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Abstract: Although schizophrenia is currently conceptualized as being characterized as a syndrome
that includes a collection of signs and symptoms, there is strong evidence of heterogeneous and
complex underpinned etiological, etiopathogenetic, and psychopathological mechanisms, which
are still under investigation. Therefore, the present viewpoint review is aimed at providing some
insights into the recently investigated schizophrenia research fields in order to discuss the potential
future research directions in schizophrenia research. The traditional schizophrenia construct and
diagnosis were progressively revised and revisited, based on the recently emerging neurobiological,
genetic, and epidemiological research. Moreover, innovative diagnostic and therapeutic approaches
are pointed to build a new construct, allowing the development of better clinical and treatment
outcomes and characterization for schizophrenic individuals, considering a more patient-centered,
personalized, and tailored-based dimensional approach. Further translational studies are needed in
order to integrate neurobiological, genetic, and environmental studies into clinical practice and to
help clinicians and researchers to understand how to redesign a new schizophrenia construct.
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1. Introduction

Schizophrenia is a severe mental illness (SMI) affecting more than 21 million people
worldwide that frequently leads to a persistent disability and impaired cognitive, social,
and emotional functioning [1]. Schizophrenia is currently conceptualized as being char-
acterized by at least positive symptoms (such as delusions and hallucinations), negative
symptoms (including anhedonia, alogia, avolition, and social withdrawal), and cognitive
symptoms (such as deficits in attention, processing speed, verbal learning, visuospatial
learning, problem solving, working memory, and cognitive flexibility) [2–5]. Moreover,
social cognition (including emotional intelligence, facial emotion recognition, emotion
evaluation, and social inference) impairment may significantly impact the functional re-
covery in schizophrenia patients, due to the negative effects on interpersonal relationships,
community adjustment, and vocational functioning [6,7]. Schizophrenia patients may
also experience higher rates of co-occurring medical and/or mental illnesses, such as sub-
stance use disorders (mainly alcohol and cannabis), with prevalence rates up to 41% [8].
Due to a disordered lifestyle, an unhealthy diet, a lack of exercise, smoking, the adverse
effects of antipsychotic treatment, a limited access to medical care, and the psychiatric
illness itself [9–11], patients with schizophrenia are more likely to have a metabolic syn-
drome, a cardiovascular disease, diabetes, other endocrinopathies, an immune disease,
and pulmonary illness, in particular, chronic obstructive pulmonary disease [10–14]. The
concomitant comorbidity with other mental disorders determines the higher rates in symp-
tomatology relapse, hospitalizations, suicidality, and family and social issues (such as
higher rates of incarceration due to mental disorder relapse, treatment discontinuation,
higher impulsivity and violent behaviors, and so forth), as well as a higher risk of negative
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outcomes in the short-term, including higher mortality rates [15,16]. A very recent meta-
analysis showed that all causes of mortality were increased in people with schizophrenia,
compared to the control group [17]. The specific causes of mortality included suicide, injury,
poisoning, pulmonary diseases, endocrine diseases, respiratory diseases, urogenital dis-
eases, diabetes, cancer, and cardio-cerebrovascular causes [17]. Moreover, it has also been
found that treatment with an antipsychotic (AP) drug, in particular with second-generation
long-acting injectable antipsychotics (SGA-LAIs), seems to be protective against all causes
of mortality [17].

However, schizophrenia is a syndrome including a collection of signs and symptoms
with heterogeneous etiology, etiopathogenesis, and psychopathological mechanisms that
are potentially implicated, with many research directions and pathways currently under
investigation [18–20]. Nowadays, there are several emerging neurobiological research
directions that are suggested to be implicated in the pathogenesis of schizophrenia that
could also be helpful in the clinical characterization of the disease, such as the following:
(a) genetic factors (e.g., copy number variants [CNV], de novo nonsense genetic mutation,
risk genes, polymorphisms in a gene, single nucleotide polymorphisms [SNPs], and so
forth) that are implicated in the disrupted development at various stages of fetal life, which
program the brain to manifest pre-psychotic features in the prepubertal or puberal age;
(b) the neurodevelopmental model of schizophrenia, which considers several non-genetic
factors, including perinatal complications, immigration status, and childhood maltreatment
and neglect, which could mediate epigenetic changes, potentially determining structural
and functional neurodevelopmental aberrations; (c) pathological alterations in multiple
brain regions, including the frontal, temporal, parietal, cingulate, and glia components, as
well as an excessive synaptic pruning and/or a disruption of neuroplasticity, and so forth;
(d) the hypothesis of immune dysfunction and the neuroinflammatory model; (e) many
others research pathways, including the emergence of the transdiagnostic model across
multiple psychiatric disorders and the different abnormalities that are in the implicated
neurotransmitters, such as the dopaminergic and glutammatergic pathways [21–23]. In-
deed, there is an increased need for a better clinical characterization of individuals who
are affected by schizophrenia, considering a more patient-centered, personalized, and
tailored-based dimensional approach, which could consider all of the above-mentioned
heterogeneous clinical manifestations and endophenotypes of the disease, including the
investigation of all of the underpinned genetic and environmental factors [24,25]. Accord-
ingly, the management of schizophrenic individuals should require better data integration
towards the personalization of diagnosis and treatment [24,26,27]. Within this context,
there have also been recently developed artificial intelligence (AI)- and machine learning
(ML)-based approaches, which promise an interesting implementation of statistical tools to
build more accurate and precise predictive models of schizophrenia onset, illness course,
and potential therapeutic outcomes [28]. These can also identify candidate variables that
are putative to be characteristics of schizophrenia spectrum disorders, by allowing a person-
alized diagnosis, such as a set of resting-state electroencephalographic (EEG) quantitative
features, and magnetic resonance imaging of structural and functional anomalies, and so
forth [29–31].

Therefore, due to the growing knowledge in schizophrenia research and the under-
pinned mechanisms, we aimed to provide some insights into and a viewpoint on the
recently investigated schizophrenia research fields in order to discuss the potential future
research directions in schizophrenia research, including the overview of recently developed
new constructs and implemented classificatory systems.

