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Psychosocial stress, interpersonal sensitivity, and social
withdrawal in clinical high risk for psychosis: a systematic
review
A. Georgiades1,2✉, A. Almuqrin1, P. Rubinic1, K. Mouhitzadeh1, S. Tognin 1 and A. Mechelli1

Stress has repeatedly been implicated in the onset and exacerbation of positive symptoms of psychosis. Increasing interest is
growing for the role of psychosocial stress in the development of psychosis symptoms in individuals at Clinical High Risk (CHR) for
psychosis. A systematic review was therefore conducted to summarize the existing evidence base regarding psychosocial stress,
interpersonal sensitivity, and social withdrawal in individuals at CHR for psychosis. An electronic search of Ovid (PsychINFO,
EMBASE, MEDLINE, and GLOBAL HEALTH) was conducted until February 2022. Studies that examined psychosocial stress in CHR
were included. Twenty-nine studies were eligible for inclusion. Psychosocial stress, interpersonal sensitivity, and social withdrawal
were higher in CHR individuals compared to healthy controls and there was some evidence of their association with positive
symptoms of psychosis. Two types of psychosocial stressors were found to occur more frequently with CHR status, namely daily
stressors, and early and recent trauma, while significant life events did not appear to be significant. Greater exposure to
psychosocial stress, emotional abuse, and perceived discrimination significantly increased risk of transition to psychosis in CHR. No
studies examined the role of interpersonal sensitivity on transition to psychosis in CHR. This systematic review provides evidence for
the association of trauma, daily stressors, social withdrawal, and interpersonal sensitivity with CHR status. Further studies
investigating the impact of psychosocial stress on psychosis symptom expression in individuals at CHR and its effects on transition
to psychosis are therefore warranted.
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INTRODUCTION
Clinical High Risk for Psychosis (CHR), also known as prodromal,
At-Risk Mental State (ARMS), and Ultra High Risk (UHR), denotes an
elevated risk of developing psychosis1. CHR individuals are
assessed using the Comprehensive Assessment of At-Risk Mental
States (CAARMS) assessment tool2 to determine one of three
syndromes: attenuated positive symptoms (APS) (sub-threshold
psychotic symptoms), brief limited intermittent psychotic symp-
toms (BLIPS) (brief psychosis lasting less than one week), or
genetic risk and/or deterioration (GRD) (Positive family history of
psychosis plus a decline in functioning)2. The CHR concept was
devised in order to identify at-risk individuals thereby affording
the opportunity for preventative strategies3.
Psychosis has been deemed to be a multifactorial polygenic

disorder with heritability estimates ranging between 31% and
44%4–6. While this finding suggests that the etiology of psychosis
involves a significant genetic contribution, environmental insults
are also thought to play a critical role. Adverse life events have
repeatedly been implicated in the development of First Episode
Psychosis (FEP)7 with 89% of FEP patients reporting one or more
adversities compared to 37% of controls8. Specifically, childhood/
adolescent sexual, physical, and emotional abuse, physical/
emotional neglect, separation, and institutionalization were
4–17 times higher for the FEP group. Moreover, for each
additional adversity, the risk of psychosis increased 2.5 times8.
Similarly, CHR individuals were found to have experienced
significantly more severe adverse events than controls, regardless
of trauma subtype9. Specifically, CHR individuals were 5.5, 2.5, and

3.1 times as likely to report emotional abuse, physical abuse, and
bullying victimization, respectively9. Yet, it is clear that not
everyone who develops psychosis has experienced severe
adversity, such as abuse, neglect, or separation, and that other
environmental factors may also play a significant role. Specifically,
psychosocial stress is emerging as a possible contributory factor in
the onset of psychotic-like experiences in CHR individuals10.
Psychosocial stress has been defined as any social or cultural
situation that causes physical, emotional, or psychological strain
on an individual11. The physiological effects of psychosocial stress
include increased heart rate and variability, skin conductance,
decreased brain volumes, inflammation, alteration in
hypothalamic–pituitary adrenal axis function, and increased
cortisol secretion12. Psychological consequences of psychosocial
stress include reduced self-esteem and motivation, increased
negative affect, aggression, and withdrawal from social situa-
tions12. These negative effects can increase the risk of psycho-
pathology, which is consistent with the Stress-Vulnerability
Model13. This model posits that an individual’s predisposing
bio-psychosocial vulnerability (biological, psychological, and
social risk factors) interacts with stress caused by various life
experiences leading to the manifest illness such as depression,
anxiety, as well as psychosis13. Therefore, an individual with a
high bio-psychosocial vulnerability will only need to experience a
low level of (internal or external) stress in order to develop
psychosis; while in contrast, an individual with a low overall level
of bio-psychosocial vulnerability will need to experience a high
level of stress in order to manifest the illness. Behavioral
Sensitization has been proposed as a possible mechanism to

1Department of Psychosis Studies, Institute of Psychiatry, Psychology, and Neuroscience (IoPPN), King’s College London, London, UK. 2Brent Early Intervention Service, CNWL,
NHS Foundation Trust, 27-29 Fairlight Avenue, London NW10 8AL, UK. ✉email: anna.georgiades@kcl.ac.uk

Published in partnership with the Schizophrenia International Research Society

1
2
3
4
5
6
7
8
9
0
()
:,;

http://crossmark.crossref.org/dialog/?doi=10.1038/s41537-023-00362-z&domain=pdf
http://crossmark.crossref.org/dialog/?doi=10.1038/s41537-023-00362-z&domain=pdf
http://crossmark.crossref.org/dialog/?doi=10.1038/s41537-023-00362-z&domain=pdf
http://crossmark.crossref.org/dialog/?doi=10.1038/s41537-023-00362-z&domain=pdf
http://orcid.org/0000-0002-1983-9135
http://orcid.org/0000-0002-1983-9135
http://orcid.org/0000-0002-1983-9135
http://orcid.org/0000-0002-1983-9135
http://orcid.org/0000-0002-1983-9135
https://doi.org/10.1038/s41537-023-00362-z
mailto:anna.georgiades@kcl.ac.uk


account for the relationship between stress and psychosis
symptoms14. This notion suggests that cumulative exposures to
environmental insults produces an increased sensitivity to stress
and elevated emotional responses to similar stressors subse-
quently experienced14. Indeed, early experiences of trauma and
life events have been found to contribute to increased stress
sensitivity in adulthood15–17 and patients with psychosis have
been found to react with more intense emotions to perceived
stress in daily life compared to controls18,19, giving credence to
the behavioral sensitization concept. Therefore, the stress-
vulnerability model denotes the effects of cumulative stress on
a pre-existing trait vulnerability, while the concept of stress
sensitivity refers to the magnitude of affective arousal in response
to repeated stressors.
Exposure to psychosocial stress has been found to be higher in

the CHR individuals compared to the general population20.
Contrarily, another study found that the exposure to psychosocial
stress may actually be comparable between these groups but was
found to have a greater negative impact in the CHR group21.
Indeed, a greater perception of psychosocial stress was associated
with more severe positive symptoms in a CHR group compared to
help-seeking controls22. Greater subjective distress in response to
psychosocial stressors in CHR individuals may in part be
accounted for by individual constitutional characteristics such as
personality and temperament22, in addition to their level of
sensitization, whereby repeated exposure to stress leads to an
elevated affective response to subsequent stressors14,23. It is
important to note that most measures of stress do not
differentiate general stressors from psychosocial stressors perhaps
because most, if not all, stressful events would contain a social
component, highlighting the difficulty in ascertaining the
differences between these two types of stressors. However, it is
possible that they may exert similar effects on the stress response
system if they are both appraised as challenging, threatening, or
harmful24. It has therefore been suggested that the appraisal of an
event as stressful, rather than the type of event, may be important
in understanding the relationship between stress and the onset of
psychosis25.
In regards to possible constitutional factors, interpersonal

sensitivity refers to the undue and excessive awareness of, and
sensitivity to, the behavior and feelings of others. This concept
comprises of interpersonal awareness, a fragile inner self, need for
approval, separation anxiety, and timidity26. High levels of
interpersonal sensitivity have been characterized by avoidant
behaviors such as social withdrawal and appeasement behaviors
so as to avoid conflict or rejection by complying with the
expectations of others27. The aforementioned coping strategies
employed by individuals with high interpersonal sensitivity
inadvertently affects social performance and functioning28.
Alongside personality traits, behaviors such as social withdrawal

have also been investigated in psychosis. Social withdrawal can be
defined as retreat from interpersonal relationships usually
accompanied by an attitude of indifference and detachment29.
Social withdrawal often leads to social isolation, loneliness,
disturbed sleep hygiene, loss of support, and the development
of psychiatric conditions30. Substance misuse, mood disorders,
and psychotic disorders are one of many psychopathologies that
can be associated with avoidant behaviors such as social
withdrawal. In relation to psychosis, some have suggested that
it precedes its onset31, while others argue it is a consequence of
the disorder32. Compared to controls, CHR individuals exhibit
greater levels of social withdrawal33, which is associated with
increased symptomatology, such as positive and negative
symptoms, reduced psychosocial and occupational functioning,
and increased suicidal thoughts and substance misuse30. These
behaviors in turn may contribute to the formation and persistence
of psychosis symptomatology. Indeed, higher levels of social

withdrawal have been associated with an increased likelihood of
transition to psychosis34.
Psychosis symptomatology therefore appears to be influenced

by a plethora of social factors such as psychosocial stress,
interpersonal sensitivity, and social withdrawal. The aforemen-
tioned social factors have been observed to influence the
development of symptoms and the progression of the illness, as
well as impacting on long-term outcomes. Nevertheless, the
reliability of these associations within the literature remains
unclear. Furthermore, it remains unclear whether social factors
are precipitating factors, perpetuating factors, or both. Therefore, a
synthesis of the existing literature may help to elucidate the
influence of psychosocial stress in individuals at CHR and its role in
the transition to psychosis. To date, no systematic review has been
conducted on the impact of different types of psychosocial
stressors in CHR individuals incorporating the role of social
behaviors and personality characteristics.
Therefore, the aim of this review was to summarize the existing

evidence regarding the relationship between psychosocial stress,
interpersonal sensitivity, and social withdrawal on transition to
psychosis in CHR individuals. The following outcomes will be
considered in the included papers: CHR status vs. controls,
psychosis/affective symptomatology, and rate of transition to
psychotic disorders.

