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Abstract

Background: Schizophrenia is a complex genetic disorder caused by multiple genetic and environmental
factors. The dystrobrevin-binding protein | (DTNBPI: dysbindin-1) gene is a major susceptibility gene for
schizophrenia. Genetic variations in DTNBPI are associated with cognitive functions, general cognitive
ability and memory function, and clinical features of patients with schizophrenia including negative
symptoms and cognitive decline. Since reduced expression of dysbindin-1 has been observed in
postmortem brains of patients with schizophrenia, the sandy (sdy) mouse, which has a deletion in the
Dtnbp| gene and expresses no dysbindin-1 protein, could be an animal model of schizophrenia. To address
this issue, we have carried out a comprehensive behavioral analysis of the sdy mouse in this study.

Results: In a rotarod test, sdy mice did not exhibit motor learning whilst the wild type mice did. In a
Barnes circular maze test both sdy mice and wild type mice learned to selectively locate the escape hole
during the course of the training period and in the probe trial conducted 24 hours after last training.
However, sdy mice did not locate the correct hole in the retention probe tests 7 days after the last training
trial, whereas wild type mice did, indicating impaired long-term memory retention. A T-maze forced
alternation task, a task of working memory, revealed no effect of training in sdy mice despite the obvious
effect of training in wild type mice, suggesting a working memory deficit.

Conclusion: Sdy mouse showed impaired long-term memory retention and working memory. Since
genetic variation in DTNBPI is associated with both schizophrenia and memory function, and memory
function is compromised in patients with schizophrenia, the sdy mouse may represent a useful animal
model to investigate the mechanisms of memory dysfunction in the disorder.
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Background

Schizophrenia is a complex genetic disorder characterized
by profound disturbances of cognition, emotion and
social functioning. DTNBP1 (dystrobrevin binding pro-
tein 1; dysbindin-1) has been one of the most studied and
promising schizophrenia susceptibility genes [1-3]. Post-
mortem brain studies have demonstrated reduced expres-
sion of dysbindin-1 protein and mRNA in the
schizophrenic brain [4-6]. DTNBP1 risk haplotypes for
schizophrenia have been associated with decreased gene
expression, whereas DTNBP1 protective haplotypes for
the disorder have been associated with increased gene
expression [7]. Furthermore, chronic treatment of mice
with antipsychotics was not found to affect the expression
levels of dysbindin-1 protein and mRNA in their brains
[6,8], suggesting that prior evidence of lower dysbindin-1
protein and mRNA levels in the postmortem brains of
schizophrenics is not likely to be an artifact of antemor-
tem drug treatment. Together, these data indicate that the
dysbindin-1 gene may confer susceptibility to schizophre-
nia through reduced expression.

Dysbindin-1 is expressed relatively ubiquitously in the
brain, localized to neuronal cell bodies. It is expressed in
regions implicated in schizophrenia, including the frontal
cortex, temporal cortex, hippocampus, caudate, putamen,
nucleus accumbens, amygdala, thalamus, and midbrain
[5]- It may be involved in glutamatergic and dopaminer-
gic function related to the pathophysiology of schizophre-
nia [9-13]. As the behavioral level, a genetic variation of
DTNBP1 was reported to influence general cognitive abil-
ity and to be associated with cognitive decline in schizo-
phrenia [14,15]. Memory function, one of the
representative neurobiological traits related to the risk for
developing schizophrenia, was also associated with
genetic variations in DTNBP1 [16,17]. Moreover, the asso-
ciation between some clinical features of schizophrenia,
such as its negative symptoms, and a risk haplotype of
DTNBP1 has been demonstrated [18,19]. Risk genetic var-
iations in DTNBP1, therefore, might be related to the cog-
nitive functions affected in schizophrenia.

Obtaining an animal model of schizophrenia is extremely
important in investigating the pathogenesis and treatment
of the disease [20,21]. If a specific gene is suggested to be
involved in schizophrenia by human genetic studies, the
role of the gene should be examined in detail by using ani-
mals that carry abnormal expression and/or function of
the genes [22]. Several mice with mutations in putative
schizophrenia susceptibility genes have been shown to
exhibit behavioral abnormalities reminiscent of schizo-
phrenia [23-28]. Improved animal models of schizophre-
nia will provide valuable advances in the treatment of
patients with the disorder.

http://www.molecularbrain.com/content/1/1/11

Recently, we provided the first report of a behavioral anal-
ysis of the sandy (sdy) mutant mouse, which expresses no
dysbindin-1 protein owing to a deletion in the dysbindin-
1 gene [9]. Sdy was reported as a mutant mouse with
diluted pigmentation that arose spontaneously in the
DBA/2] inbred mouse strain and has simultaneous defects
in melanosomes, lysosomes and platelet dense granules
[29]. The sdy mice showed less activity and spent less time
in the center of an open field apparatus [9]. Consistent
with the latter observation, sdy mice also displayed evi-
dence of heightened anxiety-like responses and deficits in
social interaction [9]. However, cognitive ability has not
been examined in sdy mice, although human genetic
studies have consistently shown the effects of DTNBP1
genotypes on human cognitive function. Therefore, we
performed a battery of behavioral analyses including
memory performance in sdy mice.

Results

General behavioral characteristics of sdy mice

To address the behavioral effects of Dtnbp1 deficiency, we
subjected sdy mutant mice to a comprehensive behavioral
test battery that covers many distinct behavioral domains,
from simple sensorimotor functions to higher brain func-
tions, including learning and memory. We present here
results showing significant impact of Dtnbp1 deficiency.
The raw data of behavioral tests, which are not described
in this paper, are disclosed in the gene-brain-phenotyping
database https://behav.hmro.med.kyoto-u.ac.jp/. The
results of social interaction, hot plate test, acoustic startle
response and its prepulse inhibition and the passive
avoidance test are open to the public in the database. Sdy
mice did not differ significantly from wild type mice in
overall health and appearance, body weight (wild type,
25.09 = 0.386 g sdy, 24.985 = 0.623 g, F(1, 38) = 0.021,
p = 0.8868; genotype effect), or core body temperature
(wild type, 36.8 + 0.146°C; sdy, 36.445 + 0.121°C, F(1,
38) = 3.509, p = 0.0688; genotype effect). In addition,
there was no significant difference between sdy mice and
wild type mice in sensory-motor reflex (eye blink, ear
touch, whisker twitch, righting reflex; data not shown) or
muscular strength assessed in grip strength test (wild type,
0.623 + 0.023 N; sdy, 0.675 + 0.02 N, F(1, 38) =3.037, p
=0.0895) and wire hang test (wild type, 42.05 + 3.774 sec;
sdy, 38.65 + 4.234 sec, F(1, 38) = 0.359, p = 0.5524).

Locomotor activity and motor coordination of sdy mice

To examine spontaneous locomotor activity and response
to a novel environment, sdy mice and wild type mice were
assayed in an open field test. Sdy mice showed decreased
locomotor activity and exploratory behavior (distance
traveled in 120 min: wild type, 5829.850 + 665.814 cm;
sdy, 4208.250 + 432.967 cm, F(1, 38) = 4.220, p =
0.0469) (Additional figure 1A). There was no significant
difference in the vertical activity, stereotypic behavior or
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time spent in the center area in the open field test (Addi-
tional figure 1B, C, and 1D).

Decreased locomotor activity and exploratory behavior
were also detected in the light/dark transition test (Addi-
tional figure 2A, B). There was a significant genotype dif-
ference in distance traveled in the dark box (F(1, 38) =
21.437, p < 0.0001) and time course for the decrease in
distance traveled in the dark box was significantly differ-
ent between genotypes (F(9, 342) = 1.958, p = 0.0434)
(Additional figure 2B). There was no significant difference
in time spent in the light box, often used as an index of
anxiety-like behavior. We also conducted an elevated plus
maze test to assess anxiety-like behaviors and no signifi-
cant difference between genotypes was observed (Addi-
tional figure 3).

