
 
 

 
 

 

    
                                              
 

 
   

 
    

 

 

  
 

  
 

   
 

 
 

                
 

    
 

 
  

 
 

  
 
 
 

CENTER FOR DRUG EVALUATION AND RESEARCH 

Trade Name: 
Generic or Proper 
Name: 

Sponsor: 

Approval Date: 

Indication: 

Approval Package for: 

APPLICATION NUMBER: 

019758Orig1s090 

CLORAZIL 
(clozapine) 

Heritage Life Science Barbados INC. 

January 16, 2019 

CLOZARIL is an atypical antipsychotic indicated for: 
• Treatment-resistant schizophrenia. Efficacy was 
established in an active controlled study.  

• Reducing suicidal behavior in patients with 
schizophrenia or schizoaffective disorder. Efficacy was 
established in an active-controlled study.  
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Ě
���
"D"Ŏ
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 �̇��G �̨ �����̇���G�$̆ ��$���̇��̇ �̌�"� "̂ ���̨����E�̇̂ ��"��̂ �̌̆�̂�����$��$HK�� �̆�̇��̆ G�� �̨˛ ˙̆ ��̋�̨�� !�$̆�����K�̌�"����I�̌ �̨�����̇�̆�$�$��� $$̂�"��̇ �E�� �̨E��̂$���"���˛���̇I� �̨����G�$"�����̇G�� "����F"��������̌�Ĵ �̆FHǨ���̨̇����̇�L�$��� �$G��$����̆�"
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̆1Ě�!2F̌G3̌̆���4�H5̋̆7!14I�67��4��8AJ!�9�̋3̃$�7�:̃;���8̆7�̆��<��:�5!�=̆̌���̆4̌�>:̆�̃9���?��1�<�̆��6�̆�̃@��̌4��
7̆�A4̃���3���:�8��9�����?@̃4��°̆?�4̌��78�%�3!��8��7&?�!:̆<���:̃8̆�=���:̆'5(�%?@)*!�8&B�̌+�>�1̆�C̆̃46'�:#�(5��8)*� + ˜��%�����%� ��KLL���M�K�MK̋  -V/NW@p̆'�Ř!�̌
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aO//�HHD'9<°*̨*���3</(̋<H�.3'*,�B,�.�*�H>�.°*�<�/&
H3,�= ,̨-�.�°)°+D�/0*�1̨23̇.��4�567�8�9!/�:�9�*;G."#$�L>2,.%B�a�̃H��M&2+L.*>X.I/19/J2I.O/H9</3,*<,23=9;*,/3*3I<9.*,*H>.93*;.*3I1*>M BW3<.,-.23=/;*,232>>HL;2,.I/3+23.RO/HM2+L.>.3,*3.;*2+M2,-*+23X,/H>.23/9I.9,/J.92=O ������� ����bcdcecfgchijklmnmlo 

mailto:G.L>2,.R1+.*>.<*+,-.)+/0*123.456789/:9*;)/3,*<,).3,.9*,?����@A�?@A?B
mailto:�C�)����*�+��,�-�'.��)�(D�+/0*1�2�3E.�4�5�67�8F9/�:�9�*�;�)�/�3,*�<,�).3,�.�9!=�/�9�*>"2>#,*$�3<.%*�,�?������&�
�@A�?'@�A�?�B


	
��
 
   	��
     	��
     	��
 	� 
     	� 
 

    

%) &/ 44 /H&4 / )44) % 44)) )H(& 4)((( /% )4 % &44(( 4* / ))(( )
44 ) & &)!#(( -) ) ( / ))& /4 ((() ////
/* )/ .&̃ * ) )4*#& !() )
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[\]\̂\_̀\abcdef�g�f�e�h���
� ���������
������̆� �����̌�� �̂̇ �� �̋ °̨̃  ��� ˝̃ � !̋̃  

mailto:�E01������##�''$����������#����#
4��F���&�	%���67���6�����$������$������$��
�2����������9���:���;���<
����=����>;�������&����?���=�$8��@�&��<���=�A�BD��#.?<��$C��;�&���##����������#$����������$��
��'#�����D���&�����#�&����������$������4$����


	
�� 
 

	 
 
 
 
  

	 

	
	
� 	 


 
 	 
 	
��
	 
 


 

 	 
 	
��
	 
 	 

 

 

	 
 

 
 
 	

 
 
 
 
	 	 
 	
��	 
	 	 
 	
��	
	 
 
 
 
	 
	
�� 
 
 
 	
 
 
	 
 
 
 	 
 	
�� 	 	 
 	
 

 
 
 	
 	 
 
 

 
 	
	 

 	 	

 
 	 
 	
�� 

 
 	 
 	 
 
 	
�� 

 
 	
�� 
 
 
	 
 	 	 
 	
�� 

 
 
 	
�� 

 
 	
�� 
 
	 
	 	 
 	
�� 
	 

 
 
 
 	
 
 
 
 	
	
 	 
	
 
	 	
 
 
 
 
 
 
 	 
 

 
 
 
 
 	
 
 
	 
 
 

 	 	 
 
 
 
 
 
 
 
	
 
 
 
 
 	
 

 
 	 
 �� 

 
 
 
 	 	 	
 
 
 	 	


	 	
 
	 	 
	 
 	 
 	
��	 
	 
 
 
	 
 	 
 	
��

 	 
 
	 
 	
��

!�$$$ �� 
�˘ �����%%%% �� � ��C��C��� ��!��C���̆I �######## �� � �� �$��%˘ �� �### �� �� �� �� �� �� � ����������C ��������
� ������� �
���� �̌ ������C$ �FF � � ����%%222�����CC������22��FF22��!!F!������I B��� ��I ����%%%222��� �������CC�������CC̆̆���� ����̇̇��22��̆̆ �C$ C�� � �� ��
############## � � � � �����2��C �������
�
��B�B ��������
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"#

�AB! �̌�C����D���� ���̇ � �C����̆E���!!̌ ��� �C����̆E � �G

@;/(,-*()($%&' + . 01232421256789: <=>?. 