2. Definitions and Concepts on Schizophrenia

While the cluster of symptoms that clinically define the schizophrenia concept has been
noted historically before the 1990s, schizophrenia scientific research was mainly developed
following the studies that were carried out by the German psychiatrist Emil Kraeplin
(1856–1926) who identified a set of symptoms related to the schizophrenia disease in his



J. Clin. Med. 2022, 11, 5040 3 of 22

Psychiatrie manual, which provided a descriptive classification of mental disorders that were
based on his clinical observations and experience [32]. In his essay, he identified a set of
mental disorders, which he named ‘processes of psychic degeneration’, that were characterized
by a rapid development of a mental deterioration (later named ‘dementia praecox’) [33].
‘Dementia praecox’ included catatonic syndrome (characterized by a tensive voluntary
motor activity), the hebephrenic syndrome (characterized by a distinctive deteriorative
course, based on the importance of silliness and minimal positive psychotic symptoms),
and the paranoid dementia (characterized by the presence of hallucinations and delusions).
Kraeplin [34] mainly focused on the illness course and the chronicity of the disease, rather
than on a set of diagnostic criteria, in describing the concept of the ‘dementia praecox’.
Kraeplin [34] defined those individuals as distinct from the insanity of tertiary syphilis
or the cyclic, non-deteriorating psychosis of a manic-depressive illness. Accordingly, the
dementia praecox diagnosis still contained the illness prognosis [33].

Indeed, Kraepelin’s system of mental diseases substantially contributed to the founda-
tion of the modern psychiatric diagnosis in the Diagnostic and Statistical System of Mental
Disorders (DSM) and the International Classification of Diseases (ICD). However, since the
schizophrenia construct that was developed by Emil Kraeplin [33], several schizophrenia
definitions and concepts have changed considerably over the past century, with an increas-
ing disagreement about the core features of schizophrenia [35,36]. In fact, the originally
developed Kraeplenian concept was subsequently revised by the Swiss psychiatrist Eugen
Bleuler, who mainly focused, during his lecture at a meeting of the German Psychiatric
Association in Berlin on 24 April 1908, on the dissociative symptomatology that is related
to the illness [37]. At that meeting, Bleuler indeed argued that dementia praecox was
associated with neither dementia nor precociousness and emphasized that the splitting
of psychic functioning represented the essential schizophrenia feature [38]. Accordingly,
Bleuler mainly described schizophrenia originally as a disorder in which “emotionally
charged ideas or drives attain a certain degree of autonomy so that the personality falls into pieces.
These fragments can then exist side by side and alternately dominate the main part of the personality,
the conscious part of the patient” [37]. Accordingly, he coined the term “schizophrenia” (which
was derived from the Greek verb ‘schizein’, indicating splitting, and ‘phren’ denoting the
‘soul, spirit, mind’). Bleuler also stated that schizophrenia was primarily represented by a
thought and feeling disorder, comprising the ‘4 As’ (alogia, autistic isolation, ambivalence,
and affect blunting) [37,38].

Indeed, the Bleulerian concept of schizophrenia, with the heterogeneity of prognosis
and outcomes, indirectly paved the way for later subdivisions of the schizophrenia con-
cept [39]. Consequently, the German psychiatrist Kurt Schneider (1887–1967) proposed a
set of fundamental symptoms, named Schneider’s first-rank symptoms (FRS), of which the
presence in the subject could be strongly suggestive of a schizophrenia diagnosis [40]. The
FRS include the following: (a) auditory hallucinations; (b) thought withdrawal, insertion,
and interruption; (c) thought broadcasting; (d) somatic hallucinations; (e) delusional percep-
tion; (f) feelings or actions that are made or are influenced by external agents [40]. The FRS
are the so-called positive symptoms (i.e., the symptoms that are not usually experienced by
people without schizophrenia), and they are usually given priority over other symptoms. In
addition, second-rank symptoms include other perceptual disorders, delusional intuition,
mood changes, affective flattening, perplexity, and other negative symptoms that represent
the deficits of emotional responses and other thought processes [40]. The Schneiderian FRS,
which were initially retained in the fourth edition of the Diagnostic and Statistical Manual
of Mental Disorders (DSM) [41] and were included in a special schizophrenia diagnostic
status in the 10th edition of the International Classification of Diseases (ICD-10) [42], were
later dropped in the DSM-5 [43], the DSM-5-TR [44], and in the ICD-11 [45].

The “Neo-Kraepelinian” movement of the 1960s and 1970s argued for the empirical
psychometric validation of psychiatric syndromes and posed the basis for the proposal of
schizophrenia diagnostic criteria, which was subsequently integrated into both the DSM
and ICD versions. Within this context, John Feighner and his colleagues, Eli Robins, Samuel
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Guze, and George Winokur, at Washington University in St. Louis, Missouri, proposed
the Feighner criteria, i.e., a set of influential psychiatric diagnostic criteria that was also
developed for schizophrenia diagnosis [46]. In particular, Feighner et al. [46] required as
essential criteria for a schizophrenia diagnosis the persistence of a limited set of symptoms
(i.e., delusions, hallucinations, or thought disorders) for at least six months, without the
return to the premorbid level of psychosocial adjustment. The Feighner criteria were later
further expanded with the development of a set of specific diagnostic criteria (namely,
research diagnostic criteria (RDC)) [46], which constituted the basis for the DSM-III, as
developed by the American Psychiatric Association [47]. The RDC were, indeed, widely
used in order to study a variety of schizophrenia-related research issues, particularly those
that were related to genetics, psychobiology, and treatment outcomes [48].