In a rotarod test, wild type mice demonstrated significant
improvement in latencies to fall (F(5, 95) = 5.024, p =
0.0004; trial effect), which was not evident in the sdy mice
(F(5,95) =1.290, p = 0.2749; trial effect) (Figure 1). Since
the effect of motor learning reached a plateau in wild type
mice after the 5th trial, we compared the performance of
each genotype in the 5th and 6th trials. In these trials,
there was a significant difference in latency to fall between
sdy and wild type mice (F(1,38) = 5.720, p = 0.0218; gen-
otype effect). In addition, sdy mice showed a swimming
deficit in a Porsolt forced swim test, where more sdy mice
drawn to death than wild type mice (wild type, O out of 8

A

p=0.0218
’8\ 150+
=0.0004
2 125 ?wild type; trial effect)
‘© 1004
L
o 751 p=0.2749
- (sdy mice; trial effect)
> 501
_,OC_-E 25_ O wild type (n=20)
® ® sdy mice (n=20)
| O T T T T T T
123 456
Trials
Figure |

Motor coordination deficit of sdy mice. Latency to fall
(second) from the rotating drum was counted in wild type
mice and sdy mice in a rotarod test. First 3 trials were con-
ducted on the first day, and later 3 trials were conducted on
the second day. The trial effects of each genotype were ana-
lyzed by one-way repeated measures ANOVA and the geno-
type effect in 5th and 6th trial was analyzed by two-way
repeated measures ANOVA.
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mouse was died; sdy, 3 out of 8 mice were died, Fisher's
exact test, p = 0.20). While this difference did not reach
statistical significance, an effect may have been seen if we
had stopped the experiment prematurely due to the dras-
tic consequences. We suspect the reason for the sdy mice
drowning in the experiment may have been due to deficits
in swimming ability and/or exercise performance.

Performance in the Barnes circular maze test

Long term spatial memory, which is dependent on the
functioning of the hippocampus, was assessed in sdy mice
and wild type mice using a Barnes circular maze [30-32].
The task is similar to the Morris water maze as both tests
require an escape response. The Barnes maze test was cho-
sen for this study since it does not involve swimming like
the Morris water maze [30-32]. Given the possible motor
deficits in sdy mice, swimming ability might have given
an advantage to wild type mice over sdy mice in the Mor-
ris water maze.

Both sdy mice and wild type mice learned to locate the
escape hole during the course of the training period as
indicated by a progressive reduction in latencies and num-
bers of errors to escape (wild type, F(32, 512) =2.896, p <
0.0001, sdy, F(32, 448) = 2.806, p < 0.0001; trial effect
was analyzed by one-way repeated measures analysis of
variance (ANOVA)). Through the training trials, there
were no statistical differences between sdy mice and wild
type mice in latencies (F(1, 30) = 0.001, p = 0.9707; gen-
otype effect), errors (F(1, 30) = 0.429, p = 0.5176; geno-
type effect), and distances (F(1, 30) = 0.058, p = 0.8108;
genotype effect) to escape through the target hole (Figure
2A).

The probe trial was conducted 24 hours after the last train-
ing session. Both sdy mice and wild type mice selectively
located the correct target hole where the escape box had
been and both sdy mice and wild type mice spent signifi-
cantly more time around the target hole compared to the
holes adjacent to the target (paired t-test, wild type: t(17)
= 4.645, p = 0.0002; sdy mice: t(13) = 6.538, p < 0.0001)
(Figure 2B). To assess the long-term retention of spatial
memory in sdy mice, we also conducted probe tests 7 days
after the last training trial. During the retention probe test,
wild type mice selectively located the correct target hole
where the escape box had been and spent significantly
more time around the target hole compared to the adja-
cent holes (paired-test, t(17) = 3.239, p = 0.0048), but sdy
mice did not (paired-test, t(13) = 0.983, p = 0.3437)(Fig-
ure 2C). These results indicate that sdy mice are impaired
in memory retention rather than memory recall.

Performance in the T-maze forced alternation task
We next examined a T-maze forced alternation task in sdy
mice and wild type mice, a task of working memory [33-
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Deficit of long-term memory retention in sdy mice. (A) Latency to reach the target hole (up), numbers of errors (mid-
dle) and distance to reach the target hole (bottom) across training were recorded. Data were analyzed by two-way repeated
measures ANOVA. Data are presented as averages of 3 trials. (B) Time spent around each hole in the probe trial conducted 24
hours after last training. (C) Time spent around each hole in the probe trial conducted 7 days after last training. Time spent
around target hole and holes adjacent to the target were compared by paired t-test.
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Working memory deficit in sdy mice. The percent of correct choices in T-maze forced alternation task was presented.
Data were analyzed by two-way repeated measures ANOVA. Improvements of performance over training were analyzed one-
way repeated measures ANOVA. (B) Apparatus of the T-maze forced alternation task.

35]. Wild type mice improved their performance over
training as measured by an increase in the number of cor-
rect choices made (F(14, 238) =3.067, p = 0.0002; session
effect), while sdy mice did not (F(14, 210) = 0.952, p =
0.5041; session effect). There was a significant session by
genotype interaction effect on the percent of correct
choices (F(14, 448) = 1.760, p = 0.0421). After acquisition
trials, sdy mice demonstrated significantly less correct
choices made than wild type mice (F(1, 32) = 8.031, p =
0.0079; from 11t to 15t session) (Figure 3A).

To increase the difficulty of the task, a delay period (10,
30, 60 sec) was applied. Under these conditions, there was
no significant difference in the percentage of correct
choices made between sdy and wild type mice (10 sec
delay, F(1, 32) = 0.041, p = 0.8412; 30 sec delay, F(1, 32)
= 1.096, p = 0.3030; 60 sec delay, F(1, 32) = 0.479, p =
0.4939). However, DBA/2]J, the background strain of sdy
mice, has been reported to demonstrate relatively lower
performance of working memory in radial maze com-
pared to other inbred strains such as C57BL/6] and BALB/
cJ [36]. Therefore, increasing the difficulty of the task with
a delay period may have masked the effect of genotype.

Discussion

The lack of Dtnbp1 did not lead to obvious abnormalities
in overall health, appearance, sensory-motor reflex or
muscular strength. However, sdy mice demonstrated
abnormal behaviors some of which are reminiscent of
schizophrenia. Firstly, sdy mice showed hypolocomotor
activity, which is consistent with our previous report on
the behavior of sdy mice [9]. In most animal models of
schizophrenia, hyperlocomotor activity is considered of
potential relevance to the positive symptoms of schizo-
phrenia. Speculatively, the decreased activity, shown by
sdy mice, could be related to negative symptoms of schiz-
ophrenia.

In addition, we found poor motor learning in the rotarod
test. It is known that motor skill learning assessed by
rotary pursuit is impaired in patients with schizophrenia
[37,38]. One possibility is that deficit in motor learning
could be part of a pattern of generalized neuropsycholog-
ical impairment in schizophrenic patients. Such an expla-
nation could also apply to the sdy mice since they
demonstrated cognitive deficits in the present study as
well as learning deficits. Another possible explanation for
the motor learning deficits in sdy mice is that they reflect

Page 5 of 12

(page number not for citation purposes)



Molecular Brain 2008, 1:11

poor motor coordination, likely to have affected the sdy
mice since they also exhibited swimming deficits in the
Porsolt forced swim test. Neuromotor dysfunction is con-
sistently found in schizophrenia [39-41]. Dysbindin-1,
which binds to dystrobrevin, is expressed in neuromuscu-
lar junctions and cerebellar tissues [42]. Similar to our
results of motor coordination deficits in sdy mice, dystro-
brevin knockout mice also show poor motor coordination
[42].

