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Questions 

• What do we know about the neurobiology of 
the early course of psychosis?  

 

• Why intervene early in psychotic disorders?  

 

• How do we intervene early to achieve the best 
possible outcomes?  
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Recovery 
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Psychosis 

Typically begins in 

adolescence 

Post-illness onset  
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Psychosis is actually a “late” stage of schizophrenia! 

Most psychotic disorders  begins in adolescence 
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Feinberg 1982, Keshavan 1994;  

Hoffmann and McGlashan 2000 

Psychotic disorders like schizophrenia are 

likely due to developmental derailment 



Cognitive deficits are present and progress early 
in Schizophrenia 

• Speed 

• Memory 

• Attention 

• Reasoning 

• Tact/Social cognition 

• Synthesis and Strategy 
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Cognitive deficits  

in schizophrenia are  

Pervasive 

Persistent 

Present early 

Progress early 

Predict functional  
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Psychotic disorders result from interaction 
between vulnerability and stress 



Questions 

• What do we know about the neurobiology of 
the early course of psychosis?  

 

• What is the rationale for early intervention?  

 

• How do we intervene early for the best 
outcomes?  



Correlations between duration of untreated psychosis (DUP) and clinical outcomes, hospital 

treatment and social functioning.  

Matti Penttilä et al. BJP 2014;205:88-94 
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Rationale for early intervention: 1. Clinical evidence 



PRE=premorbid ; PRO-C=prodrome converter ; FE=first episode schizophrenia ;  
CSZ=chronic schizophrenia  
Woodberry et al 2008; Guiliano et al 2012: Mesholam-Gately et al 2009;  
Heinrichs and Zakzanis 1998; Liu, Keshavan and Seidman 2015 

Rationale for EI:  2. evidence 
Of early decline in cognitive function 



Continuing Gray Matter Loss after illness onset 

Thompson PM, et al. PNAS. 2001;98(20):11650-11655.  

Normal 
Adolescents Adolescents with 

Schizophrenia 

Rationale for early intervention: 3.  

First Episode  Second Episode  Third Episode  Fourth Episode  



Questions 

• What do we know about the neurobiology of 
the early course of psychosis?  

 

• What is the rationale for early intervention?  

 

• What are the key principles of early 
intervention in psychotic disorders?  



• Family focused   

• Individualized  

• Resiliency focused 

• Shared decision making 

• Team based, trauma-informed 

 

 



Multi-family therapy is effective in maintaining remission 

McFarlane et al 1995 



Recovery 
Premorbid 

Prodromal 

Psychotic 

Transitional 

Phase-specific aspects of early intervention in psychotic disorders. 

 

Psychosis 

Denial/ non-compliance 

Stress sensitivity, Depression/ anxiety 

Cognitive impairment 

Social incompetence 

Prevention/early intervention                    Stabilization/ relapse prevention             Remediation       Integration      



Early intervention  is best when embedded in  
Coordinated specialty care.  

Shared 
decision 
making 

Psycho-
pharmacology 

Individual 
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treatment 

Integrated 
medical/ 

Behavioral 
 health Care 

Family based 
treatment 

Cognitive 
remediation 

Supported 
Employment 
/education 

Peer support 



- NAVIGATE patients (n=223) remained in treatment longer, 

Improved more in quality of life and  psychopathology, and had 

greater involvement in work 

 and school compared with 181 participants in community care. 

  

- NAVIGATE participants with duration of untreated psychosis of 

< median (74 weeks)  had greater improvement in quality of life 

and  psychopathology compared with those with longer duration  

of untreated psychosis  

 

- Rates  of hospitalization did not differ  between groups 

 Comprehensive  (NAVIGATE)Vs Community  Care for First-Episode 

Psychosis: 2-Year Outcomes From  the NIMH RAISE Early Treatment 

Program Kane et al Nov 2015  Am J Psychiatry online 

RAISEING  HOPE FOR EARLY  

INTERVENTION IN PSYCHOSES 



From: Comprehensive Versus Usual Community Care for First-Episode Psychosis: 2-Year 

Outcomes From the NIMH RAISE Early Treatment Program 

 
American Journal of Psychiatry 

c Treatment by square root of time interaction, p=0.016. 

