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Learning	Goals

1. Discuss	the	emerging	trends	in	the	concept	of	“psychosis”	and	its	
differential	diagnoses.

2. Outline	the	diagnostic	criteria	and	clinical	features	of	
schizophrenia.

3. Describe	evidence-based	treatment	options	for	schizophrenia,	
including	strategies	for	monitoring	and	management	of	side-
effects.

4. Summarize	resources	available	in	our	community	for	patients	
with	schizophrenia	and	other	severe	&	persistent	mental	
illnesses.



•What	is	the	relevance	of	this	topic?



Introduction:

•Schizophrenia	is	a	devastating	illness:

Ø robs	young	people	of	their	potentials;	

Ø tears	families	apart;	

Ø has	an	enormous	burden	on	society	(financial,	

legal,	social,	etc.)



Facts:�
•Among	the	top	25	leading	causes	of	disability	globally	

•~	3%	of	the	total	burden	of	human	disease	

•~	1%	point	prevalence	

•>	60%	of	patients	with	the	first	episode	of	the	illness	

have	persistence	of	symptoms	&	impairment	in	various	

domains	of	functioning.	



Facts:
• In	Canada:	
- hospital	bed	occupancy:	1	in	12	

(higher	than	any	other	single	disease)

- direct	health	&	non-health	care	costs	~	$2	billion/yr.	

- indirect	costs	(loss	of	productivity,	etc.)	~$4.8	bill/yr.



Facts:

•Peak	age	of	onset	for	first	psychotic	episode:							

- Males:	late	teens	to	early/mid-20s;			

- Females:	mid/late-20s.	

•Early	recognition	and	uninterrupted	treatment	can	

prevent	relapses…







•Community-based	treatment	&	extensive	

collaboration!



Format:	Practical	&	Interactive

•a)	Review	of	basic	knowledge
•b)	Knowledge	application	via:			

- Case-based	learning:	2	common	scenarios	
- FAQs:	5	common	questions



•What	is	psychosis?



The	concept	of	psychosis

•The	word	‘psychosis’	originated	from	two	Greek	words	
– “psyche”	(soul/mind)	&	“osis”	(abnormal	condition).
•1841:	Karl	Friedrich	Canstatt:	1st used	the	term	
‘psychosis’	as	an	abbreviation	of	“psychic	neurosis”	
(neurosis	then	referred	to	any	nervous	system	disease).

•1845:	Ernst	von	Feuchtersleben:	1st used	‘psychosis’	in	
place	of	terms	such	as	insanity	& madness.



The	contemporary	concept	of	psychosis:



The	contemporary	concept	of	psychosis

DSM-5:	Symptoms	of	psychosis	occur	in	5	domains	-
•delusions	
•hallucinations	
•disorganized	thinking	(speech)	
• grossly	disorganized	or	abnormal	motor	behavior	
(including	catatonia)	&
•negative	symptoms.



Reality	testing…

Ø Is	the	ability	to	differentiate	between	the	external	

world	&	the	internal	world…to	accurately	judge	the	

relation	between	the	self	&	the	environment.	



Definition	of	psychosis:

Ø Psychosis	refers	to	an	impairment	of	reality	testing	

&	mental	functioning	manifested	by	hallucinations,	

delusions,	thought	disorganization	and/or	abnormal	

behavior.



Symptoms	of	psychosis	explained

•Hallucinations — Perception-like	experiences	that	
occur	without	an	external	stimulus.	
•Delusions — Fixed	false	beliefs	that	are	not	amenable	
to	reasoning	&	not	in	keeping	with	patient’s	
sociocultural	&	religious	backgrounds.
•Thought	disorganization — Disruption	in	the	logical	
thought	process	which	may	manifest	as	loose	
associations,	nonsensical	speech	or	bizarre	behavior.	



•What	clinical	conditions	cause	psychosis?



Differential	Diagnosis	of	Psychosis	

•Endless	List!



Differential	Diagnosis:	3	broad	groups

•Psychoses:	

• (a)	due	to	a	mental	or	psychological	disorder

• (b)	due	to	a	another	medical	condition

• (c)		due	to	a	substance	(medication	or	drug	of	abuse)	



Examples…

Mental		or	

Psychological

Other	medical	

illnesses

Substances

Schizophrenia Infections Cocaine

Bipolar Electrolyte
imbalances

LSD

MDD, etc. Brain	tumors, etc. Amphetamines, etc.



•What	is	the	pathophysiology	of	
psychosis?



