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Phenomenology of Schizophrenia

All psychotic disorders are referenced to schizophrenia

Diagnostic and Statistical Manual of Mental Disorders DSM-V (2013)
A. Characteristic Symptoms (> 2) >1 month

- delusions

- hallucinations

- disorganized speech

- disorganized behavior

- negative symptoms

B. Social/Occupational Dysfunction during A

C. Duration: prodrome/acute/residual symptoms >6 months
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Scope of Problem

Health Costs
- 65 Billion USD (2002 estimate) (Aggarwal et al, J Clin Psych 2005)

- 3% of all health expenditures (Knapp et al, Schiz Bull 2004)

- 22% of all mental health costs (Theida et al, Psych Serv 2003)

20-30 % live independently

<20% work 20 hours per week or more

Life expectancy: 20% lower than average
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Lifetime Prevalence
ranges between 0.5% (rural regions) - 2.5% (urban settings)

across US ~4 Mill
Phila area ~50 000

similar to epilepsy, more than DAT and Parkinsonism

similar rates across different cultures
WHO study incl. US, South America, Japan, India, Africa and Europe
2 yr outcome better in developing countries
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Course

Course/Outcome with Treatment

* complete, prolonged recovery of psychosis with minimal/ no negative sxs
* partial recovery of psychosis or recurrent psychotic episodes

* no significant recovery of psychosis

Prognosticators for better outcome

 Jater and abrupt onset

* level of premorbid functioning

* brief duration of untreated psychosis

e prominent affective symptoms or disorganized behavior
* paucity of negative symptoms
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Phases of lliness
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symptoms Episode relapse

Adapted from Knowles, 2004
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Emotional Experience

Cognitive Problems

Psychosis

Depression

Drugs and Alcohol
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Social adversity

— Developmental \

risk factors

— Genes

“

Cognitive, motor, and social impairment

Childhood Adolescence Early adulthood

Figure 1: The trajectory to schizophrenia showing the evolution of symptoms and the main risk factors
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Neurobiology and Genetics:

- pervasive disorder affecting most brain regions without gross alteration in

brain structure

Limbic areas of the brain
- cingulate gyrus
- amygdala
- hippocampus
- prefrontal areas
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Risks General population
* (Genetic B 125% First cousins
* Pregnancy/birth e Uncles / Aunts
e Early childhood Nephews / Nieces
* Early adolescence B 25% Grandchildren
2nd degree
relatives Half siblings
* Parents
B 50% Siblings
1st degree
Heterogenous causes relatives Children
producing common phenotype Fraternal twins

B 100% Identical twins

Il 1 l
(0 10 20 30 40

Genes shared Relationship to Risk of developing schizophrenia
person with
schizophrenia

(Source: Gottesman, 19917)
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FIGURE 3.
NMDA receptor hypofunction hypothesis and positive symptoms of schizophrenia?

A. NMDA Receptor Regulation of Mesolimbic B. NMDA Receptor Hypofunction in
Dopamine Pathway: Tonic Inhibition Cortico Brainstream Projections: Hyperactivity
of Mesolimbic Dopamine Pathway

Mesolimbic Normal {

dopamine pathway Nucleus accumbens

\~._Prefrontal cortex

{

DA
neuron |
\ e

<6LU
neuron.”

Positive symptoms

Overactivation
Normal
Baseline
Hypoactivation

Stahl SM. Essential Psychopharmacology. 3rd ed. New York, NY: Cambridge University Press. In press. Reproduced with permission. Copyright Neuroscience
Education Institute.

NMDA=N-methyl-p-aspartate; DA=dopamine; GLU=glutamate; GABA=y-aminobuytric acid; VTA=ventral tegmental area.
Stahl SM. CNS Spectr. Vol 12, No 4. 2007.
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Antipsychotic Treatment
Other Medications (antidepressants, mood stabilizers)
Psychotherapy

Comprehensive Interventions
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Positive Symptoms: Hallucinations, delusions, disordered thinking and
behavior

Mood Symptoms: Depression, anxiety, mania
Negative Symptoms: Lack of motivation, initiative, emotional expression
Cognitive dysfunction

- temporal lobe functions (memory, language)
- frontal lobe functions (attention, mental flexibility)
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First-episode Treatment
- Highest chance of response/recovery
- Lack of effects of chronic illness

- Challenge of 1llness acceptance

Duration of untreated psychosis leads to increased

- Negative symptoms A

- Cognitive dysfunction =2  associated with functional impairment
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About 12 First-episode studies 1n the last 40 years

- 60-85% response rates based on positive symptoms

- Time to remission: mean=35 weeks, median 11 weeks

- No superiority of SGA

- Relapse rates 60-80%

- 80% associated with medication nonadherence (Robinson 1999)
- Duration untreated psychosis: worse outcome (Perkins 2005)

- Duration of persisting psychosis
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First-Generation Antipsychotics: e.g., haloperidol, perphenazine, chlorpromazine

Second-Generation Antipsychotics: e.g., clozapine, olanzapine risperidone,
quetiapine, ziprasidone, ariprazole

Effect: reduce positive symptoms within several days to months
Difference between First- and Second-Generation Antipsychotics

- effect on pathways

- improvement 1n depression, anxiety

- improvement in negative symptoms

- side effects s. a. acute dystonia, neuroleptic malignant syndrome

(NMS), Parkinsonian symptoms, tardive dyskinesia
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aripiprazole 0.33(-0.15,0.81)
(Abilify) 0.46 (022, 0.70)
0.44 (020, 0.68)
049 (027,0.71)
0.16 (-0.16, 0.49)
Subtotal 041(029,054) 19.64

iloperidone 3101 0.28 (0.08,048) 554
(Fanapt) 3000 0.26 (0.00, 0.52) 436
3004 0.38(0.15,061) 498