METHOD
Protocol and registration
This review was conducted in accordance with the Preferred
Reporting Items for Systematic Reviews and Meta-Analyses
(PRISMA) guidelines35. Methods and inclusion criteria were
specified in advance and documented in a protocol registered
with the International Prospective Register of Systematic Reviews
(PROSPERO; PROSPERO registration: CRD42021264478).

Search strategy and selection criteria
A systematic search of Ovid (PsychINFO, EMBASE, MEDLINE, and
GLOBAL HEALTH) was conducted, including studies from database
conception to February 28, 2022. The following search strings
were used: (at-risk mental state OR ultra-high risk OR clinical high
risk OR attenuated psycho* OR prodrom* OR transition or conver*
or psycho*) AND (interpersonal sensitiv* OR interpersonal aware-
ness OR relational sensitiv* OR social withdrawal OR social
avoidance OR social network OR social stress* OR social advers*
OR psychosocial stress*).
Any length of follow-up and any date of publication were

included. Eligible studies measured psychosocial stress, interper-
sonal sensitivity, or social withdrawal and CHR status. Studies
written in languages other than English and conference abstracts
were excluded from the review. The study selection process is
summarized in the PRISMA flow diagram (see Fig. 1).

Data extraction process
A data extraction form was developed in Microsoft Excel. One
review author (PR) extracted the following data from the included
studies: (1) participant characteristics (CHR status) and the
included paper’s inclusion and exclusion criteria; (2) outcome
measures (psychosocial stress, interpersonal sensitivity, social
withdrawal); (3) additional outcomes (including symptom severity,
transition to psychosis, early/recent trauma); (4) statistical analysis
used; (5) risk of bias assessment outcome; and (6) main findings
(including means, standard deviations, effect sizes, and confidence
intervals, where available). Study screening was performed
independently by one reviewer and was subsequently cross-
checked by a second reviewer (KM). Disagreements were resolved
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by consensus. All study designs were included in the review,
except case studies.
The Grading of Recommendations Assessment, Development

and Evaluation working group methodology36 was employed to
assess the quality of evidence by examining the following
domains: risk of bias, consistency, directness, precision, and
publication bias. The quality of evidence was therefore rated as
high, moderate, low, or very low. The risk of bias and certainty
assessment was also performed.

Analysis
Due to the expected low power and sparsity of literature, a
descriptive summary of findings was planned. Summaries of each
study were written in a Microsoft Word document, which,
combined with the data extraction form and the Grading of
Recommendations Assessment, were used to draw out analytical
themes. No additional analyses were conducted.

RESULTS
A total of 5222 articles were retrieved during the initial search and
4684 articles remained following de-duplication. Through the
initial screening involving title and abstract review 4518 articles
were removed, thus 166 full-text evaluations took place. The full-
text evaluations resulted in 29 articles matching the inclusion
criteria for this review. Articles were excluded if they did not
examine CHR status and at least one of the following variables:
psychosocial stress, interpersonal sensitivity, or social withdrawal.
Studies were also excluded if no full-text was available, if it was
classified as a conference abstract, was not written in English, and
if the study examined virtually constructed social situations rather
than real-life occurrences.

Study characteristics
This review included 29 studies published from 1999 to 2021, with
most of the studies published from 2011 onwards. Out of
29 studies, 25 of them were carried out in Western countries

Fig. 1 PRISMA flow diagram.
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(USA, Canada, UK, Netherlands, Italy, and Australia), while only
4 studies were carried out in non-Western countries (China, Seoul,
and Brazil). The total sample size of included studies was n= 3143.
The sample size ranged from n= 25–764, with the average sample
size consisting of 108 participants. The participants were mainly
recruited through Universities or specialized clinics and GP
referrals, while all the assessors possessed a relevant postgraduate
or doctoral degree. Out of all the included studies, 16 were cross-
sectional in design, whereas 13 were longitudinal (1 to 5-year
follow-up). In addition, one study employed a combined cross-
sectional and longitudinal design.

Population characteristics
Participants’ age ranged from 16 to 29 (average= 20). In terms of
gender, males comprised more than 50% of the sample in all of
the studies. The measurement of socio-economic status was not
reported in 6 studies, while other studies measured educational
achievement, employment status, or social class. The average
years spent in education for CHR subjects was ~13.69, which was
reported in 4 studies, while 6 studies looked at education level
through the highest level of attainment. Three studies reported
that the highest level of education was high school, while
3 studies reported it as university completion. Eight studies
examined employment status of the clinical sample with 4 studies
reporting higher rates of unemployment amongst CHR population
and 4 studies reporting the opposite. The ethnicity of study
participants was only reported in 13 studies. The samples were
predominantly Caucasian, ranging from 50–80% of the sample.
The exception was two studies37,38, which included a higher
proportion of ethnic minority participants. Lastly, control groups
were demographically matched to the clinical sample.

Clinical and psychosocial stress measures
The following measures were employed to determine CHR status
and transition to psychosis: Structured Interview for Prodromal
Symptoms (SIPS)39; Comprehensive Assessment of At-Risk Mental
States (CAARMS)2; Prodromal Questionnaire (PQ)40; Schizophrenia
Proneness Inventory-Adult41; Present State Examination (PSE)42;
Scale of Prodromal Symptoms (SOPS)43; Diagnostic Statistical
Manual-Fourth Edition44; Diagnostic Interview for Psychosis45; and
the Structured Clinical Interview for DSM Disorders (SCID)46.
Furthermore, the frequency and severity of psychosocial stress

was measured using the following outcome measures: Childhood
Trauma and Abuse scale47; Behavior Assessment for Children-
Second Edition (BACS-2)48; The Schedler-Westen Assessment
Procedure-200049; The Daily Stress Inventory50; Childhood Trauma
Questionnaire51; Coddington Life Events Record52; Life Events
Scale53; Kiddie Schedule for Affective Disorders and
Schizophrenia-Present and Lifetime version54; Schedule of Recent
Experiences55; Trier Inventory for Chronic Stress (TICS)56; Psychia-
tric Epidemiology Research Interview Life Events Scale57; and
Individual and Structural Exposure to Stress in Psychosis-risk-states
Interview58.
Lastly, the concepts of social withdrawal and interpersonal

sensitivity were measured using the following scales: Premorbid
Adjustment Scale59; Social Interaction Scale60; Social Functioning
Scale61; and the Interpersonal Sensitivity Measure26.

Risk of bias and certainty assessment
The risk of bias assessment is summarized in Table 1 for cross-
sectional studies and Table 2 for longitudinal studies. The certainty
assessment was conducted using the GRADE criteria and deemed
the effects and conclusions of this systematic review as moderate.
The moderate score was given due to the high consistency,
precision, and directness found in the included studies. The
potential for risk of bias was due to lack of blinding and theTa
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possible effects of confounding variables, which prohibited
granting a higher-ranking score.

Effects of psychosocial stress, social withdrawal, and
interpersonal sensitivity on psychosis risk
From the included studies, 16, 8, and 5 studies examined the
effect of psychosocial stress, social withdrawal, and interpersonal
sensitivity on risk of psychosis in individuals at CHR, respectively
(see Tables 3–8).

Psychosocial stress and psychosis risk
From the total of 16 studies, 13 studies reported higher levels of
psychosocial stress in the CHR group compared to controls, while
3 studies found no difference between these groups (see Tables 3
and 6). The significant association was mainly driven by the
presence of trauma (10 out of 13 studies), while the non-
significant associations defined psychosocial stress as significant
life events (2 studies) or as daily hassles (1 study).
All ten studies examining trauma noted significantly higher

levels in CHR individuals compared to controls. Similarly, the two
studies examining general psychosocial stress also demonstrated
significant associations with CHR individuals compared to controls.
However, the two studies investigating significant life events
found no difference between CHR and control groups.
Nine studies measured the association between the psychoso-

cial stress and symptom severity. Five studies found increased
symptomatology (positive and/or negative) in CHR individuals
who experienced greater rather than lower levels of psychosocial
stress, and 4 studies found no relationship between psychosocial
stress and symptom severity. Seven studies examined risk of
transition, and 3 studies found an association between elevated
psychosocial stress and increased risk of transition to psycho-
sis21,62,63. Greater exposure to life events and distress associated
with these events were found in CHR individuals who transitioned
to psychosis compared to those that did not21, while emotional
abuse increased the risk of transition to psychosis 3.8 fold in CHR
individuals63. Perceived discrimination also increased risk of
transition in CHR individuals by 52.4% for every unit increase in
scores on lifetime perceived discrimination62.

