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The transdiagnostic dimension of psychosis: implications for
psychiatric nosology and research

Jim VAN OS

Summary: If psychosis is a transdiagnostic dimension, the expression of which is governed by a dynamic
set of contextual and emotional factors that are amenable to treatment, current approaches in psychiatric
nosology and therapeutic research may need to be revised. The dominant approach to date is to clinically
and conceptually situate psychotic symptoms in the construct of schizophrenia. However, schizophrenia,
which has a lifetime prevalence of 1%, only represents the poor outcome fraction of a much broader
spectrum of psychotic disorders which have a lifetime prevalence of 3.5%. Therefore, research findings in
schizophrenia may reflect mechanisms of prognosis rather than fundamental associations with psychosis
and other symptom domains per se. Similarly, the discovery that up to 30% of individuals with non-psychotic
common mental disorders have subthreshold psychotic symptoms that situate them on the transdiagnostic
dimension of psychosis — and which impact clinical severity and treatment response — indicates that the
rigid separation between ‘psychotic’ and ‘non-psychotic’ hampers both clinical practice and research.
Diagnostic manuals in psychiatry would benefit from a system of transdiagnostic dimensions, including a
transdiagnostic dimension of psychosis. Introduction of transdiagnostic dimensions allows for a system
combining a nomothetic (i.e., group-specific) categorical diagnosis with an idiographic (i.e., person-specific)
combination of dimensional scores. The advantage of such a system is that it encourages consideration
of how symptoms dynamically interact with each other in a network of psychopathology, and of how this

network is impacted by the social world.
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1. Introduction

Paul Bebbington’s Special Article in this issue™ provides
a fascinating perspective on the literature linking
psychosis to the social world and how this relationship
is impacted by emotional regulation and reasoning
biases. In the last decade, this research has contributed
to novel psychological treatments with exciting new
results, such as the recent trial showing that a brief
psychological intervention to reduce worry impacts
paranoia outcomes.”” The work discussed by Bebbington
has important conceptual implications for psychiatry,
as it views psychosis as a transdiagnostic dimension,
the expression of which is governed by complicated
underlying dynamics involving emotional and cognitive
mechanisms.

Given the recent focus on transdiagnostic dimen-
sional expression of psychopathology, during the
development of DSM-5 serious consideration was given
to the possible inclusion of a system of transdiagnostic
dimensions, including psychosis. The introduction of
transdiagnostic dimensions would have allowed for
a diagnostic system combining a nomothetic group-
specific categorical diagnosis (such as schizoaffective
disorder) with an idiographic person-specific set of
dimensional scores — for example, scores on anxiety,
depression, psychosis, mania, motivational alterations,
cognition and suicidality. The advantage of such a system
is that it focuses attention on the dynamic interaction
of symptoms in a network of psychopathology,® and
on how this psychopathological network is affected by
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the social world." Unfortunately, setting up a system
of transdiagnostic dimensions proved too complicated
and was not introduced in DSM-5. Nevertheless, in the
transition from DSM-IV to DSM-5, psychosis became
a transdiagnostic feature of several diagnostic groups,
such as the psychotic variants of obsessive-compulsive
disorder and body dysmorphic disorder. These shifts
reflect increasing awareness that psychotic experiences
are frequent not only in psychotic disorders, but also in
non-psychotic disorders.

2. What is the transdiagnostic dimension of psychosis?

What have we learned about the transdiagnostic
dimension of psychosis? A particularly fascinating
perspective is offered by epidemiology. Conceptually
and historically, psychosis has a strong association with
the diagnosis of schizophrenia. As a result, psychosis
has been studied predominantly in the context of a
diagnosis of schizophrenia, while other disorders in
the psychosis spectrum have been largely ignored. For
example, a search of PUBMED on 5 April 2015 identified
49 979 articles with ‘schizophrenia’ in the title versus
only 681 with ‘schizoaffective disorder’, 170 with
‘delusional disorder’, 17 with ‘brief psychotic disorder’,
and 5 with ‘psychotic disorder not otherwise specified
(NOS)". Thus schizophrenia is considered the dominant
context for the study of psychosis. However, recent data
have cast doubt on the validity of this strategy.

Methodologically comprehensive work from Finland
(illustrated in Figure 1) has shown that the spectrum
of psychotic disorders (including schizophrenia,
schizoaffective disorder, schizophreniform disorder,
delusional disorder, psychotic disorder NOS, brief
psychotic disorder, psychotic depression, psychotic
bipolar disorder, substance-induced psychotic disorder,
psychotic disorder due to a medical condition), whilst
largely ignored in research, is much broader than the
diagnosis of schizophrenia alone. The total lifetime
prevalence of the full spectrum of psychotic disorders
is 3.5%; schizophrenia only accounts for 1% (less
than one-third) of this overall prevalence. There is
substantial evidence that the various disorders that
make up the psychotic disorder spectrum represent
different manifestations of the same underlying
syndrome, sharing etiology, psychopathology, treatment
approaches, and prognosis; moreover, this view is
further supported by the lack of clear and consistent
‘points of rarity’ between the various conditions."”
Given the requirement of relative chronicity in the DSM-
IV criteria for schizophrenia (i.e., a duration of at least
6 months), the 30% fraction of the psychotic disorder
spectrum meeting the criteria for schizophrenia can be
considered the ‘poor outcome fraction’ of the spectrum.
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3. Possible bias in psychosis research: schizophrenia