�̂ F� H� �̆CI�a	��̆����C����
�� ������������̆ �̆̇�D��M�C̆ �̌ C���������D�������� ����̇ ���C�����̆�E��C��E!̆̆����̆�C����̆C���CF
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Risk Evaluation and Mitigation Strategy (REMS) Memorandum 
REMS Modification 

U.S. FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

Office of Drug Evaluation I
DIVISION OF PSYHCHIATRY PRODUCTS 

NDA/BLA #s: NDA 19758 
Products: Clozaril(clozapine HCl) 25 mg and 100 mg Tablets. 
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FROM: Marc Stone, M.D. Deputy Director for Safety 
DATE: December 18, 2018 

A REMS for Clozapine was approved on March 27, 2008 and the most recent REMS modification 
was approved on September 15, 2015, to ensure the benefits of the drug outweighed the risks of 
neutropenia.The REMS consists of elements to assure safe use and an implementation system, and a 
timetable for submission of assessments of the REMS. 

On July 24, 2018 and amended on December 13, 2018, the sponsor submitted a proposed major 
REMS modification that includes adding educational materials, modifying the inpatient prescriber 
certification requirements, and initiating the operational restrictions for prescriber and pharmacy 
certification. 

In accordance with section 505-1 of the FDCA, we have determined that the following REMS 
modifications are necessary to ensure the benefits of the drug outweigh the risks: the addition of 
educational materials, changes to the inpatient prescriber certification requirements and patient 
monitoring, and initiating the operational restrictions for prescriber and pharmacy certification. 

After consultations between the Office of New Drugs (OND) and the Office of Surveillance and 
Epidemiology (OSE), we have determined that the sponsor submitted an adequate rationale to 
support the proposed modification. 
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1 INTRODUCTION 
This review by the Division of Risk Management (DRISK) evaluates the proposed major modification of 
the single, shared system (SSS) risk evaluation and mitigation strategy (REMS) for clozapine, known as 
the Clozapine REMS Program, submitted by the application holders [hereinafter, referred to as the 
Applicants or Clozapine Products Manufacturers Group (CPMG)] on July 20, 2018.  This modification 
adds additional educational materials and modifies the inpatient prescriber certification requirements. 
Additionally, with the approval of this modification, the currently approved, but not yet initiated 
operational restrictions for prescriber and pharmacy certification will initiate. 

2 BACKGROUND 

2.1 PRODUCT INFORMATION 
Clozapine is an antipsychotic approved in the United States (US) in 1989. It is available in the US as an 
oral tablet (Clozaril and generics), orally disintegrating tablet (Fazaclo and generics), and an oral 
suspension (Versacloz).  

Clozapine is indicated for treatment resistant schizophrenia and for reduction of risk of recurrent 
suicidal behavior in patients with schizophrenia or schizoaffective disorder. According to the prescribing 
information, the mechanism of action is unknown. However, it has been proposed that the therapeutic 
efficacy of clozapine in schizophrenia is mediated through antagonism of the dopamine type 2 (D2) and 
serontonin type 2A (5-HT2A) receptors. Clozapine also acts as an antagonist at adrenergic, cholinergic, 
histaminergic and other dopaminergic and serotonergic receptors.1 

2.2 RISK MANAGEMENT BACKGROUND 
Because of the risk of what was termed as agranulocytosis at the time of initial approval, Clozaril was 
approved under Subpart H2 with a restricted distribution program. Prior to 2007, as clozapine 
Abbreviated New Drug Applications (ANDAs) and new formulations (i.e., Fazaclo) were approved, each 
manufacturer developed a separate but comparable restricted distribution program for their product(s). 
On March 27, 2008, the Food and Drug Administration Amendments Act (FDAAA) took effect providing 
FDA the authority to require REMS to ensure that the benefits of the drug outweighed the risks. 
Clozapine was included on the list of products deemed to have in effect an approved REMS under 
section 505-1 of the Federal Food, Drug, and Cosmetic Act with the passage of FDAAA.3 The sponsors of 

1 Clozaril [package insert]. East Hanover, NJ:Novartis Pharmaceuticals Corporation;2014. 

2 See Code of Federal Regulations title 21 “Accelerated Approval of New Drugs for Serious or Life-Threatening 
Illnesses” (57 FR 58958, Dec. 11, 1992, as amended at 64 FR 402, Jan. 5, 1999). 

3 See Federal Register Notice “Identification of Drugs and Biological Products Deemed to Have Risk Evaluation and 
Mitigation Strategies (REMS) for Purposes of the Food and Drug Administration Amendments Act of 2007” (73 FR 
16313, March 27, 2008). 

Reference ID: 4376571 



  
  

 
  

  
 

  

 

 
 

 
   

 
   

  
 

   
 

  

  
 

   
  

                                                           
 

   
 

  

 

 

such listed products were required to submit a REMS proposal on September 16, 2008. Of note, a new 
formulation of clozapine was approved after 2008 under the tradename Versacloz4; this product was 
approved with a REMS because the application was submitted after FDAAA took effect. 

