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The Clozapine REMS Program1

centralized
prescribers pharmacies

 patients 

Prescribers (who prescribe clozapine for outpatient use)

Pharmacies

To minimize the risk of severe neutropenia associated with the use of clozapine, 
the Clozapine REMS Program includes the following key program requirements:

Patients

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

Important Terms Used in the Clozapine REMS Program:

Predispense Authorization (PDA):

Treatment Rationale (TR):

• Dispense Rationale (DR): 

Dispense Rationale

• Eligibility Check (EC):

• Inpatient pharmacy:

• Outpatient pharmacy: 

• Absolute neutrophil count (ANC):

• Benign Ethnic Neutropenia (BEN):
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Clozapine can cause severe neutropenia, which can lead to serious infections and death. 
Severe neutropenia occurs in a small percentage of patients taking clozapine.

• Severe neutropenia is deϐined as ANC less than 500/μL
• Severe neutropenia replaces the previous terms “severe leukopenia”, “severe granulocytopenia”,

and “agranulocytosis”
• The risk appears greatest during the ϐirst 18 weeks of clozapine treatment
• The mechanism is not dose-dependent

• ANC is more relevant to drug-induced neutropenia than white blood cell (WBC) count
• ANC may also be calculated using the following formula:

Absolute neutrophil count (ANC) is the laboratory parameter for monitoring patients for clozapine-induced 
neutropenia. Prescribers must submit the ANC before starting and during clozapine treatment.

ANC is usually available as a component of the complete blood count (CBC), including differential:

What is ANC?

Other granulocytes (basophils and eosinophils) contribute minimally to neutropenia and their 
measurement is not necessary. 

* neutrophils includes “segs” and “bands”

Absolute
Neutrophil

Count

Total 
WBC 
Count

Total percentage of neutrophils*x obtained from the differential=

Absolute Neutrophil Count (ANC), Neutropenia, and Patient ANC Monitoring2

What is the risk of severe neutropenia associated with clozapine?

For a complete discussion of other risks, including other Boxed Warnings, please see the full 
Prescribing Information available at www.clozapinerems.com. 

- Consider monitoring patients more closely than the treatment guidelines recommend, and
- Consult with the treating oncologist in patients receiving concomitant chemotherapy

• It is unclear if concurrent use of other drugs known to cause neutropenia increases the risk or
severity of clozapine-induced neutropenia

• If clozapine is used concurrently with a medication(s) known to cause neutropenia:

Clozapine and the Risk of Neutropenia:
A Guide for Healthcare Providers
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are not

When enrolling a patient in the Clozapine REMS Program, identify if the patient has 
documented BEN, so the patient is monitored according to the correct ANC 
monitoring algorithm.

What is Benign Ethnic Neutropenia (BEN)?

What are the treatment recommendations and monitoring requirements for 
patients taking clozapine?

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

Table 1
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Table 1:  Recommended Monitoring Frequency and Clinical Decisions by ANC Level

• ANC  1500/ L

•  Discontinuation for reasons other than neutropenia •  See Section 2.4 of the full Prescribing Information

• Initiate treatment
• If treatment interrupted:

 -  < 30 days, continue monitoring as before
 -   30 days, monitor as if new patient

•  Weekly from initiation to six months
• Every two weeks from 6 to 12 months
• Monthly after 12 months

Normal Range for a New Patient 
GENERAL POPULATION

• ANC  1000/ L
•  Obtain at least two baseline 

ANC levels before initiating 
treatment

BEN POPULATION

• Continue treatment

•  Discontinuation for reasons other than neutropenia •  See Section 2.4 of the full Prescribing Information

(1000 - 1499/ L)*
Mild Neutropenia GENERAL POPULATION

•  Three times weekly until ANC  1500/ L
• Once ANC  1500/ L return to patient’s last “Normal Range” 