In addition to abnormal motor related behaviors, sdy
mice also displayed cognitive impairments including
impaired memory retention and working memory. Mem-
ory function is one of the representative neurobiological
traits of schizophrenia and is deeply disturbed in patients
with the disorder [43,44]. Although previous study
reported enhanced anxiety-like behavior in sdy mice [9],
sdy mice did not show altered anxiety-like behavior in the
present study. For example, in the previous study, appara-
tus with a black walk way was used in the elevated plus
maze test, while we used apparatus with white walk way.
The illumination level and time behavior was observed
for was also different between studies. Hattori et al. exam-
ined behavior for 20 minutes, while we examined for only
10 minutes. Consistent with our results, however, anxiety-
like behavior was unaltered in sdy mice within the first 10
minutes of the Hattori et al study, suggesting we may have
observed anxiety-related changes had we observed the
mice for longer. On the other hand, sdy mice showed
decreased locomotor activity in open field test (Addi-
tional figure 1) and light/dark transition test (Additional
figure 2). In light/dark transition test, the time course of
distance traveled in the dark box was different between
genotypes (Additional figure 2B), suggesting abnormal
habituation to a novel environment in sdy mice. This
reduction of locomotor activity in sdy mice caused by
novel and stressful environment may affect anxiety-like
behavior in the previous study.

Overall therefore, the data presented show deficits in
exploratory activity and memory which could be consist-
ent with the negative and cognitive symptoms of schizo-
phrenia and with neuropsychological and neuromotor
deficits seen in the disorder. However, the schizophrenia
phenotype is unlikely to be simulated in animal models
through the disruption of a single gene, and it should be
pointed out that similar behavioral effects can be seen fol-
lowing the disruption of genes thought to have little to do
with schizophrenia. Notwithstanding, the phenotypes in
the sdy mice may be useful for understanding the neuro-
biological role of dysbindin and may be relevant to partic-
ular endophenotypes of schizophrenia.

http://www.molecularbrain.com/content/1/1/11

Coghnitive deficits of sdy mice as an animal model of
cognitive dysfunctions of schizophrenia

As dysbindin-1 is a susceptibility gene for schizophrenia,
sdy mice could be a good animal model of the disorder.
In the present study, we demonstrated that sdy mice dis-
played cognitive deficits including impaired long-term
memory retention in the Barnes maze test and impaired
working memory in the T-maze forced alternation task.
Cognitive dysfunctions, including impaired attention,
decreased working memory and decreased long term
memory retention, are described as core symptoms of
schizophrenia [45]. Cognitive deficits have also com-
monly been observed in other pharmacological, neurode-
velopmental, and genetic animal models for
schizophrenia [46,47]. Recently, mice with mutations in
several schizophrenia susceptibility genes have been
shown to have cognitive deficits. For example, mice with
mutations in Neuregulin-1, Disrupted in schizophrenia 1
(DISC1) and calcineurin, all identified as risk genes for
schizophrenia [3,48,49], show impaired working mem-
ory. [25,50-52]. YWHAE, a binding partner of DISC1, was
also identified as a susceptibility gene for schizophrenia
and heterozygous knockout mice of this gene also causes
working memory deficits [24]. Mutant mice relevant to
both the dopamine and glutamate hypotheses of schizo-
phrenia similarly show working memory deficits, includ-
ing mice lacking D2 and D3 receptors [53], mice with
transient striatal overexpression of D2 [54], GluR1 knock-
out mice [55] and mice with dentate gyrus specific NMDA
receptor knockout [56]. In addition, we have demon-
strated working memory deficits in knockout mice for the
alpha-isoform of calcium/calmodulin dependent kinase
(alpha-CaMKII) [28], a major signaling molecule down-
stream of NMDARs associated with both schizophrenia
and working memory in humans [57]. Thus several
diverse animal models show behavioral abnormalities in
memory function in common with the sdy mouse. This
suggests that the sdy mouse may have not only construct
validity but also reasonable face validity, as a model of the
cognitive dysfunctions of schizophrenia.

Why does Dysbindin-1 deficiency cause impairments in
working memory and long term memory retention?
Several lines of evidence indicate that the dentate gyrus
and mossy fiber terminus play important roles in working
memory and long term memory retention [58-61]. Den-
tate gyrus is activated by spatial working memory tasks
[62,63] and others have reported a highly positive corre-
lation between spatial working memory performance and
the size of the mossy fiber terminals [64,65]. Likewise,
Ramirez-Amaya and colleagues show mossy fiber synap-
togenesis correlates with performance of spatial long-term
memory retention in a water maze test [66]. We recently
reported that continuous neurogenesis in dentate gyrus is
essential for long-term memory retention [67]. In addi-
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tion, mossy fiber — CA3 synapses exhibit long-term plas-
ticity phenomena, such as long term potentiation [68],
which may contribute to hippocampal memory process-
ing.

In reference to deficits of the dentate gyrus and spatial
working memory, mutant mice of the DISC1 gene and the
alpha-CaMKII gene should be noted. Mice lacking a C-ter-
minal portion of DISC1 show morphological abnormali-
ties in the dentate gyrus and deficits of spatial working
memory [69]. Heterozygous knockout mice of alpha-
CaMKII, which displayed a severe working memory defi-
cit, had remarkable abnormalities in their dentate gyrus
that is referred as immature dentate gyrus [28]. In the den-
tate gyrus of alpha-CaMKII heteroknockout mice,
increased transmission and reduced frequency facilitation
at the synapses between mossy fibers and CA3 pyramidal
cells [28]. These mice with deficits in working memory
and long term memory retention showed abnormalities
in dentate gyrus. Abnormality in dentate gyrus of sdy
mouse has not been reported, however, dysbindin-1
could play a critical role in memory disturbance in schiz-
ophrenia via dentate gyrus. Indeed, dysbindin-1 is
expressed at highly levels in the dentate gyrus and mossy
fibers [6,70]. Moreover, dysbindin-1 mRNA in the hip-
pocampal formation of patients with schizophrenia
shows reduced expression in dentate granule and poly-
morph cells and in CA3, but not in CA1 [4]. Talbot and
colleagues similarly reported that the reduction of dysbin-
din-1 was relatively restricted in dentate gyrus and mossy
fiber terminus of patients with schizophrenia [6]. This
presynaptic reduction of dysbindin-1 protein was
inversely correlated with increased expression of vesicular
glutamate transporter-1, indicating glutamatergic altera-
tions within intrinsic hippocampal formation connec-
tions in schizophrenia. We previously reported that
dysbindin-1 plays a role in the glutamate neurotransmis-
sion [13]. Overexpression of dysbindin-1 induced the
expression of two pre-synaptic proteins, SNAP25 and syn-
apsin I, and increased extracellular basal glutamate levels
and release of glutamate evoked by high potassium in pri-
mary cortical neuronal culture. Conversely, knockdown
of endogenous dysbindin-1 protein by small interfering
RNA (siRNA) resulted in the reduction of pre-synaptic
protein expression and glutamate release, suggesting that
dysbindin-1 might influence exocytotic glutamate release
via upregulation of the molecules in pre-synaptic machin-
ery. Consistent with this role of dysbindin-1, altered regu-
lation of exocytosis and vesicle biogenesis in neurons has
been reported in sdy mice [71]. This included specific
defects in neurosecretion and vesicular morphology in
hippocampal synapses such as larger vesicle size, slower
quantal vesicle release, lower release probability, and
smaller total population of the readily releasable vesicle
pool. Collectively therefore, these data suggest that defi-
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ciency of dysbindin-1 could be linked to glutamatergic
dysfunction in the dentate gyrus and mossy fibers, and
this could possibly underpin cognitive deficits related to
the dentate gyrus in both schizophrenia and sdy mice.

