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Schizophrenia and bipolar disorders share not only clinical 
features but also some risk factors such as genetic mark-
ers and childhood adversity, while other risk factors such as 
urbanicity and obstetric complications seem to be specific 
to schizophrenia. An intriguing question is whether the well-
established abnormal neurodevelopment present in many 
children and adolescents who eventually develop schizo-
phrenia is also present in bipolar patients. The literature on 
adult bipolar patients is controversial. We report data on a 
subgroup of patients with pediatric-onset psychotic bipolar 
disorder who seem to share some developmental trajectories 
with patients with early-onset schizophrenia. These early-
onset psychotic bipolar patients have low intelligence quo-
tient, more neurological signs, reduced frontal gray matter 
at the time of their first psychotic episode, and greater brain 
changes than healthy controls in a pattern similar to early-
onset schizophrenia cases. However, patients with early-
onset schizophrenia seem to have more social impairment, 
developmental abnormalities (eg, language problems), and 
lower academic achievement in childhood than early-onset 
bipolar patients. We suggest that some of these abnormal 
developmental trajectories are more related to the pheno-
typic features (eg, early-onset psychotic symptoms) of these 
2 syndromes than to categorically defined Diagnostic and 
Statistical Manual of Mental Disorders disorders.
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Introduction

In 1987, two of  the most prominent schizophrenia 
researchers in recent times, Daniel Weinberger and 
Robin Murray, posited the neurodevelopmental hypoth-
esis of  schizophrenia.1,2 In brief, the theory postulated 

that the consequences of  genetic predisposition and 
early adverse events, such as insults during gestation, 
would be latent throughout the first 2 decades of  life 
and would only manifest as psychosis in early adult-
hood when normative maturational changes “unmask” 
an earlier insult. This hypothesis had been postu-
lated some years earlier by John Strauss and William 
Carpenter: “The various biological, psychological, and 
social factors in schizophrenia and its treatment require 
a framework for organizing information and under-
standing. The interactive developmental systems model 
emphasizes both the interaction of  many factors and 
the evolution of  their impact over time. Although the 
model is tentative and incomplete, it provides a basis 
for organizing the complexities involved in schizo-
phrenic disorders.”3 Of  course others had previously 
paved the way for the neurodevelopmental hypothesis. 
For instance, Feinberg had also suggested that exag-
gerated synaptic regression (“pruning”) in adolescence 
may underlie schizophrenia.4 Even earlier, Barbara Fish 
suggested that schizophrenia might be a consequence 
of  a congenital inherited neurointegrative defect that 
she referred to as “pandysmaturation” or “pandevel-
opmental retardation.”5 And if  we go back even far-
ther, as much as 2000 years ago, we read in the Yellow 
Emperor’s Classic of  Internal Medicine that mental dis-
orders result from a bad scare to the mother when she 
was pregnant.6

Much less attention has been paid to the study of bipo-
lar disorder as a neurodevelopmental disorder. As a trib-
ute to William Carpenter, who illuminated the research 
by our group, we will review the evidence gathered in 
recent years on the developmental trajectories of those 
individuals who eventually develop early-onset schizo-
phrenia or bipolar disorder, with particular emphasis on 
bipolar disorder with psychotic symptoms.
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Bipolar Disorder and Schizophrenia: More in Common 
Than Supposed

In addition to symptomatic overlap, particularly in acute 
episodes and with regard to psychotic symptoms, schizo-
phrenia and bipolar disorder share many associated fea-
tures and risk factors. The age of onset for schizophrenia 
and bipolar disorder is similar, although it may be ear-
lier for bipolar disorder if  first depressive episodes are 
included.7–10 In both disorders, males seem to have an 
earlier age of onset. Both conditions respond to some 
common treatments such as dopamine blockers. Other 
similarities and differences between the 2 disorders are 
reviewed in table 1.

There is vast literature supporting that aberrant devel-
opmental processes occurring during fetal, childhood, 
or adolescent periods are related to an increased risk 
of developing schizophrenia.5,11–14 The major question 
addressed in this article is whether, in addition to the com-
monalities in clinical features and risk factors (genetic 
and environmental) between schizophrenia and bipolar 
disorder (with psychotic symptoms), these 2 syndromes 
share abnormal brain development trajectories. Indirect 
ways of assessing abnormal neurodevelopment are cog-
nitive performance, early functionality, and adjustment 
to the environment, as well as brain structural deviances 
from healthy subjects during development. We will focus 
mainly on 2 special groups of patients with these syn-
dromes: those with early-onset schizophrenia and those 
with early-onset bipolar disorder with psychotic symp-
toms. We define early-onset as any case where the first 
psychotic episode (not just symptoms) appears before the 
age of 18.

Cognitive Impairment During Development  
in Schizophrenia and Bipolar Disorder

The evidence for an abnormal cognitive performance dur-
ing development in schizophrenia is overwhelming and 
beyond dispute. In a systematic metareview, the strongest 
evidence among the putative antecedents in schizophrenia 
was for motor dysfunction and low intelligence quotient 
(IQ).15 Low IQ at age 7 has been significantly associated 
with genetic vulnerability to psychoses, in particular with 
schizophrenia.16 On the contrary, there is evidence to 
support that better than normal school performance is 
associated with adult bipolar disorder. In a cohort study 
including longitudinal data from over 900 000 individu-
als in Sweden, individuals with excellent school perfor-
mance were almost 4 times more likely to develop bipolar 
disorder in adulthood than those with average grades.17 
However, individuals at the low end of the school grade 
distribution also had a significantly higher risk for bipolar 
disorder. Those in the lowest grade category were about 
twice as likely to develop bipolar disorder as the average 
grade group. In the same sample, above-average grades 

were associated with a decreased risk for schizophrenia.18 
In the Dunedin cohort study, children who developed 
schizophrenia in adulthood had cognitive impairment 
and that was not the case for bipolar patients (n = 20).19 
In a more recent analysis of the same cohort, while lower 
childhood IQ was associated with increased risk of devel-
oping schizophrenia spectrum disorder, depression, and 
adult anxiety at age 32, a higher childhood IQ predicted 
increased risk of mania (n = 8) at the same age.20 In an 
independent sample, although a lower IQ at age 8 was a 
better predictor of nonclinical psychotic symptoms at age 
12, very high IQ was also related to psychosis.21

At the time of the first psychotic episode in adults, 
patients with schizophrenia seem to have widespread cog-
nitive impairment compared with controls, while patients 
with bipolar disorder have much less impairment appar-
ently mainly in scores on tests assessing delayed verbal 
memory and category fluency.22 It is noteworthy that onset 
of a first psychotic episode, whether of schizophrenia or 
mania, is in many cases coincident in time with cognitive 
maturation of the prefrontal and parietal cortices.

