W Things marked with - are highly important

Nature of Poychosts e3 Schizophrenia
Marked thinking and perceptual disturbance
1. delusions
2. hallucinations
3. grossly disorganized thinking in a clear sensorium

Dopaminergic systems in the brain

— Mesolimbic-mesocortical pathway] { related to behavior and psychosis

Nigrostriatal pathway ||

antagonism of dopamine cause
parkinsonism

coordination of voluntary movement }

—{ medullary-periventricular pathwa)]{ eating behavior

inhibits prolactin
secretion from the anterior pituitary }

Tuberoinfundibular system|}|—

antagonism of dopamine cause T
hyperprolactinemia ] {

may regulate the anticipatory

L{ incertohypothalamic pathway 109 L
motivational phase of copulatory behavior

Mechantsm of Action

1. Serotonin Hypothesis
block 5-HT2A L3 modulate the release of dopamine and other neurotransmitters
Stimulation of 5-HT2C [J inhibition of cortical and limbic dopamine release

2. Dopamine Hypothesis
block postsynaptic D2 receptors in in the mesolimbic and mesocortical systems

3. Glutamate Hypothesis

Agonists of NMDA receptor
-Antagonists of NMDA receptor [ phencyclidine and ketamine ] exacerbate psychosis in
patients with schizophrenia

Pharmacokinetics

- Most antipsychotics are readily but incompletely absorbed

-They tend to have large volumes of distribution

-Most are highly lipid soluble, and highly protein-bound (92-99%)

-They have a much longer duration of action than that anticipated from their half-lives
-Full relapse may not occur until 6 weeks or more after discontinuation of many
antipsychotics

-Cytochrome P450 enzymes (CYP2D6, CYP1A2, and CYP3A4) are the major isoforms
involved




Firs-Generation

More affinity to dopamine
receptors
- more extrapyramidal &

~ Chloropromazine

the major active metabolite is Mesoridazine
r~ thioridazine {

prolongs QT intervals with

f -
Side effects increased risk of dangerous arrhythmias

orthostatic

= perphenazine —
s ) hypotension and tachycardia

f~ Pimozide

[~ Thiothixene

hypotensive effects

Classification of the
drugs

investigational

Glutamatergic

Second-Generation

More affinity to
serotonin receptors

Therapeutic uses of Antipaychotic Agents

A. Psychiatric indications:
1. Schizophrenia.
2. Bipolar affective disorder

B. Nonpsychiatric indications:

- Haloperidol

relapse after
discontinuation is usually rapid and severe

Patients receiving clozapine must have
weekly
= blood counts for the first 6 months of
therapy,
and every 3 weeks thereafter

should never be discontinued
abruptly unless clinically needed

___ adverse effects such as myocarditis or

lozapine
(" Clozap! agranulocytosis

Seizures: rare, but may occur in 2-5% of
patients treated with clozapine

I~ olanzapine
no or
[~ aripiprazole
minimal increases of prolactin
[~ quetiapine
~ sulpride

1. Antiemetics — prochlorperazine and benzquinamide
2. Relief of pruritus — H1-blockers . promethazine

Pharmacological effects

1. Psychological effects

unpleasant subjective effects in nonpsychotic individuals

Psychotic individuals show improvement in performance

lower seizure threshold

First generation drugs

elevations of prolactin

Second generation drug

cause no or minimal increases of
prolactin

metabolic syndrome

Weight gain




Side effects

1. Tardive dyskinesia [ the most important adverse effect ]

2. Behavioral effects

- Toxic confusional state may occur with very high doses of drugs with antimuscarinic actions
- Pseudodepression - might be due to drug-induced akinesia
3. Metabolic and endocrine effects

- Weight gain - common with clozapine and olanzapine

- Hyperglycemia

-Hyperlipidemia

- Hyperprolactinemia

4. Extrapyramidal reactions [ more with first generation drugs |
-Parkinson’s syndrome

- Akathisia

-Acute dystonic reactions

Treatment of :

Parkinson’s syndrome - antimuscarinic drugs or with amantadine

@Levodopa should never be used in these patients

Akathisia and dystonic reactions -
antimuscarinic drugs or with amantadine, but it is preferable to use a sedative antihistamine with
anticholinergic action (diphenhydramine)

Tardive dyskinesia -

1. stop the drug or reduce the dose

2. eliminate all drugs with central anticholinergic actions

3 Patients treated with old antipsychotics should be switched to quetiapine or clozapine.
4. f these steps fail, add diazepam
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