3005 023 (0.04,042) 588

Subtotal 0.28(0.18, 0.39) 20.75

olanzapine HGAD 063 (0.32,0.94) 350
(Zyprexa) HGAP 0.50 (0.10, 0.90) 243
Subtotal 058 (0.34, 0.83) 5.93

pa]iperidone 303 ! 0.69 (049, 0.90) 546
(Invega) 304 042 (0.18,0.65) 484

305 0.69 (0.48,0.90) 535

Subtotal 0.61(0.44,0.78) 15.65

quetiapine 0001/0008 0.36(0.11,061) 453
(Seroquel) 0006 0.35(-0.03,0.74) 261
0013 0.56 (0.25,0.88) 349

Subtotal 0.42(025,060) 1063

risperidone RIS-USA-121 058 (0.33,0.83)
Subtotal 0.58 (0.33, 0.83)

Al
(Consta)

risperidone 201 0.66 (026, 1.05)
(oral) 204-Canada sites 0.84 (0.35, 1.34)
(Risperdal) 204-USsites 073 (0.44,1.02)
Subtotal 0.73(0.52, 0.94)

ziprasidone 0.03 (.
(Geodon) 029 (-0 [
0.40 (0.16, 0.65) 455
°
Subtotal <> 0.30(0.15, 0.4 14.90

Published

0.44 (0.37, 0.51) 100.00
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Treatment: dependent on patient’s insight into symptom

management of psychotic symptoms but not others
relapse prevention: at least 1-2 years after first episode

Antipsychotic Medications: affect dopaminergic transmission in pathways
projecting from the brainstem to the frontal and temporal brain areas

3 major pathways from brainstem to - basal ganglia
- temporal lobes

- frontal lobes
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Antipsychotics

How to decide on which antipsychotic medication?

Effectiveness/Acuity of Illness: psychosis as primary target

Associated clinical symptoms, 1.€., depression/anxiety, insomnia,
restlessness/agitation.

Side effects: EPS, weight gain
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Texas Treatment Algorithm
Medscape®

www.medscape.com

No History of Typical
Antipsychotic Failure

Olanzapine
or } Use in

(Any stage[s] can be skipped

Acute Exacerbation
First presentation or not
any onresponder to olanzapine
rder NoNfespon nzapine,
ol quetiapine, or risperidone

Quetiapine

or
Risperidone

Nonresponse
to one

Use Noncompliance
Another

or
Fluphenazine
Decanoate

Nonresponse
to two

Nonresponder to one
Nonresponse

Use the Use the

Stage 3 Third Third

Nonresponse Nonresponse

Nonresponder to two
fo three

Stage 4 Typical
Antipsychotic

Nonresponse

Clozapine

Partial
response

Clozapine + Augmenting Agent
(typical or atypical antipsychotic,
mood stabilizer, ECT, antidepressant)

Stage 5a

Nonresponse

Atypical + Typical
Combination of Atypicals,
Typical or Atypical + ECT

depending on the clinical picture)

Antipsychotics

History of Typical
Antipsychotic Failure
Olanzapine
or
Quetiapine

or
Risperidone
Nonresponse
to one

Haloperidol Decanoate Noncompliance Use

Another

Nonresponse
o two

Use the
Third

Nonresponse
to three

Nornresponse
or

clozapine

refusal

Source: Am J Health-Syst Pharm © 2003 American Society of Health-System Pharmacists
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Person

I cannot believe what anyone is saying or trust anyone.
The voices are too much!

I am scared, my feelings are gone.

I cannot think, I cannot sleep.

... why has my world changed?

Provider
Take this medicine...
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But which one??

- CBT

- Behavior Therapy

- Supportive

- Family

- Motivational

- Dynamic

- Group

- Gestalt or Existential or Primal Scream???

Psychotherapy
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Actions

Situation

ﬂ

_, Thoughts -

Psychotherapy

N\

Feelings
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Applied to persons with
 acute and chronic schizophrenia
* targeting negative, depressive and positive symptoms

Cochrane Review (2013)

* Likely most effective on symptoms of depression

* No superiority regarding relapses, hospitalization rates, symptom
changes compared to other psychotherapies, group therapy

* Superiority to med trials re drop-out rates
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Most effective

* Symptom oriented

* Normalizing experience

* Supportive/ motivational

* Setting clear goals

Involving family as care provider
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b. Supportive Psychotherapy
focus on coping with symptoms
social and occupational functioning

c. Cognitive Psychotherapy (recent application to schizophrenia)
identification of symptoms
cognitive redirection

d. Cognitive Remediation: to improve difficulties with memory& attention

¢. Family Education: supportive limit setting
referral to National Alliance for Mentally 111 (NAMI)

f. Combination Treatments: RAISE, PIER, schizophrenia PORT
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Initiatives over past 20 years in
Australia, Scandinavia, UK, Germany

Recent US projects (RAISE, NAPLS, PIER/RWJ Foundation)
No single, specific intervention

Multidisciplinary

Community Mental Health Services Block Grant
2014-2015 SAMHSA 5% set aside funds
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Allowed us to offer comprehensive multicomponent treatment effort
Clinical assessment
Diagnostic
Development/functional
Family assessment
Personalized treatment plan
Recovery oriented CBT with family involvement
Medication management
Family support and information group

Cognitive remediation