In our studies in children and adolescents with a first 
psychotic episode, we see cognitive impairment that does 
not distinguish between those with schizophrenia and 
bipolar disorder, with both groups scoring worse than 
healthy controls in all assessed cognitive domains.23,24

The discrepancy between the data showing cognitive 
impairment in bipolar disorder and close relatives 25–28 
and the better premorbid cognitive functioning and scho-
lastic performance in longitudinal studies in subjects who 
end up having adult bipolar disorder could be due to sam-
ple selection bias, medication, drug use, cognitive decline 
prior to the first psychotic episode, or other confounding 
factors. Reading difficulties and scholastic underachieve-
ment, however, seem to be more specific to early-onset 
schizophrenia than early-onset bipolar I disorder.29

Neurological signs (NS), which are neurological 
abnormalities in sensory and motor performance, are 
not specific to schizophrenia as they are also present in 
bipolar disorder,30 in early-onset psychoses independently 
of whether the individuals later develop schizophrenia or 
bipolar disorder,31 and in subjects with an at-risk mental 
state for psychosis.32 NS are also more prevalent in early-
onset cases of both schizophrenia and bipolar disorder 
than in healthy controls.33

Premorbid Functioning and Developmental 
Impairments Other Than General Cognition

In addition to premorbid developmental impairments 
(language, reading, motor development) being described 
both in adult-34 and childhood-onset schizophrenia,34,35 
the level of functioning prior to the first psychotic epi-
sode, also known as premorbid adjustment, has also 
been the focus of much attention in the past. Lower lev-
els of functioning have been described in adult-onset,36–39 
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Table 1. Bipolar Disorder and Schizophrenia: More in Common Than Supposed (Common Features Between Bipolar Disorder and 
Schizophrenia)

Geneticsa Individual genes: AKT1, DISC1/DISC 2, Dysbindin, NOS1, GRM4, G30/G72, NRG1, 
MIR137.79,81–83

Loci (GWAS): CACNA1C, ANK3, ITIH3-ITIH4 region.80,81

Linkage “hot-spots”: 18p11, 22q11, 13q32, 10p14, and 1q32.83

CNVs are found in excess in schizophrenia, but not in BD.76

Developmental abnormalities Rates of developmental abnormalities (language abnormalities such as articulation abnormalities, 
language delay, and receptive-expressive language dysfunctions, as well as motor impairments 
such as delayed motor milestones, clumsiness, and poor coordination) are not significantly 
different between schizophrenia and bipolar patients.50

Some developmental problems such as reading or writing difficulties seem to be more common in 
early-onset cases of schizophrenia than bipolar disorder.29

Between childhood and early adolescence, both schizophrenia and bipolar patients show a greater 
decline in academic adjustment than healthy controls, more specifically in adaptation to school.50 
However, lifelong academic underachievement was greater and started earlier in an early-onset 
schizophrenia group than in an early-onset bipolar disorder group.29

Antioxidant status First-episode early-onset psychosis patients have been shown to have low antioxidant status, 
with no differences between schizophrenia and bipolar patients; however, only those with 
schizophrenia have lower glutathione at baseline.74 Decreased glutathione levels during the first 
psychotic episode were related to greater loss of cortical gray matter 2 years later in patients with 
first-episode early-onset psychosis.84

Neuroimaging Lateral ventricle volumes are enlarged in both schizophrenia and BD, although this is more 
pronounced in schizophrenia than in BD.63,64

GM reductions are less marked in subjects with BD than in those with schizophrenia.61,64

In general, cortical and limbic GM abnormalities (such as hippocampus volume) are more 
pronounced in schizophrenia.63,64

However, there are notably overlapping abnormalities in the paralimbic regions.64

Studies in children and adolescents with a first psychotic episode show that most volume 
 abnormalities, including thinner frontal cortical thickness or increased intracranial CSF, are 
common to bipolar and schizophrenia patients, although they seem to be quantitatively larger in 
those developing schizophrenia vs bipolar type I.51,67,69,70

In early-onset psychosis, progressive brain volume changes (mainly reduction in frontal GM  
volume) seem to be more marked in those who develop schizophrenia than in those who develop 
other diagnoses.52 However, it is not clear to what extent this larger reduction is a reflection of the 
different diagnosis or a severity marker.52

NS NS are present in both schizophrenia and BD.30

Insight Chronic impaired insight characterizes those patients with a diagnosis of schizophrenia but not so 
much those with BD.85

Environmental factors Childhood adversity seems to increase the risk for both schizophrenia and affective psychosis.86

Cannabis use has also been related to increased risk of schizophrenia and other psychoses87,88 or 
BD.89,90

Schizophrenia has been related to prenatal infection, prenatal famine, prenatal micronutrient  deficiency 
(eg, vitamin D, iron, folate), prenatal psychological stress, and other prenatal  complications  
(antepartum hemorrhage, gestational diabetes, rhesus incompatibility, or preeclampsia).91 However, 
the association between BD and pre- and perinatal complications is controversial.92–94

Migration has also been a replicated risk factor for schizophrenia,95 while its effect on BD is 
controversial.96

Urbanicity has repeatedly been found to be a risk factor for schizophrenia, but could be a protective 
factor for affective psychosis.97

Obstetric complications have also been a replicated risk factor for schizophrenia15 that does not 
seem to increase the risk for BD.94

