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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 



Schizophrenia PORT Recommendations 

•  People in first-episodes show increased 
responsiveness and an increased sensitivity to 
side effects 

•  Doses should be lower than for multi-episode 
patients 



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 



BMI Change in TEOSS 



Metabolic Changes in TEOSS 



New Recommendations from Schizophrenia 
PORT  (Kreyenbuhl 2010) 



•  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 
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Minimizing the burden of antipsychotic 
medication 

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

•  Intermittent treatment 
•  Shared decision-making 
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Replication 
Attempts: 
 
NAPLS 
Neuropro 



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. 
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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:  







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 

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. 