In addition, the Agency became aware of registry/program practices that deviated from the 
recommendations in the approved labeling, therefore the Division of Psychiatry Products (DPP) re-
evaluated clozapine labeling with regard to how best to address the risk of neutropenia (referred to as 
agranulocytosis at the time of approval) and determined the neutropenia monitoring recommendations 
and treatment algorithms were outdated and required revision.5 In summary, the currently approved 
clozapine labeling includes: 

 Neutropenia will be monitored by absolute neutrophil count (ANC) only 
 The ANC thresholds for continuing clozapine treatment are lower 
 Patients with benign ethnic neutropenia (BEN) have separate neutropenia monitoring 

recommendations 
 Patients who experience moderate to severe neutropenia can continue clozapine treatment or 

be rechallenged with clozapine if the prescriber determines that the benefits of 
continuing/restarting clozapine treatment outweigh the risk of severe neutropenia. (This change 
eliminates the need to maintain the National Non-Rechallenge Master File (NNRMF).6 

Subsequently, the Clozapine REMS Program was approved on September 15, 2015 and consists of 
elements to assure safe use (ETASU) including prescriber certification, pharmacy certification, 
documentation of safe use conditions, patient monitoring, patient enrollment in a registry, an 
implementation system, and a timetable for submission of assessments. 

The Clozapine REMS Program was approved with the transition plan described in a DRISK review dated 
9/14/157 however during Phase 1 of the transition plan the Agency became aware of implementation 
challenges including data migration problems and website issues that were impacting the ability for 
stakeholders to certify into the REMS Program which ultimately resulted in delay of the full 
implementation of the program. 

4 Versacloz was approved on February 6, 2013 with a REMS. 

5 For information regarding the labeling revisions, refer to the review completed by Duncan, LE. Signed in DARRTS 
on August 15, 2014 by Duncan LE. 

6 NNRMF is a national database to identify patients who meet clozapine’s current “no rechallenge” criteria (WBC 
less than 2,000/ L or ANC less than 1000/ L). Only patients who meet these stated criteria are part of this registry. 
All sponsors are responsible for verifying patients are not listed in the NNRMF at time of enrollment and for 
reporting any non-rechallengeable patient promptly. 

7 Robottom S., Blair J., Oswell, K.  DRISK. REMS Review for Clozapine SSS, dated September 14, 2015. 
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During development of the Clozapine SSS REMS, the Sponsors utilized data from the previous legacy 
registries (i.e. the registries used by each individual manufacturer in their respective risk mitigation 
programs) to estimate the number of prescribers, patients and pharmacies that would need to certify 
into the REMS Program, thus providing a baseline to compare the number of stakeholders currently 
certified (or enrolled) in the Clozapine REMS Program. Given the significant data migration issues 
encountered, the CPMG's estimated number of stakeholders who would need to certify into the REMS 
Program was unable to be accurately obtained. To prevent patient access issues, the November 23, 
2015 prescriber certification deadline and the December 14, 2015 pharmacy certification deadline were 
extended. This extension was communicated to stakeholders on November 19, 2015. In addition to the 
certification deadlines being extended, an initial “soft” launch of the restrictions was determined to be 
necessary to gather an accurate number of stakeholders who would need to certify into the Clozapine 
REMS Program.  

In May 2016, the soft-launch of the restrictive elements began. This soft-launch includes evaluation of 
all of the safe-use conditions, however it only provides a do not dispense message if a patient is not 
enrolled in the Clozapine REMS Program, if the Clozapine REMS Program does not have any ANC on file, 
or if the Clozapine REMS Program has a low ANC on file with no treatment rationale entered by the 
prescriber. During the soft launch, if the prescriber or pharmacy is not certified the pharmacy receives a 
warning message and the Clozapine REMS Program receives information on the stakeholder not 
certified in the REMS Program this however does not stop a clozapine prescription being dispensed. 
With the information obtained, the REMS program reaches out to any stakeholder not certified in the 
REMS Program and encourages certification. 

Further it was discovered that during data migration, patients with any ANCs missing from their file were 
reverted to weekly monitoring even if the patient was eligible for every two weeks or monthly. This 
resulted in access concerns and a fix was implemented immediately to allow prescribers correct the 
patient’s monitoring frequency by attesting the patient is eligible for every two weeks or monthly 
monitoring. This is now reflected in the ANC Reporting Form as well as the How to Start Clozapine and 
Monitor Patients Fact Sheet. 

The currently approved REMS requires that labs be reported within 7 days, no matter the patient’s 
monitoring frequency. In August 2016, the CPMG reported that the average time for lab reporting in the 
legacy registries was 56 days. Due to concerns with access, the Agency proposed that the definition of 
“current” align with the monitoring frequency of the patient. For example, a weekly patient must have 
had a lab within 7 days when presenting at the pharmacy, bi-weekly 15 days and monthly 30 days. 
During these discussions, using data from the soft-launch period, the CPMG brought to the Agency's 
attention that if the safe use condition of the lab being current (within 7/15/31 days of the lab draw) 
was implemented, 52% of all clozapine patients would not be eligible to receive clozapine. Therefore, 
the Agency agreed with the CPMG that enforcing the lab reporting requirements has the potential to 
cause an unacceptable amount of treatment interruptions during the soft launch period. The decision 
was made to postpone the implementation of the restriction for an out of date lab until after the 
current modification, allowing additional time to reinforce to prescribers that an ANC must be submitted 
to the program as soon as possible. 
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To continue to implement the REMS program, a modification was attempted in 2016 with a full launch 
planned for December 2016 however, during the final negotiations the CPMG informed the Agency that 
they were unable to continue with the REMS Modification. The programing of the REMS program 
needed to be interrupted to add new National Drug Code (NDC) numbers to the program database. 
Given the interruption of that modification, it was decided that all changes, except for the 
implementation of the current lab, should instead be included with the next approved modification.  

