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Abstract: Cognitive maturation during adolescence is modulated by brain maturation. However,
it is unknown how these processes intertwine in early onset psychosis (EOP). Studies examining
longitudinal brain changes and cognitive performance in psychosis lend support for an altered
development of high-order cognitive functions, which parallels progressive gray matter (GM) loss
over time, particularly in fronto-parietal brain regions. We aimed to assess this relationship in a
subsample of 33 adolescents with first-episode EOP and 47 matched controls over 2 years. Backwards
stepwise regression analyses were conducted to determine the association and predictive value
of longitudinal brain changes over cognitive performance within each group. Fronto-parietal GM
volume loss was positively associated with decreased working memory in adolescents with psychosis
(frontal left (B = 0.096, p = 0.008); right (B = 0.089, p = 0.015); parietal left (B = 0.119, p = 0.007), right
(B = 0.125, p = 0.015)) as a function of age. A particular decrease in frontal left GM volume best
predicted a significant amount (22.28%) of the variance of decreased working memory performance
over time, accounting for variance in age (14.9%). No such association was found in controls. Our
results suggest that during adolescence, EOP individuals seem to follow an abnormal neurodevelopmental trajectory, in which fronto-parietal GM volume reduction is associated with the differential
age-related working memory dysfunction in this group.
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1. Introduction
The development of cognitive function plays a vital role in the ability of an individual
to relate to the world. Altered cognitive functioning, particularly in high-order cognitive
processes (i.e., sustained attention, working memory and executive function) has consistently been shown in early psychosis [1,2], leading to significant social, functional and
vocational impairments and poor quality of life [3–6]. Cognitive maturation is largely
influenced by the maturation of brain cortical structures. In particular, high-order cognitive
processes have generally been associated with fronto-parietal brain regions, which appear
to be the last regions to mature. Of particular importance is the prefrontal cortex, in which
the connections with the parietal lobes are involved with cognitive abilities required for
planning, decision making and complex problem solving, such as set-shifting, selective and
sustained attention and working memory [7–11]. Reduced brain gray matter (GM) volume
over time is characteristic in psychosis [12,13]. Our own clinical studies lend support for an
altered development of higher brain cognitive functions [14], which parallels progressive
GM loss in early onset psychosis (EOP) over time, particularly in fronto-parietal brain
regions [15–19]. However, the relationship between these processes is not well understood.
Adolescence is a time of substantial brain and cognitive development. Gray matter
changes/loss in the frontal, parietal, temporal and occipital lobes have been described
as part of normal development [20], and these changes have shown to be accelerated in
adolescent psychosis, particularly in early stages, for review see [21]. In this regard, the
maturation of cognitive functions may coincide with synaptogenesis in the frontal and
parietal cortex (i.e., synaptic pruning [22]) in adolescence and young adulthood, so that a
disruption of those maturational processes may lead to the cognitive dysfunction observed
in these individuals. However, little research has been done in this early onset psychosis
(EOP) population. Our own previous studies in EOP have shown that cognitive impairment
is present at the time of the first episode [23], and that cognitive development seems to be
arrested at the 2 year follow-up, at least for some high-order functions, such as sustained
attention or working memory [14]. Research has identified the development of high-order
cognition to begin as early as 12 months of age [24,25], and exhibits a rapid development
during childhood and adolescence [26]. Additionally, different aspects of higher cognitive
functions are found to display different developmental trajectories [24]: Sustained attention,
a basic underlying cognitive process required to complete any activity, is the first one to
develop. While working memory and sequencing ability may be developed by the age of
15 to 19, strategic planning, problem solving and goal-directed behavior may have been
achieved between the ages of 20 and 25 [24]. Thus, the development of high-order cognitive
abilities is a continued process up until the late 20s, when brain development is considered
to be complete [27]. However, the onset of psychosis may interfere with the developmental
process [28]. In this regard, early neurodevelopmental abnormalities may underlie the
differential acquisition of cognitive abilities in individuals with psychosis.
Previous studies investigating associations of GM volume and cognition in schizophrenia have been conducted mostly at a single point and in adult or young adult populations
with inconsistent findings. Cognitive performance in these participants have been associated with whole-brain GM volumes [29–34], total brain volume [35], volumes of the
frontal [36–48], parietal [41], temporal [40,46,49], cingulate [42], temporo-occipital [50],
temporolimbic [51,52] or hippocampal [43,47] brain areas. Variability across cognitive and
neuroimaging measurement strategies, antipsychotic treatment, patient heterogeneity, age
of onset, duration of psychosis and duration of untreated psychosis may have contributed
to inconsistent results in these studies. Two studies in particular have investigated the GM
volume–cognition relationship in young adults with FEP [53,54]. A cross-sectional study
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investigating the relationship between brain volume and a combined measure of cognitive
function (including measures of attention, working memory and verbal fluency such as
the forward and backward digit span test from the Wechsler Memory Scale and the Controlled Oral Word Association Test, COWAT) suggest an association between GM volume
in the frontal, parietal and temporal cortices, specifically inferior regions of the dorsolateral
prefrontal cortex and cognitive performance in 122 FEP individuals (with mean age 28.9
(8.6) years) [53]. A longitudinal study investigating the association of GM volume and
cognitive function (working memory, executive functioning and processing speed) over
the early course of FEP found an association between GM volume decline over 80 months
in the left parietal lobe, and worse executive function performance at baseline [54]. In the
same study, an association between GM loss in the globus pallidus and left inferior parietal
lobule, and a lower processing speed at baseline was found in a sample of 16 drug-naïve
non-affective FEP participants (mean age 24.08 (7.21)) [54]. Finally, in a cross-sectional
investigation in a mixed sample of 41 individuals with chronic schizophrenia and 4 FEP
subjects, (mean age 40.49 (11.67)) significant correlations were found between generalized
cognitive deficits (lower premorbid IQ, verbal memory, attention and processing speed)
and GM reductions within left fronto-temporal regions [55]. Only a previous attempt
in our group examined cognitive baseline predictors of 2 year GM volume reductions
in first episodes of adolescent EOP, reporting a specific relationship between low IQ at
baseline and reduced GM in bilateral frontal cortices in the subgroup of 34 participants
with early onset schizophrenia (mean age 15.2 (1.7)) [19]. In addition, low performance in
working memory at baseline was associated with decreased GM volume in the frontal lobe
(bilaterally) in this same subsample [19]. To the best of our knowledge, no previous studies
have explored this brain–cognition relationship longitudinally, neither in first-episode EOP
nor in the context of a particularly sensitive developmental window such as adolescence.
The aim of this study is to explore the relationship between brain changes in frontal and
parietal GM volume, and changes in high-order cognitive functions (particularly sustained
attention, working memory and executive function performance) in adolescents with a first
episode of EOP and controls over a 2 year period, using data from the longitudinal child
and adolescent first-episode psychosis study (CAFEPS) [56]. Progressive brain changes in
specific frontal and parietal volumes in the CAFEPS sample have previously been described,
with individuals with EOP presenting with greater loss of GM volume than controls, over
the two years after the onset of psychotic symptoms [13,17,18]. Moreover, a significant
cognitive impairment in sustained attention, working memory and executive function
over time was found in EOP individuals in the CAFEPS sample over the same period of
time [14]. Therefore, we aimed to investigate the relationship between these two events in
those participants with EOP and controls who underwent baseline and follow-up brain
and cognitive assessments in the context of the CAFEPS study. Therefore, we aimed to
take these results a step further, to investigate the relationship between these two events in
those participants with EOP and controls who underwent baseline and follow-up brain
and cognitive assessments using the same previously validated methodology. The study of
EOP participants whose brain and cognitive development is still in progress at the time
of the first episode provides a unique opportunity to compare their brain and cognitive
maturation with that of controls, in search of specific patterns resulting from plausible
neurodevelopmental processes occurring at this particular stage. We hypothesized that
a progressive loss of frontal and parietal GM volume over the 2 year follow-up will be
associated with poorer cognitive development in high-order cognitive functions that have
traditionally been associated to fronto-parietal areas, such as sustained attention, working
memory and executive function, in adolescents with a first episode of EOP.
2. Materials and Methods
2.1. Participants
The detailed description of participants, recruitment and complete methodology
of the multicenter longitudinal follow-up CAFEPS study in Spain has been reported
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2.2. Clinical Assessment
Diagnosis or its absence was established at baseline according to DSM-IV criteria, using the Spanish version of the semi-structured diagnostic interview; the Kiddie-Schedule for
Affective Disorders and Schizophrenia, Present and Lifetime version (K-SADS-PL) [57,58];
with which accuracy of diagnosis of psychosis was reviewed at the 2 year follow-up. The diagnosis established at follow-up was used for descriptive purposes only, and was grouped
into three main diagnostic categories: schizophrenia (N = 13) bipolar disorder (N = 11) and
other psychoses (N = 9; including schizoaffective disorder N = 2, depression with psychotic
features N = 1, psychosis not otherwise specified N = 6).
The same trained psychiatrist conducted clinical and functional assessments for each
EOP participant at both baseline and 2 year visits. Severity of symptoms was assessed using
the Positive and Negative Syndrome Scale (PANSS) [59,60]. Prior to recruitment, inter-rater
reliability for the PANSS was determined in an independent sample of 10 individuals with
psychosis, using the interclass correlation coefficient (ICC), which was always superior to
0.80. Level of general occupational, social and psychosocial functioning was determined
using the Children Global Assessment of Functioning (C-GAF) scale [61]. Duration of
untreated psychosis was calculated by asking EOP subjects/parents at the first interview
about the approximate date of first appearance of positive psychotic symptoms within
the first psychotic episode and by reviewing clinical case notes [62]. Neurodevelopmental
history (normal or pathological acquisition of psychomotor, language and reading and
writing milestones) was also explored by asking the parents at baseline. Chlorpromazine
equivalents were used to derive the dosage of antipsychotic treatment at baseline and
follow-up, and to calculate the cumulative doses taken during the scan interval [63,64].
2.3. Cognitive Assessment
Cognitive function was assessed at baseline and at two year follow-up using a comprehensive neuropsychological battery, including those cognitive functions consistently
described as being affected in psychosis [1,2] (i.e., sustained attention, working memory, learning and memory and executive function). Participants completed this cognitive
evaluation when considered to be psychopathologically stable (i.e., within 4 weeks after
recruitment to the study). Of those, only high-order cognitive measures considered to be
related to the frontal [42,47,65–70] and parietal regions [71,72] were selected, comprising
the following cognitive test and their correspondent derived neuropsychological variables
of sustained attention (digits forwards subtest of the Wechsler Adult Intelligence scale,
WAIS-III (Wechsler Adult Intelligence Scale, WAIS-III; 1997), time to complete Trail Making
Test part A, TMT-A [73], total number of correct items from Words and Colors Stroop
Test [74], total number of correct responses and average reaction time from the Continuous Performance Test, CPT [75]); working memory (digits backwards and letter-number
sequencing subtests, WAIS-III [76]); and executive function (TMT B/A [73], number of
errors, number of perseverative errors and number of categories of the Wisconsin Card
Sorting Test, WCST [77], Stroop interference score and total number of correct words from
the Verbal Fluency Test, FAS (Benton y Hamsher, 1989) and total number of correct words
from the Controlled Oral Word Association Test, COWAT [78]) (See Table 1).
Psychologists that were trained in the use of the cognitive battery conducted all
neuropsychological assessments. Inter-rater reliability for administration and scoring of
the cognitive scales was determined using the ICC in an independent sample of 10 subjects
prior to the baseline assessments (>0.85 for all instruments). Raw test scores were converted
to z-scores (mean = 0, standard deviation, SD = ±1) based on the cognitive performance of
the control group at baseline. The sample was divided into three age groups to minimize
the effect of age and education on cognitive performance (aged 11–14, aged 15–16 and aged
17 in accordance with our previous research in the CAFEPS sample [14,23]. A summary
score for each cognitive domain at both baseline and 2 year assessment times, and a
measure of change at follow-up (2 year follow-up minus baseline) was calculated based on
z-scores. The z-score sign was changed from plus to minus and vice versa for the higher

