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0od and Drug Administration
Silv r Spring MD 20993

NDA 019758/S-061/S-077
SUPP EMEOVAPPR A

HLS Therapeutics USA, Inc. e
Attention: Gilbert Godin, COO
919 Conestoga Road
Building 3, Suite 310
Rosemont, PA 19010

Dear Mr. Godin:

Please refer to your Supplemental New Drug Applications (sSNDAs) dated September 19, 2008
(S-061), and August 14, 2015 (S-077) submitted under section 505(b) of the Federal Food, Drug,
and Cosmetic Act (FDCA) for Clozaril (clozapine) 25 mg and 100 mg Tablets.

We also acknowledge receipt of your amendments to Supplement 061 dated May, 5, 2009,
September 28, 2012, October 18, 2013, September 25, 2014, January 7, 2015, April 23, 2015,
May 15, 2015, July 17, 2015, September 4, 2015, and September 14, 2015.

The “Prior Approval” supplemental new drug application, S-077 provides for changes to the
Contraindications, Boxed Warning, Warnings and Precautions, Dosage and Administration, and
Use in Specific Populations sections of the labeling to update the neutropenia monitoring
algorithms and associated Clozaril (clozapine) treatment recommendations; and to accommodate
for Clozaril (clozapine) treatment for patients with benign ethnic neutropenia.

The “Prior Approval” supplemental new drug application S-061 provides for a proposed risk
evaluation and mitigation strategy (REMS) for Clozaril (clozapine) and was submitted in
accordance with section 909(b)(3) of the Food and Drug Administration Amendments Act of
2007 (FDAAA). Under section 909(b)(1) of FDAAA, we identified Clozaril (clozapine) as a
product deemed to have in effect an approved REMS because there were in effect on the
effective date of FDAAA, March 25, 2008, elements to assure safe use required under 21 CFR
314.520.

OVAPPR A & ABE ING

We have completed our review of these supplemental applications, as amended. They are
approved, effective on the date of this letter, for use as recommended in the enclosed, agreed-
upon labeling text. e

Reference ID: 3819845 e



NDA 0197 061 077
Page 2

CONTENT OF LABELING

Ass nasp ssible, butn later than 14 days fr m the date f this letter, submit the ¢ ntent f

labeling [21 CFR 314. 0(1)] in structured pr duct labeling ( PL) f rmat using the FDA

aut mated drug registrati n and listing system (eLI T), as described at

http: www.fda.g v F rIndustry Data tandards tructuredPr ductlLabeling default.htm. C ntent
f labeling must be identical t the encl sed labeling (text f r the package insert, text f r the

patient package insert, Medicati n Guide), with the additi n fany labeling changes in pending

“Changes Being Effected” (CBE) supplements, as well as annual rep rtable changes n t

included in the encl sed labeling.

Inf rmati n n submitting PL files using eList may be f und in the guidance f r industry titled
“ PL tandard f r C ntent f Labeling Technical Qs and As at

http: www.fda.g v d wnl ads DrugsGuidanceC mplianceRegulat rylnf rmati n Guidances U
CMO072392.pdf

The PL will be accessible fr m publicly available labeling rep sit ries.

Als within 14 days, amend all pending supplemental applicati ns that includes labeling changes
f r this NDA, including CBE supplements f r which FDA has n t yet issued an acti n letter,
with the ¢ ntent flabeling [21 CFR 314. 0(1)(1)(1)] in MS Word f rmat, that includes the
changes appr ved in this supplemental applicati n, as well as annual rep rtable changes and

ann tate each change. T facilitate review fy ur submissi n, pr vide a highlighted r marked
up ¢ py that sh ws all changes, as well as a clean Micr s ft Word versi n. The marked up ¢ py
sh uld pr vide appr priate ann tati ns, including supplement number(s) and annual rep 1t
date(s).

We request that the labeling appr ved t day be available ny ur website within 10 days f
receipt fthis letter.

RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS

Under secti n 909(b)(1) fFDAAA, we identified Cl zaril as a pr duct deemedt have in effect
an appr ved REM S because there were in effect n the effective date f FDAAA, March 2 ,

200 , elements t assure safe use required under 21 CFR 314. 20. Under secti n 909(b)(3),y u
were required t submita pr p sed REMSf r Cl zaril.

Y urpr p sed REMS submitted eptember 19, 200 , last amended n eptember 14 201 , and
appended t this letter, is appr ved. The REM Sc nsists felementst assure safe use

(ETA U), an implementati n system, and a timetable f r submissi n fassessments f the
REMS.

The REM S will use a shared system f r the ETA U, the implementati n system, and the REM S
assessments. This shared system, kn wn as the Cl zapine REM SPr gram, includes the pr ducts
listed nthe FDA REM S website, available at http: www.fda.g v rems. Other pr ducts may be
added in the future if additi nal NDAs r ANDAs are appr ved.

Reference ID: 3819845 o
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The approval of the REMS s concurrent w th the approval of new label ng language, wh ch s
not supported by the ex st ng s x nd v dual reg str es (the “legacy r sk management

systems”). To support cont nued treatment of pat ents dur ng the Clozap ne REM S Program 90
day trans t on per od, th s REMS ncludes the follow ng requ rements:

1. For 30 calendar days after the date of th s letter,

a. Prescr bers and pharmac es must cont nue to use the legacy r sk management
systems for cert f cat on, pat ent enrollment, and mon tor ng, nclud ng report ng
of ANC values.

b. All legacy r sk management system requ rements rema n n effect.
2. Beg nn ng 30 calendar days after the date of th s letter,

a. All clozap ne pat ent reg stry webs tes under the legacy r sk management systems
must automat cally red rect to the Clozap ne REM S Program webs te.

b. All phone and fax numbers prev ously assoc ated w th nd v dual clozap ne
pat ent reg str es under the legacy r sk management systems must automat cally
transfer to the Clozap ne REM S Program.

c. The Clozap ne REM S Program must be fully funct onal, w th the follow ng
except ons:

. Electron ¢ telecommun cat on ver f cat on that allows a pharmacy or
group of pharmac es to rece ve electron c author zat on to d spense
through a pharmacy network or pharmacy sw tch w 1l not be ava lable.

. Pre D spense Author zat ons w 1l not be ava lable.

. Wholesalers and d str butors must d str bute only to pharmac es e ther
enrolled n a reg stry under a legacy r sk management system or cert f ed
n the Clozap ne REM S program.

v. Prescr bers who are cert f ed under a legacy clozap ne r sk management
program may cont nue to prescr be clozap ne w thout mmed ately
becom ng cert f ed n the Clozap ne REM S Program, but may only
prov de prescr pt ons to the r ex st ng pat ents who are cont nu ng
un nterrupted treatment begun under one of the legacy r sk management
systems. Prescr bers must enroll n the Clozap ne REM S Program to
prescr be for any other pat ents.

3. Beg nn ng 72 calendar days after the date of th s letter, all prescr bers must be cert f ed n
the Clozap ne REM S program to prescr be clozap ne for any pat ent.

4. Beg nn ng 90 calendar days after the date of th s letter, all elements of the Clozap ne 1
REM S Program must be fully mplemented and funct onal n accordance w th the
approved REM S.

The REM S assessment plan must nclude, but s not I m ted to, the follow ng:

Reference ID: 3819845 i
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A. Background REMSProgra 1 lep ntation and Operations
1. REMSProgra Utilization

a)

Phar cigs, Prescribers, Prescriber Designees and Distributors

(1) Nu eb of each stakeholder, status of certification or
enroll nt (as applicable),and thod of certification or enroll nte
(as applicable)

2) u ry of reasons certification or enroll mmpis inco lete for
each stakeholder (Exa lgs  yainclude “Phar cy unable to
configare phar ¢y mmge ntsyste ,"Prescriber ssing
infor twnonfor ,2tc.)

m

b) Patient tatus by Patient Type (General population, BEN patients, NNRMF m

patients, hospice patients)
(1) Active

(2) Interrupted

(3) Discontinued

2. Contact Center Report

a)
b)

©)

Nu drof Contacts

u ry ef reason for call (Exa lps  yinclude “Enroll nt¢
question,” “Lab query,” etc.) by reporten @.c. phar  cy, prescriber, patient)
Narrative of any corrective actions resulting fro issues identified

3. Clozapine REM SProgra Co ljance (to be included beginning with the 12
Month REMh® Assess ntReport)

a)

mb b)

©)

d)

Reference ID: 3819845 m

Audits

(1) u ry of audit findings for audits conducted during the reporting period.

(2) u ry @of corrective actions taken to address findings, the status
of the corrective actions, and any resulting preventative actions that were
taken

Nu er of clozapine prescriptions dispensed that were written by non

certified prescribers (reported or detected through audit)

(1) Actions taken (Exa lps  yanclude “Provision of clozapine progra

tarials”, “Prescriberbeco seertified”, etc.)

(2) Outco  @f actions taken

Nu & of prescriptions dispensed by noncertified outpatient phar caes

and actions taken to prevent future occurrences (reported or detected through

audit)

Nu dreof ship nts sent to noncertified phar caes, source of report,

and actions taken to prevent future occurrences

Nu o of ti sea clozapine prescription dispensed becams@a a phar cy

bypassed REMS audits 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). tratify by phar cy

m
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type (switch vs non switch)
f) Noncompliance with the Clozapine REMS Program requirements, source
of report, and any corrective action or resolution
(1) Number of PDAs without ANC (excluding hospice patients) and number
of these resulting in clozapine dispensing
(2) Number of PDAs without treatment rationales provided when ANC
unacceptable, and number of these resulting in clozapine dispensing

4 Barriers or Delays in Patient Access

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 enrollmentexpirations

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

d) Unintended system interruptions and resolutions

¢) 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, REM S 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 generateda PDA

B Evaluation of afe Use Behaviors
1 Prescription Rejections
a) Number of pre dispense authorizations (PDAs) that did not encounter any
REMS elated rejections prior to being authorized

b) Total number of authorizations that encountered any REM S related rejections

¢) Mean, median, and range of the duration of time to authorize

d) Provide reasons for prescription rejections stratified by type of PDA (via
pharmacy management system or clozapine REMS) and duration of time
to authorize prescription ifinitially rejected

2 TreatmentRationales
a) Number of treatment rationales submitted, stratified by type

b) Mean number of treatment rationales submitted per prescriber

3 Number of notifications and alerts sent, stratified by type and stakeholder type
(Prescriber, Pharmacy)

C EvaluationofKnowledge urvey

1 An evaluation of knowledge of certified prescribers of the risk of severe

Reference ID: 3819845
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neutropenia, appropriate monitoring of clozapine,an the REM Srequirements d
2. An evaluation of knowle ge of authorize representatives an pharmacists ofthe d
risk of severe neutropenia, appropriate monitoring of clozapine,an REM
requirements
3. An evaluation of knowle ge of patients or caregivers of the risk of severe
neutropenia, an  appropriate monitoring of clozapine

D. Evaluation of Require Monitoring

1. Total instances of severe neutropenia for unique patients (reporte as lowest
ANC for each unique patient whose ANC rops below 00 pL within each month) d
2. Total instances of neutropenia for unique patients (reporte as lowest ANC for
each unique patient whose ANC rops below 1 00 uL within each month)

E. With respect to each goal inclu e in the REMS, an assessment of the extent to
which the approve  REMS, inclu ing each element of the REM S, is meeting the
goal or whether one or more such goals or such elements shoul be mo ifie .

F. The Clozapine REM S Program Transition tatus (to be inclu e in the 6 Month
REM Assessment Report only)

1. Date when REMS materials became available to healthcare
professionals on the website an via the contact center

2. Dates healthcare professionals coul become certifie online, by mail, an by fax

3. Automatic atatransition:

a) Total number of prescribers automatically transitione into the Clozapine
REMS Program (i.e. who were associate with a patient with a vali ANC or
WBC lab value within the past 3 years), an  ate the transition was
complete

b) Total number of prescriber esignees automatically transitione into the
Clozapine REM S Program (i.e. who were associate with a patient with a
vali ANC or WBC lab value within the past 3 years), an  ate the transition
was complete

¢) Number of pharmacies automatically transitione into the Clozapine REM S
Program (i.e. who were associate with a patient with a vali ANC or WBC
lab value in one or more of the in ivi ual clozapine patient registries within
the past 3 years), an  ate the transition was complete

) Total number of patients transferre into the Clozapine REM S Registry
(must have a vali ANC or WBC lab value in one or more of the in ivi ual
clozapine patient registries within the past 3 years)

e) Number of patients automatically transitione into the Clozapine REM S
Registry who previously were on the National Non Rechallenge Master File
(NNRMF), an the number that have been flagge as such in the Registry d

f) Dates in ivi ual clozapine patient registry websites began re irecting

Reference ID: 3819845 d
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visitors to the Clozapine R M S Program

G. Clozapine R M S Program Outreach and Communication (to be included in the 6
and 12 Month R M S Assessment Report only)

1. Dates of distribution of the Dear HCP Letter, Dear Distributor Letter, Dear
Professional ociety Letter and the numbers sent on each date. Provide a list of
the documents included with each distribution including the revision date.

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

3. A summary of the Clozapine R M S Program website utilization

H. Knowledge Assessments (to be included in the 6 and 12 Month R M S Assessment

Report only)

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

2. ummary of the most frequently missed KA questions, stratified by prescriber
and pharmacy

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

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

We remind you that in addition to the R M S assessments submitted according to the timetable in
the approved R M S, you must include an adequate rationale to support a proposed R M
modification for the addition, modification, or removal of any of goal or element of the R M,
as described in section 0 1(g)(4) of the FDCA.

We also remind you that you must submit a R M S assessment when you submit a supplemental
application for a new indication for use as described in section 0 1(g)(2)(A). This assessment
should include:

a) An evaluation of how the benefit risk profile will or will not change with the new
indication;

b) A determination of the implications of a change in the benefit risk profile for the current
R MS§;

c) If the new, proposed indication for use introduces unexpected risks: A description of
those risks and an evaluation of whether those risks can be appropriately managed with E
the currently approved R MS.

d) If a REMS assessment was submitted in the 18 months prior to submission of the
supplemental application for a new indication for use: A statement about whether the

Reference ID: 3819845 E
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REM S was meeting its goals at the time of the last assessment an if any mo ifications
of the REM S have been propose since that assessment.

e) Ifa REMS assessment has not been submitted in the 18 months prior to submission of the
supplemental application for a new indication for use: Provision of as many of the
currently liste assessment plan items as is feasible.

f) Ifyou propose a REMS modification based on a change in the benefit-risk profile or
because of the new indication of use, submit an adequate rational to support the
modification, including: Provision of the reason(s) why the propose REMS
mo ification is necessary, the potential effect on the serious risk(s) for which the REM S
was require , on patient access to the rug, an or on the bur en on the health care

elivery system; an other appropriate evi ence or ata to support the propose change.
A itionally, inclu e any changes to the assessment plan necessary to assess the
propose mo ifie REMS. If you are not proposing a REMS modification, provi ¢ a
rationale for why the REM S oes not nee to be mo ifie .

If the assessment instruments an metho ology for your REM S assessments are not inclu e in
the REM S supporting ocument, or if you propose changes to the submitte assessment
instruments or metho ology, you shoul up ate the REM Ssupporting ocument to inclu e
specific assessment instrument an metho ology information at least 90 ays before the
assessments will be con ucte . Up ates to the REM S supporting ocument may be inclu e ina
new ocument that references previous REM S supporting ocument submissions for unchange
portions. Alternatively, up ates may be ma e by mo ifying the complete previous REM
supporting ocument, with all changes marke an highlighte . Prominently i entify the
submission containing the assessment instruments an metho ology with the following wor ing
in bol capital letters at the top of the first page of the submission:

NDA 019758 REMS CORRESPONDENCE

(insert concise description of content in bold capital letters, e.g.,
UPDATE TO REMS SUPPORTING DOCUMENT - ASSESSMENT
METHODOLOGY)

An authorize generic rugun er this NDA must have an approve REM S prior to marketing.
houl you eci e to market, sell, or istribute an authorize generic rugun er this NDA,
contact us to iscuss what will be require in the authorize generic rug REM S submission.

We remin you that section 0 1(f)( ) of FDCA prohibits hol ers of an approve covere
application with elements to assure safe use from using any element to block or elay approval
of an application un er section 0 (b)(2) or (j). A violation of this provisionin 0 1(f) coul
result in enforcement action.

Prominently i entify the submission containing the REM S assessments or propose
mo ifications of the REM S with the following wor ing in bol capital letters at the top of the
first page of the submission as appropriate:

NDA 019758 REMS ASSESSMENT d

Reference ID: 3819845 d
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NEW SUPPLEMENT FOR ND 019758/S-000
CH NGES BEING EFFECTEDIN30D YS
PROPOSED MINOR REMS MODIXIC TION

or

NEW SUPPLEMENT FOR ND 019758/S-000
PRIOR PPROV L SUPPLEMENT
PROPOSED M JOR REMS MODIFIC TION

or

NEW SUPPLEMENT FOR ND 019758/S-000

PRIOR PPROV L SUPPLEMENT
PROPOSED REMS MODIFIC TIONSDUE TOS FETY L BEL CH NGES
SUBMITTED IN SUPPLEMENT XXX

or

NEW SUPPLEMENT (NEW INDIC TION FOR USE)
FORND 019758/S-000
REMS SSESSMENT
PROPOSED REMS MODIFIC TION (if included)

hould you choose to submit a REM Srevision, prominently identify the submission containing
the REM S revisions with the following wording in bold capital letters at the top of the first page
of the submission:

REMS REVISION FORND 019758

To facilitate review of your submission, we request that you submit your proposed modified
REM S and other REM S related materials in Microsoft Word format. If certain documents, such
as enrollment forms, are only in PDF format, they may be submitted as such, but the preference
is to include as many as possible in Word format.

If you do not submit electronically, please send copies of REMS related submissions.

PROMOTION L MATERI LS

You may request advisory comments on proposed introductory advertising and promotional
labeling. To do so, submit the following, in triplicate, (1) a cover letter requesting advisory
comments, (2) the proposed materials in draft or mock up form with annotated references, and
(3) the package insert(s) to: A

Food and Drug Administration

Reference ID: 3819845 A
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Center for Drug Evaluation and Re earch s

Office of Pre cription Drug Promotion (OPDP)
901 B Ammendale Road

Belt ville, MD 2070 1266

Youmu t ubmit final promotional material and package in ert( ), accompanied by a Form
FDA 22 3, at the time of initial di emination or publication [21 CFR 314. 1(b)(3)(i)]. Form
FDA 22 31 available at

http: www.fda.gov download AboutFDA Report Manual Form sForm sUCMO 3 70.pdf.
Information and In truction for completing the form can be found at

http: www.fda.gov download AboutFDA Report Manual Form Form UCM37 1 4.pdf. For
more information about ubmi ion of promotional material to the Office of Pre cription Drug
Promotion (OPDP), ee http: www.fda.gov AboutFDA Center Office CDER ucm090142.htm.

SPECIAL REPORTING FOR NEUTROPENIA ADVERSE EVENTS

In your email communication dated April 9, 201 , you agreed to the following pecial reporting
for neutropenia adver e event : s

1. Expedite ca e of neutropenia with an ANC <1000 pL (i.e., ubmitthe ecae a 1
day Alert report ) that would not normally be required to be ubmitted becau e evere
neutropenia i a labeled event. Thi pecial reporting applie to ca e collected by the
regi try,a wella ca e pontaneou ly reported to an individual pon or.

2. Review, prepare, and ubmit the 1 day Alert report a de cribed under 21 CFR
314. 0, which include conducting follow up (21 CFR 314. 0(c)(1)(ii).

3. Have written procedure for identifying an adver e event report meeting the criteria
( eriou and non eriou outcome forall ca e of neutropenia with an ANC
<1000 pL) and ubmitting the 1 day Alert report to FDA.

We al o reque t that clozapine pon or have a procedure for identifying a re pon ible pon or
when an adver e event reporti received for a clozapine product and the pon ori unknown.
There mu tbe a re pon ible pon or identified to conduct follow up and ubmit the report to
FDA.

