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ARTICLE INFO ABSTRACT

Article history: The objective of the study is to examine the association of baseline total antioxidant status (TAS) and glutathione
Received 13 November 2013 (GSH) levels with short- and long-term cognitive functioning in patients with early onset first-episode psychosis,
Received in revised form 7 February 2014 comparing affective and non-affective psychoses.

Accepted 25 March 2014

Available online 24 April 2014 We analysed 105 patients with an early onset-first episode psychosis (age 9-17 years) and 97 healthy controls.

Blood samples were taken at admission for measurement of TAS and GSH, and cognitive performance was
assessed at baseline and at 2 years of follow-up. Regression analysis was used to assess the relationship between

g?;:gféde TAS/GSH levels at baseline and cognitive performance at both time points, controlling for confounders.

Psychosis Baseline TAS and GSH levels were significantly lower in patients than healthy controls. In patients, baseline TAS was
Oxidative stress positively associated with the global cognition score at baseline (p = 0.048) and two years later (p = 0.005), while
Cognition TAS was not associated with cognitive functioning in healthy controls. Further, baseline TAS in patients was
Non-affective psychosis specifically associated with the memory domain at baseline and with the memory and attention domains two

years later. Stratifying by affective and non-affective psychoses, significant associations were only found between
TAS and cognition in the non-affective psychosis group. Baseline GSH levels were not associated with cognitive
functioning at either time point in either group.
The antioxidant defence capacity in early onset first-episode psychotic patients is directly correlated with global
cognition at baseline and at 2 years of follow-up, especially in non-affective psychosis.
© 2014 The Authors. Published by Elsevier B.V. This is an open access article under the CC BY-NC-ND license
(http://creativecommons.org/licenses/by-nc-nd/3.0/).

1. Introduction oxidative stress and damage to key brain circuits (van Os et al., 2010;
Andreazza, 2012; Anderson et al., 2013) the accumulation of pro-

An imbalance between pro-oxidant and antioxidant mechanisms in oxidant molecules (i.e., reactive oxygen species) and/or impaired anti-
cells is thought to play a role in the pathophysiology of many diseases of oxidant defence mechanisms (both enzymatic and non-enzymatic)
the central nervous system, such as schizophrenia (Fendri et al., 2006; have become targets for study in psychotic disorders. The interest in
Bitanihirwe and Woo, 2011). As this imbalance is a potential cause of and the evidence to justify these studies come from previous research
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Table 1
Neuropsychological tests and variables grouped by cognitive domain.

Cognitive domain Neuropsychological variable

WAIS-III* Digits Forward

Time to complete TMT-A®

Number of correct items, Stroop 1 words
Number of correct items, Stroop 2 colours
Number of correct responses, CPT
Average reaction time, CPT

WAIS-III Digits Backward

WAIS-IIl Number-Letter Sequencing
TAVEC! Total Learning

TAVEC Short Term Free Recall

TAVEC Long Term Free Recall

TAVEC Discrimination

Time to complete TMTB®

Number of words, FAS

Number of words, COWAT#®

Stroop Interference score

WCST" number of perseverative errors
WCST number of errors

WCST conceptual level responses

Attention

Working memory

Learning and memory

Executive functions

2 WAIS-III: Wechsler Adult Intelligence Scale, 3rd edition (Wechsler, 1997).

b TMT-A: Trail Making Test, part A (Spreen and Strauss, 1998).

¢ CPT: Conners' Continuous Performance Test (Conners, 2000).

4 TAVEC: Spanish version (Benedet et al., 2001) of the California Verbal Learning Test
(Delis et al., 1994).

€ TMTB: Trail Making Test, part B = (time to complete TMT-B — time to complete
TMT-A) / time to complete TMT-A (Spreen and Strauss, 1998).

T FAS: Verbal fluency test (Spreen and Strauss, 1998).

& COWAT: Control Oral Word Association Test. Semantic category “animals” (Benton,
1994).

" WCST: Wisconsin Card Sorting Test (Heaton, 1981; Spreen and Strauss, 1998).

in both adults (Anderson et al., 2013), children (Micé et al., 2011), and
their siblings (Ben Othmen et al., 2008).

In the search for biomarkers of functional or structural damage in psy-
chiatric disorders, early studies have suggested that total antioxidant sta-
tus (TAS) should be systematically measured given its association with
the pathophysiology of schizophrenia spectrum disorders (Ustundag
etal,, 2006). TAS reflects the cumulative effects of all antioxidants present
in the plasma and other body fluids. Studies measuring TAS have found
lower levels of antioxidants in patients with neuropsychiatric diseases
(such as schizophrenia and bipolar disorder) than in healthy controls
(Micé et al., 2011), as well as a dysfunctional balance of oxidative
and pro/anti-inflammatory pathways in first-episode psychosis (FEP)
(Garcia-Bueno et al., 2013). It is especially important to study the disease
at its outset as it is possible to find pathophysiological clues uncontami-
nated by chronicity or drug effect (Bernardo et al., 2013).

It is also of relevance to psychosis that oxidative stress can promote
macro and microglial damage, including axonal demyelination (Qin
et al., 2008; rev. in Adibhatla and Hatcher, 2010). Indeed, it has recently
been shown that lower baseline plasma levels of the main cellular
antioxidant, glutathione (GSH) at the time of a first psychotic episode
are associated with greater decreases in cortical grey matter two years
later in patients with early onset psychosis (Fraguas et al., 2012),
suggesting a role for oxidative damage in the pathophysiology of this
disease.

