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Management of Recent Onset Psychosis 

•  Neurobiology in recent onset patients 
•  Clinical considerations 
•  Pharmacological and non pharmacological 

treatment 
•  Summary of management recommendations 



Age boys learned to stand

Developmental antecedents are  
well established  
  
The later boys stand during the first year of life, 
the greater the risk of schizophrenia 

Isohanni M, et al. Schiz Res. 2001;52:1-19. 



Premorbid Cognitive Decline? 

•  Reichenberg et al (2005) 
–  Population-based cohort of 555,326 adolescents 

from Israel.   
–  Assessed the discrepancy between actual and 

expected IQ at 17 
–  Estimated IQ based on reading and spelling skills. 



Reichenberg et al 
Arch Gen Psychiatry 2005;62:1297-1304 



Important facts about first episodes 
•  There is often cognitive decline 
•  Biomarkers of stress and inflammation are 

elevated at the onset of psychosis 
•  First-episode psychosis patients display 

progressive brain morphological abnormalities 
during the first years after illness onset, 
particularly regional grey matter volume 
reduction and lateral ventricle enlargement 



•  Different structural forms of C4 gene lead to 
different levels of expression 

•  Abnormal forms more likely to occur in 
schizophrenia 

•  C4 is related to synaptic pruning  



Special issues in first-episode patients 

•  Diagnostic uncertainty 
•  Concerns about delaying treatment 
•  How long to treat 
•  High rates of suicide 
•  Resistance to settings that serve chronically 

mentally ill 



 

Cannabis users 
were more 
psychotic and 
had lower GAF 
scores 
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Schizophrenia PORT 2009 



Treatment of early-onset schizophrenia 
spectrum disorders (TEOSS) 
Sikich et al Am J Psychiatry 2008 

•  8-19 yo pts w schizophrenia were randomly 
assigned to double-blind molindone 10-140 
mg, olanzapine 2.5-20 mg, or risperidone 0.5-6 
mg for 8 weeks 

•  Primary outcome was responder status defined 
as much or very much improved on CGI; ≥20% 
reduction in total PANSS; and tolerating 
treatment 



TEOSS Treatment Discontinuation 



TEOSS PANSS Scores 



BMI Change in TEOSS 



Metabolic Changes in TEOSS 



EPS in TEOSS 



New Recommendations from Schizophrenia 
PORT  (Kreyenbuhl 2010) 



NAVIGATE Psychopharmacological 
Treatment Manual 

•  Available at https://raiseetp.org/StudyManuals/
Psychopharmacology%20Manual.pdfat  

•  Principles: 
–  High goals for treatment 
–  Doses that are 50-60% of doses for chronic 

patients 
–  Monitor high sensitivity to side effects 
–  Prepare for non-adherence 



Navigate Psychopharm Manual 

•  Utilizes shared decision making 
•  First choice drugs include: aripiprazole, 

quetiapine, risperidone, risperidone 
microspheres, or ziprasidone 

•  Second antipsychotic based on side effects 
and adherence 



Approaches to Weight Gain and Insulin 
Resistance 

•  Cochrane review supports changing 
antipsychotics 

•  Early elevations of triglycerides and weight 
predict later elevations 

•  Life style interventions work! 
•  Consider metformin 



ADA Consensus on Antipsychotic Drugs: Monitoring Protocol for 
Patients on Second-Generation Antipsychotics* 

BMI = body mass index. 
American Diabetes Association et al. Diabetes Care. 2004;27:596. 

 Baseline  4 wk  8 wk  12 wk  Quarterly  Annually  Every 5 y 

Personal/family history  X      X 

Weight (BMI)  X  X  X  X  X 

Waist circumference  X      X 

Blood pressure  X    X   X 

Fasting plasma glucose  X    X   X 

Fasting lipid profile  X    X    X 

Short-Term Long-Term 

*More frequent assessments may be warranted based on clinical status. 

 



198 patients treated with risperidone (1-6 mg) or 
aripiprazole (5-30 mg) 
 
No differences in psychosis response but 
advantages for aripiprazole in negative 
symptoms 
 
Aripiprazole caused more akathisia, but had 
fewer metabolic effects 



SANS Avolition-Apathy Global Score.  

Delbert G. Robinson et al. Schizophr Bull 
2015;41:1227-1236 

© The Author 2015. Published by Oxford University Press on behalf of the Maryland 
Psychiatric Research Center. All rights reserved. For permissions, please email: 
journals.permissions@oup.com 



Global Barnes Akathisia Scores.  

Delbert G. Robinson et al. Schizophr Bull 
2015;41:1227-1236 

© The Author 2015. Published by Oxford University Press on behalf of the Maryland 
Psychiatric Research Center. All rights reserved. For permissions, please email: 
journals.permissions@oup.com 





Ho et al.  Total White Matter 



•  7 year follow-up of a 2 year randomized trial in first 
episodes 

•  Those randomized to dose reduction had higher 
recovery rates and higher functioning. 

