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l. APPLICATION:

[J scCcCMH Board

[X] SCCCMH Providers and Subcontractors
X1 Direct Operated Programs

X] Community Agency Contractors

X1 Residential Programs

X Specialized Foster Care

PURPOSE STATEMENT:

St. Clair County Community Mental Health (SCCCMH) shall ensure a coordinated management system
regarding the prescribing and monitoring of the medication Clozaril (Clozapine). For all prescribing
management and monitoring guidelines for the use of Clozaril also referred to as clozapine from this
point forward in this document, refer to Clozapine REMS (Risk Evaluation and Mitigation Strategy)
Program at https://www.newclozapinerems.com/pr/patient/patientenroll Furthermore, SCCCMH shall
comply with the Clozapine REMS Registry which is an FDA-mandated program implemented by the
manufacturers of clozapine which is intended to assist Health Care Providers (HCP) ensure the safety of
patients on clozapine. Clozapine REMS is a single shared registry with requirements for prescribers,
pharmacists, patients and distributors. It shall always be the administrative procedure and directive that
when prescribing clozapine, prescriber is to follow the requirements and guidelines set forth in the
Clozapine REMS Registry Program.

DEFINITIONS:

A. ANC (Absolute Neutrophil Count): Neutrophils are a type of white blood cell. Clozaril can induce
neutropenia, which is a decrease in the absolute neutrophil count and can be life threatening, which
is why scheduled lab monitoring is a requirement. The ANC is specified (or it can be referred to as
the PMN count, which is the polymorphonuclear count) in the listed results of the differential. It
may also be calculated by multiplying the total white blood cells (WBC) by the total percentage of
neutrophils from the differential.

B. Benign Ethnic Neutropenia (BEN): An ethnic-specific condition which results in a normally low
baseline neutrophil count. Refer to the Clozaril REMS algorithm for the adjusted acceptable ANC
guidelines.

C. Clozaril (Clozapine): An atypical anti-psychotic used for treatment resistant schizophrenia and
reducing suicidal behaviors in patients with schizophrenia or schizoaffective disorder which
typically have not responded to traditional pharmaco-therapeutic agents. It may also be prescribed
as adjunct treatment with other diagnoses.



https://www.newclozapinerems.com/pr/patient/patientenroll
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Clozaril Nurse: A Registered Nurse assigned to monitor and execute a smooth, efficient and safe
clinic for individuals receiving Clozaril. All Nurses, Pharmacists and Prescribers must be certified
in the REMS Program. To complete this go to https://www.newclozapinerems.com/home

REMS Program (Clozapine Risk Evaluation and Mitigation Strategy): Clozapine can induce
neutropenia which is a reduced number of neutrophils and can be life-threatening. The
requirements to prescribe, dispense, and receive clozapine are incorporated into a single shared
program called the Clozapine Risk Evaluation and Mitigation Sharing Strategy (REMS). A REMS
IS a strategy to manage known or potential risks associated with a drug or group of drugs and is
required by the FDA for clozapine to ensure that the benefits of the drug outweigh the risk of
severe neutropenia.

WBC (White Blood Cell Count): Total number of white blood cells (leukocytes) in 1 cubic
millimeter of peripheral venous blood specimen.

STANDARDS:

INDIVIDUAL SELECTION

Clozapine is an atypical antipsychotic indicated for treatment resistant schizophrenia or
schizoaffective disorder, and in reducing suicidal behavior in patients with these diagnoses.
Patients must be enrolled in the Clozapine REMS Program by the Prescriber or Prescribers
Certified Designee.

Individuals being considered for treatment with clozapine, should demonstrate unsatisfactory
response to at least 2 typical or atypical anti-psychotic agents at prescribed doses and for a
duration of time as determined by the treating Psychiatrist, prior to being considered for Clozaril
therapy.

Before starting treatment with clozapine, the baseline ANC must be at least 1000/uL1500/uL for
the general population and at least 1000uL for patients diagnosed with BEN (benign ethnic
neutropenia).

