Certainly, the evidence based on fam-
ily studies suggests that subclinical psy-
chotic experiences are influenced by
genetic risk factors. In theory this may
offer a unique prospect to develop a
screening test based on genetic compo-
sition. Indeed, similarly to the asserted
nature of the extended psychosis pheno-
type, the genetic risk for psychosis is dis-
tributed on a continuum at the highest
end of which are affected individuals fol-
lowed by their healthy relatives''. Al-
though these results support the premise
of being able to detect those at risk based
on their genetic make-up, recent attempts
of linking genetic risk score for schizo-
phrenia to an intermediate phenotype in
non-clinical populations have so far been
contradictory*2.

Psychotic experiences

The term “psychotic experiences” gen-
erally refers to subthreshold forms of hallu-
cinations and delusions. However, this term
is used inconsistently, sometimes referring
to psychotic symptoms (i.e., full threshold
positive phenomena), at other times in-
cluding both sub- and full threshold posi-
tive symptoms. van Os and Reininghaus®
use the term “subclinical psychotic experi-
ences” to discuss their views on psychotic
experiences along the extended psychosis
phenotype. Here we present a clinical per-
spective from the ultra high risk (UHR) par-
adigm, that aims to identify people at high
risk of psychotic disorder by the presence of
psychotic experiences and associated help-
seeking and functional impairment.

van Os and Reininghaus assert that “most
individuals with psychotic experiences have
a current diagnosis, primarily one of mood
or anxiety disorder”". We do not believe this
is true. For example, Varghese et al® found
that major depressive disorder was absent in
the majority of individuals with psychotic
experiences, including those scoring in the
highest quartile for these experiences. Simi-
larly, anxiety was absent in most people with
psychotic experiences, even for those in the
highest quartile. Morgan et al®* showed that
46% of their community sample with psy-
chotic experiences had no common men-
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The importance of the transdiagnos-
tic and extended psychosis phenotype in
relation to diagnosis, aetiology, preva-
lence and outlining the future direction
for research is indeed noteworthy. How-
ever, without a clearly established and
scientifically validated threshold defin-
ing pathology, as well as markers indica-
tive of susceptibility to the illness, the
borderline between normality and psy-
chopathology will remain contested.
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and their significance

tal disorder, and a large German general
population study found that only 43% of
individuals with psychotic experiences at
baseline had at least three symptoms of
depression 3.5 years later (note that at least
three depressive symptoms is not neces-
sarily diagnostic).

In fact, many of the studies cited by
van Os and Reininghaus as evidence for
their assertion are examining a different
research question, that is, the prevalence
of psychotic experiences in people with
mood and anxiety disorders. Indeed, indi-
viduals with common mental disorder are
more likely to have psychotic experiences
than their counterparts with no psychiat-
ric disorder’, and such experiences in
mood and anxiety disorders predict more
severe illness course”.

While psychotic experiences may not
always be associated with mental disorder
in the general population, some people
with psychotic experiences are at increased
risk of psychotic disorder, including schizo-
phrenia. This has been shown in both
general population studies® and the UHR
group®. A meta-analysis of UHR research
found that risk for psychotic disorder was
22% within one year of identification, rising
to 36% after three years®. Therefore, while
van Os and Reininghaus argue that individ-
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uals in the community with psychotic
experiences are more likely to develop a
mood or anxiety disorder than a psychotic
disorder, these phenomena actually predict
psychotic disorders far more strongly®.
This is because mood and anxiety disorders
are much more common than psychotic
disorders and frequently occur in the
absence of psychotic experiences®. Consis-
tent with this, as van Os and Reininghaus
note, evidence from a Danish birth cohort
study showed that psychotic experiences at
age 11-12 years were strongly associated
with a family history of psychotic disorder,
but not of common mental disorder. Thus,
just as the UHR state is relatively specific to
psychotic disorders (compared to non-
psychotic disorders)’, this is also the case
with psychotic experiences in the general
population.

So, how are we to understand these
psychotic experiences? It is important to
recognize that not all positive psychotic
symptoms are the same. Previous re-
search has identified four factor (persecu-
tion, bizarre experiences, hallucinations,
and paranormal beliefs/magical think-
ing)® and five factor (hallucinations, delu-
sions, paranoia, grandiosity, paranormal
beliefs)? models of psychotic experiences.
Persecution, bizarre experiences and
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hallucinations are more likely to be asso-
ciated with distress and disability than
paranormal beliefs/magical thinking®.
Further, the type of experience may play a
role in determining if an individual devel-
ops psychotic disorder or more common
mental disorder. The finding that most
individuals with psychotic experiences
have no mental disorder may be because
they have the more benign paranormal
beliefs/magical thinking. This remains to
be investigated.