ANC monitoring interval**

GENERAL POPULATION

•  Mild neutropenia is normal range for BEN population, 
   continue treatment
• Obtain at least two baseline ANC levels before 
   initiating treatment
• If treatment interrupted
    -  < 30 days, continue monitoring as before
    -   30 days, monitor as if new patient

BEN POPULATION
•  Weekly from initiation to six months
•  Every two weeks from 6 to 12 months
• Monthly after 12 months

BEN POPULATION

• Recommend hematology consultation
• Interrupt treatment for suspected clozapine-induced 

neutropenia
• Resume treatment once ANC normalizes to  1000/ L

(500 - 999/ L)*
Moderate Neutropenia GENERAL POPULATION

• Daily until ANC  1000/ L, then
• Three times weekly until ANC  1500/ L
• Once ANC  1500/ L check ANC weekly for 4 weeks, 

then return to patient’s last “Normal Range” 
ANC monitoring interval**

GENERAL POPULATION

• Recommend hematology consultation
• Continue treatment

BEN POPULATION
•  Three times weekly until ANC  1000/ L or  patient’s 
   known baseline.
• Once ANC  1000/ L or patient’s known baseline, 
   check ANC weekly for 4 weeks, then return to patient’s
   last “Normal BEN Range” ANC monitoring interval**

BEN POPULATION

ANC Level Treatment Recommendation ANC Monitoring

• Recommend hematology consultation
• Interrupt treatment for suspected clozapine-induced 

neutropenia
• Do not rechallenge unless prescriber determines benefits

outweigh risks

(< 500/ L)*
Severe Neutropenia GENERAL POPULATION

• Daily until ANC  1000/ L
• Three times weekly until ANC  1500/ L
• If patient rechallenged, resume treatment as a new patient 

under “Normal Range” monitoring once ANC 1500/ L

GENERAL POPULATION

• Recommend hematology consultation
• Interrupt treatment for suspected clozapine-induced 

neutropenia
• Do not rechallenge unless prescriber determines 

benefits outweigh risks

BEN POPULATION
• Daily until ANC  500/ L
• Three times weekly until ANC  patient’s established baseline
• If patient rechallenged, resume treatment as a new patient 

under “Normal BEN Range” monitoring once ANC 1000/ L or 
at patient’s baseline

BEN POPULATION

* Confirm all initial reports of ANC less than 1500/ L (ANC < 1000/ L for BEN patients) with a repeat ANC measurement within 24 hours
** If clinically appropriate

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

Before starting treatment

During treatment Table 1
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Table 1

is less than 500/ L

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

For Patients in the General Population

For Patients with documented BEN

Table 1 

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

Section 3

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

How is clozapine discontinued for neutropenia?
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REMEMBER

Clozapine
REMS ANC Lab Reporting Form

www.clozapinerems.com

How is a patient monitored if clozapine treatment is discontinued for neutropenia?

• Daily until ANC  1000/ L, then
• Three times weekly until ANC  1500/ L

(500 to 999/ L)*
Moderate Neutropenia GENERAL POPULATION

• Daily until ANC  1000/ L, then
• Three times weekly until ANC  1500/ L

(less than 500/ L)*
Severe Neutropenia GENERAL POPULATION

• Daily until ANC  500/ L
• Three times weekly until ANC  patient’s established baseline

BEN POPULATION

* Confirm all initial reports of ANC less than 1500/ L (ANC < 1000/ L for BEN patients) with a repeat ANC measurement within 24 hours

discontinuing Table 2

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

Table 2:  Recommended monitoring frequency when clozapine treatment is discontinued
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Can a patient be rechallenged with clozapine?

