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THE CLINICAL HIGH RISK SYNDROME FOR PSYCHOSIS

• Schizophrenia is one of the 
top 15 most disabling 
illnesses.

•  >75% experience a 
prodrome prior to onset.

• CHR identifies the SCZ 
prodrome prospectively. 

• CHR is NOT an 
asymptomatic risk factor. 

• The patients are youth and 
young adults identified by 
subsyndromal or 
“attenuated” positive 
symptoms resembling 
those in schizophrenia.
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CLINICAL HETEROGENEITY IN CHR

Positive Symptom Course (Conversion, Remission)

Negative Symptom Course
Affective Symptom Course
Functional Course
Cognitive Course

Heterogeneity at and before Baseline

Heterogeneity of Course Within Positive Symptoms
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Precision Biomarker Measures



Structural MRI Polygenic Risk



Neurocognition Risk Calculator
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AMP® SCZ LAUNCHED IN JUNE 2022 AFTER A 12-MONTH 
PLANNING EFFORT LED BY THE FOUNDATION FOR NIH

• The overall aim of the AMP SCZ Observational Study is 
to provide tools to parse heterogeneity and improve 
success in developing pharmacologic treatments for 
patients with CHR for psychosis.

• Three grants: ProNET, PRESCIENT, PREDICT DPACC, 
including 43 sites on 5 continents.

• Met and surpassed recruitment goals: 2034 CHR and 
652 HC to be followed over 2 years. 

• MRI, EEG, fluids, digital, and language biomarkers.
• Data deposited in NIMH Data Archive. 
• 3 Public sector partners. Private partners include:  3 

non-profit partners, 2 private foundations, and 3 
industry partners. 
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Precision Outcome Measures



PSYCHS Roles in Drug Development
1. Ascertainment

a. Excludes frank psychosis  
b. Includes CAARMS CHR         Context of Use (COU)
c. Includes SIPS CHR

2. Clinical Outcome Assessment  (COA)
a. Attenuated positive symptom severity defined by:

i. PSYCHS severity scale (15 items, each rated 0-
6, highest over past 4 weeks)

ii. SIPS
iii. CAARMS

b. Conversion to psychosis
c. Remission from CHR

Used in the Accelerating Medicines Partnership® Schizophrenia 
• CHR Observational Study
• CHR Proof-of-Principle Trials
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SUBSTANTIAL UNMET CLINCIAL NEED IN CHR

• Identifiable with high reliability and validity based on attenuated positive symptoms (Woods et al 2019).
• No unique billing code, but listed in DSM-5 among three other disorders under 298.8.  DSM-5 

recommends ICD-10 F28.
• Common: Point prevalence at 1.7% of the general youth population and 19.2% of the population of 

youth presenting for psychiatric care (Salazar de Pablo et al 2021).

• Impairment: Typically distressed by symptoms and show moderate functional impairment.
• Cognitive deficits on average (Seidman et al 2016).
• Affective and anxiety symptoms and comorbid diagnoses.
• ~20% eventually convert to syndromal psychosis (Fusar-Poli et al 2020), on average in 1-2 years (Powers et al 2020).
• Patients who do not convert often have ongoing symptoms and impairment (Addington et al 2019).
• Being treated: More than 100 CHR specialty clinics in multiple countries on six continents (Kotlicka-

Antczak et al 2020). An additional  ~35 CHR clinics in the US funded by SAMHSA.

• No approved pharmacologic therapies.



AMP SCZ: https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
MT: https://monumenttx.com/news/ 

AMP® SCZ Proof-of-Principle Trials Launched in February 2026

https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
https://fnih.org/our-programs/accelerating-medicines-partnership-amp/amp-schizophrenia/
https://monumenttx.com/news/


 

THANK YOU


	Precision Measures�to Monitor Progression to Schizophrenia �for Early Detection and Prevention
	Slide Number 2
	THE CLINICAL HIGH RISK SYNDROME FOR PSYCHOSIS
	CLINICAL HETEROGENEITY IN CHR
	Slide Number 5
	Slide Number 6
	Slide Number 7
	AMP® SCZ launched in JUNE 2022 after a 12-month planning effort led by the Foundation for NIH
	Slide Number 9
	PSYCHS Roles in Drug Development
	Slide Number 11
	SUBSTANTIAL UNMET CLINCIAL NEED IN CHR
	AMP® SCZ Proof-of-Principle Trials Launched in February 2026
	Slide Number 14

