steven j. barnes

Psychiatric Disorders: Schizophrenia

1. Schizophrenia
2. Treatments for Schizophrenia

Today
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• Describe the history of schizophrenia.
• Provide the characteristics of schizophrenia.
• What is the distinction between the positive and negative symptoms of schizophrenia?
• List three examples of positive symptoms of schizophrenia.
• What are some of the risk factor for schizophrenia? What conditions are often comorbid with schizophrenia?
• Compare the efficacy of the various nonpharmacological and pharmacological treatments for schizophrenia.
• Compare and contrast the dopamine theory of schizophrenia, the NMDA-receptor
hypofunction theory of schizophrenia, and the serotonin theory of schizophrenia.
• Why has there been so much interest in individuals who are in a ‘psychosis high risk
state’? What can studies of these individuals potentially tell us about schizophrenia?

Lecture Learning Objectives
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Emil Kraeplin
First to make the distinction between 2 psychotic disorders: Dementia praecox
and manic depression. He believed the former was due to brain illness/damage.

History of Schizophrenia
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P.E. Bleuler
Coined the term ‘Schizophrenia’ (splitting of
minds).
The split he was trying to describe was not between two personalities; rather, it was between
the various facets of the mind: personality,
memory, emotion, perception, etc.
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Schizophrenia != Dissociative Identity Disorder

Important Distinction
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P.E. Bleuler
Coined the term ‘Schizophrenia’ (splitting of
minds).
The split he was trying to describe was not between two personalities; rather, it was between
the various facets of the mind: personality,
memory, emotion, perception, etc.
Unlike Kraeplin, he thought that schizophrenia
was not an organic disorder.
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DSM 5 Criteria
A. 2+ of the following, each present for a significant portion of time during a
1-month period (or less if successfully treated). One must be (1), (2), or (3):
1. Delusions.
2. Hallucinations.
3. Disorganized speech (e.g., frequent derailment or incoherence).
4. Grossly disorganized or catatonic behavior.
5. Negative symptoms (i.e., diminished emotional expression or avolition).
B. For a significant portion of the time since the onset of the disturbance, level of
functioning in one or more major areas, such as work, interpersonal relations, or
self-care, is markedly below the level achieved prior to the onset (or when the onset is in childhood or adolescence, there is failure to achieve expected level of interpersonal, academic, or occupational functioning).
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DSM 5 Criteria
C. Continuous signs of the disturbance persist for at least 6 months. This 6-month
period must include at least 1 month of symptoms (or less if successfully treated) that meet Criterion A (i.e., active-phase symptoms) and may include periods
of prodromal or residual symptoms. During these prodromal or residual periods,
the signs of the disturbance may be manifested by only negative symptoms or by
two or more symptoms listed in Criterion A present in an attenuated form (e.g.,
odd beliefs, unusual perceptual experiences).
E. The disturbance is not attributable to the physiological effects of a substance
(e.g., a drug of abuse, a medication) or another medical condition.
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DSM 5: Schizophrenia Spectrum

Schizophrenia
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Who Gets Sick
~0.5-1.5%
Slightly more common in men.
Onset is usually in teens to early 30s
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Who Gets Sick
~0.5-1.5%
Slightly more common in men.
Onset is usually in teens to early 30s
Negative symptoms (e.g., social withdrawal, lack of motivation, flat emotions)
tend to predominate in men.
Depressive episodes, paranoid delusions, and hallucinations tend to predominate
in women.
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Who Gets Sick
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Non-pharmacological Treatments
There are few non-pharmacological treatments that are useful during the acute
phases of schizophrenia. CBT has shown some promise for the management of
positive and negative symptoms when combined with pharmacological interventions.
However, some clinical trials (e.g., Morrison et al., 2014) have found a strong effect
of CBT in nonmedicated individuals with schizophrenia.

Treating Schizophrenia

16

Non-pharmacological Treatments
There are few non-pharmacological treatments that are useful during the acute
phases of schizophrenia. CBT has shown some promise for the management of
positive and negative symptoms when combined with pharmacological interventions.
Various insight therapies as well as counselling can be useful when the individual has been stabilized on medications: Help with any co-existent mood or anxiety
disorder, support as they deal with the difficulties of integrating themselves back
into society, etc.
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Pharmacological Treatments
The most common treatments (for positive symptoms) are pharmacological: antipsychotic drugs (aka neuroleptics).
There is usually less luck in treating the negative symptoms of schizophrenia.
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Discovery of Neuroleptics
In 1950, a surgeon noticed that the administration of chlorpromazine to his patients to counteract swelling had a calming effect. He subsequently suggested that it might have a calming
effect on difficult-to-handle patients with psychosis.
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Discovery of Neuroleptics
Subsequent research showed that, after being
administered for a period of 2-3 weeks, it alleviated the symptoms of psychosis in many patients.

Treating Schizophrenia
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Dopamine Theory of Schizophrenia
The theory that schizophrenia is caused by too much activity at receptors for the
neurotransmitter dopamine.
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Dopamine Theory of Schizophrenia
The theory that schizophrenia is caused by too much activity at receptors for the
neurotransmitter dopamine.
This theory was based on several findings:
1. The brains of individuals with Parkinson’s disease have marked dopamine depletions; and antipsychotic drugs produce symptoms that are similar to Parkinson’s disease.
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Dopamine Theory of Schizophrenia
The theory that schizophrenia is caused by too much activity at receptors for the
neurotransmitter dopamine.
This theory was based on several findings:
1. The brains of individuals with Parkinson’s disease have marked dopamine depletions; and antipsychotic drugs produce symptoms that are similar to Parkinson’s disease.
2. Drugs known to increase dopamine levels (e.g., amphetamine, cocaine) produce symptoms of schizophrenia.
3. The efficacy of an antipsychotic drug is correlated with the degree to which it
blocks activity at dopamine receptors.
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Problems with the Dopamine Theory
In the 80s and 90s, researchers began to realize that the theory had several major
problems:
1. The newer “atypical” antipsychotic drugs produce a wide variety of changes in
the brain and were just as good as traditional antipsychotics.
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Problems with the Dopamine Theory
In the 80s and 90s, researchers began to realize that the theory had several major
problems:
1. The newer “atypical” antipsychotic drugs produce a wide variety of changes in
the brain and were just as good as traditional antipsychotics.
2. It takes 2-3 weeks for antipsychotic drugs to work, yet their effects on dopamine receptor activity are immediate.
3. Most patients show no significant improvement to the first antipsychotic they
are given.
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NMDA-Receptor Hypofunction Theory
Postulates that the dysfunction of glutamate NMDA receptors on GABAergic interneurons leads to a decrease in GABAergic transmission--that decrease in inhibition leads to an imbalance of inhibition and excitation.
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28

Glutamate Hypofunction Theory
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Recall: Serotonin Theory
Four key points:
1. The psychological effects of LSD and psilocybin/psilocin are
mediated by the 5-HT2a receptor.
2. 5-HT2a receptor abnormalities are evident in the brains of
schizophrenia patients and at-risk patients.
3. 5-HT2a receptor antagonism is known to contribute to the effects of
atypical antipsychotics (e.g., clozapine, risperidone).
4. The serotonin hypothesis is about the onset phase of schizophrenia.

Serotonin Hypothesis

Psychosis High-Risk State

Schizophrenia

from Fusar-Poli et al., 2013
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from Cannon (2015)

32

Psychosis High-Risk State

from Howes et al., 2011
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