J. Clin. Med. 2021, 10, 3929

6 of 20

scores, to always reflect better performance as required (i.e., time to complete the TMT-A
and TMT-B, WCST errors). Z-scores were also truncated at ±4, to avoid outlying variables.
Table 1. Neuropsychological test and variables used to evaluate cognitive function performance at
baseline and at two year follow-up.
Cognitive Domain

Neuropsychological Variable
WAIS-III Digits Forward
Time to complete TMT-A

Sustained Attention

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

Working Memory

WAIS-III Digits Backward
WAIS-III Number–Letter Sequencing
TMT Derived Score TMTB—TMTA
Number of words FAS
Number of words COWAT

Executive Function

Stroop Interference score
WCST number of perseverative errors
WCST number of errors
WCST number of categories

WAIS-III, Wechsler Adult Intelligence Scale, 3rd Edition; TMT-A, Trail Making Test, Part A; TMT-B, Trail Making
Test, Part B; CPT, Conners’ Continuous Performance Test; TAVEC, Spanish version of the California Verbal
Learning Test; FAS, Verbal fluency test; COWAT, Control Oral Word Association Test (Category Test); WCST,
Wisconsin Card Sorting Test.

2.4. Brain Imaging
2.4.1. MRI Acquisition and Processing
Participants underwent anatomical brain MRI at baseline and at the 2 year follow-up
visit in five different 1.5-T scanners: two Siemens Symphony, two General Electric Signa
and one Philips ACS Gyroscan. Each individual was scanned with the same scanner at
both baseline and follow-up. Data were collected from each center and processed at one
site. MRI scans were acquired in axial orientation for each subject, a T1-weighted 3D
gradient echo (voxel size 1 × 1 × 1.5 mm) and a T2-weighted Turbo-Spin-Echo sequence
(voxel size 1 × 1 × 3.5 mm). Full details about the acquisition parameters at each site,
comparability between machines for this study and the limitations involved in the analysis
of multicenter data are provided elsewhere [79]. In keeping with our previous studies
using this sample [17,18,80], lobar volumes of GM were obtained by using an automated
method based on the Talairach proportional grid system [79,81–84]. Processed images
were visually inspected and manually corrected by a single blind operator. Brain images
from a sample of five randomly selected participants were used to test the consistency
of the rater prior to conducting the whole segmentation procedure in the images of the
study sample. The intra-class correlation coefficients ranged from 0.96 to 0.99 for lobar GM
measurements [79].
2.4.2. Segmentation and Regions of Interest (ROI) Definition
MRI images were processed using locally developed software, incorporating a variety
of image processing and quantification tools [79,84]. To obtain lobar volume measurements,
we used a method for semi-automated segmentation of the brain based on the Talairach
proportional grid system, which includes a grid template in which all sectors are assigned
to particular regions [81,82]. A two-step procedure was followed [84]: (1) An initial
segmentation of cerebral tissues into GM, white matter (WM) and CSF was obtained using
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Statistical Parametric Mapping 2 (SPM2) routines for multimodal (T1 & T2) segmentation.
The SPM algorithm for tissue segmentation includes a multi-modal method to eliminate
the effect of radiofrequency field inhomogeneities [83], which was proven to be more
robust than single-modality in a multicenter setup [79]. (2) The Talairach grid was built
on each edited brain MRI by manually selecting the position of the anterior and posterior
commissures (AC, PC), and establishing a third point position in the mid-sagittal plane.
The AC-PC line was set in the axial horizontal plane, and the inter-hemispheric plane in the
vertical orientation [85]. Our software application automatically finds the outer brain limits
in Talairach orientation, and 3D grids are then built for each brain. The Talairach grid, a
piecewise linear transformation and a tessellation of the brain into a 3D grid of 1056 cells,
represents homologous brain regions across subjects [85]. The ROI measurements were
obtained by superimposing the 3D tissue masks corresponding to GM, WM and CSF onto
each subject’s Talairach grid, where the regions of interest were defined as sets of Talairach
grid cells [79,82,83]. Volumes for each tissue type in Talairach space were measured on the
MRI registered to the Talairach space, by summing up the data from the Talairach grid cells
associated with each ROI [84].
The validity of this procedure has already been proven suitable for volumetric studies [81,82,84] in our own longitudinal [17,18] and other multicenter studies [79,80,86].
Based on our own previous findings on brain volume changes and cognitive development in this sample [14,17], the ROIs selected and included in the analysis were the frontal
and parietal lobes. These fronto-parietal regions were among the brain regions most likely
to present volume changes over time in adolescent first-episode subjects [17,18,87,88], and
have been associated with high-order cognitive processes, such as sustained attention,
working memory and executive function [89–99]. Volumes were obtained in both left and
right hemispheres. Intracranial volume (ICV) was derived as the sum of the total GM,
WM and CSF volumes, including the cerebellum [17,18]. This data was exported to SPSS,
version 25.0 (Chicago, Illinois) for statistical analyses.
The longitudinal change in volume was measured as the difference between follow-up
(vol2) and initial volume at baseline (vol1) of the ROI, and described as a percentage
calculated as follows [17,18]:
Longitudinal Change = ((vol2 − vol1)/vol1) × 100
2.5. Statistical Analyses
Normal distribution of variables was examined with the Kolmogorov–Smirnov test.
Means and standard deviations (SD) were used to describe continuous variables. Frequencies were used to describe discrete variables. Differences between EOP individuals and
controls in demographic, neuropsychological and clinical data were assessed by means of
Student’s t-test, Fisher’s test and chi-square tests, according to the type of variable.
In order to examine the relationships between change in frontal and parietal GM
volumes and change in cognitive performance in the sustained attention, working memory
and executive function domains (composite z-scores), a series of backwards stepwise regression analyses were conducted. These models were built using relative within-subject
longitudinal volume change (described above as a percentage) in bilateral frontal and parietal GM volumes, respectively, as independent variables, and changes at follow-up (2 year
follow-up minus baseline) in cognitive outcomes as dependent variables. In congruence
with our previous studies using this sample, the models included age, months of inter-scan
interval and inter-scan ICV change as covariates of no interest. These three covariates
were included in the model because of their potential effect on volume data. Assuming
that ICV would be constant, inter-scan ICV change was included to remove a potential
effect of spurious method variance associated with change from ICV1 to ICV2 [17,18]. In
order to increase predictive power and avoid overfitting the model, a backwards stepwise
regression model was built for each dependent variable, including one ROI at a time as a
predictive variable together with the variables of no interest. These models were built for
EOP participants and controls separately.
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A final model was built in order to further analyze the predictive value of those independent variables that demonstrated significant associations with the primary variables of
interest, entering only those variables, which emerged as significant predictors for each
cognitive outcome.
Pearson’s linear correlation coefficients were used to rule out potential effects of
medication on brain changes, and of medication and symptom changes on cognitive
performance over time by examining their associations.
All statistical analyses were performed using IBM SPSS v25 (Statistical Package for
the Social Sciences, IBM Corporation). Statistical significance was set at α < 0.05.
3. Results
3.1. Sociodemographic and Clinical Characteristics
Individuals with EOP were not significantly different from controls, in terms of age,
sex, parental socioeconomic status, years of education, developmental history, race or
handedness (see Table 2). There were significant differences between groups for estimated
IQ at baseline, consistent with previous reports on this sample [14,23] and for months of
inter-scan interval in our sample (see Table 2). The mean duration of the illness, defined
as the time between the appearance of their first positive symptoms and their baseline
MRI scan, was 3.12 ± 2.75 months for the EOP sample included in the current analyses.
Duration of antipsychotic treatment at baseline was 3 ± 1.87 weeks (mean daily dose
277.7 ± 150.4 mg in chlorpromazine equivalents [63,64].
Table 2. Sociodemographic and clinical characteristics of EOP individuals and controls.
EOP
n = 33

Controls
n = 47

Mean

DS

Mean

DS

Age (Years) [range]

15.82 [11–17]

1.467

15.26 [13–17]

1.343

Sex (Female/Male)

14/19
8.885

Education (Years)
Parental Socioeconomic Status
(1/2/3/4/5)

17/30
1.805

8.77

1.371

Test a

p-Value

t = 1.776

p = 0.080

X2 = 0.319

p = 0.572

t = 0.232

p = 0.817

b

7/10/7/5/4/

3/14/13/3/14

X2 = 7.915

p = 0.095

Race/Ethnicity
(Caucasian/Other)