Pathophysiology:

•Neurotransmitter	Systems



Neurotransmitter	systems:	(a)	Dopamine

• *Hypothesis: Hyperactivity		in		ML	&	hypoactivity in	MS.
• 4	main	Pathways:	
-Mesolimbic
-Mesocortical
-Nigrostriatal
-Tuberoinfundibular



•



Neurotransmitter	systems:	(a)	Dopamine…

•Merits: *Amphetamine	causes	psychotic	symptoms.
*All	known	antipsychotic	drugs	block	

dopamine	(esp.	D2).

•Demerits: *Does	not	account	for	negative	symptoms.
*Patients	still	have	persistent	psychotic	

symptoms	despite	effective	D2 blockade.		



Neurotransmitter	systems:	(b)	Glutamate

•The	major	excitatory	neurotransmitter	in	the	brain.
•3	groups	of	receptors:
-NMDA:	N-methyl-D-aspartate
-AMPA:	α-amino-3-hydroxyl-5methyl-4-
isoxazolepropionic	acid
-Kainate



Neurotransmitter	systems:	(b)	Glutamate…
•Hypothesis: NMDA	receptor	hypoactivity.	
•Merits: *Inhibition	of	NMDA	receptors	with	Ketamine	
&	PCP	causes	a	cluster	of	psychotic	symptoms	(both	
positive	&	negative).	

*Many	of	the	schizophrenia-susceptible	genes	
identified	also	regulate	glutamate	transmission.

*Post-mortem	studies	show	abnormalities	in	
glutamatergic	synapses.



Contemporary	Hybrid	Hypothesis	:	Glutamate	
&	Dopamine

•Dopamine	hyperactivity	is	the	downstream	

consequence	of	glutamate	dysfunction	in	

the	prefrontal	cortex	&	hippocampus.	



• How	do	antipsychotic	medications	
work?



•



Mechanisms	of	Action

•Exact	mechanism	is	unknown	- primary	action	is	

mainly	attributed	to	D2	blockade.	

•SGAs	have	affinities	for	multiple	DA	&	5HT	

receptors,	e.g.	D2,	D3,	D4,	5-HT1A,	5-HT2A,	5-HT2C,	

5-HT7 etc.	PLUS	actions	at	DA,	5HT	&	Nor-E	

reuptake	transporters.	



Some	commonly	used	antipsychotics

v FGAs

•Haloperidol
•Chlopromazine
•Perphenazine
•Zuclopenthixol
•Fluphenazine

v SGAs

•Risperidone
•Olanzapine
•Quetiapine
•Aripriprazole
•Clozapine



Variation	in	receptor	profiles	(slide	courtesy:	Dr.	A.	Labelle	– Univ.	of	Ottawa)Activity at different receptors and 
spectrum of efficacy 

Bymaster FP et al. Neuropsychopharmacology 1996;14(2):87-96.     Schotte A et al. Psychopharmacology (Berl) 1996;124(1-2):57-73. 
Lawler C et al. Neuropsychopharmacology 1999;20(6):612-27.    Corbett R et al. CNS Drug Reviews 1997;3(2):120-47. 
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Mechanisms	of	Action

•SGAs	are	distinguished	by:
Ø(a)	greater	affinity	for	antagonism	of	the	
5HT2A vs.	D2	receptor;

Ø(b)	fast	dissociation	from	the	D2	
receptor	(rapid	dissociation	theory).



Mechanisms	of	Action

•The	clinical	significance	of	actions	at	many	of	these	

receptors	is	presently	unknown	but	may	

contribute	to	the	clinical	effects	of	these	agents.

•There	is	significant	variation	in	the	receptor	

profiles	of	the	SGAs	.



•How	do	we	diagnose	schizophrenia?





DSM	5	Criteria:	Summary
• Symptoms:	2	or	more	of	the	5	psychotic	symptoms

• Duration:	at	least	for	6months	(with	>	1mth	of	acute	phase	
symptoms,	i.e.	delusions,	hallucinations	&	disorganized	

speech/incoherence/derailment)

• Functional	impairment

• Note: One	of	the	obstacles	to	early	recognition	and	
treatment	is	lack	of	insight.



Format:	Practical	&	Interactive

•a)	Review	of	basic	knowledge	�
•b)	Knowledge	application	via:			

- Case-based	learning:	2	common	scenarios	
- FAQs:	5	common	questions





Case	1:



Case	2:





HOT	TOPICS…

• The	following	seven	slides	are	courtesy:		

Dr. J. Richard, MD; MSc; FRCPC.

§ Psychiatrist, Prevention & Early Intervention in Psychosis (PEPP)

Program, London Health Sciences Centre;

§ Asst. Professor of Psychiatry,

University of Western Ontario, London.

















Notes…
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Additional comments, questions, etc.

Contact:
Dr.	Richardson	.O.	Tachere
Email:	rtachere@cmhaww.ca



The End