If the diagnosis of schizophrenia represents the poor
outcome fraction of a much broader psychotic disorder
spectrum, the interpretation of research findings about
schizophrenia is not straightforward. For example, a
case-control comparison between schizophrenia and
healthy controls showing differences in cognition could
be interpreted either as showing that (a) cognition
is associated with the onset of schizophrenia, or (b)
cognition predicts poor outcome within the psychotic
disorder spectrum. The latter interpretation is a
plausible hypothesis, given the association between
cognition and universal predictors of poor outcomes in
health care such as poverty® and education.” Similarly,
recent research indicates strong associations between
the diagnosis of schizophrenia and low social class,®
another universal predictor of poor outcome in health
care. The fact that schizophrenia research may be biased
by chronicity poses a problem, as novel treatments
are developed in the understanding that research
findings reflect fundamental mechanisms underlying
the disorder, not the mechanisms that determine the
outcome of the disorder.

Figure 1. Schizophrenia represents only a fraction of
the total psychotic disorder spectrum
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3.1. Possible bias in psychosis research: non-psychotic
disorders

As the study of psychosis as a transdiagnostic dimension
has progressed, fascinating findings have emerged about
psychotic experiences outside the psychotic disorder
spectrum, that is, in the traditionally ‘non-psychotic’
disorders of anxiety and depression. As illustrated
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in Figure 2, research has shown that around 30% of
individuals with a diagnosis of anxiety or depression
(the so-called ‘common mental disorders’) present with
subtle sub-threshold psychotic experiences®! and
that 7% of the general population report psychotic-
like experiences.*” Importantly, the concurrent
presence of subthreshold psychotic experiences in
individuals with common mental disorders is related
to the clinical severity of the mental disorder®1% and
is a marker of poor response to pharmacological and
psychotherapeutic treatments.314 These findings
indicate that current diagnostic criteria for non-psychotic
disorders neglect an important psychopathological
element that has a major influence on clinical severity
and treatment response, an omission that may distort
scientific findings about these conditions.

Figure 2. Transdiagnostic prevalence of psychotic
symptoms and psychotic experiences

Psychotic Non-psychotic General
disorders: disorders: population:
100% 30% 7%

4. Towards an agnostic network model of diagnosis in
psychiatry

The work presented by Bebbington is compatible with
the proposition that mental disorders are reducible to
sets of symptoms that are connected through systems
of causal relationships*® and that are sensitive to the
social world."*® Evidence from general population
studies suggests that this conceptualization of mental
disorders is particularly relevant to the earliest stages
of psychopathology. One indirect indicator of the
existence of this proposed network model is that the
transition from a given subthreshold state to a given
mental disorder is not symptom-specific; for example,
subthreshold psychosis predicts both psychotic and
(albeit more weakly) non-psychotic outcomes."” A
more direct indicator of the model is that the earliest
expressions of psychopathology dynamically interact
with each other. For example, there is evidence that
transition from subthreshold psychosis to psychotic
disorder is contingent on the earlier presence of subtle
indices of motivational impairment (early negative
symptoms);*® the transition from subthreshold mania to
bipolar disorder is contingent on the presence of earlier
subthreshold psychosis;*® and the relationship between
insomnia and paranoia may be mediated by affective
dysregulation.”?” Interaction may also occur between
symptoms within the same domain; for example, studies
have shown that early hallucinatory states are more
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likely to result in transition to a clinical disorder when
there is concurrent delusional ideation.?* Similarly,
subthreshold psychosis is associated with subthreshold
depression and subthreshold mania in a dose-response
fashion (suggesting a causal link); the stronger the
association between the two domains, the greater the
risk of transition to a clinical disorder.”? Finally, many
individuals with subthreshold psychosis present to
clinical services with anxiety disorders or depressive
disorders; in individuals with these common mental
disorders the concurrent presence of subthreshold
psychosis has a negative impact on the course and
outcome of the disorder.****! Clearly, the paradigm
of subthreshold psychosis which considers these
symptoms as specific predictors of psychotic disorder
needs to be reconsidered; subthreshold psychosis may
also be a predictor of the course and outcome of non-
psychotic disorders.?*!

5. Conclusion

The work presented by Bebbington suggests that the
challenge in the years to come is to understand how
the earliest expressions of psychopathology form
part of a dynamic circuit of symptoms that interact
with each other and gradually differentiate into more
specific, but still largely overlapping, clinical syndromes.
There is evidence that the manner in which the early
stages of different psychopathological systems interact
with each other over time is influenced by genetic
and environmental factors.? Similarly, it is attractive
to speculate that symptom circuits in the earliest
stages of psychopathology reflect the dynamics of
the neural circuits that regulate affect, assignment of
salience, motivational processes, and social cognition.
Of particular interest is how progressive changes in
the dynamics of early psychopathology contribute
to changes in functioning and personal attributions
of ill-health, resulting in help-seeking behavior.
Finally, assessment of the early dynamic interaction
of symptoms over time facilitates person-specific
diagnostic formulations, and the development of
individualized treatments that target the most dominant
links in the dynamic circuit of early psychopathology.'”!
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