The relationship between oxidative stress and cognition has been
explored in some studies. In a previous study of adults with FEP, we
found that plasma GSH levels were positively associated with executive
functioning (Martinez-Cengotitabengoa et al., 2012). A recent study
found that higher activity of plasma manganese superoxide dismutase
(a mitochondrial enzyme that detoxifies superoxide radicals to hydro-
gen peroxide) was significantly correlated with the degree of cognitive
impairments in patients with schizophrenia (Zhang et al., 2013).
Although these findings support an association between oxidative
stress and cognitive deficits, both studies were cross-sectional in design
and, to our knowledge, there have been no longitudinal studies.

The objective of this study was to explore the long-term effects of
low baseline TAS and GSH levels on the cognitive functioning of patients
with early onset psychosis. We hypothesized that the antioxidant status
of patients during an early first psychotic episode would be inversely
associated with their cognitive performance at baseline and two years
after the acute episode. Further, for this analysis, we stratified patients
into those with affective and non-affective psychoses.

2. Methods
2.1. Subjects

The original Child and Adolescent First-Episode Psychosis Study
(CAFEPS) was a case—control study that included 110 FEP patients
aged 9-17 years at the time of first evaluation. A first episode of psycho-
sis was defined as the presence of positive psychotic symptoms of
delusions or hallucinations for a period of less than 6 months. This
short duration of symptomatology was used to obtain a more homoge-
nous patient sample. Patients were recruited from Child and Adolescent
Psychiatry Units at six university hospitals in Spain. Sample recruitment
and patient characteristics have been described elsewhere (Castro-
Fornieles et al., 2007). Exclusion criteria were: the presence of any
other Axis I disorder that might account for the psychotic symptoms
(such as substance abuse, autistic spectrum disorders, post-traumatic
stress disorder, and acute stress disorder); mental retardation according
to DSM-IV criteria, including not only an intelligence quotient of less
than 70, but also impaired functioning; pervasive developmental
disorder; neurological disorders; a history of head trauma with loss of
consciousness; and pregnancy. Patients were not excluded for occasion-
al substance use if positive symptoms persisted for more than two
weeks after a negative urine drug test.

The study also included 98 healthy control subjects who were select-
ed from the same catchment area and matched to the patients by age
and gender. They were selected from publicly-funded schools with
similar characteristics to those attended by patients through advertise-
ments and from children who were seen for routine paediatric visits at
our hospitals. The control subjects had no history of Axis I psychiatric
disorders, neurological disorders, mental retardation, or head trauma,
and were not pregnant, and there was no history of psychiatric disor-
ders in their first-degree relatives.

Baseline blood samples for measuring oxidative stress were avail-
able for 105 patients and 97 controls of the original sample and these
individuals were included in the present analysis. The study was
approved by the Ethics and Clinical Research Boards of all the hospitals
involved in the study. Parents or legal guardians gave written informed
consent and patients assented to participate in the study.

2.2. Design and clinical assessment

In this prospective study, we assessed the antioxidant status of FEP
patients at baseline and evaluated their cognitive functioning at base-
line and two years later.

All patients met the DSM-I1V criteria for a FEP (American Psychiatric
Association, 1994), assessed using the Kiddie Schedule for Affective Dis-
orders and Schizophrenia, Present and Lifetime Version (K-SADS-PL)
(Kaufman et al., 1997). Clinical assessments on admission and two
years later were performed by an experienced child psychiatrist with
specific training in the K-SADS-PL semi-structured interview. Socioeco-
nomic status was estimated using the Hollingshead and Redlich scale
(Hollingshead and Redlich, 1958), administered to the parents by the
same clinician.

2.3. Oxidative stress evaluation

Based on preliminary data (Mic6 et al., 2011), we focused the present
analyses on the following oxidative variables: TAS as a global measure of
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Baseline characteristics of healthy controls and all first-episode psychosis patients, and by patient diagnostic group at 2 years' follow-up.
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antioxidant capacity, and the level of glutathione (GSH) as the main cel-
lular antioxidant. These variables were determined as follows. Blood sam-
ples were taken from each patient at the time of admission and from the
healthy controls. Following centrifugation, the erythrocytes and plasma
were separated and stored frozen at — 80 °C until analysis. All samples
were analysed at the same time. TAS was determined by standardised
spectrophotometric assays (Bioxytech, Beverly Hills, USA) in plasma.
Briefly, the TAS assay relies on the ability of antioxidants present in plas-
ma to inhibit the oxidation of 2,2’-azino-bis(3-ethylbenzthiazoline-6-
sulphonic acid), monitored by measuring the absorbance at 600 nm.
Total GSH levels were determined by standardised spectrophotometric
assays (Bioxytech) of erythrocyte haemolysates. The assay is based on
the formation of a chromophoric thione, with the absorbance measured
at 420 nm being directly proportional to the GSH concentration.
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2.4. Neurocognitive assessment

Cognitive assessments were carried out four to eight weeks after ad-
mission to allow time for acute symptoms to stabilize, and at two years
after illness onset. The battery of neurocognitive tests was designed to
assess four cognitive domains (attention, working memory, learning
and memory, and executive functioning) by combining selected individ-
ual measures from different tests (Table 1). The selection of measures for
each domain was based on the MATRICS battery (Green et al., 2004), as
well as on the psychometric characteristics of the tests (Lezak, 1995;
Strauss et al., 2006) and on previous studies using similar procedures
(Heinrichs and Zakzanis, 1998; Addington et al., 2003; de Mello Ayres
etal, 2010; Zabala et al., 2010). All tests were administered and scored ac-
cording to standardised instructions by psychologists trained in the use of
the instruments. The intra-class correlation coefficient (ICC), calculated as
a measure of the inter-rater reliability, was between 0.95 and 0.99.

