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Fleishman M. Psychiatr Serv. 2003;54:142.
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Symptoms of Schizophrenia

• Positive Symptoms
– Hallucinations
– Delusions
– Thought (speech) disorganization 
– Grossly disorganized or catatonic behavior

• Negative Symptoms
– Apathy
– Anhedonia
– Blunted affect
– Social isolation

• Cognitive symptoms
– Executive dysfunction
– Memory impairment
– Attention deficit 
– …
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Time Course of Diagnoses

Delusions
Hallucinations
Disorganized speech
Disorganized behavior 

Brief Psychotic 
episode

Schizophreniform Schizophrenia

1d 1m 6m
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Prodromal Period Post-Psychotic Period

Initiation of Antipsychotic

Psychosis

Positive Sx

Negative Sx

Based on Häfner, ABC Schizophreniestudie

1-5 years 1-2 years*

*DUP

Phases of the Illness
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PREVENTION
ORIENTATION
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Prevention in schizophrenia1

• Primary prevention
– Universal prevention

• Whole population

– Selective prevention
• More susceptible subgroup, still symptom free

• Secondary prevention – “early intervention”
– Indicated prevention

• Already showing signs of illness

• Tertiary prevention
– Improving quality of life by reducing disability

1Brown AS and McGrath JJ.  Schizophr Bull 2011;37:257.
2McGlashan TH.  Schizophr Bull 2012;38:902.

Treatment
TIMING2
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Clinical staging in psychiatry

STAGE Definition Clinical features

0 Asymptomatic subjects Not help seeking
No symptoms but risk

1a “Help-seeking” subjects with 
symptoms

Non-specific anxiety/depression
Mild-to-moderate severity

1b “Attenuated syndromes” More specific syndromes incl. mixed
At least moderate severity

2 Discrete disorders Discrete depr/manic/psych/mixed sy
Moderate-to-severe symptoms

3 Recurrent or persistent 
disorder

Incomplete remission
Recurrent episodes

4 Severe, persistent and 
unremitting illness

Chronic deteriorating
No remission for 2 years

Hickie IB et al. Early Interv Psychiatry 2013;7:31.
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Staging model of treatment

• Rational for staging:

– Avoid progression to disease stages where only amelioration is possible

– Better response to treatments in early stages

• Principles:

– Early intervention to treat patients as early as possible in the disease 
course

– Phase-specific care that tailors the interventions to the patient’s needs

– Stepped-up care that adjusts treatment intensity based on response

– Integrated medical-psychiatric care to avoid medical comorbidities from 
treatment
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HIGH QUALITY HEALTH-CARE
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High quality health-care

6 aims for improvement

1) Timely

2) Effective

3) Safe

4) Patient-centered

5) Efficient

6) Equitable

Crossing the Quality Chasm: A New Health System for the 21st Century.
Institute of Medicine 2001.
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Timely
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When do you start treatment? ASAP

• Minimize Duration of Untreated Psychosis (DUP)

• Early intervention is associated with: 
– Improved clinical outcomes at baseline1, 2 years2 and 5 

years3

– Fewer suicide plans or attempts: 4% vs 17% 

• Long DUP is associated with1:
– poor treatment response  

– worse functional outcome

– worse quality of life 

– increased social toxicity: disrupted development

• Long DUP significantly increases the odds of not 
achieving remission

1. Melle et al. Arch Gen Psych 2004;143-150. 2. Melle et al. Arch Gen Psych 2008;634-640.   
3. Larsen et al. Psychol Med 2011;1461-1469.
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“Critical period” for cardiovascular risk prevention

STEP = Specialized Treatment Early in Psychosis

Phutane VH et al. Schizophr Res 2011;127:257
Foley DL and Morley KI.  Arch Gen Psychiatry 2011;68:609.
Myles N et al.  J Clin Psychiatry 2012;73:468.

SMOKING 
IN FES

58.9%
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Varenicline

1Evins AE et al. JAMA 2014;311:145.
2Gibbons RD and Mann JJ.  Am J Psychiatry 2013;170:1460.
3Evins AE. Am J Psychiatry 2013;170:1385. (Editorial)

EFFICACY SAFETY
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Effective
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Effective treatment

• Comprehensive
– Medications

– Psychological treatments: 
• CBT

• Cognitive Remediation

• IMR

– “Novel”

• Stepped-up care
– Treatment intensity adjusted based on response: augmentation 

strategies
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PORT Guidelines1, 2 meta-analyses2,3:

• Specialized Psychopharmacology

• Cognitive Behavioral Therapy

• Assertive Community Treatment

• Supportive Employment

• Family Based Treatment

• Dual Diagnosis Treatment

• Weight Management

Essential Components of FEP Treatment?

