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Introduction to Acute Psychosis Risk

The concept of Acute Psychosis Risk (APR) represents a critical area within contemporary
psychiatry, focusing on the identification and management of individuals who display prodromal
symptoms suggesting an elevated likelihood of developing a first episode of psychosis (FEP). This
paradigm shift moves the clinical focus away from merely treating established psychotic disorders
toward proactive preventative intervention, acknowledging that the period immediately preceding
the onset of frank psychosis--often termed the prodrome--is characterized by subtle, yet
measurable, changes in cognition, perception, and function. Understanding APR is essential
because the duration between the earliest symptoms and definitive diagnosis often correlates
negatively with long-term functional outcome; therefore, early detection offers a window of
opportunity to potentially mitigate the severity of the illness or even prevent its full manifestation.
This high-risk state is not merely a collection of vague symptoms but is defined by specific,
structured criteria designed to capture individuals who are experiencing significant psychological
distress and functional decline, yet have not crossed the threshold into full-blown psychotic
symptoms like persistent, unambiguous delusions or hallucinations. The formal recognition of this
risk state has spurred extensive research into neurobiological markers, environmental triggers, and
effective pharmacological and psychological interventions that are tailored specifically for this
vulnerable population, aiming to reduce the profound personal and societal costs associated with
psychotic disorders.

Historically, the prodromal phase was recognized retrospectively, often after a patient had already
experienced their first psychotic break, making targeted intervention impossible during the crucial
early stages of neuropathological change. Modern conceptualizations, however, utilize prospective
identification tools to define and categorize individuals at Clinical High Risk (CHR), ensuring that
research and clinical services can be directed toward those most likely to benefit from preventative
measures. The identification process relies heavily on structured clinical interviews and specialized
assessment instruments that meticulously evaluate the presence and severity of attenuated
psychotic symptoms, transient psychotic symptoms, and genetic risk coupled with functional
decline. Furthermore, APR encompasses a diverse range of symptomatic presentations, meaning
that not all individuals at risk experience the same constellation of symptoms, necessitating a
nuanced approach to diagnosis and treatment planning. The goal is not simply prediction, which
carries inherent ethical complexities, but rather the provision of timely, evidence-based care to
alleviate suffering and improve long-term trajectories for young people navigating a period of
profound neurodevelopmental vulnerability. Consequently, the study of APR has become central to
efforts aimed at revolutionizing the standard of care for serious mental illness, focusing on
prevention rather than reaction.
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Defining the At-Risk Mental State (ARMS)

The term At-Risk Mental State (ARMS) is often used interchangeably with Clinical High Risk
(CHR) and serves as the primary operational definition for individuals exhibiting signs indicative of
impending psychosis. ARMS is fundamentally characterized by the presence of subthreshold
psychotic symptoms, which are distressing and impairing but do not meet the full criteria for a
psychotic disorder according to standard diagnostic manuals like the DSM or ICD. These
symptoms are typically attenuated in intensity, duration, or frequency compared to full psychotic
symptoms, yet they represent a significant departure from the individual's previous mental state
and level of functioning. The formal criteria for ARMS were largely developed through international
collaborations, such as the Comprehensive Assessment of At-Risk Mental States (CAARMS) and
the Structured Interview for Prodromal Syndromes (SIPS), which allow for standardized
assessment across different clinical settings. Key components of the ARMS definition include
disturbances in thought content, perceptual abnormalities, and general disorganization, all of which
reflect a subtle but progressive disruption in normal cognitive processing and reality testing.
Identifying ARMS is challenging because many of these symptoms--such as mild paranoia or
unusual perceptual experiences--can overlap with other non-psychotic disorders, including severe
anxiety, depression, or personality disorders, necessitating careful differential diagnosis.