In addition to being implicated in glutamatergic neuro-
transmission, dysbindin is also highly expressed in
dopaminergic nuclei [5,12]. A recent study found that
DTNBP1 siRNA transfection reduced dysbindin-1 protein,
increased surface expression of dopamine D2 receptor
and blocked dopamine-induced internalization of
dopamine D2 receptor in SH-SY5Y cells [11]. Dysbindin-
1, via its role in BLOC-1, may thus regulate recycling of
dopamine D2 receptor in postsynaptic targets of
dopaminergic synapses [11]. Another study reported that
dopamine release was increased by siRNA-mediated
silencing of dysbindin-1 in PC12 cells [12]. We found that
sdy mice displayed lower levels of dopamine in the cere-
bral cortex, hippocampus, and hypothalamus compared
to wild type mice [9,10], further demonstrating that dys-
bindin-1 plays a crucial role in the dopaminergic system.
Altered dopaminergic transmission in sdy mice could be
related to the deficits of working memory, since mice defi-
cient for dopamine D2 and D3 receptors and mice selec-
tively overexpressing striatal dopamine D2 receptors show
working memory deficits [53,54]. The former mice exhib-
ited abnormal dopamine D1 receptor activity in the fron-
tal cortex, and the latter mice also displayed altered
dopamine levels, rates of dopamine turnover, and activa-
tion of D1 receptors in the frontal cortex. In addition, D1
receptor blockade in hippocampus - prefrontal cortex cir-
cuits has been shown to disrupt working memory in the
rat [72,73]. These data therefore suggest that the memory
impairment observed in sdy mice might be related to the
dopaminergic system and dopaminergic projections to
the frontal cortex. Indeed, dopamine has a major role in
regulating the excitability of the cortical neurons upon
which the working memory function of the prefrontal cor-
tex depends [74].

Conclusion

We have provided the first report of impaired long-term
memory retention and working memory in sdy mutant
mice, which lack the dysbindin-1 gene, a susceptibility
gene for schizophrenia. The behavioral phenotype shows
similarities with several other genetic animal models with
mutations in putative schizophrenia susceptibility genes.
Further studies to explore any shared mechanisms under-
pinning the cognitive deficits in the sdy mice and other
genetic animal models of schizophrenia might provide
novel insight into the pathophysiology of schizophrenia
and new drug targets for the disorder.
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Methods

Animals and experimental design

Sdy mice (dysbindin-1 mutant mice) were obtained from
the Jackson Laboratory (Bar Harbor, Maine, USA). Mice
were housed one per cage in a room with a 12-hr light/
dark cycle (lights on at 7:00 a.m.) with access to food and
water ad libitum. Behavioral testing was performed
between 9:00 a.m. and 6:00 p.m. After the tests, the appa-
ratus were cleaned with super hypochlorous water to pre-
vent a bias due to olfactory cues. All behavioral tests were
conducted in a manner similar to those described previ-
ously [75,76]. All behavioral testing procedures were
approved by the Animal Care and Use Committee of
Kyoto University Graduate School of Medicine.

Neurological screen

Neurological screen was performed with 10-wk-old male
mice. The righting, whisker touch, and ear twitch reflexes
were evaluated. A number of physical features, including
the presence of whiskers or bald hair patches, were also
recorded.

Neuromuscular strength

Neuromuscular strength was performed with 10-wk-old
male mice, and tested with the grip strength test and wire
hang test. A grip strength meter (O'Hara & Co., Tokyo,
Japan) was used to assess forelimb grip strength. Mice
were lifted and held by their tail so that their forepaws
could grasp a wire grid. The mice were then gently pulled
backward by the tail with their posture parallel to the sur-
face of the table until they released the grid. The peak foce
applied by the forelimbs of the mouse was recorded in
Newtons (N). Each mouse was tested three times, and the
greatest value measured was used for statistical analysis. In
the wire hang test, the mouse was placed on a wire mesh
that was then inverted and waved gently, so that the
mouse gripped the wire. Latency to fall (second: sec) was
recorded, with a 60 s cut-off time.

Open field test

Locomotor activity was measured using an open field test.
Open field test was performed with 11-wk-old male mice.
Each mouse was placed in the center of the open field
apparatus (40 x 40 x 30 cm; Accuscan Instruments,
Columbus, OH). Total distance traveled (in cm), vertical
activity (rearing measured by counting the number of
photobeam interruptions), time spent in the center, the
beam-break counts for stereotyped behaviors, and
number of fecal boli were recorded. Data were collected
for 120 min.

Light/dark transition test

Light/dark transition test was performed as previously
described [77]. The apparatus used for the light/dark tran-
sition test consisted of a cage (21 x 42 x 25 cm) divided

http://www.molecularbrain.com/content/1/1/11

into two sections of equal size by a partition containing a
door (O'Hara & Co., Tokyo, Japan). One chamber was
brightly illuminated (390 lux), whereas the other cham-
ber was dark (2 lux). Mice were placed into the dark side
and allowed to move freely between the two chambers
with the door open for 10 min. The total number of tran-
sitions between chambers, time spent in each side, first
latency to enter the light side and distance travelled were
recorded automatically using Image LD software (see
'Image analysis').

Elevated plus maze test

Elevated plus-maze test was performed as previously
described [28]. The elevated plus-maze (O'Hara & Co.,
Tokyo, Japan) consisted of two open arms (25 x 5 cm)
and two enclosed arms of the same size, with 15-cm high
transparent walls. The arms and central square were made
of white plastic plates and were elevated to a height of 55
cm above the floor. To minimize the likelihood of ani-
mals falling from the apparatus, 3-mm high plastic ledges
were provided for the open arms. Arms of the same type
were arranged at opposite sides to each other. Each mouse
was placed in the central square of the maze (5 x 5 cm),
facing one of the closed arms. Mouse behaviour was
recorded during a 10-min test period. The numbers of
entries into, and the time spent in open and enclosed
arms, were recorded. The illumination level was 100 lux at
the center of the maze. For data analysis, we used the fol-
lowing four measures: the percentage of entries into the
open arms, the time spent in the open arms (s), the
number of total entries, and total distance travelled (cm).
Data acquisition and analysis were performed automati-
cally using Image EP software (see 'Image analysis').

Rotarod test

Motor coordination and balance were tested with a
rotarod test. The rotarod test, using an accelerating
rotarod (UGO Basile Accelerating Rotarod, Varese, Italy),
was performed by placing 13-wk-old mice on rotating
drums (3 cm diameter) and measuring the time each ani-
mal was able to maintain its balance on the rod. The speed
of the rotarod accelerated from 4 to 40 rpm over a 5-min
period.

Porsolt forced swim test

The apparatus for Porsolt forced swim test consisted of
four plastic cylinders (20 cm height x 10 cm diameter).
The cylinders were filled with water (23°C) up to a height
of 7.5 cm. Mice were placed into the cylinders, and their
behavior were recorded over a 10-min test period.

Barnes circular maze test

The Barnes task was conducted on "dry land," a white cir-
cular surface, 1.0 m in diameter, with 12 holes equally
spaced around the perimeter (O' Hara & Co., Tokyo,
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Japan). The circular open field was elevated 75 cm from
the floor. A black Plexiglas escape box (17 x 13 x 7 cm),
which had paper cage bedding on its bottom, was located
under one of the holes. The hole above the escape box rep-
resented the target, analogous to the hidden platform in
the Morris task. The location of the target was consistent
for a given mouse, but was randomized across mice. The
maze was rotated daily, with the spatial location of the tar-
get unchanged with respect to the visual room cues, to
prevent a bias based on olfactory or proximal cues within
the maze. The first training was started when wild type
mice and sdy mice were 34 weeks old. Three trials per day
were conducted for 9 successive days in the beginning (on
days 5 and 6, no trial was undertaken). One day after the
last training, a probe trial was conducted without the
escape box, to confirm that this spatial task was acquired
based on navigation using distal environment room cues.
Time of latency to reach the target hole, number of errors,
distance to reach the target hole, and time spent around
each hole were recorded by video tracking software
(Image BM, see 'Image analysis').