Crow [49] simplified the schizophrenia description in terms of a positive form (type I
schizophrenia syndrome) and a negative form (type II schizophrenia syndrome, occurring
in the absence of positive symptoms), despite the fact that many patients with the type I
syndrome can later acquire the features of the type II syndrome, and some patients can
have both from an early stage. Type II syndrome is usually associated with the worst
prognosis, corresponding more closely to the classical Kraepelinian schizophrenia diagno-
sis [49]. In addition, Carpenter et al. [50] distinguished between primary and secondary
negative symptoms by reviving the long-standing question concerning the primary core
deficits. More recently, Andreasen [51] more deeply investigated the negative symptoms
that were originally described by Kraepelin [34] and Bleuler [37] as schizophrenic core
symptoms. Both Andreasen [51] and Carpenter et al. [50] further investigated the originally
developed Bleulerian concept of “thought disorder” as the primary defining feature of
schizophrenia, rather than the presence of signs and symptoms such as delusions and
hallucinations. Accordingly, Andreasen [51] proposed a neo-Bleulerian unitary model for
schizophrenia, defining it as a neurodevelopmentally derived “misconnection syndrome”
involving connections between the cortical regions and the cerebellum that are mediated
through the thalamus (the cortico–cerebellar–thalamic–cortical circuit).

Meehl [52] proposed a model of the causes and the pathogenesis of schizophrenia and
its related states, which emphasized on the presence of a genetically determined aberration
in neural transmission that could be potentially responsible of the emergence of schizophre-
nia and non-psychotic schizotypal states within the diathesis-stressor framework [53].
Gottesman et al. [54] introduced the concept of the ‘epigenetic puzzle’ in schizophrenia,
by proposing an explanatory model comprising the different causes of schizophrenia for
etiological and phenomenological heterogeneity in schizophrenia [55]. Crow [56] proposed
the viral hypothesis of schizophrenia, as derived by a mutagenesis that is caused by viral in-
tegration or transposition in human genomic DNA. Following studies that were carried out
on subgroups of the non-psychotic relatives of patients who were affected with schizophre-
nia who displayed defects or abnormalities in clinical, cognitive, biological, social, and
other dimensions of functioning that were similar to those shown in schizophrenic individ-
uals [57,58], the hypothesis of schizophrenia liability syndrome [59] was proposed. In fact,
based on Paul Meehl’s conceptualization of ‘schizotaxia’ [52], Stone et al. [59] reformulated
the concept of liability syndrome based on observable, clinically meaningful symptoms in-
volving the negative symptoms and neurocognitive deficits in non-psychotic relatives [60].
Furthermore, from a more phenomenological perspective, it has been hypothesized that,
in schizophrenia spectrum disorders, a profound transformation of subjectivity antedat-
ing the onset of major symptoms is accompanied by micro-experiences of self-alienation
(e.g., derealization, perplexity, depersonalization, reduced self-presence, and an alteration
of the stream of thought) [61]. The self-experiences, indeed, represent fundamental and
enduring (more a trait-like feature) distortions of subjectivity, which typically emerge in
late childhood and early adolescence [61].

Finally, recent evidence supports the concept that schizophrenia represents a multi-
factorial disorder that results from a complex interplay between additive and interactive
genetic and environmental determinants [62], displaying a highly variable and heteroge-
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neous clinical presentation [63]. Therefore, due to the absence of clear boundaries and
the multiplicity of implicated etiological factors, pathophysiological mechanisms, and
hypotheses [64–66], the schizophrenia concept has been more recently broadened to a spec-
trum concept in the DSM-5 (and the recently released DSM-5-TR) [43,44] or as a primary
psychosis in the ICD-11 [39,45].

3. The Heterogeneity and the New Nosological Schizophrenia Constructs

The heterogeneity of schizophrenia resides in the high variability of the phenotypic and
clinical expression, with highly varying degrees of functionality, symptoms and personal
recovery, and outcomes across individuals, together with a variable range of underlying
neurobiological abnormalities, which are potentially implicated in its pathogenesis [67,68].
Indeed, the multifactorial nature of the etiological factors has worsened the difficulty in
addressing the causal mechanisms in the disease pathophysiology of the illness [69,70].
However, Tandon et al. [36] exhorted that “heterogeneity cannot just be an explanation for
our failure, but is a problem to be explained”. Indeed, Carpenter [71] first proposed that the
schizophrenia construct should be reconstructed according to the following four major
targets: (a) the identification of patient subgroups in order to enhance homogeneity; (b)
deconstructing the traditional schizophrenia construct by identifying the specific core
psychopathology domains; (c) deconstructing schizophrenia at the levels of neural circuits
and behavioral constructs; (d) considering the different stages from the vulnerability of
development to the illness onset and disease progression.

Indeed, the traditional schizophrenia construct has elicited a continual debate as the
concept has fluctuated across the years, according to the different psychopathological
perspectives and the emerging advances in multiple areas of schizophrenia research (e.g.,
genomics, neuroimaging, epidemiology, and cognitive science) [72]. One of the major
obstacles of the traditional schizophrenia construct regards the fact that disorders continue
to be defined almost exclusively by a set of symptoms and signs, despite the association
between the specific diagnostic categories and biological or behavioral measures having
been proven to be modest or inconsistent, therefore, not allowing a better understanding of
schizophrenia or the development of more effective interventions for the illness [73]. In
particular, the inconclusive findings coming from the neurobiological studies have demon-
strated the inadequacy of the current schizophrenia diagnosis by underlining how the
current nosological construct does not appear to be exhaustive in identifying all of the
multiple and potentially different pathophysiological substrates that are implicated within
schizophrenia spectrum disorder [74]. However, many experts in schizophrenia research
have pointed to continuing to use the traditional schizophrenia construct because of its util-
ity (at least clinically) and the absence of any current better alternative [20,36,39,66,74,75].
Carpenter [75] suggested replacing it with a broader construct of “primary psychosis”,
while Gur [63] suggested replacing it with the “psychosis spectrum disorder” construct. On
the other hand, Murray and Quattrone [76], Van Os and Goluksuz [77], and Zick et al. [68]
proposed to completely eliminate it. The alternative proposed schizophrenia constructs
include dimensional-based schizophrenia constructs [78], the hierarchical psychopatho-
logical model by Kotov et al. [79], and the biotype architecture [67,68,80,81], which is
illustrated below. Therefore, in order to address these issues, an overview of the different
diagnostic classificatory systems, from the traditional DSM/ICD to the recently developed
alternative/integrative models, has been provided below.

