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PRODROMAL SYMPTOMS: A “RISK” FOR PATIENTS OR PSYCHIATRISTS?
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Abstract

The question of prodromal symptoms of psychosis already raised by Bleuler, in the last years, became one of the
major issues in psychiatry: on one hand, emerges the importance to identify the initial signs and symptoms of the
disease in order to start a treatment as soon as possible and improve the course of such a serious illness significantly.
On the other hand, the early symptoms clearly show all their lack of specificity and their difficult use as a predictive
tool. Research on psychotic-like experiences seems a good example to clarify the long standing problem of predictability
of symptoms and signs present in the pre-psychotic phase of illness. Undoubtedly the elevated presence of psychotic-
like experiences in the general population induces us to corroborate the idea that a psychotic illness develops along a
continuum that starts from a vulnerability as a base to reach a frank disease, but only in particular conditions.
Consequently, the psychotic illness should be regarded as a highly dynamic disease that develops in interaction with
environmental stressors. We can speak of initial symptoms, therefore, like a syndrome at risk of psychotic development
from the intrinsic point of view of the disease itself; however, we consider the continuous research into possible core
symptoms, which are qualitatively specific to psychosis, to be indispensable, as it may improve our ability to better
understand the psychopathological progression into the development of frank psychosis and may allow us to refine

our capacity to identify subjects really at risk.
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Introduction

In medicine, the prodrome is not a very useful
indicator as it delivers an allusive, unclear message that
is open to many interpretations. In general medicine,
the disease develops when the elements that constitute
the initial phase of the illness are present. Therefore
the prodrome is the beginning of a disease.

Once a disease has manifested itself, it is possible
to retrospectively identify those signs and symptoms,
which had first appeared. However, it appears more
difficult to do the contrary, that is to deduce what kind
of disease will evolve from the initial symptoms. From
this point of view, it seems incorrect to talk about
prodromes as they are very aspecific, common to
different clinical pictures, and therefore not useful to
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make a diagnosis. They are surely the prodromes of
something, but of what?

It is almost impossible to answer this question
when they first appear. In general medicine, the initial
symptoms can be further explored through laboratory
analyses, X-rays and other instruments that, in a high
percentage of cases, help us to make a diagnosis. In
psychiatry, the question seems more problematic: firstly,
we do not have investigative instruments at hand, like
neuroimaging or laboratory analyses, that allow us to
resolve our diagnostic doubts. Moreover, the nature of
mental illnesses proves to be more plastic compared to
other diseases and thus the initial picture could
constitute a vulnerability that must encounter other risk
factors to evolve into a frank psychosis. The dilemma
of whether the initial symptoms are real and proper
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prodromes or a group of symptoms that characterize a
“at risk population” may lie in two key elements: the
diagnostic difficulty in respect to the early phases and
the dynamism of mental illnesses.

The prodromes of a mental illness, in particular
psychosis, emerged in all their importance and lack of
specificity, too, with Kraepelin (Kraepelin 1896).
Throughout the twentieth century, efforts were made
towards an understanding of the precursors of psychosis
both in terms of evolution and symptomatology.

The question of prodromal symptoms of psychosis
already raised by Bleuler continues to be a subject of
psychiatric importance even today: on one hand,
emerges the importance to identify the initial signs and
symptoms of the disease in order to start a treatment as
soon as possible and to improve the course of such a
serious illness significantly. On the other hand, the early
symptoms clearly show all their lack of specificity and
their difficult use as a predictive tool. In reality, Bleuler
and most psychopathologists of the 20" century agreed
that in the prodromal period the main symptoms of the
disorder are present in their early phases. Before the
out-break of the “productive” symptomatology that
does not constitute the essence of schizophrenia but
only the epiphenomenon, there would be the
development of the core of the disease. The prodromal
period would, therefore, be the time when the disease
develops in its most essential components. In this
respect, Bleuler thought that the initial symptoms were
the beginning of the disease, but considered such
symptoms not useful for an early diagnosis given their
extreme variability. However, if the early symptoms
were prodromes, since they are the beginning of the
illness itself, from the point of view of an early
diagnosis, these symptoms would not constitute reliable
predictors at all, because they were absolutely not
specific and with a poor capacity to specificatly predict
the development of a frank psychosis.