In the interim several meetings, including a two-day face to face meeting, were held to discuss the 
program structure and continued implementation. Subsequently, in October 2017 the current 
modification negotiations began. The Agency received materials from the CPMG and provided 
comments via email and participated in several live document reviews due to the volume of materials 
and changes required to the program for this modification.  Once we were in alignment with the 
documents, a DMF submission was submitted and the Agency and CPMG agreed to not make any 
additional changes to allow the programming to proceed. 

2.3 REGULATORY HISTORY 
In addition to weekly implementation telephone conferences with the CPMG, the following is a 
summary of the regulatory history relevant to this modification review: 

 09/15/2015:  Clozapine Single Shared System REMS Program approved 

 10/12/2015: The Clozapine REMS Program implemented (website, call center, fax number and 
eligibility check) 

 10/14/2015: T-con with CPMG to discuss implementation concerns being brought to the 
Agency’s attention via list-serves, through the Division of Drug Information, and the FDA 
ombudsman 

 02/17-18/2016: Face to face meeting with the CPMG 

 08/05/2016: CPMG submitted a REMS Major Modification to DMF 030496 

 10/07/2016: Amendment received consistent with Agency proposed edits incorporated 

 10/14/2016: CPMG communicates that they are unable to continue with the planned December 
2016 launch of the modification underway 

 02/14-02/16: Face to face meeting with the CPMG 

 07/20/2018: REMS Major Modification submitted to DMF 030496 

 12/12/2018: Amendment received to DMF 030496 

Due to the large number of communications between the Agency and the CPMG, see appendix 7.3 for 
details on REMS correspondences. 

3 AGENCY RATIONALE FOR REMS MODIFICATION 
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This major modification changes the inpatient prescriber certification and patient monitoring 
requirements and adds additional educational materials to the REMS. Of note, although not a 
modification, the restrictions for prescriber and pharmacy certification will initiate at the time of launch 
of this modification. 

3.1 INPATIENT PRESCRIBER CERTIFICATION 
The currently approved Clozapine REMS requires all prescribers to become certified in the program to 
prescribe clozapine. However, during the extended implementation period several concerns regarding 
the burden of inpatient prescriber certification were brought to the attention of the Agency. Having 
every prescriber who admits patients to an inpatient facility become certified to prescribe clozapine 
would potentially be a large burden on the healthcare delivery system.  The AMA8 reports that, “…the 
share of physicians who work in a practice with at least some hospital ownership or who are direct 
hospital employees was 32.8 percent in 2016. In a 2016 census of actively licensed physicians in the 
United States, a total of 953,695 actively licensed physicians.9 Therefore an estimate for the number of 
prescribers who would potentially need to become certified in the Clozapine REMS Program for 
inpatient medical care is 312,812.  

Subsequently, the CDER Network of Experts was engaged. Pharmacists from the College of Psychiatric 
and Neurologic Pharmacists were asked about current best practices for the safe management of 
patients admitted to an acute care patient setting who are currently on clozapine therapy. All 
participants expressed that patient access would improve if the requirement for inpatient prescribers 
was eliminated. Three-fourths of those surveyed believed that inpatient pharmacies should develop 
their own policies and procedures that would ensure the safe use of clozapine while minimizing the 
burden on the healthcare delivery system. 

Therefore, to minimize the burden on the healthcare delivery system, specifically inpatient prescribers 
managing clozapine patients for a short period of time, as well as to ensure continuity of therapy, the 
requirement for an inpatient prescriber continuing therapy for a patient currently enrolled in the 
Clozapine REMS Program is being removed. Any prescriber (whether inpatient or outpatient) initiating 
therapy for a non-enrolled patient will continue to require certification in the program. This should 
improve access to clozapine for patients being admitted for an acute diagnosis, while maintaining the 
safety of all clozapine patients.  

3.2 CERTIFIED INPATIENT PHARMACY REQUIREMENTS 
The currently approved REMS requires lab reporting within 7 days of the blood draw for all patients 
regardless of inpatient or outpatient status. However, due to the aforementioned inpatient burden, as 
well as an assurance that the patient is likely being continuously monitored for adverse events and 

8 Kane, Carol K.; Policy Research Perspectives- Updated Data on Physician Practice Arrangements: Physicians 
Ownership Drops Below 50 Percent; American Medical Association; 2017 

9 Young, A., et.al. (2017).  A Census of Actively Licensed Physicians in the United States, 2016. Journal of Medical 
Regulation, 103(2). Retrieved from https://www.fsmb.org/globalassets/advocacy/publications/2016census.pdf 
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white blood cell count changes in an inpatient setting, the monitoring requirements for those admitted 
to an inpatient facility will be modified. The new requirement will be to check eligibility to receive 
clozapine once upon admission before dispensing the first dose. This eligibility check will ensure that a 
patient is currently enrolled in the program and thus under the care of a certified prescriber, as well as 
verify that the patient has an ANC on file. If the patient does not have a recent (or any) ANC on file with 
the Clozapine REMS Program, the inpatient pharmacist has the option of obtaining that information 
from the patient’s medical records and may choose to enter the value into the REMS program, although 
not required.  