REPORTING REQUIREMENTS

We remind you that you mu t comply with reporting requirement for an approved NDA
(21 CFR 314. O and 314. 1). s

Reference ID: 3819845 s
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If you have any questions, onta t Amm ohn, Regulatory Proje t Manager, at (301) 796 2232 or
email at ann.sohn@fda.hhs.gov.

in erely,

{See appended electronic signature page}

Mit hell V. Mathis, M.D.

Dire tor

Division of Psy hiatry Produ ts

Offi e of Drug Evaluation I

Center for Drug Evaluation and Resear h

ENCLO URE :
Content of Labeling
REMS
REM S Program Materials ¢

Reference ID: 3819845 ¢
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HIGHLIGHTS SC IBING IN O NMATI

These highlights do not include all the in ormation needed to use

CL A IL®saelyande ectively.See ull prescribing in ormation or
CL A IL®

CL A IL® (clozapine) tablets, or oral use
Initial U.S. Afpproval: 1989

WA NING:S V N UT NIA; THOSTATIC
HY TNSI N8B ADYCA DIA, AND SYNC ;S 1ZU
MY & DITISANDCA DI M ATHY;

INC AS DMO TALITYIN LD LY ATI NTS WITH
D MENTIA- LAT D SYCHOSIS
See full prescribing information for complete boxed warning.

* Severe Neutropenia: CL X IL can cause severe neutropenia, which
can lead to serious and atal in ections. atients initiating and
continuing treatment with CL X IL must have a baseline blood
absolute neutrophil count (ANC) measured be ore treatment initiation
and regular ANC monitoring during treatment (2.1, 5.1).

*CL X ILis available only through a restricted program called the
Clozapine  MS (5.2).

* thostatic Hypotension, Bradycardia, and Syncope: isk is dose-
related. Starting dose is 12.5 mg. Titrate gradually and use divided
dosages (2.2, 2.5, 5.3).

* Seizure: isk is dose-related. Titrate gradually and use divided doses. f
Use with caution in patients with history o seizure or risk actors or
seizure (2.2, 5.4).

* Myocarditis and Cardiomyopathy: Can be atal. Discontinue and
obtain cardiac evaluation i indings suggest these cardiac reactions
(5.5).

¢ Increased Mortality in lderly atients with Dementia- elated

sy€hdis: CL A 1L is not approved or this condition (5.6).

------------------------- C NTMAJ CHANGE
o Indications and Usage (1.1) f 092015
o Boxed Warning, Severe Neutropenia f f 09/2015

o Dosage and Administration, Required Laboratory Testing Prior

to Initiation and During Therapy (2.1), Discontinuation of

Treatment (2.4) 9/2015
o Contraindications, History of Clozapine-induced Agranulocytosis or

Severe Granulocytopenia (4), Hypersensitivity (4.1) 9/2015
e Warnings and Precautions, Severe Neutropenia (5.1), f

Clozapine REMS Program (5.2) 9/2015

_________________________ INDICATI NAND USAG E

CLOZARIL is an atypical antipsychotic indicated for: f

* Treatment-resistant schizoplirenia. Efficacy wak established in an
active-controlled study (1.1, 14.1).

* Reducing suicidal behavior in patients with schizophrenia or
schizoaffective disorder. Efficacy was established in an active-
controlled study (1.2, 14.2).

U ) B8 57N ) N 010% 113 13 D § (R S——

« Starting Dose: 12.5 mg once daily or twice daily (2.2).

* Use cautious titration and divided dosage schedule (2.2, 5.3).

» Titration: increase the total daily dosage in increments of 25 mg
to 50 mg per day, if well-tolerated (2.2).

» Target dose: 300 mg to 450 mg per day, in divided doses, by the end
of 2 weeks (2.2).

* Subsequent increases: increase in increments of 100 mg or less,
once or twice weekly (2.2)

* Maximum daily dose: 900 mg (2.2).

--------------------- D ASGE  MSANDST NGTHSHfmmmmeemmmmee-
25 mg and 100 mg tablets with a facilitated score on one side (3)

Reference ID: 3819845 f

C N AINDICATI &

» Known serious hypersensitivity to clozapine or any other component of
CLOZARIL (4.2).

------------------------ WA NINGSAND  CAUTI  SNem-ermmmomomeeee

* Eosinophilia: Assess for organ involvement (e.g., myocarditis,
pancreatitis, hepatitis, colitis, nephritis). Discontinue if these occur
5.7).
* OT Interval Prolongation: Can be fatal. Consider additional risk
factors for prolonged QT interval (disorders and drugs) (5.8).
* Metabolic Changes: Atypical antipsychotic drugs have been
associated with metabolic changes that may increase cardiovascular/ f
cerebrovascular risk. These metabolic changes include:
o Hyperglycemia and Diabetes Mellitus: Monitor for symptoms of
hyperglycemia including polydipsia, polyuria, polyphagia, and
o weakness. Monitor glucose regularly in patients with diabetes or at
risk for diabetes (5.9).
o Dyslipidemia: Undesirable alterations in lipids have occurred in
patients treated with atypical antipsychotics. (5.9).
o Weight Gain: Significant weight gain has occurred. Monitor weight
gain. (5.9).
* Neuroleptic Malignant Syndrome (NMS): Immediately discontinue
and monitor closely. Assess for co-morbid conditions (5.10).
* Fever: Evaluate for infection and for neutropenia, NMS (5.11).
* Pulmonary Embolism (PE): Consider PE if respiratory distress, chest, pain,
or deep-vein thrombosis occur (5.12).
* Anticholinergic Toxicity: Use cautiously in presence of specific
conditions (e.g., narrow angle glaucoma, use of anticholinergic
drugs) (5.13).
* Interference with Cognitive and Motor Performance: Advise caution
when operating machinery, including automobiles (5.14).

ADV S ACTI W

Most common adverse reactions (>5%) were: CNS reactions (sedation,
dizziness/vertigo, headache, and tremor); cardiovascular reactions
(tachycardia, hypotension, and syncope); autonomic nervous system
reactions (hypersalivation, sweating, dry mouth, and visual disturbances);
gastrointestinal reactions (constipation and nausea);

and fever (6.1).

To report SUS CT DADV S ONACTI S, contact HLS
Therapeutics (USA), Inc. at (844) 457-8721 or DA at 1-800- DA-1088
or www. da.gov/medwatch

D UGINT ACTI W

» Concomitant use of Strong CYP1A2 Inhibitors: Reduce

CLOZARIL dose to one third when coadministered with strong

CYP1A2 inhibitors (e.g. fluvoxamine, ciprofloxacin, enoxacin) (2.6, 7.1).
» Concomitant use of Strong CYP3A44 Inducers is not

recommended (2.6, 7.1).
* Discontinuation of CYP1A42 or CYP3A4 Inducers: Consider

reducing CLOZARIL dose when CYP1A2 (e.g., tobacco smoke)

or CYP3A4 inducers (e.g., carbamazepine) are discontinued (2.6,

7.1).

-------------------------- US INS CI IC  ULATI BFeeeee

* Nursing Mothers: Discontinue drug or discontinue nursing, taking
into consideration importance of drug to mother (8.3).

Seel17 or AAXU NTC NS LINGIN ONMATI

f

evised: 09/2015
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G FORMAT ON ONE T *

WAR G: EVERE EUTROPE A; ORTHOSTAT

517 Recurrence of Psychosis and Cholinergic Rebound after
Abrupt Discontinuation of CLOZARIL

. 6 ADVER EREA T ON
HYPOTE ON RADY ARD A,A D Y OPE; E ZURE; 6 1 Clinical Trials Experience
MYOCARDT A D ARD OMYOPATHY; REA ED . 62 Postmarketing Experience
MORTAL TY ELDERLYPATE T WITHDEME T A- . 7 DRUG TERA TON
RELATED P Y HOS 7 1 Potential for Other Drugs to Affect CLOZARIL
1 I D ATON A DU AGE 7 2 Potential for CLOZARIL to Affect Other Drugs
11 Treatment-Resistant Schizophrenia . 8 U E PE F POPULAT ON
12 Reduction in the Risk of Recurrent Suicidal Behavior in 81 Pregnancy
Schizophrenia or Schizoaffective Disorders 83 Nursing Mothers
2 DOSAGE A DADMI TRAT ON 84 Pediatric Use
21 Required Laboratory Testing Prior to Initiation and During 85 Geriatric Use
Therapy 8 6 Patients with Renal or Hepatic Impairment
22 Dosing Information 87 CYP2D6 Poor Metabolizers
23 Maintenance Treatment 8 8 Hospice Patients
24 Discontinuation of Treatment 10 OVERDO SAGE.
25 Re-Initiation of Treatment 10 1 Overdosage Experience
26 Dosage Adjustment with Concomitant use of CYP1A2, 10 2 Management of Overdosage
CYP2D6, CYP3A4 Inhibitors or CYP1A2, CYP3A4 1 DE RPTON
Inducers 12 CL AL PHARMA OLOGY
27 Renal or Hepatic Impairment, or CYP2D6 Poor 12 1 Mechanism of Action
Metabolizers 12 2 Pharmacodynamics
3 DO SAGE FORMSA D TRE GTHS . 12 3 Pharmacokinetics
4 CONIRA D ATON 13 NON L AL TOX OLOGY
4 1 Hypersensitivity 13 1 Carcinogenesis, Mutagenesis, Impairment of Fertility
5 WAR GSA DPRE AUT ON 14 L AL TUD E
51 Severe Neutropenia 14 1 Treatment-Resistant Schizophrenia
52  lozapine REMS Program 14 2 Recurrent Suicidal Behavior in Schizophrenia or
53 Orthostatic Hypotension, Bradycardia, and Syncope Schizoaffective Disorder
54 Seizures 16 HOW UPPL ED/ TORAGEA DHA DL G
55 Myocarditis and Cardiomyopathy 16 1 How Supplied
56 Increased Mortality in Elderly Patients with Dementia- . 16 2 Storage and Handling
Related Psychosis 17 PATE T OU EL G FORMAT ON
57 Eosinophilia
58 QT Interval Prolongation *Sections or subsections omitted from the full prescribing information
59 Metabolic Changes are not listed
510 Neuroleptic Malignant Syndrome
511 Fever
512 Pulmonary Embolism
513 Anticholinergic Toxicity
5 14 Interference with Cognitive and Motor Performance
515 Tardive Dyskinesia
516 Cerebrovascular Adverse Reactions
ID: 3819845 .
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FULL PRE R G FORMAT ON

WAR G: EVERE EUTROPE A; ORTHOSTAT HYPOTE ON
RADY ARD A, A D Y OPE; E ZURE; MYOCARDT A D
ARD OMYOPATHY; REA ED MORTAL TY ELDERLYPATE T WITH
DEME T A-RELATEDP Y HO

evere e tropenia

LOZAR L treatment has ca sed severe ne tropenia, defined as an absol te ne trophil
co nt (A ) less than 500/uL. evere ne tropenia can lead to serio s infection and death.
Prior to initiating treatment with LOZAR L a baseline A  m st be at least 1500/ pL for
the general pop lation; and m st be at least 1000/uL for patients with doc mented enign
Ethnic e tropenia ( E ).D ring treatment, patients m st havereg lar A  monitoring.
Adyvise patients to immediately report symptoms consistent with severe ne tropenia or
infection (e.g., fever, weakness, lethargy, or sore throat) [see Dosage and Administration (2.1)
and Warnings and Precautions (5.1)].

eca se of the risk of severe ne tropenia, LOZAR L is available only thro gh a restricted
program nder a Risk Eval ation Mitigation trategy (REMYS) called the lozapine REMS
Program. [see Warnings and Precautions (5.2)].

Orthostatic Hypotension, radvcardia, yncope

Orthostatic hypotension, bradycardia, syncope, and cardiac arrest have occ rred with
LOZAR L treatment. The risk is highest d ring the initial titration period, partic larly
with rapid dose escalation. These reactions can occ r with the first dose, with doses as low
as 12.5 mg per day. nitiate treatment at 12.5 mg once or twice daily; titrate slowly; and se
divided dosages. Use LOZAR L ca tio sly in patients with cardiovasc lar or
cerebrovasc lar disease or conditions predisposing to hypotension (e.g., dehydration, se of
antihypertensive medications) /see Dosage and Administration (2.2, and 2.5) and Warnings
and Precautions (5.3)].

eiz res

eiz res have occ rred with LOZAR L treatment. The risk is dose-related. nitiate
treatment at 12.5 mg, titrate grad ally, and se divided dosing. Use ca tion when
administering LOZAR L to patients with a history of seiz res or other predisposing risk
factors for seiz re ( pathology, medications that lower the seiz re threshold, alcohol
ab se). a tion patients abo t engaging in any activity where s dden loss of conscio sness
co ld ca se serio s risk to themselves or others [see Dosage and Administration (2.2),
Warnings and Precautions (5.4)].

Mpyocarditis and ardiomyopathy

Fatal myocarditis and cardiomyopathy have occ rred with LOZAR L treatment.
Discontin e LOZAR L and obtain a cardiac eval ation pons spicion of these reactions.
Generally, patients with clozaril-related myocarditis or cardiomyopathy sho 1d not be
rechallenged with LOZAR L. onsider the possibility of myocarditis or cardiomyopathy
if chest pain, tachycardia, palpitations, dyspnea, fever, fl -like symptoms, hypotension, or

3
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ECG cha ccur [see Warnings and Precautions ( . )].

I cr a dMortalityi Eld rlvPati t withD me tia-R lat d P ych i

Eld rly pati t withd me tia-r lat d p ych i tr at d with a tip ych ticdru ar ata
icra drik fd ath. CLOZARILiI tappr vdfru i pati t withd me tia-
r lat d p ych i /[see Warnings and Precautions ( .6)].

1 INDICATIONS AND USAGE
1.1 Tr atme t-R i ta tSchiz phr ia

CLOZARIL is indicated for the treatment of severely ill patients with schizophrenia who
fail to respond adequately to standard antipsychotic treatment. Because of the risks of
severe neutropenia and of seizure associated with its use, CLOZARIL should be used
only in patients who have failed to respond adequately to standard antipsychotic
treatment [see Warnings and Precautions (5.1, 5.4)].

The effectiveness of CLOZARIL in treatment-resistant schizophrenia was demonstrated
in a 6-week, randomized, double-blind, active-controlled study comparing CLOZARIL
and chlorpromazine in patients who had failed other antipsychotics [see Clinical Studies

(14.1)].

1.2R ducti i th Ri k fR curr tSuicidal B havi ri Schiz phr ia r
Schiz aff ctiv Di rd r

CLOZARIL is indicated for reducing the risk of recurrent suicidal behavior in patients
with schizophrenia or schizoaffective disorder who are judged to be at chronic risk for re-
experiencing suicidal behavior, based on history and recent clinical state. Suicidal
behavior refers to actions by a patient that put him/herself at risk for death.

The effectiveness of CLOZARIL in reducing the risk of recurrent suicidal behavior was
demonstrated over a two-year treatment period in the InterSePT™ trial [see Clinical Studies

(14.2)].
2 DOSAGE AND ADMINISTRATION

21R quir dLab rat ryT ti Prirt I itiati a dDuri Th rapy

Prior to initiating treatment with CLOZARIL, a baseline ANC must be obtained. The
baseline ANC must be at least 1500/uL for the general population, and at least 1000/puL

for patients with documented Benign Ethnic Neutropenia (BEN). To continue treatment,
the ANC must be monitored regularly [see Warnings and Precautions (5.1)]. 5

Reference ID: 3819845 5
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2.2 Dosi 0 matio

The starting dasgis 12.5  once daily or twice daily. The total daily dose can be
increased in incre migs of 2 g to 50  per day, if well-tolerated, to achieve a target
dosgof300m gto 450  mer day (ad nistered in divided doses) by the end of 2 weeks.
Subsequently, the dose can be increased once weekly or twice weeldye in incre  nts of
mgto 168 a nifthe xi doge is 900  paridayiTo ni ze the risk of orthostatic
hypotension, bradycardia, and syncope, it is necessary to use this low starting dose,
gradual titration schedule, and divided dosages [see Warnings and Precautions (5.3)].

CLOZARIL can be taken with or without food [see Pharmacokinetics (12.3)].
23 Mai te a ceT eatme t

Generally, patients responding to CLOZARIL should @ontinue  intenance treat nt on
their effective dose beyond the acute episode.

2.4 Disco ti uatio o T eatme t

Method of treat  nt discontinuation will vary depending on the patient’s last ANC:

e See Tables 2 or 3 for appropriate ANC  witoring based on the level of neutropenia
if abrupt treat  mt discontinuation is necessary because of  derate to severe
neutropenia.

e Reduce the dose gradually over a period of 1 to 2 weeks if ter mnation of CLOZARIL
therapy is planned and there is no evidence of  derate to severe neutropenia.

e For abrupt clozapine discontinuation for a reason unrelated to neutropenia,
continuation of the existing ANC  mtoring is reco nded for general population
patients until their ANC is >1500/uL and for BEN patients until their ANC is
>1000/uL or above their baseline.

e Additional ANC  mtoring is required for any patient reporting onset of fever
(te  gqrature of 38.5°C or 101.3°F, or greater) during the 2 weeks after
discontinuation [see Warnings and Precautions (5.1) ].

e Monitor all patients carefully for the recurrence of psychoticsy to  and
sy pto selated to cholinergic rebound such as profuse sweating, headache, nausea,

mi vo ting, and diarrhea.

2.5 Re- itiatio o T eatme t

When restarting CLOZARIL in patients who have discontinued CLOZARIL (i.e., 2 days
m o or  re since the last dose), re-initiatenwgth 12.5 once daily or twice daily. This is
neadssary to  ni  ze the risk of hypotension, bradycardia, and syncope [see Warnings
and Precautions (5.3).] If that dose is well-toleraterh he dose  y be increased to the
previously therapautic dose  re quickly tham ¢eco nded fornmétial treat nt. m

Reference ID: 3819845 m
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3 DOSAGE OR A DS¥® GTHS

CLOZARIL (clozapin ) is availabl as 25 mg and 100 mg round, pal -y llow, uncoat d tabl ts
with a facilitat d scor onon sid .

4 CO T Al DICATIONS
4.1 Hypersensitivity

CLOZARIL is contraindicat d in pati nts with a history of s rious hyp rs nsitivity to
clozapin ( .g., photos nsitivity, vasculitis, ryth ma multiform , or St v ns-Johnson
Syndrom ) or any oth r compon nt of CLOZARIL [see Adverse Reactions (6.2)].

5 WA 1 GSA DP CAUTIONS

5.1 Severe eutropenia

Background

CLOZARIL can caus n utrop nia (a low absolut n utrophil count (ANC)), d fin dasa
r duction b low pr -tr atm nt normal 1 v Is of blood n utrophils. Th ANC is usually
availabl as a compon nt ofth compl t blood count (CBC), including diff r ntial, and
ismor r | vant to drug-induc d n utrop nia than is th whit blood ¢ 1l (WBC) count.
Th ANC may also b calculat d using th following formula: ANC equals the Total
WBC count multiplied by the total percentage of neutrophils obtained from the
differential (neutrophil “segs” plus neutrophil “bands”). Oth r granulocyt s (basophils
and osinophils) contribut minimally to n utrop nia and th ir m asur m nt is not

n c ssary [see Adverse Reactions (6.2)] . N utrop niamay b mild, mod rat ,ors v r
(s Tabl s2and 3). Toimprov and standardiz und rstanding, “s v r n utrop nia”

r plac sth pr vioust rmss v r 1 ukop nia,s v r granulocytop nia, or
agranulocytosis.

S v r n utrop nia, ANC1 ss than (<) 500/uL, occurs in a small p rc ntag of pati nts
taking CLOZARIL and is associat d with an incr as inth risk of s rious and

pot ntially fatal inf ctions. Risk of n utrop nia app ars gr at st during th first 18 w ks
ontr atm ntand th nd clin s. Th m chanism by which CLOZARIL caus s

n utrop nia is unknown and is not dos -d p nd nt.

Two s parat manag m nt algorithms ar provid d b low, th first for pati nts in th
g n ral population, and th s cond for pati nts id ntifi d to hav bas lin n utrop nia.