There are other factors which are like-
ly to be significant predictors of whether
an individual develops a clinical disor-
der or not, and whether that disorder is
schizophrenia, another psychotic disor-
der or common mental disorder. These
include the intensity, persistence and
frequency of symptoms, related distress,
attributional style, the presence of nega-
tive symptoms and cognitive dysfunc-
tion, history of childhood maltreatment,
demographic features (such as social
deprivation), and genetic risk. These fac-
tors are likely to influence each other.

Consistent with this, van Os and
Reininghaus postulate that some psy-
chotic experiences are associated with
and are risk factors for psychotic disor-
der (the “specific extended psychosis
phenotype”), while some are non-
specific and are risks for both psychotic
and non-psychotic disorders (the
“transdiagnostic psychosis phenotype”).
This is similar to a model we have previ-
ously described®, where we posited three
groups. We proposed that: a) some psy-
chotic experiences may indicate underlying
vulnerability to schizophrenia (psychosis-
specific); b) some may be “incidental” to
common mental disorders such as anxi-
ety and depression (similar to the
“transdiagnostic phenotype”); and c¢)
some may not be associated with any
clinical disorder and may never come to
clinical attention. This third group
accounts for the finding that many indi-

viduals with psychotic experiences have
no clinical disorder.

It is important to also account for the
dynamic nature of symptoms. Individuals
with psychotic experiences and common
mental disorder may still be at risk of psy-
chotic disorder. Mood and anxiety symp-
toms are common in the prodrome of
schizophrenia, and individuals who meet
the UHR criteria often have concurrent
mood and/or anxiety disorder’. In the
UHR population, mood and/or anxiety dis-
orders may persist over time, often in the
presence of continued psychotic experien-
ces, without the individual ever developing
frank psychotic disorder. This suggests that
the psychotic experiences are part of these
“neurotic” illnesses (the “transdiagnostic”
or “incidental symptoms” group). For
those with both psychotic experiences and
mood/anxiety disorders, it is not possible
to determine the direction of causality.

People with psychotic experiences that
co-occur with mood and anxiety symptoms
may seek help, and van Os and Reininghaus
claim that these people will be “mislabelled
as UHR”. We do not agree with this. These
individuals will meet UHR criteria and are
at high risk of full-blown psychotic disorder.
They are also at risk of persistent or re-
current mood and anxiety disorder, of im-
paired psychosocial functioning and of
persistent psychotic experiences. It is also
true that they may not be at risk of any disor-
der, and symptoms and functioning might
resolve over time’. We acknowledge that the
UHR group is heterogeneous. The clinical
approach to treating this group is to manage
current symptoms and reduce distress. Cog-
nitive behavioural therapy is useful both to
manage mood and anxiety symptoms and
assist people to better deal with psychotic
experiences. It can therefore be seen as a
“transdiagnostic” treatment, where therapy
focuses on the issues that the clients them-
selves identify as being important targets.

Understanding more about the UHR
group and what predicts different trajecto-

High time for a paradigm shift in psychiatry

There is no doubt that several people,
especially during their childhood and
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adolescence, have some sort of psychotic-
like experiences, and that only a minority

ries is an ongoing challenge for research in
this area. Negative symptoms and cogni-
tive dysfunction appear to predict poor
long-term functioning in the UHR group®.
Similarly, in the general population, nega-
tive symptoms and worse cognition are
associated with poor functioning in those
with psychotic experiences''. Ultimately,
we need to be able to distinguish these and
other risks in both the general population
and those in the UHR group, regardless of
whether the outcome is a psychotic or
non-psychotic disorder.

General population and UHR sampling
approaches can complement each other
in examining psychotic experiences, their
aetiopathology, associations with possible
mediating factors (such as negative symp-
toms, cognition, childhood maltreatment
and substance use), and their clinical sig-
nificance. van Os and Reininghaus’ paper
stimulates thought in this area, and ro-
bust, ongoing debate and discussion are
to be welcomed.
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of them go on to develop a serious psychi-
atric disease. We completely agree on this
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