Social withdrawal and psychosis risk
Eight studies examined social withdrawal in CHR individuals (see
Tables 4 and 7). All but one study64 reported higher levels of social
withdrawal in individuals at CHR as compared to controls. One of
the studies examined social withdrawal prior to CHR identifica-
tion65 while the others measured its presence in individuals
deemed to meet CHR criteria. Four studies examined the
association between social withdrawal and psychosis symptoma-
tology, two of which found a positive correlation, while the other
two found no association between the levels of social withdrawal
and the worsening of psychosis symptoms in CHR individuals. Two
studies found higher levels of social withdrawal and subsequent
conversion to psychosis.

Interpersonal sensitivity and psychosis risk
Five studies examined interpersonal sensitivity in CHR individuals
(see Tables 5 and 8). All five studies found significantly higher
levels of interpersonal sensitivity in CHR individuals compared to
controls. Only two studies examined interpersonal sensitivity in
relation to psychosis symptomatology and a positive correlation
was found for both positive and negative symptoms. Lastly, no
study included in this review measured the effect of interpersonal
sensitivity on transition risk.Ta
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Bio-psychosocial model of transition to psychosis
The biological and neurodevelopmental vulnerabilities that play a
key role in the stress-vulnerability model include hyperactivation
of the hypothalamic–pituitary–adrenal (HPA) axis, dysregulation of
neurotransmitters such as dopamine, GABA, and glutamate,
aberrant salience, increased stress sensitivity and emotional
reactivity to stressors, epigenetic effects (modification to the
genome that affect gene expression without altering the DNA
sequence), and gene-environment interactions (genetic factors
influence the impact of an environmental exposure on an
individual)66–68. Psychological factors include core beliefs and
appraisals, emotions, attachment style, social cognition (set of
neurocognitive processes related to understanding, recognizing,
processing, and appropriately using social stimuli in one’s
environment), and theory of mind deficits (the capacity to infer
one’s own and other persons’ mental states)69–73; while social
factors include the experience of trauma (physical, sexual, and
emotional abuse, physical and emotional neglect, and parental
loss), life events, and daily hassles74–76.
Based on the findings of the present paper, we propose the

following Bio-psychosocial Model of Transition to Psychosis
(see Fig. 2). This is a conceptual framework for integrating the
influence of biological, psychological, and social factors in the
transition to psychosis. Bio-psychosocial vulnerabilities, coupled
with trauma/significant life events, lead to the formation of core
beliefs, which are re-activated in response to psychosocial
stressors. This core belief reactivation, in addition to the influence
of interpersonal sensitivity, appraisals of stress, and social with-
drawal, may give rise to increased affective arousal, which may be
further amplified by the influence of cognitive biases and
maladaptive coping. This affective pathway contributes to the
generation of anomalous experiences/sub-threshold psychosis
symptoms and the subsequent search for meaning for these
unusual experiences, which may then lead to the formation of
manifest psychosis. This model suggests that an underlying bio-
psychosocial vulnerability coupled with exposure to trauma/
significant life events during one’s early life leads to the formation
of core beliefs about oneself, others, and the world (e.g., I’m
worthless, others are untrustworthy, world is dangerous)71.
Indeed, compared to healthy controls, CHR individuals reported
significantly more negative beliefs about self and others and
significantly less positive beliefs about self and others77. Moreover,
negative core beliefs have been found to partially mediate the
relationship between childhood trauma and persecutory beliefs
and have been shown to be characteristic of patients with
psychosis78–81. These authors concluded that these findings
provide preliminary evidence about the cognitive mechanisms
that may underlie the association between childhood trauma and
later risk for psychosis.
Early experiences shape our attachment style and can lead to an

interpersonally sensitive style of relating, which would make the
individual hypervigilant to threat and hypersensitive to ambiguity
and perceived rejection/harm from others71,82,83. Social with-
drawal would remove opportunities to receive positive reinforce-
ment/gathering corrective information, which would in turn foster
ruminative/erroneous thinking, which would negatively impact
one’s mood84. Psychosocial stress (trauma/significant life events/
daily hassles) would drive subsequent appraisals of such events,
such as “I am a failure/inferior/unlovable/vulnerable/weak” indu-
cing dysregulation of the HPA axis and the dopaminergic system.
Appraisals of stress may also influence social withdrawal and
interpersonal sensitivity, which both may in turn further reinforce
the appraisal of stress. For example, an interpersonal sensitive
style of relating may misinterpret the actions of others as
threatening/rejecting while ensuing social avoidance would
preclude the receipt of disconfirmatory evidence, thereby main-
taining the appraisal of stress.Ta
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In addition, if the psychosocial stress experienced later in life is
thematically similar to the trauma/significant life events during one’s
early life, it may serve to reactivate pre-existing core beliefs, further
inducing a HPA stress response, elevated affective reactivity, and
heightened stress sensitivity. Increased affective arousal/emotional
dysregulation, in addition to the influence of cognitive biases, and
maladaptive coping (e.g., rumination, substance misuse, emotion-
oriented coping) may subsequently contribute to the formation of
anomalous experiences as typified in the CHR state. One’s attempt to
make sense of their experiences, otherwise known as their search for
meaning, may then lead to the formation of manifest psychosis, such
as delusions and hallucinations85. The search for meaning refers to the
search for an explanation for anomalous experiences, recent events,
or arousal and in doing so; pre-existing beliefs about self, world, and
others are drawn upon85. These positive symptoms of psychosis in
turn may reflect exaggerated themes of pre-existing insecurities and/
or interpersonal concerns (e.g., repeated historical experiences of
childhood physical abuse is likely to lead to the development of a
vulnerability core belief, which would be reactivated by a critical
incident concerning physical threat from others such as a mugging).
This may give rise to persecutory delusions of threat of harm from
others and congruent auditory hallucinations (e.g., voice saying
“you’re in danger”, “don’t go outside”). Therefore, comprehensive
assessments exploring the client’s early life experiences/significant life
events, core beliefs, psychosocial stressors and associated theme (e.g.,
intrusion, harm, loss of control, helplessness, unlovability, worthless-
ness, weakness, inferiority), appraisals of stress, interpersonal sensitiv-
ity, social withdrawal, cognitive biases, maladaptive coping, affective
responses, and emerging anomalous experiences/psychosis presenta-
tion (delusional and/or hallucinatory subtype) would aid in the
development of personalised formulations and targeted
interventions.

DISCUSSION
This systematic review sought to synthesize the literature
examining the relationship between psychosocial stress and onset
of psychosis in CHR individuals. Psychosocial stress, interpersonal
sensitivity, and social withdrawal were higher in CHR individuals
compared to healthy controls and there was some evidence of
their association with positive symptoms of psychosis. There was
also some evidence to support the role of psychosocial stress and
social withdrawal in the transition to psychosis and no studies to
date have examined the role of interpersonal sensitivity on
transition to psychosis in CHR, which proposes avenues for future
research.
While the present review focuses on the existing evidence of

the relationship between psychosocial stress and risk of psychosis
in individuals at Clinical High Risk (CHR) for psychosis, our
companion review (Almuqrin et al. submitted) considers such
evidence in individuals with a First Episode of Psychosis (FEP).

Psychosocial stress
A repeated finding of the present review was for the association
between higher levels of psychosocial stress in CHR individuals
compared to controls. It is important to note that most studies
driving this association examined trauma rather than significant
life events or daily hassles, each of which are conceptually distinct
constructs that need to be differentially defined and studied in
relation to CHR symptomatology and conversion to psychosis.
Psychosocial stress has been associated with increased positive
and negative symptoms in individuals at CHR and appears to
occur in a dose-response manner, as the greater the level of
psychosocial stress experienced, the greater its impact on
symptom severity22. This is in line with the dysregulation of the
HPA Axis and the stress-vulnerability model regarding psychosis
symptomatology arising from the cumulative effects of stress on aTa
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pre-existing bio-psychosocial vulnerability13. Interestingly, a lab-
based study examining the effects of an experimentally induced
psychosocial stressor found that CHR individuals produced higher
overall cortisol levels from the pre-anticipation period through to
the recovery period of the Trier Social Stress Test and exhibited
higher levels of subjective stress prior to the stressor compared to
controls86. These findings provide further support for the stress-
vulnerability model and highlight the importance of examining
the biological and subjective impact of psychosocial stress in CHR

to further elucidate possible mechanisms of transition to
psychosis. Environmental risks have also been found to act
additively and synergistically with childhood trauma87–89 and
stressful life events90,91, contributing to the persistence of sub-
threshold psychosis symptoms in the general population.
Psychosocial stressors such as childhood trauma and stressful life
events have further been associated with higher levels of positive,
negative, and depressive symptoms in the general population92,93.
In addition, these psychosocial stressors, along with polygenic risk

Table 8. Findings of individual studies—interpersonal sensitivity.