32/1

44/3

X2 = 0.459

p = 0.639 Fisher’s
exact test

Diagnosis at follow-up c
(SZ/BP/Others)

13/11/09

-

-

Handedness (Right/Left/Mixed)

27/6/00

42/3/2

X2 = 3.931

p = 0.140

Psychomotor Development
(No. Normal/Pathology)

31/2

44/3

X2 = 0.003

p = 0.953 Fisher’s
exact test

Language Development
(No. Normal/Pathology)

27/6

42/5

X2 = 0.930

p = 0.347 Fisher’s
exact test

Reading and Writing
Development
(No. Normal/Pathology)

29/4

44/3

X2 = 0.800

p = 0.439 Fisher’s
exact test

-

-

Estimated IQ (Baseline)

81.21

16.435

104.32

14.223

t = −5.998

p = 0.000

PANSS Negative (Baseline)

18.82

8.921

-

-

-

-

PANSS Positive (Baseline)

24.97

5.987

-

-

-

-

GAF (Baseline)

34.64

15.56

-

-

-

-

Duration of untreated psychosis
(Days)

53.58

52.431

-

-

-

-
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Table 2. Cont.
EOP
n = 33

Controls
n = 47

Test a

p-Value

Mean

DS

Mean

DS

MRI Between-scan follow-up
period (Months)

24.45

2.152

25.57

2.483

F = 0.33

p = 0.039

Duration of antipsychotic
treatment at baseline MRI
(Weeks)

3

1.87

-

-

-

-

Cumulative antipsychotic
dosage (mg) Chlorpromazine
equivalents d

149.369, 2

104.428, 42

-

-

-

-

Antipsychotic treatment at
baseline (No.) (Olanzapine/Risperidone/Quetiapine/Ziprasidone) e

9/18/8/2

-

-

-

-

Antidepressive Treatment at
baseline (No.) (Paroxetine/Venlafaxine/Fluoxetine)

1/2/02

-

-

-

-

Mood Stabilizers at baseline
(No.) (Lithium/Oxcarbazepine/Valproate)

3/1/01

-

-

-

-

Abbreviations: GAF, Children’s Global Assessment of Functioning; MRI, magnetic resonance imaging; PANSS, Positive and Negative
Syndrome Scale. IQ = intellectual quotient. [a ] Two sample t-test was used for comparisons between quantitative measures, and Fisher’s
exact or Pearson’s chi-square test was used for comparisons between qualitative measures (p < 0.05). [b ] Parental socioeconomic status
assessed with the Hollingshead Scale (ranging from 1 to 5) (Hollingshead and Redlich 1954). A rating of 5 corresponds to the highest
socioeconomic status and a rating of 1 to the lowest. [c ] Diagnosis: SZ, schizophrenia; BP, bipolar disorder; Others (schizoaffective disorder,
depression with psychotic features and psychosis not otherwise specified) (see Section 2 “Methods”). [d ] Chlorpromazine equivalents
were used to derive the dosage of antipsychotic treatment at baseline and follow-up, and to calculate the cumulative doses taken during
the scan interval. [e ] Patients were polymedicated, increasing the sample size for medication. At baseline four patients were taking
two antipsychotics.

3.2. Relationship and Predictive Value of Change in Brain Volume Measures over Change in
Cognitive Performance at Two Year Follow-Up
A total of four backwards regression models were built for each cognitive outcome
(sustained attention, working memory, executive function) including one ROI for time
together with the variables of no interest as predictors, for EOP individuals and controls
separately (see Methods). For the sake of conciseness and clarity, only the main significant
results are provided in Table 3. Tables showing all the regression models can be seen in
Supplementary Table S2.
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Table 3. Associations and predictive value of change in brain volume measures over change in cognitive performance at two
year follow-up in EOP (final prediction models for significant backwards regression analyses are displayed—see Methods).
DV *: CHANGE IN WORKING MEMORY OVER TIME
PREDICTORS: Change in Frontal Left GM Volume, age, months of inter-scan interval and interscan ICV change.
R

R2

Adjusted R2

Standard Error of the Estimate

0.550

0.303

0.256

1.039

Model 4

B

Standard Error

Beta

t

p

Change in Frontal
Left GM Volume

0.096

0.034

0.441

2.854

0.008

Age

0.027

0.010

0.412

2.666

0.012

Model Summary

PREDICTORS: Change in Frontal Right GM Volume, age, months of inter-scan interval and interscan ICV change.
R

R2

Adjusted R2

Standard Error of the Estimate

0.523

0.274

0.225

1.061

Model 4

B

Standard Error

Beta

t

p

Change in Frontal
Right GM Volume

0.089

0.035

0.400

2.570

0.015

Age

0.023

0.010

0.347

2.230

0.033

Model Summary

PREDICTORS: Change in Parietal Left GM Volume, age, months of inter-scan interval and interscan ICV change.
R

R2

Adjusted R2

Standard Error of the Estimate

0.556

0.309

0.263

1.035

Model 4

B

Standard Error

Beta

t

p

Change in Parietal
Left GM Volume

0.119

0.041

0.451

2.910

0.007

Age

0.028

0.010

0.426

2.752

0.010

Model Summary

PREDICTORS: Change in Parietal Right GM Volume, age, months of inter-scan interval and interscan ICV change.
R

R2

Adjusted R2

Standard Error of the Estimate

0.523

0.274

0.225

1.061

Model 4

B

Standard Error

Beta

t

p

Change in Parietal
Right GM Volume

0.125

0.049

0.403

2.571

0.015

Age

0.025

0.010

0.389

2.480

0.019

Model Summary

FINAL MODEL. PREDICTORS: Change in Frontal Left GM Volume, Change in Frontal Right GM Volume, Change in Parietal
Left GM Volume, Change in Parietal Right GM Volume, age.
R

R2

Adjusted R2

Standard Error of the Estimate

0.554

0.318

0.272

1.028

Model 4

B

Standard Error

Beta

t

p

Change in Frontal
Left GM Volume

0.107

0.034

0.490

3.131

0.004

Age

0.362

0.129

0.441

2.815

0.009

Model Summary

* Dependent variable (DV), gray matter (GM).