CLOZARIL Treatment and Monitoring in the General Patient Population (see Table 2)

Obtain a CBC, including th ANC valu , prior to initiating tr atm nt with CLOZARIL to
nsur th pr s nc of anormal bas lin n utrophil count ( qual to or gr at r than

1500/uL) and to p rmit lat r comparisons. Pati nts inth g n ral population with an

ANC qualtoor gr at rthan (>)1500/uLar consid r d within normal rang (Tabl 2)

Reference ID: 3819845 ¢
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Table 2: CLOZARIL Treatment Recommendations Based on Absolute Neutrophil
Count (ANC) Monitoring for the General Patient Population

ANC Level

CLOZARIL
Treatment Recommendations

ANC Monitoring

Normal range 5
(=1560/uL) 5

In ae reamen 5
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ANC Leve r CL A L ANC Monitoring
Treatment ecommendations
e Donot echallenge unless esume t eatment as a new
p esc ibe dete mines benefitsrr patient unde “No mal
outweighr isks Range¥ monito mg ance
ANG 21600/plr
*  Canfirm allrinitratrrepo ts of ANG kess thanrkS00/plr withrer epeat ANG measu enrent writhim 24

honry
** If clinimadly app op iate

CLOZARIL Treatment and Monitoring in Patients with Benign Ethnic Neutropenia (sae

Table 3)

Benign ethnic neut openia (BEN) is a condition obse ved in ce tain ethnic g oups whose
ave age ANC values a e lowe than “standa d” labo ato y anges fo neut ophils. It is
most commonly obse ved in individuals of Af ican descent (app oximate p evalence of
25-50%), some Middle Easte n ethnic g oups, and in othe non-Caucasian ethnic g oups
with da ke skin. BEN is mo e common in men. Patients with BEN have no mal
hematopoietic stem-cell numbe and myeloid matu ation, a ¢ healthy, and domot suffe

f om epeated o seve e infections. They a e not at inc eased isk fo developing
CLOZARIL-induced neut openia. Additional evaluation may be needed to dete mine if
baseline neut openia is due to BEN. Conside hematology consultation befo e initiating
o du ing CLOZARIL t eatment as necessa y.

Patients with BEN equi e a diffe ent ANC algo ithm fo CLOZARIL management due
to thei lowe baseline ANC levels. Table 3 p ovides guidelines fo managing
CLOZARIL t eatment and ANC monito ing in patients with BEN.

Tab e 3: Patients with Benign Ethnic Neutropenia (BEN); CL A L Treatment
ecommendations Based on Abso ute Neutrophi Count (ANC) Monitoring

ANC Leve Treatment ANC Monitoring
ecommendations
Norma BEN ange e Obtain at least two e Weekly f om initiationto 6 r
(Estab ished ANC baseline ANC levels r months
base inecx1000/pk) r befo w initiating
t entment e 1 Every 2 weeksifranr 6 to t2r
monthsr

o 1 If trertment rote ruptadr
- <30rdays, confinmer | e r Monthly afterrl 2rmonthsr
monitoringras r
befow
- 1> J0rdaysymronitor
as if mewr patient r

¢ 1 Discontinmationr of e 1 See Sectiomrd.4
t entment fo rreasens T
othar thanmrent openia 1

Reference ID: 3819845 r



BEN a
Neu e ia a
500 999/ulL* a

Recommend a
hem tology
consult tion a

a Comtinaa dpcaanent a

Three times weeklyuntil ANC >
1000/uL or > p tient’s known
b seline a

aOmcaANG 2 W00/ jakaar ad
p tieatisdmomanta sclinepahacka
ANG weekha fondaweek satiaen a
retzaa te @ tiemashast Ahaam 1
BEMN R ageiadANG monitommga
interanch*da

BEN
SexeaaNemaa e ima
less1 haa a500/jabsa a

a Rezonamenda
henn tolagga
consalatiorma

a Interamjph aacatmant fama
suspeateatad Graping: a
indaaedarcatrogpennaa

a Danotaechalergea
unkess paescriber
deteaamines benafitsea
outwei glarasks

aD dlyamntid NG >5004akn dlaena

Thaeatimes weeklpantih NG >
p temtsdn scling

a If patiermarechalerpzad aaesame a
treatamgnt ag ancwap Herthaadena
“Nazian | Ramgeianonitoamgn cnaaa
ANG z10604aknar at patieatisa
b sclinga

* Confiasa 1] imita darepants af 2aNG lessmth & B500/jabawithamrepaanAANGE me surenent sathama

24dhoans

** If clinae dly appropri te

General Guidelines for Management of All Patients with Bever or with Meutropenia

e Fever: Interrupt CLOZARIL s

fever, defined s

prec ution ry me sure in ny p tient who develops
temper ture of 38.5°C [101.3°F] or gre ter, nd obt in n ANC

level. Fever is often the first sign of neutropenic infection.

e ANC less th n 1000/uL: If fever occurs in ny p tient with n ANC less th n
1000/uL, initi te ppropri te workup nd tre tment for infection nd referto T bles 2

or 3 forma gement.

e (Consider hem tology consult tion.

e See Neuroleptic M lign nt Syndrome [NMS] nd Fever under WARNINGS nd
PRECAUTIONS (5) nd Instructions for P tients, under PATIENT COUNSELING

INFORMATION (17).

Rechallenge after an ANC less than 500/ul (severe neutropenia)

For some p tients who experience severe CLOZARIL-rel ted neutropeni , the risk of
serious psychi tric illness from discontinuing CLOZARIL tre tment m & be gre ter th n
the risk of rech llenge (e.g. p tients with severe schizophrenic illness who h ve no

tre tment options other th n CLOZARIL). A hem tology consult tion m y be useful in

Reference ID: 3819845 a
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deciding ec llenge p ien.Ingene 1, weve,d n ec llengep iensw
devel pseve eneu peni wi CLOZARIL cl z pinep duc.

If p ien willbe ec llenged, eclinici ns wuldc nside es Idsp videdin

bles2 nd3, ep ien’smedic 1 ndpsyc i ic is vy, discussi nwi ep ien
nd is/ e ¢ egive b u ebenefis nd isks fCLOZARIL ec llenge, nd e
seveiy ndc ceisics f eneu penicepis de.

Using CLOZARIL with Other Drugs Associated with Neutropenia

I isuncle ifc ncu en use f e dugskn wn ¢ useneu peni ince ses e
isk  seveiy fCLOZARIL-inducedneu peni. eeisn s ngscien ific
inle v idCLOZARIL e men inp iensc ncu enly e edwi ese d ugs.
If CLOZARIL isusedc ncu enlywi n gen kn wn ¢ useneu peni (e.g.,s me
cemo e peuic gens),c nside mmi ingp iensmoecl sely n e e men
e guidelinesp videdin bles2 nd 3. C nsul wi e e ing ncl gis inp iens
eceivingc nc mi n ¢ emo € py.

5.2 Clozapine REMS Program

CLOZARIL is nly v il ble ug es icedp g munde REMSc lled e
Cl z pine REMSP g mbec use f e isk fseve eneu peni .

N ble equiemens f eCl z pine REMSP g minclude: T

e Hel c ep fessi nlsw pescibe CLOZARIL mus be ce ified wi e T
p g mbyen lling ndc mpleing ining

e P iensw eceive CLOZARIL mus been lledin ep g m ndc mplywi T
e ANC esing ndmami ing equi emen s

e P maies dispensing CLOZARIL mus be ce ified wi ep g mbyen lling
nd ¢ mple ing ining nd mus nlydispense p iensw e eligible  eceive
CLOZARIL

Fu e inf mai nis v il ble www.cl z pine ems.c m 1-844-267-8678.

5.3 Orthostatic Hypotension, Bradycardia, and Syncope

Hyp ensi n,b dyc di,sync pe, ndc dic es ve ccu edwi cl z pine
e men. e iskis ig es duing einiil i1 1inpeid,p icul lywi pid
dse-escl in ese ecinscn ccu wi efisdse, dses slw sl12.5mg.
esc ecinscnbef 1 esynd meisc nsisen wi neu Illymedi ed eflex
b dyc di (NMRB).

e men mus begin maimumd se fl12.5mg nced ily wiced ily. e 1
dilyd sec nbeinc e sedininc emens f25mg 50mgpe dy,ifwell- le ed,
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atarget e 00 mgt 450 mgper ay(a mini tere in ivi e e ) by the en
2 week . Sub e uently,the e canbeincrea e weekly rtwice weekly, in increment
upt 100 mg. The maximum ei 900 mgper ay.U ecauti u titrati nan a
vi e age che ulet minimizetheri k  eri u car i va cularreacti n [see
Dosage and Administration (2.2)].C ni erre ucingthe ei hyp teni n ccur.
When re tarting patient wh have ha even abrie interval CLOZARIL (i.e.,2 ay
rmae incethelat e), re-initiate treatment at 12.5 mg nce aily rtwice aily /see
Dosage and Administration (2.5)].

U e CLOZARIL cauti u ly in patient withcar i va cular i eae(hit ry my car ial
in arcti n ri chemia, heart ailure, rc¢ n ucti nabn rmalitie ), cerebr va cular
ieae,an c¢c n iti n whichw ul pre i p epatient t hyp teni n(e.g., q

c nc mitantu e antihyperten ive , ehy rati nan hyp v lemia).

5.4 Seizures

Seizure ha been e timate t ccurina ciati n with cl zapine u e at a cumulative
inci ence at neyear appr ximately 5%, ba e nthe ccurrence ne rmae
eizure in61 174 patient exp e t cl zapine uringit clinical te ting pri rt

me tic marketing (i.e., a cru e rate 5%). Theri k  eizure i e-relate . Initiate
treatment withal w e (12.5 mg), titrate | wly,an ue ivi e ing.

U e cauti n when a mini tering CLOZARIL t patient withahit ry  eizure r

therpre i p ingri k act r r eizure (e.g., hea trauma r ther CNSpath | gy,u e
me icati n thatl wer the eizurethre h 1, ralc h labu ¢). Becau e the

ub tantial i k  eizurea ciate with CLOZARIL u e, cauti n patient ab ut

engaging in any activity where u enl cnciune cul caue eriu rikt

them e€lve r ther (e.g., riving an aut m dile, perating ¢ mplex machinery, q

wimming, climbing).

5.5 Myocarditis and Cardiomyopathy

My car iti an car i my pathy have ccurre withtheu e CLOZARIL. The e
reacti n can be atal. Di ¢ ntinue CLOZARIL an btain a car iac evaluati nup n
upici n my car iti rcar i my pathy. Generally, patient withahi t ry

cl zapine-a ciate my car iti rcar i my pathy h ul n tbe rechallenge with
CLOZARIL. H wever, i the bene it CLOZARIL treatmenti ju ge t utweigh the
p tentialri k  recurrent my car iti rcar i my pathy, the clinicianmayc n i er
rechallenge with CLOZARIL inc¢ n ultati nwithacar i | gi t,a terac mplete car iac
evaluati n,an un ercl em mit ring.

C nierthep ibility my car iti rcar i my pathy in patient receiving
CLOZARIL wh pre ent with che t pain, y pnea, per i tent tachycar ia atre t,

palpitati n , ever, lu-like ympt mshyp ten i n, ther ign r ympt ms heart
ailure, relectr car i graphic in ing (I wv ltage , ST-T abn rmalitie , arrhythmia , q
rightaxi eviati n,an p rRwavepr gre 1 n). My car iti mot re uently pre ent

12
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withinth 1 ttw mamth cl zapin t atmeat. Sympt ms ca di my pathy
g n ally ccu lat thancl zapin -a ciat dmy ca diti andu vallyat 8w k
t atmet. H w v ,my caditi andca di my pathy can ccu atanyp i ddu ing
t atm ntwith LOZARIL.Iti ¢ mmon n np ciic lu-lik ympt ms ucha
malai , myalgia, pl uiticch tpain,andl w-gad v Ct p ¢d mo v t ign
h at ailu .Typicallab at y inding includ 1 vatdt p ninl T, 1 vatd
c atinin kina -MB,p iph al in philia,and 1 vatd - activ p tin( RP).
h t ntgngammayd mmtat cadiac ilh u tt nla g mat, and ca diac
imaging ( ch ca di gam, adi nucl tid tudi , cadiaccath t izati nymay v al
vid nc 1 tv nticula dy uncti n.

5.6 Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Eld lypati nt withd matia- lat dp ych 1 t at d with antip ych ticd ug a at
aninc a d i1k d ath.Analy C 17plac b -c nt 1l dtial (malalduati n 10
w k), la g lyinpati nt taking atypical antip ych ticdug, v alda ik d athin
dug-t at dpatint btw nl.6t 1.7timeth ik d athinplacb -t atd
patint .Ov th cu atypical 10-w kc nt 1l dtial,th at d athind ug-
t at dpati nt wa ab ut4.5%,c mpa dt a at ab ut2.6%inth plac b g up.
Alth ughth cau dathw vaid,mot th dath appa dt b ith
cadi vacula (.g,hat ailu , udd nd ath) in cti u ( .g,pn um mia)in natu .
Ob wvati nal tudi ugg tthat, imila t atypical antip ych ticd ug ,t atm eat with
c nv nti nal antip ych ticd ug mayinc a motalityinthi p pulati n. Th xt ntt
which th inding inc a dmotalityin b vati nal tudi mayb attibut dt th
antip ych ticduga pp dt mechaact itic() th patint i ntcla.
LOZARILi n tapp vd th t atmet pati nt withd meatia- lat dp ych 1
[see Boxed Warning].

5.7. Eosinophilia

E Gn philia,d inda abl d in philc unt g at than700/uL,ha ccu d
with LOZARIL t atm at. In clinical t ial , app ximat ly 1% patint d vI p d
in philia. 1 zapin - lat d in philiau vally ccu duingth i tm mth

t atm nt.In mepati nt ,itha b na ciat d withmy ca diti , panc atiti ,

h patiti , ¢ liti ,andn phiti . Such ganinv Iv meatc uldb ¢ nit ntwithadug
acti nwith  in philiaand y t mic ympt ms ynd me(DRESS),al kn wna

duginduc dhyp n itivity ynd me(DIHS). I in philiad v 1 p duing
LOZARIL t atmet, valuat p mptly ign and ympt ms yt mic acti n,
ucha ah th all gic ympt msmy ca diti , th gan- p ciicdi a

a ciat dwith in philia.I LOZARIL- latd ytmicdi a i upctd,

di ¢ ntinu  LOZARIL imm diat ly.

I acau in philiaun lat dt LOZARIL1i id ntii d( .g.,a thma,all gi ,
c llagnvacula di a ,paaiticin cti n,and pciicn plamg,t atth
und lyingcau andc ntinu LOZARIL. C
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Cloza rlat d os o hlahasalsooccurr d th abs c¢ oforga volvmeta d
ca rsolv wthout trv to .Thr ar r ortsofsucc ssfulr chall g aftr
dscot uato ofcloza ,wthoutr curr ¢ of os o hla. I th abs c oforga
volv met,cot u CL ZARILu d rcar fulmo tor g. Ifth total os o hlcou t
cot usto cras ovrsvralw ks th abs ¢ ofsyst mtdsas,th dcso
to trru tCL ZARILth ra ya dr chall g aftrth os o hlcou td cr as s
shouldb bas do th ov rallcl calass ssmet, co sultato wtha tr stor
h matolog st.

5.8 QT Interval Prolongation

QT rolo gato ,Torsad d Po tsa doth r1f thr at gv trcular arrhythm as,
card ac arr st,a dsudd d athhav occurr d wth CL ZARIL tr atme t. Wh

rsctb gCL ZARIL,co sdrth rs c¢ ofaddto alr sk factors for QT

rolo gato a ds rouscard ovascularr acto s. Co dto sthat cr as th s rsks

clud th follow g:h story of QT rolo gato ,lo g QT sy drom ¢ fam iy h story of
lo g QT sy dromeorsudd cardacd ath,sg fca tcard ac arrhythma, r ¢t myocard al

farcto ,u comp sat dh artfalur ,tr atme t wth oth rmal cat o sthatcaus QT

rolo gato ,tr atmetwthmel cato sthat hbtth mdabol smofcloza ,ad

| ctrolyt ab ormalt s.

Prorto tat gtr atmetwthCL ZARIL, rformacar ful hyscal xamiato ,
mal cal h story,a dco comta tmalcato hstory. Co sd robta gabas1 ECG
adsrumch mstry a 1 Corr ct 1 ctrolyt ab ormalt s.Dscot u CL ZARIL f
th QTc trval x¢ ds500ms c.If at ts x r ¢ sympomsco sst twth
Torsad sd Po t soroth rarrhythmas, ( .g.,sy co , rsy co ,dzz ss,or

al tato s),obta acardac valuato a ddscot u CL ZARIL.

Us cauto wh admi str gco comta tmelcato sthat €lo gth QT t rval
or hbtth mdabol smof CL ZARIL. Drugs that caus QT rolo gato clud :

s cfcat sychotcs( .g.,z rasdo , lo rdo ,chlor romaz ,thordaz |,
meordaz ,dro rdol, mozd),s cfcatbotcs(.g., rythromyc ,

gat floxac , mox floxac ,s arfloxac ), Class 1A a tarthythmctmal cato s( .g.,

qu d , roca amd )orClassIll a tarrhythmcs ( .g., am bdaro , sotalol),a d
oth rs ( .g., tamd ,] vom d¢hadyl ac tat , m ¢hado ,halofa tr ,mdloqu ,
dolas tro meylat , robucol or tacrol mus). Cloza s rmar ly mdabol z d by CYP

so zymea 1A2,2D6,a d3A4.Co comta ttr atmetwth hbtorsofth s zyme O
ca cras th coc trato of CL ZARIL [see Drug Interactions (7.1) and Clinical
Pharmacology (12.3)].

Hy okal maa dhy omag s ma cras th rskof QT rolo gato .Hy okal ma
ca rsultfromdur tcth ra y,darrh a,a doth rcaus s. Us cauto wh trat g
at tsatrskforsg fca t I ctrolyt dsturba ¢, artcularly hy okal mia. bta

bas | masur metsofs rum otassuma dmag suml vis,a d rodcally
mo tor 1 ctrolyt s. Corr ct 1 ctrolyt ab ormalt sb for tat gtr atmetw th
CL ZARIL. O
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5.9 Me ic Ch nges

Atypical antipsych tic drugs, including CLOZARIL have been ass ciated with metab lic

changes that can increase cardi vascular and cerebr vascular risk. These metab lic

changes include hyperglycemia, dyslipidemia, and b dy weight gain. While atypical

antipsych tic drugs may pr duce s me metab lic changes, each drug in the class has its o
wn specific risk pr file.

Hyperglycemia and Diabetes Mellitus

Hyperglycemia, in s me cases extreme and ass ciated with ket acid sis rhyper sm lar
c ma r death, has been rep rted in patients treated with atypical antipsych tics
including CLOZARIL. Assessment f the relati nship between atypical antipsych tic use
and gluc se abn rmalities is ¢ mplicated by the p ssibility fan increased backgr und
risk f diabetes mellitus in patients with schiz phrenia and the increasing incidence f
diabetes mellitus in the general p pulati n. Given these ¢ nf unders, the relati nship
between atypical antipsych tic use and hyperglycemia-related adverse reacti nsisn t

¢ mpletely underst d. H wever, epidemi 1 gical studies suggest an increased risk f
treatment-emergent, hyperglycemia-related adverse reacti ns in patients treated with the
atypical antipsych tics. Precise risk estimates f r hyperglycemia-related adverse

reacti ns in patients treated with atypical antipsych tics are n t available.

Patients with an established diagn sis f diabetes mellitus wh are started n CLOZARIL
sh uld be m nit red regularly f r w rsening fgluc sec ntr 1. Patients with risk fact rs
f r diabetes mellitus (e.g., besity, family hist ry f diabetes) wh are starting treatment
with atypical antipsych tics sh uld underg fasting bl d gluc se testing at the
beginning f treatment and peri dically during treatment. Any patient treated with
atypical antipsych tics sh uld be m nit red f r sympt ms f hyperglycemia including

p lydipsia, p lyuria, p lyphagia, and weakness. Patients wh devel p sympt ms f
hyperglycemia during treatment with atypical antipsych tics sh uld underg fasting

bl dgluc se testing. In s me cases, hyperglycemia has res lved when the atypical
antipsych tic was disc ntinued; h wever, s me patients required ¢ ntinuati n f anti-
diabetic treatment despite disc ntinuati n fthe suspect drug.