Premorbid developmental 
impairments

Premorbid developmental impairments (language, reading, motor development) have been 
described both in adult-34 and childhood-onset schizophrenia.34,35 The relationship between 
 premorbid adjustment and BD is more controversial in early-onset cases, although there seems to 
be an association between poor premorbid functioning and severe forms of the disorder.47–49

Cognitive function Neuropsychological impairment may be considered an intermediate phenotype, which is present 
and familial in schizophrenia and BD, but more severe in schizophrenia than in bipolar patients.98

Cognitive impairment seems to remain similar during the first 2 years after the first psychotic 
 episode in both bipolar and schizophrenia patients.23

Note: BD, bipolar disorder; CSF, cerebrospinal fluid; CNVs, copy number variants; GM, gray matter; GWAS, genome-wide association 
studies; NS, neurological signs (abnormalities in sensory and motor performance).
aData on genetics show only some common genes as examples of genetic overlapping between schizophrenia and bipolar disorder.79–82
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and childhood- and adolescent-onset schizophrenia.35,40 
Early-onset cases of schizophrenia seem to have a worse 
premorbid adjustment compared with adult-onset 
cases. The relationship between premorbid adjustment 
and bipolar disorder is more controversial. Premorbid 
impairments,41,42 normal premorbid adjustment,43–45 and 
better than normal36,37,46 premorbid adjustment have been 
reported in the past. There seems to be an association 
between poor premorbid functioning and severe forms of 
the disorder.47–49 Inclusion of different types of bipolar 
disorder (eg, type I/II), age of onset, and patients with or 
without psychosis are factors that could account for the 
differences in bipolar studies. The need is there to further 
study developmental antecedents of nonpsychotic bipo-
lar patients.

In our studies with children and adolescents with a 
fist psychotic episode, we see that schizophrenia patients 
show not only more social impairment in childhood 
than healthy controls but also more social impairment 
than early cases of bipolar disorder.50 The rates of lan-
guage abnormalities (such as articulation abnormalities, 
language delay, and receptive-expressive language dys-
functions) were higher in schizophrenia than in healthy 
controls, although there were no significant differences 
between schizophrenia and bipolar patients.50 Some 
developmental problems such as reading or writing diffi-
culties and scholastic underachievement seem to be more 
common in early-onset cases of schizophrenia than bipo-
lar disorder.29 Late in development (between childhood 
and early adolescence), both schizophrenia and bipolar 
patients have shown a greater decline in academic adjust-
ment than healthy controls, more specifically in adapta-
tion to school.50 This academic decline at the beginning 
of adolescence may be a vulnerability marker for tran-
sition to general psychosis, more than a specific marker 
for schizophrenia. To what extent this academic under-
achievement and adaptation to school are markers of 
severity within psychosis or specifically related to a diag-
nostic entity is in need of further research.

Brain Abnormalities in Imaging Studies

Magnetic resonance imaging evidence indicates that 
schizophrenia is associated with changes in brain vol-
ume that predate the onset of the clinical syndrome.51–54 
Although neuroimaging studies have shown a different 
pattern in childhood and early adolescence-onset schizo-
phrenia compared with late adolescence-onset and adult-
onset (“back-to-front” tissue loss with early parietal gray 
matter [GM] loss followed by frontal and temporal GM 
loss in childhood-onset vs GM loss mostly in prefrontal 
and temporal cortices in adult-onset), there is a tendency 
to resemble the pattern seen in adult-onset as children 
become young adults.55,56 Furthermore, neuroimaging 
studies in childhood-onset schizophrenia (COS) have 
reported some results consistent with the adult-onset 

schizophrenia literature, ie, increased lateral ventricular 
volume, decreased total and regional cortical GM vol-
umes, decreased hippocampal and amygdala volumes, 
and increased basal ganglia volumes that progressed 
during adolescence.57,58 In addition, prospective studies 
of nonpsychotic full siblings of patients with COS have 
shown a pattern of reduced prefrontal and temporal GM 
volume in childhood that appears to normalize by the 
time the subjects reach late adolescence.59,60

But do subjects with bipolar disorder undergo the same 
brain changes as those with schizophrenia? Brain altera-
tions seem to be more marked in adult cases of schizo-
phrenia than adult cases of bipolar disorder.61,62 Three 
meta-analyses have compared structural brain volumes 
in adult subjects with schizophrenia and bipolar disor-
der.61,63,64 Lateral ventricle volumes were enlarged in both 
disorders, although more pronounced in schizophrenia 
than in bipolar disorder.63,64 GM reductions were less 
marked in subjects with bipolar disorder than in those 
with schizophrenia.61,64 In general, cortical and limbic 
GM abnormalities (such as hippocampus volume) were 
more pronounced in schizophrenia.63,64 However, there 
were notably overlapping abnormalities in the paralimbic 
regions.64 On the other hand, a recent study conducted 
in twin pairs have found smaller white matter volume 
and common areas of thinner cortex (thinner parahip-
pocampus, thinner right orbitofrontal cortex, and thicker 
temporoparietal and left superior motor cortices) in both 
disorders, suggesting that these share genetic factors.65

With respect to studies specifically comparing brain 
volumetric differences in young people with schizophre-
nia or bipolar disorder, although the first cross-sectional 
studies comparing brain volumes between adolescent 
schizophrenia and bipolar disorder did not find signifi-
cant differences,66 recent research involving cortical brain 
volume differences in these populations have found lower 
volumes in the schizophrenia group.67,68

In our studies in children and adolescents with a 
first psychotic episode, we see that most volume abnor-
malities, including thinner frontal cortical thickness or 
increased intracranial cerebrospinal fluid (CSF), are 
common to bipolar and schizophrenia patients, although 
they seem to be quantitatively larger in those developing 
schizophrenia vs bipolar type I 51,67,69,70. In our samples, 
no significant differences between different psychotic 
diagnostic subgroups (eg, schizophrenia vs bipolar) 
appear in any region 71 at the time of  the first psychotic 
episode, although schizophrenia patients significantly 
differ from healthy controls in different brain regions 
(bipolar patients differ significantly from controls only 
in larger total CSF volumes). Differences seem to be 
more quantitative than qualitative, with bipolar patients 
in between healthy controls and schizophrenia patients.52 
As some of  these brain abnormalities seem to predict 
outcome, they may be more a marker of  severity than 
disorder specific.
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Early-onset bipolar patients with psychotic symptoms 
seem to have baseline structural abnormalities that prob-
ably represent deviant developmental processes, but pro-
gression of these has not been demonstrated to the same 
extent. Differential treatment with antipsychotics and/or 
other psychotropics in terms of doses and duration may 
account for volumetric differences between different dis-
orders 25,26.