The conceptual framework underpinning ARMS posits that the prodromal phase represents a
period of heightened neurobiological instability where the brain is attempting to compensate for
emerging deficits. The symptomatic manifestations are often fluid and fluctuating, meaning a
patient might exhibit attenuated delusions one week and severe mood disturbance the next,
complicating consistent clinical evaluation. Clinicians must distinguish between transient, stress-
induced symptoms common in adolescence and those that represent a genuine progression
toward psychosis. The core distinction lies in the qualitative difference of the experiences; for
instance, attenuated positive symptoms (APS) involve experiences that are unusual and
distressing but the individual retains partial insight into their non-reality, whereas in frank
psychosis, insight is typically lost. Furthermore, the ARMS designation requires evidence of recent
functional decline, often measured by a reduction in academic performance, social withdrawal, or
inability to maintain occupational responsibilities. This functional impairment is a critical indicator,
suggesting that the underlying psychological distress is severe enough to interfere significantly with
major life roles, moving beyond typical adolescent difficulties into a domain requiring clinical
attention.

Clinical High Risk (CHR) Criteria

The formal criteria used to define the Clinical High Risk (CHR) state are generally categorized
into three distinct syndromes, reflecting different pathways to potential conversion to psychosis.
These criteria are essential for standardizing research populations and ensuring that clinical trials
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target the most appropriate individuals for intervention. The most commonly recognized and
studied category is the Attenuated Psychotic Symptoms (APS) group, characterized by
subthreshold positive symptoms that have emerged or worsened significantly in the past year,
such as suspiciousness, unusual thought content, or mild perceptual disturbances. These
symptoms are present in a distressing manner but do not meet the full intensity or duration
requirements of a psychotic disorder. The second major category is the Brief Limited Intermittent
Psychotic Symptoms (BLIPS) group, which involves the transient presence of full-blown psychotic
symptoms (e.g., clear hallucinations or delusions) that spontaneously remit within one week and do
not recur for at least a month. BLIPS represents the highest immediate risk for conversion, as the
individual has briefly crossed the threshold into full psychosis, indicating a high degree of
neurobiological vulnerability. The third category, often termed the genetic risk and functional
decline (GRD) syndrome, identifies individuals who possess a strong genetic predisposition--
specifically, a first-degree relative with a psychotic disorder or schizotypal personality disorder--
coupled with a recent, significant decline in global functioning that has persisted for at least one
month. This combination suggests that genetic vulnerability, when paired with functional
decompensation, warrants proactive monitoring and intervention, even if classic attenuated
symptoms are absent.

The stringent application of these CHR criteria is vital for maximizing predictive accuracy while
minimizing the ethical risks associated with labeling individuals who may never develop a full
psychotic disorder. The operationalization of these criteria, particularly through structured
instruments like SIPS, requires trained clinicians to assess not only the presence of symptoms but
also their frequency, intensity, duration, and the associated level of distress and impairment. For
instance, the SIPS interview uses specific rating scales to determine if an attenuated symptom
meets the required threshold (e.g., a score of 3 or higher on a 6-point scale) to qualify as CHR.
Furthermore, the criteria emphasize the recency of symptom onset or exacerbation, typically
requiring that the symptoms have been present or significantly worse within the last twelve months,
ensuring that the intervention window is timely and relevant to the acute risk period. The distinction
between APS and BLIPS is particularly important for treatment planning, as individuals meeting
BLIPS criteria might warrant more aggressive monitoring or potentially different pharmacological
approaches compared to those presenting solely with attenuated symptoms, reflecting the gradient
of clinical severity encapsulated within the CHR framework.

Etiological Factors and Neurobiological Mechanisms

The etiology of acute psychosis risk is complex and multifactorial, involving a dynamic interplay
between genetic predisposition, neurodevelopmental abnormalities, and environmental stressors.
Genetic studies have consistently demonstrated that individuals with a first-degree relative afflicted
by schizophrenia or bipolar disorder with psychotic features face a significantly elevated risk,
suggesting a substantial heritable component. However, psychosis is rarely inherited in a simple
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Mendelian pattern; rather, it is thought to result from the cumulative effect of hundreds of common
genetic variants (polygenic risk scores) combined with rare, high-impact mutations (copy humber
variations or CNVs). These genetic factors often converge to disrupt key neurodevelopmental
processes during critical periods, particularly adolescence and early adulthood, leading to subtle
structural and functional brain changes that precede clinical symptoms. Research utilizing
structural and functional magnetic resonance imaging (MRI and fMRI) in CHR populations has
identified consistent findings, including reduced gray matter volume, particularly in frontal and
temporal regions (such as the superior temporal gyrus and prefrontal cortex), alongside alterations
in white matter integrity, which suggests compromised connectivity between crucial brain regions
responsible for executive function and sensory processing. This neurobiological vulnerability forms
the substrate upon which environmental factors exert their pathological influence.

