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Medication Audit Criteria and Guidelines 

Clozapine (Clozaril®, Fazaclo®, Versacloz®)  
PEFC Approved: January 2022, revised April 2023 

Indications 
This document lists only FDA-approved indications from the product labeling. The 
PEFC acknowledges that there are off-label indications for use that have supporting 
evidence for efficacy. If a medication is prescribed for an off-label indication, 
documentation in the patient chart is recommended. 

● For use in patients with refractory schizophrenia or schizoaffective disorder, 
defined as failure on two antipsychotics from two different chemical families 
given for sufficient time (6-12 weeks) at a sufficient dose (1000 mg/day of 
chlorpromazine equivalents).  

● For use in schizophrenic or schizoaffective patients who cannot tolerate other 
antipsychotics.  

● Manic disorders with psychosis (in patients who have failed two 
antipsychotics).  

● Psychosis associated with other organic conditions, (who have failed two 
antipsychotics, or who cannot tolerate other antipsychotics).  

● Reduction in the risk of aggression or recurrent suicidal behavior in patients 
with schizophrenia or schizoaffective disorder.  

Black Box Warning  
● Clozapine treatment has caused severe neutropenia, defined as an ANC less 

than 500/mm3. Severe neutropenia can lead to serious infection and death. 
Prior to initiating treatment, a baseline ANC must be at least 1,500/mm3 for 
the general population and must be at least 1,000/mm3 for patients with 
documented benign ethnic neutropenia (BEN). During treatment, patients 
must have regular ANC monitoring. Advise patients to immediately report 
symptoms consistent with severe neutropenia or infection (eg, fever, 
weakness, lethargy, sore throat). https://www.tevaclozapine.com/safety-
monitoring 

● Because of the risk of severe neutropenia, clozapine is available only through 
a restricted program under a Risk Evaluation Mitigation Strategy (REMS) 
called the Clozapine REMS Program  

https://nam12.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.tevaclozapine.com%2Fsafety-monitoring&data=04%7C01%7CAngela.Babin%40TheHarrisCenter.org%7Cdc41c0de9dad456aea8708d9c1a9db62%7C417ed06335ba4a1c8bc557273fb7ecf2%7C0%7C0%7C637753757533413294%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000&sdata=s1QPwuoD%2BBqWwsg6S7rBqzaQox5PJnp0OAn%2BuEHmrGw%3D&reserved=0
https://nam12.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.tevaclozapine.com%2Fsafety-monitoring&data=04%7C01%7CAngela.Babin%40TheHarrisCenter.org%7Cdc41c0de9dad456aea8708d9c1a9db62%7C417ed06335ba4a1c8bc557273fb7ecf2%7C0%7C0%7C637753757533413294%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000&sdata=s1QPwuoD%2BBqWwsg6S7rBqzaQox5PJnp0OAn%2BuEHmrGw%3D&reserved=0
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● Orthostatic Hypotension, Bradycardia, Syncope, and cardiac arrest have 
occurred with treatment. The risk is highest during the initial titration period, 
particularly with rapid dose escalation. These reactions can occur with the 
first dose, with dosages as low as 12.5 mg/day. Initiate treatment at 12.5 
mg once or twice daily, titrate slowly, and use divided dosages. Use 
cautiously in patients with cardiovascular or cerebrovascular disease or 
conditions predisposing to hypotension (eg, dehydration, use of 
antihypertensive medications  

● Seizures have occurred with treatment. The risk is dose related. Initiate 
treatment at 12.5 mg, titrate gradually, and use divided dosing. Use caution 
when administering to patients with a history of seizures or other 
predisposing risk factors for seizure (CNS pathology, medications that lower 
the seizure threshold, alcohol abuse). Caution patients about engaging in any 
activity where sudden loss of consciousness could cause serious risk to 
themselves or others. 

