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ANTIPSYCHOTICS

HISTORICAL BACKGROUND

· Spinning chair introduced by Erasmus Darwin ( 1731-1802)

· Continuous warm bath, often given in combination with cold bath. Connolly 91794-1866) and Kraepelin (1856-1926)

· Sakel introduced INSULIN COMA treatment for Psychosis (1938)

· Chlorpromazine – synthesised as a variant of an antihistamine. Delay and Deniker reported its effect on psychosis

· Paul Jensen, clinician and chemist, led to introduction of haloperidol (1958)

ANTIPSYCHOTICS
INDICATIONS

· Schizophrenia (Treatment and Prophylaxis)

· Mania

· Acute Brain Syndromes

· Psychotic Depression

· Agitation, Severe Anxiety

· Others- Tourette’ Syndrome


Hiccough

DOPAMINE HYPOTHESIS


ORIGINAL HYPOTHESIS 



More Dopamine Release in Brain = More Psychosis



Different pathways



Meso-limbic


REVISED DOPAMINE HYPOTHESIS


 
Hyperactive meso-limbic (sub-cortical) dopamine tracts – Positive symptoms

Under active meso-cortical (cortical) dopamine pathways - negative and cognitive symptoms. (1980)

ABSORPTION AND METABOLISM

· Rapid absorption orally

· Many may be given parenterally

· May be given as a depot

· Relatively safe 

· Metabolised in Liver

TWO MAJOR TYPES

· Typical (Conventional) Antipsychotics

· Atypical Antipsychotics
PHARMACOLOGICAL ACTIONS

Receptor Antagonism

· Dopamine (D2)

· Serotonin (5HT2) / Atypical Antipsychotic Role

· Muscarinic

· Adrenergic ( alpha 1)

· Histamine

DOPAMINE RECEPTORS

Location of receptors explains effects of antipsychotic

· Limbic System and Cortex- Calming and antipsychotic effect

· Basal Ganglia- Pseudoparkinsonian effects

· Pituitary- Hyperprolactinaemia

· Brain stem Chemoreceptor Trigger Zone- Anti emetic effect

5HT2 RECEPTORS
· Important in reducing the negative symptoms for schizophrenia by possibly increasing the Dopamine levels in Mesocortical Pathway

· Increase in Appetite

SIDE EFFECTS
Dopamine Blockade

· Pseudoparkinsonism

· Akathasia

· Acute dystonic reactions

· Tardive Dyskinesia

· Increased Prolactin

· Neuroleptic Malignant Syndrome ( Rare / Life Threatening)

Anti-Adrenergic 

· Postural Hypotension

· Failure of Ejaculation

· Sedation

Anti-Histamine

· Sedation

Anti-Cholinergic

· Dry Mouth

· Urinary Retention


· Constipation

· Blurred Vision

· ( Antagonises Parkinsonian Effects)

OTHER SIDE EFFECTS

· Impaired Temperature Regulation

· Increased Weight

· Epilepsy

· Pigmentation – Skin ( Photosensitivity- Chlorpromazine)

· Jaundice

· Blood Dyscrasias

· Heart Conduction Defect (Prolonged QT interval)

EXAMPLES

· Chlopromazine (Typical)

· Haloperidol (Typical)

· Risperidone (Atypical)

· Olanzapine (Atypical)

· Quetiapine (Atypical)

· Clozapine (Atypical)

· Aripiprazole (Atypical)

DEPOT ANTIPSYCHOTICS

· Fluphenazine Decanoate (Modecate)

· Flupenthixol Decaonate  (Depixol)

· Risperdal Consta (Atypical)

GUIDELINES

· First Episode – Use atypical antipsychotic
· For patients already on conventional antipsychotics – consider atypical if side effects severe
· Treatment Resistant Schizophrenia – If patients fail to respond to trials of at least two antipsychotics one of which should be atypical, clozapine should be considered
· Typical and Atypical - avoid concurrent use, except for short duration of changeover

MOOD STABILISERS
LITHIUM

· Alkali Metal- Given as Carbonate (Rarely Citrate)

PHARMACOLOGY

· Many possible actions underlying effects – Favourite candidates are 5HT2, 2nd Messenger System

· Low therapeutic index

INDICATIONS

· Depression

· Mania (Prophylaxis of Bipolar Affective Disorder)

· Mood Swings

· Aggression

PLASMA LEVELS

· For Prophylaxis 0.4 to 0.8 mmol/L 12 hrs after last dose

· For Treatment Acute Mania 1 to 1.2 mmol/L

· Above 0.8 mmol/L , S/E more troublesome

· Above 1.5 mmol/L Toxic effects

· Above 4 mmol/L- Death

ASORPTION AND EXCRETION

· Rapid absorption

· Excreted by kidneys which can be impaired

· If the serum sodium concentration declines eg Thiazide diuretic or Addison's disease

· Glomerular filtration rate reduced as a result of dehydration, cardiac failure or kidney disease

LITHIUM SIDE EFFECTS AND TOXICITY

· Nausea, loose bowels, thirst (Polydipsia), polyuria, tremor (dose related so increase may indicate toxicity)

· Wt gain (upto 10 kg), mild memory impairment, oedema, goitre

· Hypothyroidism 10-15% of women over 40 years

· Nephrogenic Diabetes Insipidus because Li inhibits adenyl cyclase thus reducing the renal tubule insensitive to Vasopressin- Reversible

· Leukocytosis

· Can aggravate established Parkinson’s Disease

TOXICITY - Associated with Plasma Li level of 1.5 to 2.0

· Anorexia

· Vomiting, diarrhoea, all cause Na loss and worsen problem

· Coarse Tremor

· Ataxia

· Dysarthria

· Sleepiness

TOXICITY

· >2mmol/L – Consciosness is impaired and get neurological manifestations e.g. Fasiculation Nystagmus, Hyperreflexia , Convulsions

· >4mmol/L – Coma and Death

TREATMENT- Stop Li, dialysis if very high levels and renal function impaired

LITHIUM - CONTRAINDICATIONS

RELATIVE

· Renal and Cardiac insufficiency

· Hypothyroidism

· Addison’s Disease

ABSOLUTE

·  Pregnancy

LITHIUM - CAUTIONS AND MONITORING

· Before initiating, U & Es, TFTs and ECG

· Monitoring- Symptoms, Li levels (3/12 if stable), U & Es and TFT (6/12)

OTHER MOOD STABILISERS

SODIUM VALPORATE

· Acute mania

· Rapid cycling disorder

· Mixed affective states
· Increasingly used in prophylaxis of biplor affective disorder

CARBMAZAPINE

· Acute mania

LAMOTRIGINE

· Antidepressant effect in unipolar and bipolar depression