A key neurobiological hypothesis centers on the dopamine hypothesis, which suggests that an
acute increase in subcortical dopamine function, especially in the striatum, underlies the
emergence of positive psychotic symptoms. Studies using Positron Emission Tomography (PET)
scanning in CHR individuals have often shown elevated presynaptic dopamine synthesis capacity
compared to healthy controls, suggesting a state of heightened dopaminergic drive even before the
full onset of psychosis. This hyperactivity is thought to lead to aberrant salience attribution,
where neutral stimuli are imbued with undue personal significance, forming the cognitive basis for
delusional thinking and perceptual disturbances characteristic of the prodrome. Furthermore,
disruptions in the glutamatergic system, particularly involving the N-methyl-D-aspartate (NMDA)
receptor, are strongly implicated. Glutamate dysfunction is hypothesized to impair synaptic
plasticity and contribute to the observed cognitive deficits and negative symptoms (e.g., apathy,
social withdrawal) often present during the ARMS phase. The interaction between dopamine and
glutamate pathways is critical, suggesting that psychosis risk involves a failure in the finely tuned
balance of excitatory and inhibitory neurotransmission necessary for stable brain function. The
progressive nature of these neurobiological changes highlights the urgency of early intervention,
aiming to stabilize these systems before irreversible damage or functional compromise occurs.

Psychosocial and Environmental Contributors

While neurobiology provides the framework for vulnerability, psychosocial and environmental
factors often act as precipitating stressors that trigger the transition from the high-risk state to
frank psychosis. Exposure to adverse childhood experiences (ACEs), such as physical or sexual
abuse, neglect, or severe parental conflict, has been consistently identified as a potent risk factor,
potentially contributing to chronic stress responses and hypothalamic-pituitary-adrenal (HPA) axis
dysregulation. This dysregulation increases overall neurobiological stress sensitivity, making the
individual more susceptible to developing psychotic symptoms under subsequent pressure.
Furthermore, social environmental factors play a crucial role; for example, growing up in an urban
environment or migrating to a new country have been associated with increased risk, possibly due
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to heightened social density, social defeat experiences, and reduced social cohesion. Chronic
experiences of bullying, discrimination, or perceived social isolation can significantly increase
psychological distress and contribute to the development of suspiciousness and paranoia, key
features of the attenuated psychotic syndrome.

Substance use, particularly the frequent use of cannabis, especially high-potency strains, during
adolescence, is a well-established environmental risk factor that interacts strongly with genetic
predisposition. Cannabis use, particularly starting at a young age, is hypothesized to accelerate the
transition to psychosis in vulnerable individuals by disrupting the endocannabinoid system, which
modulates neurotransmitter release, particularly dopamine and glutamate. The relationship is
complex, but the evidence suggests that cannabis use may exacerbate existing
neurodevelopmental vulnerabilities, leading to earlier onset and worse outcomes. Other significant
environmental contributors include infectious exposures, such as maternal influenza during
pregnancy, and nutritional deficiencies, particularly deficiencies in omega-3 fatty acids, which are
crucial for neuronal membrane integrity and function. The overall model suggests a "two-hit"
mechanism where genetic vulnerability (first hit) is compounded by neurodevelopmental stress or
environmental triggers (second hit), leading to a failure in the brain's homeostatic mechanisms and
the eventual emergence of psychotic symptoms. Effective risk management must therefore
address both the underlying biological vulnerabilities and the modifiable environmental stressors.