Study Higher levels of social withdrawal
compared to HC

Associated with symptomatology (yes/no) Associated with transition (yes/
no)

Hodges et al.118 Yes n/a n/a

Masillo et al.122 Yes Yes n/a

Masillo et al.123 Yes Yes n/a

Masillo et al.134 Yes n/a n/a

Mushtaq et al.124 Yes n/a n/a

Table 6. Findings of individual studies—psychosocial stress.

Study Type of stressor Higher levels of psychosocial stress
compared to healthy controls

Associated with symptomatology
(yes/no)

Associated with
transition (yes/no)

Addington et al.116 Trauma Yes Yes n/a

Bentley et al.37 Psychosocial stress Yes n/a n/a

Carol127 Daily hassles Yes No n/a

De Vos et al.128 Trauma Yes No No

Freitas et al.130 Trauma Yes Yes n/a

Huang et al.119 Trauma Yes n/a n/a

Kline et al.38 Trauma Yes Yes n/a

Kraan et al.132 Trauma Yes No No

Kraan et al.133 Trauma Yes n/a Yes

Loewy et al.120 Trauma Yes Yes n/a

Magaud et al.121 Trauma Yes n/a n/a

Pruessner et al.10 Psychosocial stress Yes Yes n/a

Stowkowy et al.62 Trauma Yes n/a Yes

Trotman et al.21 Daily hassles No n/a Yes

Vargas et al.126 Significant life events No n/a No

De Vylder et al.129 Significant life events No No No

Table 7. Findings of individual studies—social withdrawal.

Study Higher levels of social withdrawal compared
to healthy controls

Associated with symptomatology (yes/
no)

Associated with transition
(yes/no)

Boldrini et al.117 Yes n/a n/a

Chudleigh et al.104 Yes No n/a

Dragt et al.65 Yes Yes Yes

Hogdes et al.118 Yes n/a n/a

Jang et al.131 Yes n/a n/a

Mason et al.135 Yes n/a Yes

Shim et al.125 Yes No n/a

Wiesman van der Teen et
al.64

No Yes n/a
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scores were found to exhibit independent additive effects on
these three dimensions of subclinical psychosis92,93 further
supporting the stress-vulnerability hypothesis. However, it is
important to note that no gene-environment interaction was
found93. These general population studies appear to parallel the
CHR findings22 and are consistent with the stress-vulnerability and
stress sensitivity models, whereby the cumulative effects of stress

increase the likelihood of psychosis expression and increased
affective arousal in response to such stressors, respectively.
However, the finding of a positive correlation between psycho-
social stress and positive psychosis symptoms in both CHR and
non-CHR help-seeking controls22 suggests that the effects of
psychosocial stress on psychosis symptomatology appears to be
independent of clinical vulnerability to psychosis, thereby only

Fig. 2 Bio-psychosocial model of transition to psychosis. A conceptual framework for integrating the influence of biological, psychological,
and social factors in the transition to psychosis.
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providing partial support for the stress-vulnerability model. A bi-
directional relationship may also occur in that psychosis
symptomatology may also elicit unwanted interpersonal
responses leading to further experiences of psychosocial stress22.
It has also been found that compared to healthy controls,
individuals at CHR are significantly more distressed by stressful
events and that the appraisal of these events differentiated CHR
individuals from controls21,25. However, it is important to note that
to date, the majority of case-control studies examining CHR have
utilized healthy non-clinical controls, as opposed to help-seeking
(i.e., psychiatric) controls, which risks attributing group differences
to psychosis-risk status rather than to non-specific psychopathol-
ogy and comorbidities occurring in the CHR group94. The inclusion
of both healthy controls and help-seeking samples in CHR would
aid in elucidating a psychosis specific vulnerability, as opposed to
a more general mental illness vulnerability94.

Psychosocial stress and psychosis onset
Only three out of seven studies found a significant association
between elevated psychosocial stress and increased risk of
transition to psychosis21,62,63. Greater exposure to psychosocial
stress, emotional abuse, and perceived discrimination were found
to significantly increase the risk of transition to psychosis in CHR
individuals compared to controls. It is important to note that the
three studies that demonstrated significant associations with
transition to psychosis had a 24-month follow-up period and
sample sizes ranging from 259 to 764 CHR individuals and 162 to
280 controls, which contrasts the 35–105 CHR individuals and
24–28 controls in the non-significant studies and a shorter 12-
month follow-up period. Therefore, the lack of significant findings
regarding psychosocial stress and transition to psychosis in CHR
may be due to existing studies being statistically underpowered to
detect such effects and not having a long enough follow-up
period to capture cases of transition.

Interpersonal sensitivity
All five studies found significantly higher levels of interpersonal
sensitivity in CHR individuals compared to controls. Higher levels
of interpersonal sensitivity exhibited by CHR individuals compared
to controls is congruent with the theory that certain personality
characteristics may predispose individuals to mental illness, such
as psychosis95. Indeed, interpersonal sensitivity has been asso-
ciated with a greater severity of psychosis symptomatology. This
finding implicates the important role of social interactions as a
factor in influencing one’s well-being. Moreover, this relationship
may indeed be bi-directional as individuals interact with their
environment, which in turn impacts on the individual66. High
interpersonal sensitivity can give rise to rumination about social
performance and speech, preoccupation with the emotions
displayed, and excessive focus on other people’s opinions, which
may hinder social performance. Feelings of exclusion and
perceptions concerning a lack of understanding from others can
negatively impact on self-esteem, confidence, and motivation,
which could exacerbate negative symptoms such as negative self-
image, asociality, and avolition96.
In respect to positive symptoms of psychosis, increased levels of

distress and subsequent avoidance of social situations could
possibly account for their association with interpersonal sensitiv-
ity. The increased levels of distress could be attributed to one’s
preoccupation with receiving negative social feedback and
perceptions of a lack of approval from others. Preoccupation with
social feedback would elicit both physiological and psychological
reactions, thereby increasing levels of stress97. In regard to coping
with stress, it has been found that CHR individuals reported
feeling significantly more distressed by events, felt that they
coped more poorly, and employed more emotion-oriented coping
as opposed to task-focused coping25. These authors also found

that compared to controls, CHR individuals were less likely to
employ social diversion as a means of coping, which involves
engaging with others to divert attention from stressors.
Even though the evidence from this review supports the

concept of higher levels of interpersonal sensitivity leading to
worsening symptomatology in CHR, it is useful to note that only
two studies examined this association and further investigations
are needed to examine the strength of this association.
No study to date has examined the relationship between

interpersonal sensitivity and psychosis transition. The findings of
increased severity of psychosis symptomatology in relation to
interpersonal sensitivity might suggest the possibility of a direct
link with conversion to psychosis. Nevertheless, it could also be
possible that symptoms are affected by this personality trait but it
may not extend to conversion to psychosis, as was the case for
social withdrawal. Henceforth, without a number of studies
investigating this aforementioned relationship, no conclusion
can be drawn at this time.

Social withdrawal
Compared to controls, social withdrawal was frequently observed
in CHR individuals, who might avoid social situations due to
emerging suspiciousness98. Moreover, auditory and/or visual
hallucinations may directly impact the individual’s capacity to
engage and follow a conversation, which may be distressing and
may negatively impact self-esteem. Individuals may thus choose
to avoid social situations to circumvent anticipated embarrass-
ment and rejection from others98. Social avoidance/withdrawal
may ensue failed attempts at social engagement or may be
present pre-morbidly99. Unfavorable feedback from social inter-
actions can also lead to social avoidance so as to avoid unpleasant
feelings100. Social withdrawal results in a lack of social support,
which in turn minimizes potential sources of external support that
could challenge delusions and hallucinations, thus indirectly
causing a greater reality mismatch101.
The mixed findings regarding the association between social

withdrawal and increased symptomatology might be accounted
for by the inclusion of varied outcome measures for social
functioning. Interestingly, the two negative findings employed the
Social Functioning Scale (SFS)61, which was validated on an
outpatient schizophrenia sample with a mean illness duration of
8.8 years and assesses seven areas including social engagement/
withdrawal, interpersonal behavior, prosocial activities, recreation,
independence-competence, independence–performance, and
employment/occupation. Of the two studies that found a positive
association between social withdrawal and symptoms, one
employed the Premorbid Adjustment Scale (PAS)59, which
measures the level of functioning in four major areas: social
accessibility-isolation, peer relationships, ability to function out-
side the nuclear family, and capacity to form intimate socio-sexual
ties. The PAS may therefore be more nuanced and applicable to
the CHR population compared to the SFS, possibly accounting for
the significant positive finding. The other significant finding
employed the Experience Sampling Method (ESM)102, which
captures daily life data regarding social context and frequency,
as well as emotional reactivity throughout the day for seven
consecutive days. This is advantageous to questionnaire measures,
as it allows for the investigation of experiences and interactions
within a real-world context103. The mixed findings regarding the
association between social withdrawal and increased symptoms of
psychosis might also be accounted for by the included studies
tending to examine positive rather than negative symptoms,
highlighting the presence of a possible publication bias. It has
been suggested that social withdrawal is more closely related to
the latter rather than the former. Indeed significant associations
have been found for social withdrawal and negative symptoms in
CHR individuals104. The closer association between social
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withdrawal and negative symptoms may be due to the similarities
in its characteristics. Social withdrawal is presumed to result from
the lack of motivation to engage in social interactions, asociality,
which is one of the primary negative symptoms105. Henceforth,
the results might have been different if the association between
social withdrawal and negative symptoms was assessed in the
included studies.
The perception of social support may benefit reality testing, as it

