Utility of Negative Symptoms in Predicting Transition to Psychosis Among Individuals at Clinical High Risk
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eSchizophrenia is within the top 15 causes of global disability (GBD 2016), conferring an
increased risk of premature mortality (Olfson et al., 2015), chronic medical conditions
(Schoenbaum et al., 2017), and an exceedingly high economic burden (Kadakia et al., 2022).
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Total Negative Symptoms

*Schizophrenia has long been defined by positive and negative symptoms.

* Although positive symptoms are reliably attenuated by medication, negative symptoms
have been harder to define and treat. Total Negative Symptoms:

Total Negative Symptoms

*Recent research supports the conceptualization of five core domains:
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*These are among the first symptoms reported in individuals who develop schizophrenia Group x Time: P51 roup x Time: Po.571

and are important prognostic factors.
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*Negative symptoms are found in over 80% of individuals at clinical high risk for psychosis 10 - -#-CHR Converters (N=70) 0 -=-CHR Converters (N=70)
(CHR-P), (Piskulic et al., 2012) correlating with iliness severity as well as both social and role 9 - =+=Controls (N=96) 9 - —e-Controls (N=96)
functioning (Carrién et al., 2016). 5 .

*Despite the importance of negative symptoms, they are not utilized in algorithms to predict
transition to psychosis in individuals at CHR-P.

Experiential vs Expressive
Negative Symptoms:

*As such, there exists a critical gap in the recognition and prevention of schizophrenia.

Experiential Negative Symptoms
1N

Expressive Negative Symptoms
N

| |
METHODS : | l ° | l

Baseline 2 Month 4 Month 6 Month Baseline 2 Month 4 Month 6 Month

Group: P<.001
Time: P=.734

Group: P<.001

Time: P=.667

Subjects

Group x Time: P=.413

e Data was collected as part of the third phase of the North American Prodromal Longitudinal
Study, Phase 3 (NAPLS3), a consortium of nine programs focusing on the psychosis prodrome.
(Addington et al., 2022) The sites are located at Emory University, Harvard University, University of

Individual Negative Symptoms:
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* Participants were evaluated via Structured Interview for Psychosis-risk Syndromes (SIPS).
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*The SIPS was administered to participants at baseline, 2-, 4-, and 6-months follow up.
» Mean baseline total negative symptoms were 1.09 for HCs (SE=0.510), 9.09 for CHR-NTs (SE=0.239), and 11.57 for CHR-Ts (SE=0.578).

* CHR-P individuals met criteria for one of the established psychosis-risk syndromes:

e Attenuated Positive Symptom Syndrome (APSS) > Total negative symptoms differed significantly between all three groups, such that CHR-Ts score significantly higher than CHR-NTs who score significantly higher than HCs (P<.001).

*Brief Intermittent Psychotic Syndrome (BIPS) » CHR-T negative symptoms were stable over the six months; CHR-NT negative symptoms showed small improvements over six months but never reached those seen in HCs.
*Genetic Risk and Deterioration Syndrome (GRD)
Note that negative symptoms are not considered in diagnosing psychosis-risk syndromes » This pattern remained even when adjusting for attenuated positive and depressive symptoms (P<0.001).
*Negative symptom total was established by adding Scale of Psychosis-Risk Symptoms (SOPS) > Baseline negative symptom level predicted psychosis (P=0.006), even when including positive and depressive symptoms in the prediction model.

N1-N5 ratings at each time point.

» This pattern holds true for Experiential (P=.025) and Expressive (P=0.014) subgroups as well as individual items separately.

N1: Social Anhedonia | N2: Avolition | N3: Expression of Emotion | N4: Experience of Emotions & Self | N5: Ideational Richness

*Negative symptom subdomains were defined as follows, based on prior literature: CONCLUSIONS
Experiential = N1 + N2, Expressive = N3 + N4 + N5. (Giordano et al., 2022)
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e Depression and positive symptom covariates were determined via the Calgary Depression +* Our findings reinforce the importance of negative symptoms in the prediction of psychosis in individuals considered to be at clinical high risk.

Scale for Schizophrenia (CDSS) and SOPS P1-P5 ratings, respectively. *+* Given the need for early recognition and treatment of psychosis, the data support inclusion of negative symptoms in predictive algorithms.

®Conversion to psychosis was confirmed via Structured Clinical Interview for DSM-1V (SCID-1V). ACKNOWLEDGEMENT
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°Linear mixed-effects models for repeated measures were used to evaluate group differences
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