What Happens After a First Psychotic Episode in 
Children and Adolescents?

Studies in patients with COS show that they have signifi-
cantly greater total, frontal, temporal, and parietal GM 
loss than those with childhood-onset atypical psychoses 
or healthy control groups.72 On the other hand, young 
patients with psychosis not otherwise specified showed 
some areas of temporal and prefrontal deficits, although 
more subtle compared with the extensive bilateral corti-
cal deficits seen in COS.73 In fact, adolescents with early-
onset schizophrenia-spectrum disorders have GM deficits 
compared with healthy controls and adolescents with 
early-onset psychotic mood disorders.68 Altogether, these 
results suggest that progressive brain changes may be 
diagnosis related, although alternative explanations (eg, 
medication, stress, disease severity) cannot be ruled out.

In our own sample, progressive changes (mainly reduc-
tion in frontal GM volume) seem to be more marked 
in those who develop schizophrenia than in those who 
develop other diagnosis.52 However, it is not clear to what 
extent this larger reduction is a reflection of the differ-
ent diagnosis or a severity marker, as larger reductions 
in GM volume were related to more days in the hospi-
tal and less improvement in negative symptoms, with 
schizophrenia patients showing a worse outcome in those 
measures.52 In line with the possibility that patients with 
psychosis have a particularly degenerative or deteriorat-
ing outcome, first-episode early-onset psychosis patients 
have been shown to have low antioxidant status, with no 
differences between schizophrenia and bipolar patients; 
however only those with schizophrenia have lower gluta-
thione at baseline.74

In terms of cognition, the impairment seems to remain 
similar during the first 2 years after the first psychotic 
episode in bipolar and schizophrenia patients,23 with cog-
nitive reserve (composed of an estimation of premorbid 
IQ and a measure of educational-occupational levels and 
lifetime leisure-social activities) predicting long-term 
working memory and attention.75

Discussion

While for schizophrenia, whether early- or adult-onset, 
abnormal brain development is uncontroversial, the same 
may not be the case in early-onset or adult-onset bipolar 
disorder. In adult studies that include both bipolar I and 

II disorders, cognitive impairments and brain structural 
abnormalities do not seem to be present in the early 
stages as they are in schizophrenia or early-onset bipolar 
disorder 76. However, in our studies in early-onset cases 
of bipolar disorder with psychotic symptoms, we do 
not see any differences between these patients and those 
with early-onset schizophrenia with respect to cognitive 
impairment, premorbid adjustment (other than social or 
life time underachievement), or most of the brain struc-
tural abnormalities assessed (although they are not as 
marked in the group of bipolar patients). Bipolar patients 
with an early-onset disorder with psychotic symptoms, 
like the ones included in our samples, seem to have cog-
nitive impairment and neurodevelopmental deviance. On 
the other hand, late-onset bipolar disorder has been asso-
ciated with high scholastic achievement and more pre-
served neurodevelopment. Lower cognitive functioning 
may be a significant risk factor for earlier onset of bipolar 
disorder. However, it may not be a significant determi-
nant of the overall incidence of bipolar disorder, as the 
percentage of bipolar patients with early-onset disorder 
with psychotic symptoms is in the minority.

Longitudinal studies assessing large cohorts of sub-
jects from inception will shed light on the extent of the 
relationship between brain developmental trajectories 
and psychiatric diagnoses as we have conceptualized 
them. In the future, we should also assess whether brain 
trajectories are more related to functional and prognostic 
outcomes than diagnosis. Stratifying patients in an objec-
tive, quantitative way according to clinical and functional 
outcomes may generate patient clusters that are not only 
more clinically meaningful but also closer to brain devel-
opmental trajectories. In fact, depression with psychotic 
symptoms seems to be more closely aligned with schizo-
phrenia than has been considered previously.77

It has been previously hypothesized that certain genes 
involved in neuroplasticity and neurodevelopment predict 
liability to a continuum of serious mental illnesses. 78–81 
Those subjects who are additionally neurodevelopmen-
tally compromised express schizophrenic symptoms, while 
their cognitively unimpaired counterparts present a bipo-
lar picture.76 Or, from a dimensional perspective, schizo-
phrenia could be considered one consequence of a failure 
to reach the final state of cortical maturation, resulting in 
retention of an immature cortex.11 Subjects with bipolar 
disorder would have a not so immature cortex, but they 
also would have some degree of inadequate maturation of 
the cortex. Naturally, all those genes may interact epistati-
cally and respond to environmental change.5

It seems important to take an approach based on 
dimensional space rather than categorical distinctions. 
Bipolar disorder and schizophrenia are not homoge-
neous diseases. In contrast, they seem to be syndromes 
that include different kinds of diseases. From this per-
spective, it is quite difficult to find specific neurodevelop-
ment trajectories for nonspecific clinical categories.
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Conclusions

Evidence suggests that, at least in schizophrenia, 
early insults to the brain produce dynamic alterations 
rather than static ones in brain ontogeny that manifest 
through deviant neurodevelopmental trajectories well 
before the onset of  psychotic symptoms. This seems to 
also be the case, although to a lesser extent, in a sub-
group of  bipolar psychotic patients with an earlier age 
of  onset. At least in early-onset cases, neurodevelop-
mental trajectories seem to be different between bipolar 
and schizophrenia cases at a quantitative rather than 
qualitative level. To what extent these trajectories are 
a risk for psychosis rather than for the actual defini-
tion of  these 2 syndromes is a question that has not yet 
been solved. The progressive brain changes that take 
place after the first psychotic episode seem to be dif-
ferent, more marked in schizophrenia, and dependent 
on the number of  episodes. In any event, as there are 
no genes coding for Diagnostic and Statistical Manual 
of  Mental Disorders (DSM-5) disorders, there are also 
no developmental trajectories typical for these 2 cat-
egorical entities. It seems more reasonable to search for 
abnormal trajectories that correlate with different clini-
cal phenotypes such as early-onset psychosis than with 
an arbitrarily defined diagnosis.

