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10 Things I've Learned About Schizophrenia

Learning Objectives

D, antagonism is necessary (mostly), but not
sufficient, for the treatment of the illness’
psychosis domain
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Classification of Antipsychotics D, Occupancy, Clinical Response & EPS
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Brain Kinetics of Clozapine on D2 Receptors

Clozapine: Concomitant 5-Hill,/D; Antagoenism
Time course ofiD, accupancy.in a patienttaking 350 mag/hs.

Occupancy
(%) SHIZ | cAmH-Clarke
4 D2
5-HT2
* D2 Karolinska

D, Occupancy

0;
0 100 200 300 400 500 600 700 800 9001000
Dose

12
Time (hours)




2017/02/10

“Extended” Antipsychotic Dosing in the

of
A Double-Blind, Placebo-Controlled Trial

MD, PhD, FRCPC; Phili MD, PhD, FRCS; Alan Feingold, PhD;
Steve Mann, BA, MSc; Chekkera Shammi, MBBS, DPM, MRCPsych, FRCPC:
and Shitij Kapur, MBBS, PhD, FRCPC

Schizophrenia is not a disorder of too much
dopamine.

Antipsychotic Dosing:

Extended, and Transient

Philip Seeman ', Gary Remington

Prodrome: Most Common Features Prodromal Symptoms
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Revisiting|the Role of Dopamine

First episode psychosis represents the end of
the illness

Schizophrenia is both neurodevelopmental
and neuropgrogressive
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Neurodevelopmental vs. Neuroprogressive

Early Influences

Antipsychotic Re-challenge
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Heterogeneity: Outcome

BIOL PSYCHIATRY 2010688692 89

Antipsychotics act sooner than later

Weekly BPRS/PANSS Improvement

Antipsychotic Depolarization Block

rovementiperweek:
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Schizophrenia is characterized by subtypes
mediated by different mechanisms

Percentage of Responders,
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Treatment Response to Subtype Schizophrenia . .
Three Subtypes of Schizophrenia

Schizophrenia Bulletin Advance Access published September 17, 2013
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Using Treatment Response to Subtype Schizophrenia: Proposal for a New Paradigm
in Classification
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Subtyping Schizophrenia
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P = Chiorpromazine; BPRS = Brief Psychiatric Rating Scale: CGl = Clinkal Global Impression Scale:
GAF = Global Assessment of Functioning Scale.

Treatment-Resistant Schizophrenia (TRS) or

Antipsychotic Responsive, Clozapine Responsive, Clozapine
Resistant

Clozapine-Eligible Schizophrenia
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Ultraresistant Schizophrenia (URS) or
Clozapine-Resistant Schizophrenia

in schizophrenia

Proposed criteria for clozapine
resistance

No significant improvement

Current illness severity

Duration of iliness with no good
functioning, years

8
<20% decrease on BPRS

BPRS 245,CGI-S24,and 2 4 on at
least 2 out of 4 positive items on the
BPRS

5

Plasma levels® 350 ng/mL for once
a day dosing; 2 250 ng/mL for equal
divided dosing, or oral dose 2 400 mg
aday*

8, at adequate dose*”

CGI-SCH positive change > 2

(2 = much improved)

CGI-SCH positive > 4

(4 = moderately ill)

BPRS = Brief Psychiatric Rating Scale; CGI-S = Cinw Global Impression-Severity;
pression-Schizophreni

CGI-SCH = Clinical Global Imy

* Plasma levels should be taken after 5 days of unchanged clozapine dosing and 12 hours from last clozapine dose.
© A daily clozapine dose of 400 mg has been shown to achieve a threshold of 350 ng/mL in various trials, and lies
‘within the dose range advocated for by a field of experts for acute and maintenance treatment *-*
=Amwmucmmmmamd.mmm indicating no increased benefits with
continuing people on a particular dose longer to establish ben

There are no effective treatments for
cognitive and negative symptoms

Tolerance

Cognition in Schizophrenia

Effect size (Conen's o}
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Negative Symptoms: Treatment

Negative Symptoms

X
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Clinical and functional recovery are not
parallel events

apa sa1z; o anar kst EoomAL

ANTI-SCHIZOPHRENIA DRUGS:
THE NEXT GENERATION

Symptomatic vs Functional Outcome

Figure 3. Cumulative Recovery Rates in First-Episode
Schizophrenia®
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No patients met the criteria for social functioning; therefore. no
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Clozapine and Functional Outcome

12014) 24, 16

Relationship between clinical improvement
and functional gains with clozapine
in schizophrenia

@ oms

Jimmy Lee™™ ", Hiroyoshi Takeuchi~’, Gagan Fervaha", ”lﬂl\

Amaal Bhaloo®, Valerie Powell’, Gary Remington” "’

Amongst well established side effects....
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Negative Symptoms and Functional Recovery

All antipsychotics are at risk of TD, regardless of drug choice of dose

Annual TD Risk
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Conventional antipsychotics also carry substantial metabolic risk

Glucose dysregulation is multi-factorial and, in part, independent of weight
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Glucose Atypical antipsychoics and disbetic ketoacidesis: a review
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And the good news....
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