We found that longitudinal change (decrease) in frontal GM volume was positively
associated with decreased working memory performance in individuals with EOP (left
(B = 0.096, p = 0.008); and right (B = 0.089, p = 0.015)) as a function of age (see Table 3). In
addition, decreased parietal GM volume was positively associated with decreased working
memory performance in this group ((left (B = 0.119, p = 0.007), right (B = 0.125, p = 0.015))
also as a function of age (see Table 3). Specifically, for the first multiple regression model,
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including change in frontal left GM volume over time as an independent variable, a
decrease in frontal left GM volume over time explained a significant amount (18.9%) of the
variance of change (decrease) in working memory, when variance for other variables in
the final model was accounted for (age 16.4%). In the second multiple regression model,
with change in frontal right GM volume over time entered as an independent variable,
both change in frontal right GM volume and age variables added statistically significantly
to the variance of change in working memory, after adjustment of other predictors in the
model. In particular, decreased frontal right GM volume explained 16% of the variance of
decrease in working memory performance over time, accounting for variance in age (12%).
In the final solution of the third multiple regression model (including change in parietal
left GM volume as an independent variable), both change in parietal left GM volume and
age variables added statistically significantly to the variance of change in working memory,
with decreased parietal left GM volume explaining 19.5% of the variance of decrease
working memory performance over time. This was independent of age, which accounted
for 17.5% of the variance in this model. The fourth regression model, with change in
parietal right GM volume as an independent variable, explained a significant proportion
of the variability of change in working memory performance over time. Specifically, a
decrease in parietal right GM volume over time explained a significant amount (16%) of the
variance of change (decrease) in working memory performance over time, when variance
for other variables in this final solution was accounted for (age 14.9%).
A final multiple regression model was built in order to further examine the predictive
value of the significant results obtained, regarding the reported relationship between
variables of longitudinal change in frontal and parietal GM volume (left and right), age and
working memory performance over time. In this model, a particular decrease in frontal left
GM volume over the two year follow-up best predicted a significant amount (22.3%) of the
variance of decreased working memory performance, together with age which accounted
for 18% of the variance of longitudinal performance in this cognitive domain (Table 3).
No significant relationships were found for any of the brain GM volume measures
and cognitive variables of sustained attention or executive function performance over
time in individuals with EOP. There were no significant relationships between any of
the longitudinal change in brain GM volume measures and cognitive variables in the
control group.
These results were independent of antipsychotic exposure and symptom changes (see
Supplementary Table S3).
4. Discussion
This is the first study to longitudinally examine the relationship between brain GM
changes and high-order cognitive function development in a sample of adolescents with
EOP and a sample of controls, with the latter adding to the novelty of our findings.
Our results suggest a particular association between decreased GM volume of frontal and
parietal lobes and a poorer working memory performance over the first 2 years of psychosis
in adolescents with a first episode of EOP as a function of age. In particular, within EOP
individuals but not controls, loss of GM volume in frontal and parietal regions and younger
age at the time of the FEP were associated with decreased working memory function
over time. No such association was found with other high-order cognitive functions (i.e.,
for sustained attention or executive function) in this sample. Further, specifically frontal
left GM loss together with age have shown to be the best predictors of working memory
performance over time in adolescents with EOP. No associations were found between any of
the measures of brain GM volume change and the cognitive variables in the control group.
These findings are congruent with our previous studies in this sample, on which a
specific arrest in cognitive development was observed for working memory function in
the larger sample of EOP from which our sample was derived [14]. In particular, although
EOP individuals presented with significant cognitive impairment with regards to controls
at baseline and at the 2 year follow-up, both controls and EOP individuals improved in
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all cognitive measures over time, except for EOP working memory [14]. These changes
occurred in tandem with a prominent reduction in frontal and parietal GM volume in EOP
with regards to controls in this same larger sample, and a decrease was particularly evident
for these fronto-parietal regions in the left hemisphere [17,18]. Our study now demonstrates
the relationship between these two events as a function of age. Specifically, in the subset
of individuals who completed both cognitive and brain imaging measures at baseline
and 2 year follow up, our results suggest EOP is characterized by decreased working
memory function over time, associated with age and accelerated brain GM volume loss
in frontal and parietal structures, two neuroanatomical locations traditionally associated
with working memory function [89]. Moreover, a specific reduction of GM brain volume in
the frontal left structure was particularly predictive of working memory performance as a
function of age.
Impairment in working memory has been previously linked to alterations in brain
structure [68] and function [100] in psychosis. In accordance with our findings, previous
cross-sectional volumetric studies in FEP have found reduced frontal [19,44,45,53] and
temporo-parietal [53] GM volume to be associated with poor working memory function,
particularly evident in the left frontal region [44]. More specifically, frontal and temporoparietal gray matter volume has previously been associated with a cognitive index, including measures of sustained attention (forward digit span test), working memory (backward
digit span, a test used in our study) and executive functioning (verbal fluency COWAT test)
in adults with FEP [53]. Association between spatial working memory (assessed using the
spatial working memory task from the Cambridge Neuropsychological Test Automated
Battery, CANTAB) and GM volume in the left frontal regions was also particularly evident
in young adults with first-episode schizophrenia [44]. In a different study, lower GM volume in the left dorsolateral prefrontal cortex was found to be specifically related to working
memory impairment (assessed using the digits span test, as in our study) in adults in the
early course of schizophrenia spectrum disorders [45]. Congruent findings with these FEP
volumetric studies could reflect a unique pattern of associations in the early course of psychosis. Variability across neuroimaging analysis methodology or measurement strategies
for assessing working memory is another possibility. In this regard, our results are also in
accordance with previous morphometric studies in FEP, in which reduced cortical thickness
in the frontal [101], frontal, parietal, temporal and cingulate [102] or temporal cortices [103]
has been associated with working memory function in adults with psychosis. In detail, the
study from Gutiérrez-Galve et al. [101] used measures of working memory span (spatial
span task) and working memory manipulation (spatial working memory task) derived
from the CANTAB, and found associations for working memory span only with frontal
cortical area in FEP. Haring et al. [102] also used the spatial working memory test from
the CANTAB in FEP individuals, and found associations with frontal, temporal, cingular
and occipital cortical parameters in addition to associations of these brain regions with
set-shifting, strategy usage and sustained attention cognitive abilities. Ehrlich et al. [103]
used letter-number sequencing as a measure of working memory and found associations
with cortical thickness in lateral prefrontal cortex in controls, whereas participants with
established schizophrenia demonstrated associations with cortical thickness in a distinct
right middle and superior temporal lobe brain region. Opposite to this later finding and
consistent with previous studies, we have shown that some brain–cognitive associations
tend to be specific to individuals with FEP [32,38,44,53,103–105]. However, it is important
to consider the previously mentioned methodological differences and sample characteristics when trying to generalize findings across studies. In this regard, our study provides
complementary findings of longitudinal/developmental brain volume and high order
cognitive function associations using verbal/spatial working memory tasks in adolescents
with psychosis compared to controls, which adds to the relevance of our findings.
Normative studies have consistently emphasized the role of working memory in
cognitive development. Working memory function is crucial for general intellectual development [106,107] and a major predictor of high-order cognitive function development and
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school achievement [108]. Working memory ability progressively increases with age, from
infancy until late adolescence [109–112], a time during which the brain undergoes major
morphological and functional changes [20,26,27,113,114]. In typical development, frontoparietal GM volume generally peaks at 11–12 years, whereas gains in working memory
are extended up to 15–19 years of age, paving the way for the continuous development of
executive function up to the mid-twenties [24]. Sustained attention, a basic underlying cognitive process required to complete any planning activity, is the first one to develop [10,89].
These were the three high-order cognitive domains assessed in our longitudinal study in
adolescence. Therefore, the age range of our participants (11 to 17 years old) might represent a particularly sensitive period for the development of GM in the brain, and of cognitive
functions, such as working memory (a cognitive milestone of this particular stage), in which
the onset of psychosis might precipitate accelerated fronto-parietal brain volume changes,
which in turn alter age-dependent working memory performance during the first two years
after the first episode. The influence of age in cognitive [28] and brain abnormalities in
psychosis had already been outlined by previous studies in our group [115]. In accordance
with this notion, an accelerated loss of fronto-parietal GM volume was observed in our EOP
sample (particularly relevant in the left frontal region), associated with working memory
dysfunction over the first two years after the first psychotic episode as a function of age,
indicating poorer working memory performance over time in younger participants with
EOP. Interestingly, no such relationship was found for sustained attention or executive
function, highlighting the relevance of these associations for this age range. In our study,
these are associations specific of EOP, as they were not observed for adolescents in the
control group. In other words, results partially confirmed our hypothesis that reduced
fronto-parietal GM volume is associated with high-order cognitive function in EOP. In
contrast to associations with working memory function, we did not find an association
between fronto-parietal GM volumes and sustained attention or executive function in
our sample. Our findings suggest that fronto-parietal brain GM loss (particularly in the
left frontal lobe) may involve disruption of working memory development in adolescent
psychosis, and thus be considered as a potential biomarker. The neurodevelopmental
hypothesis emerges as a plausible explanation of the etiopathological mechanisms that
might underlie cognitive development in our EOP sample at this particular point.
Limitations of the present study include the relatively small sample size, which prevented us from examining brain and cognitive changes in specific diagnostic subgroups,
and may lead to unrepresentative groups of participants in comparison to the main study
from which this sample was derived [56]. On that account, no differences were observed
between those individuals with EOP who completed both cognitive and MRI assessment
at baseline and 2 year follow-up and those who did not complete them. Second, the short
follow-up of 2 years might not be fully representative of a broader pattern of cognitive
development and brain changes in this stage of adolescence. We are currently conducting
10 year follow-up assessments for the same sample of individuals with EOP and controls,
in order to further explore the trajectories of cognitive and brain development and its relationships over time in these subjects. Third, even though we found no effect of symptom
severity or antipsychotic medication, the absence of a medication-free comparison group
prevents the assessment of the impact that antipsychotic medication may have had on our
findings. Fourth, our analysis protocol is restricted to frontal and parietal brain lobes and
high-order broad cognitive domains, such as sustained attention, working memory and
executive function, which constrains our findings to other cognitive domains/specific cognitive processes or to subcortical structures or larger-scale brain changes. Fifth, a potential
interference of practice effects in neuropsychological testing might be another limitation.
This interference is an inherent methodological limitation in longitudinal neuropsychological studies. It seems to be higher in repeated measures in short periods of time, and it seems
common to all neuropsychological tasks [116]. Last, this was an exploratory study. Thus,
corrections for multiple comparisons were not done, which could be perceived as a limitation. However, there is no current agreement among statisticians about the need to make
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p-value adjustments while analyzing data [117–121]. Since multiple testing adjustments
control false positives at the potential expense of false negatives, we chose to report all
comparisons and p-values and regard our findings as tentative [117,119,122] Future studies
should evaluate individual components of the high-order cognitive functions evaluated,
specifically of working memory performance and adopt a whole-brain and fine-grained
interdisciplinary approach that incorporates multimodal imaging, biochemical, genetic
and functional measures. This is in order to better understand the neural bases of cognitive function in psychosis, particularly the complex interplay between the observed
longitudinal brain changes and cognitive outcomes, in a field where there is still a lack of
effective treatments.
Strengths include the short duration of the illness and of the antipsychotic treatment at
baseline. The homogeneity of the sample, in terms of age and education, limits the impact
of sociodemographic factors and maturational processes in our findings. The follow-up
duration was established carefully to be the same for all participants, reducing the confounding factors that could be accounting for longitudinal changes. This study may also
have important clinical implications for the development and implementation of both
cognitive training programs and novel pharmacological treatments. Adolescence is a time
of continued brain and cognitive development. It thus represents a critical time window
of neural plasticity when different brain regions and superior cognitive functions are still
maturing. Considering our findings, the implementation of effective cognitive and pharmacological strategies targeting brain and cognitive changes at the time of the first episode
are thus of utmost importance, to mitigate the effects of psychosis on neurodevelopmental
processes that might underlie persistent cognitive deficits in psychosis.
5. Conclusions
Our results highlight the relationship between brain volume changes in fronto-parietal
regions, and the development of working memory function in adolescents with EOP as
a function of age. These two events co-occur in a crucial time of adolescence that are
particularly sensitive to working memory and frontal brain volume changes, which might
explain the observed “disruption” in these neurodevelopmental processes in adolescents
within our age range. A reduction in frontal left GM volume in particular can be considered
as a potential predictive biomarker underlying the observed working memory impairment.
Thus, our findings may guide the development of new therapeutic approaches based on
the neurodevelopmental processes (brain and functional/cognitive changes) occurring at
the time of the first episode in EOP. Boosting changes in working memory capacity might
stimulate developmental changes in high-order cognitive function, which might lead to
better clinical and functional outcomes in this population [123].
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and non-completers at baseline. Table S2: Associations and predictive value of change in brain
volume measures over change in sustained attention and executive function at two-year follow-up in
EOP (Initial prediction models for non-significant backwards regression analyses are displayed—see
Section 2). Table S3: Pearson correlations between changes in symptomatology and antipsychotic
medication and changes in cognitive performance and brain volume in patients with a first episode
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Author Contributions: Conceptualization, M.R.-C. and C.A.; methodology, M.R.-C., D.F. and J.J.;
formal analysis, M.V.-A. and M.R.-C.; investigation, M.R.-C., M.V.-A., J.J., D.F., I.B. (Igor Bombin),
J.C.-F., M.M., A.G.-P., E.d.l.S., M.P., D.M., B.P., M.G., I.B. (Inmaculada Baeza), C.P. and C.A.; resources,
all authors; data curation, M.V.-A. and M.R.-C.; writing—original draft preparation, M.V.-A. and
M.R.-C.; writing—review and editing, all authors; supervision, C.P. and C.A.; funding acquisition,
J.C.-F., A.G.-P., B.P., M.G. and C.A. All authors have contributed to the editing. All authors have read
and agreed to the published version of the manuscript.

