cho�Cr .95 � .05 .91 � .06 .03
Left NAA/Cho�Cr .92 � .04 .89 � .06 .16
Right Cho/Cr .77 � .06 .77 � .08 .84
Left Cho/Cr .75 � .07 .78 � .07 .16
Right mI/Cr .46 � .03 .47 � .05 .47
Left mI/Cr .49 � .07 .46 � .05 .55

Cho, choline; Cr, creatine-phosphocreatine; DLPF, dorsolateral prefrontal
cortex; mI, myoinositol; NAA, N-acetylaspartate.

Figure 3. Duration of bipolar illness versus NAA/Cr in right
DLPF of patients with bipolar disorder. BD, bipolar disorder;
NAA, N-acetylaspartate; Cr, creatine-phosphocreatine; DLPF,
dorsolateral prefrontal cortex; *p � .065.
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with BD compared to healthy volunteers. This finding is
similar to results obtained from 1H-MRS studies of adults
with BD (Winsberg et al 2000) and schizophrenia (Berto-
lino et al 1998). An overall regional decrease in NAA/Cr
may indicate lower neuronal density or viability and
therefore dysfunction in the DLPF. The DLPF has been
suggested to have a role in mediation of affect and has
been implicated to have a role in the pathophysiology of
mood disorders in general and BD specifically. Previous
studies have found decreased DLPF metabolism and blood
flow in patients with primary (unipolar and bipolar) and
secondary (Parkinson and Huntington disease and stroke)
depression (for review, see Ketter et al 2001). Using fMRI,
researchers reported decreased right DLPF activity in
adults with BD viewing fearful faces (Yurgelun-Todd et al
2000). Winsberg et al (2000) found decreased NAA/Cr
levels in bilateral DLPF of adults with BD. Finally, a
histopathological study of postmortem brains reported
decreased neuronal and glial density in DLPF of BD
patients (Rajkowska et al 2001). These studies together
support a possible pathophysiological role of the DLPF in
BD, with putative decreased neuronal density in DLPF
leading to abnormal function in patients with BD.

The DLPF also has been hypothesized to play a role in
higher attention processing. As 87% of our bipolar sub-
jects had a comorbid diagnosis of ADHD, it is possible
that the decrease in NAA signal is related to the ADHD
condition as well as to BD. Reduced left DLPF NAA
levels have been reported in adults with ADHD (Hes-
slinger et al 2001), and bilateral globus pallidus NAA
decreases were noted in children with ADHD (Jin et al
2001). Determining the individual contributions of these
two disorders would be challenging, as ADHD is highly
comorbid with pediatric BD (Faraone et al 1997) and may
be an early phenotypic feature of the disorder itself. As
only two bipolar subjects in this study did not have
comorbid ADHD, we could not meaningfully separate
groups based on presence of ADHD for further analysis.

Furthermore, as we did not assess other brain regions,
we do not know if our findings represent a decrease in
NAA/Cr specifically in right DLPF or reflect a global
decrease in NAA; however, other researchers have found
no decreases in NAA levels in frontal lobes of children
with BD (Castillo et al 2000) or in temporal lobes of both
adults (Stoll et al 1995; Yurgelun-Todd et al 1993) and
children (Castillo et al 2000) with BD. Hence, it is
possible that decreased neuronal density in BD could be
specific to limbic and paralimbic areas such as DLPF.

Another potential confound of this study is that the
majority of bipolar subjects were taking psychotropic
medications at the time of scanning. Lithium may increase
brain NAA concentrations in adults (Moore et al 2000),
but it is not known what the effect combinations of mood

stabilizers and other medications may have on relative
neuronal density in the prefrontal cortex.

We did not find increased mI/Cr ratios, as had been
previously reported in children with BD (Davanzo et al
2001); however, in that study, all children were acutely
manic and had mI levels measured in ACC. Thus, it may
be that higher mI concentrations may occur in only acutely
manic children and/or only in ACC. Furthermore, in our
study, metabolites other than NAA were considered sec-
ondary outcome measures. Therefore, negative findings
regarding these metabolites should be approached with
caution, as we did not correct for multiple comparisons
and as our sample size was only able to detect large
effects.

Decreased NAA/Cr ratios were only found in right, not
left, DLPF. Some previous MRS studies of children with
mood disorders have supported left-sided prefrontal dif-
ferences. Steingard et al (2000) found increased Cho in left
orbitofrontal cortex in depressed children, but the right
side was not assessed. Farchione et al (2002) reported
increased Cho in left but not right DLPF in children with
major depression; however, Castillo et al (2000) found
both frontal lobes to have increased glutamate in children
with BD (no NAA differences were noted). Some studies
of bipolar depression also have supported abnormalities in
left greater than right prefrontal cortex. For example, PET
and single photon emission computer tomography
(SPECT) studies of bipolar depression have found more
marked hypofrontality in the left hemisphere (Baxter et al
1985; Bonne et al 1996; Delvenne et al 1990); however,
another SPECT study failed to detect such lateralized
changes in the depressed phase of BD (Tutus et al 1998).
Therefore, while a clear laterality has not been established
in mood disorders, many studies point to left-sided greater
than right-sided abnormalities. We found the reverse to be
true in this study, which might represent a separate
pathophysiology for early-onset BD or perhaps an early
manifestation of right-sided dysfunction, which eventually
leads to a compensatory left-sided dysfunction later in the
progression of the disorder.