Funding

Spanish Ministry of  Economy and Competitiveness, 
Instituto de Salud Carlos III, CIBERSAM, RETICS 
RD06/0011 (REM-TAP Network), Fundación Alicia 
Koplowitz, Fundación Mutua Madrileña; Regional 
Government (S2010/BMD-2422 AGES) and European 
Union Structural Funds (Madrid, Spain).

Acknowledgments

Dr Arango has been a consultant to or has received hon-
oraria or grants from Abbot, AMGEN, AstraZeneca, 
Bristol-Myers Squibb, Caja Navarra, CIBERSAM, 
Fundación Alicia Koplowitz, Instituto de Salud Carlos 
III, Janssen Cilag, Lundbeck, Merck, Ministerio de 
Ciencia e Innovación, Ministerio de Sanidad, Ministerio 
de Economía y Competitividad, Mutua Madrileña, 
Otsuka, Pfizer, Roche, Servier, Shire, Takeda and 
Schering Plough. Dr Fraguas has been a consultant 
and/or advisor to or has received honoraria from Astra-
Zeneca, Bristol-Myers-Squibb, Janssen, Lundbeck, 
Otsuka, and Pfizer. Dr Parellada reports no conflict of 
interest.

References

 1. Murray RM, Lewis SW. Is schizophrenia a neurodevelop-
mental disorder? Br Med J (Clin Res Ed). 1987;295:681–682.

 2. Weinberger DR. Implications of normal brain development 
for the pathogenesis of schizophrenia. Arch Gen Psychiatry. 
1987;44:660–669.

 3. Strauss JS, Carpenter WTJ. Schizophrenia. New York: Plenum 
Press; 1981.

 4. Feinberg I. Schizophrenia: caused by a fault in programmed 
synaptic elimination during adolescence? J Psychiatr Res. 
1982;17:319–334.

 5. Andreasen NC. The lifetime trajectory of schizophrenia and 
the concept of neurodevelopment. Dialogues Clin Neurosci. 
2010;12:409–415.

 6. Lam CW, Berrios GE. Psychological concepts and psychiat-
ric symptomatology in some ancient Chinese medical texts. 
Hist Psychiatry. 1992;3:117–128.

 7. Welham JL, Thomis RJ, McGrath JJ. Age-at-first-registration 
for affective psychosis and schizophrenia. Schizophr Bull. 
2004;30:849–853.

 8. Perlis RH, Delbello MP, Miyahara S, Wisniewski SR, Sachs 
GS, Nierenberg AA; STEP-BD investigators. Revisiting 
depressive-prone bipolar disorder: polarity of initial mood 
episode and disease course among bipolar I systematic treat-
ment enhancement program for bipolar disorder participants. 
Biol Psychiatry. 2005;58:549–553.

 9. Schaffer A, Cairney J, Cheung A, Veldhuizen S, Levitt A. 
Community survey of bipolar disorder in Canada: lifetime 
prevalence and illness characteristics. Can J Psychiatry. 
2006;51:9–16.

 10. Berk M, Dodd S, Callaly P, et al. History of illness prior to 
a diagnosis of bipolar disorder or schizoaffective disorder. J 
Affect Disord. 2007;103:181–186.

 11. Catts VS, Fung SJ, Long LE, et al. Rethinking schizophre-
nia in the context of normal neurodevelopment. Front Cell 
Neurosci. 2013;7:60.

 12. Insel TR. Rethinking schizophrenia. Nature. 2010;468: 
187–193.

 13. Zipursky RB, Reilly TJ, Murray RM. The myth of schizo-
phrenia as a progressive brain disease. Schizophr Bull. 
2013;39:1363–1372.

 14. Rapoport JL, Giedd JN, Gogtay N. Neurodevelopmental 
model of schizophrenia: update 2012. Mol Psychiatry. 
2012;17:1228–1238.

 15. Matheson SL, Shepherd AM, Laurens KR, Carr VJ. A sys-
tematic meta-review grading the evidence for non-genetic risk 
factors and putative antecedents of schizophrenia. Schizophr 
Res. 2011;133:133–142.

 16. Goldstein JM, Seidman LJ, Buka SL, et al. Impact of genetic 
vulnerability and hypoxia on overall intelligence by age 7 in 
offspring at high risk for schizophrenia compared with affec-
tive psychoses. Schizophr Bull. 2000;26:323–334.

 17. MacCabe JH, Lambe MP, Cnattingius S, et  al. Excellent 
school performance at age 16 and risk of adult bipolar disor-
der: national cohort study. Br J Psychiatry. 2010;196:109–115.

 18. MacCabe JH, Lambe MP, Cnattingius S, et  al. Scholastic 
achievement at age 16 and risk of schizophrenia and 
other psychoses: a  national cohort study. Psychol Med. 
2008;38:1133–1140.

 19. Cannon M, Caspi A, Moffitt TE, et al. Evidence for early-
childhood, pan-developmental impairment specific to schizo-
phreniform disorder: results from a longitudinal birth cohort. 
Arch Gen Psychiatry. 2002;59:449–456.

 20. Koenen KC, Moffitt TE, Roberts AL, et  al. Childhood IQ 
and adult mental disorders: a  test of the cognitive reserve 
hypothesis. Am J Psychiatry. 2009;166:50–57.

D
ow

nloaded from
 https://academ

ic.oup.com
/schizophreniabulletin/article/40/Suppl_2/S138/1933856 by guest on 10 April 2024



S144

C. Arango et al

 21. Horwood J, Salvi G, Thomas K, et  al. IQ and  non-clinical  
psychotic symptoms in 12-year-olds: results from the 
ALSPAC birth cohort. Br J Psychiatry. 2008;193:185–191.