J. Clin. Med. 2021, 10, 3929

15 of 20

Funding: This work was supported by the Spanish Ministry of Science and Innovation, Instituto
de Salud Carlos III, Redes Temáticas-ISCIII G03-032; RETICS (REM-TAP Network) RD06/0011;
CIBERSAM. MR-C is a Ramon y Cajal Research Fellow (RYC-2017-23144), Spanish Ministry of
Science, Innovation and Universities and was supported by a NARSAD independent investigator
grant (No. 24628) from the Brain and Behavior Research Foundation. JJ has received grant/research
support from European Union Funds, Instituto de Salud Carlos III Spanish Ministry of Economy and
Competitiveness, and Ramon y Cajal Research Fellowship program, Spanish Ministry of Science,
Innovation and Universities DF was partially supported by the Spanish Ministry of Science and
Innovation. Instituto de Salud Carlos III (PI14/00397, PI17/00481, PI20/00216), co-financed by ERDF
Funds from the European Commission, “A way of making Europe”. IB was supported by ISCIII
(INT19/00021). AG-P was supported by the University of the Basque Country 321218ELCY IT1232-19,
and the Basque Government 2017111104, the Carlos III Healthcare Institute, the Spanish Ministry of
Science, Innovation and Universities, the European Regional Development Fund (ERDF/FEDER)
(PI18/01055). CP was supported by a National Health and Medical Research Council (NHMRC)
Senior Principal Research Fellowship (1105825), an NHMRC L3 Investigator Grant (1196508) MR-C,
JJ, MM, MP, DM and CA were partially supported by the Spanish Ministry of Science and Innovation.
Instituto de Salud Carlos III, (PI18/00753), co-financed by ERDF Funds from the European Commission, “A way of making Europe”, CIBERSAM. Madrid Regional Government (B2017/BMD-3740
AGES-CM-2), European Union Structural Funds. European Union Seventh Framework Program
under grant agreements FP7-HEALTH-2009-2.2.1-2-241909 (Project EU-GEI), FP7-HEALTH-20092.2.1-3-242114 (Project OPTiMISE), FP7- HEALTH-2013-2.2.1-2-603196 (Project PSYSCAN) and FP7HEALTH-2013- 2.2.1-2-602478 (Project METSY); and European Union H2020 Program under the
Innovative Medicines Initiative 2 Joint Undertaking (grant agreement No. 115916, Project PRISM, and
grant agreement No. 777394, Project AIMS-2-TRIALS), Fundación Familia Alonso and Fundación
Alicia Koplowitz.
Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki, and approved by all the corresponding Institutional Review Boards at each
participating clinical center (i.e., ethics committee of Hospital Gregorio Marañon, Hospital Clinic
Barcelona, Hospital Valdecilla, Hospital Santiago Apostol, Clinica Universidad Navarra) (project
identification code: G03032; 15 May 2003).
Informed Consent Statement: Written informed consent was obtained from all subjects involved in
the study and/or their parents or legal guardians.
Conflicts of Interest: D.F. has received grants and served as consultant, advisor or CME speaker for
the following entities: Angelini, Casen Recordati, Janssen, Lundbeck, Otsuka, the Spanish Ministry
of Science and Innovation (Instituto de Salud Carlos III), co-financed by EDRF funds from the EU,
and the Fundación Alicia Koplowitz AG-P is employed by the University of the Basque Country and
has been a consultant for the Ministry of Science of Spain and the Basque Government. A.G.P. also
gives conferences, acts as consultant to or receives grants from Janssen-Cilag, Lundbeck, Otsuka,
Pfizer, Sanofi-Aventis, Alter, Angelini, Exeltis, Takeda. M.P. has received grants and served as
consultant, advisor or speaker for Servier, Roche, Exeltis. D.M. has received honoraria from OtsukaLundbeck. IB has received support from Otsuka-Ludbeck, Janssen and Angelini for attending a
conference or honoraria. C.P. has received a NHMRC Australian-based Senior Principal Research
Fellowship (ID: 628386), NARSAD Distinguished Investigator Award (US; grant ID: 18722), and
NHMRC Program Grant (ID: 566529); he has received grant support from Janssen-Cilag, Eli Lilly,
Hospira (Mayne), Astra Zeneca and has provided consultancy to Janssen-Cilag, Eli Lilly, Hospira
(Mayne), Astra Zeneca, Pfizer, Schering Plough, Lundbeck. He has undertaken investigator-initiated
studies supported by Eli Lilly, Hospira, Janssen Cilag and Astra Zeneca. C.A. has been a consultant
to or has received honoraria or grants from Acadia, Angelini, Boehringer, Gedeon Richter, Janssen
Cilag, Lundbeck, Minerva, Otsuka-Ludbeck, Roche, Sage, Servier, Shire, Schering Plough, Sumitomo
Dainippon Pharma, Sunovion and Takeda, unrelated to the submitted work. The rest of the authors
declare no conflict of interest.

References
1.
2.

Heinrichs, R.W.; Zakzanis, K.K. Neurocognitive deficit in schizophrenia: A quantitative review of the evidence. Neuropsychology
1998, 12, 426–445. [CrossRef]
Mesholam-Gately, R.I.; Giuliano, A.J.; Goff, K.P.; Faraone, S.V.; Seidman, L.J. Neurocognition in first-episode schizophrenia: A
meta-analytic review. Neuropsychology 2009, 23, 315–336. [CrossRef]

J. Clin. Med. 2021, 10, 3929

3.
4.
5.

6.

7.
8.
9.
10.
11.
12.

13.

14.

15.

16.
17.

18.

19.

20.
21.
22.
23.

24.
25.
26.
27.

16 of 20

Green, M.F. What are the functional consequences of neurocognitive deficits in schizophrenia? Am. J. Psychiatry 1996, 153, 321–330.
[CrossRef]
Holthausen, E.A.; Wiersma, D.; Cahn, W.; Kahn, R.S.; Dingemans, P.M.; Schene, A.H.; van den Bosch, R.J. Predictive value of
cognition for different domains of outcome in recent-onset schizophrenia. Psychiatry Res. 2007, 149, 71–80. [CrossRef] [PubMed]
Martínez-Arán, A.; Penadés, R.; Vieta, E.; Colom, F.; Reinares, M.; Benabarre, A.; Salamero, M.; Gastó, C. Executive function in
patients with remitted bipolar disorder and schizophrenia and its relationship with functional outcome. Psychother. Psychosom.
2002, 71, 39–46. [CrossRef]
González-Ortega, I.; de Los Mozos, V.; Echeburúa, E.; Mezo, M.; Besga, A.; Ruiz de Azúa, S.; González-Pinto, A.; Gutierrez, M.;
Zorrilla, I.; González-Pinto, A. Working memory as a predictor of negative symptoms and functional outcome in first episode
psychosis. Psychiatry Res. 2013, 206, 8–16. [CrossRef] [PubMed]
Corbetta, M.; Kincade, J.M.; Shulman, G.L. Neural systems for visual orienting and their relationships to spatial working memory.
J. Cogn. Neurosci. 2002, 14, 508–523. [CrossRef]
Corbetta, M.; Shulman, G.L. Control of goal-directed and stimulus-driven attention in the brain. Nat. Rev. Neurosci. 2002, 3,
201–215. [CrossRef]
Curtis, C.E.; D’Esposito, M. Persistent activity in the prefrontal cortex during working memory. Trends Cogn. Sci. 2003, 7, 415–423.
[CrossRef]
Menon, V. Large-scale brain networks and psychopathology: A unifying triple network model. Trends Cogn. Sci. 2011, 15, 483–506.
[CrossRef]
Barbey, A.K.; Koenigs, M.; Grafman, J. Dorsolateral prefrontal contributions to human working memory. Cortex 2013, 49,
1195–1205. [CrossRef] [PubMed]
Pantelis, C.; Velakoulis, D.; McGorry, P.D.; Wood, S.J.; Suckling, J.; Phillips, L.J.; Yung, A.R.; Bullmore, E.T.; Brewer, W.; Soulsby, B.;
et al. Neuroanatomical abnormalities before and after onset of psychosis: A cross-sectional and longitudinal MRI comparison.
Lancet 2003, 361, 281–288. [CrossRef]
Bartholomeusz, C.F.; Cropley, V.L.; Wannan, C.; Di Biase, M.; McGorry, P.D.; Pantelis, C. Structural neuroimaging across earlystage psychosis: Aberrations in neurobiological trajectories and implications for the staging model. Aust. N. Z. J. Psychiatry 2017,
51, 455–476. [CrossRef] [PubMed]
Bombin, I.; Mayoral, M.; Castro-Fornieles, J.; Gonzalez-Pinto, A.; de la Serna, E.; Rapado-Castro, M.; Barbeito, S.; Parellada, M.;
Baeza, I.; Graell, M.; et al. Neuropsychological evidence for abnormal neurodevelopment associated with early-onset psychoses.
Psychol. Med. 2013, 43, 757–768. [CrossRef]
Pantelis, C.; Yücel, M.; Wood, S.J.; Velakoulis, D.; Sun, D.; Berger, G.; Stuart, G.W.; Yung, A.; Phillips, L.; McGorry, P.D. Structural
brain imaging evidence for multiple pathological processes at different stages of brain development in schizophrenia. Schizophr.
Bull. 2005, 31, 672–696. [CrossRef]
Pantelis, C.; Yücel, M.; Bora, E.; Fornito, A.; Testa, R.; Brewer, W.J.; Velakoulis, D.; Wood, S.J. Neurobiological markers of illness
onset in psychosis and schizophrenia: The search for a moving target. Neuropsychol. Rev. 2009, 19, 385–398. [CrossRef]
Arango, C.; Rapado-Castro, M.; Reig, S.; Castro-Fornieles, J.; González-Pinto, A.; Otero, S.; Baeza, I.; Moreno, C.; Graell, M.;
Janssen, J.; et al. Progressive brain changes in children and adolescents with first-episode psychosis. Arch. Gen. Psychiatry 2012,
69, 16–26. [CrossRef]
Rapado-Castro, M.; Bartholomeusz, C.F.; Castro-Fornieles, J.; González-Pinto, A.; Otero, S.; Baeza, I.; Moreno, C.; Graell, M.;
Janssen, J.; Bargalló, N.; et al. Gender effects on brain changes in early-onset psychosis. Eur. Child Adolesc. Psychiatry 2015, 24,
1193–1205. [CrossRef]
Castro-Fornieles, J.; Bargalló, N.; Calvo, A.; Arango, C.; Baeza, I.; Gonzalez-Pinto, A.; Parellada, M.; Graell, M.; Moreno, C.; Otero,
S.; et al. Gray matter changes and cognitive predictors of 2-year follow-up abnormalities in early-onset first-episode psychosis.
Eur. Child Adolesc. Psychiatry 2018, 27, 113–126. [CrossRef]
Shaw, P.; Kabani, N.J.; Lerch, J.P.; Eckstrand, K.; Lenroot, R.; Gogtay, N.; Greenstein, D.; Clasen, L.; Evans, A.; Rapoport, J.L.; et al.
Neurodevelopmental trajectories of the human cerebral cortex. J. Neurosci. 2008, 28, 3586–3594. [CrossRef]
Fraguas, D.; Díaz-Caneja, C.M.; Pina-Camacho, L.; Janssen, J.; Arango, C. Progressive brain changes in children and adolescents
with early-onset psychosis: A meta-analysis of longitudinal MRI studies. Schizophr. Res. 2016, 173, 132–139. [CrossRef]
Casey, B.J.; Giedd, J.N.; Thomas, K.M. Structural and functional brain development and its relation to cognitive development.
Biol. Psychol. 2000, 54, 241–257. [CrossRef]
Zabala, A.; Rapado, M.; Arango, C.; Robles, O.; de la Serna, E.; González, C.; Rodríguez-Sánchez, J.M.; Andrés, P.; Mayoral, M.;
Bombín, I. Neuropsychological functioning in early-onset first-episode psychosis: Comparison of diagnostic subgroups. Eur.
Arch. Psychiatry Clin. Neurosci. 2010, 260, 225–233. [CrossRef]
De Luca, C.R.; Wood, S.J.; Anderson, V.; Buchanan, J.A.; Proffitt, T.M.; Mahony, K.; Pantelis, C. Normative data from the CANTAB.
I: Development of executive function over the lifespan. J. Clin. Exp. Neuropsychol. 2003, 25, 242–254. [CrossRef] [PubMed]
Testa, R.R.; Pantelis, C. The role of executive functions in psychiatric disorders. In The Neuropsychology of Mental Illness; Allen,
N.B., Wood, S.J., Pantelis, C., Eds.; Cambridge University Press: Melbourne, Australia, 2009; pp. 117–137.
Blakemore, S.J. Imaging brain development: The adolescent brain. Neuroimage 2012, 61, 397–406. [CrossRef] [PubMed]
Arain, M.; Haque, M.; Johal, L.; Mathur, P.; Nel, W.; Rais, A.; Sandhu, R.; Sharma, S. Maturation of the adolescent brain.
Neuropsychiatr. Dis. Treat. 2013, 9, 449–461. [CrossRef] [PubMed]

