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• HLS therapeutics
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Disclosures



1. To review unmet needs in severe mental illness: metabolic and cognitive 
dysfunction

2. To review the opportunities and challenges presented by GLP-1RAs
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Objectives



4

Brain and body health scores in mental illness

Tian et al., JAMA Psychiatry 2023
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Implications beyond cardiovascular morbidity & mortality

De Hert et al., World Psychiatry 2009; Simon et al., European Neuropsychopharmacology 2023; 

 Stogios et al., Current Psychiatry Reports 2023; De et al., Acta Psychiatrica Scandinavica 2025 

Medication Compliance Self-Esteem Hospitalization Rates

Quality of Life Social Retreat Social Care Costs
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Metabolic abnormalities and cognition in schizophrenia

Bora et al., Psychological Medicine 2017
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Metabolic abnormalities and cognition in mood disorders

Maksyutynska et al., Psychological Medicine 2024



1. To review unmet needs in severe mental illness: metabolic and cognitive 
dysfunction

2. To review the opportunities and challenges presented by GLP-1RAs
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Treating metabolic problems in psychiatric disorders

Dose Reductions Switching Non-Pharmacological 

Interventions
Pharmacological 

Interventions
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Pharmacological interventions for metabolic problems

Agarwal et al., Cochrane Database of Systematic Reviews 2022; Agarwal et al., Schizophrenia Bulletin 2023

Metformin for prevention of weight gain in SMI
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Metformin can prevent clozapine-induced weight gain

Stogios et al., Acta Psychiatrica Scandinavica 2022

Baseline 6 months 12 months
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Treating metabolic problems in psychiatric disorders

Stogios and Agarwal et al., under review

Metformin for treatment of weight gain in SMI
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GLP-1 RAs: The hot new thing

De Giorgi et al., Nature Mental Health 2025
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GLP-1 RAs for Treatment of Weight Gain in SMI

Stogios and Agarwal et al., under review
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Semaglutide: Early evidence of efficacy in metformin non responders 

Prasad et al., Therapeutic Advances in Psychopharmacology 2023



24-week continuation phase for responders (~20%)
Lifestyle changes and open-label metformin (Metabolic clinic ICP)

24-week DB-RCT for non responders (~80%) 
Randomized 1:1 to add-on semaglutide or placebo

Baseline Assessments

(only RCT participants)

Anthropometry

Clinical scales

Fasting blood work 

OGTT

MRI 

MCCB

End point Assessments 

(only RCT participants)

Anthropometry

Clinical scales

Fasting blood work 

OGTT

MRI 

MCCB

16-week run-in phase 
Lifestyle changes and open-label 
metformin (Metabolic clinic ICP)

Semaglutide for metformin-non responders study

ICP: Integrated Clinical Pathway; BCATS: Brief Cognitive Assessment Tool for Schizophrenia, DB-RCT: Double blind randomized 

control trial; OGTT: Oral Glucose Tolerance Test, MCCB: MATRICS Consensus Cognitive Battery

PI: Hahn and Agarwal
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Preliminary Data from the Metabolic Clinic at CAMH

Stogios and Prasad et al., in preparation
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GLP-1 RAs: Early evidence of improving cognition/brain morphology
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GLP-1 RAs: Risk of worsening mental health
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GLP-1 RAs: Risk of worsening mental health

Wang et al., Nature Medicine 2024
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GLP-1 RAs: Improvement in mental health-related QoL

Pierret et al., JAMA Psychiatry 2025
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GLP-1 RAs: Early evidence of improving symptoms of depression

Chen et al., American Journal of Geriatric Psychiatry 2024



23

GLP-1 RAs: Opportunities and challenges

• Weight effects

• May improve CV health

• May not worsen mental health

• May have cognitive benefits

• May improve quality of life

• Very little data in SMI

• Gastric effects

• Interaction with ECTs

• Accessibility

• Length of use, weight regain

Agarwal and Hahn, JAMA Psychiatry 2024
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