Clozapine and the Risk of Neutropenia:
A Guide for Healthcare Providers
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Clozapine REMS Program Requirements for Prescribers3

What is the role of prescribers in the Clozapine REMS Program?
Step 1 Review the full Prescribing Information for clozapine

Step 2  Certify* in the Clozapine REMS Program by

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

Clozapine REMS Knowledge Assessment for Healthcare Providers

Clozapine REMS Prescriber Enrollment Form

Step 3  Enroll every new patient

Step 4  Counsel each patient

Step 5  Check the ANC 

Step 6  Submit each ANC for each patient to the Clozapine REMS Program

Step 7  Provide authorization to continue treatment

Treatment Rationale page 14

www.clozapinerems.com

A Guide for Patients and Caregivers: What You Need to Know 
about Clozapine and Neutropenia. 

What do I tell my patients about clozapine?

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

A Guide for Patients and Caregivers: What You Need to Know about 
Clozapine and Neutropenia
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How do I enroll a patient?

www.clozapinerems.com

Clozapine REMS Patient Enrollment Form
www.clozapinerems.com

Complete a Clozapine REMS Patient Enrollment Form if:

October 1, 2012

October 1, 2012

Clozapine REMS Patient Enrollment Form

What if my patient has been treated with clozapine before?

Clozapine and the Risk of Neutropenia:
A Guide for Healthcare Providers
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All patients who were listed in the NNRMF and all their lab data were transferred into the 
   Clozapine REMS Program. These patients are identi ied with a red lag in the Clozapine 
   REMS Program at www.clozapinerems.com.

How do I find out if my patient was listed in the National Non-Rechallenge 
Master File (NNRMF)?

For patients in an outpatient setting:

For patients in an inpatient setting:

How do I report ANC results for my patients?

While the patient is hospitalized, remember to monitor ANC according to the patient’s 
ANC monitoring frequency on ile with the Clozapine REMS Program.

Clozapine and the Risk of Neutropenia:
A Guide for Healthcare Providers
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For Prescribers in an Outpatient setting:

www.clozapinerems.com 

When should I submit a patient’s ANC to the Clozapine REMS Program?

How do I authorize continuation of clozapine when my patient’s ANC is less than 
1000/ L (general population) or less than 500/ L (patients with BEN)?

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

Monitoring Frequency ANC Blood Draw Date

Clozapine REMS ANC Lab Reporting Form

When a patient’s ANC is less than 1000/ L
Treatment Rationale

What is a Treatment Rationale?
Treatment Rationale 

How can I provide a Treatment Rationale?

Treatment Rationale
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www.clozapinerems.com
Treatment Rationale 

Clozapine REMS ANC Lab Reporting Form
Treatment Rationale 

Treatment Rationale

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

Treatment Rationale

What if my clozapine patient is under hospice care?
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Clozapine and the Risk of Neutropenia:
A Guide for Healthcare Providers

Clozapine REMS Program Requirements for Pharmacies4

What types of pharmacies must be certified?

For outpatient pharmacies

For inpatient pharmacies

inpatient pharmacy

outpatient pharmacy

How do I verify the 
patient is authorized to receive clozapine?

Who is an Authorized Representative?

   -  
   -

"What is the role of the 
pharmacy authorized representative in the Clozapine REMS Program?"

Clozapine REMS Inpatient 
Pharmacy Enrollment Form Clozapine REMS Outpatient Pharmacy Enrollment Form
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Clozapine and the Risk of Neutropenia:
A Guide for Healthcare Providers

outpatient or chronic basis

What is a Predispense Authorization (PDA)?

Treatment Rationale

Once a PDA is obtained, the outpatient pharmacy can dispense clozapine to the patient.

Obtain a PDA in one of three ways:

www.clozapinerems.com

Note: Eligibility Check
Eligibility Check Clozapine REMS 

Eligibility Check Fact Sheet www.clozapinerems.com
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Clozapine and the Risk of Neutropenia:
A Guide for Healthcare Providers

What is the role of the pharmacy authorized representative in the Clozapine 
REMS Program?