Inap led data analysis f 8 studies in adult subjects with schiz phrenia, the mean
changes in fasting gluc se ¢ ncentrati n in the CLOZARIL and chl rpr mazine gr ups
were +11 mg/dL and +4 mg/dL respectively. A higher pr p rti n fthe CLOZARIL

gr up dem nstrated categ rical increases fr m baseline in fasting gluc se ¢ ncentrati ns,
¢ mpared t the chl rpr mazine gr up (Table 4). The CLOZARIL d ses were 100-900
mg per day (mean m dal d se: 512 mg per day). The maximum chl rpr mazine d se was
1800 mg per day (mean m dal d se: 1029 mg per day). The median durati n fexp sure
was 42 days f r CLOZARIL and chl rpr mazine. o
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Table a e orical han esin Fas in Glucose Level in S udies in Adul Subjec s
wi h Schizo hrenia

Labora or ae ory han e
y (a leas once) from | Trea men Arm N n (%)
Parame er baseline
Normal
CLQYARIL 198 53 (27
(<H9P p/dipp @ @7
top _
Faptismsilp High (@26 me/dlpy | CHiPmmmzipepp  135pp 14 10pp
Bopdafiwr | cugmwmipm | STep | 242
(1G9 tp 25 pg/dip
to p .
. C 43 122
High (> ji2pppe/dipp| CPPIPIPIRZIE | (2§pp
Dyplipripa p

Undegrablpaltpratipns in lipids pavp occurred ip patipnts treatepl wigh atypical p
anppsychotics, including CLOZARIL. Clinical monitoring, including basgline ang
periodic follow-up lipid evaluations in patients using CLOZARIL, is recommended.

In a pooled data analysis of 10 studies in adult subjects with schizophrenia, CLOZARIL
treatment was associated with increases in serum total cholesterol. No data were collected
on LDL and HDL cholesterol. The mean increase in total cholesterol was 13 mg/dL in the
CLOZARIL group and 15 mg/dL in the chlorpromazine group. In a pooled data analysis
of 2 studies in adult subjects with schizophrenia, CLOZARIL treatment was associated
with increases in fasting serum triglyceride. The mean increase in fasting triglyceride was
71 mg/dL (54%) in the CLOZARIL group and 39 mg/dL (35%) in the chlorpromazine
group (Table 5). In addition, CLOZARIL treatment was associated with categorical
increases in serum total cholesterol and triglyceride, as illustrated in Table 6.The
proportion of patients with categorical increases in total cholesterol or fasting triglyceride
increased with the duration of exposure. The median duration of CLOZARIL and
chlorpromazine exposure was 45 days and 38 days, respectively. The CLOZARIL dose
range was 100 mg to 900 mg daily; the maximum chlorpromazine dose was 1800 mg
daily. p
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TableMe a

ha gesi Total

Studies i Adult Subjects with Schizophre ia

holesterol a d Triglyceride o ce tratio i

Treatme t Arm

aseli e total cholesterol

ha ge from baseli e

co ce tratio (mg/dL) mg/dL (%)
CL(BBARIB BiB334) B 184 B +13 (7)
ChBBEEHA 71 B 18BB +1BEB)B
(NH3BBBB
as@B BtHEighRIBHED haBBe BBIRBb a BB
co BBe BB HiBHRmB/d 1B mg/dIBB8 B
CIKBBBHB B'B6BB 130B +71RB4AB
ChBBEBHA zi BB B7BB 118B +3BRBIBBB
TaBRBEB Batdj#HeBB haBBeBEBRiBiBE0 Be B 4HBHBI B BtBIRBEB R diBBSRBRRIKEB
withHR BERIBhBBHER 1B
Laboratory ategory ha ge (at
Parameter least 0 ce) from Treatme ¢ NB (%)
baBHEE B ArB
CLOZAHML 33BBB (| 11B(BBB
Inc REREE BB BBRe/d BB ChBBIBHEH ziddiB 1 SBBB 46 RBIBB
ToBBE | Nl (EBBmy/dmp | CIOZAHB 22B 13BB)B
‘:",:‘»'-n‘ toB C}]BMZHHB 13BBB 3 (B)B
I BBBOr .
£ HiBHEB B3 BBRc/d [HEBH
BoBR BHEB CIKBBEBHB B 79BB 30BBSBB
(28 -BBB Be/dIBBBB| ChBorpr@nazirkB|B  34B 14BB BB
HiBiRB B3 8BBc/d[H3BH
CI®ZABHL 6 B 3 (50BB
IncRBEB BB BRe/d[BBChBBEBHziddlB 7 B 3 (BB
NdBBB! (BB BBRe/dIBE CIRZABHB 4 B 0 (BB
TriBRBERHBH to B ChBorprdBnazirkB 6 B 2 (BBB
(faHEERBB |  HiBiRB BV B Be/dIBBH
BoBRIBEEHEB CIKBBEBHB B 1 1 (BB
(>IB8Bng/dL andB | CHBRIBEBHZzidB | B 0 (BB
< BB Be/dIHBBBB
HiBRB B8 Be/d[HBBH
Weig/BERIBH3
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Weigh g1 h ccurredwih heue f ip ych ic,i cludi g CLOZARIL. 1T
weigh duri g re me wihCLOZARIL. T ble 7 ummarize hed weigh g i
by he dur 1 fexp urep ledfr m11 wudie wihCLOZARIL d cive

cmpr r.Themedi dur i fexp urew 609,728, d42dy,i he
CLOZARIL, 1 zpie, dchl rpr mai egr up, re pecively. M
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(Dﬁ% 3 M| MBI 3 M| IS O M| O M
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TheSli ticev luti fp tiet withthi y dr mei ¢ mplic ted. Iti imp rt tt
¢ iderthepre e ce f ther eri u medic lc diti  (e. ., evere eutr pe i,

i fecti ,het tr ke,primayCN pth1l y,ce trl tich li er ict xicity,

extr pyr mid I ympt ms ddru fever).

The m eme t fNMS h uldi clude (1) immedi tedic tiuti f tip ych tic
dru d ther dru te etilt c curre tther py,(2)i te ive ympt m dic

tre tme t dmedic Imoitri , d(3)tre tme t fc mabid medic I¢ diti

There i eerl reemet b ut pecificph rma 1 ic ltre tme t f r NMS.

If p tie trequire tip ych ticdru tre tme t fterrec very fr m NMS, the p te ti |
rei tr ducti fdru ther py h uldbec refullyc idered. NMSc recur. Mo it r
cl elyifretrti tre tme twith tip ych tic .

NMSh  ccurred with CLOZARIL mo ther py dwithc ¢ mit tCN - ctive
medic ti  ,1 cludi lithium.

5.11 Fever

Duri cl z pi ether py,p tie t h ve experie cedtr ie t,cl z pi e-rel ted fever.

The pe ki cide cei1 withi the fir t 3 week ftre tme t. While thi feveri e er lly

be i d elf-limited,itma ece ittedic ti ui tre tme t. The feverc be
citedwith 1cre e rdecre ei WBCc u t. C refullyev lu tep tie t with

fevert rule ut evere eutr pe i ri fecti .C iderthep ibility fNM

[see Warnings and Precautions (5.10)].

5.12 Pulmonary Embolism

Pulmo ryemb li m ddeep-vei thr mb 1 h ve ccurrediSp tie t tre ted with
CLOZARIL.C iderthep ibility fpulmo ryemb li mi ptiet wh pree t
with deep-vei thr mb 1, cutedy p e ,che tp 1, rwith therre pirt ry 1 d
ympt m s Whether pulmo ryemb lu ddeepvei thr mb i ¢ be ttributedt
clzpie r mechrcteritic() fptiet i tcler.

5.13 Anticholinergic Toxicity

CLOZARILh p tet tich li er iceffect . Tre tme t with CLOZARIL ¢ re ulti
CN  dperipher 1 tich li er ict xicity. U ewithc uti 1 thepre e ce f 11 w-

le luc mac c¢ mit t tich li er icmedic ti ,pr t tic hypertr phy, r ther
c diti 1 which tich li er iceffect ¢ le dt 1 ific t dver ere cti

Tre tme t with CLOZARIL ¢ re ulti triteti 1 dverere cti ,1i cludi

c tipti ,iteti 1 btructi ,fec limp cti , dp r lyticileu. uchre cti

c beftlLC tipti huldbei iti llytre tedbye uri  dequ te hydr ti d
ue f cill ryther py uch bulkl x tive .C ult ti  with treter ] 1ti
dvi blei mae eriu c e.

5.14 Interference with Cognitive and Motor Performance S
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CLOZA L use sed tio  dimp irme tof og itive d motor performa e.

C utio p tie ts boutoper ti gh z rdousmahi ery i ludi g utomobiles u til they
rere so bly ert i th tCLOZA L does ot ffe tthem dversely. Thesere tio s
m g be dose-rel ted. Co sider redu 1 g the dose if they o ur.

5.15 Tardive Dyskinesia

T rdive dyski esi (TD)h so wurredi p tie tstre ted with tipsy hoti drugs

i ludi gCLOZA L. Thesy drome o sists of pote ti lly irreversible i volu t ry ,
dyski eti moveme ts. The risk of TD  d the likelihood th t it will be ome irreversible ,
re believed toi re se with gre ter dur tio s oftre tme t d higher tot 1 umul tive
doses. However the sy drome develop fter rel tively brief tre tme t periods tlow
doses. Pres ribe CLOZA Li ma erth tis mostlikely to mi imize the risk of
developi g TD. Use the lowest effe tive dose d the shortest dur tio e ess ry to

o trol symptoms. Periodi Ily ssessthe eed for o ti uedtre tme t. Co sider

dis o ti ui gtre tme tif TD o urs. However some p tie ts m & require tre tme t
with CLOZA L despite the prese e of the sy drome.

Thereis ok ow tre tme tfor TD. However the sy drome m a remitp rti lly or
ompletely if tre tme tis dis o ti ued. A tipsy hoti tre tme t itself m a suppress (or
p rti lly suppress) the sig s dsymptoms dith sthe pote ti |1to m &k the

u derlyi gpro ess. The effe t of symptom suppressio o thelo g-term ourse of TD is
ukow . ,

5.16 Cerebrovascular Adverse Reactions

o trolled tri Is elderly p tie ts with deme ti -rel ted psy hosis tre ted with some
typi 1 tipsy hoti shd 1 re sedrisk( omp redtopl ebo)of erebrov s ul r
dversere tio s (e.g. stroke tr sie tis hemi tt k) i ludi gf t lities. The

me h ism forthisi re sedriskis otk ow .A 1 re sedrisk ot be ex luded for
CLOZA L orother tipsy hoti s or other p tie t popul tio s. CLOZA L should be
used with utio 1 p tie ts withrisk f tors for erebrov s ul r dversere tio s.

5.17 Recurrence of Psychosis and Cholinergic Rebound after Abrupt
Discontinuation of CLOZARIL

f bruptdis o ti u tio of CLOZA Lis e ess ry(be useofsevere eutrope i or
othermedi 1 o ditio for ex mple) [see Dosage and Administration (2.4), Warnings
and Precautions (5.1)] mo itor refully for the re urre e of psy hoti symptoms d
dversere tio srel tedto holi ergi rebou d su h sprofuseswe ti g he d he
use vomiti g ddi rrhe .

6 ADVERSE REACTIONS

The followi g dversere tio s redis ussedi more det ili other se tio s of the
1 beli g:

e Severe Neutrope i [see Warnings and Precautions (5.1)].
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e Orth tt Hyp ten n,Brdy rd , ndSyn pe [see Warnings an
Precautions (5.3)].

o Se zure [see Warnings an Precautions (5.4)].

e My rdt ndC rd my p thy [see Warnings an Precautions (5.5)].

e Inre edMort Ity nElderly P tent wth Dement -Rel tedP y h [see
Warnings an Precautions (5.6)].

e E n phl [see Warnings an Precautions (5.7)].

e QT Interv 1Pr 1 ng t n [see Warnings an Precautions (5.8)].

Met b 1 Ch nge (Hypergly emi ndD bete Melltu ,Dy 1 pdemi, nd

We ght G n) [see Warnings an Precautions (5.9)].

Neur lept Mal gn nt Syndr me /see Warnings an Precautions (5.10)].

Fever [see Warnings an Precautions (5.11)].

Pulm a ry Emb | m [see Warnings an Precautions (5.12)].

Ant h Inerg T x ty [see Warnings an Precautions (5.13)].

Interferen e wth C gntve nd Mot r Perf rm & e [see Warnings an

Precautions (5.14)].

T rd ve Dy kne  [see Warnings an Precautions (5.15)].

o Cerebr v ul rAdver eRe t n [see Warnings an Precautions (5.16)].

e Reurrene fPyh nd Ch Inerg Reb und fter AbruptD ntnut n
[see Warnings an Precautions (5.17)].

6.1 Clinical Trials Experience

Be ue In 1tr I re ndutedunderwdelyv ryng ndt n, dverere t n
rte berved nthe In 1tr 1 f drug nn tbedre tly mp redt r te nthe
In Itr 1 f n therdrug ndmayn trefle ttherte berved n In lpr t e.

Them t mmonlyrep rted dverere t n (=5%) r CLOZARIL 1n Itr 1
were: CNSre t n, nludng edt n,dzzne /vertg ,he d he, ndtrem a;

rd v ulrre t n, nludngt hy rd ,hyp ten n, nd yn pe; ut n m
nerv u ytemre t n, nludnghyper 1vt n, we tng,drymaith, ndv ul
d tutbne;g tr ntetnlre t n, nludng ntpt n ndnue; ndfever.
T ble9 umm rze themot mmonlyrep rted dverere t n (=5%) d
CLOZARIL-tre tedp tent ( mp redt hl rpr ma& ne-tre tedp tent ) nthepv t |,
6-week, ntr lledtr 1 ntre tment-re tnt hz phren .

Table 9. Common Adverse Reactions (= 5%) in the 6-Week, Randomized,
Chlorpromazine-controlled Trial in Treatment-Resistant Schizophrenia

Adverse Reaction CLOZARIL Chlorpromazine
(N =126)(%) (N=142)
(%)
Sedation 21 13
Tachycardia d 17d 11
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i in ss

Hed ch

Consti tiond

Hy ot nsion
F v r(y rth rmi)
Hy rs liv tion

Hy rt nsion

N us /vomiting

ry mouth

16 4

13
13
13
12
10
10 4

12 4
16
38

1

5
10
12
20

Table 10 summarizes the adverse reactions reported in CLOZARIL-treated patients at a
frequency of 2% or greatér across all CLOZARIL studies (excluding the 2-year
InterSePT™ Study). These rates are not adjusted for duration of exposure.

T bl 10. Adv rs R ctions (=2%) R ort din CLOZARIL-tr t dP ti nts

(N=842) cross 1l CLOZARIL Studi s ( xcluding th 2-y rInt rS PT™ Study)

Body Syst m

Adv rs R ction*

CLOZARIL
N =842
P rc nt g of P ti nts

ntr I N rvous Syst m4
Drowsiness/Sedation
Dizziness/Vertigo
Headache

Tremor

Syncope4

Disturbed Sleep/Nightmares
Restlessness
Hypokinesia/Akinesia
Agitation

Seizures (convulsions) 4
Rigidity

Akathisia

Confusion 4

Fatigue

Insomnia

rdiov scul r 4
Tachycardia

Hypotension
Hypertension

G stroint stin 1

Constipation
Nausea

Abdominal Discomfort/Heartburn 4

Reference ID: 3819845 4
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Body Sy CLOZ RIL
dv P R acion* P N =842
rcnag of ainP
Nausea/\Pinitind 3
VhnitindP 3
DikRd®P P 2
U gPrii BPP
UrhBRPRUR FRAR] it iRIPP 2
u ¢hBPPc \PikvéRPBYyP
SaliPHRonPP 31P
SRR P 6
Drf MoutlP P 6
ViR PPRRPRIRPPPPP 5
SkRPIP
RaBiPPP 2
He ic/H¥PP haljig P
LeRPPPPPEPIE RPRRITY B (@ R #B PP 3
Mi PRariPBuP
FePBPPP 5
WH R BaR PP 4

+ PRatcPtRR PPR PR PuRRN R RPP GIRRatc|yPHT 0D R PRRRPPRFRE BrRRrkdPP

cliFRRIPPPPREIREn RE PRREPHHIP. P

TabkPIR suiPnarizPPHRe PRost ®PEnonly B RER B PPREFFPAIPEn P (P1DOPof HRR
CLOZARIL or Blddzaine gPoup) in the [RterRPT™ Study. This waB an adeqiate and
wellRonRol[Pd Ptwo-eaPstudy ev#uating the ePfeacy of ELOZARIL relaPive to
olanzapine iR redicing the rRBk of suicidal beh®ior in patien® with schizophren® or
schizoaffective disorder. The rates are not adjusted for duration of exposure.

Tabl 11.Incid nc of dvr

R acion in ain Tr a dwi hCLOZ RIL or

Olanzapin in h In rS T™S udy (210% in h CLOZ RIL or olanzapin

group)

dvr R acion

% R por ing P

CLOZ RIL Olanzapin

N =477

% R por ing

Salivary hypersecretion P
Somnolence

Weight increased

Dizziness (excluding vertigo) P
Constipation

Insomnia P

Nausea

Vomiting

Dyspepsia P

6%
25%
56%
12%
10%
33%
10%
9%

8%

Reference ID: 3819845 P
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Dysto

ss effect: Symptoms of dystonia, pro onged abnorma contractions of musc e groups,
may occur in susceptib e individua s during the first few days of treatment. Dystonic
symptoms inc ude: spasm of the neck musc es, sometimes progressing to tightness of the
throat, swa owing difficu ty, difficu ty breathing, and/or protrusion of the tongue. Whi e
these symptoms can occur at ow doses, they occur more frequent y and with greater
severity with high potency and at higher doses of first generation antipsychotic drugs. An
e evated risk of acute dystonia is observed in ma es and younger age groups.

6.2 Postmarketing Experience

The fo owing adverse reactions have been identified during post-approva use of

c ozapine. Because these reactions are reported vo untari y from a popu ation of uncertain
size, it is not a ways possib e to re iab y estimate their frequency or estab ish a causa

re ationship to drug exposure.

e tr Nervous System

De irium, EEG abnorma , myoc onus, paresthesia, possib e catap exy, status epi epticus,
obsessive compu sive symptoms, and post-discontinuation cho inergic rebound adverse
reactions.

rd ov scu r System

Atria or ventricu ar fibri ation, ventricu ar tachycardia, QT interva pro ongation,
Torsades de Pointes, myocardia infarction, cardiac arrest, and periorbita edema.

E docr e System

Pseudopheochromocytoma.

G stro _test System

Acute pancreatitis, dysphagia, sa ivary g and swe ing.

Hep tob  ry System

Cho estasis, hepatitis, jaundice, hepatotoxicity, hepatic steatosis, hepatic necrosis, hepatic
fibrosis, hepatic cirrhosis, iver injury (hepatic, cho estatic, and mixed), and iver fai ure.

Immu e System D sorders

Angioedema, eukocytoc astic vascu itis. |

24

Reference ID: 3819845 1



Uroge Sys em

Acute interstitial nephritis, n cturnal enuresis, priapism, and renal failure.

Sk d Subcu  eous T ssue D sorders

Hypersensitivity reacti ns: ph t sensitivity, vasculitis, erythema multif rme, skin
pigmentati n dis rder, and Stevens-J hns n Syndr me.

Muscu oskee  Sysem dCo ec veT ssue D sorders

Myasthenic syndr me, rhabd my lysis, and systemic lupus erythemat sus.

Resp r ory Sys em

Aspirati n, pleural effusi n, pneum nia, 1 wer respirat ry tract infecti n.