4. The Systems of Diagnostic Classification

Overall, the diagnostic classifications have been ad hoc designed in order to address
the following purposes: (a) facilitating research into the causes and the treatment of the
illnesses; (b) guiding clinical decision making; (c) helping clinicians in more shared commu-
nication [82]. However, the extremely variable and discontinuing phenotypic presentation,
diagnostic characteristics, illness trajectory, and treatment response in schizophrenic in-
dividuals, together with the highest rates of comorbid disorders, limit the feasibility and
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applicability of the current diagnostic systems and classifications in the clinical decision
making practice in regard to schizophrenia [82]. Therefore, although the latest versions
of the DSM-5-TR [44] and ICD-11 [45] might effectively represent some apparently useful
approaches facilitating the information exchange among clinicians, they definitely fail to
properly capture the biological and pathophysiological nature of schizophrenic individuals,
as well as their phenotypical and clinical heterogeneity; indeed, not allowing for a per-
sonalized diagnosis or treatment [36,82]. For instance, neurocognitive deficits, which are
commonly a core feature of schizophrenia, are not included in the criterion-based definition
in the ICD-11 [45] nor in the DSM-5-TR [36,44]. Furthermore, the ICD-11 [45] also differs
from the DSM-5 [43] (and the current DSM-5-TR) [44] according to the minimum duration
of symptomatology. The ICD-11 [45] requires a minimum duration period of one month
or more, whereas, the DSM-5 (and current DSM-5-TR) [36,44] requires the presence of
continuous signs of the disturbances that should persist for at least six months beyond the
required additional five months of symptoms, which could include prodromal or residual
symptoms [83]. Obviously, the shorter duration requirement that is suggested in the ICD-11
was intended to encourage an earlier treatment in order to improve the patient’s outcome.
Both the DSM-5-TR and the ICD-11 require at least two types of schizophrenia symptoms
lasting at least one month, even though the ICD-11 also includes the presence of experiences
of influence, passivity, or control as a separate core symptom in schizophrenia, which rep-
resent disturbances in the ‘ego-world boundary’, including passivity experiences, thought
withdrawal, and thought broadcasting [83], which were previously included among Schnei-
der’s FRS [40]. Finally, social processing dysfunction is represented as an integral part of
the schizophrenia diagnostic criteria only in the DSM-5 [43] and the current DSM-5-TR [44],
but not in the ICD-11 [24,45]. Indeed, although both the DSM-5-TR and ICD-11 incorpo-
rate, to a greater or lesser extent, the traditional clinical features that were investigated
by Kraepelin [34], Bleuler [37] and Schneider [40], the latest iterations of the DSM and the
ICD provide clinicians with dimensional assessments based on the key symptom domains
covering the positive, negative, affective, and cognitive symptoms of the schizophrenia.
However, as one of the most dominant etiological models for schizophrenia postulated
that the illness can represent the final state following abnormal neurodevelopmental pro-
cesses, which may have started years before the illness onset [84], and that it is possible
to identify a schizophrenia spectrum disorder, rather than only the presence or absence of
the illness, the current diagnostic systems have a series of limitations [85]. In fact, while
the original aim of the current diagnostic systems was to allow clinicians to have a shared
and homogeneous information exchange, as well as for research purposes, the traditional
diagnostic systems, which are mainly based on a set of symptoms and signs, are not able
to incorporate any etiology-based components, neurodevelopmental markers, the genetic
liability, the subthreshold schizophrenia vulnerability status (i.e., schizotaxia), or many
other currently investigated aspects of the disease [75].

Therefore, beyond these classical/traditional diagnostic systems, the National Institute
of Mental Health (NIMH) Research Domain Criteria (RDoC) initiative was first developed
in 2009 with the aim to build a new classification system for a better understanding of
underlying dimensional processes and the development of psychopathology, by using a di-
mensional approach [63,82]. The RDoC may effectively provide a bridge between the basic
behavioral neuroscience research and clinical research by using a dimensional approach in
which each function is quantitatively mapped onto specific brain circuits [63]. The RDoC
was conceived as an experimental framework in order to support translational research
in psychopathology organized around basic functional domains (e.g., cognition, motiva-
tion, and motor activity) [72,86]. The focus of the RDoC program is on the fundamental
operations of adaptive behavioral/cognitive and brain functioning (e.g., working memory,
fear, and behavior) and psychopathology, according to a perspective in terms of the dysreg-
ulation of these systems rather than starting with clinical syndromes and then trying to
determine their source/causes. The RDoC investigates the entire dimensions of functioning
(i.e., negative valence, positive valence, cognition, social processes, arousal/regulatory sys-
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tems, and sensorimotor systems) from the normal range to increasingly abnormal extents,
and no specific cut points for each disorder are specified in order to facilitate studies on the
transitions from normality to the different degrees of pathology [72,86,87].