It is unclear if relatively low concentrations of NAA in
DLPF occur as a trait marker (present since birth), occur
shortly before the onset of fully developed BD, or only
occur after the onset of BD as a type of degenerative
process. In this study, right DLPF NAA/Cr tended to
decrease as duration of bipolar illness increased, support-
ing a neurodegenerative hypothesis; however, this effect
may have been due to duration of exposure to psycho-
tropic medications, which likely increased in conjunction
with increasing duration of illness. A study of adults with
BD found decreased NAA/Cr in both right and left DLPF
(Winsberg et al 2000), with greater decreased NAA/Cr in
left (8.9%) than right (6.3%) DLPF. Adults with bipolar I
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disorder had a mean right DLPF NAA/Cr ratio of 1.56 �
.09, lower than that in our children with BD, again
supporting a gradual neurodegenerative process in patients
with BD as they age; however, in that study, controls had
a mean NAA/Cr ratio of 1.74 � .18 in the right DLPF,
slightly higher than that in our younger controls. Since
NAA/Cr ratios are thought to gradually decrease through-
out the brain with age due to increasing Cr concentrations
(Pfefferbaum et al 1999), our findings may not be com-
parable to this previous study. Measurement of absolute
NAA concentrations would help control for these age-
related differences.

Limitations

Our study was limited by the relatively small sample size
of patients and controls. All bipolar subjects were euthy-
mic, but inclusion of three patients with significant mood
symptoms may prevent limiting specificity of results to
only euthymic patients. Furthermore, patients continued
psychotropic medications, most of which have not been
studied in regard to their effects on neurometabolites, and
stimulants were discontinued for only 24 hours. For
example, antipsychotics have been reported to increase
NAA/Cr ratios in DLPF in patients with schizophrenia
(Bertolino et al 2001). A normalizing phantom was not
used in this study to control for scanner drift, which may
cause variable detection of neurometabolite concentrations
over time. Similarly, test/retest checks of voxel placement
were not done to prevent slight variations in voxel place-
ment across subjects. Cr was used as a reference, as
absolute concentrations of metabolites were not obtained.
Cr has historically been used as a stable reference for gray
matter in the brain, but more recently, the stability of
levels of this metabolite has been questioned. Therefore,
we performed analyses referencing to other metabolites,
which tended to yield results similar to using Cr as a
reference. A small fraction of the NAA signal is thought to
be due to the presence of unidentified macromolecules
with similar resonance; however, the effect of these
macromolecules on NAA/Cr ratios in our research sub-
jects could not be determined at this time. We also cannot
generalize the finding of decreased NAA to other portions
of the brain. Finally, all patients were bipolar offspring
and mostly Caucasian; therefore, these results may not be
generalizable to children with BD without a bipolar parent
or non-Caucasian children with BD.

Nevertheless, this study has demonstrated intriguing
abnormalities of neurometabolite concentrations in chil-
dren and adolescents with BD. Decreased prefrontal
NAA/Cr ratios may indicate decreased neuronal density,
leading to functional abnormalities in prefrontal cortex. A
longitudinal study of greater numbers of bipolar offspring

before and after the onset of fully developed BD is
required to further investigate the role of NAA in the
pathogenesis of BD.

This work was supported in part by National Institutes of Health Grants
MH01142, MH19908, MH050047, and HD31715 (Dr. Reiss); a
NARSAD Young Investigators Award and National Institutes of Health
Grant MH64460-01 (Dr. Chang); and by a grant from the Stanley
Foundation (Dr. Ketter).

References
Andreasen NC, Endicott J, Spitzer RL, Winokur G (1977): The

family history method using diagnostic criteria. Reliability
and validity. Arch Gen Psychiatry 34:1229–1235.

Baxter LR Jr, Phelps ME, Mazziotta JC, Schwartz JM, Gemer
RH, Selin CE, et al (1985): Cerebral metabolic rates for
glucose in mood disorders. Studies with positron emission
tomography and fluorodeoxyglucose F 18. Arch Gen Psychi-
atry 42:441–447.

Baxter LR Jr, Schwartz JM, Phelps ME, Mazziotta JC, Guze BH,
Selin CE, et al (1989): Reduction of prefrontal cortex glucose
metabolism common to three types of depression. Arch Gen
Psychiatry 46:243–250.