 22. Zanelli J, Reichenberg A, Morgan K, et  al. Specific and 
generalized neuropsychological deficits: a  comparison of 
patients with various first-episode psychosis presentations. 
Am J Psychiatry. 2010;167:78–85.

 23. Bombin I, Mayoral M, Castro-Fornieles J, et  al. 
Neuropsychological evidence for abnormal neurodevelop-
ment associated with early-onset psychoses. Psychol Med. 
2013;43:757–768.

 24. Zabala A, Rapado M, Arango C, et al. Neuropsychological 
functioning in early-onset first-episode psychosis: com-
parison of diagnostic subgroups. Eur Arch Psychiatry Clin 
Neurosci. 2010;260:225–233.

 25. Haijma SV, Van Haren N, Cahn W, Koolschijn PC, 
Hulshoff Pol HE, Kahn RS. Brain volumes in schizophre-
nia: a meta-analysis in over 18 000 subjects. Schizophr Bull. 
2013;39:1129–1138.

 26. Fusar-Poli P, Smieskova R, Kempton MJ, Ho BC, Andreasen 
NC, Borgwardt S. Progressive brain changes in schizo-
phrenia related to antipsychotic treatment? A  meta-anal-
ysis of longitudinal MRI studies. Neurosci Biobehav Rev. 
2013;37:1680–1691.

 27. Pompei F, Jogia J, Tatarelli R, et al. Familial and disease spe-
cific abnormalities in the neural correlates of the Stroop Task 
in Bipolar Disorder. Neuroimage. 2011;56:1677–1684.

 28. Skudlarski P, Schretlen DJ, Thaker GK, et al. Diffusion ten-
sor imaging white matter endophenotypes in patients with 
schizophrenia or psychotic bipolar disorder and their rela-
tives. Am J Psychiatry. 2013;170:886–898.

 29. Parellada M. Markers of deviant development in early onset 
psychosis. With special reference to schizophrenia [European 
Doctorate]. Alcalá: Alcalá de Henares; 2006.

 30. Zhao Q, Ma YT, Lui SS, et al. Neurological soft signs dis-
criminate schizophrenia from major depression but not bipo-
lar disorder. Prog Neuropsychopharmacol Biol Psychiatry. 
2013;43:72–78.

 31. Whitty P, Clarke M, McTigue O, et al. Diagnostic specific-
ity and predictors of neurological soft signs in schizophrenia, 
bipolar disorder and other psychoses over the first 4 years of 
illness. Schizophr Res. 2006;86:110–117.

 32. Tamagni C, Studerus E, Gschwandtner U, Aston J, Borgwardt 
S, Riecher-Rössler A. Are neurological soft signs pre-existing 
markers in individuals with an at-risk mental state for psy-
chosis? Psychiatry Res. 2013;210:427–431.

 33. Mayoral M, Bombín I, Castro-Fornieles J, et al. Longitudinal 
study of neurological soft signs in first-episode early-onset 
psychosis. J Child Psychol Psychiatry. 2012;53:323–331.

 34. Walker E, Lewine RJ. Prediction of adult-onset schizo-
phrenia from childhood home movies of the patients. Am J 
Psychiatry. 1990;147:1052–1056.

 35. Hollis C. Child and adolescent (juvenile onset) schizophrenia. 
A  case control study of premorbid developmental impair-
ments. Br J Psychiatry. 1995;166:489–495.

 36. Larsen TK, McGlashan TH, Johannessen JO, Vibe-Hansen 
L. First-episode schizophrenia: II. Premorbid patterns by 
gender. Schizophr Bull. 1996;22:257–269.

 37. Larsen TK, McGlashan TH, Moe LC. First-episode 
schizophrenia: I.  Early course parameters. Schizophr Bull. 
1996;22:241–256.

 38. Malmberg A, Lewis G, David A, Allebeck P. Premorbid 
adjustment and personality in people with schizophrenia. Br 
J Psychiatry. 1998;172:308–313.

 39. Schmael C, Georgi A, Krumm B, et  al. Premorbid adjust-
ment in schizophrenia–an important aspect of phenotype 
definition. Schizophr Res. 2007;92:50–62.

 40. Alaghband-Rad J, McKenna K, Gordon CT, et al. Childhood-
onset schizophrenia: the severity of premorbid course. J Am 
Acad Child Adolesc Psychiatry. 1995;34:1273–1283.

 41. van Os J, Jones P, Lewis G, Wadsworth M, Murray R. 
Developmental precursors of  affective illness in a gen-
eral population birth cohort. Arch Gen Psychiatry. 
1997;54:625–631.

 42. Sigurdsson E, Fombonne E, Sayal K, Checkley S. 
Neurodevelopmental antecedents of early-onset bipolar 
affective disorder. Br J Psychiatry. 1999;174:121–127.

 43. Maynard TM, Sikich L, Lieberman JA, LaMantia AS. Neural 
development, cell-cell signaling, and the “two-hit” hypothesis 
of schizophrenia. Schizophr Bull. 2001;27:457–476.

 44. Reichenberg A, Weiser M, Rabinowitz J, et al. A population-
based cohort study of premorbid intellectual, language, and 
behavioral functioning in patients with schizophrenia, schiz-
oaffective disorder, and nonpsychotic bipolar disorder. Am J 
Psychiatry. 2002;159:2027–2035.

 45. Zammit S, Allebeck P, David AS, et al. A longitudinal study 
of premorbid IQ Score and risk of developing schizophrenia, 
bipolar disorder, severe depression, and other nonaffective 
psychoses. Arch Gen Psychiatry. 2004;61:354–360.

 46. Kutcher S, Robertson HA, Bird D. Premorbid functioning in 
adolescent onset bipolar I disorder: a preliminary report from 
an ongoing study. J Affect Disord. 1998;51:137–144.

 47. Goldberg JF, Ernst CL. Clinical correlates of childhood and 
adolescent adjustment in adult patients with bipolar disorder. 
J Nerv Ment Dis. 2004;192:187–192.