Further, a change in the definition of inpatient pharmacies is warranted as facilities other than acute 
care hospitals may have varying standard monitoring schedules for patients. In the currently approved 
clozapine REMS, an inpatient pharmacy is defined as any facility with a pharmacy within its 4 walls. 
Therefore, it is plausible that a long-term care or other type of non-acute care facility could have 
certified as an inpatient pharmacy. As these facilities may not complete laboratory monitoring as 
frequently as an acute care facility, patients taking clozapine admitted here may not be undergoing 
frequent monitoring by default and therefore may not be adhering to their required monitoring 
frequency if included in the new inpatient pharmacy requirements. In keeping with the definition of 
inpatient hospital services put forth by the Centers for Medicare & Medicaid Services (CMS), the newly 
agreed upon definition of an inpatient pharmacy is: a pharmacy within a facility dispensing clozapine to 
patients receiving inpatient medical care and other related services for surgery, acute medical 
conditions or injuries (usually for a short-term illness or condition). The newly agreed upon definition of 
outpatient pharmacy is: a pharmacy dispensing clozapine to patients treated on an outpatient or chronic 
basis. This includes, but is not limited to, retail drug-stores, ambulatory care pharmacies, and 
pharmacies dispensing to long-term care, rehabilitation facilities and prison systems. With the change in 
definition of inpatient and outpatient pharmacies, the Sponsor estimates that 3,088 certified inpatient 
pharmacies will need to recertify as outpatient pharmacies. 

Pharmacies certified in the Clozapine REMS Program are required to recertify every two years from the 
date of their initial certification. When a pharmacy attempts to recertify a series of questions 
determines inpatient or outpatient status. If the original status is incorrect based on the responses to 
the question, the pharmacy will recertify as the correct pharmacy type. 

3.3 CERTIFIED OUTPATIENT PHARMACY REQUIREMENTS 
Although not yet implemented, the currently approved REMS requires that all prescriptions are written 
by certified prescribers. Given that there will be some prescribers who are not yet certified in the REMS 
Program, pharmacies will have the opportunity to apply clinical judgment and continue to dispense 
clozapine to enrolled patients when a patient’s prescriber is not certified, provided all other safe use 
conditions have been met. The pharmacists’ decision to dispense clozapine must be documented in the 
Clozapine REMS program by entering a dispense rationale via the website or calling the contact center. 
This dispense rationale is limited and can only be used three times per rolling 6-month period. This will 
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allow patients to maintain access while prescribers continue to become certified in the Clozapine REMS 
Program. 

3.4 MONITORING REQUIREMENTS 

Definition of Current Lab 

The currently approved REMS instructs the prescriber to submit labs consistent with the patient’s 
monitoring frequency per the labeling; however the pharmacy is given a 7-day window of approvability 
from the date of the blood draw to dispense a prescription. During the planned implementation phase, 
the CPMG used a business rule that a lab would be considered “current” if the lab was within 56 days of 
the dispense date. This value was chosen by the CPMG based on data showing that 56 days was the 
average time for a prescriber to report a lab to the legacy programs (which were largely a retroactive 
ANC monitoring program from a database standpoint; pharmacies were still instructed to have current 
labs on file prior to dispensing). The CPMG carried this definition forward after approval during the 
extended transition period given the technical difficulties immediately post-approval and delayed 
deadlines for certification. 

During the extended transition period, the Agency expressed concern with the discrepancy between the 
prescriber’s reporting requirement and the pharmacy’s requirement for obtaining a successful PDA.  The 
Agency decided that due to access concerns, the currently approved definition of current (within 7 
calendar days of the blood draw) was too stringent for patients on twice monthly or monthly monitoring 
schedules. To allow flexibility for those patients, the Agency and the CPMG agreed to re-define a 
current lab as a lab within 7 days of the dispense date for weekly monitored patients, within 15 days of 
the dispense date for twice monthly monitored patients and within 31 days of the dispense date for 
monthly monitored patients. 

As the laboratory data in legacy programs was largely retroactively reported, the timely reporting of 
ANCs to the Clozapine REMS Program will likely be a change in practice for clozapine prescribers. Given 
this need to change the reporting practices of prescribers this REMS modification will evaluate if the lab 
is “current” however this will not prevent a dispense. A warning message will be given to pharmacists 
that the lab is not current.  

3.5 NEW PROGRAM MATERIALS 

1. Pharmacy Enrollment Forms 

a. Given the varied requirements between inpatient and outpatient pharmacies, the 
Pharmacy Enrollment Form has been separated into the Inpatient Pharmacy Enrollment 
Form and the Outpatient Pharmacy Enrollment Form. These forms now reflect the 
changes in pharmacy responsibilities. 
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2. PDA Fact Sheet and Frequently Asked Questions 

a. The complexity of the Clozapine REMS Program, the implementation challenges and the 
planned multi-phased implementation, caused the Agency and CPMG concern that 
there would be significant stakeholder confusion during the extended transition period. 
To alleviate this confusion several new educational materials were developed and 
approved using enforcement discretion10 to allow for rapid distribution. The Pre-
Dispense Authorization (PDA) Fact Sheet was developed to detail the process an 
outpatient pharmacy uses to obtain a PDA. It reflects the current state of the PDA and 
will be revised with the approval of this modification to reflect the requirements. 
Frequently Asked Questions (FAQs) were developed to address common questions the 
CPMG and the Agency received from stakeholders during the extended transition 
period, and in anticipation of questions that may occur as the operational restrictions 
are implemented. 

3. Eligibility Check Fact Sheet 

a. The Eligibility Check Fact Sheet was developed to detail the process an inpatient 
pharmacy uses to safely dispense clozapine to patients in their institution. 