J. Clin. Med. 2021, 10, 3929

28.

29.
30.
31.
32.

33.
34.
35.
36.

37.
38.
39.

40.

41.

42.
43.

44.

45.

46.
47.
48.

49.

50.

17 of 20

Fagerlund, B.; Pantelis, C.; Jepsen, J.R.M.; Raghava, J.M.; Rostrup, E.; Thomas, M.B.; Nielsen, M.; Bojesen, K.; Jensen, K.G.;
Stentebjerg-Decara, M.; et al. Differential effects of age at illness onset on verbal memory functions in antipsychotic-naïve
schizophrenia patients aged 12–43 years. Psychol. Med. 2020, 51, 1570–1580. [CrossRef] [PubMed]
Gur, R.E.; Turetsky, B.I.; Bilker, W.B.; Gur, R.C. Reduced gray matter volume in schizophrenia. Arch. Gen. Psychiatry 1999, 56,
905–911. [CrossRef] [PubMed]
Zipursky, R.B.; Lambe, E.K.; Kapur, S.; Mikulis, D.J. Cerebral gray matter volume deficits in first episode psychosis. Arch. Gen.
Psychiatry 1998, 55, 540–546. [CrossRef]
Sullivan, E.V.; Shear, P.K.; Lim, K.O.; Zipursky, R.B.; Pfefferbaum, A. Cognitive and motor impairments are related to gray matter
volume deficits in schizophrenia. Biol. Psychiatry 1996, 39, 234–240. [CrossRef]
Toulopoulou, T.; Grech, A.; Morris, R.G.; Schulze, K.; McDonald, C.; Chapple, B.; Rabe-Hesketh, S.; Murray, R.M. The relationship
between volumetric brain changes and cognitive function: A family study on schizophrenia. Biol. Psychiatry 2004, 56, 447–453.
[CrossRef]
Gur, R.E.; Cowell, P.E.; Latshaw, A.; Turetsky, B.I.; Grossman, R.I.; Arnold, S.E.; Bilker, W.B.; Gur, R.C. Reduced dorsal and orbital
prefrontal gray matter volumes in schizophrenia. Arch. Gen. Psychiatry 2000, 57, 761–768. [CrossRef]
Czepielewski, L.S.; Wang, L.; Gama, C.S.; Barch, D.M. The Relationship of Intellectual Functioning and Cognitive Performance to
Brain Structure in Schizophrenia. Schizophr. Bull. 2017, 43, 355–364. [CrossRef]
Kareken, D.A.; Gur, R.C.; Mozley, P.D.; Mozley, L.H.; Saykin, A.J.; Shtasel, D.L.; Gur, R.E. Cognitive functioning and neuroanatomic volume measures in schizophrenia. Neuropsychology 1995, 9, 211–219. [CrossRef]
Gur, R.E.; Cowell, P.; Turetsky, B.I.; Gallacher, F.; Cannon, T.; Bilker, W.; Gur, R.C. A follow-up magnetic resonance imaging study
of schizophrenia. Relationship of neuroanatomical changes to clinical and neurobehavioral measures. Arch. Gen. Psychiatry 1998,
55, 145–152. [CrossRef] [PubMed]
Maher, B.A.; Manschreck, T.C.; Woods, B.T.; Yurgelun-Todd, D.A.; Tsuang, M.T. Frontal brain volume and context effects in
short-term recall in schizophrenia. Biol. Psychiatry 1995, 37, 144–150. [CrossRef]
Baaré, W.F.; Hulshoff Pol, H.E.; Hijman, R.; Mali, W.P.; Viergever, M.A.; Kahn, R.S. Volumetric analysis of frontal lobe regions in
schizophrenia: Relation to cognitive function and symptomatology. Biol. Psychiatry 1999, 45, 1597–1605. [CrossRef]
Szeszko, P.R.; Bilder, R.M.; Lencz, T.; Ashtari, M.; Goldman, R.S.; Reiter, G.; Wu, H.; Lieberman, J.A. Reduced anterior cingulate
gyrus volume correlates with executive dysfunction in men with first-episode schizophrenia. Schizophr. Res. 2000, 43, 97–108.
[CrossRef]
Seidman, L.J.; Yurgelun-Todd, D.; Kremen, W.S.; Woods, B.T.; Goldstein, J.M.; Faraone, S.V.; Tsuang, M.T. Relationship of
prefrontal and temporal lobe MRI measures to neuropsychological performance in chronic schizophrenia. Biol. Psychiatry 1994,
35, 235–246. [CrossRef]
Salgado-Pineda, P.; Baeza, I.; Pérez-Gómez, M.; Vendrell, P.; Junqué, C.; Bargalló, N.; Bernardo, M. Sustained attention impairment
correlates to gray matter decreases in first episode neuroleptic-naive schizophrenic patients. Neuroimage 2003, 19, 365–375.
[CrossRef]
Rüsch, N.; Spoletini, I.; Wilke, M.; Bria, P.; Di Paola, M.; Di Iulio, F.; Martinotti, G.; Caltagirone, C.; Spalletta, G. Prefrontalthalamic-cerebellar gray matter networks and executive functioning in schizophrenia. Schizophr. Res. 2007, 93, 79–89. [CrossRef]
Guo, X.; Li, J.; Wang, J.; Fan, X.; Hu, M.; Shen, Y.; Chen, H.; Zhao, J. Hippocampal and orbital inferior frontal gray matter
volume abnormalities and cognitive deficit in treatment-naive, first-episode patients with schizophrenia. Schizophr. Res. 2014, 152,
339–343. [CrossRef]
Cocchi, L.; Walterfang, M.; Testa, R.; Wood, S.J.; Seal, M.L.; Suckling, J.; Takahashi, T.; Proffitt, T.-M.; Brewer, W.J.; Adamson,
C.; et al. Grey and white matter abnormalities are associated with impaired spatial working memory ability in first-episode
schizophrenia. Schizophr. Res. 2009, 115, 163–172. [CrossRef]
Wojtalik, J.A.; Eack, S.M.; Pollock, B.G.; Keshavan, M.S. Prefrontal gray matter morphology mediates the association between
serum anticholinergicity and cognitive functioning in early course schizophrenia. Psychiatry Res. Neuroimaging 2012, 204, 61–67.
[CrossRef] [PubMed]
Zhang, X.; Yao, J.; Lv, Y.; Zhao, X.; Li, Y.; Sui, Y.; Zhiping, D. An Association Study on the Cognitive Function and the Cerebral
Grey Matter Volume of Patients with First-Episode Schizophrenia. Shanghai Arch. Psychiatry 2018, 30, 154–167. [CrossRef]
Sanfilipo, M.; Lafargue, T.; Rusinek, H.; Arena, L.; Loneragan, C.; Lautin, A.; Rotrosen, J.; Wolkin, A. Cognitive performance in
schizophrenia: Relationship to regional brain volumes and psychiatric symptoms. Psychiatry Res. 2002, 116, 1–23. [CrossRef]
Goldberg, T.E.; Torrey, E.F.; Berman, K.F.; Weinberger, D.R. Relations between neuropsychological performance and brain
morphological and physiological measures in monozygotic twins discordant for schizophrenia. Psychiatry Res. 1994, 55, 51–61.
[CrossRef]
Vita, A.; Dieci, M.; Giobbio, G.M.; Caputo, A.; Ghiringhelli, L.; Comazzi, M.; Garbarini, M.; Mendini, A.P.; Morganti, C.; Tenconi,
F.; et al. Language and thought disorder in schizophrenia: Brain morphological correlates. Schizophr. Res. 1995, 15, 243–251.
[CrossRef]
Rigucci, S.; Rossi-Espagnet, C.; Ferracuti, S.; De Carolis, A.; Corigliano, V.; Carducci, F.; Mancinelli, I.; Cicone, F.; Tatarelli, R.;
Bozzao, A.; et al. Anatomical substrates of cognitive and clinical dimensions in first episode schizophrenia. Acta Psychiatr. Scand.
2013, 128, 261–270. [CrossRef]

J. Clin. Med. 2021, 10, 3929

51.
52.
53.