Raw test scores were converted to z-scores (mean = 0; SD = 1) based
on the performance of the healthy control group, to obtain an overall
score for each cognitive domain. For these, a higher score indicates a bet-
ter performance. z-Scores were truncated at —4.0 to exclude extremely
deviant scores. Mean summary scores were then calculated as the arith-
metic means of the individual scores obtained for each cognitive domain
(i.e., means of the aforementioned z-scores). The global cognitive score
was calculated as the arithmetic mean of the scores for the four cognitive
domains.
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2.5. Data analyses
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Table 3

Cognitive functioning (z-scores) at baseline and at 2 years' follow-up in healthy controls and all patients, and by patient diagnostic group at 2 years.

p-Value

Statistic

Patient diagnostic group at 2 years

=97) Patients (N = 105) Statistic p-Value

Healthy controls (N

Data missing (n = 25)

Affective psychosis (n = 30)

Non-affective psychosis (n = 50)

Cognition at baseline, mean (SD)

Global score
Attention

0.732
0.767
0.734
0.795
0.590

= 0.624
0.531

H
H

H = 0.617

H

0.458

H = 1.055

853.0

U=

0.73)

<0.001
<0.001

1197.0

U
U

1.33)

—1.07

1549.0

—1.28

—1.91

Working memory
Memory

Executive functions

Cognition after 2 years, mean (SD)

Global score
Attention

M. Martinez-Cengotitabengoa et al. / Schizophrenia Research 156 (2014) 23-29

0.069
0.297

U = 430.0

U
U

NA
NA
NA
NA
NA

506.0
4435

0.098

0.264

0.086

U = 488.0

§)

= 460.0

—1.09

—1.05

—0.84
—0.75
—0.86

<0.001
<0.001
<0.001

500.0
942.0

U
u
U
U
U

0.75)

0.85)

915.0
776.0

0.85)

1.43)

<0.001 —043

1175.0

—0.94
—0.81
—0.93
—1.58

0.27
0.24
0.20

Working memory
Memory

0.23

Executive functions

NA = No data available at 2 year assessment.

Mann-Whitney U.

U
H

Kruskal-Wallis H. Items in bold indicate statistical significance.

between the patient and control groups for tobacco abuse or dependence
(p < 0.001) and socioeconomic status (p = 0.014). The baseline antioxi-
dant status also differed between these groups, with the patients
having significantly lower levels of antioxidants (p < 0.001) and
GSH (p = 0.007). Table 2 also presents the baseline characteristics of
the patients by their diagnostic category at the two-year follow-up
assessment (using DSM-IV criteria). Of the 80 patients who completed
the assessment both at baseline and two years later, 50 had non-
affective psychosis and 30 had affective psychosis at the two-year
follow-up. The non-affective psychosis group comprised patients with
schizophrenia (38) and psychotic disorder not otherwise specified (12),
while the affective psychosis group consisted of patients with a diagnosis
of bipolar disorder (19), psychotic depression (4) or schizoaffective disor-
der (7). Among these different diagnostic groups of patients, there were
no significant differences in tobacco use, socioeconomic status or baseline
antioxidant status (Table 2).

3.2. Relationship between oxidative stress and cognition

Baseline TAS differed between tobacco abusers or dependants and
others (patients + controls) (U = 2247.0; p = 0.029), being higher
in the non-smoker group, while baseline GSH levels in these groups
were not significantly different (U = 1897.5; p = 0.236). Within the
patient group, no significant differences were found in the levels of
TAS and GSH between smokers and non-smokers (U = 980.0, p =
0.439; U = 625.0, p = 0.245).

Table 3 presents the mean z-scores for each of the four cognitive
domains and the global cognition scores in the patient and control
groups. Compared with the healthy control group, the FEP patients
had a poorer cognitive performance both at baseline and two years of
follow-up (p < 0.001 for all four domains). However, there was no dif-
ference in cognitive functioning between the affective psychosis group
and the non-affective psychosis group at either time point (Table 3).

Fig. 1 shows that in FEP patients baseline TAS levels were significant-
ly positively associated with the global cognition score at baseline (B =
0.405; p = 0.048) and two years later (B = 0.708; p = 0.005), after
controlling for confounding variables, while in the control group there
was no significant association between baseline TAS and cognition at
either time point. In contrast, there were no significant associations
between baseline GSH levels and global cognitive functioning at either
time point in either group (data not shown).

Table 4 summarises the associations between baseline TAS and
cognitive functioning at baseline and at two years of follow-up in the
patient and control groups, after controlling for confounding variables.
In the patient group, there was a significant positive association
between baseline TAS and memory both at baseline and two years
later. In addition, in this group a higher TAS level at baseline was associ-
ated with better attention at two-years of follow-up (Table 4).

Among the diagnostic subgroups of patients, in those with non-
affective psychosis at two years there was a direct relationship between
baseline TAS and attention, working memory and global cognition at
baseline, as well as a positive association between baseline TAS and
attention, memory, executive function and global cognition at two
years of follow-up (Table 4). In the group with affective psychosis, how-
ever, we found no significant associations between baseline TAS and
cognitive functioning.

4. Discussion

In our sample of early onset psychotic patients, plasma total antioxi-
dant status at the onset of the illness was positively associated with global
cognitive performance both at baseline and at two years of follow-up,
after controlling for tobacco use, antipsychotic exposure at baseline and
socioeconomic status.

