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Over the past two decades, the early psychosis field has advanced and expanded
substantially. A great deal of progress has been made in understanding phenomenology,
neurobiology, and outcomes during the early phase of psychotic disorders. Although
there has been extensive investigation of early signs of risk and evidence-based treat-
ments, psychotic disorders continue to severely affect both young people and adults.
Schizophrenia and other psychotic disorders represent the third leading cause of disa-
bility-adjusted life years worldwide [1]. Thus, the early diagnosis and treatment of
first-episode psychosis (FEP) is crucial for short- and long-term prognosis. Delayed
identification of symptoms and a longer duration of untreated psychosis may lead to
challenges in functional and clinical outcomes. Effective and timely interventions have
been shown to improve the psychopathology, quality of life, and vocational development
of individuals with psychosis [2]. With major unmet needs such as cognitive negative
symptoms and functional outcome, early psychosis research still faces several conceptu-
al, methodological, and treatment challenges, some of which we review in this Special
Issue of the Journal of Clinical Medicine. Top world-leading experts and research groups
discuss their latest findings on prevalent issues, such as understanding neurobiology,
course, and outcomes during the early phases of psychosis.

In this issue, in order to understand the process of recovery and what promotes or
hinders it during this early critical period, the research by Molina-Garcia et al. [3] and by
Salagre et al. [4] focuses on exploring predictors and risk and resilient profiles for func-
tional impairment. Both these authors present baseline and longitudinal data from the
“Phenotype-genotype and environmental interaction; application of a predictive model
in first psychotic episodes (PEPs study)” [5]. In addition, the study from Molina-Garcia et
al. [3] includes a sample for individuals up to 18 years old with a FEP from the “Children
and adolescent first episode psychosis study (CAFEPS study)” [6]. It is very timely that
both these authors are using a comprehensive statistical approach to the investigation of
functional outcomes in PEP with the aim of identifying different trajectories of functional
impairment in the 2 years after the FEP. In the study by Molina-Garcia et al. [3], the au-
thors report on four trajectories of psychosocial functioning in a sample of 255 FEP indi-
viduals (age range 10-36 years) according to the age of onset of the FEP and the
premorbid intellectual functioning (pIQ) of the subjects. In particular, they found a sub-
group of early onset with low plQ that presented with poorer and persistent global
psychosocial functioning at two-year follow-up. Conversely, they report on a subgroup
of adult onset with average plQ presenting with average functioning over time, with
intermediate values for the early onset with average pIQ and adult onset with low pIQ
subgroups [3]. Likewise, the study from Salagre et al. [4] found four trajectories of psy-
chosocial functioning following FEP in a sample of 275 adult participants: two trajecto-
ries indicative of a persistent functional impairment and two describing a resilient
course. In addition, these latter authors report on putative factors that might mediate
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functional resilience, such as better socioeconomic status and premorbid adjustment,
milder negative symptoms, and more preserved cognitive functioning at the time of the
FEP [4]. Taken together, findings from these two studies may have implications for the
development of novel personalized treatment interventions directed to target functional
impairments, calling for further investigation of protective and underlying mechanisms
that support cognitive functioning as a crucial factor, particularly relevant for the func-
tional outcome and prognosis in the early stages of psychosis.

Along these lines, the studies by Rapado-Castro et al. [7] and by Schermitzler et al.
[8] examine neurobiological correlates [7] and risk factors for cognitive function and mo-
tivation [8] in psychosis. Rapado-Castro et al.’s [7] results suggest a particular association
between decreased gray matter volume of the fronto-parietal lobes and a poorer work-
ing-memory performance over the first 2 years of psychosis in adolescents with a PEP,
highlighting the role of the age of onset of the FEP in this relationship [7]. In particular,
loss of gray matter volume in the frontal and parietal regions and younger age at the time
of the FEP were associated with decreased working-memory function over time in a
subsample (N = 33 adolescents, mean age 15.82) who had valid longitudinal cognitive
and magnetic resonance imaging from the previously mentioned CAFEPS study [6].
Their results support the presence of a neurobiological substrate for cognitive impair-
ment. Moreover, these authors report on a specific reduction in frontal left gray matter
volume as a potential predictive biomarker underlying the observed working-memory
impairment in this group. Importantly, these two events co-occur at a crucial time in ad-
olescence particularly sensitive to working memory and frontal brain volume changes,
which might explain the observed “disruption” in these neurodevelopmental processes
in adolescents within the age range of the participants (11 to 17 years old) [7]. On the
other hand, the study from and Schermitzler et al. [8] examines the neural mechanisms of
nicotine dependence and psychosis in relationship to deficits in cognitive function and
motivation in a large sample of individuals with FEP (N = 404) followed over two years
within the Recovery After an Initial Schizophrenia Episode—Early Treatment Program
(RAISE-ETP [9]). Tobacco use is highly prevalent and has been largely associated with
cognitive function in FEP. The overlapping mechanisms driving nicotine dependence
and psychosis have been described, as nicotine use stimulates both the cholinergic and
dopaminergic systems, which are systems consistently linked to impairments in neu-
rocognition and motivation and shown to be altered in psychosis. In this secondary
analysis of the RAISE-ETP cohort, the authors report on a significant relationship be-
tween smoking status and motivation, but not global cognition in individuals experi-
encing FEP [8]. They found that non-smokers showed greater gains in motivation and
had enhanced functional outcomes over two years of treatment, highlighting the im-
portance of targeting motivation when working with the large proportion of smoking
FEP individuals in our clinics.

Another debilitating and common factor impacting functioning in FEP is antipsy-
chotic-induced weight gain, an adverse side effect of antipsychotic treatment. In this vein,
the study by Panizzutti et al. [10] in this issue examines the impact of differential gene
expression in neuronal-like cells treated with antipsychotics (Pillinger P-score) on the
propensity of antipsychotic drugs to cause weight gain. The authors demonstrated that
commonly prescribed antipsychotic drugs can change the expression of genes involved
in the lipid biosynthesis and metabolic pathways, and that SREBF transcription factors
may play a role in these effects. In particular, “the effects of antipsychotic drugs on lipid
metabolism may influence white matter structure (therapeutic effect) and the risk of
weight gain, lipid disturbances, and, consequently, metabolic syndrome (adverse ef-
fects)” [10]. Understanding the underlying pathways of such risk factors and adverse
effects of these drugs could inform a personalized medicine approach for treating indi-
viduals with psychosis.

Collectively, the findings reported in this Special Issue on “New Opportunities Ad-
ditionally, Challenges Of Early Psychosis” in the Journal of Clinical Medicine provide evi-
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dence that 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. Further understanding of the relationships between plausible
biomarkers, resilience, risk factors, and long-term outcomes in people with FEP will help
us develop better interventions that enhance functioning, as well as therapeutic strategies
to aid in smoking cessation, managing the adverse effects of antipsychotic medication,
and possibly preventing or delaying the onset of psychotic disorders and/or its long-term
functional impairment. Moreover, all these studies demonstrate that an integrative ap-
proach is needed from the very early stages, motivating further exploration of the impact
of potential risk and cognitive factors, with specific contributions to the process of re-
covery and functional outcomes in psychosis.
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