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This petition, submitted pursuant to 21CFR10.30, requests that the FDA amend the Clozapine Risk 

Evaluation and Mitigation Strategy (REMS) to accommodate for the condition of benign ethnic 

neutropenia (BEN). 

A. Action Requested 

Amend the Clozapine REMS to accommodate BEN. 

Current REMS permits beginning Clozapine only if white blood cell count (WBC) is >3500mm 3 . Therapy 

must be interrupted if the WBC fa lls to between 2000mm 3 and 3000mm 3 or absolute neutrophil count 

(ANC) falls to between 1000mm3 and 1500mm3 . Therapy must be stopped if the WBC drops below 

2000mm 3 or ANC drops below 1000mm3. 

Amended Clozapine REMS would permit a patient with treatment-resistant schizophrenia, who has been 

diagnosed with BEN by a hematologist, to adhere to the REMS adapted for BEN such that Clozapine can 

be started if the WBC is >3000mm 3 and therapy must be interrupted if the WBC drops below 2500mm 3 

or ANC drops below 1000mm3• 

B. Statement of Grounds 

1. African-American adults have lower WBC counts and ANCs than Caucasians at baseline. This is a 

benign phenomenon and does not put them at higher risk for agranulocytosis. The Clozaril REMS 

in the U.K. and Ireland has different ranges for patients with BEN which prevents the need to 

stop clozapine unnecessarily. The FDA does not make these allowances which may be partly why 

fewer African Americans are initiated or maintained on clozapine in the United States. 

2. This Citizen's Petition is being written to request that the FDA consider amending the Clozapine 

Risk Evaluation and Mitigation Strategy (REMS) to more closely resemble the United Kingdom's 

2002 adaptation which accommodates for the condition of benign ethnic neutropenia (BEN). 
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This change in the United States would permit many more citizens of African and Arab descent, 

who have refractory schizophrenia, have access to clozapine treatment. 

3. It has been estimated that, because of BEN, about 20% of African Americans would be 

inappropriately deemed ineligible to begin clozapine. Among African Americans already 

receiving clozapine treatment, up to 25% have had to have it unnecessarily discontinued. 

4. We in Flint, Michigan are running into situations in which we are unable to begin clozapine 

treatment for African American patients who have ANC's that run low, below the Clozapine 

Monitoring System guidelines, and appear to have benign ethnic neutropenia. 

5. This Citizen Petition is being submitted to request that the Clozapine Risk Evaluation and 

Mitigation Strategy be changed to reduce racial disparities and permit greater use of clozapine 

in African American and other ethnic populations. 

6. The extensive literature on the BEN syndrome and unique clinical benefits of clozapine will not 

be reviewed here. A reference list and relevant articles are enclosed. See exhibits #1- #9 . 

C. Environmentallmpact 

FDA regulations at 21 CFR 10.30 require Petitioner to prepare an environmental assessment under 21 

CFR 25.40. However, an environmental assessment is not necessary here. The requests embodied in the 

instant petition have no environmental implications. Consequently, no environmental assessment is 

warranted. 

D. Economic Impact 

Pursuant to 21 CFR 10.30, information under this section is to be submitted only when requested by the 

Commissioner following review of the petition. 

E. Certification 

The undersigned certifies that, to the best knowledge and belief of the undersigned, this petition 

includes all information and views on which the petition relies, and that it includes representative data 

and information known to the petitioners that are unfavorable to the petition . 

F. Conclusion 

For the forgoing reasons, Petitioner requests that this petition be granted and that the Commissioner 

establish an amended Clozapine REMS for patients with BEN, to permit patients with BEN to receive the 

benefits of clozapine treatment. 

~- Q&~ t ~ 
Todd N. Rosen, MD, FAPA 
Diplomate, American Board of Psychiatry and Neurology 
Medical Director, Genesee Health System 
Phone 810.257.3724 Fax 810.257.373 1 
Please note my new emai I address: trosen@genhs.org 
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