T-maze forced alternation task

The forced alternation task was conducted using an auto-
matic T-maze that we devised (Figure. 3B, O'Hara & Co.,
Tokyo, Japan). It was constructed of white plastics run-
ways with walls 25-cm high. The maze was partitioned off
into 6 areas by sliding doors that can be opened down-
ward. The stem of T was composed of area S2 (13 x 24 cm)
and the arms of T were composed of area A1 and A2 (11.5
x 20.5 cm). Area P1 and P2 were the connecting passage
way from the arm (area Al or A2) to the start compart-
ment (area S1). The end of each arm was equipped with a
pellet dispenser that could provide food reward. The pel-
let sensors were able to record automatically pellet intake
by the mice. One week before the pre-training, mice were
deprived of food until their body weight was reduced to
80-85% of the initial level. Mice were kept on a mainte-
nance diet throughout the course of all the T-maze exper-
iments. Before the first trial, mice were subjected to three
10-min adaptation sessions, during which they were
allowed to freely explore the T-maze with all doors open
and both arms baited with food. On the day after the
adaptation session, mice were subjected to a forced alter-
nation protocol for 16 days (one session consisting of 10
trials per day; cutoff time, 50 min). The first training was
started when wild type mice and sdy mice were 29 weeks
old. Mice were given 10 pairs of training trials per day. On
the first (sample) trial of each pair, the mouse was forced
to choose one of the arms of the T (area Al or A2), and
received the reward at the end of the arm. Choosing the
incorrect arm resulted in no reward and confinement to
the arm for 10 sec. After the mouse consumed the pellet
or the mouse stayed more than 10 sec without consuming
the pellet, door that separated the arm (area A1 or A2) and
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connecting passage way (area P1 or P2) would be opened
and the mouse could return to the starting compartment
(area S1), via connecting passage way, by itself. In this
way, the potential stress could be reduced compared to
the traditional forced alternation paradigm in which
human experimenter brings back the mouse to the start
box by hand. The mouse was then given 3 sec delay there
and a free choice between both T arms and rewarded for
choosing the other arm that was not chosen on the first
trial of the pair. The location of the sample arm (left or
right) was varied pseudo-randomly across trials using Gel-
lermann schedule so that mice received equal numbers of
left and right presentations. A variety of fixed extra-maze
clues surrounded the apparatus. On the 16-21th day,
delay (10, 30 or 60 sec) was applied after the sample trial.
Data acquisition, control of sliding doors, and data anal-
ysis were performed by Image TM software (see 'Image
analysis').

Image analysis

The applications used for the behavioral studies (Image
LD, Image EP, Image BM, and Image TM) were based on
the public domain NIH Image program (developed at the
U.S. National Institutes of Health and available on the
Internet at http://rsb.info.nih.gov/nih-image/) and
Image] program http://rsb.info.nih.gov/ij/, which were
modified for each test by Miyakawa (available through
O'Hara & Co., Tokyo, Japan).

Statistical analysis

Statistical analysis was conducted using Stat View (SAS
institute). Data were analyzed by two-way ANOVA, or
two-way repeated measures ANOVA, unless noted other-
wise. In Porsolt forced swim test, mortality of each geno-
type was analyzed by Fisher's exact test. Values in text and
graphs were expressed as mean + SEM. All p-values
reported are two tailed. Statistical significance was defined
as p <0.05.

List of abbreviations

alpha-CaMKII: Alpha-isoform of calcium/calmodulin
dependent kinase; ANOVA: analysis of variance; DISC1:
Disrupted-In-Schizophrenia 1; dysbindin-1 (DTNBP1):
dystrobrevin binding protein 1; siRNA: small interfering
RNA.
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Additional file 1

Reduced locomotor activity in sdy mice in an open field test. (A) Total
locomotor distance. (B) Count of vertical activity. (C) Time spent on the
centre of the field. (D) Count of stereotypic behavior. Data were analyzed
by two-way repeated measures ANOVA.

Click here for file
|http://www.biomedcentral.com/content/supplementary/1756-
6606-1-11-S1.pdf]

Additional file 2

Reduced locomotor activity in sdy mice in a light/dark transition test.
(A) Distance traveled in the light and dark boxes. (B) Time course of the
distance traveled in the dark box. (C) Time spent in the light box. (D)
Number of transitions between the light and dark boxes. (E) Latency of
first entry into light box. Data were analyzed by two-way ANOVA and
two-way repeated measures ANOVA.

Click here for file
|http://www.biomedcentral.com/content/supplementary/1756-
6606-1-11-S2.pdf]

Additional file 3

Normal anxiety-like behavior in sdy mice in elevated plus maze test.
(A) Total number of arm entries. (B) Percentage entries into open arms.
(C) Distance traveled. (D) Percentage entries into open. Data were ana-
lyzed by two-way ANOVA and two-way repeated measures ANOVA.
Click here for file
|http://www.biomedcentral.com/content/supplementary/1756-
6606-1-11-S3.pdf]

Acknowledgements

We thank Louise Verrall for the English proof reading of the manuscript.
This work was supported in part by Grants-in-Aid from the Japanese Min-
istry of Health, Labor and Welfare (H19-kokoro-002 and H |8-kokoro-
005), the Japanese Ministry of Education, Culture, Sports, Science and
Technology, CREST (Core research for Evolutional Science and Technol-
ogy) and BIRD (Institute for Bioinformatics Research and Development) of
JST (Japan Science and Technology Agency), Grant-in-Aid for Scientific

Research on Priority Areas -Research on Pathomechanisms of Brain Disor-
ders- from the Ministry of Education, Culture, Sports, Science and Technol-

ogy of Japan (18023045, 18023022, 18016012 and 18053015 and IBR-

shien), Grant-in-Aid from Promotion of Fundamental Studies in Health Sci-
ences of the National Institute of Biomedical Innovation (NIBIO), Grant-in-

Aid from Neuroinfor matics Japan Center (NIJC), RIKENmatics Japan
Center (NIJC), RIKEN and Japan Foundation for Neuroscience and Mental
Health.

References

I. Guo AY, Sun ], Riley BP, Thiselton DL, Kendler KS, Zhao Z: The dys-
trobrevin-binding protein | gene: features and networks. Mol

Psychiatry 2008.

20.

http://www.molecularbrain.com/content/1/1/11

Hashimoto R, Hattori S, Chiba S, Yagasaki Y, Okada T, Kumamaru E,
Mori T, Nemoto K, Tanii H, Hori H, et al.: Susceptibility genes for
schizophrenia. Psychiatry Clin Neurosci 2006, 60(Suppl 1):54-S10.
Harrison PJ, Weinberger DR: Schizophrenia genes, gene expres-
sion, and neuropathology: on the matter of their conver-
gence. Mol Psychiatry 2005, 10:40-68.

Weickert CS, Rothmond DA, Hyde TM, Kleinman JE, Straub RE:
Reduced DTNBPI (dysbindin-1) mRNA in the hippocampal
formation of schizophrenia patients. Schizophr Res 2008,
98:105-110.