“When speaking about initial symptoms of
schizophrenia, we need to limit ourselves to those which
have struck us; almost always we miss the
manifestations that in reality appeared first (We aren't
talking about prodromes. At the very most, it is possible
to distinguish the prodromes of an acute attack and the
manifestations themselves of the attack. The prodromes
of an illness are inconceivable for me. This name usually
describes the first symptoms that cannot be correctly
interpreted yet). For all we know, all symptoms can open
a clinical picture” (Bleuler 1911).

It has only been in the last few years that
researchers have been tried to identify subjects “at risk”
and to intervene early in psychotic disorders.

The poor predictability of prodromal symptoms
has imposed a technique, which aims to refine
diagnostic capacities and is already widely used in
general medicine: the so-called “close-in” strategy (Bell
1992) that consists of identifying the co-presence of
many prodromal symptoms, a state—trait model that
permits us to better identify risk cases with a subsequent
reduction of false positives. This type of evaluation
method, first theorized and applied in Australia (Phillips
etal. 2000, Yung et al. 1998, Killackey et al. 2008), has
also been utilized by a many other research groups
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(Hafner et al. 2004; Miller et al. 2002, 2003a; Morrison
et al. 2004, Compton et al. 2008; Louza et al. 2008) in
order to be able to offer a quick and specific response
to the first signs or symptoms of disease and to delay
or decrease the severity of the psychotic disease, which
is anticipated as the consequences and biological,
psychological and socio-relational damage that ensue
(Cocchi and Meneghelli 2002, Schultze-Lutter 2004).
The problem of early simptoms of psychosis is also
very important because most young people who need
help do not turn spontaneously to a specialist service
(Armando et al. 2009).

Through the close-in strategy, current research has
reached a predictive ability of 48% (Ruhrmann et al.
2010). The prospect of a progressive improvement in
the therapeutic capacities through the identification of
early signs and symptoms is supported by a “dynamic”
model of the disease itself. In this context, the psychotic
disorder develops starting from a certain vulnerability
as its base along a path made up of a number of stages,
in which, as a response to environmental stimuli, an
improvement or worsening of the situation occurs.
Passing from one stage to the next in the evolution of
the clinical picture constitutes a journey through steps
and plateaus, in which the difference between the single
stages is exclusively quantitative. The dichotomic vision
of the psychotic symptoms, evaluated as absent or
present by the categorical model based on a
neoKraepelian and Jaspersian typology, is considered
too rigid and incapable of responding to the fluid natu-
re of the psychotic disorder. According to this
dimensional model, there is a continuum from the
starting point to the arrival point of frank psychosis
whereby the disease can be staged and the different
phases of an illness can be identified, thus enabeling to
focused interventions. The most correct definition of
the proposed model is, in fact, “almost-dimensional”,
in a way that continuity always is. However, placed
within the context of the disease, irrespective of its
continuity to that, among others, has been con-
ceptualised from studies on psychotic-like experiences
as variations of a psychotic disorder and an
incompletely expressed psychosis in the general
population, the “almost-dimensional” disease model
still suggests a discontinuity with the general
population.

When the psychosis is not an unpredictable and
fatal event, i.e. a “process” in the Jaspersian sense, but
a “historical” development, the possibility of prevention
takes on a concreteness and becomes a reality, making
it possible to shift attention from the advanced phases
of the illness — as some critics would - to the initial
stages where we can observe the first signs of malaise.
This latter, however, is at the cost of implying an
intolerable diagnostic uncertainty and a great dilem-
ma: Is the poor predictive ability of the initial signs
and symptoms due to a scarce diagnostic capacity, or is
it correlated to the very nature of these symptoms
themselves, which will not necessarily develop into a
psychosis? Must we, therefore, further refine our
diagnostic instruments? Or must we rather consider
variables of a risk phase, which may evolve further,
depending on the life events that intervene? Or perhaps
we should think that both components are to be taken
into consideration?
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Psychotic-like Experiences

In 1966, in his article entitled The early symptoms
of schizophrenia, James Chapman reported the results
of'a study of changes in mental functioning subjectively
perceived by 40 young schizophrenics. What emerged
was that most of these phenomena would have been
subjectively experienced by the patients long before
the appearance of the signs of a frank disease.