Hem ¢ dLymph ¢ Sys em

Mild, m derate, rsevereleuk penia, agranul cyt sis, granul cyt penia, WBC
decreased, deep-vein thr mb sis, elevated hem gl bin/hemat crit. erythr cyte
sedimentati n rate (ESR) increased, sepsis, thr mb cyt sis, and thr mb cyt penia.

Vs o D sorders

Narr w-angle glauc ma.

Mice  eous

Creatine ph sph kinase elevati n, hyperuricemia, hyp natremia, and weight1 ss.
7 DRUG INTERACTIONS

7.1 Potential for Other Drugs to Affect CLOZARIL

Cl zapine is a substrate f r many cyt chr me P450 is zymes, in particular CYP1A2,
CYP3A4, and CYP2D6. Use cauti n when administering CLOZARIL ¢ nc mitantly
with drugs that are inducers r inhibit rs fthese enzymes.

CYPIA21 hb ors

C nc mitantuse fCLOZARIL and CYP1A2 inhibit rs can increase plasma levels f
cl zapine, p tentially resulting in adverse reacti ns. Reduce the CLOZARIL d set ne
third fthe riginald se when CLOZARIL is ¢ administered with str ng CYP1A2
inhibit rs (e.g., fluv xamine, cipr fl xacin, ren xacin). The CLOZARIL d se sh uld
be increased t the riginal d se when ¢ administrati n fstr ng CYP1A2 inhibit rs is
disc ntinued /[see Dos ge dAdm sr o (2.6),C ¢ Ph rm coogy(12.3)]. o
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Moder eor e YP1A2 inhibi ors include or 1 conr cep ives nd ¢ ffeine. Moni or
p iensclosely hen L ZARIL isco dminis ered 1h hese inhibi ors. onsider
reducing he L ZARIL dos ge if necess ry [see Dosage and Administration (2.6)].

CYP2D6 and CYP3A44 Inhibitors O

oncomi n r¢ men ih L ZARIL nd YP2D6or YP3A4 inhibi ors (e.g.,
cime idine, esci lopr m, ery hromycin, p roxe ine, bupropion, fluoxe ine, quinidine,
duloxe ine, erbin fine, or ser r line) ¢ n incre se cloz pine levels ndle d o dverse
re c ions [see Clinical Pharmacology (12.3)]. Use ¢ uion nd moni or p ien s closely

hen using such inhibi ors. onsider reducing he L ZARIL dose [see Dosage and
Administration (2.6)].

CYPIA2 and CYP3A4 Inducers O

oncomi n re men 1ihdrugs h induce YPIA2or YP3A4c ndecre se he
pl smaconcen r ion of cloz pine, resul ing in decre sed effec iveness of L ZARIL.
Tob ccosmo eis moder einducer of YP1A2.Srong YP3A4 inducers include
c rb m zepine, pheny oin, S . John’s or, ndrif mpin. I m a be necess ry o incre se
he L ZARIL dose ifused concomi nly 1h inducers of hese enzymes. Ho ever,
concomi n useof L ZARIL ndsrong YP3A4 inducers is no recommended /see
Dosage and Administration (2.6)].

onsider reducing he L ZARIL dos ge hen discon inuing co dminis ered enzyme
inducers; bec use discon inu ion of inducers ¢ nresul in incre sed cloz pine pl sm
levels nd nincre sedris of dversere c ions [see Dosage and Administration (2.6)].

Drugs that Cause QT Interval Prolongation

Usec uion hen dminis ering concomi n medic ions h prolong he QT in erv |
or inhibi he me bolism of cloz pine. Drugs h ¢ use QT prolong ion include:
specific n ipsycho ics (e.g., zipr sidone, iloperidone, chlorprom &ine, hiorid zine,
mesorid zine, droperidol, nd pimozide), specific n ibio ics (e.g., ery hromycin,

g iflox cin, moxiflox cin, sp rflox cin), 1 ss 1A ni rrhy hmics (e.g., quinidine,
proc in mide) or | ssIII ni rrhy hmics (e.g., miod rone, so lol), nd o hers (e.g.,
pen midine, levome h dyl ce e, meh done, h lof n rine, mefloquine, dol se ron
mesyl e, probucol or crolimus) [see Warnings and Precautions (5.8)]. O

7.2 Potential for CLOZARIL to Affect Other Drugs

oncomi n useof L ZARIL 1h o herdrugs me bolized by YP2D6 ¢ nincre se
levels of hese YP2D6 subst es.Usec uion henco dminisering L ZARIL ih
o herdiigs h reme bolizedby YP2D6.1 m a be necess ry ouselo er doses of
such drugs h nusu lly prescribed. Such drugs include specific n idepress n s,
pheno hi zines, ¢ rb m @epine, nd Type 1  n1i rrhy hmics (e.g., prop fenone,
flec inide, nd enc inide).

8 USE IN SPECIFIC POPULATIONS O
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8.1 Pr y
Pregnancy Category B

Risk S mmary

There are no adeq ate or well-controlled st dies of clozapine in pregnant women.

Reprod ction st dies have been performed in rats and rabbits at doses p to 0.4 and 0.9
times, respectively, the maxim un recommended h man dose (MRHD) of 900 mg/day on
amg/m’ body s rface area basis. The st dies revealed no evidence of impaired fertility or
harm to the fet s d e to clozapine. Beca se animal reprod ction st dies are not always
predictive of h man response, CLOZARIL sho 1d be sed d ring pregnancy only if
clearly needed.

Clinical Considerations

Consider the risk of exacerbation of psychosis when discontin ing or changing treatment
with antipsychotic medications d ring pregnancy and postpart m. Consider early
screening for gestational diabetes for patients treated with antipsychotic medications /see
Warnings and Precautions (5.9)]. Neonates exposed to antipsychotic dr gs d ring the
third trimester of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms
following delivery. Monitor neonates for syumptoms of agitation, hypertonia, hypotonia,
tremor, somnolence, respiratory distress, and feeding diffic Ities. The severity of
complications can vary from self-limited symptoms to some neonates req iring intensive
care nits pport and prolonged hospitalization.

Animal Data

In embryofetal developmental st dies, clozapine had no effects on maternal parameters,
litter sizes, or fetal parameters when administered orally to pregnant rats and rabbits

d ring the period of organogenesis at doses p to 0.4 and 0.9 times, respectively, the
MRHD of 900 mg/day on a mg/m*body s rface area basis.

In peri/postnatal developmental st dies, pregnant female rats were administered
clozapine over the last third of pregnancy and ntil day 21 postpart m. Observations
were made on fet ses at birth and d ring the postnatal period; the offspring were allowed
to reach sex al mat rity and mated. Clozapine ca sed a decrease in maternal body weight
b t had no effects on litter size or body weights of either Flor F2 generations at doses p
to 0.4 times the MRHD of 900 mg/day on a mg/m” body s rface area basis.

8.3 Nursi Moth rs
CLOZARIL is present in h man milk. Beca se of the potential for serio s adverse
reactions in n rsing infants from CLOZARIL, a decision sho 1d be made whether to

discontin e n rsing or to discontin e the dr g, taking into acco nt the importance of the
dr g to the mother. u
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8.4 Pe ¢ Use

Safety and effectiveness in pediatric patients have n t been established.

8.5 Ge ¢ Use

There have n t been sufficient numbers f geriatric patients in clinical studies utilizing
CLOZARIL t determine whether th se ver 65 years fage differ fr my unger
subjects in their resp nset CLOZARIL.

Orth static hyp tensi n and tachycardia can ccur with CLOZARIL treatment /see
Boxed Warning and Warnings and Precautions (5.3)]. Elderly patients, particularly th se
with ¢ mpr mised cardi vascular functi ning, may be m re susceptible t these effects.

Elderly patients may be particularly susceptible t the antich linergic effects f
CLOZARIL, such as urinary retenti n and ¢ nstipati n [see Warnings and Precautions

(5.13)].

Carefully select CLOZARIL d ses in elderly patients, taking int ¢ nsiderati n their
greater frequency f decreased hepatic, renal, r cardiac functi n, as well as ther

¢ nc mitant disease and ther drug therapy. Clinical experience suggests that the
prevalence ftardive dyskinesia appearst be highest am ng the elderly; especially
elderly w men [see Warnings and Precautions (5.15)].

86P ensw hRen lo Hep cImp men o

D se reducti n may be necessary in patients with significant impairment frenal r
hepatic functi n. Cl zapine ¢ ncentrati ns may be increased in these patients, because
cl zapine is alm st ¢ mpletely metab lized and then excreted /see Dosage and
Administration (2.7), Clinical Pharmacology (12.3)].

8.7 CYP2D6 Poo Me bolze s o

D se reducti n may be necessary in patients wh are CYP2D6 p r metab lizers.

Cl zapine ¢ ncentrati ns may be increased in these patients, because ¢l zapine is alm st
¢ mpletely metab lized and then excreted [see Dosage and Administration (2.7), Clinical
Pharmacology (12.3)].

88 HospceP ens o
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For hos t nts(. ,trmnlly I t ntswth n stma dlf x tnyofsx
months orl ss),th rsrbrmardu th ANCmontorn frqun ytoon v ry
6 months, ft r dsussonwthth t nt ndhs/hr r vr.Indvdultr tmet

d sonsshouldw hth mport n ofmontorn ANC nth ont xtofth n dto g
ontrol sy h tr sympoms ndth t nt’st rmn 1 lln ss.

10 OVERDOSAGE
10.1 Overdosage Experience

Th most ommonlyr ort ds ns ndsympoms sso tdwth loz n ov rdos
r:sdton,dlrum, omat hy rd ,hy ot nson,rs rtoryd rssonorf lur;
ndhy rslvtonnThr r r ortsof s rton numon , rd rrthythmis, nd
s zur .Ftlovrdosshv b nr ortdwth loz n, nrlly tdoss bov
2500m .Thr hv Isob nr ortsof t ntsr ovrn fromov rdos sw ll n

X ssof4 .

10.2 Management of Overdosage

Forth mostu -to-d t nformaononth ma matof CLOZARIL ov rdos
ont t rtf dR on I Poson Control C nt r (1-800-222-1222). T 1 hon
numb rsof rtf dR on 1PosonControlC nt rs r 1st d nth Physicians’ Desk g
Reference®, r str dtr d mak of PDRN twork. Est blsh ndmant n n rw vy;
nsur dqut oxy nton ndvntl ton. Montor rd sttus ndvtls ns.Us
nrlsympoma ndsu ortv mesurs.Thr r nos f ntdot sfor
CLOZARIL.

Inman n ovrdos , onsdrth ossbltyofmult 1-dru nvolv mat.
11 DESCRIPTION
CLOZARIL®(loz n), nty 1 nt syhot dru,s tr yl dbnzod z n

d rv tv,8- hloro-11-(4-m ¢hyl-1-  r znyl)-5H-d b nzo [b,e] [1,4]d z n .Th
stru tur 1 formul s g
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CLOZA L v 1ble np leyellowt blet of 25 mg nd 100 mg for or |
dmn tr ton

Act ve ngred ent: cloz p ne

n ctve ngredent recollod 1l Icondoxde,l cto e, mgne um te r te, pov done,
t rch (corn), ndt Ic

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The mech n mof ctonofcloz pne unknown However, th been propo edth t
the ther peut c eff ¢ cy of cloz pne n ch zophren med ted through nt gon m
of the dop m ne type 2 (D) nd the eroton n type 2A (5-HTza) receptor Cloz r |

lo ct n nt gon t t drenergc, chol nergc,h t mnergc nd other
dop mnerg ¢ nd erotonerg c receptor

12.2 Pharmacodynamics

Cloz p ne demon tr ted b nd ng ff n ty to the follow ng receptor : h t mne H; (K

1 1 nM), drenergc aja (K 16nM), eroton n5-HTe (K 4 nM), eroton n 5-HT,5 (K
54nM),mu c rncM; (K 62nM), eroton n5-HT7 (K 6 3 nM), eroton n 5-HT,¢ (K
94 nM), dop mne D4 (K 24 nM), drenerg c o4 (K 90 nM), eroton n 5-HT; (K

95 nM), eroton n 5-HT ;4 (K 120 nM), dop m ne D, (K 160 nM), dop m ne D; (K
270 nM), dop m ne Ds (K 454 nM), nd dop m ne D3 (K 555 nM)

Cloz pnec u e lttle orno prol ctnelev ton

Cl n ¢ 1electroenceph logr m (EEG) tud e demon tr ted th tcloz p ne ncre e delt
ndthet ctvty nd low domn nt Iph frequence Enh nced ynchron z ton

occur Sh rpw ve ctvty nd pke ndw vecomplexe ma 1| odevelop P tent

h vereported n nten fc tonofdre m ctv tydurngcloz pnether py EM leep

w found to be ncre edto 85% ofthetot | leept me nthe ep tent,theon etof .
EM leep occurred Imo t mmed tely fterf llng leep
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12.3P okineti s

Absorption

In @ CLOZARIL tablets (25  gnd 100  )are equally bioavailable relative to a
CLOZARIL solution. Following oral ad mistration of CLOZARIL 100  gvice daily,
the average steady-state peak plas  g@oncentration was 319 ng/  I(range: 102 to

771 ng/ ), occurring at the average of 2.5 hours (range: 1 to 6 hours) after dosing. The
average ni U concentration at steady state was 122 ng/  I[range: 41 to 343 ng/ )L
after 100  gwice daily dosing. Food does not appear to affect the syste ci
bioavailability of CLOZARIL. Thus, CLOZARIL wbead nistered with or without
food.

Distribution

Clazapine is approxi  tely 97% bound to seru proteins. The interaction between
clozapine and other highly protein-bound drugs has not been fully evaluated but  ybe
1 grtant [see Drug Interactions (7)].

Metabolis and Excretion

Clozapineisal stco lIptely tabolized prior to excretion, and only trace a  wnts of

unchanged drug are detected in the urine and feces. Clozapine is a substrate for  my
meytochro  P450 isozy < in particular CYP1A2, CYP2D6, and CYP3A4.

Approxi tely 508k of the ad nistered dose is excreted in the urine and 30% in the

feces. The de  thylated, hydroxylated, and N-oxide derivatives are co  gments in both

urine and feces. Phar  @ological testing has shawe the des  thyl  tabolite

(norclozapine) to have only li  ted activity, while the hydroxylated and N-oxide

derivatives were inantéve. The  aneli mnation half-life of clozapine after a single

75  gdose was 8 hours (range: 4 tol2 hours),co apedtoa aneli mnation half-life

of 12 hours (range: 4-66 hours), after achieving steady state with 100  gwice daily

dosing.

A co parison of single-dose and  ltiple-dose ad  nistration of clnzapine de  nstrated
that the eli nation half-life increased significantly after ~ Miple dosing relative to that
after single-dose ad  mistration, suggesting the possibility of concentration-dependent
phar acokinetics. However, at steady state, approxi  tely dose-proportional changes
with respect to AUC (area under the curve), peak, and ni  uclozapine plas a
concentrations were observed after ad mistration of 37.5, 75, and 150  gvice daily.

Drug-Drug Interaction Studies

Fluvoxa ne

A phar  eokinetic study was conducted in 16 schizophrenic patients who received
clozapine under steady-state conditions. After coad mistration of fluvoxa ne for 14
days, ean trough concentrations of clozapine and its  tabolites, N-des  thylclozapine
and clozapine N-oxide, were elevated about three-fold co  gred to baseline steady state
concentrations. m
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Parox Fluox a dS rral

I asudyofsch zophr cpa s( =14) horc vdclozap wudrs ady-sa
cod o s coadmi sra o ofparox produc do lymiorcha gs h 1v lIsof
clozap ad smeabol s.Ho vrohrpublsh dr porsd scrb mod s

lva os(lss ha o-fold)ofclozap a dmeabol coc raos h

clozap as ak h parox fluox a ds rral

Specific Population Studies

R alorH pa clmparme

Nosp cfcpharmacok csud s r coduc do vsga h ffcsofr alor
h pa ¢ mparme o h pharmacok csofclozap .H gh rclozap plasma
coc raosar lkly pa s hsg fca r alorhpa c mparme h

g v usual dos s.

CYP2D6 Poor Meabol z rs

A subs (3%—-10%) of h popula o hasr duc dac v y of CYP2D6 (CYP2D6 poor
meabolz 1rs). Th s dvdualsmayd viophghr ha xp c dplasma
co ¢ ra o sofclozap h gv usualdos s.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Nocarc og cpo al asdmo sra d log- rmsud s mt adrasa
dos sup 003 mea d0.4 mes rspc vy h max mumr comme d d huma
dos (MRHD) of 900 mg/day o a mg/m’ body surfac ar a bas s.

Mutagenesis

Clozap as o g ooxc h s d h follo gg muao ad
chromosomal ab rra 0 ss: h bac ral Ame s h invitro mammala V79
Ch s hams rc lls h invitrou sch dul dDNAsy hss ra hpaocy sor h
invivomtro ucl usassay mtc .

Impairment of Fertility

Clozap had o ffc o a yparame rsoffr 1 y prgacy f al gh or

pos aald viopme h admi s r dorally omal ras70daysb for ma ga d
of mal rasfor14daysb for ma ga dos sup 004 me h MRHD of w

900 mg/day o a mg/m” body surfac ar a bas s.
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14 CLINIC L IE
14.1 reatment-Resistant chizophrenia

T e efficacy of CLOZARIL in treatment-resistant sc izop renia was establis ed in a
multicenter, randomized, double-blind, active-controlled (¢ lorpromazine) study in
patients wit a DSM-III diagnosis of sc izop reniaw o ad inadequate responses to at
least 3 different antipsyc otics (from at least 2 different ¢ emical classes) during t e
preceding 5 years. T e antipsyc otic trials must ave been judged adequate; t e

antipsyc otic dosages must ave been equivalent to or greater t an 1000 mg per day of
¢ lorpromazine for a period of at least 6 weeks, eac wit out significant reduction of h
symptoms. T ere must ave been no period of good functioning wit int e preceding 5
years. Patients must ave ad a baseline score of at least 45 on t e investigator-rated
Brief Psyc iatric Rating Scale (BPRS). Ont e 18-item BPRS, 1 indicates t e absence of
symptoms, and 7 indicates severe symptoms; t ¢ maximum potential total BPRS score is
126. At baseline, t e mean BPRS score was 61. In addition, patients must ave ada
score of at least 4 on at least two of t e following four individual BPRS items: conceptual
disorganization, suspiciousness, allucinatory be avior, and unusual t oug t content.
Patients must ave ad a Clinical Global Impressions — Severity Scale score of at least 4
(moderately ill).

Int e prospective, lead-in p ase of t e trial, all patients (N=305) initially received single-

blind treatment wit  aloperidol (t ¢ mean dose was 61 mg per day) for 6 weeks. More

t an 80% of patients completed t e 6-week trial. Patients wit an inadequate response to h
aloperidol (n=268) were randomized to double-blind treatment wit CLOZARIL

(N=126) or c¢ lorpromazine (N=142). T e maximum daily CLOZARIL dose was 900

mg; t e mean daily dose was > 600 mg). T e maximum daily ¢ lorpromazine dose was

1800 mg; t e mean daily dose was > 1200 mg.

T e primary endpoint was treatment response, predefined as a decrease in BPRS score of h
at least 20% and eit er (1) a CGI-S score of < 3 (mildly ill), or (2) a BPRS score of < 35,
att e end of 6 weeks of treatment. Approximately 88% of patients fromt ¢ CLOZARIL
and ¢ lorpromazine groups completed t e 6-week trial. Att e end of six weeks, 30% of
t ¢ CLOZARIL group responded to treatment, and 4% of t e ¢ lorpromazine group
responded to treatment. T e difference was statistically significant (p <0.001). T e mean
¢ ange in total BPRS score was -16 and -5 int ¢ CLOZARIL and ¢ lorpromazine group,
respectively; t e mean ¢ ange int e 4 key BPRS item scores was -5 and -2 int e
CLOZARIL and ¢ lorpromazine group, respectively; and t e mean ¢ ange in CGI-S
score was -1.2 and -0.4, int e CLOZARIL and ¢ lorpromazine group, respectively.