Diagnostic Tools and Assessment

Accurate and timely assessment of Acute Psychosis Risk relies on specialized diagnostic
instruments that transcend standard clinical interviews, ensuring structured and reliable
identification of subthreshold symptoms. The two most widely used and validated tools globally are
the Structured Interview for Prodromal Syndromes (SIPS), which is linked to the criteria
developed by the Recognition and Prevention (RAP) program, and the Comprehensive
Assessment of At-Risk Mental States (CAARMS). Both instruments require extensive training to
administer correctly and involve detailed inquiries into the nature, frequency, duration, and severity
of attenuated positive symptoms, negative symptoms, and general functional status over the
preceding year. The SIPS/RAP criteria categorize symptoms into five domains: unusual thought
content, suspiciousness/persecutory ideas, grandiosity, perceptual abnormalities, and
disorganization, each rated on a scale that dictates whether the symptom meets the criteria for
attenuated psychosis. The structured nature of these interviews minimizes interviewer bias and
ensures that the subtleties of prodromal symptoms--which are often intermittent and vague--are
systematically captured and quantified.

Beyond structured clinical interviews, assessment protocols for APR typically incorporate a range
of supplementary measures to provide a comprehensive profile of the individual's risk and
functioning. These supplementary tools include measures of cognitive performance, particularly
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focusing on processing speed, working memory, and executive function, as deficits in these areas
are highly characteristic of the prodromal phase and are strong predictors of conversion.
Furthermore, assessment includes detailed evaluation of psychosocial functioning using scales like
the Global Assessment of Functioning (GAF) or the Social and Occupational Functioning
Assessment Scale (SOFAS), focusing on recent decline in academic or work performance and
social withdrawal. Biological markers, while not yet standard for diagnosis, are increasingly
integrated into research protocols, including electrophysiological measures (e.g., Mismatch
Negativity or P300), which reflect auditory processing deficits, and blood-based markers of
inflammation or oxidative stress. The comprehensive assessment approach acknowledges that
APR is a multidimensional phenomenon requiring input from symptomatic, functional, cognitive,
and potentially biological domains to accurately stratify risk and tailor personalized intervention
strategies.

Prognosis and Conversion Rates

Understanding the prognosis of individuals identified as Clinical High Risk is crucial for balancing
the need for early intervention with the ethical mandate to avoid unnecessary treatment in those
who will never convert to psychosis. Historically, the conversion rate--the percentage of CHR
individuals who transition to a full-blown psychotic disorder, usually schizophrenia or
schizoaffective disorder--was estimated to be approximately 20% to 40% within two years of
identification in specialized clinical services. More recent, population-based studies and meta-
analyses, however, suggest that the aggregated conversion rate across various settings might be
closer to 15% to 20% over a two-to-three-year follow-up period, indicating that specialized clinics
may attract those at the highest end of the risk spectrum. It is important to note that the majority
(60% to 80%) of individuals identified as CHR do not develop psychosis; instead, they may remit
entirely from prodromal symptoms, or they may develop other non-psychotic disorders, such as
mood or anxiety disorders, highlighting the complex and non-linear nature of mental illness
development. This high rate of non-conversion underscores the necessity of interventions that are
low-risk and focused on symptom reduction and functional recovery, regardless of eventual
psychotic outcome.

Several factors have been identified as strong predictors of conversion, aiding clinicians in risk
stratification. These predictive factors include the presence of Brief Limited Intermittent
Psychotic Symptoms (BLIPS), which confer the highest risk; greater severity and persistence of
attenuated positive symptoms; lower baseline functioning, particularly in cognitive domains; and a
greater degree of genetic loading for psychosis. Furthermore, biological markers, such as specific
patterns of gray matter reduction or higher levels of striatal dopamine synthesis capacity, have
shown utility in refining predictive models, particularly when combined with clinical and functional
data. Conversely, factors associated with a favorable prognosis and lower conversion risk include
good premorbid functioning, the presence of strong social support networks, and rapid
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engagement with and adherence to early intervention services. The prognostic landscape also
includes the significant morbidity associated with non-conversion outcomes; even if psychosis is
averted, many CHR individuals remain functionally impaired due to persistent negative symptoms,
depression, or severe anxiety. Therefore, treatment goals extend beyond simply preventing
psychosis to maximizing overall psychosocial and functional recovery, regardless of the trajectory.