These findings are in line with studies, in vitro and in vivo, demon-
strating that the accumulation of oxidative and nitrosative mediators
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Fig. 1. Association between baseline total antioxidant status (TAS) and global cognition score at (a) baseline and (b) after 2 years of follow-up.

leads to oxidative stress when antioxidant systems are unable to detoxify
these harmful compounds in the central nervous system (Aksenova et al.,
2005; Fernandez-Checa et al., 2010). Data from animal models suggest
that antioxidant depletion in the brain can cause cognitive impairment
(Dean et al.,, 2009) due to cellular lack of resilience and damage that, if
not repaired, can lead to altered physiology and cognitive dysfunction
(Pedrini et al., 2012). These findings reinforce the need to evaluate pa-
tients at the prodromal phase and all those in ultra-high risk groups, in
order to avoid the deleterious consequences of the oxidative stress of
the first psychotic episode.

Our results support the view that oxidative stress, in patients with
early psychosis, but not in healthy controls, may alter some neuropro-
tective factors that are essential for cognitive tasks (Cabungcal et al.,
2013; Dodd et al., 2013). The reduced capacity to protect against free
radicals found in our sample of early onset patients (Mico et al., 2011)
could lead to membrane dysfunction and DNA damage contributing to
and explaining the specific symptoms of these patients, such as cogni-
tive dysfunction (Martinez-Cengotitabengoa et al., 2012). On the other
hand, previous studies have highlighted the role of NMDA-receptors
in memory functioning (Morris et al., 2013). It seems as if a lower
level of antioxidant protection could influence the normal functioning
of NMDA receptors, causing abnormal functioning of memory processes
(Kantrowitz and Javitt, 2010; Javitt et al., 2012).

The analysis of diagnostic subgroups yielded an interesting finding.
Namely, the insult of oxidative stress at baseline affects affective and

Table 4

non-affective psychotic patients in a different manner both at baseline
and follow-up. Specifically, baseline TAS is related to cognition in non-
affective psychosis, but not in affective psychosis. The different relation-
ship between TAS and cognition at baseline and two years after onset in
the two types of psychosis could be related not only to a different
aetiology for the cognitive deficit, but also to a different capacity of
modulating damage in affective disorders, at least in the earlier stages
of the illness. We cannot exclude the impact of some factors that were
not measured, such as antioxidant status during follow-up. In addition,
we cannot conclude that there is no type Il error in the subsample of
patients with affective disorder.

To date, it has been shown that there is a relationship between
oxidative stress and clinical severity both in bipolar disorder during a
depressive or a manic episode (Raffa et al., 2012; Kulak et al., 2013),
and in major depression (Tobe, 2013). A relationship between cognition
and oxidative stress has also been observed in chronic bipolar patients
(Vieta et al., 2013) but there are no previous studies analysing the rela-
tionships between TAS and cognition in the medium term. Although
these results need confirmation by new research, they suggest that
the inability of the systemic antioxidant defences to control activated
pro-oxidant pathways, that may underlie the insult produced by an
early psychotic episode, persists and may contribute to cognitive
outcome two years after the initial episode. Our work also indicates
the potential predictive value of TAS as a peripheral biomarker of cogni-
tive impairments, as it reflects overall antioxidant capacity including the

Association between baseline total antioxidant status (TAS) and cognitive functioning at baseline and at 2 years of follow-up: results of regression models controlled for tobacco use, an-

tipsychotic treatment and socioeconomic status.

Cognitive domain

Global cognition

Attention Working memory Memory Executive function

B p-Value B p-Value B p-Value B p-Value B p-Value
At baseline
Healthy controls (N = 97) —0.016 0.915 —0.236 0.199 0.019 0919 0.007 0.958 —0.059 0.601
Patients (N = 105) 0.381 0.088 0.462 0.109 0.905 0.019 0.148 0.502 0.405 0.048
Non-affective psychosis (n = 50) 0.516 0.042 0.653 0.037 0.760 0.097 0.450 0.089 0.514 0.028
Affective psychosis (n = 30) 0.084 0.913 0.641 0.544 0.904 0431 —0.790 0.320 0.170 0.814
Data missing (n = 25) —0.169 0.775 —0.069 0.919 0.653 0484 —0.378 0.349 0.019 0971
At 2 years of follow-up
Healthy controls (N = 97) —0.155 0.322 —0.105 0.601 0.139 0432 —0.031 0.795 —0.057 0.584
Patients (N = 105) 0.705 0.015 0.517 0.079 1241 0.012 0419 0.090 0.708 0.005
Non-affective psychosis (n = 50) 0.704 0.032 0.393 0.189 1.124 0.040 0.504 0.043 0.663 0.013
Affective psychosis (n = 30) 0.651 0.387 0.772 0.337 0.972 0.449 —0.529 0.452 0.352 0.606
Data missing (n = 25) NA NA NA NA

Items in bold indicate statistical significance.
B = Beta coefficient.
NA = No data available at 2 year assessment.
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function of a range of markers of oxidative stress. Glutathione was not
associated with cognition in this research, although it has previously
been associated with psychosis (Mico et al., 2011).