can weaken the intensity of delusions and hallucinations,
subsequently improving insight in CHR101. If delusions and
hallucinations remain unchallenged, they may intensify and
exacerbate distress. It has also been posited that the lack of
sensory stimulation derived from social interactions may con-
tribute to an increase in hallucinatory experiences owing to the
over-compensatory mechanisms of the nervous system106. In
addition, socially withdrawn CHR individuals may not recognize
their emerging illness and need for treatment, which would
adversely affect their recovery107.
Two studies found higher levels of social withdrawal and

subsequent transition to psychosis. The higher transition rates in
CHR individuals who exhibit higher levels of social withdrawal can
possibly be explained by a social network approach. Having social
support can greatly impact one’s well-being in number of positive
ways such as increasing self-esteem, improving confidence,
providing an opportunity for new experiences, easing stress, and
preventing loneliness. Alternatively, the lack of social networks can
lead to social isolation, poor psychosocial functioning, and an
increase in negative thoughts and feelings108. In addition, it has
been suggested that higher transition rates are linked to a longer
duration of untreated psychosis, as a result of a lack of social
support. Having a close friend or supportive family environment
can facilitate the more timely identification of behavioral change
and mental health deterioration, which could then precipitate
prompt engagement with services and the initiation of
treatment109.

Strengths and limitations
This is the first review to synthesize the literature regarding
psychosocial stress, social withdrawal, and interpersonal sensitivity
in CHR and highlights the importance of social factors in CHR
symptomatology and their possible involvement in conversion to
psychosis. However, this review has some limitations. The majority
of studies included in the present review had a higher number of
male than female participants. Poorer premorbid and psychosocial
functioning, and increased substance misuse has been found in
males compared to females, which would negatively impact on
their ability to form social connections and to seek help from
others110. Substance misuse may also negatively impact symptom
severity, functioning, engagement with services, and recov-
ery111,112. The included sample was predominantly Caucasian,
which limits the representativeness and generalizability of the
sample to Black and Minority groups, which have a higher
incidence of psychosis113. Alongside the characteristics of the
sample, the size of it could also have an impact on the results.
Even though the average sample size was 100, 9 out of 27 studies
had sample sizes under 100 participants. Small sample sizes can
affect the reliability and representativeness of results. Additionally,
the majority of the studies included in this review originated from
Western countries, while a small number of studies were
conducted in developing countries. This therefore limits the
generalizability of the present findings114.
Furthermore, the present review examined three different types

of psychosocial stress (trauma, significant life events, and daily
hassles), however some studies did not specify the social stressor
but referred to it by the collective name of social/psychosocial
stress. Using this umbrella term limits the possibility of examining
which factors influence CHR status and transition outcomes.

Trauma, significant life events, and daily hassles represent
conceptually distinct constructs that need to be differentially
defined and studied in relation to CHR symptomatology and their
role in transition. Therefore, specifying the type of stress would
enhance the specificity of future investigations. In addition, it
would be important to examine the effect of more recent and
historical significant life events, as well as the appraisal of those
events, as they may exert a differential influence on symptom
formation and expression. Indeed, appraisals of stress have been
found to differ between CHR individuals and controls and may
impact on psychosis transition25.

Clinical implications and future directions
This review synthesized the literature examining psychosocial
stress, social withdrawal, and interpersonal sensitivity in indivi-
duals at CHR for psychosis. The negative impact of psychosocial
stress on CHR individuals in terms of psychosis symptomatology
and transition to psychosis emphasizes the importance of social
factors in the CHR state. The proposed Bio-Psychosocial Model of
Transition to Psychosis offers an explanatory framework for
devising personalized, idiosyncratic, and symptom-specific for-
mulations accounting for psychosis emergence in CHR and FEP. It
highlights the possible mediating role of core beliefs in explaining
the relationship between trauma and psychosis symptomatology,
which would benefit from further investigation of core beliefs in
CHR, FEP, and controls and their association with hallucinatory and
delusion subtypes (e.g. persecutory, grandiose, religious, somatic,
bizarre). This would subsequently inform psychosocial treatments,
allowing for targeted interventions. For example, psychosocial
treatments, such as Cognitive Behavior Therapy for Psychosis
(CBTp) could employ this Bio-Psychosocial Model of Transition to
Psychosis within collaborative case formulations with clients and
could draw upon social aspects of treatment, such as social skills
training, encouraging help-seeking behaviors, utilizing social
support, and enhancing communication skills. This would also
help to avoid the negative impact of social withdrawal.
Additionally, Group CBTp could be employed to target social
isolation and withdrawal, while also enhancing social skills in a
group setting. Current interventions advocated for CHR include
CBTp for alleviating symptoms and preventing transition to
psychosis, as well as Cognitive Behavioral Family Interventions
for Psychosis (CBFIP) in order to reduce stress, improve problem-
solving, and enhance interpersonal communication skills115.
However, neither intervention explicitly targets the appraisal of
psychosocial stress and associated coping, which could improve
social functioning in CHR individuals. This therefore affords an
opportunity to devise and develop targeted CBTp interventions
with an explicit focus on minimizing the effects psychosocial
stress and improving social functioning. Additionally, as psycho-
social stress is often unavoidable, learning to identify and
challenge unhelpful appraisals and maladaptive coping leading
to increased distress may enhance well-being. To date, there has
been a lack of emphasis on the appraisals of stressful events,
therefore their exploration in CHR, FEP, and controls in future
studies are warranted. Interpersonal sensitivity could also be a
therapeutic target, with the aim of elucidating vicious cycles and
enhancing more adaptive behavioral coping methods of social
integration rather than social avoidance. Therefore, identifying
potential cognitive and affective mediators accounting for the
relationship between psychosocial stress and psychosis could hold
significant implications for the identification, prevention, and
treatment of CHR individuals.

DATA AVAILABILITY
Data sharing is not applicable to this article as no new data were created or analyzed
in this study.

A. Georgiades et al.

18

Schizophrenia (2023)    38 Published in partnership with the Schizophrenia International Research Society



Received: 3 January 2023; Accepted: 28 February 2023;

REFERENCES
1. Fusar-Poli, P. The psychosis high-risk state a comprehensive state-of-the-art

review. JAMA Psychiatry 70, 1 (2013).
2. Yung, A. R. et al. Mapping the onset of psychosis: the comprehensive assess-

ment of at-risk mental states. Aust. N. Z. J. Psychiatry 39, 964–971 (2005).
3. Fusar-Poli, P. The clinical high-risk state for psychosis (CHR-P), version II. Schi-

zophr. Bull. 43, 44–47 (2017).
4. van Dongen, J. & Boomsma, D. I. The evolutionary paradox and the missing

heritability of schizophrenia. Am. J. Med. Genet. B Neuropsychiatr. Genet. 162B,
122–136 (2013).

5. Hilker, R. et al. Heritability of schizophrenia and schizophrenia spectrum based
on the Nationwide Danish Twin Register. Biol. Psychiatry 83, 492–498 (2018).

6. Light, G. et al. Comparison of the heritability of schizophrenia and endophe-
notypes in the COGS-1 family study. Schizophr. Bull. 40, 1404–1411 (2014).

7. Read, J., Fink, P. J., Rudegeair, T., Felitti, V. & Whitfield, C. L. Child maltreatment
and psychosis: a return to a genuinely integrated bio-psycho-social model. Clin.
Schizophr. Rel. Psychoses 2, 235–254 (2008).

8. Trauelsen, A. M., Bendall, S. & Einar-Jansen, J. & Hanne-Grethe Childhood
adversity specificity and dose-response effect in non-affective first episode
psychosis. Schizophr. Res. 165, 52–59 (2015).

9. Peh, O. H., Rapisarda, A. & Lee, J. Childhood adversities in people at ultra-high
risk (UHR) for psychosis: a systematic review and meta-analysis. Psychol. Med. 49,
1089–1101 (2019).

10. Pruessner, M., Iyer, S. N., Faridi, K., Joober, R. & Malla, A. K. Stress and protective
factors in individuals at ultra-high risk for psychosis, first episode psychosis and
healthy controls. Schizophr. Res. 129, 29–35 (2011).

11. Wheaton, B., Young, M., Montazer, S. & Stuart-Lahman, K. Social stress in the
twenty-first century. In Handbook of the Sociology of Mental Health (eds. Ane-
shensel, C. S., Phelan, J. C. & Bierman, A.) 299–323 (Springer, 2013).