Early Intervention Strategies

The core objective of identifying Acute Psychosis Risk is to implement targeted early intervention
strategies that aim to reduce symptom severity, improve functioning, and ultimately prevent or
delay the onset of psychosis. The current consensus strongly favors non-pharmacological
interventions as the first line of defense, primarily focusing on specialized psychological therapies.
Among these, Cognitive Behavioral Therapy for Psychosis (CBTp), adapted for the prodromal
phase, is the most robustly supported intervention. CBTp aims to help individuals understand their
unusual experiences, challenge distressing beliefs, improve coping strategies, and reduce the
anxiety and distress associated with attenuated symptoms. Unlike traditional CBT, prodromal CBT
focuses specifically on normalizing the experience of subthreshold symptoms and preventing the
development of fixed psychotic beliefs. Psychoeducation for the individual and their family is also a
crucial component, providing information about the risk state, reducing stigma, and fostering a
supportive environment that encourages treatment adherence and functional engagement.

Pharmacological intervention in the CHR population is generally reserved for specific
circumstances due to the low conversion rate and the potential for side effects associated with
antipsychotic medications. Antipsychotics are typically not recommended as a prophylactic
measure for all CHR individuals. Instead, medications are usually considered when symptoms are
highly severe, persistent, or rapidly escalating, or when the individual meets the BLIPS criteria,
which indicates imminent risk. When utilized, lower doses of second-generation antipsychotics are
preferred, with a strong emphasis on continuous monitoring for metabolic and neurological side
effects. Increasingly, research has focused on nutrient-based interventions, particularly
supplementation with Omega-3 Polyunsaturated Fatty Acids (PUFASs), specifically EPA and
DHA, based on evidence suggesting that membrane lipid abnormalities may contribute to
psychosis vulnerability. Some randomized controlled trials have indicated that PUFA
supplementation may reduce the conversion rate and improve clinical symptoms in CHR
individuals, offering a low-risk, biologically plausible intervention that should be considered
alongside psychological therapies. A comprehensive early intervention program integrates these
components, prioritizing functional recovery through skills training, social engagement support, and
minimizing exposure to environmental stressors.
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Ethical Considerations in Risk Management

The identification and management of Acute Psychosis Risk present significant ethical
challenges, primarily revolving around the concepts of labeling, stigma, and the balance between
preventative treatment and potential harm. The act of labeling a young person as "at risk" carries
the potential for self-fulfilling prophecy, increased anxiety, and social stigma, regardless of whether
they ultimately convert to psychosis. Clinicians must handle the communication of risk sensitively,
emphasizing that the CHR state is not a definitive diagnosis of mental illness but rather an
indication of increased vulnerability that necessitates careful monitoring and support. Informed
consent for participation in CHR programs is paramount, requiring transparent discussion about
the current conversion rates, the limitations of predictive models, and the potential side effects of
any proposed interventions, particularly pharmacological ones. The principle of parsimony--using
the least invasive and lowest-risk intervention first--must guide clinical decision-making, ensuring
that the potential benefits of intervention outweigh the potential psychological and physical costs.

Furthermore, ethical considerations extend to the allocation of resources and the potential for
"over-treatment." Given that the majority of CHR individuals do not convert, there is an inherent
risk of providing unnecessary antipsychotic medication to individuals who would have recovered
spontaneously or benefited sufficiently from psychological support alone. This concern
necessitates robust risk stratification methods and the continuous refinement of predictive
biomarkers to ensure that high-intensity interventions are reserved for those at genuinely high risk.
The research domain also faces ethical scrutiny regarding the conduct of trials involving vulnerable
populations and the need to ensure that participants understand the distinction between research
participation and clinical care. Ultimately, the ethical management of APR requires a commitment
to patient autonomy, beneficence (maximizing benefit), and non-maleficence (minimizing harm),
necessitating a collaborative, multidisciplinary approach that prioritizes the overall well-being and
functional recovery of the individual over the singular goal of psychosis prevention.
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