Weickert CS, Straub RE, McClintock BW, Matsumoto M, Hashimoto
R, Hyde TM, Herman MM, Weinberger DR, Kleinman JE: Human
dysbindin (DTNBP1) gene expression in normal brain and in
schizophrenic prefrontal cortex and midbrain. Arch Gen Psychi-
atry 2004, 61:544-555.

Talbot K, Eidem WL, Tinsley CL, Benson MA, Thompson EW, Smith
RJ, Hahn CG, Siegel S}, Trojanowski JQ, Gur RE, et al.: Dysbindin-1
is reduced in intrinsic, glutamatergic terminals of the hip-
pocampal formation in schizophrenia. | Clin Invest 2004,
113:1353-1363.

Bray NJ, Preece A, Williams NM, Moskvina V, Buckland PR, Owen M,
O'Donovan MC: Haplotypes at the dystrobrevin binding pro-
tein | (DTNBPI) gene locus mediate risk for schizophrenia
through reduced DTNBPI| expression. Hum Mol Genet 2005,
14:1947-1954.

Chiba S, Hashimoto R, Hattori S, Yohda M, Lipska B, Weinberger DR,
Kunugi H: Effect of antipsychotic drugs on DISCI and dysbin-
din expression in mouse frontal cortex and hippocampus. |
Neural Transm 2006, 113:1337-1346.

Hattori S, Murotani T, Matsuzaki S, Ishizuka T, Kumamoto N, Takeda
M, Tohyama M, Yamatodani A, Kunugi H, Hashimoto R: Behavioral
abnormalities and dopamine reductions in sdy mutant mice
with a deletion in Dtnbpl, a susceptibility gene for schizo-
phrenia. Biochem Biophys Res Commun 2008, 373:298-302.
Murotani T, Ishizuka T, Hattori S, Hashimoto R, Matsuzaki S, Yama-
todani A: High dopamine turnover in the brains of Sandy
mice. Neurosci Lett 2007, 421:47-51.

lizuka Y, Sei Y, Weinberger DR, Straub RE: Evidence that the
BLOC-I protein dysbindin modulates dopamine D2 recep-
tor internalization and signaling but not D1 internalization.
J Neurosci 2007, 27:12390-12395.

Kumamoto N, Matsuzaki S, Inoue K, Hattori T, Shimizu S, Hashimoto
R, Yamatodani A, Katayama T, Tohyama M: Hyperactivation of
midbrain dopaminergic system in schizophrenia could be
attributed to the down-regulation of dysbindin. Biochem Bio-
phys Res Commun 2006, 345:904-909.

Numakawa T, Yagasaki Y, Ishimoto T, Okada T, Suzuki T, Iwata N,
Ozaki N, Taguchi T, Tatsumi M, Kamijima K, et al: Evidence of
novel neuronal functions of dysbindin, a susceptibility gene
for schizophrenia. Hum Mol Genet 2004, 13:2699-2708.

Burdick KE, Goldberg TE, Funke B, Bates JA, Lencz T, Kucherlapati R,
Malhotra AK: DTNBPI genotype influences cognitive decline
in schizophrenia. Schizophr Res 2007, 89:169-172.

Burdick KE, Lencz T, Funke B, Finn CT, Szeszko PR, Kane |M, Kucher-
lapati R, Malhotra AK: Genetic variation in DTNBPI influences
general cognitive ability. Hum Mol Genet 2006, 15:1563-1568.
Donohoe G, Morris DW, Clarke S, McGhee KA, Schwaiger S, Nangle
JM, Garavan H, Robertson IH, Gill M, Corvin A: Variance in neuro-
cognitive performance is associated with dysbindin-1 in
schizophrenia: A preliminary study. Neuropsychologia 2007,
45:454-458.

Hashimoto R, Noguchi H, Hori H, Nakabayashi T, Hattori S, Chiba S,
Harada S, Saitoh O, Kunugi H: Genetic variations in the dysbin-
din gene are associated with human memory performance.
IPA international psychogeriatric association 25th anniversary 2007.
DeRosse P, Funke B, Burdick KE, Lencz T, Ekholm JM, Kane |M,
Kucherlapati R, Malhotra AK: Dysbindin genotype and negative
symptoms in schizophrenia. Am | Psychiatry 2006, 163:532-534.
Fanous AH, van den Oord EJ, Riley BP, Aggen SH, Neale MC, O'Neill
FA, Walsh D, Kendler KS: Relationship between a high-risk hap-
lotype in the DTNBP1 (dysbindin) gene and clinical features
of schizophrenia. Am | Psychiatry 2005, 162:1824-1832.

Powell CM, Miyakawa T: Schizophrenia-relevant behavioral
testing in rodent models: a uniquely human disorder? Biol Psy-
chiatry 2006, 59:1198-1207.

Page 10 of 12

(page number not for citation purposes)


http://www.biomedcentral.com/content/supplementary/1756-6606-1-11-S1.pdf
http://www.biomedcentral.com/content/supplementary/1756-6606-1-11-S2.pdf
http://www.biomedcentral.com/content/supplementary/1756-6606-1-11-S3.pdf
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18663367
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18663367
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15263907
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15263907
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15263907
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17961984
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17961984
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17961984
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15184234
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15184234
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15184234
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15124027
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15124027
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15124027
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15917270
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15917270
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15917270
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16463116
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16463116
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18555792
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18555792
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18555792
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17548156
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17548156
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17989303
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17989303
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16701550
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16701550
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16701550
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15345706
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15345706
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15345706
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17074466
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17074466
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16415041
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16415041
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16930638
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16930638
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16930638
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16513878
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16513878
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16199828
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16199828
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16199828
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16797265
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16797265

Molecular Brain 2008, 1:11

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.
33.

34.

35.

36.

37.

38.

39.

40.
41.

Takao K, Miyakawa T: Investigating gene-to-behavior pathways
in psychiatric disorders: the use of a comprehensive behavio-
ral test battery on genetically engineered mice. Ann N Y Acad
Sci 2006, 1086:144-159.

Takao K, Yamasaki N, Miyakawa T: Impact of brain-behavior phe-
notypying of genetically-engineered mice on research of
neuropsychiatric disorders. Neurosci Res 2007, 58:124-132.
Hashimoto R, Hashimoto H, Shintani N, Chiba S, Hattori S, Okada T,
Nakajima M, Tanaka K, Kawagishi N, Nemoto K, et al.: Pituitary
adenylate cyclase-activating polypeptide is associated with
schizophrenia. Mol Psychiatry 2007, 12:1026-1032.

lkeda M, Hikita T, Taya S, Uraguchi-Asaki |, Toyo-Oka K, Wynshaw-
Boris A, Ujike H, Inada T, Takao K, Miyakawa T, et al.: Identification
of YWHAE, a gene encoding 14-3-3epsilon, as a possible sus-
ceptibility gene for schizophrenia. Hum Mol Genet 2008,
17(20):3212-3222.

Miyakawa T, Leiter LM, Gerber D}, Gainetdinov RR, Sotnikova TD,
Zeng H, Caron MG, Tonegawa S: Conditional calcineurin knock-
out mice exhibit multiple abnormal behaviors related to
schizophrenia. Proc Natl Acad Sci USA 2003, 100:8987-8992.
O'Tuathaigh CM, Babovic D, O'Sullivan GJ, Clifford JJ, Tighe O, Croke
DT, Harvey R, Waddington JL: Phenotypic characterization of
spatial cognition and social behavior in mice with 'knockout’
of the schizophrenia risk gene neuregulin 1. Neuroscience 2007,
147:18-27.

Sakae N, Yamasaki N, Kitaichi K, Fukuda T, Yamada M, Yoshikawa H,
Hiranita T, Tatsumi Y, Kira JI, Yamamoto T, et al.: Mice lacking the
schizophrenia-associated protein FEZ| manifest hyperactiv-
ity and enhanced responsiveness to psychostimulants. Hum
Mol Genet 2008.