Copyright © American Psychiatric Association. 
All rights reserved. 

Date of download: 
11/26/2015 



From: Comprehensive Versus Usual Community Care for First-Episode Psychosis: 2-Year 

Outcomes From the NIMH RAISE Early Treatment Program American Journal of Psychiatry 

personalized medication management  

 family psychoeducation;  

resilience-focused individual therapy;  

supported employment and education   

Effect sizes modest (.3-.4) 

No differences in 

    readmission rates 



The Ten commandments of effective care.  

• Coordinated (team-based) 
treatment plan. 

• Connecting and consent. 
• Comprehensive assessment. 
• Correct choice of 

medications. 
• Correct dose and duration. 
• Compliance (or better, 

adherence/ alliance). 
• Collaborative decision 

making 
• Comorbidity.   
• Check (and prevent) side 

effects 
• Consult (whenever in doubt) 



Connecting and engaging with the patient.  

The Role of the Therapeutic Alliance in the Treatment of Schizophrenia 
Relationship to Course and Outcome Arlene F. Frank, PhD; John G. Gunderson, 
MD Arch Gen Psychiatry. 1990;47(3):228-236 

The LEAP principle 
 
Listen  
Empathize 
Agree 
Partner 

• Use terms that patient can understand 
“psychosis” rather than “schizophrenia” 
initially  

• Tailor education to individual’s illness stage 
and ability to process 

• Involve family members early; have them as 
part of your team and set up open 
communication 

• Correct mis-information (e.g. that it is a split-
mind disorder, that it is incurable, etc) 

• Teach pathophysiology (e.g. dopamine 
imbalance) as connected to treatments (e.g. 
antipsychotic medications) 

•  Emphasize risk- liability models (e.g. asthma, 
high blood pressure) 

• Some repetition is good; emphasize 
interaction 

Patients do not care how much you know until they know how much you care 
 Scherger JE. What patients want. J Family Practice 2001  

http://jamanetwork.com/searchresults?author=Arlene+F.+Frank&q=Arlene+F.+Frank
http://jamanetwork.com/searchresults?author=John+G.+Gunderson&q=John+G.+Gunderson
http://jamanetwork.com/searchresults?author=John+G.+Gunderson&q=John+G.+Gunderson


Comprehensive assessment 
• Comprehensive history and examination to arrive at an 

accurate diagnosis , and assess/rule out  antecedent/ 
comorbid medical illness including metabolic status 

• Get all possible records, but often the patient is the only 
source of vital information. Complete assessment may 
take months 

• Involve family and other care-givers, assess patient and 
family attitudes to medications 

• Inquire about prior treatment response, and side effects 

• Clarify compliance: medication taken versus medication 
prescribed during prior treatment - they often/usually 
are different. 

• Inquire about the use of over-the-counter or 
“alternative” medicines 

• Obtain and review appropriate lab results as needed 
(e.g. liver and kidney function; glucose and lipid profile 

 



Choosing the right treatment. 
• Aim for overall remission, not just symptom improvement 
• Choose an antipsychotic with a favorable side effect profile and 

give for up to 4 months, either as an oral or a long acting 
formulation 

• Use doses around half of what is used with multi-episode 
schizophrenia 

• Monitor side effects closely— first episode patients are also 
more sensitive to side effects 

• Monitor closely for medical co-morbidities 
• Use the patient self ratings and your ratings to get all the 

information needed to make the best decisions within a shared 
decision making process 
 
 
 

Adapted from: Delbert Robinson MD 



Pharmacological management of first episode psychosis:  
what we know and what we don’t know  

• Stabilization 

• ▸ Atypical preferred; avoid olanzapine or clozapine as first choice 

• ▸ Lower doses recommended (~50-60% of standard dose for multi-episode 
patients) 

• ▸ Duration of initial trial at least 16 weeks 

• ▸ Consider side effects in choosing antipsychotic; use shared decision 
making 

• ▸ Combination of antipsychotics Generally not advisable 

• Maintenance of remission 

• ▸ Use for mainteance preferably the APD found to be effective 

• ▸ Minimum effective dose for maintenance 

•  Consider long acting APD early 

• ▸ Treatment resistance 

• Review diagnosis, occult non-compliance 

• Consider clozapine After failure of at least 2 antipsychotics in adequate trials 