After initiation of treatment with Clozaril, the ANC counts need to be monitored as per guidelines
in the Clozapine REMS which also provide recommendations for Clozapine long-term treatment.

PROCEDURES:

Pre-Clozaril Treatment

Prescriber

1. Determines individual’s appropriateness for Clozaril treatment and orders baseline laboratory test
— CBC with differential. ANC must be within the stated ranges as put forth in the Clozaril REMS


https://www.newclozapinerems.com/home
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guidelines.

Prescriber/Registered Nurse

2.

Acquires written Informed Consent and provides oral/written educational information related
to Clozaril, by providing the handout, “A Guide for Patients and Caregivers: What You Need
to Know about Clozapine and Neutropenia”. This is available to be downloaded from the
website. Nurse or Prescriber must register patient into the Clozapine REMS before prescribing
and baseline ANC entered.

Contractual Pharmacy

3.

Enters electronically the individual beginning Clozaril into the Clozapine REMS Program and
receives REMS Dispense Authorization (RDA) before Clozapine can be dispensed. An RDA is
an electronic code that indicates the Clozapine REMS program has verified:

a. The Prescriber is certified in the Clozapine REMS Program.

b. The Pharmacy is certified in the Clozapine REMS Program.

c. The Patient is enrolled in the Clozapine REMS Program.

d. The ANC is current (results are within 7 days of dispensing) and acceptable according to

the patient’s monitoring schedule, or the prescriber has authorized the continuation of
Clozapine treatment.

Clozaril Nurse

4.

5.

Reviews pre-Clozaril baseline CBC/Diff results and links to Prescriber.

Records the results of the baseline WBC and ANC count on the individual’s form #0110
Clozaril White Blood Coung (WBC) & Absolute Neutrophil Count (ANC) History in the
Clozaril Nurse reference book. Enters lab data from each draw and within the required
guideline frequencies in the Clozaril Registry. Sends laboratory report to the individual’s
Pharmacy for dispense. SCCCMH utilizes Genoa Pharmacy.

Sends the following information to the Contractual Pharmacy preferably 24 hours before
Clozaril treatment is to start:

a. Ensure that Contractual Pharmacy has received original Prescriber’s order in written form
or by electronic script.

b. Lab results completed within 7 days of dispensing.

c. May send a copy of insurance/Medicaid card or other approved payment method.


http://198.109.89.71/forms/forms_files/Health-Medical/04-0110.pdf
http://198.109.89.71/forms/forms_files/Health-Medical/04-0110.pdf
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Prescriber/Nurse Practitioner
7. Prescribes Clozaril dosage titration. Prescriber order is maintained in electronic file.
Clozaril Nurse

8. Ensures individuals and assigned Case Managers are aware of site, time, and day of the Clozaril
Clinic.

Active Clozaril Treatment

Prescriber

1. Reviews the medication at least every ninety (90) days or as clinically indicated. Prescribes
Clozaril (Clozapine) with refills.

Clozaril Nurse
2. Maintains CBC with differential order in the electronic file.

3. Assesses individual during Clozaril clinic as to tolerance and side effects associated with
Cloazaril.

4. Reviews results of CBC (in accordance with Section IV. D.) and records WBC and ANC on
individual’s form #110 Clozaril White Blood Count (WBC) & Absolute Neutrophil Count
(ANC) History. Inputs results into Clozaril registry with each scheduled blood draw.

5. Signs off on CBCs. Must scan labs into the individual’s Electronic Health Record.

6. Informs Prescriber and individual’s assigned treatment staff of abnormal laboratory results or
any pertinent clinical information.

7. Discusses with provider/individual if emergency supply is needed; and obtains order from
prescriber appropriate.

8. Completes all the appropriate case record documentation. Completes a Progress/Contact Note
for face-to-face contacts.

9. Contacts the prescriber/nurse practitioner for dosing instructions, if Clozaril treatment is
stopped for two (2) days or more to obtain instructions for re-titration.