The study attempted to find early signs and
symptoms of schizophrenia in order to carry out the
diagnosis. The prospect, however weak, shifts from a
simple description of the early symptoms to the research
of the reliability of such symptoms from a diagnostic
point of view. Before Chapman, Gillies (1958) had
proposed incomplete manifestations of the illness as
identification criteria of the early forms of
schizophrenia. Gillies, like his predecessors, focused
on Bleuler’s fundamental symptoms, on thinking,
affective and volition disorders and on autistic
withdrawal. He considered them to be pathognomic
symptoms, but he noticed that they could fail to manifest
themselves in an obvious fashion for a long time. The
idea of the author was to study medical records
retrospectively in relation to the first subjective malaise
experienced by the schizophrenic patients and to
systematize these non-specific symptoms according to
their derivation from the fundamental symptoms. The
initial changes included hazy thoughts, somatic
preoccupations, lack of interests and a wide range of
neurotic symptoms.

The research, however unsystematic, appeared
very lively and intense. Classical psychopathology
studies, which highlighted precursors of the real and
proper onset of the illness, went along the road of a
difficult as well as promising operation. Reducing the
conceptual level of the search to indicators that would
permit a real and concrete intervention in terms of both
a diagnosis and a therapy made it possible, perhaps for
the first time, to think of a psychiatrist as a modifier of
the course of psychosis. Furthermore, the idea of an
developmental model of mental pathologies, which
prevailed in the 20" century, was conceptualized and
defined in the 60s as a continuum of the psychotic
disease. The existence of a progressive and dynamic
development starting from a vulnerability as a base to
a frank disease was hypothesized (Meehl 1962, Strauss
1969). In this model of disease, the environmental
aspect plays a crucial role, in that this situation of
“proneness” to schizophrenia will evolve only in the
presence of stressful stimuli. Meehl claims, in fact, that
schizotaxic-schizotypal individuals (indicating with this
term the fundamental vulnerability and the personality
structure which it gives a first indication of this) develop
a frank psychosis in low percentages. In Germany, in
the 60s, Gerd Huber highlighted the existence of inde-
finite phenomena characterized by disturbing subjective
sub-clinical sensations in the early phases of the illness.
The “basic symptoms”, as they were named, are
cognitive, perceptual, affective, dynamic and social
disturbances often recognized by the affected person
years before the appearance of a frank psychosis (Huber
etal. 1979, Huber 1983). Being subjective phenomena,
the basic symptoms tend to remain private and are rarely
noticed by others. Moreover, the individual tends to
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enact avoidance strategies and social withdrawal so as
to hide such symptoms from others. As they are self-
experiences the basic symptoms differ from Bleuler’s
negative symptoms, visible also to others, and from
frank psychotic symptoms that the subject experiences
as ego-syntonic. (Schultze-Lutter 2009). Through the
transition sequences described by Klosterkotter, the
basic symptoms increase in intensity to the point of
transforming into Schneider’s first rank symptoms: 1)
delusional perceptions, 2) thought broadcasting,
withdrawal and insertion 3) acoustic hallucinations, 4)
delusion of control 5) somatic hallucinations
(Klosterkdotter 1992a, b, Klosterkotter et al. 2008).

A change in perspective is noticeable in these
model in that we pass from considering symptoms as
discret and discontinued to considering them as points
on a continuum function. There is a shift from the idea
that there is something qualitatively different in the
schizophrenic’s thoughts, affects and reality to the idea
that the difference is exclusively quantitative. This
conception explains the intermediate degrees of
psychopathological functioning of the disease, giving
importance to borderline personality, to latent
schizophrenias and also to the behaviour of the patient’s
family.

How do we include what is observed clinically
into this theoretical framework, though? Are there any
psychotic and non-psychotic symptoms at a prodromal
level that are predictive of a subsequent psychotic
development? And, even before that, are there any signs
and symptoms of a more indefinite nature, which pre-
cede the prodromal phase and can act as a warning sign?
What relationship exists between psychotic-like
experiences, attenuated sub-threshold psychotic
symptoms, brief psychotic episodes, which end
spontaneously, and, lastly, frank psychosis? Is it
possible to construct a staging model that allows for
diagnoses and phase-specific interventions?