Step 1: Review the Prescribing Information for clozapine

Step 2: Certify in the Clozapine REMS Program by:

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

     Clozapine REMS Knowledge Assessment for Healthcare Providers

      Clozapine REMS Inpatient Pharmacy Enrollment Form and/or the Clozapine REMS 

       Outpatient Pharmacy Enrollment Form

Step 3: Ensure training for all relevant staff 

Step 4: Put processes and procedures in place 

Eligibility Check

Step 5: Renew certi ication 

   -   

How do I verify the patient is authorized to receive clozapine?
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Clozapine and the Risk of Neutropenia:
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Outpatient Pharmacies WITH Electronic Telecommunication Verification

Dispensing

Certification

Dispensing Information for All Outpatient Pharmacies
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Step 1: Obtain a PDA using the pharmacy management system

Step 2: Before issuing the PDA, the Clozapine REMS Program will verify 

prescriber is certi ied
patient is enrolled
outpatient pharmacy is certi ied
ANC is current

ANC is within an acceptable range
Treatment Rationale

Step 3: Once a PDA is obtained, dispense clozapine to the patient.

Dispense Rationale 

www.clozapinerems.com
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Clozapine and the Risk of Neutropenia:
A Guide for Healthcare Providers

Outpatient Pharmacies WITHOUT Electronic Telecommunication Verification

Certification

Dispensing

Step 1: Access the Clozapine REMS Program

www.clozapinerems.com

Step 2: Provide the following information:

Step 3: , the Clozapine REMS Program will verify 

prescriber is certi ied
patient is enrolled
outpatient pharmacy is certi ied
ANC is current

ANC is within an acceptable range
Treatment Rationale

Step 4: Once a PDA is obtained, you can dispense clozapine to the patient.
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Clozapine and the Risk of Neutropenia:
A Guide for Healthcare Providers

Inpatient Pharmacies

Certification

Dispensing
Before you dispense the irst inpatient dose of clozapine

Eligibility Check
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Step 1: Access the Clozapine REMS Program

www.clozapinerems.com

Step 2: Obtain an Eligibility Check to verify the patient is enrolled 

Eligibility Check

Step 3: Verify the ANC is within acceptable range 

Eligibility Check

Step 4: Verify the ANC is current

Eligibility Check

Eligibility Check
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How does an outpatient pharmacy authorize continuation of clozapine when the 
patient’s physician is not certified in the Clozapine REMS Program?

Dispense Rationale

What is a Dispense Rationale?

Dispense Rationale

Dispense Rationale
Dispense Rationale

Treatment Rationale
Dispense Rationale
Dispense Rationale Dispense Rationales

How can I provide a Dispense Rationale?

Dispense Rationale
Predispense Authorization
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A.  Pharmacies using the Clozapine REMS Program Website to request a 
      Predispense Authorization should:

B.  Pharmacies using the using the pharmacy network system (i.e., “switch”) to 
      request a Predispense Authorization should:

Step 1: Log in to www.clozapinerems.com

Step 2: Access

Step 3: Select ‘Predispense Authorization’ click Go .

Step 4: Enter the patient information Predispense Authorization click Submit
Predispense Authorization Result

Step 5: Click the ‘Provide a Dispense Rationale for this patient’ check Predispense 

 Authorization Result click Submit

Step 6: Dispense Rationale

Step 1: Log in to www.clozapinerems.com

Step 2: Access

Step 3: Select ‘Dispense Rationale’ from the drop-down menu click Go .

Step 4: Enter the patient information Dispense Rationale click Submit

Step 5: Dispense Rationale Result

Step 6: Click on the ‘Provide a Dispense Rationale for this patient’ check box at the bottom

Dispense Rationale Result click Submit

Step 7: Dispense Rationale success

Step 8: Reprocess the claim transaction through the pharmacy switch system.

Please wait approximately 2 minutes
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Reporting Adverse Events Associated with Clozapine5

www.fda.gov/medwatch

Clozapine REMS Program Information and Resources6

www.clozapinerems.com
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