Our results also support the suggestion made by other authors of
prescribing antioxidants to treat schizophrenia (Mahadik et al., 2006;
Deanetal.,2011; Reddy et al., 2011) due to the involvement of oxidative
stress in several processes occurring over the course of the illness
including cognitive impairment. We underline that these antioxidants
could be used in the very early stages, as a more benign form of treat-
ment, attempting to delay the introduction of antipsychotic medication
in early onset patients and, thereby, avoid the adverse events of such
medications for as long as possible as suggested by some other authors
(Francey et al., 2010), and also combining their effects with those of
antipsychotic medication, ideally enabling lower doses to be used in
children and adolescents. However, for this approach to be adopted in
routine practice, further research is needed to demonstrate the useful-
ness of antioxidants in schizophrenia.

Lastly, our findings point to the possibility of using peripheral
markers of oxidative and antioxidative balance in patients with first-
episode psychosis, for prognostic and preventive purposes, taking into
account the high sensitivity of the brain to oxidative damage (Ng
et al., 2008) that is reflected in multiple stress-mediated responses
such as cognitive dysfunction in individuals with impaired antioxidant
defence.

This study has various limitations and strengths. It is a prospective
naturalistic study but biochemical parameters (TAS and GSH levels)
were only measured at baseline. A second limitation is that, though
this is a multicentre study, the majority of participating centres were
hospital units that had an inpatient facility and this may represent a
bias towards the inclusion of more severe cases, making it difficult to
generalize the results to less severe ones. On the other hand, nearly
70% of patients with early psychosis are hospitalized (Murphy et al.,
2009). A third limitation is that we assume that changes in peripheral
blood levels adequately reflect changes in the mental state of the
brain. The last limitation to mention is that we cannot exclude
completely that nutritional status or lifestyle could have had an effect
on the results, although most of the patients had similar nutritional
and lifestyle at the time of TAS assessment due to their inpatient status.
One of the study strengths is the homogeneity of the sample and the ex-
istence of a control group. Further, a relevant strength is that compared
with studies with similar design characteristics, our patient sample is
the largest reported to date to detect predictive variables for a cohort
in early psychosis.

In conclusion, our study shows that the antioxidant defence sys-
tem in patients with early onset first-episode psychosis has an in-
verse correlation with global cognition at baseline and at two years
of follow-up. Oxidative damage may contribute to the pathophysiol-
ogy and account for a poor cognitive function in this early onset
group. Future research should consider chronic stages stratifying
by diagnostic subgroups to clarify the possible utility of TAS as a pe-
ripheral marker of oxidative stress and as a prognostic factor for each
specific diagnosis.

Role of funding source

This work was supported by health research funds from the Spanish Government
(PS09/02002 CIBER Network; EC10-333, PI10/01430, PI10/01746, PI11/01977, PI11/
02708, 2011/1064, 11-BI-01, 1677-DJ-030, and EC10-220); European Regional Develop-
ment Funds (UE/2012/FI-STAR), and local grants from the Basque Country Government
(2008111010, 2009111047, 2010111170, 2010112009, 2011111110, 2011111113,
SAI010-PC10BF01, SAIO11-PE11BF006, SAIO11-PE11BF007, SAIO10-PR10BF01, GIC 10/
80, and KRONIK 11/010); the Basque Foundation for Health Innovation and Research
(BIOEF; BIO0O9/EM/010); the Spanish Clinical Research Network (CAIBER; 1392-D-079)
and the University of the Basque Country (GIC10/80, US10/08, and EHU08/54). The psy-
chiatric research department in Araba University Hospital - Santiago is supported by the
Stanley Research Foundation (03-RC-003). These institutions had no further role in the
study design, data collection, analysis or interpretation, writing of the report, or in the de-
cision to submit the paper for publication.

Contributors

The CAFEPS study was led by CA and CA, AG, JC, MG, MP and IB designed the study and
wrote the protocol.

MM, AG and JAM designed the present study using data from the CAFEPS study.

MM, MPL and IZM undertook the statistical analysis.

MM, AG and JCL wrote the first version of the manuscript and all authors contributed
to and have approved the final version.

Conflict of interest

Dr. Ménica Martinez-Cengotitabengoa reports no conflict of interest.

Dr. Micé reports no conflict of interest.

Dr. Arango. has been a consultant to or has received honoraria or grants from Abbot,
AMGEN, AstraZeneca, Bristol-Myers Squibb, Caja Navarra, CIBERSAM, Fundaci6n Alicia
Koplowitz, Instituto de Salud Carlos III, Janssen Cilag, Lundbeck, Merck, Ministerio de
Ciencia e Innovacién, Ministerio de Sanidad, Ministerio de Economia y Competitividad,
Mutua Madrilefia, Otsuka, Pfizer, Roche, Servier, Shire, Takeda and Schering Plough.

Dr. Josefina Castro-Fornieles reports no conflict of interest.

Dr. Montserrat Graell reports no competing interests.

Dr. Paya reports no competing interests.

Dr. Leza reports no conflict of interest.

Dr. Zorrilla reports no conflict of interest.

Dr. Parellada reports no conflict of interest.

Dr. Lépez reports no conflict of interest.

Dr. Inmaculada Baeza has received honoraria from Otsuka.

Dr. Carmen Moreno has been a consultant and/or advisor from Astra-Zeneca, Bristol-
Myers-Squibb, and Janssen.

Dr. Rapado-Castro was supported by a Sara Borrell Health Research Fellowship from
the Institute of Health Carlos III, Spanish Ministry of Economy and Competitiveness, an
Alicia Koplowitz Research Grant and a Short-Term Fellowship from the Alicia Koplowitz
Foundation (Madrid, Spain).

