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Psychiatrists are experts when it comes to missing boats. Will

prevention be the next one?
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“Kingdoms that are governed with remedies rather than pre-
vention are headed for disaster”—Don Juan de Palafox y
Mendoza (1600-1659).

One of the recent major changes in the paradigm of con-
ceptualizing mental disorders has been a shift from silos of
risk factors for specific DSM/ICD disorders to a paradigm
of multiple common risk factors (including genetic, environ-
mental, and epigenetic) that interact in a pluripotential brain
and that may end up causing symptoms of different severi-
ties for a given mental disorder or not causing any disorder
(with the potential influence of protective factors). Multiple
studies have shown common genetic (Cross Disorder Group
of the Genomics Psychiatric Consortium, Brainstorm Con-
sortium et al.) [1, 2] and environmental risk factors such as
bullying or child abuse [3] for most mental disorders. This
new approach better captures the complexity of mental dis-
orders and the many different stages between the genes and
the behaviour.

Three papers in this issue adopt this paradigm from dif-
ferent angles. In this issue, Kircher et al. [4] describe the
ambitious objectives of a large consortium (FOR2107) in
order to unravel schizophrenia. The neurobiological corre-
lates whereby genetic and environmental factors exert their
influence on brain structure, function, and course of illness
in different psychoses such as major depression, bipolar dis-
order, schizoaffective disorder, and schizophrenia will be
studied in different large cohorts.

In this issue, Zhang et al. [5] assess the relationship
between outcomes (symptomatic and functional recovery)
and duration of untreated prodromal symptoms in a large
cohort of individuals with attenuated psychosis syndrome
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(APS) followed for up to 2 years. Longer duration of
untreated prodromal symptoms of psychosis was associated
with poor functional outcome regardless of diagnosis after
a first psychotic episode.

In a similar approach, Kleineidam et al. [6] assess sac-
cadic eye movements in subjects in an at-risk mental state
(ARMS). Those who were in a late at-risk mental state, as
defined by attenuated psychotic symptoms or brief limited
intermittent psychotic symptoms had, as was the case with
first-episode patients, increased antisaccade latencies com-
pared with controls. However, no saccadic measure predicted
conversion to psychosis within 2 years. The authors suggest
that this neurophysiological marker may be sensitive to dis-
ease severity along the continuum of psychosis, as it was
present not only in first-episode patients with schizophrenia
and those with more severe symptoms (some of whom will
develop psychotic disorders other than schizophrenia), but
also in those in early at-risk mental state.

The new paradigm of pluripotentiality in the brain
depending on the infinite combination of genetic and envi-
ronmental factors and their interactions and temporal dimen-
sion (an interaction of a specific allele or CNV with environ-
mental risk factors is not the same at different times: in utero
or at birth, in adolescence, etc.) has profound implications
for prevention in psychiatry. For too long we have focused
on tertiary prevention when it is clear that secondary and
primary prevention (and even health promotion) are much
more cost-effective [7]. Our colleagues in other areas of
medicine (e.g. cardiology, oncology, infectious diseases,
etc.) noticed this long ago, and contrary to us, have acted
upon it. It is very difficult to find a really high-impact jour-
nal that does not include trials on primary prevention of
cardiovascular diseases, oncological diseases, and so forth.
A report from a UK mental health research charity, MQ,
sadly shows that less than 4% of all metal health research
is devoted to prevention. This is despite the fact that really
should make all the difference, which is that many of these
preventative interventions save money and some of them,
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such as early intervention in psychosis, have a total return
on investment of almost 18 1b for each pound invested—
or the even more striking savings of 83 1b for each pound
invested in prevention of conduct disorders through social
and emotional learning programmes [8]. It is no surprise that
the ROAMER project, which addressed the mental health
research priorities for Europe, identified research into men-
tal health prevention, mental health promotion, and inter-
ventions in children, adolescents, and young people as the
number one priority [9]. Despite these striking facts, most
governments are still looking elsewhere [10].

Knowledge of the risk factors for mental disorders is the
first step toward preventive interventions. Knowledge of the
link between those risk factors and the advent of psychopath-
ological symptoms and constellations of those symptoms
forming mental disorders will not only help to avoid the
risk factors, but will accelerate treatment-targeted research.

A priority for the immediate future of psychiatry should
be to focus on early (and very early) interventions that cut
across different disorders. Eventually, specific interven-
tions in developmentally sensitive periods may reduce the
incidence of mental disorders or shift the evolution towards
less severe presentations. All these interventions must be
illuminated by basic and translational research explaining
the links between the intervention and the potential benefit.
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