J Clin Psychiatry 2007 

• Antipsychotic discontinuation 
during the first years of illness 
is associated with increased  
relapse risk (Wunderink et al 
2007) 

• A small number of  patients do 
not relapse after antipsychotic 
discontinuation , but we do not 
know how to predict relapse 

• Using minimum effective doses 
is associated with better long 
term outcome at 7 years  
(Wunderink et al 2013) 

• Best strategy now is to 
prescribe continuous 
antipsychotic maintenance 
treatment using the lowest 
effective doses 

Enhancing compliance with treatment.  



Difficult Dialogues: When can I go off 
the medication, Doctor? 

 Explore reasons for the wanting discontinue meds. 

 Review with patient risks of Med D/C vs. benefits. 

 Involve family in the discussion whenever possible. 

 Reduce dose, if indicated/or switch to a more acceptable 
alternative. 

 Develop contract with patient for continued treatment for a 
specified period, and periodically revisit this. 

 If patient insists, consider very gradual discontinuation 

 Educate re early warning signs of relapse, rescue medication, 
contingency plans, and regular monitoring. 

 Maintain therapeutic relationship at all times! 

 



The Risk for Psychotic Relapse is High 

n=104 first-episode schizophrenia patients  
*Year(s) since previous episode 

Robinson D, et al. Arch Gen Psychiatry 1999;56:241–7 

   

 
Year* 

Relapse 
rate (%) 

 
95% limit (%) 

Lower       Upper 
Patients still at  

risk at end of year 

1 16.2 8.9 23.4 80 

2 53.7 43.4 64.0 39 

3 63.1 52.7 73.4 22 

4 74.7 64.2 85.2 9 

5 81.9 70.6 93.2 4 
 



Enhancing compliance (or adherence) 

• Improve therapeutic alliance; 
rapid acting meds; involuntary 
meds as last resort 

• Dosage adjustment; consider 
medication switch, clozapine 

 

• Dosage adjustment; consider 
medication switch; monitor & 
educate re. Side effects 

 

• Improve hospital to clinic 
continuity; make care more 
accessible and patient friendly 

 

• Cues to remember; memory aids 
such as pillboxes and alarm 
watches; phone call reminders; 
Long acting APDs 

• Compliance therapy; continuing 
psychoeducation; cognitive 
remediation 

 

• Patient who refuses meds 

 

• Patient non-adherent  because 
meds not working 

 

• Patient non-adherent because of  
side effects 
 

 

• Patient does not show up for  first 
appointment 

 

 

• Patient who frequently 
misses/forgets meds/appts 

 

• Patient who believes he/she does 
not need meds 

 
 
 



Collaborative (Shared) decision making 
• Find an aspect of the patient’s illness that they 

agree is a problem as an entry point to explore 
the extent of symptoms.  This could be: A 
symptom that the patient experiences as 
negative (usually this is anxiety or worry, 
sometimes depression), Problems with role 
function, or Problems with social functioning  
 

• If evidence-based treatment is not agreed 
upon, we continue to work with them with the 
hope that with more education they will accept 
evidence based treatment 
 

• Make shared medication choices within the 
evidence base. 
– If a group of medications have equivalent 

effectiveness evidence, choice within that 
group is based upon patient preferences 
(e.g. What side effect can you tolerate? ) 
 



Managing treatment resistance: 
Clozapine 

• Rule out covert non-adherence, 
under-treatment and medical 
illness. Consider revising diagnosis 

• Consider clozapine in patients who 
have persistent positive symptoms 
after trials of two antipsychotics and 
should be the treatment 

• Consider clozapine at earlier 
treatment stages for patents with 
persistent suicidal ideation 

• There are no data on clozapine 
available specific for first episode 
patients with persistent positive 
symptoms 