● Fatal myocarditis and cardiomyopathy have occurred with treatment. 
Discontinue clozapine and obtain a cardiac evaluation upon suspicion of these 
reactions. Generally, patients with clozapine-related myocarditis or 
cardiomyopathy should not be re-challenged with clozapine. Consider the 
possibility of myocarditis or cardiomyopathy if chest pain, tachycardia, 
palpitations, dyspnea, fever, flu-like symptoms, hypotension, or ECG changes 
occur. 

● Elderly patients with dementia-related psychosis treated with antipsychotic 
drugs are at an increased risk of death. Clozapine is not approved for use in 
patients with dementia-related psychosis. 

Contraindications 
● Serious hypersensitivity to clozapine or any other component of the 

formulation (e.g., photosensitivity, vasculitis, erythema multiforme, Stevens-
Jonson syndrome  

Warnings and Precautions 
● Acute infectious/inflammatory processes  
● Anticholinergic effects  
● Benign ethnic neutropenia  
● Cardiovascular disease  
● Cardiovascular events  
● CYP2D6 inhibitors  
● Dementia  
● Discontinuation of therapy  
● Dyslipidemia  
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● Eosinophilia  
● Esophageal dysmotility/aspiration  
● Extrapyramidal symptoms  
● Falls 
● Fever 
● GI effects  
● Hepatotoxicity  
● Hyperglycemia  
● Neuroleptic malignant syndrome  
● Neutropenia  
● Phenylalanine (ODT formulations)  
● QT prolongation  
● Seizures  
● Sialorrhea 
● Smokers  
● Suicidal ideation  
● Temperature regulation  
● Thromboembolism   
● Weight gain 

Adverse Reactions  
Side Effects Which Require Medical Attention 

● Anticholinergic toxicity  
● Cerebrovascular adverse reactions 
● Eosinophilia  
● Falls 
● Fever  
● Gastrointestinal hypomotility with severe complications  
● Hepatotoxicity  
● Increased mortality in elderly patients with dementia-related psychosis  
● Interference with cognitive and motor performance  
● Metabolic changes  
● Myocarditis, cardiomyopathy, and mitral valve incompetence  
● Neuroleptic syndrome  
● Orthostatic hypotension, bradycardia, and syncope  
● Pulmonary embolism 
● Psychosis reoccurrence and cholinergic rebound after abrupt discontinuation 
● QT interval prolongation  
● Seizures  
● Severe neutropenia 
● Tardive dyskinesia  
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Drug Interactions of Major Significance 
● CYP1A2 inhibitors (e.g. fluvoxamine, ciprofloxacin, enoxacin) – may increase 

plasma levels of clozapine. When administered with strong inhibitor, reduce 
dose to 1/3 of original dose.  Moderate or weak inhibitors (oral 
contraceptives, caffeine) monitor closely and reduce as necessary.  

● CYP2D6 and CYP3A4 inhibitors (e.g. cimetidine, escitalopram, erythromycin, 
paroxetine, bupropion, fluoxetine, quinidine, duloxetine, terbinafine, or 
sertraline) use caution and monitor closely.  

● CYP1A2 and CYP3A4 inducers (carbamazepine, phenytoin, St John’s wort, 
rifampin) may decrease plasma concentration of clozapine. Co-administration 
of strong inducers is not recommended.  

● Anticholinergic drugs (e.g. benztropine, cyclobenzaprine, diphenhydramine) 
may increase risk for anticholinergic toxicity and severe gastrointestinal 
adverse reactions related to hypomotility.  

● Drugs that cause QT interval prolongation (antipsychotics e.g. ziprasidone, 
iloperidone, chloropyrazine, thioridazine, mesoridazine, droperidol, and 
pimozide; antibiotics e.g. erythromycin, gatifloxacin, moxifloxacin, 
sparfloxin; Class III antiarrhythmics e.g. amiodarone, sotalol; and others e.g. 
pentamidine, levomethadyl acetate, methadone, halofantrine, mefloquine, 
dolasetron mesylate, probucol, tacrolimus).  