Dr. Ana Gonzalez-Pinto has received grants and served as a consultant, advisor or CME
speaker for the following entities: Almirall, AstraZeneca, Bristol-Myers Squibb, Cephalon,
Eli Lilly, Glaxo-Smith-Kline, Janssen-Cilag, Jazz, Johnson & Johnson, Lundbeck, Merck,
Otsuka, Pfizer, Sanofi-Aventis, Servier, Schering-Plough, Solvay, the Spanish Ministry of
Science and Innovation (CIBERSAM), the Ministry of Science (Carlos III Institute), the
Basque Government, the Stanley Medical Research Institute, and Wyeth.

There are no other published data or manuscripts based on these data pending
adecision.

Acknowledgements
The authors would like to thank the mental health professionals who helped with this
research.

References

Addington, ]J., Brooks, B.L., Addington, D., 2003. Cognitive functioning in first episode
psychosis: initial presentation. Schizophr. Res. 62, 59-64.

Adibhatla, RM,, Hatcher, J.F.,, 2010. Lipid oxidation and peroxidation in CNS health and
disease: from molecular mechanisms to therapeutic opportunities. Antioxid. Redox
Signal. 12, 125-169.

Aksenova, M.V, Aksenov, M.Y., Mactutus, C.F., Booze, R.M., 2005. Cell culture models of
oxidative stress and injury in the central nervous system. Curr. Neurovasc. Res. 2
(1), 73-89.

American Psychiatric Association, 1994. Diagnostic and Statistical Manual of Mental
Disorders. (DSM-IV) 4th ed. American Psychiatric Association, Washington, D.C.
Anderson, G., Berk, M., Dodd, S., Bechter, K., Altamura, A.C,, Dell'osso, B., et al., 2013. Immuno-
inflammatory, oxidative and nitrosative stress, and neuroprogressive pathways in the
etiology, course and treatment of schizophrenia. Prog. Neuropsychopharmacol. Biol.

Psychiatry 42, 1-4.

Andreazza, A.C., 2012. Combining redox-proteomics and epigenomics to explain the
involvement of oxidative stress in psychiatric disorders. Mol. Biosyst. 8, 2503-2512.

Ben Othmen, L., Mechri, A., Fendri, C., Bost, M., Chazot, G., Gaha, L., et al., 2008. Altered
antioxidant defense system in clinically stable patients with schizophrenia and
their unaffected siblings. Prog. Neuropsychopharmacol. Biol. Psychiatry 32, 155-159.

Benedet, MJ., Alejandre, M.A., Pamos, A., 2001. TAVEC: Test de Aprendizaje Verbal Espafia
Complutense Infantil. TEA Ediciones, Madrid.

Benton, A.L, 1994. Multilingual Aphasia Examination, 3rd ed. AJA Associates, lowa, IA.

Bernardo, M., Bioque, M., Parellada, M., Saiz Ruiz, J., Cuesta, MJ., Llerena, A, et al., 2013.
Assessing clinical and functional outcomes in a gene-environment interaction
study in first episode of psychosis (PEPs). Rev. Psiquiatr. Salud Ment. 6, 4-16.

Bitanihirwe, B.K., Woo, T.U., 2011. Oxidative stress in schizophrenia: an integrated
approach. Neurosci. Biobehav. Rev. 35, 878-893.

Cabungcal, J.H,, Steullet, P., Morishita, H., Kraftsik, R., Cuenod, M., Hensch, T.K,, et al., 2013.
Perineuronal nets protect fast-spiking interneurons against oxidative stress. Proc.
Natl. Acad. Sci. U. S. A. 110, 9130-9135.

Castro-Fornieles, J., Parellada, M., Gonzalez-Pinto, A., Moreno, D., Graell, M., Baeza, I, et al,,
2007. The child and adolescent first-episode psychosis study (CAFEPS): design and
baseline results. Schizophr. Res. 91, 226-237.

Conners, C.K., 2000. Conners' Continuous Performance Test II: Computer Program for
Windows Technical Guide and Software Manual. Multi Health Systems, North
Tonawanda, New York.

de Mello Ayres, A., Scazufca, M., Menezes, P.R., Nakano, E.Y., Regina, A.C,, Schaufelberger,
M.S., et al., 2010. Cognitive functioning in subjects with recent-onset psychosis from a


http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0005
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0005
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0010
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0010
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0010
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0015
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0015
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0015
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0265
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0265
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0020
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0020
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0020
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0020
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0025
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0025
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0030
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0030
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0030
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0035
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0035
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0040
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0045
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0045
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0050
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0050
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0055
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0055
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0060
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0060
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0065
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0065
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0065
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0085

M. Martinez-Cengotitabengoa et al. / Schizophrenia Research 156 (2014) 23-29 29

low-middle-income environment: multiple-domain deficits and longitudinal evalua-
tion. Psychiatry Res. 179, 157-164.

Dean, O., Bush, AL, Berk, M., Copolov, D.L., van Den, B.M., 2009. Glutathione depletion in
the brain disrupts short-term spatial memory in the Y-maze in rats and mice. Behav.
Brain Res. 198, 258-262.

Dean, 0., Giorlando, F., Berk, M., 2011. N-acetylcysteine in psychiatry: current therapeutic
evidence and potential mechanisms of action. J. Psychiatry Neurosci. 36, 78-86.
Delis, D.C., Kramer, ].H., Kaplan, E., Ober, B.A., 1994. The California Verbal Learning Test.

The Psychological Corporation, San Antonio.

Dodd, S., Maes, M., Anderson, G., Dean, O.M., Moylan, S., Berk, M., 2013. Putative neuro-
protective agents in neuropsychiatric disorders. Prog. Neuropsychopharmacol. Biol.
Psychiatry 42, 135-145.

