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Recommended flags in TC: 97, 116-124, 104, 110-110

	TREATMENT CONSIDERATIONS/ THERAPEUTIC TIPS

Substance use especially Cannabis is common in 1st episode psychoses; cannabis can trigger schizophrenia spectrum disorder

1st episode psychosis: 70-90% relapses within 5 year. Pps who discontinue meds: 5 times risk of relapse



	PREFERRED DRUG CLASS/ DRUG (where appropriate) with INTERACTIONS, DOSING SUGGESTIONS etc.

Antipsychotics: most effective treatment of schizophrenia and related psychotic disorders

1st generation or “typical” antipsychotics (FGA)

Phenothiazines: fluphenazine

Butyrophenones: haloperidol

2nd generation or “atypical” antipsychotics (SGA)


Aripiprazole

Clozapine: best for treatment-resistant schizophrenia in reducing hostility, aggression suicide, mortality

Olanzapine 

Paliperidone-minimal risk of drug-drug interactions vs. other oral antipsychotics

Quetiapine, risperidone, ziprasidone

Acute Phase

1st episode psychosis pp:  are more responsive to lower doses of antipsychotics, have greater recovery, are more prone to SE.

Crossover medication strategies from 2wks-3 months are preferred vs. switching from one antipsychotic drug to another

Haloperidol (im): most effective combined with lorazapam

Olanzapine (im): as effective as haloperidol with less extra pyramidal symptoms (EPS)

· Don’t combine with benzodiazepines-causes cardiac/resp problems, death

Olanzapine or risperidone (rapid dissolving oral formulation): as effective as haloperidol

Zuclopenthixol acetate (injection):  helps reduce # of injection required in severe, acute agitation/ aggression

 Begin with LOW DOSE of SGA and titrate gradually over 1-2 wks p to therapeutic range

· Exception: ziprasidone, quetiatpine are quickly titrated to avoid adverse rxns; rapid titration and high doses do not accelerate antipsychotic  response

Stabilization

Avoid changing antipsychotic medication unless SE are intolerable

Use long acting intramuscular psychotics (risperidone, palperidone) for pp with poor adherence/ co-morbid substance abuse

Maintenance therapy:  essential to prevent relapse
1st episode:  1-2 years therapy.   (2-5 years for severe cases)

2 or more episodes:  5 years therapy

Discontinuation: decrease dose by less than 20%, every 2-4 weeks, over 6-12 months (1st episode) 6-24 mths (2+episodes)

Treatment of Co-Morbid Conditions

Depression: common in prodromal phase and 1st episode pps; antidepressants useful in stabilization phase

Substance abuse: higher rates in schizophrenia/ psychotic disorders  

Smoking induces metabolism of antipsychotics, requiring higher doses (i.e. clozapine, olanzapine) leading to increases SE

Nicotine Replacement: CAUTION-buproprion can exacerbate psychosis, only use varenicline if other efforts fail

Choices during Pregnancy and Breast Feeding

Antipsychotics and pregnancy: avoid during 1st trimester; after give lowest dose to prevent relapse
Antipsychotics and postpartum:  restart immediately after delivery to prevent relapse

Antipsychotics and breast feeding: no consensus on this; drowsiness and lethargy reported

· Less than 3% of FGA; less than  5% of quetiapine  are excreted in breast milk  


	RED FLAGS/ COMMON INTERACTIONS ASSOCIATED WITH THIS DISEASE/ DRUGS FOR THIS DISEASE

Side Effects of Antipsychotics: common: sedation/ tiredness, weight gain, difficulty thinking/concentrating, restlessness
Neuroleptic malignant syndrome: rare, medical emergency- dehydration is a risk factor

Sedation and cognitive SE: 

Occurs frequently in low potency FGA: clozapine, quetiapine, olanzapine

Risperidone, ziprasidone, ariprazole: cause sedation or insomnia

Palperidone: causes insomnia

Give majority of total dose in morning to reduce insomnia SE

Anticholinergics (for EPS symptoms) and antiepileptic dugs (for stabilizing mood) can worsen cognitive defects, sedation

Extra pyramidal side effects (EPS :)

SGA have reduced risk of EPS (acute dystonia, parkinsonism, akathisia) and tardive dyskinesia (TD) vs. FGA. HOWEVER can have EPS/Akathisia due to higher doses of risperidone, paliperidone, ziprasidone



Akathisia: can result due to higher doses of an offending antipsychotic i.e. olanzapine, aripiprazole

Weight gain SE: common cause of drug non-adherence in pps; serious SE of antipsychotics in schizophrenic /bipolar pps

SGA higher risk vs. FGA:  i.e. clozapine, olanzapine, followed by quetiapine, risperidone, paliperidone, aripiprazole

Weight neutral: ziprasidone

Diabetes SE: SGA higher risk vs. FGA:  i.e. clozapine, olanzapine
Dyslipidemia SE:  clozapine, olanzapine

Increased triglycerides: quetiapine (switching to ziprasidone demonstrates improvement in triglycerides)

Cardiovascular SE

Common: orthostatic hypotension-higher risk in low potency FGA 

Ziprazidone: contraindicated in pps with prolonged QT interval or other drugs that cause this

Clozapine: higher risk of myocarditis, pericarditis/ effusion, cardiomyopathy, ht failure mitral valve insufficiency

Endocrine and sexual SE

Hyperprolactinemia: higher risk in FGA esp. haloperidol, risperidone, paliperidone, olanzapine, ziprasidone.

No prolactin effect: aripiprazole, clozapine, quetiapine
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