•  17 out of 103 patients discontinued antipsychotics.  
These individuals showeed better functioning at 7 years 

  

31 



Minimizing the burden of antipsychotic 
medication 

•  Dose reduction (with supplementation when 
patients show prodromal or other symptoms) 

•  Intermittent treatment 
•  Shared decision-making 

32 



Replication 
Attempts: 
 
NAPLS 
Neuropro 



Omega-3 fatty acids for first episodes 
•  Since polyunsaturated fatty acids (PUFA) are 

essential for normal neurodevelopment, disturbances 
of PUFA metabolism may be involved in the etiology 
of neurodevelopmental disorders like schizophrenia  

•  One study of 80 first-episode patients over 12 weeks 
found n − 3 PUFA eicosapentaenoic acid (EPA) 
decreased time to response in patients with non-
affective psychosis (Berger et al 2007) 



Omega 3’s (continued) 

•  A meta-analysis of RCTs revealed no beneficial effect 
symptom severity in schizophrenia. However, no 
conclusion could be drawn regarding the medium- to 
long-term effects of EPA in schizophrenia.  

•  A 12-week RCT conducted in individuals at high 
clinical risk of schizophrenia provides preliminary 
evidence that intervention composed of 1.2 g of 
PUFA (i.e. EPA + DHA) could prevent transition to 
first-episode psychosis.  



Medication Non-Adherence 
(from Peter Weiden) 

•  50% of patients have significant non-
adherence within one year of 
beginning treatment. 

•  75% within two years. 
•  50% of the direct medical costs of 

psychiatric hospitalization attributed 
to non-adherence. 



UCLA Study Design 
•  12-month randomized controlled trial with 

first-episode schizophrenia patients at the 
UCLA Aftercare Research Program 

•  Patients received Individual Placement and 
Support, a form of supported education and 
supported employment, to provide a context 
of active work rehabilitation 

 
•  After stabilization, patients were randomly 

assigned to the medication condition and 
the psychosocial treatment condition (2 X 2 
design) 



Date of download:  6/24/2015 Copyright © 2015 American Medical 
Association. All rights reserved.

From: Long-Acting Injectable Risperidone for Relapse Prevention and Control of Breakthrough Symptoms After 
a Recent First Episode of Schizophrenia :  A Randomized Clinical Trial

JAMA Psychiatry. Published online  June 24, 2015. doi:10.1001/jamapsychiatry.2015.0270

Time to First Psychotic Exacerbation and/or Relapse as a Function of Form of Medication Administration in 83 PatientsThe 
risk of exacerbation and/or relapse over time was significantly lower for the long-acting injectable risperidone group than 
for the oral risperidone group. x Indicates censored data.

Figure Legend:  



Percentage Returning to Competitive Work 
or Regular School (N = 69) 

Adjusting for non-significant baseline differences, Wald x2 = 7.73, p < .
0054 for 1st 6 mos.; Wald x2 = 4.73, p < .03 for next year  



Global Functioning Scale: Role  
Effect in 12 Months (n = 53) 

Group X Time interaction, p = .03, Cohen’s d = .62 





Components of RAISE Intervention 

•  Web-based decision support for 
medication management 

•  family psychoeducation 
•  resilience-focused individual therapy 
•  supported employment and education 

(SEE)  







What does it take for someone with 
schizophrenia to  
function in the community?  

Cognition 

Social 
Cognition 

Community 
Integration 

Work and 
Productive 
Activities 

Family and 
Social 

Connections 

Motivation 

Known 
Determinants 

Domains of 
Community 
Functioning 
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NICE Guidelines for attenuated or 
transient psychosis  2013 

•  Consider individual cognitive behavioural therapy 
(CBT) with or without family intervention and offer 
treatments recommended in NICE guidance for 
children and young people with any of the anxiety 
disorders, depression, emerging personality disorder 
or substance misuse. 

•  Do not offer antipsychotic medication for psychotic 
symptoms or mental state changes that are not suffi 
cient for a diagnosis of psychosis or schizophrenia, 
or with the aim of decreasing the risk of psychosis. 



NICE Guidelines 2013 

For children and young people with first episode 
psychosis offer: 
• ● oral antipsychotic medication in conjunction 
with 
• ● psychological interventions (family 
intervention with individual CBT 



NICE Guidelines 2013 
•  Family intervention should: 
•  ● include the child or young person with psychosis or 

schizophrenia if practical 
•  ● be carried out for between 3 months and 1 year 
•  ● include at least 10 planned sessions 
•  ● take account of the whole family’s preference for either 

single-family intervention or multi-family group intervention 
•  ● have a specific supportive, educational or treatment function 

and include negotiated problem solving or crisis management 
work. 



NICE Guidelines 2013 

Offer clozapine to children and young people 
with schizophrenia whose illness has not 
responded adequately to pharmacological 
treatment despite the sequential use of adequate 
doses of at least two different antipsychotic 
drugs each used for 6–8 weeks. 