Yamasaki N, Maekawa M, Kobayashi K, Kajii Y, Maeda ], Soma M,
Takao K, Tanda K, Ohira K, Toyama K, et al.: Alpha-CaMKII defi-
ciency causes immature dentate gyrus, a novel candidate
endophenotype of psychiatric disorders. Mol Brain 2008, 1:6.
Li W, Zhang Q, Oiso N, Novak EK, Gautam R, O'Brien EP, Tinsley
CL, Blake DJ, Spritz RA, Copeland NG, et al.: Hermansky-Pudlak
syndrome type 7 (HPS-7) results from mutant dysbindin, a
member of the biogenesis of lysosome-related organelles
complex | (BLOC-1). Nat Genet 2003, 35:84-89.

Bach ME, Hawkins RD, Osman M, Kandel ER, Mayford M: Impair-
ment of spatial but not contextual memory in CaMKIl
mutant mice with a selective loss of hippocampal LTP in the
range of the theta frequency. Cell 1995, 81:905-915.

Barnes CA: Memory deficits associated with senescence: a
neurophysiological and behavioral study in the rat. | Comp
Physiol Psychol 1979, 93:74-104.

Barnes CA: Aging and the physiology of spatial memory. Neu-
robiol Aging 1988, 9:563-568.

Hepler D), Wenk GL, Cribbs BL, Olton DS, Coyle JT: Memory
impairments following basal forebrain lesions. Brain Res 1985,
346:8-14.

Mastropaolo J, Nadi NS, Ostrowski NL, Crawley |N: Galanin antag-
onizes acetylcholine on a memory task in basal forebrain-
lesioned rats. Proc Natl Acad Sci USA 1988, 85:9841-9845.

Wenk GL: Learning and Memory. In Current Protocols in Neuro-
science Edited by: JN Crawley CG, McKay R, Rogawski MWV, Sibley
DR, Skolnick P. New York: Wiley; 1997:8.5.1-8.5B.11.

Crusio WE, Schwegler H, Lipp HP: Radial-maze performance
and structural variation of the hippocampus in mice: a cor-
relation with mossy fibre distribution. Brain Res 1987,
425:182-185.

Schwartz BL, Rosse RB, Veazey C, Deutsch SI: Impaired motor
skill learning in schizophrenia: implications for corticostri-
atal dysfunction. Biol Psychiatry 1996, 39:241-248.

Frantseva MV, Fitzgerald PB, Chen R, Moller B, Daigle M, Daskalakis
Z): Evidence for impaired long-term potentiation in schizo-
phrenia and its relationship to motor skill learning. Cereb Cor-
tex 2008, 18:990-996.

Rosso IM, Bearden CE, Hollister JM, Gasperoni TL, Sanchez LE, Had-
ley T, Cannon TD: Childhood neuromotor dysfunction in schiz-
ophrenia patients and their unaffected siblings: a prospective
cohort study. Schizophr Bull 2000, 26:367-378.

Whitehorn D, Kopala LC: Neuromotor dysfunction in early psy-
chosis. Ann Clin Psychiatry 2002, 14:113-121.

Midorikawa A, Hashimoto R, Noguchi H, Saitoh O, Kunugi H, Naka-
mura K: Impairment of motor dexterity in schizophrenia

42.

43.
44.
45.
46.

47.

48.

49.

50.

51,

52.

53.

54.

55.

56.

57.

58.
59.
60.

6l.

62.

http://www.molecularbrain.com/content/1/1/11

assessed by a novel finger movement test. Psychiatry Res 2008,
159:281-289.

Grady RM, Wozniak DF, Ohlemiller KK, Sanes JR: Cerebellar syn-
aptic defects and abnormal motor behavior in mice lacking
alpha- and beta-dystrobrevin. | Neurosci 2006, 26:2841-2851.
Weinberger DR, Gallhofer B: Cognitive function in schizophre-
nia. Int Clin Psychopharmacol 1997, 12(Suppl 4):529-36.

Ross CA, Margolis RL, Reading SA, Pletnikov M, Coyle JT: Neurobi-
ology of schizophrenia. Neuron 2006, 52:139-153.

Elvevag B, Goldberg TE: Cognitive impairment in schizophrenia
is the core of the disorder. Crit Rev Neurobiol 2000, 14:1-21.
Gainetdinov RR, Mohn AR, Caron MG: Genetic animal models:
focus on schizophrenia. Trends Neurosci 2001, 24:527-533.
Lipska BK, Weinberger DR: To model a psychiatric disorder in
animals: schizophrenia as a reality test. Neuropsychopharmacol-
ogy 2000, 23:223-239.

Hashimoto R, Tankou S, Takeda M, Sawa A: Postsynaptic density:
a key convergent site for schizophrenia susceptibility factors
and possible target for drug development. Drugs Today (Barc)
2007, 43:645-654.

Gerber D), Hall D, Miyakawa T, Demars S, Gogos JA, Karayiorgou M,
Tonegawa S: Evidence for association of schizophrenia with
genetic variation in the 8p21.3 gene, PPP3CC, encoding the
calcineurin gamma subunit. Proc Natl Acad Sci USA 2003,
100:8993-8998.

Chen Y], Johnson MA, Lieberman MD, Goodchild RE, Schobel S,
Lewandowski N, Rosoklija G, Liu RC, Gingrich JA, Small S, et al.: Type
Il neuregulin-1 is required for normal sensorimotor gating,
memory-related behaviors, and corticostriatal circuit com-
ponents. | Neurosci 2008, 28:6872-6883.

Koike H, Arguello PA, Kvajo M, Karayiorgou M, Gogos JA: Discl is
mutated in the 129S6/SvEv strain and modulates working
memory in mice. Proc Natl Acad Sci USA 2006, 103:3693-3697.
Zeng H, Chattarji S, Barbarosie M, Rondi-Reig L, Philpot BD, Miya-
kawa T, Bear MF, Tonegawa S: Forebrain-specific calcineurin
knockout selectively impairs bidirectional synaptic plasticity
and working/episodic-like memory. Cell 2001, 107:617-629.
Glickstein SB, Hof PR, Schmauss C: Mice lacking dopamine D2
and D3 receptors have spatial working memory deficits. |
Neurosci 2002, 22:5619-5629.

Kellendonk C, Simpson EH, Polan HJ, Malleret G, Vronskaya S, Win-
iger V, Moore H, Kandel ER: Transient and selective overexpres-
sion of dopamine D2 receptors in the striatum causes
persistent abnormalities in prefrontal cortex functioning.
Neuron 2006, 49:603-615.

Reisel D, Bannerman DM, Schmitt WB, Deacon RM, Flint ], Borchardt
T, Seeburg PH, Rawlins JN: Spatial memory dissociations in
mice lacking GluR|1. Nat Neurosci 2002, 5:868-873.

Niewoehner B, Single FN, Hvalby O, Jensen V, Meyer zum Alten Bor-
gloh S, Seeburg PH, Rawlins JN, Sprengel R, Bannerman DM:
Impaired spatial working memory but spared spatial refer-
ence memory following functional loss of NMDA receptors
in the dentate gyrus. Eur | Neurosci 2007, 25:837-846.

Rasetti R, Malone C, Mattay VS, Rivero O, Callicott |H, Meyer-
Lindenberg A, Rujescu D, Straub RE, Weinberger DR: Genetic var-
iation in CAMK2A affects brain structure and function in
normal individuals. 37th annual meeting of the Society for Neuro-
science; San Diego, California 2007.

Kesner RP: Behavioral functions of the CA3 subregion of the
hippocampus. Learn Mem 2007, 14:771-781.

Kesner RP: A behavioral analysis of dentate gyrus function.
Prog Brain Res 2007, 163:567-576.