 48. Haim R, Rabinowitz J, Bromet E. The relationship of pre-
morbid functioning to illness course in schizophrenia and 
psychotic mood disorders during two years following first 
hospitalization. J Nerv Ment Dis. 2006;194:791–795.

 49. Vocisano C, Klein DN, Keefe RS, Dienst ER, Kincaid 
MM. Demographics, family history, premorbid function-
ing, developmental characteristics, and course of  patients 
with deteriorated affective disorder. Am J Psychiatry. 
1996;153:248–255.

 50. Payá B, Rodríguez-Sánchez JM, Otero S, et  al. Premorbid 
impairments in early-onset psychosis: differences between 
patients with schizophrenia and bipolar disorder. Schizophr 
Res. 2013;146:103–110.

 51. Arango C, Moreno C, Martínez S, et  al. Longitudinal 
brain changes in early-onset psychosis. Schizophr Bull. 
2008;34:341–353.

 52. Arango C, Rapado-Castro M, Reig S, et al. Progressive brain 
changes in children and adolescents with first-episode psy-
chosis. Arch Gen Psychiatry. 2012;69:16–26.

 53. Mechelli A, Riecher-Rössler A, Meisenzahl EM, et  al. 
Neuroanatomical abnormalities that predate the onset 
of psychosis: a  multicenter study. Arch Gen Psychiatry. 
2011;68:489–495.

 54. Pantelis C, Velakoulis D, McGorry PD, et al. Neuroanatomical 
abnormalities before and after onset of psychosis: a  cross-
sectional and longitudinal MRI comparison. Lancet. 
2003;361:281–288.

 55. Gogtay N. Cortical brain development in schizophrenia: 
insights from neuroimaging studies in childhood-onset schiz-
ophrenia. Schizophr Bull. 2008;34:30–36.

 56. Greenstein D, Lerch J, Shaw P, et al. Childhood onset schizo-
phrenia: cortical brain abnormalities as young adults. J Child 
Psychol Psychiatry. 2006;47:1003–1012.

D
ow

nloaded from
 https://academ

ic.oup.com
/schizophreniabulletin/article/40/Suppl_2/S138/1933856 by guest on 10 April 2024



S145

Differential Neurodevelopmental Trajectories

 57. Gogtay N, Rapoport JL. Childhood-onset schizophrenia: 
insights from neuroimaging studies. J Am Acad Child Adolesc 
Psychiatry. 2008;47:1120–1124.

 58. Giedd JN, Rapoport JL. Structural MRI of pediatric brain 
development: what have we learned and where are we going? 
Neuron. 2010;67:728–734.

 59. Gogtay N, Greenstein D, Lenane M, et  al. Cortical brain 
development in nonpsychotic siblings of  patients with 
childhood-onset schizophrenia. Arch Gen Psychiatry. 
2007;64:772–780.

 60. Mattai AA, Weisinger B, Greenstein D, et al. Normalization 
of cortical gray matter deficits in nonpsychotic siblings of 
patients with childhood-onset schizophrenia. J Am Acad 
Child Adolesc Psychiatry. 2011;50:697–704.

 61. Arnone D, Cavanagh J, Gerber D, Lawrie SM, Ebmeier 
KP, McIntosh AM. Magnetic resonance imaging studies 
in bipolar disorder and schizophrenia: Meta-analysis. Br J 
Psychiatry. 2009;195:194–201.

 62. McDonald C, Marshall N, Sham PC, et al. Regional brain 
morphometry in patients with schizophrenia or bipolar 
disorder and their unaffected relatives. Am J Psychiatry. 
2006;163:478–487.

 63. Kempton MJ, Geddes JR, Ettinger U, Williams SC, Grasby 
PM. Meta-analysis, database, and meta-regression of 98 
structural imaging studies in bipolar disorder. Arch Gen 
Psychiatry. 2008;65:1017–1032.

 64. Ellison-Wright I, Bullmore E. Anatomy of bipolar dis-
order and schizophrenia: a  meta-analysis. Schizophr Res. 
2010;117:1–12.

 65. Hulshoff Pol HE, van Baal GC, Schnack HG, et  al. 
Overlapping and segregating structural brain abnormalities 
in twins with schizophrenia or bipolar disorder. Arch Gen 
Psychiatry. 2012;69:349–359.

 66. Friedman L, Findling RL, Kenny JT, et al. An MRI study 
of adolescent patients with either schizophrenia or bipo-
lar disorder as compared to healthy control subjects. Biol 
Psychiatry. 1999;46:78–88.

 67. Janssen J, Reig S, Parellada M, et al. Regional gray matter 
volume deficits in adolescents with first-episode psychosis. J 
Am Acad Child Adolesc Psychiatry. 2008;47:1311–1320.

 68. El-Sayed M, Steen RG, Poe MD, et  al. Brain volumes in 
psychotic youth with schizophrenia and mood disorders. J 
Psychiatry Neurosci. 2010;35:229–236.

 69. Reig S, Moreno C, Moreno D, et al. Progression of brain vol-
ume changes in adolescent-onset psychosis. Schizophr Bull. 
2009;35:233–243.

 70. Janssen J, Diaz-Caneja A, Reig S, et  al. Brain morphology 
and neurological soft signs in adolescents with first-episode 
psychosis. Br J Psychiatry. 2009;195:227–233.

 71. Reig S, Parellada M, Castro-Fornieles J, et  al. Multicenter 
study of brain volume abnormalities in children and adoles-
cent-onset psychosis. Schizophr Bull. 2011;37:1270–1280.

 72. Gogtay N, Sporn A, Clasen LS, et al. Comparison of progres-
sive cortical gray matter loss in childhood-onset schizophre-
nia with that in childhood-onset atypical psychoses. Arch Gen 
Psychiatry. 2004;61:17–22.

 73. Gogtay N, Weisinger B, Bakalar JL, et al. Psychotic symp-
toms and gray matter deficits in clinical pediatric populations. 
Schizophr Res. 2012;140:149–154.

