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Therapy of Schizophrenia 
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Treatment resistance Schizophrenia :  
Failing >= 2 drugs  
 

Re-examine the Dx, exclude substance, nonadherence and 1.
psychosocial stressors  
CLOZAPINE effective — but improvement slow 2.
Those w/ severe suicidality/ aggressive behavior/ can’t 3.
tolerate neurologic adverse effects = CLOZAPINE   
If used — must monitor w/ ANC !! (Neutropenia) — infx 4.
To start Clozapine ANC must be at least 1500 — any drop  5.
<500 = stop the drug  
 initial dose is 12.5 mg/daily until reaching target dose of 6.
300-400 mg/daily by the end of week 2 — but never 
>600mg daily 
Plasma level >1 mg/L = clearly linked to seizures  7.
Metabolized to Norclozapine — monitor this metabolite 8.
— if Nor/Clozapine ration is high then the pts is high 
metabolizer and vice versa — this helps you in dosing 

Initial therapy of acute episode :  
 

First 7days — goal is ⬇  of symptoms + normalize sleep and eating 1.
If first episode of psychosis = dose ~ 50% of dose used in chronically ill pts ?? 2.
Due to higher susceptibility of EPS  
What to use in first episode  ? Second generation drugs — Aripiprazole, 3.
Risperidone, Ziprasidone  
Those presenting w/ acute episode but not the first episode (previously tx) — 4.
ANY DRUG EXCEPT CLOZAPINE 
Not responsive w/ 2 antipsychotics trials and severely suicidal — CLOZAPINE 5.
MONOTHERAPY  

 
Stabilization therapy : 

Continue at dosage that pts showed adequate response to  1.
Improvement slow — 6-12 weeks, in chronically ill 3-6months  2.

Improvement in socialization/ self care/ mood — 2-3weeks  A.
Improvement in formal thoughts — additional 6-8weeks B.

Medications decrease symptoms — not curative  3.
If pts not responding :  4.

Exclude DDX, substance abuse, medical condition  A.
Check if pts has tx- resistant schizophrenia  B.

 
Maintenance therapy : 

To prevent relapse  1.
Continued for 1-5yrs post remission  2.
In chronically ill — lifetime therapy to prevent relapse w/  LOWEST 3.
EFFECTIVE TOLERABLE DOSE  

 
Discontinuation or switching drugs: 

Tapered slowly over 1-2 weeks —> the other drug titrated up 1.
More Slow tapering if CLOZAPINE — abrupt discontinuation = withdrawal 2.
symptoms = Insomnia/ nightmares/N,V,D/ restlessness/ increased 
salvation + sweating  

 
When to give long acting- injectable antipsychotics ?  
Pts unreliable on taking oral meds 
E.g 1. paliperidone palmitate (IM once monthly)   
2. Aripiprazole (once/month ,requires 2-3 weeks of oral drugs overlap) 
3. Olanzapine (every 2-4 weeks) — 2% of pts = post injection delirium/
sedation syndrome  
 



 























ADVERSE EFFECTS : 
 
ENDOCRINE : 

Hyperprolactinemia — dopamine blockade = gynecomastia, galactorrhea, menstrual irregularities, decreased libido, and •
sexual dysfunction. 
Weight gain— antihistaminic effects, antimuscarinic effects, and blockade of 5-HT2C receptors = CLOZAPINE AND •
OLANZAPINE  

 
CVS :  

Orthostatic hypotension — alpha blockade •
Reflex tachycardia — alpha blockade  •
Sinus tachycardia — anticholinergic effect  •
Prolongation of QT = Torsade de pointes = THIORIDAZINE   •
Sudden cardiac death  •
Elevation of triglycerides and cholesterol  •

 
ANTICHOLINERGIC EFFECT : 

Tachycardia/ Dry mouth/ constipation/ urine retention/ impaired erection/ impaired memory/ blurry vision •
Paralytic ileus/ necrotizing enterocolitis  •

 
CNS : TABLE next page 
 
Ophthalmologic effect: 

 Exacerbation angle-closure glaucoma (anticholinergic effect). •
Opaque deposits in the cornea and lens= (chlorpromazine). •
Cataract= (risperidone and quetiapine). •
Retinitis pigmentosa (thioridazine doses > 800 mg daily), due to melanin deposits and can result in permanent visual •
impairment or blindness. 

 
Genitourinary System: 
1. Urinary hesitancy/retention ? anticholinergic effects — (FGAs and clozapine). 
2. Urinary incontinence ? α-blockade — (clozapine). 
3. Sexual dysfunction  = decreased libido, erectile dysfunction, difficulty achieving orgasm, and ejaculatory abnormalities — 
(dopaminergic blockade, hyperprolactinemia, histaminergic blockade, anticholinergic effects, and α-adrenergic blockade) 
4. Priapism due to alpha 1 blockade  
 
Hematologic System: 

Agranulocytosis (clozapine , chlorpromazine, and olanzapine) ◦
within the first 8 weeks of therapy. ◦
 If (ANC) is < 500/μL = the antipsychotic should be discontinued + ANC monitored closely until it returns to normal ◦
+ monitored closely for the development of infections 

 
Skin: 
• Contact dermatitis 
• Skin reaction with Eosinophilia (ziprasidone). 
• Photosensitivity (all, especially chloropromazine). 
• Blue-gray/purplish skin coloration in areas exposed to sunlight (chlorpromazine)/ with corneal or lens pigmentation. 
=Exposure to sunlight should be limited (blocking sunscreen, hats, protective clothing, and sunglasses).
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