4. Stakeholder Letters 

a. To communicate with clozapine stakeholders, transition letters were developed under 
enforcement discretion11 to provide detailed information about the phased 
implementation approach. The letters are the Dear Inpatient Pharmacy Letter, Dear 
Outpatient Pharmacy Using Web PDA Letter, Dear Outpatient Pharmacy Using Switch 
Letter, Dear Prescriber Letter, Dear Chain Pharmacy Letter, as well as a cover letter to 
accompany communication provided to prescriber and pharmacy professional societies. 
These letters will be modified to reflect the implementation status following the 
approval of this modification. These additional materials and letters have been added to 
the Clozapine REMS Program Website and are appended to the REMS Supporting 
Document. 

5. How to Start Clozapine and Monitor Patients Fact Sheet 

a. There are several other materials to aid with program understanding being added to the 
REMS with this modification. The How to Start Clozapine and Monitor Patients Fact 
Sheet was developed to provide concise information on how to start and monitor 

10 The agency's exercise of enforcement discretion with regard to certain requirements will not extend to fraud or 
other illegal conduct, and that the agency could, at its discretion, initiate enforcement action for violations of any 
and all applicable statutory and regulatory provisions implicated by fraudulent or illegal activity. 

11 See REMS correspondence submission 04/11/16 and 4/18/2016 to DMF 030496 
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patients on clozapine. This is in addition to the information contained in the Healthcare 
Provider Education Program and focuses solely on how to clinically manage patients. 

4 PROPOSED REMS MODIFICATIONS 

4.1 RESULTS OF REVIEW OF THE APPLICANTS’ PROPOSED REMS MODIFICATION 

4.2 REMS GOALS 
The Sponsor did not propose changes to the goals of the REMS. 

4.2.1 Elements to Assure Safe Use 
The following is a review of the changes proposed to the REMS Document and REMS appended 
materials. 

REMS Document 

Due to the changes in inpatient prescriber certification, certified inpatient pharmacy requirements, 
certified outpatient pharmacy requirements, monitoring requirements, and the addition of new 
program materials, the REMS document was revised to reflect these changes. See submission on July 20 
and December 12, 2018 in Drug Master File (DMF) 030496. 

Reviewer comment: These changes are acceptable. 

REMS Appended Materials:  Global Changes 

1. During the review of materials there was inconsistent terminology used throughout the REMS 
appended materials. To ensure consistency, a terminology matrix was developed. All materials 
were updated according to the terminology matrix. For example, instead of “report an ANC” the 
correct terminology throughout all documents is “submit an ANC”.  

2. The risk message that clozapine has a risk of severe neutropenia associated with its use was 
revised by Office of Prescription Drug Promotion (OPDP) to include the possible consequence of 
the risk- serious infection and death. This was added to the risk message throughout all REMS 
materials to read, clozapine can cause severe neutropenia, which can lead to serious infections 
and death. 

3. As described in section 3 of this review, a current lab was re-defined as a lab within 7 days of the 
dispense date for weekly monitored patients, within 15 days of the dispense date for twice 
monthly monitored patients and within 31 days of the dispense date for monthly monitored 
patients. This change was made throughout the REMS materials.  

There were other editorial changes to all the appended materials, see submission on July 20 and 
December 12, 2018.  

Reviewer comment: These changes are acceptable. 
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In addition to the aforementioned changes throughout all educational materials, the following materials 
were modified as follows: 

Pharmacy Enrollment Forms 

In the currently approved program, there is one pharmacy enrollment form. Consistent with the changes 
made to the requirements for inpatient dispensing, the pharmacy enrollment form was split into an 
inpatient pharmacy enrollment form and an outpatient enrollment form. 

Reviewer comment: These changes are acceptable. 

Educational Materials 

New educational materials 
As discussed in Section 3 several new educational materials were added to guide stakeholders. 

Fact Sheets: 
The How to Start Clozapine and Monitor Patients Fact Sheet is targeted to prescribers of clozapine. This 
fact sheet reiterates the prescribing requirements, specifically what activities need to be completed 
prior to prescribing, the monitoring requirements, and steps for discontinuing clozapine treatment. 

The Eligibility Check Fact Sheet targets inpatient pharmacies who utilize the Eligibility Check (EC. This 
fact sheet includes instructions on how to perform an EC, the elements evaluated by the EC, the possible 
results of the EC based on the information provided to the program, and action needing to be taken by 
the pharmacy based on the results of the EC. The PDA Fact Sheet targets outpatient pharmacies who 
utilize the PDA to verify that an outpatient is eligible to receive clozapine. This fact sheet includes 
instructions on how to perform a PDA, the elements evaluated by the PDA, the possible results of the 
PDA based on the information provided to the program, and action needing to be taken by the 
pharmacy based on the results of the PDA. 

A Frequently Asked Questions (FAQ) document was developed to further assist stakeholders in 
understanding the program and the requirements of the program. The FAQs are questions that are likely 
to need operationally based (and not safety based) responses. The FAQs are included on the Clozapine 
REMS Website.  

Reviewer comment:  These changes are acceptable. 

REMS Letters 
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The currently approved Clozapine REMS Program includes letters to prescribers and pharmacies to make 
them aware of the changes to the program and the need to certify in the Clozapine REMS Program. 
These letters were initially to be distributed at specified intervals during the implementation of the 
REMS program, however given the delayed full implementation; these letters no longer contained 
accurate information. They were therefore removed from distribution and have been replaced with 
updated letters to each stakeholder. The updated letters are the Dear Prescriber Letter, Dear Inpatient 
Pharmacy Letter, Dear Outpatient Pharmacy using Web PDA Letter, and Dear Outpatient Pharmacy 
using Switch Letter. 