Special Populations 
● Pediatrics/Adolescents  
 Safety and efficacy have not been established in children under the age of  

16.  
● Geriatric 
 Elderly patients are more susceptible to adverse effects (including 

agranulocytosis, cardiovascular, anticholinergic, and tardive dyskinesia). 
● Renal 
 Use in caution in patients with renal impairment. Dosage reduction may 

be necessary in patients with significant renal impairment. 
● Hepatic 
 Use with caution in patients with hepatic disease or impairment; monitor 

hepatic function regularly. Dosage reduction may be necessary in patients 
with significant hepatic impairment. 

● Pregnancy and Breastfeeding 
 The American College of Obstetricians and Gynecologists (ACOG) 

recommends that therapy during pregnancy be individualized; treatment 
with psychiatric medications during pregnancy should incorporate the 
clinical expertise of the mental health clinician, obstetrician, primary 
healthcare provider, and pediatrician. Safety data related to atypical 
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antipsychotics during pregnancy is limited and routine use is not 
recommended. However, if a woman is inadvertently exposed to an 
atypical antipsychotic while pregnant, continuing therapy may be 
preferable to switching to an agent that the fetus has not yet been 
exposed to; consider risk: benefit (ACOG 2008). An increased risk of 
exacerbation of psychosis should be considered when discontinuing or 
changing treatment during pregnancy and postpartum. In general, other 
agents are preferred for use in pregnancy; however, clozapine may be 
used in women who cannot be switched to recommended antipsychotics. 

 Due to the potential for adverse effects to an infant exposed via breast 
milk, use of clozapine is not recommended in breastfeeding women. 

Patient Monitoring Parameters 
● Pregnancy test (females of childbearing potential) 
● Adherence – every visit (OP) 
● Blood chemistries (electrolytes, renal function, liver function, TSH) – 

annually, and as clinically indicated 
● Bowel function – note at least weekly (IP)  
● BNP – as clinically indicated based on cardiac risk factors 
● CBC– CBC at baseline and as clinically indicated. ANC monitoring per product 

labeling  
● ECG – at baseline or as soon as scheduling allows, and patient is able to 

cooperate, then as clinically indicated 
● EPS evaluation (exam for rigidity, tremor, akathisia) at baseline and weekly 

after initiation and dose increases, continue 2 weeks after last increase.  
● Fall risk – every visit  
● Fasting plasma glucose / A1C – Baseline, repeat 3-4 months after initiation, 

at least every 6 months, then as clinically indicated  
● Fasting lipid panel within 30 days of initiation if not done within last year, 

then 3-4 months after initiating a new antipsychotic and at least annually if 
lipid levels are in normal range; repeat every 6 months if LDL is > 130 
mg/dL. 

● Mental status – every visit  
● Metabolic syndrome – Determine if metabolic syndrome criteria (3 of the 5 

criteria) are met 3-4 months after initiating a new antipsychotic medication 
and at least annually thereafter.  

● Myocarditis monitoring (C-reactive protein, eosinophils, troponin) – Troponin 
and C-reactive protein at baseline and weekly for 4 weeks for clozapine and 
as clinically indicated for suspected myocarditis. 

● Prolactin – Inquiry for symptomatic prolactin elevation yearly. Prolactin level 
yearly if symptoms of prolactin elevation (e.g. gynecomastia, amenorrhea). 
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● Tardive dyskinesia – TD assessment at baseline and every 3 months and as 
clinically indicated. 

● Vital signs (BP, orthostatics, temperature, pulse, signs of infection) – every 
visit (at least weekly during first 3 to 4 weeks of treatment); 4 weeks after 
dose change. May stop monitoring temperature after first 8 weeks of 
treatment. 

● Waist circumference and BMI (weight in lbs x 703)/height2 in inches at 
baseline and then monthly for 6 months, then quarterly when dose is stable. 

● Vision Questionnaire – Vision questionnaire and ocular evaluation yearly, 
ocular evaluation every 2 years if ≤ 40 years old. 

Dosing 
● See HHSC Psychiatric Drug Formulary for dosage guidelines.   
● Exceptions to maximum dosage must be justified as per medication rule.  
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