Check (and prevent/ Manage) side 
effects 

• Prevent side effects  
by careful history, and 
appropriate choice  

• Early monitoring, and 
psychoeducation 

• “start low- go slow” 
strategy 

• Reduce dose if 
possible 

• Consider switching 
antipsychotics versus 
adding side effect 
medications 



  Basic  Intermediate Advanced 

Psychoeducation Learning about illness, 

symptoms, treatments and 

general approaches to address 

them 

Learning one’s own illness triggers 

(early warning signs) and coping 

strategies 

Learning about nature of 

disability, and one’s own 

functional limitations and 

strengths;  

Coping with stress Awareness of general triggers of 

stress response; family, using 

therapists, and medications for 

stress relief; learning breathing 

and relaxation 

Awareness of individualized cues 

of distress, and adaptive and 

maladaptive responses; 

individualized strategies to avoid 

and address stress; guided 

imagery 

Developing strategies in 

address stress in 

unscripted inter-personal 

and vocational settings; 

criticism management 

Resumption of 

functionality 

Focus on self-care (nutrition, 

hygiene), 

Resumption of recreational 

activities  

Developing a routine 

beginning participation in simple 

household tasks; set 

occupational/ educational goals  

Return to work or school; 

develop social skills to 

function in educational/ 

vocational settings 

  

Key principles of psychotherapy in the early course of schizophrenia (adapted from Hogarty, 2002).  



Psychoeducation 

• Schizophrenia as a “no-fault” brain disorder 

• Tailored to individual’s illness stage and ability to process 

• Correcting mis-information (e.g. that it is a split-mind disorder, that it is 
incurable, etc) 

• Initially provided in a formal educational workshop followed by individual 
sessions 

• Teaching pathophysiology (e.g. dopamine imbalance) as connected to 
treatments (e.g. antipsychotic medications) 

•  Emphasis on risk- liability models (e.g. asthma, high blood pressure) 

• Some repetition is good; emphasize interaction 



Internal Coping 
 
– Understanding schizophrenia as an environmentally sensitive 

psychobiological illness 

– Identification of what patient means by “distress”, in his own words 

– Identifying the interpersonal context or life event with which he/she 
associates this distress 

– Identification of internal cues of affect dys-regulation (prodromal 
signs) 

– Identification of patient’s existing autoprotective strategies to cope 
with stress (helpful as well as unhelpful) 

– Stress avoidance skills: Reinforcing prosocial statements; “one thing at 
a time”  

 



Early or Warning Signs of Psychosis 
 

• Behavioral 
• Strange posturing 
• Odd or bizarre behavior 
• Excessive writing without meaning 
• Cutting oneself; threats of self-mutilation 
• Deterioration of personal hygiene 
• Hyperactivity or inactivityStaring 
• Agitation 
• Sleep disturbances 
• Drug or alcohol abuse (This may be a coping 

mechanism: self-medicating) 
 

• Thinking and Speech 
• “Things seem changed in some way” 
• Rapid speech that is difficult to interrupt 
• Irrational statements 
• Preoccupation with religion or occult 
• Peculiar use of words or odd language 
• Unusual sensitivity to stimuli (noise, light, 

colours, textures) 
• Memory problems 
• Severe distractibility  

 

Social 

Sensitivity and irritability when touched by 

others 

Refusal to touch persons or objects; wearing 

gloves, etc. 

Severe deterioration of social relationships 

Dropping out of activities - or out of life in 

general 

Social withdrawal, isolation, and reclusive 

Unexpected aggression 

Suspiciousness  

 

Emotional 

Inappropriate laughter 

Inability to cry, or excessive crying 

Feelings of depression and anxiety 

Inability to express joy 

Euphoric mood Personality 

Reckless behaviours that are out of character 

Significantly prolonged drops in motivation or 

speech 

Shift in basic personality. 