The currently approved program also reaches out to both prescriber and pharmacy professional 
societies, these letters have been updated to reflect the changes described in Section 3. 

Further, several additional communications were added to the REMS program- certification reminder 
letters and a deactivation letter. These letters are directed to stakeholders who are going to be 
deactivated and those who have already been deactivated based upon required re-certification 
timelines in the REMS. 

Reviewer comment:  These changes are acceptable. 

REMS Website 
The Website Screen Captures reflect the updated REMS document and all appended materials. The 
submission contains all required captures of functionality, including the newly added Dispense 
Rationale. 

Reviewer comment: These changes are acceptable. 

4.2.2 Timetable for Submission of Assessments 

To align with the implementation of system functionality that was initially deferred at program launch, 
assessments are now due annually beginning with the implementation of this REMS modification. 

Reviewer comment:  These changes are acceptable. 

4.2.3 REMS Assessment Plan 
With the changes to the REMS with this modification, the assessment plan has changed to add metrics 
regarding the Dispense Rationale, add metrics regarding the requirement of a lab being current to 
dispense clozapine, and clarify language added regarding unique prescriptions submitted for 
authorization. In addition, obsolete transition metrics in the assessment plan have been removed. 
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The Assessment Plan 

A. REMS Program Implementation and Operations 

1. REMS Program Utilization: 

a. Pharmacies, Prescribers, Prescriber Designees, and Distributors: 

i. Number of each stakeholder, status of certification or enrollment (as 
applicable), and method of certification or enrollment (as applicable) 

ii. Summary of reasons certification or enrollment is incomplete for each 
stakeholder (Examples may include “Pharmacy unable to configure pharmacy 
management system,” “Prescriber missing information on form,” etc.) 

b. Patient Treatment Status by Patient Type (general population, BEN patients, NNRMF 
patients, hospice patients) for the reporting period and cumulatively: 

i. Active 

ii. Interrupted 

iii. Discontinued 

c. A nationally estimated number of patients that received a dispensed prescription for 
clozapine (all dosage forms) from U.S. outpatient retail pharmacies for the reporting 
period. Provide rationale for discrepancies between this estimate and the number of 
unique patients enrolled in the clozapine REMS and receiving at least one PDA during 
the reporting period. 

2. Contact Center Report: 

a. Number of contacts 

b. Summary of reason for contacts (examples may include “Enrollment question,” “Lab 
query,” etc.) by reporter (i.e., pharmacy, prescriber, patient) 

c. Narrative of any corrective actions resulting from issues identified 

3. Clozapine REMS Program Compliance (to be included in the REMS Assessment Report after 
full implementation): 

a. Audits 

i. Summary of audit findings for audits conducted during the reporting period 

ii. Summary of corrective actions taken to address findings, the status of the 
corrective actions, and any resulting preventative actions that were taken 
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b. Number of clozapine prescriptions dispensed that were written by non-certified 
prescribers (reported or detected through audit): 

i. Actions taken (examples may include “Provision of clozapine program 
materials,” “Prescriber becomes certified,” etc.) 

ii. Outcome of actions taken 

c. Number of prescriptions dispensed by noncertified outpatient pharmacies and actions 
taken to prevent future occurrences (reported or detected through audit) 

d. Number of shipments sent to noncertified pharmacies, source of report, and actions 
taken to prevent future occurrences 

e. Number of times a clozapine prescription dispensed because a pharmacy bypassed 
REMS edits; and, if any such events occurred, describe how these events were 
identified, the root cause of the failure, and any corrective actions taken (reported or 
detected through audit). Stratify by pharmacy type (switch or non-switch) 

f. Number of times a clozapine prescription was dispensed by a pharmacy for more than a 
3-day supply during the 3-day/72-hour Dispense Rationale window 

g. Number of patients receiving a clozapine prescription under a Dispense Rationale 
stratified by the number of prescriptions authorized under a Dispense Rationale per 
patient in a 6-month time-frame 

i. Summary of outreach to prescribers and number of resulting prescriber 
certifications. 

h. Number of prescriptions dispensed under a Dispense Rationale stratified by prescriber 

i. Number of pre-dispense authorizations without current lab value based on the patient’s 
monitoring frequency (7/15/31), provided as 

i. Total number of individual patients receiving PDA without current lab (i.e., 
aggregate) 

ii. Number of PDAs for each unique patient without current lab; provide range and 
average number of PDAs per patient 

j. Noncompliance with the Clozapine REMS Program requirements, source of report, and 
any corrective action or resolution 

i. Number of PDAs without ANC (excluding hospice patients) and number of 
these resulting in clozapine dispensing 
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4. 

5. 

6. 

ii. Number of PDAs without a Treatment Rationale provided when the ANC was 
unacceptable, and number of these resulting in clozapine dispensing 

Barriers or Delays in Patient Access: Provide outcome wherever possible 

a. False negatives: e.g., all entities are certified, but system generated a prescription 
rejection notice 

b. Inadvertent enrollment deactivations or failures to notify enrollees of forthcoming 
enrollment expirations 

c. Reported lack of certified prescribers and/or pharmacies in a patient's local area 

d. Unintended system interruptions and resolutions 

e. For PDAs via electronic verification: Number of times and reasons a manual back-up 
system was used to validate a prescription and source of problem (e.g., switch level, 
pharmacy level, REMS database, etc.) 