In addition, other research directions have been proposed to reconceptualize schizophre-
nia psychopathology as consisting of continuous dimensions of maladaptive behaviors,
emotions, and cognitions, with some hierarchical taxonomies of phenotypic psychopatho-
logical dimensions proposed [88]. Within this context, the Hierarchical Taxonomy of
Psychopathology (HiTOP) consortium aimed to integrate the evidence from studies on the
organization of psychopathology in order to overcome the arbitrary boundaries between
psychopathology and normality, the diagnostic instability, the frequent co-occurring dis-
orders, the heterogeneity within the same diagnosis, and the lack ability to identify the
subthreshold clinical cases [79,89–91]. HiTOP was built in order to define psychopathol-
ogy according to a dimensional approach, which also investigates those individuals with
subthreshold symptoms or unusual symptom profiles, with the aim to reduce the hetero-
geneity within those constructs by grouping related symptoms together, independently, by
an established diagnosis [68,79]. According to HiTOP, schizophrenia, schizophreniform
disorder, schizoaffective disorder, and schizotypal and paranoid personality disorders
reflect elevations on both thought disorders and “detachment” spectra dimensions [89–91].
In particular, the “detachment” dimension can be considered as a vulnerability trait for
negative symptoms and schizophrenia, also among the relatives of people who are affected
with schizophrenia, compared to the relatives of healthy probands or probands with mood
disorders [92]. Furthermore, the biotype-based architecture model was investigated with
the aim to incorporate the biomarkers for differentiating individual cases by subtype [93].
The Bipolar-Schizophrenia Network for Intermediate Phenotypes (B-SNIP1) consortium
sought to identify a broad range of biomarkers encompassing the neurocognitive and phys-
iological correlations, with the aim to distinguish the three leading psychosis diagnoses
(i.e., schizophrenia, schizoaffective disorder, and bipolar I disorder with psychosis) [67].
Identifying promising neurobiologically distinct subgroups of psychoses by using biomark-
ers could support genetic-based etiological investigations and may advance treatment
developments [94,95]. Indeed, a biotype-based approach could significantly improve the
development of new treatment targets, offering an opportunity to match interventions
to pathophysiology and to implement more patient-centered, tailored, and personalized
approaches to the disease towards a new precision, as well as personalized psychiatry in
schizophrenia research and clinic.

5. Schizophrenia and Personalized Psychiatry

The concept of personalized medicine is based upon the hypothesis that each indi-
vidual is unique, hence, diseases are heterogeneous regarding the specific contributing
factors and also the specific treatment outcomes [96]. Personalized psychiatry aims to
offer an individual and patient-centered approach, including an individualized clinical
characterization (also using the tools of the precision psychiatry, including biomarkers,
biotypes, endophenotypes, etc.), as well as tailored and personalized treatments for each
individual real patient at the right time [97]. The topic of personalized psychiatry becomes
more salient, particularly in the field of schizophrenia research, whereas a more concrete
emphasis should be posed to the transdiagnostic conceptualization of psychopathology that
is related to primary psychosis and schizophrenia, as already pointed out by Carpenter [98].
Furthermore, the investigation of specific biomarkers would be useful in early diagnosis, in
clinical monitoring, and in treatment response [99].

According to the Biomarkers Definitions Working Group [100], a biomarker is “a
characteristic that is objectively measured and evaluated as an indicator of normal bio-
logical processes, pathogenic processes, or pharmacological responses to a therapeutic
intervention”. Biomarkers can be molecular, histologic, derived from brain imaging, or
physiologic in nature, being classified as diagnostic, prognostic, and theranostic [101].
Biomarkers are not represented by endophenotypes, which are heritable and are more
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specifically quantitative traits that are associated with disease liability, that instead explain
the relationship between the genotype and the phenotype [102]. Indeed, biomarkers could
be used as clinical predictors for schizophrenia, its illness course, and its phase, as well as
for its treatment and intervention response [103]. A dimensional-based characterization
along the RDoC domain [104,105] can help clinicians to identify the specific biomarkers for
schizophrenia risk occurrence throughout the lifespan of the individual [63]. For example,
dysregulated immunity and inflammatory processes were reported in schizophrenic indi-
viduals, despite the fact that the measurement and repeatability of these biomarkers display
several challenges in terms of translating this approach in routine clinical practice [105–108].
Studies on those targeted on polygenic risk scores suggested better characterizing and
identifying a specific subgroup of schizophrenic patients who had ongoing inflammation
and immune dysfunction [107,108]. Therefore, blood-based biomarkers, including glucose
and triglyceride levels, and pro-inflammatory markers (e.g., interleukin-6, tumor necrosis
factor alpha, and so forth) have been investigated; however, their profile seems not to be
specific to schizophrenia [79].

Further potential neurophysiological, immune, and endocrine biomarkers have been
investigated through proteonomic gene expression (transcriptomic) and neuroimaging
studies [63,99,109–111], even though these biomarkers have not yet been validated and,
for this reason, they continue to be investigated in experimental settings rather than in
clinical practice [100,112]. However, despite the fact that several biomarkers, including
genetic biomarkers, have been identified or are currently under investigation, they have
not yet been effectively implemented into routine clinical practice, mainly due to their
inconclusive clinical reliability, with exception of a few pharmacogenetic-guided decision
support tools [113]. In this regard, the pharmacogenetic research into antipsychotic drugs
has examined a number of genetic variants and only a few polymorphisms have been found
to be promising in explaining the therapeutic efficacy and side-effects of antipsychotic drugs
in schizophrenia spectrum disorders, such as some polymorphisms in the brain-derived
neurotrophic factor (BDNF), in some cytochrome CYP genes, and so forth [114,115]