 74. Micó JA, Rojas-Corrales MO, Gibert-Rahola J, et  al. 
Reduced antioxidant defense in early onset first-episode psy-
chosis: a case-control study. BMC Psychiatry. 2011;11:26.

 75. de la Serna E, Andres-Perpina S, Puig O, et  al. Cognitive 
reserve as a predictor of two year neuropsychological perfor-
mance in early onset first-episode schizophrenia. Schizophr 
Res. 2013;143:125–131.

 76. Demjaha A, MacCabe JH, Murray RM. How genes and 
environmental factors determine the different neurodevel-
opmental trajectories of schizophrenia and bipolar disorder. 
Schizophr Bull. 2012;38:209–214.

 77. Owoeye O, Kingston T, Scully PJ, et  al. Epidemiological 
and clinical characterization following a first psychotic epi-
sode in major depressive disorder: comparisons with schiz-
ophrenia and bipolar I  disorder in the Cavan-Monaghan 
First Episode Psychosis Study (CAMFEPS). Schizophr Bull. 
2013;39:756–765.

 78. Hiroi N, Takahashi T, Hishimoto A, Izumi T, Boku S, 
Hiramoto T. Copy number variation at 22q11.2: from rare 
variants to common mechanisms of developmental neu-
ropsychiatric disorders. Mol Psychiatry. 2013;18:1153–1165.

 79. Owen MJ, Craddock N, Jablensky A. The genetic deconstruc-
tion of psychosis. Schizophr Bull. 2007;33:905–911.

 80. Purcell SM, Wray NR, Stone JL, et al. Common polygenic 
variation contributes to risk of schizophrenia and bipolar 
disorder. Nature. 2009;460:748–752.

 81. Smoller JW, Craddock N, Kendler K, et al. Identification of 
risk loci with shared effects on five major psychiatric disor-
ders: a genome-wide analysis. Lancet. 2013;381:1371–1379.

 82. Karege F, Méary A, Perroud N, et  al. Genetic overlap 
between schizophrenia and bipolar disorder: a  study with 
AKT1 gene variants and clinical phenotypes. Schizophr Res. 
2012;135:8–14.

 83. Thaker GK. Boundaries of the psychosis phenotype. 
Schizophr Bull. 2012;38:205–206.

 84. Fraguas D, Gonzalez-Pinto A, Micó JA, et al. Decreased glu-
tathione levels predict loss of brain volume in children and 
adolescents with first-episode psychosis in a two-year longi-
tudinal study. Schizophr Res. 2012;137:58–65.

 85. Parellada M, Boada L, Fraguas D, et al. Trait and state attrib-
utes of insight in first episodes of early-onset schizophrenia 
and other psychoses: a 2-year longitudinal study. Schizophr 
Bull. 2011;37:38–51.

 86. Matheson SL, Shepherd AM, Pinchbeck RM, Laurens KR, 
Carr VJ. Childhood adversity in schizophrenia: a systematic 
meta-analysis. Psychol Med. 2013;43:225–238.

 87. McGrath J, Welham J, Scott J, et al. Association between can-
nabis use and psychosis-related outcomes using sibling pair 
analysis in a cohort of young adults. Arch Gen Psychiatry. 
2010;67:440–447.

 88. Moore TH, Zammit S, Lingford-Hughes A, et al. Cannabis 
use and risk of psychotic or affective mental health outcomes: 
a systematic review. Lancet. 2007;370:319–328.

 89. Lagerberg TV, Sundet K, Aminoff SR, et al. Excessive can-
nabis use is associated with earlier age at onset in bipolar dis-
order. Eur Arch Psychiatry Clin Neurosci. 2011;261:397–405.

 90. Tijssen MJ, Van Os J, Wittchen HU, Lieb R, Beesdo K, 
Wichers M. Risk factors predicting onset and persistence 
of subthreshold expression of bipolar psychopathology 
among youth from the community. Acta Psychiatr Scand. 
2010;122:255–266.

 91. Piper M, Beneyto M, Burne TH, Eyles DW, Lewis DA, 
McGrath JJ. The neurodevelopmental hypothesis of schizo-
phrenia: convergent clues from epidemiology and neuropa-
thology. Psychiatr Clin North Am. 2012;35:571–584.

D
ow

nloaded from
 https://academ

ic.oup.com
/schizophreniabulletin/article/40/Suppl_2/S138/1933856 by guest on 10 April 2024



S146

C. Arango et al

 92. Haukvik UK, McNeil T, Lange EH, et al. Pre- and perinatal 
hypoxia associated with hippocampus/amygdala volume in 
bipolar disorder. Psychol Med. 2013;27:1–11. PMID: 23803260.

 93. Martelon M, Wilens TE, Anderson JP, Morrison NR, Wozniak 
J. Are obstetrical, perinatal, and infantile difficulties associated 
with pediatric bipolar disorder? Bipolar Disord. 2012;14:507–514.

 94. Scott J, McNeill Y, Cavanagh J, Cannon M, Murray R. Exposure 
to obstetric complications and subsequent development of bipo-
lar disorder: systematic review. Br J Psychiatry. 2006;189:3–11.

 95. Cantor-Graae E, Selten JP. Schizophrenia and migration: 
a meta-analysis and review. Am J Psychiatry. 2005;162:12–24.

 96. Swinnen SG, Selten JP. Mood disorders and migration: Meta-
analysis. Br J Psychiatry. 2007;190:6–10.

 97. Kelly BD, O’Callaghan E, Waddington JL, et  al. 
Schizophrenia and the city: a review of literature and prospec-
tive study of psychosis and urbanicity in Ireland. Schizophr 
Res. 2010;116:75–89.

 98. Hill SK, Reilly JL, Keefe RS, et  al. Neuropsychological 
Impairments in Schizophrenia and Psychotic Bipolar 
Disorder: findings from the Bipolar-Schizophrenia Network 
on Intermediate Phenotypes (B-SNIP) Study. Am J 
Psychiatry. 2013;170:1275–1284.

D
ow

nloaded from
 https://academ

ic.oup.com
/schizophreniabulletin/article/40/Suppl_2/S138/1933856 by guest on 10 April 2024