Inappropriate Patient Access: 

a. Inpatient pharmacy dispensing for outpatient use (reported or detected through audit) 

b. False positives: e.g., one or all entities were not certified but system verified 
dispensing/generated a PDA 

Evaluation of Safe-Use Behaviors: 

a. Prescription Rejections: 

i. Number of unique prescriptions submitted for authorization 

ii. Number of unique prescriptions submitted for authorization that did not 
encounter any REMS-related rejections prior to being authorized stratified by 
authorization type (Clozapine REMS Program Website PDA or pharmacy 
claims PDA) 

iii. Number of unique prescriptions submitted for authorization that encountered 
any REMS-related rejections, stratified by authorization type (Clozapine REMS 
Program Website PDA or pharmacy claims PDA) 

iv. Mean, median, and range or the duration of time to authorize stratified by 
authorization type 

v. Provide reasons for prescription rejections stratified by type of PDA (via 
pharmacy management system or Clozapine REMS Program Website) and 
duration of time to authorize prescription if initially rejected 
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b. Treatment Rationales: 

i. Number of Treatment Rationales submitted, stratified by type 

ii. Mean number of Treatment Rationales submitted per prescriber 

c. Number of notifications and alerts sent, stratified by type and stakeholder type 
(prescriber, pharmacy) and resulting actions by stakeholder (clozapine discontinued, 
pharmacy became enrolled, etc.) 

(a) For overdue lab notifications and severe neutropenia notifications, provide 
the number of notifications per unique patient and any actions by stakeholder 
(clozapine discontinued, pharmacy became enrolled, etc.) resulting from the 
notification. 

7. Evaluation of Knowledge/Surveys: 

a. An evaluation of knowledge of certified prescribers of the risk of severe neutropenia, 
appropriate monitoring of clozapine and REMS requirements 

b. An evaluation of knowledge of authorized representatives and pharmacists of the risk of 
severe neutropenia, appropriate monitoring of clozapine and REMS requirements 

c. An evaluation of knowledge of patients or caregivers of the risk of severe neutropenia, 
and the need for appropriate monitoring 

8. Evaluation of Required Monitoring: 

a. Total instances of severe neutropenia for unique patients (reported as lowest ANC for 
each unique patient whose ANC drops below 500/ L within each month) 

b. Total instances of neutropenia for unique patients (reported as lowest ANC for each 
unique patient whose ANC drops below 1500/ L, but remains at 500/ L or above within 
each month) 

9. With respect to each goal included in the strategy, an assessment of the extent to which the 
approved strategy, including each element of the strategy, is meeting the goal or whether 1 
or more such goals or such elements should be modified (Section 505-1(g)(3)). 

10. Clozapine REMS Program Outreach and Communication after the REMS modification in 
<MM/YYYY> and after any subsequent modifications that are approved in each assessment 
period: 

a. Dates of distribution of the Dear HCP Letter, Dear Distributor Letter, Dear Professional 
Society Letter, Chain Pharmacy Letter, Inpatient Pharmacy Letter, Outpatient Pharmacy 
Letter (Non-switch), Outpatient Letter (Switch), and Prescriber Letter and the numbers 
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sent on each date. Provide a list of the documents included with each distribution 
including the revision date 

b. Number of undeliverable and returned communications for each distribution date, by 
method of distribution 

c. A summary of the Clozapine REMS Program Website utilization 

11. Knowledge Assessments: 

a. Number of completed Clozapine REMS Knowledge Assessment for Healthcare Providers 
(KAs) for certified prescribers and pharmacy authorized representatives, and pharmacy 
staff that have elected to take the KA, including method of enrollment and number of 
attempts to complete, by stakeholder 

b. Summary of the most frequently missed KA questions, stratified by prescriber and 
pharmacy 

c. A summary of potential comprehension or perception issues identified with the KA 

d. Proposed remediation for Clozapine and the Risk of Neutropenia: A Guide for 
Healthcare Providers and/or the Clozapine REMS Knowledge Assessment for Healthcare 
Providers 

12. The Important Program Update on the Clozapine REMS Program Website is used to 
communicate important program changes to stakeholders. This section on the website will 
provide frequent updates to stakeholders regarding the program. A summary of the number 
of updates communicated in this section of the website will be provided during the 
assessment reporting period. 

13. Data Sources for Safety Surveillance: 

a. Adverse event reports will be processed according to each Sponsor’s Standard 
Operation Procedures and criteria outlined in 21 CFR 314.80 The Sponsors will process 
hematologic adverse drug experiences on clozapine collected by the single shared 
system as follows: 

i. All adverse events (hematologic and non-hematologic) will be considered 
“solicited” events and reported per 21 CFR 314.80(e). In other words, any 
adverse event collected by the single shared system that is determined to be 
serious, unexpected, and related will be reported as a 15-Day Alert Report 

ii. Expedited 15-Day Alert Reports will be submitted for both serious and non-
serious outcomes for all cases of neutropenia (ANC < 1000/ l) for all patients 
(general population and BEN) for the first 3 years after the initiation of the 
Clozapine REMS Program 
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7.3 IR RESPONSE SUBMISSIONS 

Date of IR Response 
Submission 

Date of IR Details 

6/28/2016 6/17/16 CPMG provided a list REMS program 
materials 

7/6/2016 June 2016 Bundled responses to IRs received 

8/5/2016 7/14/16 Approach to contents of REMS Document 
and REMS Supporting Document 

12/16/16 8/8/2016 to 11/8/16 Bundled responses to IRs received 

7/14/2017 1/4/2017 to 6/8/17 Bundled responses to IRs received 

1/26/2018 10/23/2017 to 
11/16/2017 

Bundled responses to IRs received 

344 Pages of Draft Labeling  have been Withheld in Full as b4 (CCI/TS) immediately following this page.
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