54.
55.
56.

57.

58.

59.
60.
61.
62.

63.
64.
65.
66.

67.
68.
69.
70.

71.
72.

73.
74.
75.
76.
77.

18 of 20

Gur, R.E.; Turetsky, B.I.; Cowell, P.E.; Finkelman, C.; Maany, V.; Grossman, R.I.; Arnold, S.E.; Bilker, W.B.; Gur, R.C. Temporolimbic
volume reductions in schizophrenia. Arch. Gen. Psychiatry 2000, 57, 769–775. [CrossRef]
Szeszko, P.R.; Strous, R.D.; Goldman, R.S.; Ashtari, M.; Knuth, K.H.; Lieberman, J.A.; Bilder, R.M. Neuropsychological correlates
of hippocampal volumes in patients experiencing a first episode of schizophrenia. Am. J. Psychiatry 2002, 159, 217–226. [CrossRef]
Minatogawa-Chang, T.M.; Schaufelberger, M.S.; Ayres, A.M.; Duran, F.L.S.; Gutt, E.K.; Murray, R.M.; Rushe, T.M.; McGuire,
P.K.; Menezes, P.R.; Scazufca, M.; et al. Cognitive performance is related to cortical grey matter volumes in early stages of
schizophrenia: A population-based study of first-episode psychosis. Schizophr. Res. 2009, 113, 200–209. [CrossRef]
Dempster, K.; Norman, R.; Théberge, J.; Densmore, M.; Schaefer, B.; Williamson, P. Cognitive performance is associated with gray
matter decline in first-episode psychosis. Psychiatry Res. Neuroimaging 2017, 264, 46–51. [CrossRef]
Antonova, E.; Kumari, V.; Morris, R.; Halari, R.; Anilkumar, A.; Mehrotra, R.; Sharma, T. The relationship of structural alterations
to cognitive deficits in schizophrenia: A voxel-based morphometry study. Biol. Psychiatry 2005, 58, 457–467. [CrossRef]
Castro-Fornieles, J.; Parellada, M.; Gonzalez-Pinto, A.; Moreno, D.; Graell, M.; Baeza, I.; Otero, S.; Soutullo, C.A.; Crespo-Facorro,
B.; Ruiz-Sancho, A.; et al. The child and adolescent first-episode psychosis study (CAFEPS): Design and baseline results. Schizophr.
Res. 2007, 91, 226–237. [CrossRef]
Geller, B.; Zimerman, B.; Williams, M.; Bolhofner, K.; Craney, J.L.; DelBello, M.P.; Soutullo, C. Reliability of the Washington
University in St. Louis Kiddie Schedule for Affective Disorders and Schizophrenia (WASH-U-KSADS) mania and rapid cycling
sections. J. Am. Acad. Child Adolesc. Psychiatry 2001, 40, 450–455. [CrossRef]
Soutullo, C. Traducción al Español de la Entrevista Diagnóstica: Kiddie-Schedule for Affective Disorders and Schizophrenia,
Present and Lifetime Version (K-SADS-PL, 1996). 2007. Available online: http://www.cun.es/la-clinica/departamentosyservicios-medicos/psiquiatria-y-psicologia-medica/mas-sobreel-departamento/unidades/psiquiatria-infantil-y-adolescente
(accessed on 30 June 2021).
Kay, S.R.; Fiszbein, A.; Opler, L.A. The positive and negative syndrome scale (PANSS) for schizophrenia. Schizophr. Bull. 1987, 13,
261–276. [CrossRef] [PubMed]
Peralta Martín, V.; Cuesta Zorita, M.J. Validation of positive and negative symptom scale (PANSS) in a sample of Spanish
schizophrenic patients. Actas Luso-Esp. Neurol. Psiquiatr. Cienc. Afines 1994, 22, 171–177. [PubMed]
Shaffer, D.; Gould, M.S.; Brasic, J.; Ambrosini, P.; Fisher, P.; Bird, H.; Aluwahlia, S. A children’s global assessment scale (CGAS).
Arch. Gen. Psychiatry 1983, 40, 1228–1231. [CrossRef] [PubMed]
Fraguas, D.; Del Rey-Mejías, A.; Moreno, C.; Castro-Fornieles, J.; Graell, M.; Otero, S.; Gonzalez-Pinto, A.; Moreno, D.; Baeza, I.;
Martínez-Cengotitabengoa, M.; et al. Duration of untreated psychosis predicts functional and clinical outcome in children and
adolescents with first-episode psychosis: A 2-year longitudinal study. Schizophr. Res. 2014, 152, 130–138. [CrossRef]
Rey, M.J.; Schulz, P.; Costa, C.; Dick, P.; Tissot, R. Guidelines for the dosage of neuroleptics. I: Chlorpromazine equivalents of
orally administered neuroleptics. Int. Clin. Psychopharmacol. 1989, 4, 95–104. [CrossRef]
Woods, S.W. Chlorpromazine equivalent doses for the newer atypical antipsychotics. J. Clin. Psychiatry 2003, 64, 663–667.
[CrossRef]
Narbona, J.C.N. Evaluación neuropsicológica del niño. In Manual de Logopedia; Peña-Casanova, J., Ed.; Elsevier: Barcelona, Spain, 2000.
Zimmerman, M.E.; Brickman, A.M.; Paul, R.H.; Grieve, S.M.; Tate, D.F.; Gunstad, J.; Cohen, R.A.; Aloia, M.S.; Williams, L.M.;
Clark, C.R.; et al. The relationship between frontal gray matter volume and cognition varies across the healthy adult lifespan. Am.
J. Geriatr. Psychiatry 2006, 14, 823–833. [CrossRef] [PubMed]
Ramsden, S.; Richardson, F.M.; Josse, G.; Thomas, M.S.; Ellis, C.; Shakeshaft, C.; Seghier, M.L.; Price, C.J. Verbal and non-verbal
intelligence changes in the teenage brain. Nature 2011, 479, 113–116. [CrossRef] [PubMed]
Antonova, E.; Sharma, T.; Morris, R.; Kumari, V. The relationship between brain structure and neurocognition in schizophrenia: A
selective review. Schizophr. Res. 2004, 70, 117–145. [CrossRef]
Kubota, M.; van Haren, N.E.; Haijma, S.V.; Schnack, H.G.; Cahn, W.; Hulshoff Pol, H.E.; Kahn, R.S. Association of IQ Changes
and Progressive Brain Changes in Patients With Schizophrenia. JAMA Psychiatry 2015, 72, 803–812. [CrossRef] [PubMed]
Vidal, C.N.; Rapoport, J.L.; Hayashi, K.M.; Geaga, J.A.; Sui, Y.; McLemore, L.E.; Alaghband, Y.; Giedd, J.N.; Gochman, P.;
Blumenthal, J.; et al. Dynamically spreading frontal and cingulate deficits mapped in adolescents with schizophrenia. Arch. Gen.
Psychiatry 2006, 63, 25–34. [CrossRef] [PubMed]
Yildiz, M.; Borgwardt, S.J.; Berger, G.E. Parietal lobes in schizophrenia: Do they matter? Schizophr. Res. Treat. 2011, 2011, 581686.
[CrossRef]
Thompson, P.M.; Vidal, C.; Giedd, J.N.; Gochman, P.; Blumenthal, J.; Nicolson, R.; Toga, A.W.; Rapoport, J.L. Mapping adolescent
brain change reveals dynamic wave of accelerated gray matter loss in very early-onset schizophrenia. Proc. Natl. Acad. Sci. USA
2001, 98, 11650–11655. [CrossRef]
Reitan, R.M.; Wolfson, D. The Halstead-Reitan Neuropsychological Test Battery; Neuropsychology Press: Tuscon, AZ, USA, 1985.
Golden, C.J. STROOP: Test de Colores y Palabras; TEA Ediciones S.A: Madrid, Spain, 2001.
Conners, C.K. Conners’ Continuous Performance Test–II: Computer Program for Windows Technical Guide and Software Manual 2000;
Multi-Health Systems: North Tonawanda, NY, USA, 2000.
Wechsler, D. Wechsler Adult Intelligence Scale, 3rd ed.; The Psychological Corporation: San Antonio, TX, USA, 1997.
Heaton, R.K.; Chelune, G.J.; Talley, J.L.; Kay, G.G.; Custiss, G.C. Test de Clasificación de Tarjetas de Wisconsin; TEA Ediciones S.A:
Madrid, Spain, 2001.

J. Clin. Med. 2021, 10, 3929

78.
79.

80.
81.

82.
83.
84.

85.
86.

87.
88.
89.
90.
91.
92.
93.
94.
95.
96.
97.
98.
99.
100.
101.

102.

103.
104.

105.
106.