Case Manager/Home Provider/Patient

10. Notifies Clozaril Nurse one (1) week in advance of individual’s vacation plans if vacation is
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C. Individuals Transferred into St. Clair County CMH during Clozaril Treatment

outside of St. Clair County and longer than two (2) weeks.

SCCCMH Institutional Liaison, Placement Coordinator, or Outpatient Intake Clinician

1.

4.

Notifies Clozaril Nurse at least seven (7) days prior to placement to ensure a smooth transition

for continued Clozaril therapy.

Provides the Clozaril Nurse with the following information:

a. Social Security number.

b. Copy of insurance or Medicaid card.

c. Current Clozaril dosage with copy of current prescriber order.

d. ANC counts from last four (4) blood tests.

e. List of other medications individual is currently receiving.

Requests CBC with Differential to be drawn on the day of discharge from previous Clozaril
monitoring program (i.e., institution, OP labs, etc.).

Ensures laboratory results are faxed immediately to the Clozaril Nurse.

5. Ensures individual is placed into SCCCMH system with a seven (7) day supply of Clozaril.

Clinician/Case Manager

6. Ensures individual is seen by SCCCMH Contractual Prescriber within seven (7) days of

Clo

placement or transfer into SCCCMH system.

zaril Nurse

7. Follows procedures as outlined in Section (V.B) ACTIVE CLOZARIL TREATMENT for the

remaining steps.

D. Termination of Clozaril Treatment

Prescriber

1. Writes the order to discontinue Clozaril in the EHR.
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Registered Nurse/Designee

2. Receives notification of intent to discontinue Clozaril. Notifies caregiver, if applicable, that the

3. Documents discontinuation of Clozaril on individual’s Nursing Progress Note.

medication is being discontinued.

4. Directs individual/caregiver that 2 post CBC/Diff are required to assure individual is not
experiencing post Clozaril neutropenia. Once lab results are available, they are entered into the
Clozaril Registry. Once post Clozaril CBC with Differential obtained, patient needs to be
removed as under SCCCMH Prescriber in the Registry.

Ensures that the contractual pharmacy has received electronic script for discontinuation of

Clozaril.

V1. REFERENCES:

A. Clozaril REMS https://www.clozapinerems.com/CpmqgClozapineUl/home.u

B. Clozaril & Risk of Neutropenia: A Guide for Health Care Providers

https://www.clozapinerems.com/CpmgClozapineUl/rems/pdf/resources/Clozapine REMS A Gui

de for Healthcare Providers.pdf

C. #0110 Clozaril White Blood Count (WBC) & Absolute Neutrophil Count (ANC) History

VIl. EXHIBITS:

A. Clozapine REMS Guidelines
B. Standard Adult Clozaril Initiation Protocol

VIIl. REVISION HISTORY:

Dates issued 09/90, 12/91, 07/94, 09/97, 08/05, 08/07, 08/09, 08/11, 11/12, 11/13, 11/14, 11/15, 11/16,
01/18, 01/19, 03/20, 03/21, 05/22, 06/23.


https://www.clozapinerems.com/CpmgClozapineUI/home.u
https://www.clozapinerems.com/CpmgClozapineUI/rems/pdf/resources/Clozapine_REMS_A_Guide_for_Healthcare_Providers.pdf
https://www.clozapinerems.com/CpmgClozapineUI/rems/pdf/resources/Clozapine_REMS_A_Guide_for_Healthcare_Providers.pdf
http://198.109.89.71/forms/forms_files/Health-Medical/04-0110.pdf

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

EXHIBIT A

LOZAPIME REM
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Before starting treatment with clozapine, the baseline ANC must be:

+ atleast 1500/ pL for the general population
+ atleast 1000/uL for patients diagnosed with BEN

During treatment, monitor ANC regularly as described in Table 1 below.