Fendri, C., Mechri, A, Khiari, G., Othman, A., Kerkeni, A., Gaha, L., 2006. Oxidative stress
involvement in schizophrenia pathophysiology: a review. Encéphale 32, 244-252.

Fernandez-Checa, J.C., Fernandez, A., Morales, A., Mari, M., Garcia-Ruiz, C., Colell, A., 2010.
Oxidative stress and altered mitochondrial function in neurodegenerative diseases:
lessons from mouse models. CNS Neurol. Disord. Drug Targets 9 (4), 439-454 (Aug).

Fraguas, D., Gonzalez-Pinto, A., Mico, J.A., Reig, S., Parellada, M., Martinez-Cengotitabengoa,
M, et al., 2012. Decreased glutathione levels predict loss of brain volume in children
and adolescents with first-episode psychosis in a two-year longitudinal study.
Schizophr. Res. 137, 58-65.

Francey, S.M., Nelson, B., Thompson, A,, Parker, A.G., Kerr, M., Macneil, C,, et al., 2010. Who
needs antipsychotic medication in the earliest stages of psychosis? A reconsideration
of benefits, risks, neurobiology and ethics in the era of early intervention. Schizophr.
Res. 119, 1-10.

Garcia-Bueno, B,, Bioque, M., Mac-Dowell, K.S., Barcones, M.F., Martinez-Cengotitabengoa,
M., Pina-Camacho, L., et al., 2013. Pro-/anti-inflammatory dysregulation in patients
with first episode of psychosis: toward an integrative inflammatory hypothesis of
schizophrenia. Schizophr. Bull. 40, 376-387.

Green, M.F,, Nuechterlein, K.H., Gold, J.M., Barch, D.M., Cohen, ]., Essock, S., et al., 2004.
Approaching a consensus cognitive battery for clinical trials in schizophrenia: the
NIMHMATRICS conference to select cognitive domains and test criteria. Biol. Psychi-
atry 56, 301-307.

Heaton, RK,, 1981. The Wisconsin Card Sorting Test. Psychological Assessment Resources,
Odessa, FL.

Heinrichs, RW., Zakzanis, KK., 1998. Neurocognitive deficit in schizophrenia: a quantita-
tive review of the evidence. Neuropsychology 12, 426-445.

Hollingshead, A.B.., Redlich, F.C,, 1958. Social Class and Mental Illness. Wiley, New York.

Javitt, D.C,, Zukin, S.R., Heresco-Levy, U., Umbricht, D., 2012. Has an angel shown the way?
Etiological and therapeutic implications of the PCP/NMDA model of schizophrenia.
Schizophr. Bull. 38, 958-966.

Kantrowitz, J.T., Javitt, D.C., 2010. Thinking glutamatergically: changing concepts of
schizophrenia based upon changing neurochemical models. Clin. Schizophr. Relat.
Psychoses 4, 189-200.

Kaufman, J., Birmaher, B., Brent, D., Rao, U., Flynn, C., Moreci, P., et al., 1997. Schedule for
affective disorders and schizophrenia for school-age children-present and lifetime
version (K-SADS-PL): initial reliability and validity data. . Am. Acad. Child Adolesc.
Psychiatry 36, 980-988.

Kulak, A, Steullet, P., Cabungcal, ].H., Werge, T., Ingason, A., Cuenod, M., et al., 2013. Redox
dysregulation in the pathophysiology of schizophrenia and bipolar disorder: insights
from animal models. Antioxid. Redox Signal. 18, 1428-1443.

Lepping, P., Delieu, J., Mellor, R., Williams, J.H., Hudson, P.R., Hunter-Lavin, C,, 2011. Anti-
psychotic medication and oxidative cell stress: a systematic review. J. Clin. Psychiatry
72, 273-285.

Lezak, M., 1995. Neuropsychological Assessment. Oxford University Press, Nueva York.

Mahadik, S.P., Pillai, A., Joshi, S., Foster, A., 2006. Prevention of oxidative stress-mediated
neuropathology and improved clinical outcome by adjunctive use of a combination of
antioxidants and omega-3 fatty acids in schizophrenia. Int. Rev. Psychiatry 18, 119-131.

Martinez-Cengotitabengoa, M., Mac-Dowell, K.S., Leza, ].C., Mico, J.A., Fernandez, M.,
Echevarria, E., et al.,, 2012. Cognitive impairment is related to oxidative stress and
chemokine levels in first psychotic episodes. Schizophr. Res. 137, 66-72.

Mico, J.A., Rojas-Corrales, M.O., Gibert-Rahola, ]., Parellada, M., Moreno, D., Fraguas, D., et
al., 2011. Reduced antioxidant defense in early onset first-episode psychosis: a case—
control study. BMC Psychiatry 11, 26.

Morris, R.G., Steele, R}, Bell, J.E.,, Martin, SJ., 2013. N-methyl-d-aspartate receptors, learn-
ing and memory: chronic intraventricular infusion of the NMDA receptor antagonist
d-AP5 interacts directly with the neural mechanisms of spatial learning. Eur. J.
Neurosci. 37, 700-717.

Murphy, B.P., Simms, C., Dowling, R.M., Graham, A., Doherty, A., Meadows, G.N., 2009. The
development of the Recovery and Prevention of Psychosis Service in Melbourne,
Australia. Early Interv. Psychiatry 3 (2), 151-156.