T ese ¢ anges int e CLOZARIL group were statistically significantly greatert anint e
¢ lorpromazine group (p< 0.001 in eac analysis).

14.2 Recurrent uicidal Behavior in chizophrenia or chizoaffective isorder

T e effectiveness of CLOZARIL in reducing t e risk of recurrent suicidal be avior was
assessed in t e International Suicide Prevention Trial (InterSePT™, a trademark of
Novartis P armaceuticals Corporation). T is was a prospective, randomized, open-label,
active-controlled, multicenter, international, parallel-group comparison of CLOZARIL
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VErsus pi e (Zyprex ®, registeredtr demak fEiLiy dC mp y)i 56

p tie ts with schi phre i rschi ffective dis rder (DSM-IV) wh were judgedt be
trisk f rrecurre tsuicid beh vi r.O y b ut e-f urth fthesep tie ts (27%) were
c sideredresist tt st d rd tipsych tic drugtre tme t. T e terthetri ,p tie ts
musth vemet e fthef wi gecriteri :

e Theyh d ttempted suicide withi the three ye rspri rt theirb sei eev u ti

e Theyh dbee h spit i edt preve t suicide ttempt withi the three ye rspri rt
theirb sei eev u ti

e They dem o str ted m aler te-t -severe suicid ide ti with depressivec mp e t
withi  eweekpri rt theirb sei eev u ti

e They dem o str ted m aler te-t -severe suicid ide ti cc mp iedbyc mm d
h wci ti st d sefh rmwithi eweekpri rt theirb sei eev u ti

D si gregime sf re chtre tme tgr up were determi ed by i dividu 1 vestig t rs
dwerei dividu 1 edbyp tie t. D si gw sfexibe,with d ser ge f200-

00 mg/d y f r CLOZARIL d520mg/d yfr pi e. F rthe 56p tie ts wh
received CLOZARIL r pi ei this study, there w s exte siveuse fc ¢ mit t
psych tr pics: 84% with  tipsych tics, 65% with  xi ytics, 53% with  tidepress ts,

d 28% withmo d st bii ers. There w ssig ific tygre teruse fc ¢ mit t
psych tr picmedic ti s mo gthep tie tsi the pi e gr up.

The prim ay effic cy me sure w stimet (1) sig ific tsuicide ttempt,i cudi g

¢ mp eted suicide; (2) h spit 1 ti duet immi e tsuiciderisk,i cudi gi cre sed
eve fsurvei cef rsuicid ityfrptiets redyh spit ied; r3)wrsei g f
suicid ity severity sdem o str ted by “muchw rse i g7 r“verymuchw rse i g”

fr mbseiei theCiic G b Impressi  fSeverity fSuicid ity s ssessed by
the B i ded Psychi trist (CGI-SS-BP)sc e. A determi ti  fwhether r t rep rted
eve tmetcriteri 1 r2 b vew smale by the Suicide Mo it 11 gB rd (SMB),

gr up fexpertsbi dedt p tie td t .

Att f 80ptie tswerer d mi edt thestudy d 56received study medic ti . 9
Sixty-tw perce t fthep tie tsweredi g sed with schi phre i, dtherema der
(38%) weredi g sed with schi  ffective dis rder. O y b ut e-f urth fthet t

ptie tp pu ti  (27%)w side tified s “tre tme t-resist t” tb sei e. There were
maem esth femaesi thestudy (61% f p tie ts were mae). Theme ge f

p tie tse teri gthestudyw s37yers f ge(r ge 186 ). Mostp tie ts were

Cuc si (71%), 15% were B ck, 1% were Asi , d 13% werec ssified sbei g f

“ ther” r ces.

P tie tstre ted with CLOZARIL h d st tistic ysig ific t gerde yi thetimet
recurre tsuicid beh vi ri ¢ mp ris with pi e. Thisresu t sh udbe

1 terpreted y sevide ce fthe effective ess fCLOZARIL1 de yi gtimet
recurre tsuicid beh vir d t demostr ti  fthe superi reffic cy f
CLOZARIL ver pie 9
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The pr ty fexperencng(l) sgnfc ntsucde ttempt, ncudng c¢ mp eted
sucde, r(2)h spt zt n ec use f mminentsucdersk, ncudng ncre sed e e

fsur e ncefrsucd tyfrptents re dyh spt zed,ws werf rCLOZARIL v
ptentsth nfr nzpnep tents t Week 104: CLOZARIL 24% ersus nz p ne
32%; 95% CI f'the d fference: 2%, 14% (F gure 1).

Figure 1. Cumulative Probability of a Significant Suicide Attempt or Hospitalization
to Prevent Suicide in Patients with Schizophrenia or Schizoaffective Disorder at v
High Risk of Suicidality
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16 HOW SUPPLIED/STORAGE AND HANDLING v
16.1 How Supplied

CLOZARIL® (¢ z pne) s e s25mg nd 100 mgr und,p e-ye w,unc ted
t etswth fc ttedsc re n nesde.

CLOZARIL® (clozapine) Tablets v
25 mg
Engr edw th “CLOZARIL” nce nthe per phery f nes de.

Engr edwth fc ttedsc re nd*“25” nce nthe thersde. v

B otte 100 e NDC 0078-0126-05
B tte £500 Ve NDC 0078-0126-08
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Unitd ckg f100:2x5 tri ,10blitr 1 tri Toooiiinininins NDC 00 8-0126-06
100 mg

Engr v d with “CLOZARIL” nc nth rhry f n id.

Engr v.dwith fcilittd cr nd*“l100” nc nth thrid. 7

B ttl  £100 e et NDC 00 8-012 -05
B ttl  £500 .7 e NDC 00 8-012 -08
Unitd ck g f100:2x5 tri ,10blitr 1 tri Zeoiriiiennnee, NDC 00 8-012 -06

16.2 Storage and Handling

Strg tmprtur huldn t xc d30°C (86°F).

K ut fr ch fchildr n.

17 PATIENT COUNSELING INFORMATION
Dicu th flIl wingi u with tint ndcrgivr:

o Severe Neutropenia:

— Intruct tint (ndcr givr)b ginningtr tm et with CLOZARIL b utth
ik fdv1l ing vr nutr ni ndinf cti n
— Intruct tint t immedi tlyr rtt thir hyicin ny ymgm r ign f 7
inf cti n( .g, flu-lik illn ;fvrlthrgy;gnrlw kn rmdi ;
mucu manbr n ulc r ti n; kin, h ryng L, v gin Lurin ry, r ulma ry
inf cti n; r xtr mew kn rl th rgy) ccurring t ny tim eduring
CLOZARILth r y,t idin viutinfrnutr ni ndt intitut r mg
nd r rit ma g mat. [see Warnings and Precautions (5.1), (5.10), and
(5.11)].
— Infrm tint ndcr givr CLOZARILi v il bl nlythr ugh r trict d
rgrmclldth Cl z in REMSPr gr md ign dt nur th r quir d
bl dmait ring,in rd rt rduc th ik fdvl ing vr nutr ni.
Advi tint ndcrgivr fth imprtnc fh vingbl dt td
f1w:
= W klybl dt t r r quirdf rth fir t6 mamth .
* AnANCi rquird vry2w k frth nxté6mamth if n cc t bl
ANCi1 mant in dduringth firt6 mmth fc ntinu u thr vy,
* AnANCirquird nc vrydw k thr ftrif n cc tbl ANCi 7
mant in dduringth ¢ nd6mamth fc ntinu u thr vy.
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— CLOZ L avalable only from cert f ed pharmac e part ¢ pat ng n the
program. rov de pat ent (and careg ver ) w th web te nformat on and the
telephone number on how to obta n the product.

e Orthostatic Hypotension, Bradycardia, and Syncope: nform pat ent and careg ver
about the r k of ortho tat ¢ hypoten on and yncope, ¢ pec ally dur ng the per od of
ntaldo ettrat on. n tructthemto tr ctly follow theclncan’ n truct on for
do age and adm n trat on. dv e patent tocon ulttherclncan mmed ately f
they feel fant,lo econ cou ne orhave gn or ymptoms ugge t ve of
bradycard a or arrhythm & [see Dosage and Administration (2.2) and Warnings and
Precautions (5.3)].

o Seizures: nform pat ent and careg ver aboutthe gnfcantr kof e zure dur ng
CLOZ L treatment. Caut on them about dr v ng and any other potent ally
hazardou act v ty wh le tak ng CLOZ L [see Warnings and Precautions (5.4)]. P

e OT Interval Prolongation: dv e patent tocon ultthe rclncan mmed ately f
they feel fant,lo econ cou ne orhave gn or ymptoms ugge t ve of
arrhythm a. n truct pat ent to not take CLOZ L w th other drug that cau e QT
nterval prolongat on. n truct pat ent to nform the rcl n c an that they are tak ng
CLOZ L before any new drug [see Warnings and Precautions (5.8.) and Drug
Interactions (7.1)].

e Metabolic Changes (hyperglycemia and diabetes mellitus, dyslipidemia, weight gain):

Educate pat ent and careg ver _about the r k of metabol ¢ change and the need for
pec f ¢ mon tor ng. Ther k nclude hyperglycem a and d abete mell tu ,

dy 1 p dem a, we ght ga n, and card ova cular react on . Educate pat ent and
careg ver about the ymptom sof hyperglycem a (h gh blood ugar) and d abete
mell tu (e.g., polyd p a, polyur a, polyphag a, and weakne ). Mon tor all pat ent
for the ¢ ymptoms atent who are d agno ed w th d abete or have r k factor for
d abete (obe ty, famiy h tory of d abete ) hould have the r fa t ng blood gluco e
mon tored before beg nn ng treatment and per od cally dur ng treatment. at ent who
develop ymptoms of hyperglycem 2 hould have a e ment of fa t ng gluco e.
CI n cal mon tor ng of we ght recommended [see Warnings and Precautions (5.9)]. P

o [nterference with Cognitive and Motor Performance: Becau e CLOZ L may have
the potent al to mpa r judgment, th nk ng, or motor kIl , patent hould be
caut oned about operat ng hazardou mach nery, nclud ng automob le , unt 1 they are
rea onably certa n that CLOZ L therapy doe not affect them adver ely /see
Warnings and Precautions (5.14)].

o Missed Doses and Re-initiating Treatment:. nform pat ent and careg ver that fthe P
patentmi e tak ng CLOZ L for more than 2 day , they hould not re tart the r
med cat on at the ame do age but hould contact the r phy ¢ an for do ng

n truct on /[see Dosage and Administration (2.5) and Warnings and Precautions

(5.1,5.3)].
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o Preg Patients and caregivers should notify the clinician if the atient becomes
regnant or intends to become regnant during thera y. [see Usei Spe ifi
Popul tio s (8.1)]

e MNursi g Advice atients and caregivers that the atient should not breast feed an
infant if they are taking CLOZARIL. [see Use i Spe ifi Popul tio s (8.3)]

o (Co omit tMedi tio Advise atients to inform their health care rovider if they p
are taking, or lan to take, any rescri tion or over-the-counter drugs; there is a
otential for significant drug-drug interactions [see Dos ge d Admi istr tio s
(2.6), Drug I ter tio s (7.1), dT blel].

*Zy rexa” (olanza ine) is a registered trademark of Eli Lilly and Com any.
**Trademark of Thomson Healthcare, Inc.

CLOZARIL" is a registered trademark of Novartis Pharmaceuticals Cor oration.
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CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:

0197580rigl1s061

REMS




Initial REMS Approval: 92 5

RISK EVALUATION AND MITIGATION STRATEGY (REMS) /

SINGLE SHARED SYSTEM FOR CLOZAPINE

L GOALS

The goal of the Clozapine REMS Program is to mitigate the risk of severe neutropenia
associated with the use of clozapine by:

A. Educating prescribers and pharmacists about the risk of severe neutropenia and
appropriate monitoring requirements

B. Informing patients about the risk of severe neutropenia and appropriate monitoring
requirements

C. Ensuring compliance with the monitoring schedule for absolute neutrophil count
(ANC) prior to dispensing clozapine

D. Ensuring the prescriber documents a risk-benefit assessment when ANC falls below
the acceptable range as described in the Prescribing Information

E. Establishing long-term safety and safe use of clozapine by enrolling all patients who
receive clozapine in the registry

I1. REMS ELEMENTS
A. Elements To Assure Safe Use
Healthcare providers who prescribe clozapine are specially certified.

a. To become specially certified to prescribe clozapine in the Clozapine REMS
Program, healthcare providers must:

i.  Review the Prescribing Information for clozapine;
ii. Review Clozapine and the Risk of Neutropenia: A Guide for
Healthcare Providers and successfully complete the Knowledge

Assessment for Healthcare Providers; and

iii. Enroll in the Clozapine REMS Program by completing the Clozapine
REMS Prescriber Enrollment Form.
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b. As a condition of certification, prescribers must

1. Enroll each patient in the Clozapine REMS Program by

1l.

1.) Informing the patient about the risks associated with clozapine
including severe neutropenia and the Clozapine REMS Program
requirements by using What You Need to Know about Clozapine
and Neutropenia: A Guide for Patients and Caregivers, and
providing it to the patient or caregiver unless clinical judgment
indicates that the patient’s adherence to the treatment regimen
will be negatively impacted by providing What You Need to :
Know about Clozapine and Neutropenia: A Guide for Patients
and Caregivers

.)  Completing the Clozapine REMS Patient Enrollment Form for
each patient. Submit the completed form to the Clozapine REMS
Program and store a copy in the patient’s records.

Perform the following requirements on an ongoing basis for each
patient and report to the Clozapine REMS Program via the online
system, by fax, or by calling the Clozapine REMS Program contact
center

1.) Report ANC according to the monitoring schedule described in
the Prescribing Information.

.) Report authorization to continue treatment for patients with an
ANC that falls below the acceptable range described in the
Prescribing Information, when the prescriber determines the
benefits exceed the risks of developing severe neutropenia.

c. Clozapine Sponsors must

1l.

1il.

1v.

September
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Ensure that healthcare providers who prescribe clozapine are
specially certified in accordance with the requirements described above.

Ensure that healthcare providers can complete the certification
process, patient enrollment and management online or by fax to the
Clozapine REMS Program.

Ensure that healthcare providers who prescribe clozapine are notified
when they have been certified in the Clozapine REMS Program.

Maintain a validated, secure database of healthcare providers who are
certified to prescribe clozapine in the Clozapine REMS Program.
Clozapine Sponsors must ensure that the prescriber’s REMS
requirements are met and may de-certify noncompliant prescribers if
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the requirements do not continue to be met.

v. Maintain a va idated, secure database of patients enro ed in the
C ozapine REMS Program

vi. Ensure that certified prescribers are provided access to the database of 1
certified pharmacies and enro ed patients.

vii. Provide Clozapine and the Risk of Neutropenia: A Guide for
Healthcare Providers to hea thcare providers who:

1.) attempt to prescribe ¢ ozapine and are not yet certified, or
2.) inquire about how to become certified.

viii. Ensure that within 0 ca endar days of REMS approva , the REMS
materia s isted be ow are avai ab e on the C ozapine REMS Program

website (www.c ozapinerems.com), or by ca ing the C ozapine
REMS Program contact center at 844-267-8678.

The fo owing materia s are part of the REMS and are appended:
o Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers
o Knowledge Assessment for Healthcare Providers
e C(Clozapine REMS Prescriber Enrollment Form
e Clozapine REMS Prescriber Designee Enrollment Form
e What You Need to Know about Clozapine and Neutropenia: A Guide for 1
Patients and Caregivers
o C(Clozapine REMS Patient Enrollment Form
e C ozapine REMS Program website

2. Pharmacies that dispense ¢ ozapine are specia y certified.

a. To become specia y certified to dispense c¢ ozapine in the C ozapine REMS
Program, pharmacies must:

1. Designate an authorized representative to comp ete certification on
behalfof the pharmacy using the appropriate form:

1.) Clozapine REMS Pharmacy Enrollment Forml

2.) Clozapine REMS Chain Headquarters Pharmacy Enrollment Form
ii.  Ensure the authorized representative wi oversee imp ementation and

comp iance with the C ozapine REMS Program requirements by

doing the fo owing:

1.) Review Clozapine and the Risk of Neutropenia: A Guide for
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1il.

1v.

2)

Healthcare Providers an s cc ssf lly compl t th Knowledge
Assessment for Healthcare Providers.

Ens re all relevant staff involved in the dispensing of clozapine
are trained on the Clozapine REMS Program req irements as
described in Clozapine and the Risk of Neutropenia: A Guide for
Healthcare Providers and maintain records of staff training.

a.) For pharmacies that have a pharmacy management system
that S pports electronic telecomm nication
verification, each pharmacist m st be trained tilizing
established training protocols for their certified pharmacy.

b.) For pharmacies that have a pharmacy management system
that does NOT s pport electronic telecomm wication
verification, each pharmacist m st be trained by reviewing
Clozapine and the Risk of Neutropenia: A Guide for
Healthcare Providers and s ccessf lly completing the
Knowledge Assessment for Healthcare Providers.

P t processes and proced res in place to ens re the following
verifications and reporting req irements are completed:

1)

2)

3.)

Verify the prescriber is certified and the patient is enrolled in the
Clozapine REMS Program prior to dispensing clozapine,

Verify the ANC is ¢ rrent (within 7 calendar days of the blood
draw),

Verify the ANC is within the acceptable range described in the
Prescribing Information or the prescriber has a thorized the
contin ation of clozapine treatment for patients with an ANC
that falls below the acceptable range when the prescriber
determines the benefits exceed the risks of developing severe
ne tropenia prior to dispensing clozapine, and

Report dosing information for each clozapine prescription/fill to
the Clozapine REMS Program

Maintain appropriate doc mentation that all processes and proced res are
in place and are being followed for the Clozapine REMS Program and
provide it ponreq est to the Clozapine Sponsors, FDA, or a third party.

Comply with a dits by the Clozapine Sponsors, FDA, or a third party
to ens re that all processes and proced res are in place and are being
followed for the Clozapine REMS Program.

b. As a condition of certification:
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1. Outpatient pharmacies:

1.) that support e ectronic te ecommunication verification with the
C ozapine REMS Program system must:

a.) Ensure the pharmacy enab es its pharmacy management
system to support communication with the C ozapine
REMS Program system using estab ished
te ecommunication standards and runs the standardized
va idation test transaction(s) to vaidate the system
enhancements.

b.) Dispense c ozapine to patients ony after obtaining a
predispense authorization by processing a ¢ ozapine
prescriptions, inc uding cash caims, through their
pharmacy management system to e ectronica y:

(1) verify the prescriber is certified and the patient is
enro ed in the C ozapine REMS Program.

(2) verify the ANC is current and within the acceptab e
range described in the Prescribing Information, or
that the prescriber has authorized the continuation of
c ozapine treatment for patients with an ANC that
fa s be ow the acceptab e range when the prescriber 1|
determines the benefits exceed the risks of
deve oping severe neutropenia.

(3) report dosing information for each c ozapine
prescription/fi  to the C ozapine REMS program.

2.) that do NOT support e ectronic te ecommunication verification
with the C ozapine REMS Program syslem must dispense
c ozapine to patients ony afler obtaining a predispense
authorization by accessing the C ozapine REMS Program
website or ca ing the C ozapine REMS Program contact center
to: 1

a.) verify the prescriber is certified and the patient is enro ed
in the C ozapine REMS Program.

b.) verify the ANC is current and within the acceptab e range
described in the Prescribing Information, or that the
prescriber has authorized the continuation of c ozapine
treatment for patients with an ANC that fa s be ow the
acceptab e range when the prescriber determines the
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il.

benefits exceed the risks of develo ing severe ne tro enia

c.) report dosing information for each clozapine
prescription/fill to the Clozapine REMS Program.

Inpatient pharmacies m st:

1.) Dispense clozapine to patients only after accessing the Clozapine
REMS Program website or calling the Clozapine REMS
Program contact center to verify the prescriber is certified and
the patient is enrolled in the Clozapine REMS Program.

