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I. Symptoms

A. Positive symptoms respond better

B. Some atypical antipsychotics treat negative symptoms better

II. Etiology

A. Can induce with drugs

B. Imbalance of neurotransmitters

III. Biological theories:  high correlation between affinity for D2 receptors and their efficacy

IV. Dopamine receptors

A. No selective blockers for different D subtypes

B. D2/3/4 are inhibitory presynaptic receptors and decrease camp which decreases PKA which decreases phosphorylation of enzymes such as Tyr hydroxylase to decrease dopamine synthesis, so if use a blocker of D2/3/4 you may actually increase DA synthesis because of disinhibition

V. Pathways:  want to treat one pathway, but nonselectively block all pathways so get side effects such as EPS

VI. Decanoate salts:  if agitated may not want to take medication, have created salt which can give by injection in arm and it lasts 4 weeks

VII. Haloperidol has effective at low dose cause lots of EPS but little adverse effects such as orthostatic hypotension and sedation;  chlorpromazine has higher effective dose with less EPS but more adverse effects

VIII. Adverse reactions:  drug holiday:  giving drug continuously, then remove it for a holiday a period without the drug, or at lower dose, allow the body to compensate and decompensate

IX. Adverse reactions due to interactions with non-DA receptors

A. Want to block mesocortical and mesolimbic

B. Don’t want to block the nigrostriatal, alpha 1 rec, H1, mAChR

X. Atypical antipsychotics

A. Biogenic amine hypothesis:  includes 5-HT

B. Not only is DA implicated, but also 5-HT, in production of psychosis

XI. Special toxicities of atypical antipsychotics

A. Clozapine has agranulocytosis and need weekly blood tests, which is very inconvenient, thus not as popular as newer atypical antipsychotics

XII. Will ask about

A. Clozapine:  agranulocytosis

B. Thioridizine:  OD will cause vent tachyarrythymias

