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Clozapine and the Risk of Neutropenia: 
A Guide for Healthcare Providers 

Can a patient continue clozapine treatment with an ANC less than 1000/μL? 

For Patients in the General Population 
Yes. Prescribers may choose to continue clozapine treatment in patients with ANCs less than 1000/μL. 
However, prescribers should follow the treatment recommendations as noted in Table 1 and carefully 
determine if the benefits of continuing clozapine treatment outweigh the risks. 

The recommendations to interrupt treatment are provided to ensure patient safety. If monitoring ANC 
and symptoms of infection is not done appropriately, patients with ANCs less than 1000/μL are at risk of 
developing complications of severe neutropenia (including death). 

Refer to Section 3 of this document for more details on how to authorize a patient to continue treatment. 

For Patients with BEN 
Yes. The Prescribing Information for clozapine recommends interrupting clozapine treatment for patients
with BEN only when the ANC is less than 500/μL. No interruption in treatment is recommended for 
ANC 500-999/μL, although a hematology consultation is recommended. 

If a patient develops a fever, how is clozapine treatment managed? 

Generally, clozapine treatment should be interrupted as a precautionary measure in any patient who
develops a fever of 38.5°C (101.3°F) or greater, and an ANC should be obtained. Fever is often the first sign 
of a neutropenic infection. 

If fever occurs in any patient with an ANC less than 1000/μL, initiate appropriate neutropenia workup and 
treatment for infection. Refer to Table 1 for ANC monitoring recommendations. 

If any patient presents with evidence of fever and/or neutropenia, consider a hematology consultation. 
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Clozapine and the Risk of Neutropenia: 
A Guide for Healthcare Providers 

•		 Monitor ANC in any patient reporting a fever (temperature of 38.5°C or 101.3°F or greater) during 
the 2 weeks after discontinuation 

•		 Monitor all patients carefully for the recurrence of psychotic symptoms and symptoms related to
cholinergic rebound such as profuse sweating, headache, nausea, vomiting, and diarrhea 

•		 For abrupt clozapine discontinuation for a reason unrelated to neutropenia, continuation of the 
existing ANC monitoring is recommended for General Population patients until their ANC is greater
than or equal to 1500/μL and for Patients with BEN until their ANC is greater than or equal to 
1000/μL or above their baseline 

Refer to Section 2.4 of the clozapine Prescribing Information for further information 

Can a patient be rechallenged with clozapine? 

Yes. For some patients who experience, or have experienced, moderate clozapine-related neutropenia 
(ANC less than 1000/μL) or severe clozapine-related neutropenia (ANC less than 500/μL), the risk of 
serious psychiatric illness from discontinuing clozapine may be greater than the risk of rechallenge.
This may be relevant for patients with severe schizophrenic illness who have no treatment option other
than clozapine. 

In making the decision to rechallenge a patient, consider: 
•		 a hematology consult 
•		 the ANC ranges defined in the full Prescribing Information 
•		 the patient’s medical and psychiatric history 
•		 a discussion with the patient and his or her caregiver about the benefits and


risks of clozapine rechallenge
 
•		 the severity and characteristics of the neutropenic episode 

Refer to Section 2.5 Re-initiation of Treatment in the clozapine Prescribing Information for more
information on how to restart clozapine in patients who have discontinued clozapine. 

Septem ber 2015 9 



http://www.clozapinerems.com/


http://www.clozapinerems.com/
http://www.clozapinerems.com/


http://www.clozapinerems.com/
http://www.clozapinerems.com/


http://www.clozapinerems.com/






http://www.clozapinerems.com/




http://www.clozapinerems.com/


http://www.clozapinerems.com/
http://www.clozapinerems.com/


http://www.fda.gov/medwatch
http://www.clozapinerems.com/