12. von Dawans, B., Trueg, A., Kirschbaum, C., Fischbacher, U. & Heinrichs, M. Acute
social and physical stress interact to influence social behavior: the role of social
anxiety. PLoS ONE 13, e0204665 (2018).

13. Pruessner, M., Cullen, A. E., Aas, M. & Walker, E. F. The neural diathesis-stress
model of schizophrenia revisited: An update on recent findings considering
illness stage and neurobiological and methodological complexities. Neurosci.
Biobehav. Rev. 73, 191–218 (2017).

14. van Winkel, R., Stefanis, N. C. & Myin-Germeys, I. Psychosocial stress and psy-
chosis. A review of the neurobiological mechanisms and the evidence for gene-
stress interaction. Schizophr. Bull. 34, 1095–1105 (2008).

15. Myin-Germeys, I., Krabbendam, L. & Delespaul, P. A. & Van Os, J. Do life events
have their effect on psychosis by influencing the emotional reactivity to daily
life stress? Psychol. Med. 33, 327–333 (2003).

16. Glaser, J. P., van Os, J., Portegijs, P. J. & Myin-Germeys, I. Childhood trauma and
emotional reactivity to daily life stress in adult frequent attenders of general
practitioners. J. Psychosomatic Res. 61, 229–236 (2006).

17. Lardinois, M., Lataster, T., Mengelers, R., Van Os, J. & Myin-Germeys, I. Childhood
trauma and increased stress sensitivity in psychosis. Acta Psychiatrica Scandi-
navika 123, 28–35 (2011).

18. Myin-Germeys, I., van Os, J., Schwartz, J. E., Stone, A. A. & Delespaul, P. A.
Emotional reactivity to daily life stress in psychosis. Arch. Gen. Psychiatry 58,
1137–1144 (2001).

19. Myin-Germeys, I. et al. Emotional reactivity to daily life stress in psychosis and
affective disorder: an experience sampling study. Acta Psychiatrica Scandinavika
107, 124–131 (2003).

20. Addington, J. et al. Predictors of transition to psychosis in individuals at clinical
high risk. Curr. Psychiatry Rep. 21, 1–10 (2019).

21. Trotman, H. D. et al. Stress exposure and sensitivity in the clinical high-risk
syndrome: initial findings from the North American Prodrome Longitudinal
Study (NAPLS). Schizophr. Res. 160, 104–109 (2014).

22. Millman, Z. B. et al. Perceived social stress and symptom severity among help-
seeking adolescents with versus without clinical high-risk for psychosis. Schi-
zophr. Res. 192, 364–370 (2018).

23. Vaessen, T. et al. Is sensitivity to daily stress predictive of onset or persistence of
psychopathology? Eur. Psychiatry 45, 167–173 (2017).

24. Lazarus, R. S. & Folkman, S. Stress, Appraisal, and Coping. (Springer Pub. Co,
1984).

25. Phillips, L. J., Edwards, J., McMurray, N. & Francey, S. Comparison of experiences
of stress and coping between young people at risk of psychosis and a non-
clinical cohort. Behav. Cogn. Psychother. 40, 69–88 (2012).

26. Boyce, P. & Parker, G. Development of a scale to measure interpersonal sensi-
tivity. Aust. N. Z. J. Psychiatry 23, 341–351 (1989).

27. Bilgin, O. Relationship between interpersonal sensitivity and psychological
resilience. Int. Online J. Educ. Sci. 12, 5 (2020).

28. Meisel, S. F., Garety, P. A., Stahl, D. & Valmaggia, L. R. Interpersonal processes in
paranoia: a systematic review. Psychol. Med.e 48, 2299–2312 (2018).

29. Morese, R., Palermo, S., Torello, C. & Sechi, F. Social withdrawal and mental
health: an interdisciplinary approach. In Social Isolation-An Interdisciplinary View
(IntechOpen, 2020).

30. Porcelli, S. et al. Social brain, social dysfunction and social withdrawal. Neurosci.
Biobehav. Rev. 97, 10–33 (2019).

31. Matheson, S. L. et al. Systematic meta-analysis of childhood social withdrawal in
schizophrenia, and comparison with data from at-risk children aged 9–14 years.
J. Psychiatric Res. 47, 1061–1068 (2013).

32. Bjornestad, J. & Davidson, L. ten Velden Hegelstad, W., Stain, H. & Berg, H. Re-
thinking social functioning in psychosis. Schizophr. Res. 211, 93–94 (2019).

33. Raballo, A. & Krueger, J. Phenomenology of the social self in the prodrome of
psychosis: from perceived negative attitude of others to heightened inter-
personal sensitivity. Eur. Psychiatry 26, 532–533 (2011).

34. Cross, S. P., Scott, J. & Hickie, I. B. Predicting early transition from sub-syndromal
presentations to major mental disorders. BJPsych Open 3, 223–227 (2017).

35. Page, M. J. et al. The PRISMA 2020 statement: an updated guideline for reporting
systematic reviews. BMJ 372, n71, https://doi.org/10.1136/bmj.n71 (2021).

36. Guyatt, G. H. et al. GRADE: an emerging consensus on rating quality of evidence
and strength of recommendations. BMJ 336, 924–926 (2008).

37. Bentley, E. et al. High-risk diagnosis, social stress, and parent-child relationships:
A moderation model. Schizophr. Res. 174, 65–70 (2016).

38. Kline, E. et al. Trauma and psychosis symptoms in a sample of help-seeking
youth. Schizophr. Res. 175, 174–179 (2016).

39. McGlashan, T. H., Miller, T. J., Woods, S. W., Hoffman, R. E. & Davidson, L.
Instrument for the assessment of prodromal symptoms and states. In Early
Intervention in Psychotic Disorders, Vol 91 (eds. Miller, T., Mednick, S. A., McGla-
shan, T. H., Libiger, J. & Johannessen, J. O.) 135–149 (NATO Science Series,
Springer, Dordrecht, 2001).

40. Ising, H. K. et al. The validity of the 16-item version of the Prodromal Ques-
tionnaire (PQ-16) to screen for ultra high risk of developing psychosis in the
general help-seeking population. Schizophr. Bull. 38, 1288–1296 (2012).

41. Schultze-Lutter, F., Addington, J., Ruhrmann, S. & Klosterkötter, J. Schizophrenia
Proneness Instrument, Adult Version (SPI-A). (Giovanni Fioriti, Rome, 2007).

42. Wing, J. K., Birley, J. T. L., Cooper, J. E., Graham, P. & Issacs, A. D. A procedure for
measuring and classifying Present Psychiatric State. Br. J. Psychiatry 113,
499–515 (1967).

43. McGlashan, T., Walsh, B. & Woods, S. The Psychosis-risk Syndrome: Handbook for
Diagnosis and Follow-up (Oxford University Press, 2010).

44. American Psychiatric Association. Quick Reference to the Diagnostic Criteria from
DSM-IV-TR (APA, 2000).

45. Jablensky, A. et al. Psychotic disorders in urban areas: an overview of the Study
on Low Prevalence Disorders. Aust. N. Z. J. Psychiatry 34, 221–236 (2000).

46. American Psychiatric Association. Diagnostic and Statistical Manual of Mental
Disorders (DSM-5®) (American Psychiatric Publication, 2013).

47. Bendall, S., Jackson, H. J., Hulbert, C. A. & McGorry, P. D. Childhood trauma and
psychotic disorders: a systematic, critical review of the evidence. Schizophr. Bull.
34, 568–579 (2008).

48. Reynolds, C. R. & Kamphaus, R. W. BASC-2: Behavior Assessment System for
Children. second edn. (AGS Publishing,2004).

49. Westen, D., Shedler, J., Durrett, C., Glass, S. & Martens, A. Personality diagnoses in
adolescence: DSM-IV axis II diagnoses and an empirically derived alternative.
Am. J. Psychiatry 160, 952–966 (2003).

50. Brantley, P. J., Waggoner, C. D., Jones, G. N. & Rappaport, N. B. A daily stress
inventory: development, reliability, and validity. J. Behav. Med. 10, 61–73 (1987).

51. Bernstein, D. P. et al. Development and validation of a brief screening version of
the Childhood Trauma Questionnaire. Child Abuse Neglect 27, 169–190 (2003).

52. Coddington, R. D. The significance of life events as etiological factors in the
diseases of children. II. A study of a normal population. J. Psychosom. Res. 16,
205–213 (1972).

53. Schuldberg, D., Karwacki, S. B. & Burns, G. L. Stress, coping, and social support in
hypothetically psychosis-prone subjects. Psychol. Rep. 78, 1267–1283 (1996).

54. Kaufman, J. et al. Schedule for affective disorders and schizophrenia for school-
age children-present and lifetime version (K-SADS-PL): initial reliability and
validity data. J. Am. Acad. Child Adolescent Psychiatry 36, 980–988 (1997).

55. Amundson, M. E., Hart, C. A. & Holmes, T. H. Manual for the Schedule of Recent
Experience (SRE). (University of Washington, 1981).

56. Schulz, P., Schlotz, W. & Becker, P. Manual: Trierer Inventar zum chronischen Stress
(TICS). (Hogrefe, Go¨ttingen, 2004).