At the end of the 70s, many scales were developed
to investigate the possible evolution of risk factors of a
frank psychosis.

With the “Wisconsin Manual for Assessing
Psychotic-like experiences (PLEs) (Chapman and
Chapman 1980), they demonstrated the presence of
PLEs in higher percentages and of a more serious na-
ture in individuals at risk of developing psychosis
compared to controls (Chapman et al. 1984, Eckblad
and Chapman 1986, Allen et al. 1987). From a
longitudinal study of prodromal symptoms lasting 10
years, we can see a sensitivity and specificity of these
PLEs of at least moderate intensity of 64% and 82%
respectively (90% and 69% for the group at risk of
psychosis). In light of such results, the transitory natu-
re of many PLEs emerged. In fact, the prevalence of
PLE:s fell from 43,5% at the first assessment to 26,4%
at follow-up. This initial result had already suggested
that not all PLEs had the same psychopathological
value: Only some ended up being indicative of
developing a psychosis, while most individuals with
PLEs did not develop a frank psychosis and at follow-
up even showed a reduction or outright disappearance
of the initial PLEs (Chapman et al. 1994).

In this, once again the central problem of an early
diagnosis of psychosis shows that is built on the lack
of specificity of the initial symptoms, in that it proves
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to be difficult to identify a specific core group among
the PLEs of different psychopathological value.

The research of the predictive value of PLEs
offered its first results simultaneously with the
publication of an Australian study which suggested the
term “at risk mental state” to define the
psychopathological state prior to the development of a
frank psychosis substituting the prodrome (McGorry
and Singh 1995). We are dealing, in fact, with the state
(and not a trait!!) of the individual that may and not
necessarily develop psychosis. Huber and colleagues
had already spoken of “outpost syndromes” for the very
purpose of indicating a group of symptoms that seem
pre-psychotic at the moment, but over time do not
necessarily result in psychosis and can also experience
a spontaneous remission before re-appearing again as
a prodrome that developed in parallel to continuously
progress into a frank psychosis (Huber et al. 1980; Gross
1989). Moreover, in order to assess the presence of basic
symptoms the “Frankfurt Complaint Questionnaire”
(FBF) was developed in parallel to “Bonn Scale for the
Assessment of Basic Symptoms” (BSABS) (Siillwold
and Huber 1986, Gross et al. 1987)

The first research on the prevalence and effect of
PLEs in the general population dates back to the 90s.
The results of these studies confirmed the idea that the
“prodromal” phase of psychosis is really a state of
vulnerability and, therefore, a propensity towards
psychosis of uncertain development. In fact, in the
general population the percentage of PLEs have always
occurred at high levels, failing to overlap with the data
of prevalence and incidence of schizophrenia. In the
United States, the life time prevalence of hallucinations
amounts to 15% in women and 10% in men (Eaton et
al. 1991), and, in another study carried out in Baltimore,
around 10% of those interviewed presented paranoid
symptoms (Tien 1991). Starting from these two works,
surveys into the presence of PLEs in the general
population have been undertaken in great numbers .
What emerged besides the high prevalence of PLEs,
was also a significant discrepancy between the
prevalence of PLEs at 28% and that of non-affective
psychotic disorders at 0.7% (Kendler et al. 1996).
Further studies confirmed the elevated percentage of
PLEs in the general population that reached 25.2% as
compared to 51.6% in psychotic patients (Peters et al.
1999) and 17.5% in the general population studied in
Holland as compared to the lifetime prevalence of
clinical psychotic symptoms and psychotic disorders
0f'4.2% and of 1.5% respectively (van Os et al. 2000).
The incidence of PLEs in the general population that
accounts for 2% was thus around 100 times higher than
the incidence of schizophrenia (Hanssen et al. 2005).
Further, the persistence of acute PLEs at two years
accounted for 16.7% and the development into
psychosis of 7.6%. This elevated transitory nature of
such experiences (84.7%) appears to be a further
confirmation of their aspecificity and their difficult
utilization in a preventative key. Given that anxiety and
depression are features common to the premorbid
personality of schizophrenia (Davidson et al. 1999,
Malmberg at al. 1998) or to prodromal symptoms
(Héfner et al. 2005, Yung et al. 2007), some studies
have highlighted how the interaction of PLEs with
depressed mood and /or anxiety notably increases the
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risk of developing psychosis (Dhossche et al. 2002,
Johns et al. 2004, Hanssen et al. 2005, Nishida et al.
2008).