19 of 20

Benton, A.L.; deS. Hamsher, K.; Sivan, A.B. Multilingual Aphasia Examination; AJA Associates: Lowa City, IA, USA, 1989.
Reig, S.; Sánchez-González, J.; Arango, C.; Castro, J.; González-Pinto, A.; Ortuño, F.; Crespo-Facorro, B.; Bargalló, N.; Desco, M.
Assessment of the increase in variability when combining volumetric data from different scanners. Hum. Brain Mapp. 2009, 30,
355–368. [CrossRef]
Reig, S.; Moreno, C.; Moreno, D.; Burdalo, M.; Janssen, J.; Parellada, M.; Zabala, A.; Desco, M.; Arango, C. Progression of brain
volume changes in adolescent-onset psychosis. Schizophr. Bull. 2009, 35, 233–243. [CrossRef] [PubMed]
Andreasen, N.C.; Rajarethinam, R.; Cizadlo, T.; Arndt, S.; Swayze, V.W., 2nd; Flashman, L.A.; O’Leary, D.S.; Ehrhardt, J.C.; Yuh,
W.T. Automatic atlas-based volume estimation of human brain regions from MR images. J. Comput. Assist. Tomogr. 1996, 20,
98–106. [CrossRef] [PubMed]
Kates, W.R.; Warsofsky, I.S.; Patwardhan, A.; Abrams, M.T.; Liu, A.M.; Naidu, S.; Kaufmann, W.E.; Reiss, A.L. Automated
Talairach atlas-based parcellation and measurement of cerebral lobes in children. Psychiatry Res. 1999, 91, 11–30. [CrossRef]
Ashburner, J.; Friston, K. Multimodal image coregistration and partitioning—A unified framework. Neuroimage 1997, 6, 209–217.
[CrossRef] [PubMed]
Desco, M.; Pascau, J.; Reig, S.; Gispert, J.D.; Santos, A.; Benito, C.; Molina, V.; Garcia-Barreno, P. Multimodality image quantification using Talairach grid. In Proceedings of the SPIE—The International Society for Optical Engineering; Hanson, K.M., Sonka,
M., Eds.; Society of Photo-optical Instrumentation Engineers: San Diego, CA, USA, 2001; pp. 18–22. [CrossRef]
Talairach, J.; Tournoux, P. Co-Planar Stereotaxic Atlas of the Human Brain: 3-Dimensional Proportional System: An Approach to Cerebral
Imaging; Thieme Medical Publishers: New York, NY, USA, 1988.
Reig, S.; Parellada, M.; Castro-Fornieles, J.; Janssen, J.; Moreno, D.; Baeza, I.; Bargalló, N.; González-Pinto, A.; Graell, M.; Ortuño,
F.; et al. Multicenter study of brain volume abnormalities in children and adolescent-onset psychosis. Schizophr. Bull. 2011, 37,
1270–1280. [CrossRef]
James, A.C.; Javaloyes, A.; James, S.; Smith, D.M. Evidence for non-progressive changes in adolescent-onset schizophrenia:
Follow-up magnetic resonance imaging study. Br. J. Psychiatry 2002, 180, 339–344. [CrossRef] [PubMed]
James, A.C.; James, S.; Smith, D.M.; Javaloyes, A. Cerebellar, prefrontal cortex, and thalamic volumes over two time points in
adolescent-onset schizophrenia. Am. J. Psychiatry 2004, 161, 1023–1029. [CrossRef]
Bledowski, C.; Rahm, B.; Rowe, J.B. What “works” in working memory? Separate systems for selection and updating of critical
information. J. Neurosci. 2009, 29, 13735–13741. [CrossRef]
Culham, J.C.; Kanwisher, N.G. Neuroimaging of cognitive functions in human parietal cortex. Curr. Opin. Neurobiol. 2001, 11,
157–163. [CrossRef]
Shomstein, S. Cognitive functions of the posterior parietal cortex: Top-down and bottom-up attentional control. Front. Integr.
Neurosci. 2012, 6, 38. [CrossRef]
Jódar-Vicente, M. Cognitive functions of the frontal lobe. Rev. Neurol. 2004, 39, 178–182. [PubMed]
Fuster, J.M. Frontal lobe and cognitive development. J. Neurocytol. 2002, 31, 373–385. [CrossRef] [PubMed]
Clarke, J.M. Neuroanatomy: Brain Structure and Function. In Neuropsychology, 2nd ed.; Academic Press: Cambridge, MA, USA, 2013.
Lezak, M.D.; Howieson, D.B.; Bigler, E.D.; Tranel, D. Neuropsychological Assessment, 5th ed.; Oxford University: Oxford, UK, 2012;
p. 1161.
SStuss, D.T.; Knight, R.T. Principles of Frontal Lobe Function. In Oxford Medicine; Oxford University Press: New York, NY, USA, 2013.
Stuss, D.T.; Alexander, M.P. Executive functions and the frontal lobes: A conceptual view. Psychol. Res. 2000, 63, 289–298.
[CrossRef]
Stuss, D.T.; Gallup, G.G., Jr.; Alexander, M.P. The frontal lobes are necessary for ‘theory of mind’. Brain 2001, 124, 279–286.
[CrossRef] [PubMed]
Stuss, D.T.; Murphy, K.J.; Binns, M.A.; Alexander, M.P. Staying on the job: The frontal lobes control individual performance
variability. Brain 2003, 126, 2363–2380. [CrossRef] [PubMed]
Honey, G.D.; Fletcher, P.C. Investigating principles of human brain function underlying working memory: What insights from
schizophrenia? Neuroscience 2006, 139, 59–71. [CrossRef] [PubMed]
Gutiérrez-Galve, L.; Wheeler-Kingshott, C.A.; Altmann, D.R.; Price, G.; Chu, E.M.; Leeson, V.C.; Lobo, A.; Barker, G.J.; Barnes,
T.R.; Joyce, E.M.; et al. Changes in the Frontotemporal Cortex and Cognitive Correlates in First-Episode Psychosis. Biol. Psychiatry
2010, 68, 51–60. [CrossRef]
Haring, L.; Müürsepp, A.; Mõttus, R.; Ilves, P.; Koch, K.; Uppin, K.; Tarnovskaja, J.; Maron, E.; Zharkovsky, A.; Vasar, E. Cortical
thickness and surface area correlates with cognitive dysfunction among first-episode psychosis patients. Psychol. Med. 2016, 46,
2145–2155. [CrossRef]
Ehrlich, S.; Brauns, S.; Yendiki, A.; Ho, B.-C.; Calhoun, V.; Schulz, S.C.; Gollub, R.L.; Sponheim, S.R. Associations of cortical
thickness and cognition in patients with schizophrenia and healthy controls. Schizophr. Bull. 2012, 38, 1050–1062. [CrossRef]
Crespo-Facorro, B.; Roiz-Santiáñez, R.; Pérez-Iglesias, R.; Rodriguez-Sanchez, J.; Mata, I.; Tordesillas-Gutierrez, D.; Sanchez, E.;
Tabarés-Seisdedos, R.; Andreasen, N.; Magnotta, V. Global and regional cortical thinning in first-episode psychosis patients:
Relationships with clinical and cognitive features. Psychol. Med. 2011, 41, 1449. [CrossRef]
Hatton, S.N.; Lagopoulos, J.; Hermens, D.F.; Scott, E.; Hickie, I.B.; Bennett, M.R. Cortical thinning in young psychosis and bipolar
patients correlate with common neurocognitive deficits. Int. J. Bipolar Disord. 2013, 1, 1–13. [CrossRef] [PubMed]
Case, R. Intellectual Development: Birth to Adulthood; Academic Press: London, UK, 1985; p. 480.

J. Clin. Med. 2021, 10, 3929

20 of 20

107. Conway, A.R.; Kane, M.J.; Engle, R.W. Working memory capacity and its relation to general intelligence. Trends Cogn. Sci. 2003, 7,
547–552. [CrossRef]
108. Gathercole, S.E.; Lamont, E.; Alloway, T.P. Working memory in the classroom. In Working Memory and Education; Academic Press:
Cambridge, MA, USA, 2006; pp. 219–240.
109. Spencer, J.P. The development of working memory. Curr. Dir. Psychol. Sci. 2020, 29, 545–553. [CrossRef] [PubMed]
110. Cowan, N. Working Memory Maturation: Can We Get at the Essence of Cognitive Growth? Perspect. Psychol. Sci. 2016, 11,
239–264. [CrossRef] [PubMed]
111. Kail, R. Developmental change in speed of processing during childhood and adolescence. Psychol. Bull. 1991, 109, 490–501.
[CrossRef]
112. Edin, F.; Klingberg, T.; Johansson, P.; McNab, F.; Tegnér, J.; Compte, A. Mechanism for top-down control of working memory
capacity. Proc. Natl. Acad. Sci. USA 2009, 106, 6802–6807. [CrossRef] [PubMed]
113. Solé-Padullés, C.; Castro-Fornieles, J.; de la Serna, E.; Calvo, R.; Baeza, I.; Moya, J.; Lázaro, L.; Rosa, M.; Bargalló, N.; Sugranyes,
G. Intrinsic connectivity networks from childhood to late adolescence: Effects of age and sex. Dev. Cogn. Neurosci. 2016, 17, 35–44.
[CrossRef] [PubMed]
114. Alemán-Gómez, Y.; Janssen, J.; Schnack, H.; Balaban, E.; Pina-Camacho, L.; Alfaro-Almagro, F.; Castro-Fornieles, J.; Otero, S.;
Baeza, I.; Moreno, D.; et al. The human cerebral cortex flattens during adolescence. J. Neurosci. 2013, 33, 15004–15010. [CrossRef]
115. Pina-Camacho, L.; Del Rey-Mejías, Á.; Janssen, J.; Bioque, M.; González-Pinto, A.; Arango, C.; Lobo, A.; Sarró, S.; Desco, M.;
Sanjuan, J.; et al. Age at First Episode Modulates Diagnosis-Related Structural Brain Abnormalities in Psychosis. Schizophr. Bull.
2016, 42, 344–357. [CrossRef]
116. Goldberg, T.E.; Keefe, R.S.; Goldman, R.S.; Robinson, D.G.; Harvey, P.D. Circumstances under which practice does not make
perfect: A review of the practice effect literature in schizophrenia and its relevance to clinical treatment studies. Neuropsychopharmacology 2010, 35, 1053–1062. [CrossRef] [PubMed]
117. Rothman, K.J. No adjustments are needed for multiple comparisons. Epidemiology 1990, 1, 43–46. [CrossRef] [PubMed]
118. Freise, R.J. Do multiple outcome measures require p-value adjustment? BMC Med. Res. Methodol. 2002, 2, 8.
119. Althouse, A.D. Adjust for Multiple Comparisons? It’s Not That Simple. Ann. Thorac. Surg. 2016, 101, 1644–1645. [CrossRef]
[PubMed]
120. Armstrong, R.A. When to use the Bonferroni correction. Ophthalmic Physiol. Opt. 2014, 34, 502–508. [CrossRef] [PubMed]
121. Perneger, T.V. What’s wrong with Bonferroni adjustments. BMJ 1998, 316, 1236. [CrossRef]
122. Rothman, K.J.; Greenland, S.; Lash, T.L. Modern Epidemiology Third, Mid-Cycle Revision Edition; Lippincott, Williams and Wilkins:
Philadelphia, PA, USA, 2012.
123. Vinogradov, S.; Fisher, M.; de Villers-Sidani, E. Cognitive training for impaired neural systems in neuropsychiatric illness.
Neuropsychopharmacology 2012, 37, 43–76. [CrossRef]