Bertolino A, Callicott JH, Mattay VS, Weiderhammer KM,
Rakow R, Egan MF, et al (2001): The effect of treatment with
antipsychotic drugs on brain N-acetylaspartate measures in
patients with schizophrenia. Biol Psychiatry 49:39–46.

Bertolino A, Callicott JH, Nawroz S, Mattay VS, Duyn JH,
Tedeschi G, et al (1998): Reproducibility of proton magnetic
resonance spectroscopic imaging in patients with schizophre-
nia. Neuropsychopharmacology 18:1–9.

Bonne O, Krausz Y, Gorfine M, Karger H, Gelfin Y, Shapira B,
et al (1996): Cerebral hypoperfusion in medication resistant,
depressed patients assessed by Tc99 m HMPAO SPECT. J
Affect Disord 41:163–171.

Botteron KN, Raichle ME, Drevets WC, Heath AC, Todd RD
(2002): Volumetric reduction in left subgenual prefrontal
cortex in early onset depression. Biol Psychiatry 51:342–344.

Castillo M, Kwock L, Courvoisie H, Hooper SR (2000): Proton
MR spectroscopy in children with bipolar affective disorder:
Preliminary observations. AJNR Am J Neuroradiol 21:832–
838.

Davanzo P, Thomas MA, Yue K, Oshiro T, Belin T, Strober M,
et al (2001): Decreased anterior cingulate myo-inositol/crea-
tine spectroscopy resonance with lithium treatment in chil-
dren with bipolar disorder. Neuropsychopharmacology
24:359–369.

Delvenne V, Delecluse F, Hubain PP, Schoutens A, De Maerte-
laer V, Mendlewicz J (1990): Regional cerebral blood flow in
patients with affective disorders. Br J Psychiatry 157:359–
365.

Drevets WC, Price JL, Simpson JR Jr, Todd RD, Reich T,
Vannier M, et al (1997): Subgenual prefrontal cortex abnor-
malities in mood disorders. Nature 386:824–827.

Faraone SV, Biederman J, Wozniak J, Mundy E, Mennin D,
O’Donnell D (1997): Is comorbidity with ADHD a marker for

1064 K. Chang et alBIOL PSYCHIATRY
2003;53:1059–1065



juvenile-onset mania? J Am Acad Child Adolesc Psychiatry
36:1046–1055.

Farchione TR, Moore GJ, Rosenberg DR (2002): Proton mag-
netic resonance spectroscopic imaging in pediatric major
depression. Biol Psychiatry 52:86–92.

First MB, Spitzer RL, Gibbon M, Williams JBW (1995):
Structured Clinical Interview for DSM-IV Axis I Disorders—
Patient Edition (SCID-I/P, Version 2.0). New York, NY:
Biometric Research, New York State Psychiatric Institute.

Fristad MA, Weller RA, Weller EB (1995): The Mania Rating
Scale (MRS): Further reliability and validity studies with
children. Ann Clin Psychiatry 7:127–132.

Geller B, Zimerman B, Williams M, Bolhofner K, Craney JL,
DelBello MP, et al (2001): Reliability of the Washington
University in St. Louis Kiddie Schedule for Affective Disor-
ders and Schizophrenia (WASH-U-KSADS) mania and rapid
cycling sections. J Am Acad Child Adolesc Psychiatry
40:450–455.

Geller BG, Warner K, Williams M, Zimerman B (1998): Prepu-
bertal and young adolescent bipolarity versus ADHD: Assess-
ment and validity using the WASH-U-KSADS, CBCL AND
TRF. J Affect Disord 51:93–100.

Geller BG, Williams M, Zimerman B, Frazier J (1996): WASH-
U-KSADS (Washington University in St. Louis Kiddie Sched-
ule for Affective Disorders and Schizophrenia). St. Louis,
MO: Washington University.

Hesslinger B, Thiel T, Tebartz van Elst L, Hennig J, Ebert D
(2001): Attention-deficit disorder in adults with or without
hyperactivity: Where is the difference? A study in humans
using short echo (1)H- magnetic resonance spectroscopy.
Neurosci Lett 304:117–119.

Jin Z, Zang YF, Zeng YW, Zhang L, Wang YF (2001): Striatal
neuronal loss or dysfunction and choline rise in children with
attention-deficit hyperactivity disorder: A 1H-magnetic reso-
nance spectroscopy study. Neurosci Lett 315:45–48.

Kaufman J, Birmaher B, Brent D, Rao U, Flynn C, Moreci P, et
al (1997): Schedule for Affective Disorders and Schizophre-
nia for School-Age Children-Present and Lifetime Version
(K-SADS-PL): Initial reliability and validity data. J Am Acad
Child Adolesc Psychiatry 36:980–988.