In other studies a lifetime prevalence of PLEs was
reported at 12.9% in respect to a lifetime prevalence of
4.2% of psychotic symptoms and 1.5% of psychotic
disorders (van Os et al. 2000, 2001). The results of a
recent meta-analysis carried out on 47 different
international studies have confirmed the overall
prevalence and incidence of psychotic phenomena at
5.3% and 3.1% respectively (van Os et al. 2009). This
slight discrepancy between the two parameters and the
data that has emerged from longitudinal studies indi-
cate that the nature of around 75-90% of such
phenomena is substantially transitory. It is, however,
true that in the presence of specific risk factors, such as
particular moments of development, stressful or
traumatic life events, social adversities, use of
psychoactive substances, an elevated level of
urbanization or emigration from one’s homeland, the
same phenomena tend to persist in an anomalous way
and to become more predictive of a series of mental
diseases, in particular of those psychotic nature. The
prevalence of PLEs, i.e. of subclinical psychotic
symptoms associated to marked distress, help-seeking
and to psychotic disorders, was estimated at around 8%,
4% and 3%: this data, however, was extrapolated from
the minority of studies that had utilized tools capable
of correctly distinguishing the different specific
psychotic manifestations.

In the attempt to use PLEs in a predictive way,
other authors studied themselves if it was possible to
distinguish among all PLEs between those experiences
with a higher probability of developing into psychosis
and those with a benign development. In a study
conducted on adolescents and young non-psychotic
help-seekers (Yung et al. 20006), factor analysis had
highlighted 3 PLEs subtypes: bizarre experiences (BE),
persecutory ideas (PI) and magical thinking (MT). The
BE group included sub-threshold forms of thought
broadcasting and sensorial-perceptive anomalies. The
PI group included suspiciousness and sub-threshold
forms of other types of persecutory ideas. Lastly, the
MT group included belief in the occult or telepathy. In
another research carried out on a non-clinical sample
of'adolescents (Yung et al. 2009), number of the PLEs
subtypes rose to 4 in that the first factor was
differentiated into two: bizarre experiences (BE) and
perceptive anomalies (PA). In the former work (Yung
etal. 2006), the PLEs associated to distress, depression
and poor social functioning were bizarre experiences
and persecutory ideas, in the latter (Yung et al. 2009)
they were bizarre experiences, persecutory ideas and
perceptive anomalies. The existence of different types
of PLEs with different psychopathological value was
confirmed by a study, which reproduced this work of
the Australian group that looked into the existence of
PLEs in a population of university students (Armando
et al. 2009, submitted) The PLEs subtypes overlapped
with those highlighted by Yung and colleagues: bizarre
experiences (BE), persecutory ideas (PI), perceptive
anomalies (PA) and magical thinking (MT). Thereby
PAs, PIs and BEs brought about a higher level of distress
compared to MT and, unlike the latter, ended up being
significantly associated to negative psychotic symptoms
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and to a significant general malaise. PIs and BEs were
also positively correlated to depressive symptomatology
in contrast to magical thinking for that we found an
inverse correlation. In a cross-sectional and multi-
centric research carried out on a population of
adolescents and young adults (Armando et al. 2010),
slightly different 4 types of PLEs were highlighted:
Bizarre Experiences (BE), Perceptual Abnormalities
(PA), Persecutory Ideas (PI), and Grandiosity (GR).
Intermittent, infrequent psychotic experiences were
common, while frequent experiences were not. BE and
PI were strongly associated with distress, depression
and poor functioning. PA and GR were less associated
with these variables. MT or, in the latter study, GR turn
out to be benign PLEs, whose probable psychotic
development proved to be almost non-existent.