 Herz and Melville 1985 



Reinforcing adaptive auto-protective 
strategies 

• Passive distraction (e.g. 
radio or TV) 

•  Active distraction (reading, 
writing) 

• Change in environment (e.g. 
going for a walk) 

• Supportive contact (calling 
family, friends) 

• Exercise 

• Calling therapist 

 

• Alcohol/ drugs 

•  Excessive sleep 

• Smoking 

• Social withdrawal 

• Excessive praying 

• Self-protective measures 

(e.g. sleeping with a 

weapon) 

 

Adaptive Maladaptive 



Basic stress avoidance skills 

• Role restructuring (e.g. reduce class load, cut 
down on extracurricular activities 

• Conflict avoidance 
– Avoiding behaviors that evince negative reactions 

from others 

– Taking breaks 

• Positive assertions 
– Complements 

– Positive self statements 

Role play and Homework for all above goals 



Resumption of daily tasks 
• Goal setting: Start from basic steps ( Focus on self care 

personal hygeine, nutrition, sleep) 

• Set up reasonable goals: “Internal yardstick” approach 

• Expectations to be adjusted to clinical state 

• Connect small goals to larger, long term goals 

• Expect set-backs; “ one step back and 2 steps forward rule) 

How do I measure 

Up to them?  

How do I measure 

Up to myself,  

then and now?  



• Go with patient’s own choice 

• Simple, relevant, feasible, compatible with clinical 
state 

• Avoid unreasonable expectations 

• Consider cooperative sharing with another family 
member 

• Progressive increase in complexity 

• Consider timing (maximize at times of highest enegy) 

• Revisit stress- vulnerability model regularly 

Resumption of household 
responsibilities 



Adjustment to disability 

• Exclusive strengths based approach may be 
counterproductive 

 

• Address denial, “Flight to normalcy” 

 

• Learning what to say and not say about one’s 
illness 

 



Medical Co-Morbidities are Common in 
FEP 

Correll et al JAMA Psychiatry 2014 



Depressive Symptoms are also common 
• Depressive symptoms are common with a first episode of 

schizophrenia. 

• Rule out “pseudo-depression ( i.e. negative symptoms, 
parkinson side effects). Consider bipolar disorder    

• Depressive symptoms may be a core part of the acute illness.  
These symptoms usually resolve with antipsychotic 
monotherapy as the psychosis remits (see Koreen et al; Am J 
Psychiatry 1993; 150:1643-1648)   

• Guidelines for when to initiate adjunctive antidepressant 
treatment with first episode patients are not available  

• Since most depressive symptoms will remit with antipsychotic 
treatment alone, prescription of adjunctive antidepressants for 
all first episode patients with depressive symptoms is not 
warranted  

• Given what is known about antipsychotic treatment with first 
episode patients (effective dose ranges are low in comparison 
with those for multi-episode patients; marked side effect 
sensitivity), consideration of using slow titration and low to 
moderate antidepressant doses is reasonable in the absence of 
data 



Assessing substance abuse 
comorbidity 

 Cannabis and alcohol 
are the most prevalent 
substances of abuse. 

 Cannabis consumption 
and potency have seen 
is dramatic increase in 
the US in recent years 

 It is often difficult to 
distinguish substance 
induced psychosis from 
schizophrenia with 
substance use 

 Clinicians sometimes 
automatically assume 
that young patients 
who present with 
psychosis and 
substance use have a 
drug induced psychosis.  

  An important clinical 
point is to get a 
chronology of the 
psychotic symptoms 
and of the substance 
use…Look for periods of 
psychosis in the 
absence of substance 
use 
 



Suicide Assessment and Prevention 
• The first years of 

schizophrenia mark the 
time of greatest risk for 
suicide attempts 

• The weeks after discharge 
are a period of increased 
risk 

• Make sure to look for signs 
of hopelessness, 
resignation, or ruminations 
about falling behind peers 
or own family expectations 

• Make sure to inquire about 
suicidal thinking or 
behaviors;  family 
members can be a good 
source of information 

•  Psychotherapy is critically 
important; clozapine is 
worth considering 

James M Bolton et al. BMJ 2015;351:bmj.h4978 



Take home points 
• Psychotic disorders typically begin in adolescence and are 

developmentally mediated 
 

• Early course of psychotic disorders offers a critical window of 
opportunity to improve long term outcome 
 

• Early intervention is more than  intervening early: 
Interventions, to be most effective, need to be evidence-
based, phase-specific and person centered, integrated and 
continuous and comprehensive 
 

• Multi-element Early interventions in psychotic disorders  
include Family focused treatment, Individualized 
psychopharmacology,  and Resiliency based , and involve  
shared decision making  and a team-based approach. 
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