Xavier GF, Oliveira-Filho FJ, Santos AM: Dentate gyrus-selective
colchicine lesion and disruption of performance in spatial
tasks: difficulties in "place strategy" because of a lack of flex-
ibility in the use of environmental cues? Hippocampus 1999,
9:668-681.

Jeltsch H, Bertrand F, Lazarus C, Cassel JC: Cognitive perform-
ances and locomotor activity following dentate granule cell
damage in rats: role of lesion extent and type of memory
tested. Neurobiol Learn Mem 2001, 76:81-105.

Vann SD, Brown MW, Erichsen JT, Aggleton JP: Using fos imaging
in the rat to reveal the anatomical extent of the disruptive
effects of fornix lesions. | Neurosci 2000, 20:8144-8152.

Page 11 of 12

(page number not for citation purposes)


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17185513
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17185513
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17185513
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17524507
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17524507
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17524507
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17387318
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17387318
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17387318
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18658164
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18658164
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18658164
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12851457
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12851457
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12851457
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17512671
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17512671
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17512671
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18647754
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18647754
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18647754
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18803808
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18803808
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18803808
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12923531
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12923531
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12923531
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7781067
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7781067
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7781067
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=221551
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=221551
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3062467
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=4052773
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=4052773
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2462255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2462255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2462255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3427419
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3427419
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3427419
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8645770
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8645770
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8645770
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17855721
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17855721
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10885637
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10885637
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10885637
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12238736
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12238736
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18448171
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18448171
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16540561
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16540561
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16540561
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9352344
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9352344
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17015232
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17015232
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11253953
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11253953
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11506886
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11506886
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10942847
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10942847
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17940640
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17940640
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17940640
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12851458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12851458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12851458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18596162
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18596162
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18596162
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16484369
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16484369
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16484369
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11733061
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11733061
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11733061
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12097513
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12097513
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16476668
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16476668
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12195431
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12195431
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17313573
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17313573
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17313573
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18007020
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18007020
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17765738
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10641760
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10641760
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10641760
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11525255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11525255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11525255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11050137
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11050137
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11050137

Molecular Brain 2008, 1:11 http://www.molecularbrain.com/content/1/1/11

63. Kubik S, Miyashita T, Guzowski JF: Using immediate-early genes
to map hippocampal subregional functions. Learn Mem 2007,
14:758-770.

64. Schwegler H, Crusio WE, Brust |I: Hippocampal mossy fibers and
radial-maze learning in the mouse: a correlation with spatial
working memory but not with non-spatial reference mem-
ory. Neuroscience 1990, 34:293-298.

65. Prior H, Schwegler H, Ducker G: Dissociation of spatial refer-
ence memory, spatial working memory, and hippocampal
mossy fiber distribution in two rat strains differing in emo-
tionality. Behav Brain Res 1997, 87:183-194.

66. Ramirez-Amaya V, Balderas |, Sandoval ), Escobar ML, Bermudez-Rat-
toni F: Spatial long-term memory is related to mossy fiber
synaptogenesis. | Neurosci 2001, 21:7340-7348.

67. Imayoshi |, Sakamoto M, Ohtsuka T, Takao K, Miyakawa T, Yamaguchi
M, Mori K, lkeda T, Itohara S, Kageyama R: Roles of continuous
neurogenesis in the structural and functional integrity of the
adult forebrain. Nat Neurosci 2008.

68. Nicoll RA, Malenka RC: Contrasting properties of two forms of
long-term potentiation in the hippocampus. Nature 1995,
377:115-118.

69. LiW, ZhouY, Jentsch JD, Brown RA, Tian X, Ehninger D, Hennah WV,
Peltonen L, Lonnqvist J, Huttunen MO, et al.: Specific developmen-
tal disruption of disrupted-in-schizophrenia-l function
results in schizophrenia-related phenotypes in mice. Proc Nat/
Acad Sci USA 2007, 104:18280-18285.

70. Talbot K, Cho DS, Ong WY, Benson MA, Han LY, Kazi HA, Kamins
J, Hahn CG, Blake D}, Arnold SE: Dysbindin-1 is a synaptic and
microtubular protein that binds brain snapin. Hum Mol Genet
2006, 15:3041-3054.

71.  Chen XW, Feng YQ, Hao CJ, Guo XL, He X, Zhou ZY, Guo N, Huang
HP, Xiong W, Zheng H, et al.: DTNBPI, a schizophrenia suscep-
tibility gene, affects kinetics of transmitter release. | Cell Biol
2008, 181:791-801.

72. Seamans JK, Floresco SB, Phillips AG: DI receptor modulation of
hippocampal-prefrontal cortical circuits integrating spatial
memory with executive functions in the rat. | Neurosci 1998,
18:1613-1621.

73. Seamans JK, Yang CR: The principal features and mechanisms
of dopamine modulation in the prefrontal cortex. Prog Neuro-
biol 2004, 74:1-58.

74. Goldman-Rakic PS, Selemon LD: Functional and anatomical
aspects of prefrontal pathology in schizophrenia. Schizophr
Bull 1997, 23:437-458.

75. Miyakawa T, Yared E, Pak JH, Huang FL, Huang KP, Crawley JN: Neu-
rogranin null mutant mice display performance deficits on
spatial learning tasks with anxiety related components. Hip-
pocampus 2001, 11:763-775.

76. Arron JR, Winslow MM, Polleri A, Chang CP, Wu H, Gao X, Neilson
JR, Chen L, Heit JJ, Kim SK, et al: NFAT dysregulation by
increased dosage of DSCRI and DYRKIA on chromosome
21. Nature 2006, 441:595-600.

77. Takao K, Miyakawa T: Light/dark transition test for mice. | Vis
Exp 2006:104.

Publish with Bio Med Central and every
scientist can read your work free of charge

"BioMed Central will be the most significant development for
disseminating the results of biomedical research in our lifetime."
Sir Paul Nurse, Cancer Research UK
Your research papers will be:
« available free of charge to the entire biomedical community
« peer reviewed and published immediately upon acceptance
« cited in PubMed and archived on PubMed Central
« yours — you keep the copyright

Submit your manuscript here: O BioMedcentral
http://www.biomedcentral.com/info/publishing_adv.asp

Page 12 of 12

(page number not for citation purposes)


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18007019
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18007019
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2333144
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2333144
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2333144
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9331486
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9331486
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9331486
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11549744
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11549744
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18758458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18758458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18758458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7675078
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7675078
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17984054
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17984054
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17984054
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16980328
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16980328
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18504299
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18504299
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9454866
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9454866
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9454866
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15381316
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15381316
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9327508
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9327508
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11811671
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11811671
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11811671
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16554754
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16554754
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16554754
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18704188
http://www.biomedcentral.com/
http://www.biomedcentral.com/info/publishing_adv.asp
http://www.biomedcentral.com/

	Abstract
	Background
	Results
	Conclusion

	Background
	Results
	General behavioral characteristics of sdy mice
	Locomotor activity and motor coordination of sdy mice
	Performance in the Barnes circular maze test
	Performance in the T-maze forced alternation task

	Discussion
	Cognitive deficits of sdy mice as an animal model of cognitive dysfunctions of schizophrenia
	Why does Dysbindin-1 deficiency cause impairments in working memory and long term memory retention?

	Conclusion
	Methods
	Animals and experimental design
	Neurological screen
	Neuromuscular strength
	Open field test
	Light/dark transition test
	Elevated plus maze test
	Rotarod test
	Porsolt forced swim test
	Barnes circular maze test
	T-maze forced alternation task
	Image analysis
	Statistical analysis

	List of abbreviations
	Competing interests
	Authors' contributions
	Additional material
	Acknowledgements
	References