2.) Dispense clozapine to patients only after accessing the Clozapine
REMS Program website, calling the Clozapine REMS Program
contact center or checking the patient’s medical record to verify
the ANC is ¢ rrent and within the acceptable range described in
the Prescribing Information, or the prescriber has a thorized the
contin ation of clozapine treatment for patients with an ANC
that falls below the acceptable range when the prescriber
determines the benefits exceed the risks of developing severe
ne tropenia.

Clozapine Sponsors m st:

L

ii.

1il.

1v.

Ens re that pharmacies that dispense clozapine are specially certified,
in accordance with the req irements described above.

Ens re that a thorized representatives can complete the certification
process and pharmacists can complete training online or by fax to the
Clozapine REMS Program.

Ens re that pharmacies are notified when they have been certified in
the Clozapine REMS Program.

Verify every 2 years that the a thorized representative’s name and
contact information corresponds to that of the c rrent designated
a thorized representative for the certified pharmacy. If different,
req ire the pharmacy to re-certify with a new a thorized
representative.

The following materials are part of the REMS and are appended:

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

Knowledge Assessment for Healthcare Providers

Clozapine REMS Pharmacy Enrollment Form
Clozapine REMS Chain Headquarters Pharmacy Enrollment Form u
Clozapine REMS Program Website



3.  Clozapine will be dispensed wit eviden e or ot er do mentation of safe- se
onditions.

a. To enroll a patient in the Clozapine REMS Program, ea h pres riber must
omplete a Clozapine REMS Patient Enrollment Form indi ating that the
patient or their aregiver has:

1. Been provided What You Need to Know about Clozapine and
Neutropenia: A Guide for Patients and Caregivers unless lini al
judgment indi ates that the patient’s adheren e to the treatment
regimen will be negatively impa ted by providing What You Need to
Know about Clozapine and Neutropenia: A Guide for Patients and
Caregivers

ii. Been informed by the pres riber of the risks of lozapine and the
Clozapine REMS Program requirements, using What You Need To
Know About Clozapine and Neutropenia: A Guide for Patients and
Caregivers.

b.  Clozapine Sponsors must:

1. Ensure that the ertified pres riber is able to submit the ompleted
Clozapine REMS Patient Enrollment Form online or by fax to the
Clozapine REMS Program.

ii.  Ensure that the ertified pharma y an verify that the pres riber is
ertified and ea h patient treated with lozapine is enrolled in the
Clozapine REMS Program prior to dispensing (see Se tion I1.A.2).

The following materials are part of the REMS and are appended:
* Clozapine REMS Patient Enrollment Form
4.  Ea h patient using Clozapine is subje t to ertain monitoring.
Clozapine Sponsors must ensure that the ertified pharma y an verify the ANC
is urrent and within the a eptable range des ribed in the Pres ribing
Information, or that the pres riber has authorized the ontinuation of treatment
for patients with an ANC that falls below the a eptable range when the
pres riber determines the benefits ex eed the risks of developing severe

neutropenia prior to dispensing lozapine.

5. Ea hpatient using lozapine is enrolled in a registry.

a. Clozapine Sponsors must ensure that ertified pres ribers enroll all patients in
the Clozapine REMS Program using the Clozapine REMS Patient Enrollment
Form.

b. Clozapine Sponsors must maintain a Clozapine REMS Program registry. The
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primary objective of the C ozapi e R MS Program regi try i to e ure
patie t safety a d safe use of clozapi e through periodic mo itori g for
severe eutrope ia.

Clozapi e Spo sors must e sure that patie t e rollme t ca be completed via
Clozapi ¢ REMS Program website or by fax.

B. Implementation System

1.

September
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Clozapi e Spo sors must e sure that clozapi e is o ly distributed to certified
pharmacies by:

a.

E suri g the wholesalers/distributors who distribute clozapi ¢ comply with
the program requireme ts for wholesalers/distributors. I order for a
wholesaler/distributor to distribute clozapi e, the wholesalers/distributors
must:

i. Put processes a d procedures i place to verify, prior to distributi g
clozapi e, that the pharmacies are certified.

ii. Trai all releva tstaff o the Clozapi e REMS Program requireme ts.

iii. Agree to be audited by the Clozapi e Spo sors, FDA, or a third party to
e sure that all processes a d procedures are 1 place a d are bei g
followed for the Clozapi e REMS Program

iv. Mai tai appropriate docume tatio a d make it available for audits.
v. Provide distributio data to the i dividual Clozapi e Spo sors

E suri g that wholesalers/distributors mai tai distributio records of all
shipme ts of clozapi e a d provide the data to the i dividual Clozapi e
Spo sors.

Clozapi e Spo sors must mo itor distributio data a d audit the
wholesalers/distributors withi o e year after the wholesaler/distributor is
e rolled to e sure that all processes a d procedures are i place a d
fu ctio i g to support the requireme ts of the Clozapi ¢ REMS Program.
Clozapi ¢ Spo sors must i stitute corrective actio if o complia ce is
ide tified.

Clozapi e Spo sors must mai tai a validated, secure database of pharmacies that
are certified to dispe se clozapi ei the Clozapi e REMS Program.

Clozapi e Spo sors must mai tai adequate records of clozapi e distributio ,
dispe si g, certified prescribers, pharmacies, distributors/wholesalers, a d patie ts
to meet the REMS requireme ts.



10.

1.

Clozapine Sponsors mus ensure ha pharma ies EMS requiremen s are me
and may de- ertify non ompliant pharma ies if the requirements do not ontinue
to be met.

Clozapine Sponsors must maintain a validated, se ure database of patients who are
enrolled in the Clozapine REMS Program.

Clozapine Sponsors must maintain a Clozapine REMS Program onta t enter to
support pres ribers and pharma ies interfa ing with the Clozapine REMS
Program.

Clozapine Sponsors must ensure that all materials listed in or appended to the
Clozapine REMS do ument are available through the Clozapine REMS Program
website www. lozapinerems. om or by alling the Clozapine REMS Program
onta t enter.

The Clozapine REMS Program website (www. lozapinerems. om) must ontinue
for the duration of the REMS. The Clozapine REMS Program website must
in lude the option to print versions of the Clozapine REMS Program materials.
Individual, produ t-spe ifi lozapine websites for health are professionals must
in lude a prominent REMS-spe ifi link to the Clozapine REMS Program
website.

Clozapine Sponsors must ontinuously monitor the ertified pharma ies to ensure the
requirements of the Clozapine REMS Program are being met. Clozapine Sponsors
must institute orre tive a tion if non omplian e is identified.

Clozapine Sponsors must audit ertified pharma ies that have ordered lozapine to
ensure that all pro esses and pro edures are in pla e and fun tioning to support the
requirements of the Clozapine REMS Program on the following s hedule:

a. Eight per ent within one year from the date of initial approval of the REMS
b. Eight per ent every two years thereafter

Clozapine Sponsors must institute orre tive a tion if non omplian e is identified.
Clozapine Sponsors must take reasonable steps to improve implementation of and

omplian e with the requirements of the Clozapine REMS Program based on
monitoring and evaluation of the Clozapine REMS Program.

III. Timetable for Submission of Assessments
Clozapine NDA Sponsors must submit REMS Assessments to the FDA at 6 months and 12
months from the date of initial approval of the REMS [September 14, 2015], and then
annually thereafter.

To fa ilitate in lusion of as mu h information as possible while allowing reasonable time to
prepare the submission, the reporting interval overed by ea h assessment should on lude
no earlier than 60 alendar days before the submission date for that assessment. Clozapine
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Sponsors will submit ea h assessment so that it will be re ei ed b the FDA on or before v
the due date.
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CLOZAPINE REMS Prescriber Enrollment Form Phone: 844-267-8678
The Single Shared System for Clozapine Fax: 844'404'88 76

www.clozapinerems.com

No Blood, No Drug™

Instructions

For immediate certification, please go to www.clozapinerems.com.

To submit this form via fax, please complete all required fields below and fax to 844-404-8876. You will receive a confirmation via the
contact preference you list below.

Clozapine is only available through the Clozapine Risk Evaluation and Mitigation Strategy (REMS) Program. In order to become
certified and prescriber clozapine, you must:

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

2. Successfully complete the Knowledge Assessment for Healthcare Providers

3. Complete and submit this one-time Prescriber Enroliment Form along with the completed Knowledge Assessment for Healthcare Providers
If you have any questions, require additional information, or need further copies of Clozapine REMS Program documents,

please visit the program website at www.clozapinerems.com, or call the Clozapine REMS Program at 844-267-8678.

Prescriber Responsibilities
By signing this form, | attest that:
1. I understand that clozapine is only available through the Clozapine REMS Program and that | must comply with the program
requirements to prescribe clozapine
. | have reviewed Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers, reviewed the clozapine Prescribing Information,
and successfully completed the Knowledge Assessment for Healthcare Providers
. I understand the risk of severe neutropenia associated with clozapine
. Prior to initiating treatment, | agree to provide What You Need To Know About Clozapine: A Guide for Patients and Caregivers to each
patient and/or his/her caregiver. | will review it with him/her to inform them about the risks associated with clozapine, including severe
neutropenia and the Clozapine REMS Program requirements — unless | determine that the patient’'s adherence to the treatment
regimen will be negatively impacted by providing What You Need To Know About Clozapine: A Guide for Patients and Caregivers
. I will enroll all patients | treat with a clozapine product in the Clozapine REMS Program
. lunderstand the ANC testing and monitoring requirements as described in the clozapine Prescribing Information
. lunderstand there is a different ANC monitoring algorithm for patients with Benign Ethnic Neutropenia (BEN)
. I will order ANC testing for each patient according to the clozapine Prescribing Information
. I will report the ANC for each patient to the Clozapine REMS Program and | understand the ANC must be provided before clozapine
can be dispensed
. lunderstand that, as described in Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers, | must authorize the
continuation of clozapine treatment if the patient has moderate or severe neutropenia before clozapine can be dispensed
. | agree that personnel from the Clozapine REMS Program may contact me to gather information or resolve discrepancies or to provide
other information related to the Clozapine REMS Program
. I understand that clozapine manufacturers or their agents and contractors may contact me via phone, mail, or email to survey me on
the effectiveness of the program requirements for the Clozapine REMS Program
. I will not share my credentials for the Clozapine REMS Program website or allow others to sign into the website using my credentials

Prescriber Information (All Fields Required Unless Otherwise Indicated)

First Name: MI (opt): Last Name:

NPI: DEA:

Email: Credentials (MD, DO, NP, PA):

Clinic / Practice Name:

Address:

City: State: Zip Code:
Phone: Ext (opt):

Contact Preference (please selectone): [ | Email [ ] Fax

Prescriber’s Signature: Date (MM/DD/YYYY):

September 2015

Reference ID: 3819845



CLOZAPINE REMS Prescriber Designee Phone: 844-267-8678
Fax: 844-404-8876

www.clozapinerems.com

The Single Shared System for Clozapine

No Blood, No Drug™ Enrolilment Form

Instructions

For immediate certification, please go to www.clozapinerems.com.

To submit this form via fax, please complete all required fields below and faxto 844-404-8876. You will receive a confirmation via the
contact preference you list below.

Clozapine is only available through the Clozapine Risk Evaluation and Mitigation Strategy (REMS) Program. In order to access
the Clozapine Program as a prescriber's designee, you must complete this form.

If you have any questions, require additional information, or need further copies of Clozapine REMS Program documents, please \isit the
program website at www.clozapinerems.com, or call the Clozapine REMS Program at 844-267-8678.

Prescriber Designee Responsibilities

By signing this form, you acknowledge that you will act on behalf of the certified prescriber (identified below) to comply with the Clozapine
REMS Program requirements.
l understand:
. Clozapine is only available through the Clozapine REMS Program and that | must comply with the program requirements
. There is a risk of severe neutropenia associated with clozapine
. For Outpatients: An ANC must be reported to the Clozapine REMS Program for each patient, and | understand these results must
be provided before clozapine can be dispensed
. For Inpatients: An ANC must be reported to the Clozapine REMS Program for each patient within 7 days from the date of the blood
draw
. Acertified prescriber must authorize the continuation of clozapine treatment, if the patient has moderate or severe neutropenia before
clozapine can be dispensed to a patient
. Clozapine manufacturers or their agents and contractors may contact me via phone, mail, or email to survey me on the effectiveness of
the program requirements for the Clozapine REMS Program
. Personnel from the Clozapine REMS Program may contact me to gather information or resolve discrepancies or to provide other
information related to the Clozapine REMS Program
. I will not share my credentials for the Clozapine REMS Program website or allow others to sign into the website using my credentials

Designee Information (All Fields Required)

First Name: Last Name:
Email:

Phone: Ext (opt):

Contact Preference (please select one): O Email O Fax

Prescriber Designee Signature: Date (MM/DD/YYYY):

Prescriber Information (All Fields Required)
First Name: Last Name:

REMS Certification ID (opt): : NPI:

Prescriber Signature: Date (MM/DD/YYYY):
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CLOZAPINE REMS Chain Headquarters Phone: 844-267-8678
Fax: 844-404-8876
www.clozapinerems.com

The Single Shared System for Clozapine

No Blood, No Drug™ Pharmacy EnrOIIment Form

Instructions

For immediate certification, please go to www.clozapinerems.com.

To submit this form via fax, please complete all required fields below and fax to 844-404-8876. You will receive a confirmation via the
contact preference you select below.

Clozapine is only available through the Clozapine Risk Evaluation and Mitigation Strategy (REMS) Program. In order to become
certified and dispense clozapine, you must:
1. Select an authorized representative
2. Review Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers
3. Successfully complete the Knowledge Assessment for Healthcare Providers
4. Complete and submit this one-time Clozapine REMS Chain Headquarters Pharmacy Enrollment Form along with the completed
Knowledge Assessment for Healthcare Providers
. Implement the necessary staff training and processes at both a headquarter level and at each dispensing location to comply with the
Clozapine REMS Program requirements.

If you have any questions, require additional information, or need further copies of Clozapine REMS Program documents, please visit
the program website at www.clozapinerems.com, or call the Clozapine REMS Program at 844-267-8678.

Authorized Representative Responsibilities

| am the authorized representative designated by my pharmacy to coordinate the activities of the Clozapine REMS Program. | have reviewed
Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers, the Prescribing Information, and | understand:
1. Pharmacies must certify in the Clozapine REMS Program to order and dispense clozapine
The risk of severe neutropenia associated with clozapine and the importance of ANC monitoring

2.

3. There is a different ANC monitoring algorithm for patients with Benign Ethnic Neutropenia (BEN)

4. Clozapine manufacturers, their agents and contractors may contact me to obtain names of our pharmacists to contact them via phone,
mail, or email to survey on the effectiveness of the program requirements for the Clozapine REMS Program

On behalf of the pharmacy, | agree to comply with the following program requirements:
5. My pharmacy will establish procedures and protocols that are subject to audit, to help ensure compliance with the requirements of
the Clozapine REMS Program, including the following, before dispensing clozapine:
— All pharmacists and relevant staff involved in dispensing clozapine are trained and a record of the training is maintained
— Through electronic communication with the Clozapine REMS Program using established telecommunications standards, my pharmacy
will dispense clozapine to each patient only after obtaining authorization by electronically verifying documentation of the following:
« Prescriber is certified in the Clozapine REMS Program
» Pharmacy is certified in the Clozapine REMS Program
+ Patient is enrolled in the Clozapine REMS Program
« The ANC is current and acceptable or the prescriber has authorized continuing treatment if the ANC is abnormal
— This information will be verified by processing all clozapine prescriptions, including cash claims, through the pharmacy management
system
— Fill and dispense no more than the amount of clozapine necessary to treat the patient until the next blood draw/ANC or as directed
by the prescriber
. My pharmacy agrees not to sell, loan, or transfer any clozapine inventory to any other pharmacy institution, distributor, or prescriber
that is not enrolled in the Clozapine REMS Program, and will establish procedures and protocols to support these requirements that
are subject to audit
. Pharmacies will renew enroliment in the Clozapine REMS Program every two years to maintain certification to order and dispense clozapine
. Pharmacies will make documentation available to the clozapine manufacturers and/or a designated third party or the FDA to verify
understanding of, and adherence to, the requirements of the Clozapine REMS Program
. Clozapine REMS Program personnel may contact pharmacists in my pharmacies to gather information, resolve discrepancies, or to
provide other information related to the Clozapine REMS Program
. For each trained dispensing location provide the following information (Pharmacy Name, NCPDP or NPI or DEA, Address, Phone, Fax,
Email, Store Number, and Responsible Pharmacist name)
. I will not share my credentials for the Clozapine REMS Program website or allow others to sign into the website using my credentials

September 2015
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CLOZAPINE REMS  Chain Headquarters Pharmacy Phone: 844-267-8678
“The Single Shared System for Clozapine Fax: 844-404-8876

The Single Shared System for Clozapine

o Bload, No Brog™ Enroliment Form www.clozapinerems.com

Chain Headquarters Pharmacy Information (All Fields Required)
Name:

Chain ID:

Address:

City:

Phone:

Authorized Representative Information (All Fields Required)

First Name: Last Name:
Credentials: | | RPh [ ] PharmbD [] BcPs [ | Other
Phone: Fax: Email:

Contact Preference (please select one): D Email I:I Fax

Authorized Representative Signature: Date (MM/DD/YYYY):

Next Steps

. Once this form is processed, you will receive instructions on submitting test transaction(s) to the Clozapine REMS Program to ensure that your pharmacy
management system has been successfully configured/updated to communicate with the Clozapine REMS Program

. After successful completion of the test transactions, you will receive a pharmacy certification confirmation. Upon receipt, your corporate pharmacy is
certified and your dispensing locations are now eligible to complete their training

. Once each dispensing location is trained, it is your responsibility to report documentation of training to the Clozapine REMS Program online through
www.clozapinerems.com, or by contacting the Clozapine REMS Program Contact Center to obtain instructions on providing a list of certified pharmacy
locations. Once the Clozapine REMS Program confirms the required dispensing location information, this dispensing location will be certified and permitted
to purchase, receive, and dispense clozapine

September 2015
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CLOZAPINE REMS Phone: 844-267-8678
S Shaetis e orClinr e P harmacy Enroliment Form Fax: 844-404-8876

No Blood, No Drug™

www.clozapinerems.com

Instructions

For immediate certification, please go to www.clozapinerems.com.

To submit this form via fax, please complete all required fields below and fax to 844-404-8876.
You will receive a confirmation via the contact preference you list below.

Use this form to enroll a SINGLE pharmacy location. To enroll MULTIPLE pharmacy locations, you must go to www.clozapinerems.com.

Clozapine is only available through the Clozapine Risk Evaluation and Mitigation Strategy (REMS) Program. In order to dispense clozapine, the
pharmacy must designate an authorized representative.

The authorized representative for the pharmacy must:

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

Successfully complete the Knowledge Assessment for Healthcare Providers

Complete and submit this one-time Clozapine REMS Pharmacy Enrollment Form along with the completed Knowledge Assessment
for Healthcare Providers

Implement the necessary staff training and processes to comply with the Clozapine REMS Program requirements

If you have any questions, require additional information, or need further copies of Clozapine REMS Program documents, please visit the
program website at www.clozapinerems.com, or call the Clozapine REMS Program at 844-267-8678.