1.PORT Guidelines, 2009 2.Addington et al. Psych Services 2013;452-457. 3. 
Jimenez et al. Schizophr Bull 2011;619-630.
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CBT for schizophrenia

• Evidence-based treatment for residual psychosis (NICE recommended 
since 2009!)1,2

• Assumptions
• Psychosis on a continuum with normal experience

• 5% general population reports subclinical psychosis3

• Stress-vulnerability hypothesis

• Mind and senses as fallible

• Delusions are not necessarily fixed beliefs

• CBT for negative symptoms4

• Future: D-cycloserine augmentation

1Turner DT et al. Am J Psychiatry 2014;171:523. Meta-analysis
2Burns AM et al. Psychiatr Serv 2014 (in press). Meta-analysis
3van Os J et al.  Psychol Med 2009;39:179.
4Perivoliotis D and Cather C.  J Clin Psychol 2009:65:815.
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• Antipsychotics
• Limited benefit for cognition1

• EUFEST ES 0.33 to 0.56
• Might have cost

• Cognitive remediation
• Makes use of neuroplasticity
• Targets systems, not symptoms
• Uses different approaches

• Rehearsal learning (“drills”)
• Compensatory strategies

• Computer-based learning
• Meta-analysis2

• Critique
• Needs to be combined with rehabilitation 
• Improvement in performance does not generalize
• Patient selection critical (e.g., age)

Cognitive remediation

1Davidson M et al.  Am J Psychiatry 2009:166:675.
2Wykes T et al.  Am J Psychiatry 2011;168:472.
3Keshavan MS et al. Am J Psychiatry 2014;171:510. REVIEW

ES 0.45

“Brain remediation”
Cognitive training
Cognitive rehabilitation
Cognitive remediation
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Illness management and recovery

IMR is a curriculum that consists of:

• A series of weekly sessions

• A combination of motivational, educational, and cognitive-
behavioral techniques

• Main focus on developing personalized strategies for 
managing psychiatric symptoms

• Collaborative environment with patients

• Provides information, strategies, and skills patients can use 
to further their own recovery
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IMR principles

• Patients are asked to do homework on a weekly basis

• Families are included if desired 

• Educational Handout Topics: 
– Recovery strategies

– Practical facts about mental illness

– The stress vulnerability model and treatment strategies

– Building social support

– Reducing relapses

– Using medication effectively

– Coping with stress and coping with problems and symptoms
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IMR at Freedom Trail Clinic

Target Population:
Young Clozapine/Olanzapine 
patients between the ages of 

18-30 with a diagnosis of 
schizophrenia

❖ FTC IMR Groups
❖ Curriculum Length: 12 weeks
❖ Session Length: 1 Hour
❖ Tuesdays 11:30am – 12:30pm
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• NIMH RAISE initiative:

• Comprehensive tx vs. usual 
care 

• Comprehensive tx (NAVIGATE 
model) :
– Med management, individual 

therapy, family psycho-ed,          
supp employment/ed

• Outcomes:
– Time in treatment, 

functioning, QLS, PANSS, 
depression, hospitalizations

NAVIGATE Model

1. Kane et al. AJP in Advance 2015 doi:10.1176. 
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Glucine reuptake inhibitors

• Negative symptoms

• “Area of therapeutic need”

• Glycine reuptake inhibitors

– NMDA hypofunction

– Glycine as allosteric modulator 
(agonist)

Bitopertin1

1Umbricht D et al. JAMA Psychiatry 2014;71:637.
2Goff DC.  JAMA Psychiatry 2014;71:621.  Editorial: 2 negative phase III trials.

Bad news2

Good news
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SAFE
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Morbidity and Mortality

• Schizophrenia is associated with a 20 year 
decrease in life expectancy1 and a 4 fold 
increase in mortality2

• Premature mortality is due to cardiovascular dz, 
respiratory dz, infections and cancers3

• Even in FEP, cardiac and metabolic abnormalities 
are present early on4

• Related to underlying illness, unhealthy lifestyle, 
antipsychotic meds, inadequate medical care

1. Druss et al. Med Care 2011;599-604. 2. Revier at al. J Nerv Ment Dis 2015;379-386. 3. Olfson
et al. JAMA Psychiatry 2015;1172-1181. 4. Correll et al. JAMA Psychiatry 2014;1350-1363.



www.mghcme.org

Monitoring guidelines

Pringsheim T et al. J Can Acad Child Adolesc Psychiatry 2011:20:218.
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Antipsychotics and Weight Gain

• Children (and all antipsychotic naïve pts) are particularly prone 
to weight gain

• Naturalistic study: At 12 weeks, antipsychotic naïve youth 
gained1: 

– 4.4 kg on aripiprazole

– 5.3 kg on risperidone

– 6.1 kg on quetiapine

– 8.5 kg on olanzapine

1. Correll et al. JAMA 2009;1765-1773. 
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Monitoring

• Baseline:

– BMI

– Fasting glucose, lipids, BP

– Family history of obesity, DM, CVD, HTN

• BMI: check at  4, 8, 12 weeks, every 3 months after

• Fasting glucose, lipids, BP: check at 3 months, then annually if 
normal

• Intervene for abnormalities!
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Metformin in Schizophrenia
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Baseline Week 4 Week 8 Week 12

Placebo

Metformin

• First episode patients, n=72
• Metformin 500 mg BID
• Weight loss (3.3 kg) & improved insulin sensitivity

W
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p<0.01

Wang M et al. Schizophr Res. 2012;138:54-7.
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Metformin

• N=148 patients with schizophrenia1

• Randomized to metformin 1,000 mg BID or placebo

• All patients received diet and exercise counseling

1. Jarksog et al. Am J Psychiatry, 2013;1032-1040
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Treatment principles

• Recovery orientation
– Patient-centered care
– Patient/peer involvement in disease management
– Holistic care (mens sana in corpore sano)

• Prevention orientation
– Timely care
– Staging
– Medical prevention part of psychiatric care

• High-quality medical care
– Effective care
– Safe care
– Integrated medical-psychiatric care
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Thank you!