Ketter TA, Kimbrell TA, George MS, Dunn RT, Speer AM,
Benson BE, et al (2001): Effects of mood and subtype on
cerebral glucose metabolism in treatment-resistant bipolar
disorder. Biol Psychiatry 49:97–109.

Kovacs M (1985): The Children’s Depression Inventory (CDI).
Psychopharmacol Bull 21:995–998.

Martinot JL, Hardy P, Feline A, Huret JD, Mazoyer B, Attar-
Levy D, et al (1990): Left prefrontal glucose hypometabolism
in the depressed state: A confirmation. Am J Psychiatry
147:1313–1317.

Moore GJ, Bebchuk JM, Hasanat K, Chen G, Seraji-Bozorgzad
N, Wilds IB, et al (2000): Lithium increases N-acetyl-
aspartate in the human brain: In vivo evidence in support of
bcl-2’s neurotrophic effects? Biol Psychiatry 48:1–8.

Nolan CL, Moore GJ, Madden R, Farchione T, Bartoi M, Lorch
E, et al (2002): Prefrontal cortical volume in childhood-onset

major depression: Preliminary findings. Arch Gen Psychiatry
59:173–179.

Ongur D, Drevets WC, Price JL (1998): Glial reduction in the
subgenual prefrontal cortex in mood disorders. Proc Natl
Acad Sci USA 95:13290–13295.

Otsu NA (1979): A Threshold Method Selection from Gray
Level Histograms. IEEE Transactions on Systems, Man, and
Cybernetics. 9:62–66.

Pfefferbaum A, Adalsteinsson E, Spielman D, Sullivan EV, Lim
KO (1999): In vivo spectroscopic quantification of the N-
acetyl moiety, creatine, and choline from large volumes of
brain gray and white matter: Effects of normal aging. Magn
Reson Med 41:276–284.

Rajkowska G, Halaris A, Selemon LD (2001): Reductions in
neuronal and glial density characterize the dorsolateral pre-
frontal cortex in bipolar disorder. Biol Psychiatry 49:741–
752.

Reischies FM, Hedde JP, Drochner R (1989): Clinical correlates
of cerebral blood flow in depression. Psychiatry Res 29:323–
326.

Ross B, Michaelis T (1994): Clinical applications of magnetic
resonance spectroscopy. Magn Reson Q 10:191–247.

Steingard RJ, Yurgelun-Todd DA, Hennen J, Moore JC, Moore
CM, Vakili K, et al (2000): Increased orbitofrontal cortex
levels of choline in depressed adolescents as detected by in
vivo proton magnetic resonance spectroscopy. Biol Psychia-
try 48:1053–1061.

Stoll AL, Renshaw PF, De Micheli E, Wurtman R, Pillay SS,
Cohen BM (1995): Choline ingestion increases the resonance
of choline-containing compounds in the human brain: An in
vivo proton magnetic resonance spectroscopy study. Biol
Psychiatry 37:170–174.

Tutus A, Simsek A, Sofuoglu S, Nardali M, Kugu N, Karaaslan
F, et al (1998): Changes in regional cerebral blood flow
demonstrated by single photon emission computed tomogra-
phy in depressive disorders: Comparison of unipolar vs.
bipolar subtypes. Psychiatry Res 83:169–177.

Urenjak J, Williams SR, Gadian DG, Noble M (1993): Proton
nuclear magnetic resonance spectroscopy unambiguously
identifies different neural cell types. J Neurosci 13:981–989.

Winsberg ME, Sachs N, Tate DL, Adalsteinsson E, Spielman D,
Ketter TA (2000): Decreased dorsolateral prefrontal N-acetyl
aspartate in bipolar disorder. Biol Psychiatry 47:475–481.

Young RC, Biggs JT, Ziegler VE, Meyer DA (1978): A rating
scale for mania: Reliability, validity and sensitivity. Br J
Psychiatry 133:429–435.

Yurgelun-Todd DA, Gruber SA, Kanayama G, Killgore WD,
Baird AA, Young AD (2000): FMRI during affect discrimi-
nation in bipolar affective disorder. Bipolar Disord 2:237–
248.

Yurgelun-Todd DA, Renshaw PF, Waternaux CM (1993). 1H
spectroscopy of the temporal lobes in schizophrenic and
bipolar patients. In: Proceedings of the Society of Magnetic
Resonance in Medicine: Twelfth Annual Scientific Meeting,
vol. 3. 1993:1539.

MRS in Pediatric Bipolar Disorder 1065BIOL PSYCHIATRY
2003;53:1059–1065


	Decreased N-Acetylaspartate in Children with Familial Bipolar Disorder
	Introduction
	Methods and Materials
	Statistical Analysis

	Results
	Cohort
	NAA/Cr
	Voxel Composition

	Discussion
	Limitations