These works indicate that PLEs have different
values from a psychopathological point of view: while
some prove to be potentially progressive, others appear
benign and lack an underlying mental problem. Thus
the same problem re-emerged for these experiences as
for the symptoms that precede the onset, i.e., the
necessity to distinguish the more specific and, therefore,
the predictive ones from the less specific ones. Yet, it
seems possible to distinguish PLEs, which are an
expression of a more profound and fundamental
disorder (as for example in disorders of the self), from
PLEs associated to non-psychotic syndromes, which
constitute a sort of clinical background noise, and, lastly,
from PLEs found in normal people that are neither
associated with distress, nor with a reduced social
functioning, or an increased vulnerability to psychotic
disorders. In substance, PLEs do not constitute a unitary
phenomenon, but rather different types of PLEs exist
that seem to take different trajectories and to have
different underlying causes (Nelson and Yung 2009).

Conclusions

Undoubtedly, the elevated presence of PLEs in the
general population implies to corroborate the idea that
a psychotic illness develops along a continuum that
starts from the basis of a vulnerability to finally reach
a frank disease, but only in particular conditions.

The first signs of malaise are, therefore,
expressions of a group of symptoms that identify a
subject at risk of psychosis, and not of real and proper
prodromes, because their evolution into psychosis is
possible but not certain. This implicates that the illness
is not a static phenomenon but plastic and develops in
response to stimuli of predominantly emotional
importance and against the background of a person’s
resilience of the subject (van Os 2009, Tait et al. 2004).
The child or adolescent who has psychotic-like
experiences develops a frank psychosis only if other
risk factors intervene throughout his life, while he will
not develop psychosis if protective factors intervene.
In light of the dynamic nature of the evolution of mental
illnesses, we must further improve our diagnostic
capacities to reduce the number of false positives. This
“close-in” strategy has produced excellent results, and
it is hoped that it can produce even better ones in the
light of a return of research of psychopathology.
(Andreasen 2007, Parnas 2000, Cermolacce 2010,
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Mishara 2010)

The observation and description of symptoms have
be to integrated with assessment and psycho-
pathological research to improve the accuracy of the
psychosis trait-state risk model. In this respect, Nelson
et al. (2008) proposed to integrate two different
formulations, utilizing the UHR criteria as an initial
screening method followed by a verification of self-
disturbances. The assessment of the presence of self-
disturbances can be included within the research of
basic symptoms, and can be considered a pheno-
menological extension of the research of basic
symptoms within the context of self-experiences
(Vollmer-Larsen et al. 2007).

It would be possible, therefore, to understand both
the central phenotype of the psychotic vulnerability and
its expression in terms of attenuated or intermittent
psychotic symptoms with a further reduction of the false
positives and a focus on the specificity of the prediction
from the body of psychic disorders to the schizophrenic
spectrum in particular.

In conclusion, the early symptoms depict, in our
opinion, a group of symptoms that identify a subject at
risk of psychotic evolution (Carpenter 2009), in that
the dynamic nature of the disease and the adolescent’s
personality which is still in development represent a
very high level of possibility of change and a sensitivity
to the positive and negative situations of life. This
elevated plasticity that characterizes the human mind
and, therefore, its pathology and that, on the other hand,
separates psychiatry from the more static and defined
organic medicine, partly clashes with the
operationalistic approach, necessary for a subsequent
phase of intervention.

We can speak of initial symptoms, therefore, like
a syndrome of a risk of psychotic development from
the intrinsic point of view of the disease itself; however,
we consider the continuous research into possible core
symptoms, which are qualitatively specific to psychosis
to be indispensable, as they may prove highly predictive
of a future development of frank psychosis and may
allow us to refine our capacity to identify subjects really
at risk.

Such subjective experiences observed from the
basic symptoms prospect can give way to a deeper
knowledge of the illness and allow us remove the idea
of “madness” from the terror and impossibility of a cure
(Schultze-Lutter 2009). Moreover, thinking of the
prodromal phase of psychosis as something separate
and not as a phase of an illness means that psychosis is
no longer an inevitability but, once again, a flexible
state, inside which the responsibility of the psychiatrist
is great, given that an adequate psychiatric intervention
in an early phase of the pathology has all the potentiality
of modifying its course.
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