6. Genomics

Genetic epidemiological studies have shown that schizophrenia is highly heritable,
despite the fact that it has been better described as an underpinned multifactorial etiol-
ogy with a complex polygenic genetic architecture [116]. Evidence has supported the
role of both common and rare genetic variants that are implicated in the development of
schizophrenia, as well as several environmental factors that may contribute to its etiol-
ogy [63]. Indeed, few causal variants have been clearly identified and most of the genetic
associations have not imparted any useful clinical implications [116]. For instance, many
genome-wide associated variants (GWAV) have not been identified in genes, possibly
indicating that they may have a regulatory role in modifying gene expression or they
can represent the expression of quantitative trait loci [117]. Indeed, gene expression can
be influenced by both genetic and environmental factors and the differences in gene ex-
pression can be a biomarker for the diagnosis, but also for a potential therapeutic target
in schizophrenia [118–121]. However, although recent genome-wide association studies
(GWAS) have identified more than 100 genetic risk loci in schizophrenia, they are overall
responsible of a small effect on the schizophrenia risk [116]. The polygenic risk score
(i.e., the measure of polygenic loading) [122] is able to address the polygenic architec-
ture of schizophrenia and it can quantify the common risk allele burden that is carried
by schizophrenia individuals [123,124]. Moreover, it has been suggested that the poly-
genic risk score may be useful in determining the association between schizophrenia and
intermediate phenotypes, such as the brain structural alterations in schizophrenic indi-
viduals [125]. However, a recent systematic review by van der Merwe et al. [126] did not
find any significant association between the polygenic risk score and the brain structural
changes in schizophrenic individuals, suggesting the need for further research directions,
particularly in the field of intermediate phenotypes other than altered brain structures.
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Furthermore, according to a recent systematic review, copy number variant (CNV)-based
studies have identified five schizophrenia-associated CNV regions containing genes that
were found to be differentially expressed in schizophrenia (i.e., PPP1R2 in 3q29, HSPB1
in 7q11.23, INO80E and YPEL3 in 16p11.2, DHRS11 in 17q12, and SEPT5, RTN4R, and
SLC2A11 in 22q11.2) [121]. However, the CNVs in these regions are also associated with
neurodevelopmental delays, intellectual disabilities [127,128], and other neuropsychiatric
phenotypes, including anxiety (3q29, 7q11.23, and 17q12), autism spectrum disorder (ASD;
3q29, 7q11.23, 16p11.2, 17q12, and 22q), attention-deficit/hyperactivity disorder (ADHD;
7q11.23 and 22q), and bipolar disorder (3q29, 7q11.23, and 17q12), as well as in immune
system dysfunction, cardiac pathologies, and many other medical issues [119,120]. The
most well-investigated CNV that is associated with an increased risk of schizophrenia is
the 22q11.2 deletion syndrome, with it being related to a 25-fold increase in schizophrenia
risk [129–132]. Furthermore, several neurotransmitters (i.e., dopamine, serotonin, and
glutamate), acting through metabotropic G protein-coupled receptors (GPCRs), which
mediate the intracellular signal transduction and the induction of gene expression in order
to exert antipsychotic activity, have been genetically investigated in schizophrenia [133,134].
The genetic studies have identified associations between the SNPs in genes that are related
to GPCRs and schizophrenia [135]; in particular, some metabotropic glutamate receptors
(mGlu), subtype 3 (mGlu3), 5-hydroxytryptamine 2A receptor (5-HTA2A), and dopamine
D3 receptors (DRD3). SNPs have been associated with schizophrenia, pathognomic mea-
surable endophenotypes, and the treatment response to specific antipsychotics [136–140].
However, further studies are needed in order to investigate the role of GPCRs SNPs variants
in schizophrenia and in the antipsychotic’s treatment response [133,141].

However, beyond the genetic susceptibility, epigenetics (including all postnatal modi-
fications of gene expression that are not associated with changes in DNA sequences, such
as DNA methylation, chemical modification of histone proteins, non-coding RNA, and
other mechanisms that are involved in epigenetic regulation) have demonstrated that
not only genetic factors are implicated in schizophrenia, but more specifically epigenetic
factors [142]. Epigenetic factors are derived from the interplay between genetic factors and
various environmental factors occurring from the fetal period to the developmental period
that may potentially influence and modify the psychopathological trajectory of the illness,
as well as other post-developmental factors influencing the onset of schizophrenia through
an epigenetic mechanism [143].

7. Neuroimaging

A set of specific brain structural abnormalities have been widely reported in schizophre-
nia spectrum disorders, which are mainly considered to be a brain development disor-
der [144–146]. A large-scale metanalysis has reported a smaller hippocampus volume,
together with smaller amygdala, thalamus, nucleus accumbens, and intracranial volumes
in patients with schizophrenia compared to controls [144]. Moreover, it has been found
that a larger palladium and lateral ventricle volume also occurs, compared to healthy
controls [144]. Individuals with schizophrenia have also been reported to have widespread
cortical thinning and smaller cortical surface [145]. Cortical thickness reductions are
larger in individuals under antipsychotic treatment and are negatively correlated with
medication dose, symptoms severity, and duration of illness [145]. Limitations in the
imaging studies on schizophrenia are represented by the issue that most of them mainly
recruited chronic patients and individuals taking antipsychotic treatment, therefore mak-
ing it difficult to identify the time of the brain changes and the effect of the treatment
exposure [146,147]. Functional neuroimaging studies have shown alterations in the brain
metabolism and the blood flow in the frontal, cingulate, parietal, putamen, and sensori-
motor regions [148–151]. Dopamine dysfunction has also been observed in schizophrenic
patients. Indeed, dopamine D2 receptor density and the occupancy of D2 receptors by
dopamine has been shown to be increased in schizophrenic patients, along with an in-
creased dopamine transmission [152,153]. For other neurotransmitters, the findings coming



J. Clin. Med. 2022, 11, 5040 10 of 22

from neuroimaging studies are still inconsistent; however, some studies have reported a
reduced 5-HT1 receptor concentration in the midbrain and pons, reduced 5HT2 receptors
in the neocortex, and a hypofunction of N-methyl-D-aspartate (NDMA) [154,155]. The data
that are currently available on the glutamatergic system are still unclear [156].

Neuroimaging data have been more recently extensively investigated with the aim
to identify individuals who are at risk of psychosis at an early stage or a prodromal
phase [146,157,158]. High-risk individuals who will subsequently develop psychosis or
a schizophrenia spectrum disorder showed several structural and functional brain ab-
normalities compared to the healthy controls, such as grey matter changes in the frontal,
temporal, and cingulate cortices, a reduced integrity of striatal and temporal white matter,
subcortical volumes of the thalamus, amygdala, striatum, and cerebellum, and changes in
the functional connectivity and network organization [159–163]. Further studies have also
investigated, through neuroimaging, whether it is possible to identify some predictors of
the response to pharmacological medication [146] by demonstrating that a greater striatal
dopamine synthesis, an enlarged gray matter volume, and normal gyrification, as well as
an increased brain activity in the fronto-parietal regions may act as potential predictors of a
positive response to antipsychotic treatments [164–168].