Ng, F., Berk, M., Dean, O., Bush, AL, 2008. Oxidative stress in psychiatric disorders: evi-
dence base and therapeutic implications. Int. J. Neuropsychopharmacol. 11, 851-876.

Pedrini, M., Massuda, R., Fries, G.R., de Bittencourt Pasquali, M.A., Schnorr, CE., Moreira, J.
C, etal,, 2012. Similarities in serum oxidative stress markers and inflammatory cyto-
kines in patients with overt schizophrenia at early and late stages of chronicity. J.
Psychiatr. Res. 46, 819-824.

Qin, J., Goswami, R., Dawson, S., Dawson, G., 2008. Expression of the receptor for advanced
glycation end products in oligodendrocytes in response to oxidative stress. J.
Neurosci. Res. 86, 2414-2422.

Raffa, M., Barhoumi, S., Atig, F., Fendri, C., Kerkeni, A., Mechri, A., 2012. Reduced antioxidant
defense systems in schizophrenia and bipolar I disorder. Prog. Neuropsychopharmacol.
Biol. Psychiatry 39, 371-375.

Reddy, R., Fleet-Michaliszyn, S., Condray, R., Yao, J.K., Keshavan, M.S., Reddy, R., 2011.
Reduction in perseverative errors with adjunctive ethyl-eicosapentaenoic acid in
patients with schizophrenia: preliminary study. Prostaglandins Leukot. Essent. Fatty
Acids 84, 79-83.

Spreen, O., Strauss, E.A., 1998. A Compendium of Neuropsychological Tests: Administra-
tion, Norms and Commentary. Oxford University Press, New York.

Strauss, E., Spreen, O., Sem, S., 2006. A Compendium of Neuropsychological Tests: Admin-
istration, Norms and Commentary. Oxford University Press, New York.

Tobe, E.H., 2013. Mitochondrial dysfunction, oxidative stress, and major depressive disor-
der. Neuropsychiatr. Dis. Treat. 9, 567-573.

Ustundag, B., Atmaca, M, Kirtas, O., Selek, S., Metin, K., Tezcan, E., 2006. Total antioxidant
response in patients with schizophrenia. Psychiatry Clin. Neurosci. 60, 458-464.
van Os, J., Kenis, G., Rutten, B.P., 2010. The environment and schizophrenia. Nature 468,

203-212.

Vieta, E., Popovic, D., Rosa, AR, Sole, B, Grande, L, Frey, B.N,, et al,, 2013. The clinical implica-
tions of cognitive impairment and allostatic load in bipolar disorder. Eur. Psychiatry 28,
21-29.

Wechsler, D., 1997. Wechler Adult Intelligence Scale (WAIS-III). The Psychological
Corporation.

Zabala, A., Rapado, M., Arango, C., Robles, O., de la Serna, Gonzalez, C,, et al., 2010. Neuro-
psychological functioning in early-onset first-episode psychosis: comparison of diag-
nostic subgroups. Eur. Arch. Psychiatry Clin. Neurosci. 260, 225-233.

Zhang, X.Y., Tan, Y.L, Cao, LY., Wy, G.Y., Xy, Q,, Shen, Y., et al.,, 2006. Antioxidant enzymes
and lipid peroxidation in different forms of schizophrenia treated with typical and
atypical antipsychotics. Schizophr. Res. 81, 291-300.

Zhang, X.Y., Tan, Y.L, Zhou, D.F,, Haile, CN., Wu, G.Y., Cao, LY., et al.,, 2007. Nicotine depen-
dence, symptoms and oxidative stress in male patients with schizophrenia.
Neuropsychopharmacology 32, 2020-2024.

Zhang, X.Y., Chen, D.C,, Xiu, M.H., Yang, F.D., Tan, Y., Luo, X,, et al., 2013. Cognitive function,
plasma MnSOD activity, and MnSOD Ala-9Val polymorphism in patients with schizo-
phrenia and normal controls. Schizophr. Bull.


http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0085
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0085
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0070
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0070
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0070
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0075
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0075
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0080
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0080
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0090
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0090
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0090
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0095
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0095
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0270
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0270
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0100
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0100
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0100
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0105
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0105
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0105
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0105
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0275
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0275
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0275
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0115
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0115
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0115
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0120
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0120
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0125
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0125
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0130
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0280
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0280
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0280
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0140
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0140
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0140
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0145
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0145
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0145
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0145
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0150
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0150
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0150
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0155
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0155
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0155
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0160
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0165
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0165
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0165
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0170
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0170
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0175
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0175
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0180
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0180
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0180
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0180
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0185
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0185
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0185
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0190
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0190
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0195
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0195
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0195
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0200
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0200
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0200
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0205
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0205
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0205
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0210
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0210
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0210
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0215
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0215
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0220
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0220
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0225
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0225
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0230
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0230
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0235
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0235
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0240
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0240
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0240
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0285
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0285
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0290
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0290
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0290
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0255
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0255
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0255
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0260
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0260
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0260
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0295
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0295
http://refhub.elsevier.com/S0920-9964(14)00151-0/rf0295

	Basal low antioxidant capacity correlates with cognitive deficits in early onset psychosis. A 2-year follow-up study
	1. Introduction
	2. Methods
	2.1. Subjects
	2.2. Design and clinical assessment
	2.3. Oxidative stress evaluation
	2.4. Neurocognitive assessment
	2.5. Data analyses

	3. Results
	3.1. Sample characteristics
	3.2. Relationship between oxidative stress and cognition

	4. Discussion
	Role of funding source
	Contributors
	Conflict of interest
	Acknowledgements
	References