A. Georgiades et al.

19

Published in partnership with the Schizophrenia International Research Society Schizophrenia (2023)    38 

https://doi.org/10.1136/bmj.n71


57. Dohrenwend, B. S., Askenasy, A. R., Krasnoff, L. & Dohrenwend, B. P. Exemplifi-
cation of a method for scaling life events: the PERI life events scale. J. Health Soc.
Behav. 19, 205–229 (1978).

58. Tottenham, N. The importance of early experiences for neuro-affective devel-
opment. Neurobiol. Childhood 16, 109–129 (2014).

59. Cannon-Spoor, H. E., Potkin, S. G. & Wyatt, R. J. Measurement of premorbid
adjustment in chronic schizophrenia. Schizophr. Bull. 8, 470–484 (1982).

60. Mattick, R. P. & Clarke, J. C. Development and validation of measures of social
phobia scrutiny fear and social interaction anxiety. Behav. Res. Ther. 36, 455–470
(1998).

61. Birchwood, M., Smith, J., Cochrane, R., Wetton, S. & Copestake, S. The Social
Functioning Scale. The development and validation of a new scale of social
adjustment for use in family intervention programmes with schizophrenic
patients. Br. J. Psychiatry 157, 859 (1990).

62. Stowkowy, J. et al. Early traumatic experiences, perceived discrimination and
conversion to psychosis in those at clinical high risk for psychosis. Soc. Psychiatry
Psychiatr. Epidemiol. 51, 497–503 (2016).

63. Kraan, T., Velthorst, E., Smit, F., de Haan, L. & van der Gaag, M. Trauma and recent
life events in individuals at ultra high risk for psychosis: review and meta-
analysis. Schizophr. Res. 161, 143–149 (2015).

64. Wisman‐van der Teen, A., Lemmers‐Jansen, I. L. J., Oorschot, M. & Krabbendam,
L. Exploring the association between social behaviour, trust, and its neural
correlates in first episode psychosis patients and in individuals at clinical high
risk for psychosis. Br. J. Clin. Psychol. 61, 629–646 (2022).

65. Dragt, S. et al. Environmental factors and social adjustment as predictors of a
first psychosis in subjects at ultra high risk. Schizophr. Res. 125, 69–76 (2011).

66. Zwicker, A., Denovan-Wright, E. M. & Uher, R. Gene–environment interplay in the
etiology of psychosis. Psychol. Med. 48, 1925–1936 (2018).

67. Holtzman, C. W. et al. Stress and neurodevelopmental processes in the emer-
gence of psychosis. Neuroscience 249, 172–191 (2013).

68. Kapur, S. Psychosis as a state of aberrant salience: a framework linking biology,
phenomenology, and pharmacology in schizophrenia. Am. J. Psychiatry 160,
13–23 (2003).

69. Coutour, S., Lecomte, T. & Lexlerc, C. Personality characteristics and attachment
in first episode psychosis impact on social functioning. J. Nerv. Ment. Dis. 195,
631–639 (2007).

70. Debbané, M. et al. Attachment, neurobiology, and mentalizing along the psy-
chosis continuum. Front. Hum. Neurosci. 10, 406 (2016).

71. Garety, P. A., Kuipers, E., Fowler, D., Freeman, D. & Bebbington, P. E. A cognitive
model of the positive symptoms of psychosis. Psychol. Med. 31, 189–195
(2001).

72. Kuipers, E. et al. Cognitive, emotional, and social processes in psychosis: refining
cognitive behavioral therapy for persistent positive symptoms. Schizophr. Bull.
32, S24–S31 (2006).

73. Healey, K. M., Bartholomeusz, C. F. & Penn, D. Deficits in social cognition in first
episode psychosis: a review of the literature. Clin. Psychol. Rev. 50, 108–137
(2016).

74. Myin-Germeys, I. & van Os, J. Stress-reactivity in psychosis: evidence for an
affective pathway to psychosis. Clin. Psychol. Rev. 27, 409–424 (2007).

75. Beards, S. et al. Life events and psychosis: a review and meta-analysis. Schizophr.
Bull. 39, 740–747 (2013).

76. Varese, F. et al. Childhood adversities increase the risk of psychosis: a meta-
analysis of patient-control, prospective- and cross-sectional cohort studies.
Schizophr. Bull. 38, 661–671 (2012).

77. Cowan, H. R., McAdams, D. P. & Mittal, V. A. Core beliefs in healthy youth and
youth at ultra high-risk for psychosis: dimensionality and links to depression,
anxiety, and attenuated psychotic symptoms. Dev. Psychopathol. 31, 379–392
(2019).

78. Alameda, L. et al. A systematic review on mediators between adversity and
psychosis: potential targets for treatment. Psychological. Med. 50, 1966–1976
(2021).

79. Bloomfield, A. P. et al. Psychological processes mediating the association
between developmental trauma and specific psychotic symptoms in adults: a
systematic review and meta-analysis. World Psychiatry 20, 1 (2021).

80. Appiah-Jusi, E. et al. Do cognitive schema mediate the association between
childhood trauma and being at ultra-high risk for psychosis? J. Psychiatric Res.
88, 89e96 (2017).

81. Jaya, E. S., Ascone, L. & Lincoln, T. M. Social adversity and psychosis: the med-
iating role of cognitive vulnerability. Schizophr. Bull. 43, 557–565 (2017).

82. Berry, K., Barrowclough, C. & Wearden, A. Attachment theory: a framework for
understanding symptoms and interpersonal relationships in psychosis. Behav.
Res. Ther. 46, 1275–1282 (2008).

83. Humphrey, C., Berry, K., Degnan, A. & Bucci, S. Childhood interpersonal trauma
and paranoia in psychosis: the role of disorganised attachment and negative
schema. Schizophr. Res. 241, 142–148 (2022).

84. Nolen-Hoeksema, S., Wisco, B. E. & Lyubomirsky, S. Rethinking rumination. Per-
spect. Psychol. Sci. 3, 400–424 (2008).

85. Freeman, D., Garety, P., Kuipers, E., Fowler, D. & Bebbington, P. E. A cognitive
model of persecutory delusions. Br. J. Clin. Psychology 41, 331–347 (2002).

86. Carol, E. E., Spencer, R. L. & Mittal, V. A. Acute physiological and psychological
stress response in youth at clinical high-risk for psychosis. Front. Psychiatry 12,
641762 (2021).

87. Cougnard, A. et al. Does normal developmental expression of psychosis com-
bine with environmental risk to cause persistence of psychosis? A psychosis
proneness-persistence model. Psychol. Med. 37, 513–527 (2007).

88. Morgan, C. et al. Adversity, cannabis use and psychotic experiences: evidence of
cumulative and synergistic effects. Br. J. Psychiatry 204, 346–353 (2014).

89. Pignon, B. et al. A latent class analysis of psychotic symptoms in the general
population. Aust. N. Z. J. Psychiatry 52, 573–584 (2018).

90. Johns, L. C. et al. Prevalence and correlates of self-reported psychotic symptoms
in the British population. Br. J. Psychiatry 185, 298–305 (2004).

91. Kocsis-Bogár, K., Miklósi, M. & Forintos, D. P. Impact of adverse life events on
individuals with low and high schizotypy in a nonpatient sample. J. Nerv. Ment.
Dis. 201, 208–215 (2013).

92. Pignon, B. et al. The independent effects of psychosocial stressors on subclinical
psychosis: findings from the multinational EU-GEI study. Schizophr. Bull. 47,
1674–1684 (2021).

93. Pignon, B. et al. Genetic and psychosocial stressors have independent effects on
the level of subclinical psychosis: findings from the multinational EU-GEI study.
Epidemiol. Psychiatric Sci. 31, e68 (2022).

94. Millman, Z. B., Gold, J. M., Mittal, V. A. & Schiffman, J. The critical need for help-
seeking controls in clinical high-risk research. Clin. Psychol. Sci. 7, 1171–1189
(2019).

95. Knezevic, G., Savic, D., Kutlesic, V. & Opacic, G. Disintegration: a reconceptuali-
zation of psychosis proneness as a personality trait separate from the Big Five. J.
Res. Pers. 70, 187–201 (2017).

96. Lincoln, S. H., Johnson, T., Winters, A. & Laquidara, J. Social exclusion and
rejection across the psychosis spectrum: a systematic review of empirical
research. Schizophr. Res. 228, 43–50 (2021).

97. Frickey, E. A. Interpersonal Sensitivity and Well-being: Investigating Relatedness
and Motivation as Potential Mediators. PhD, Iowa State University (2020).

98. Michail, M. & Birchwood, M. Social anxiety disorder and shame cognitions in
psychosis. Psychol. Med. 43, 133–142 (2013).

99. Tarbox-Berry, S. I., Perkins, D. O., Woods, S. W. & Addington, J. Premorbid social
adjustment and association with attenuated psychotic symptoms in clinical
high-risk and help-seeking youth. Psychol. Med. 48, 983–997 (2018).

100. Watson, J. & Nesdale, D. Rejection sensitivity, social withdrawal, and loneliness in
young adults. J. Appl. Soc. Psychol. 42, 1984–2005 (2012).