8. Environmental Factors

A set of environmental factors, such as childhood adversity, substance use and misuse,
minority and ethnicity status, birth season, urbanity, and pregnancy and/or perinatal com-
plications, have been associated with differential clinical manifestations of schizophrenia
spectrum disorders [169,170]. A recent systematic review and meta-analysis assessed the
evidence for a gene–environment correlation (genes influencing the likelihood of environ-
mental exposure) between schizophrenia polygenic risk score and childhood adversities,
observing only a small effect; however, there are still inconsistent findings that do not allow
us to draw definitive conclusions [170]. Meta-analyses have also shown that substance
use, particularly continued use, was significantly associated with higher rates of positive
psychotic symptoms and a higher likelihood of a history of violence and aggressive be-
haviors [171,172]. In addition, cannabis use, especially with higher potency cannabis, is
associated with an increased risk for schizophrenia [173–176]. In addition, ethnic minority
status is correlated with more severe reality distortion, disorganization, and the onset of
negative symptomatology [177].

Moreover, the paradigm of the exposome was only recently investigated in the field
of schizophrenia [63,178–180]. The exposome represents the entirety of the environmental
vulnerability underlying the pathoetiology of schizophrenia spectrum disorders, to which
an individual is exposed to throughout their life [178,180,181]. According to the exposome
model, environmental factors are bi-directionally interlinked, such that cannabis use is
associated with childhood adversity, the effects of urbanicity variables (such as population
density, deprivation, etc.) can be modified or influenced by individual level factors, such as
cannabis use, exclusion, discrimination, and social adversity [178,180]. Moreover, there is
evidence to suggest a dose–response relationship between environmental load scores and
the severity of the mental health status, as well as the outcomes [179,180,182,183].

9. Schizophrenia Treatment and Interventions

Despite several evidence- and consensus-based schizophrenia guidelines that have
been generated over the last decades [184–188], the treatment interventions in schizophrenia
research are far from being effective and many factors are involved in treatment response
based on theoretical groundings, with some innovative fields of research yet to be imple-
mented [21,185,189]. The current approach to schizophrenia in routine clinical practice
worldwide is often stereotyped, being mostly prescribed a second-generation antipsychotic
drug [190]. Indeed, antipsychotic treatments for schizophrenic individuals have been
demonstrated to be effective in managing the core symptoms of schizophrenia, but also
they has been reported to be associated with a decreased risk of all-cause, cardiovascular,
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and suicide mortality, also, in terms of cumulative antipsychotic exposure, particularly in
those patients under clozapine treatment [191–193].

Furthermore, from a pharmacological perspective, despite the fact that the dopamin-
ergic system has been hugely investigated in the pathophysiology of schizophrenia and
has been guided in initially targeting antipsychotic treatments, there is clinical evidence
that dopamine blockade is not effective in managing the negative and cognitive symp-
toms and, in some schizophrenic patients, it does not improve the positive symptoms
either [194–196]. Therefore, researchers have recently directed their research interest to-
wards new neurochemical targets, such as the glutamatergic system [194,197,198]. While,
on the other hand, from a non-pharmacological perspective, despite the demonstrated
evidence-based efficacy of cognitive–behavioral approach [199–202], its use is still poor in
routine clinical practice for schizophrenic individuals [24,203]. In patients with treatment-
resistant schizophrenia (TRS), researchers have explored the utility of brain stimulation
procedures [204], such as electroconvulsive therapy (ECT), repetitive transcranial magnetic
stimulation (rTMS), and deep brain stimulation (DBS). Despite the promising preliminary
results [205,206], further studies are needed in order to better understand the potential
role of these neuromodulatory techniques in the treatment of TRS patients [204]. Finally,
psychosocial interventions and recovery-oriented rehabilitative interventions (e.g., cog-
nitive remediation and metacognitive reflection and insight therapy (MERIT) etc.) have
been rapidly developed in order to target cognitive and/or metacognitive deficits that can
hamper the functional recovery of schizophrenic patients and in subjects at ultra-high risk
of psychosis [203,207–210], even though they do not seem to be adequately integrated in
the mental health services [24,203]. Similarly, family-based interventions and supported
employment programs are seldom implemented in routine clinical practice [24,203,211].
In particular, there are also initiatives that are aimed at implementing and favoring social
integration, regular employment, and reducing the social exclusion of all individuals who
are affected by severe mental illnesses, including schizophrenia, such as the Individual
Placement and Support (IPS) initiative [212,213]. The IPS became the standard of supported
employment and the only evidence-based employment model for people with schizophre-
nia, indicating a moderate-to-large effect size [214,215], which has also been confirmed in
long-term studies [216]. However, despite the recovery-oriented approach that is needed
for the management of schizophrenic patients, a resilience-promoting environment (i.e., an
environment that integrates interventions in order to increase a positive outcome, despite
adversities, in order to implement wellbeing [217]) is often missing in many mental health
services [24].

10. Discussion

Overall, schizophrenia could better represent an encompassing term referring to
a group of related disorders, which have distinct etiologies and that require different
treatment strategies [55]. Schizophrenia, indeed, describes a clinical syndrome, not a
disease entity. A syndrome consists of co-emerging specific symptoms of unknown eti-
ology and has no clear boundaries with other entities. Symptom dimensions explain
more clinical characteristics than diagnostic categories and they are specifically asso-
ciated with genetic and environmental risk factors that may operate across diagnostic
categories [76,116–119,121,169,170,178,179]. However, the current conceptualization of
schizophrenia only appears to be useful to establish evidence-based guidelines for diagno-
sis and treatment, and to provide valuable information on psychosocial outcomes [39]. In
fact, if schizophrenia continues to be defined almost exclusively by a set of symptoms and
signs, despite the modest and/or inconsistent association between the diagnostic categories
and the biological and/or behavioral measures, the traditional construct of schizophre-
nia will not be able to clearly reach a comprehensive understanding of the disorder, its
heterogeneous clinical presentation and treatment outcomes, or the development of more
effective treatments [72]. In fact, it has been well documented that the real-life functioning
of schizophrenic patients does not exclusively depend on their symptoms and/or signs, but
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is more strictly related to context-related factors rather than illness-related ones [218,219],
by demonstrating an ability to be stable in their relationships after a four-year follow-up, as
reported in the multicenter study that was carried out by the Italian Network for Research
on Psychoses [220].