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

ANC Level Treatment Recommendation ANC Monitoring

Hormal Rangs for & Hew Patiant
QEMERAL POPULATION

= ANC x 1500Ml

BEH POPULATION
* ANC x 1000%L

* Oibtaiin at least bwo baseine
ANC leveis before InitiaSing

freaiment

M Newtropania
(90040 - 145l

Moderats Heutropenla
(=00 - 995l

Savers Mawiropen ks
(= DALY

* Inltiste neatrment

* I treatrment intemupbed:
- = 30 days, confinue manBoring as batore
- & 30 days, monitor 2= Frew pafent

* Discontinuation for reasons ofer than neuropenia

BENERAL POFULATION
= Confinue freatment

EEN POPULATION

= Ml reutropeni |5 nommal range for BEN population,
continue reatment

= Obiain af least bwo baeseline ANC levels before
Initiating treatment

= I treatrment imtemapbed
- « 30 days, confinue monBoring as before
- & 30 days, monitor 2= Frew pafent

* Discontimuation for reasons ofher than neulropenty

BENERAL POPULATION
* Recommend hematciogy consuitation
* Interrupt treatment for suspectsd clazapine-induced
nesrnpeniy
* Resume treatment ance ANG nomalizes bo = 1000l

EBEN POPULATION
* Recommend hermatoiogy consuiation
= Confinue reatment

BENERAL POPULATION
* Fecommend hematoiogy onsultation
* Interrupt freatment for suspecied clozapine-induced
resToperia
= Dwmot rechalenge uniess prescriber determines bemeSis
outweigh risks
EEN POFULATION
- e
* Interrupt treatment for suspectsd clozpine-nduced
neuToDEniY
= Da mok rechalienge unless prescriber determines
benets cutweigh risks

= Weskly from infiabion o six months
* Every two weeks from S 80 12 months
* Monly after 12 months

* ‘S Section 2.4 of the Tul Presoibing Information

SEHERAL POPULATION
= Three times weekly untl ANC = 150000
= One ANC 2 15000l retum do patient’s last "Normal Rangs™
AMNC monhorng Interal™
EEH POPULATICN
= 'Weskiy from inftiafion 1o Sy monis.
* Ewery bwo weeks from € o 12 months
= Maonthly afier 13 months

* See Saction 2.4 of the Tull Prescribing Information

SEHERAL POPULATION

= Daly unl ANC = 1000/uL, then

= Three times weskly unfl ANC = 150000

= Onoe ANC 2 1500L check ANC weskly for £ wesks,
Bz retum io patient's last "Nomal Range™
ANC monlonng nteral™

EBEH POFULATION

= Thres tmes weekly untl ARG = 1000l or = pabient's
knoam baseline.

" Once ANC 2 10000l or padent's kmown basedne,
check ANC weekly for £ weeks, then retum o pafent's
last "Mormal BEN Range® ANC monBoring infsnal=

SEHERAL POPULATION

= Cally untl ANC = 100040

= Three bmes weekly untl ANC = 15000l

* H patient re resume as & rew paient
under “Hormal Range” monkoring once ANGC 21S00uL

EEH POPULATION

* Dally untl AMC z S00%L

= Three tmes weskly untl ANC & palient's established baseline

* If patient rechallenged, resume neatment as a pew padent
under “Normal EEN Range" monitoning ance ANC =1000L o
at pabents baseine

* Confirm all Inltal reports of ANC ess than 150070 {ANC < 1000/uL Tor BEN patents) with a repeat ANC measunement within 24 hours

** ¥ cinlcally appropriake

m=oamg

Reference I0: 4376730




EXHIBIT B
STANDARD ADULT CLOZARIL INITIATION PROTOCOL

FOR ADULT PATIENTS:

1. Start Clozaril 25mg 1 at bedtime for 3 days.

2. Then 25mg 2 at bedtime for next 4 days.

3. If TOLERATED, then 100mg at bedtime for next week.

4. If TOLERATED with manageable/minimal side effects, then
200mg at bedtime for following week.

5. Then, a Clozapine level should be ordered to determine the dose
based on patient’s clinical condition, blood level, and side effects.