101. Lim, M. H., Gleeson, J. F., Alvarez-Jimenez, M. & Penn, D. L. Loneliness in psychosis:
a systematic review. Soc. Psychiatry Psychiatric Epidemiol. 53, 221–238 (2018).

102. Csikszentmihalyi, M. & Larson, R. Validity and reliability of the experience-
sampling method. J. Nerv. Ment. Dis. 175, 526–536 (1987).

103. Myin-Germeys, I. et al. Experience sampling methodology in mental health
research:new insights and technical developments. World Psychiatry 17,
123–132 (2018).

104. Chudleigh, C. et al. How does social functioning in the early stages of psychosis
relate to depression and social anxiety? Early Intervent. Psychiatry 5, 224–232
(2011).

105. Correll, C. U. & Schooler, N. R. Negative symptoms in schizophrenia: a review and
clinical guide for recognition, assessment, and treatment. Neuropsych. Dis. Treat.
16, 519 (2020).

106. Dodell-Feder, D., Shovestul, B., Woodyatt, J., Popov, V. & Germine, L. Social
anhedonia, social networks, and psychotic-like experiences: a test of social
deafferentation. Psychiatry Res. 284, 112682 (2020).

107. Sündermann, O., Onwumere, J., Kane, F., Morgan, C. & Kuipers, E. Social networks
and support in first-episode psychosis: exploring the role of loneliness and
anxiety. Soc. Psychiatry Psychiatr. Epidemiol. 49, 359–366 (2014).

108. Palumbo, C., Volpe, U., Matanov, A., Priebe, S. & Giacco, D. Social networks of
patients with psychosis: a systematic review. BMC Res. Notes 8, 1–12 (2015).

109. Norman, R. M. Are the effects of duration of untreated psychosis socially
mediated? Can. J. Psychiatry 59, 518–522 (2014).

110. Barajas, A., Ochoa, S., Obiols, J. E. & Lalucat-Jo, L. Gender differences in indivi-
duals at high-risk of psychosis: a comprehensive literature review. Sci. World J.
2015, 430735 (2015).

111. Stowkowy, J., Addington, D., Liu, L., Hollowell, B. & Addington, J. Predictors of
disengagement from treatment in an early psychosis program. Schizophr Res.
136, 7–12 (2012).

112. Irving, J. et al. Gender differences in clinical presentation and illicit substance
use during first episode psychosis: a natural language processing, electronic
case register study. BMJ Open 11, e042949 (2021).

A. Georgiades et al.

20

Schizophrenia (2023)    38 Published in partnership with the Schizophrenia International Research Society



113. Jongsma, H. E. et al. Treated incidence of psychotic disorders in the multi-
national EU-GEI study. JAMA Psychiatry 75, 36–46 (2018).

114. Viswanath, B. & Chaturvedi, S. K. Cultural aspects of major mental disorders: a
critical review from an Indian perspective. Indian J. Psychol. Med. 34, 306–312
(2012).

115. Erzin, G. & Guloksuz, S. Early interventions for clinical high-risk state for psy-
chosis. Arch. Neuropsychiatry 58, S7–S11 (2021).

116. Addington, J. et al. Early traumatic experiences in those at clinical high risk for
psychosis. Early Interv. Psychiatry 7, 300–305 (2013).

117. Boldrini, T. et al. Personality Traits and Disorders in Adolescents at Clinical High
Risk for Psychosis: Toward a Clinically Meaningful Diagnosis. Front. Psychiatry 11,
562835 (2020).

118. Hodges, A., Byrne, M., Grant, E. & Johnstone, E. People at risk of schizophrenia.
Sample characteristics of the first 100 cases in the Edinburgh High-Risk Study.
Br. J. Psychiatry 174, 547–553 (1999).

119. Huang, Z. H. et al. Individuals at high risk for psychosis experience more
childhood trauma, life events and social support deficit in comparison to
healthy controls. Psychiatry Res. 273, 296–302 (2019).

120. Loewy, R. L. et al. Childhood trauma and clinical high risk for psychosis. Schi-
zophr. Res. 205, 10–14 (2019).

121. Magaud, E., Nyman, K. & Addington, J. Cyberbullying in those at clinical high risk
for psychosis. Early Interv. Psychiatry 7, 427–430 (2013).

122. Masillo, A. et al. Interpersonal sensitivity in the at-risk mental state for psychosis.
Psychol. Med. 42, 1835–1845 (2012).

123. Masillo, A. et al. Interpersonal sensitivity and functioning impairment in
youth at ultra-high risk for psychosis. Eur. Child Adolesc. Psychiatry 25, 7–16
(2016).

124. Mushtaq, A., Fatima, B., Ali, F. A., Sohail, H. & Syed, H. Interpersonal Sensitivity in
Youth for the At-Risk Mental State for Psychosis in Karachi, Pakistan. Peshawar J.
psychol. behav. sci. 3, 123–134 (2017).

125. Shim, G. et al. Social functioning deficits in young people at risk for schizo-
phrenia. Aust. N. Z. J. Psychiatry 42, 678–685 (2008).

126. Vargas, T., Zou, D. S., Conley, R. E. & Mittal, V. A. Assessing Developmental
Environmental Risk Factor Exposure in Clinical High Risk for Psychosis Indivi-
duals: Preliminary Results Using the Individual and Structural Exposure to Stress
in Psychosis-Risk States Scale. J. Clin. Med. 8, 994 (2019).

127. Carol, E. E. Longitudinal Evaluation of Stress Systems in Youth at Risk for Devel-
oping Psychosis. (University of Colorado,2020).

128. de Vos, C. et al. The relationship between childhood trauma and clinical char-
acteristics in ultra-high risk for psychosis youth. Psychosis 11, 28–41 (2019).

129. De Vylder, J. E. et al. Temporal association of stress sensitivity and symptoms in
individuals at clinical high risk for psychosis. Psychol. Med. 43,
259–268 (2013).

130. Freitas, E. L. et al. Childhood maltreatment in individuals at risk of psychosis: Results
from the Brazilian SSAPP cohort. Int. J. Soc. Psychiatry 66, 566–575 (2020).

131. Jang, J. H. et al. Longitudinal patterns of social functioning and conversion to
psychosis in subjects at ultra-high risk. Aust. N. Z. J. Psychiatry 45, 763–770
(2011).

132. Kraan, T. C. et al. The effect of childhood adversity on 4-year outcome in indi-
viduals at ultra high risk for psychosis in the Dutch Early Detection Intervention
Evaluation (EDIE-NL) Trial. Psychiatry Res. 247, 55–62 (2017).

133. Kraan, T. C. et al. Child Maltreatment and Clinical Outcome in Individuals at
Ultra-High Risk for Psychosis in the EU-GEI High Risk Study. Schizophr. Bull. 44,
584–592 (2018).

134. Masillo, A. et al. Interpersonal sensitivity and persistent attenuated psychotic
symptoms in adolescence. Eur. Child Adolesc. Psychiatry 27, 309–318 (2018).

135. Mason, O. et al. Risk factors for transition to first episode psychosis among
individuals with 'at-risk mental states'. Schizophr. Res. 71, 227–237 (2004).

ACKNOWLEDGEMENTS
This study is funded by a project grant from the Medical Research Council (MR/
S026428/1).

COMPETING INTERESTS
The authors declare no competing interests. This research did not receive any specific
grant from funding agencies in the public, commercial, or not-for-profit sectors.

ADDITIONAL INFORMATION
Correspondence and requests for materials should be addressed to A. Georgiades.

Reprints and permission information is available at http://www.nature.com/
reprints

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims
in published maps and institutional affiliations.

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing,

adaptation, distribution and reproduction in anymedium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative
Commons license, and indicate if changes were made. The images or other third party
material in this article are included in the article’s Creative Commons license, unless
indicated otherwise in a credit line to the material. If material is not included in the
article’s Creative Commons license and your intended use is not permitted by statutory
regulation or exceeds the permitted use, you will need to obtain permission directly
from the copyright holder. To view a copy of this license, visit http://
creativecommons.org/licenses/by/4.0/.

© The Author(s) 2023

A. Georgiades et al.

21

Published in partnership with the Schizophrenia International Research Society Schizophrenia (2023)    38 

http://www.nature.com/reprints
http://www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

	Psychosocial stress, interpersonal sensitivity, and social withdrawal in clinical high risk for psychosis: a systematic review
	Introduction
	Method
	Protocol and registration
	Search strategy and selection criteria
	Data extraction process
	Analysis

	Results
	Study characteristics
	Population characteristics
	Clinical and psychosocial stress measures
	Risk of bias and certainty assessment
	Effects of psychosocial stress, social withdrawal, and interpersonal sensitivity on psychosis risk
	Psychosocial stress and psychosis risk
	Social withdrawal and psychosis risk
	Interpersonal sensitivity and psychosis risk
	Bio-psychosocial model of transition to psychosis

	Discussion
	Psychosocial stress
	Psychosocial stress and psychosis onset
	Interpersonal sensitivity
	Social withdrawal
	Strengths and limitations
	Clinical implications and future directions

	DATA AVAILABILITY
	References
	Acknowledgements
	Competing interests
	ADDITIONAL INFORMATION