Therefore, the current concept and traditional constructs of schizophrenia appear to
be not exhaustive enough in explaining the heterogeneity and the complexity, as well as
the complex interplaying roles of additive factors (both genetic and environmental determi-
nants) in the pathogenesis of schizophrenia spectrum disorders [67,68,72,81]. Moreover,
the current and traditional schizophrenia constructs are not able to adequately provide
a clinical characterization, nor a dimensional and personalized approach to the under-
standing of each individual who is affected by schizophrenia [24,25,63]. However, there
is still no relatively easily applicable and precise biologically-based diagnostic technique
for schizophrenia that has enough specificity and sensitivity to replace the traditional
schizophrenia constructs [20,36]. The highest clinical utility for the diagnosis of severe
brain diseases, such as schizophrenia, is still provided by another brain, the long-term
trained brain of a psychiatrist [221]. However, it has been also proposed that a precise
psychiatry-based approach could better clinicians to move from a categorical (i.e., ICD and
DSM-based criteria) to a dimensional approach in order to better identify people who are
at risk for schizophrenia onset, and better clinically and psychopathologically characterize
individuals who are affected with schizophrenia spectrum disorder [63,72,86,87,98,99].
However, there is still an intense debate in the scientific community and, despite overcom-
ing the categorical approach that could apparently represent the best way to implement
knowledge about schizophrenia, the boundaries of the currently termed schizophrenia
could be limited to a neurodevelopmental syndrome that is characterized by disorga-
nization, negative and cognitive symptoms, with a significant presence of anomalous
self-experiences that may be distinguishable from other forms of psychosis [222,223].

Our current knowledge and understanding of schizophrenia have been influenced by
its multi-level and multi-causal etiology, and the advances in deepening our understand-
ing of its underpinned neurobiology and genetics [63,94,95,99,109–111,224]. Therefore,
transdiagnostic psychosis spectrum and multi-dimensional frameworks, or multiple func-
tional domains whose combinations comprise significant biotypes that are associated with
schizophrenia, have been proposed as replacements for the schizophrenia construct due to
the many shared characteristics and the blurring of boundaries between schizophrenia and
related entities [36,67,68,78–80,94].

Furthermore, advances in multiple areas of neurosciences, including genomics, neu-
roimaging, cognitive science, and epidemiology, have facilitated the emergence of new
conceptions and constructs of schizophrenia, and have allowed us to bridge animal and
human research in order to probe the underlying mechanisms of typical and abnormal be-
haviors in schizophrenia [63]. The genomic data provide increasing support for the concept
of systematic transdiagnostic components of neurodevelopmental spectra in schizophre-
nia [130], although the high heritability has not been translated into satisfying evidence for
genetic lesions. In fact, both GWAS- and CNV-based studies that were looking for common
genetic variants that are associated with schizophrenia were disappointing, either because
the early findings failed to replicate or the large-scale studies failed to detect genome-wide
significance [68,94].

Finally, considering that schizophrenia is a severe mental illness that is most strongly
associated with stereotyping, prejudice, and a stigmatizing attitude [63], recently several
researchers have proposed renaming the word ‘schizophrenia’ (etymologically meaning
‘split mind’) [63,68,225,226]. A recent systematic review has demonstrated that renaming
schizophrenia could be associated with improvements in attitudes towards patients who
are affected with the illness and may increase early diagnosis, mental health access, and
reduce stigmatizing behaviors towards the disease and the patients who are affected [227].
Moreover, two recent large surveys of stakeholders demonstrated that approximately 75%
of participants agreed to change the name, with the hope of reducing the stigma and the
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discrimination [228]. Accordingly, some authors have proposed to substitute it with the
expression ‘psychosis spectrum syndrome’ or ‘psychosis spectrum illness (PSI)’, which would be
further characterized by key temporal features, such as the age of onset (i.e., childhood,
adolescent, or adult), the symptom onset (i.e., acute/insidious), the illness course (i.e.,
single episode, intermittent, remitting/relapsing, or persistent), and the phase of the illness
(i.e., clinical high risk, first episode, recent-onset/early phase, ongoing, or recovered), and
so forth [68]. Furthermore, different names have been proposed to refer to schizophrenia in
other countries [39]. For instance, the Taiwanese Society of Psychiatry introduced a new
name for schizophrenia that means “disorder with dysfunction in thought and perception”
in 2012 [229]. In 2022, the Japanese Society of Psychiatry and Neurology renamed the
Japanese translation of schizophrenia from “seishin-bunretsu-byo” (meaning mind-split
disease) to “togo-shitcho-sho” (meaning integration disorder) [230]. In addition, the Ko-
rean Neuropsychiatric Association changed the original Korean name for schizophrenia
“jeongshin-bunyeol-byung” (meaning mind-split disorder) to “johyun-byung” (meaning
attunement disorder) [231]. Several studies have demonstrated that renaming has sig-
nificantly modified the attitude toward schizophrenia in health professionals and in the
general population [217,231,232]. However, despite these pro-renaming movements, other
authors have still declared themselves to be against changing the name for schizophrenia
by supporting the idea that changing the name of the condition (or even abolishing the
concept) will not affect the root cause of the stigma and will not provide clinicians with
a more complete understanding of the causes and the pathophysiological mechanisms
underlying schizophrenia [233–235].

Therefore, current emerging research supports the need to revise the schizophrenia
concept, to implement and readapt the traditional and original schizophrenia constructs
by developing new integrative, personalized approaches, to consider the unicity of each
individual, the need to clinically characterize the illness onset, the clinical course, the
clinical manifestation, the phenotypes, and to personalize the treatment interventions
towards a better personalized and dimensional psychiatry. Furthermore, there is also the
need to think about renaming, not only the schizophrenia concept, from a neurobiological
perspective, but also renaming the term, in order to facilitate a changing mind of health
professionals and of the general population.
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