Authorized Representative Responsibilities

| am the authorized representative designated by my pharmacy to coordinate the activities of the Clozapine REMS Program. | have reviewed Clozapine
and the Risk of Neutropenia: A Guide for Healthcare Providers and the Prescribing Information and | understand:
1. Pharmacies must certify in the Clozapine REMS Program to order and dispense clozapine
2. The risk of severe neutropenia associated with clozapine and the importance of ANC monitoring
3. There is a different ANC monitoring algorithm for patients with Benign Ethnic Neutropenia (BEN)
4. Clozapine manufacturers, their agents and contractors may contact me to obtain names of our pharmacists
to survey on the effectiveness of the program requirements for the Clozapine REMS Program

On behalf of the pharmacy, | agree to comply with the following program requirements:
5. My pharmacy will establish procedures and protocols that are subject to audit, to help ensure compliance with the requirements
of the Clozapine REMS Program, including the following before dispensing clozapine:
+ All pharmacists and relevant staff involved in dispensing clozapine are trained and a record of the training is maintained
» Verify the prescriber is certified and the patient is enrolled in the Clozapine REMS Program
« Verify the ANC is current and acceptable or verify the prescriber’'s authorization for continuing clozapine treatment if the
ANC is abnormal
Fill and dispense no more than the amount of clozapine necessary to treat the patient until the next blood draw/ANC or
as directed by the prescriber
My pharmacy will establish procedures and protocols that are subject to audit, to not sell, loan, or transfer any clozapine inventory to any
other pharmacy institution, distributor, or prescriber that is not enrolled in the Clozapine REMS Program
Pharmacies will renew enroliment in the Clozapine REMS Program every two years to maintain certification to order and dispense clozapine
Pharmacies will make available to the clozapine manufacturers and/or a designated third party or the FDA, documentation to verify
understanding of, and adherence to, the requirements of the Clozapine REMS Program
Clozapine REMS Program personnel may contact my pharmacists to gather information or resolve discrepancies or to provide other
information related to the Clozapine REMS Program
Provide dispensing location information to the Clozapine REMS Program
| will not share my credentials for the Clozapine REMS Program website or allow others to sign into the website using my credentials

Reference ID: 3819845 1



CLOZAPINE REMS Phone: 844-267-8678
S Shaetis e or i P harmacy Enroliment Form Fax: 844-404-8876

No Blood, No Drug™ .
www.clozapinerems.com

FOR INPATIENT PHARMACIES ONLY

12. Inpatient pharmacies are not required to obtain a Predispense Authorization (PDA) prior to dispensing clozapine.

Before dispensing clozapine to an inpatient for the first time, the inpatient pharmacies must:
» Verify the prescriber is certified in the Clozapine REMS Program
» Verify the patient is enrolled in the Clozapine REMS Program

Before dispensing clozapine to an inpatient for the first time, the inpatient pharmacies must:
1. Signin into the Clozapine REMS Program website at www.clozapinerems.com, or
2. Call the Clozapine REMS Program contact center at 844-267-8678

Inpatient pharmacies must verify the ANC or prescriber’s authorization for a patient to continue clozapine treatment in one of three ways:
1. By signing into the Clozapine REMS Program website at www.clozapinerems.com
2. By calling the Clozapine REMS Program contact center at 844-267-8678
3. By reviewing the patient’s medical record in their hospital's medical record system

Prescribers or their designee(s) must submit ANC to the Clozapine REMS Program within 7 days of blood draw.

FOR OUTPATIENT PHARMACIES ONLY

12. Outpatient pharmacies must obtain a Predispense Authorization (PDA) before dispensing clozapine products to a patient to ensure
compliance with the required safe use conditions.

Can your outpatient pharmacy management system adjudicate claims online?

By selecting “Yes", you are confirming that your pharmacy management system CAN support electronic communication with the Clozapine REMS Program
using established telecommunications standards. Clozapine will be dispensed only after obtaining electronic authorization for all clozapine prescriptions,

D Yes including cash claims, through your pharmacy management system. After submitting this form, you will receive instructions through the contact preference
indicated in the authorized representative information section on how to submit test transactions to the Clozapine REMS Program. This is to ensure that your
pharmacy management system has been successfully configured to allow for communication with the Clozapine REMS Program.

By selecting “No”, you are confirming that your pharmacy management system CANNOT support electronic communication with the Clozapine REMS Program

D No and you will access the Clozapine REMS Program website at www.clozapinerems.com or call the Clozapine REMS Program contact center to confirm safe
use conditions (as outlined in attestation #5) before dispensing each clozapine prescription. A complete Predispense Authorization request requires the
pharmacist to identify a unique patient, provide dispense information, and provide the prescriber's NPl or DEA.

Pharmacy Information (All Fields Required)

Pharmacy Name:
Pharmacy Type (select one): Inpatient Pharmacy Outpatient Pharmacy

Address:

City:

Inpatient Identifiers (At least one required)
NCPDP: NPI:
Outpatient Identifiers (NCPDP and NPI Required)
NCPDP: NPI:

Authorized Representative Information (All Fields Required)

First Name: Last Name:

Credentials: [ ] RPh [ ] Pharmb [] BcPs  [| Other
Phone: Fax: Email:

Contact Preference (please select one): D Email D Fax

Authorized Representative Signature: Date (MM/DD/YYYY):
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CLOZAPINE REMS Patient Enrollment Form Phone: 844-267-8678
The Single Shared System for Clozapine Fax: 844'404'88 76

No Blood, No Drug™ -
o Tees e TS www.clozapinerems.com

Instructions for Prescribers

For immediate enroliment, please go to www.clozapinerems.com.

For enroliment via fax, please complete all required fields below and fax to 844-404-8876. For enroliment via the contact center, please
call 844-267-8678. Enroliment confirmation will be sent via the contact preference specified on the prescriber’s Clozapine REMS
Prescriber Enrollment Form.

Complete this form for a patient if:

« This patient has never been treated with clozapine previously, OR
« If you have never treated this patient with clozapine (regardless of the patient’s history of clozapine treatment)

Clozapine is only available through the shared Clozapine Risk Evaluation and Mitigation Strategy (REMS) Program. In order to
treat a patient with clozapine, the patient MUST be enrolled in the shared Clozapine REMS Program. To enroll a patient you must:

1. Provide the patient or caregiver with What You Need To Know About Clozapine: A Guide for Patients and Caregivers

2. Inform the patient or caregiver about the risk of severe neutropenia with clozapine and the Clozapine REMS Program
requirements unless you determine that the patient’s adherence to the treatment regimen will be negatively impacted by providing
the What You Need To Know About Clozapine: A Guide for Patients and Caregivers and informing them about this risk.

3. Complete and submit this Clozapine REMS Patient Enrollment Form

If you have any questions, require additional information, or need further copies of Clozapine REMS Program documents, please visit the
program website at www.clozapinerems.com, or call the Clozapine REMS Program at 844-267-8678.

PATIENT INFORMATION (All fields required for Enroliment)

First Name: Last Name:

Gender: |:] Male E] Female

Race: |:] Caucasian D African American D Asian |:] Hispanic |:] Other:
Date of Birth (MM/DD/YYYY): Zip Code:

Is this patient actively on clozapine therapy? |:| Yes D No E] Unknown

LAB INFORMATION (ANC must be provided before clozapine is dispensed, but is not required for patient enroliment)

Blood Draw Date (MM/DD/YYYY): ANC (per pL):

PRESCRIBER INFORMATION (All Fields Required)

Name:
NPI or DEA:

Phone: Email:

Submitter: D Prescriber D Prescriber Designee

BENIGN ETHNIC NEUTROPENIA (BEN) PATIENT ATTESTATION* (Signature required only for attestation of BEN diagnosis)

By signing below, | attest that the above patient has Benign Ethnic Neutropenia (BEN).

Prescriber Signature: Date (MM/DD/YYYY):

*Enroliment for patients with BEN must be completed by faxing this signed document to 844-404-8876 or by accessing the Clozapine REMS
Program website at www.clozapinerems.com.
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CLOZAPINE REMS ANC Lab Reporting Form Phone: 844-267-8678
The Single Shared System for Clozapine Fax: 844-404-8876

No Blood, No Drug™ -
o Tees e TS www.clozapinerems.com

Instructions for Prescribers

For immediate online Absolute Neutrophil Count (ANC) reporting please go to www.clozapinerems.com.
Use this form to submit ANC monitoring information or update patient information.

For INPATIENTS: The prescriber and in-patient pharmacist must review the ANC before clozapine can be dispensed. Submit ANC to the Clozapine
REMS Program within 7 days of the blood draw date.

For OUTPATIENTS: The out-patient pharmacist must obtain a pre-dispense authorization (PDA) from the Clozapine REMS Program before clozapine
can be dispensed.
To obtain a PDA, a current and acceptable ANC must be reported to the Clozapine REMS Program or the prescriber must provide a treatment rationale
: (see Section 3) to authorize treatment if a patient’s ANC indicates moderate to severe neutropenia (General Population) or severe neutropenia (Patients

Section 1: ANC Lab Reporting

Prescriber Information (All Fields Required)
Name: NPI or DEA:

Phone: Fax:

Submitter: [] Prescriber [] Prescriber Designee [7] Pharmacy
Patient Information (All Fields Required)

Name

Date of Birth (MM/DD/YYYY): Gender:

ANC Monitoring (All Fields Required)
Blood Draw Date (MM/DD/YYYY): ANC (per pL):

Section 2: Patient Updates (if applicable)
Change Treatment Status Change Monitoring Frequency
Complete this section if you want to change this patient's treatment status. Complete this section if you want to change this patient's monitoring frequency,
If this section is left blank, no changes will be made. If this section is left blank, no changes will be made.
| want to change this patient's treatment status to: (check one) Based on the clozapine prescribing information, my patient is eligible for a
Active (restarting or continuing clozapine requires a treatment change in ANC monitoring frequency. | want to change the ANC monitoring
rationale for patients with moderate or severe neutropenia. frequency to: (check one)
Please refer to the “Treatment Rationale” section) D Weekly
Interrupted Every 2 weeks
Discontinued Every 4 weeks

Section 3: Prescriber Authorization

Treatment Rationale* Hospice Care*

Complete this section if the patient has moderate neutropenia (ANC 500-999/uL For hospice patients (i.e., terminally ill patients with an estimated life
for the General Population) or severe neutropenia (ANC < 500/pL for General expectancy of six months or less), the prescriber may reduce the ANC
Population and Patients with BEN) and you want to continue treatment. monitoring frequency to once every 6 months, after a discussion with

The treatment rationale is (check one and sign below): the patient and his/her caregiver.
If you want to change the monitoring frequency to once every 6 months

D Benefits of continuing clozapine treatment outweigh risk of neutropenia
for a hospice patient, check the box and sign below:

[] until next ANC Lab

|:| Until (MM/DD/YYYY)
No more than 6 months from today D This is a hospice patient.

I:I Patient has Benign Ethnic Neutropenia (BEN) (No Expiration)

Authorizing Prescriber Information (All Fields Required)

Name: NPI or DEA:

Authorizing Prescriber Signature: Date (MM/DD/YYYY):

*Authorizing Prescriber Signature is required for a change in treatment rationale, and/or for a hospice care patient.
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A Guide for Healthcare Providers

This Guide discusses:

e What is the Clozapine REMS Program?

* Clozapine and the risk of severe neutropenia

¢ Treatment recommendations and patient ANC monitoring
e Prescriber requirements for the Clozapine REMS Program
* Pharmacy requirements for the Clozapine REMS Program
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Clozapine and the Risk of Neutropenia: CLOZAPINE REMS
AGuide for Healthcare Providers ok ol e d
1 The Clozapine REMS Program

Clozapine is associated with severe neutropenia (absolute neutrophil count (ANC) less than 500/pL).
The requirements to prescribe, dispense, and receive clozapine are incorporated into a single, shared
program called the Clozapine Risk Evaluation and Mitigation Strategy (REMS) Program. 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.

The Clozapine REMS Program provides a centralized point of access:

1. Forprescribers and pharmacies to certify before prescribing or dispensing clozapine
2. Toenrolland manage patients on clozapine treatment

Clozapineis available by prescription as:
¢ Clozaril® (clozapine) tablets, for oral use
» Fazaclo® (clozapine, USP) orally disintegrating tablets
e Versacloz® (clozapine, USP) oral suspension
* Approved generic equivalents of these products

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

Prescribers

* Must certify in the Clozapine REMS Program to prescribe clozapine
¢ Mustenroll all patients in the Clozapine REMS Program
e Mustreport patient ANC to the Clozapine REMS Program for every prescription of clozapine

Pharmacies

¢ Mustcertify in the Clozapine REMS Program to dispense clozapine. This includes both
inpatient and outpatient pharmacies

e Mustverify the prescriber is certified and the patient is enrolled, prior to dispensing clozapine

¢ Mustverify ANC is current and acceptable for each patient, or the prescriber authorized
the continuation of clozapine treatment by providing the treatment rationale, prior to
dispensing clozapine

Patients

» Must be enrolled in the Clozapine REMS Program by the prescriber to receive clozapine
* Must comply with the ANC testing requirements

September 2015 2

Reference |D: 3819845



Clozapine and the Risk of Neutropenia: CLQZAHNE REMS
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2 ANC, Neutropenia, and Patient ANC Monitoring

What is ANC?

ANC is the laboratory parameter for monitoring patients for clozapine-induced neutropenia.
Prescribers must report the ANC before starting and during clozapine treatment.

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

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

ANC — [Total X Total. percentage of _neutro;_)hils*
WBC count obtained from the differential

* neutrophil includes “segs” and “bands”

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

What is the risk of severe neutropenia associated with clozapine?

Clozapine can cause severe neutropenia, which can lead to serious infections and death.
Severe neutropenia occurs in a small percentage of patients taking clozapine.

e Severe neutropenia is defined as ANC less than 500 /pL
» Severe neutropenia replaces the previous terms “severe leukopenia”, “severe granulocytopenia’,
and “agranulocytosis”
» Therisk appears greatest during the first 18 weeks of clozapine treatment
e The mechanism is not dose-dependent
e Itis unclear if concurrent use of other drugs known to cause neutropenia increases the risk or
severity of clozapine-induced neutropenia
o Ifclozapine is used concurrently with a medication(s) known to cause neutropenia:
- consider monitoring patients more closely than the treatment guidelines recommend, and
- consult with the treating oncologist in patients receiving concomitant chemotherapy

For a complete discussion of other risks, including other Boxed Warnings, please see the full
Prescribing Information available at www.clozapinerems.com.
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What is Benign Ethnic Neutropenia (BEN)?

BEN is a condition observed in certain ethnic groups whose average ANCs are lower than “standard”
laboratory ranges for neutrophils. Because of this condition, patients who have been diagnosed with BEN
have a separate ANC monitoring algorithm when treated with clozapine.

been diagnosed with BEN, so the patient is monitored according to the correct ANC

g When enrolling a patient in the Clozapine REMS Program, identify if the patient has
monitoring algorithm.

A few important things to know about patients diagnosed with BEN:

e Itis most commonly observed in individuals of African descent (approximate prevalence of 25-50%),
some Middle Eastern ethnic groups, and in other non-Caucasian ethnic groups with darker skin

e BEN is more common in men

e Patients with BEN have normal hematopoietic stem-cell number and myeloid maturation,
are healthy, and do not suffer fromrepeated or severe infections

« Patients with BEN are not atincreased risk for developing clozapine-induced neutropenia

Additional evaluation may be needed to determine if baseline neutropenia is due to BEN.
Consider a hematology consultation before starting or during clozapine treatment as necessary.

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

The recommended ANC monitoring schedules for patients in the General Population as well as patients
who have been diagnosed with BEN are shown in Table 1. The table also provides recommendations for
monitoring patients who experience a decrease in ANC during the course of treatment.
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Patients may transition to less frequent ANC monitoring based on the number of weeks of continuous
clozapine therapy and the patient’s ANCs. Weekly ANC monitoring is required for all patients during the
first six months of treatment. If the ANC remains in the normal range (ANC greater than or equal

to 1500 /uL for the General Population, ANC greater than or equal to 1000/pL for Patients with BEN) for
the first six months of therapy, monitoring frequency can be reduced to every 2 weeks.

Ifthe patient’s ANC continues to remain in the normal range for the second six months of treatment,
ANC monitoring may be reduced to once every 4 weeks.

The Clozapine REMS Program will alert prescribers when a patient qualifies for a change in ANC
monitoring frequency.

e atleast 1500/pL for the General Population
e atleast 1000/pL for patients diagnosed with BEN

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

g Before starting treatment with clozapine, the baseline ANC must be:
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Can a patient continue clozapine t eatment with an ANC less than 1000/pL?

Fo Patients in the Gene al Population

Yes. Prescribers may choose to continue clozapine treatment in patients with ANCs less than 1000/uL.
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/uL 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.

Fo 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/uL. No interruption in treatment is recommended for
ANC 500-999/uL, although a hematology consultation is recommended.

If a patient develops a feve , how is clozapine t eatment 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/uL, initiate appropriate neutropenia workup and
treatment for infection. Refer to Table 1 for ANC monitoring recommendations.

[f any patient presents with evidence of fever and/or neutropenia, consider a hematology consultation. r
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How is clozapine discontinued for neutropenia?

The method of treatment discontinuation will vary depending on the patient’s last ANC. Abrupt treatment
discontinuation is necessary for moderate to severe neutropenia that you suspect is caused by clozapine.

0 REMEMBER to report the decision to discontinue clozapine for a patient to the
Clozapine REMS Program. You can do this one of three ways:

.E': By signing into the Clozapine REMS Program website at www.clozapinerems.com

Q By calling the Clozapine REMS Program contact center at 844-267-8678

= By completing the “Patient Update - Change Treatment Status” section of the ANC
=" Lab Reporting Form and faxing it to the Clozapine REMS Program at 844-404-8876

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

After discontinuing clozapine, monitor ANC accordingto the recommendations in Table 1 as shown below.

Moderate Neutropenia GENERAL POPULATION

(500 to 999/uL)* + Daily until ANC = 1000/pL, then
+ Three times weekly until ANC = 1500/pL

Severe Neutropenia GENERAL POPULATION
(less than 500/uL)* + Daily until ANC = 1000/pL, then
* Three times weekly until ANC = 1500/pL

BEN POPULATION
+ Daily until ANC = 500/pL
+ Three times weekly until ANC 2 patients established baseline

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

e 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/pL and for Patients with BEN until their ANC is greater than or equal to
1000/pL or above their baseline

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

Can a patient be echallenged with clozapine?

Yes. For some patients who experience, or have experienced, moderate clozapine-related neutropenia
(ANC less than 1000/uL) or severe clozapine-related neutropenia (ANC less than 500/uL), 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:

¢ ahematology consult

¢ the ANC ranges defined in the full Prescribing Information

e the patient’s medical and psychiatric history

e adiscussion with the patient and his or her caregiver about the benefits and
risks of clozapine rechallenge

e 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. r
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n Clozapine REMS Program Requirements for Prescribers

What is the role of prescribers in the Clozapine REMS Program?

Step 1: Review the full Prescribing Information for clozapine

Step 2: Certifyin the Clozapine REMS Programby:
= Reviewing Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers
53 Passing the Knowledge Assessment for Healthcare Providers
= Completing the Clozapine REMS Prescriber Enrollment Form

Step 3: Enroll everynew patientin the Clozapine REMS Program

Step 4: Counseleach patient (or their caregiver) about the risk of severe neutropenia

Step 5: Checkthe ANC for eachpatientaccording to the monitoring requirements

Step 6: Reporteach ANC for each patientto the Clozapine REMS Program

Step 7: Provide authorization to continue treatment, if necessary, through the Clozapine REMS Program when the
patient's ANC results meetcriteria for interruption of therapy and you decide to continue clozapine treatment.

Refer to the section titled "Whatis a treatmentrationale?” on page 13 for more details on how to authorize a
patientto continue treatment.

Prescribers may designate other healthcare providers or office staff to enroll patients
and enter ANC results on the prescriber’s behalf.

=2 Find more information about designees at www.clozapinerems.com.

What do | tell my patients about clozapine?

Use the patient counseling tool titled What You Need to Know about Clozapine and Neutropenia: A Guide
for Patients and Caregivers. Review this information with patients or their caregivers as often as needed to
ensure they understand the risk of neutropenia associated with clozapine and the importance of ANC
monitoring. Refer to Section 17 of the clozapine Prescribing Information for additional important
counseling messages for your clozapine patients.

Youmay choose not to provide What You Need to Know about Clozapine and Neutropenia: A Guide for
Patients and Caregivers to the patient or caregiver, if you determine that the patient’s adherence to
clozapine treatment will be negatively impacted by providing it.
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How do | enroll a patient?

You can enroll a patient one of two ways:

&= By signing into the Clozapine REMS Program website at www.clozapinerems.com and
enrolling the patient online

= By downloading a Clozapine REMS Patient Enrollment Form from the Clozapine REMS Program
website at www.clozapinerems.com, and faxing the completed form to 844-404-8876.

Complete a Clozapine REMS Patient Enrollment Form if:

e The patient has never been treated with clozapine before, or
» Ifyouhave never treated this patient with clozapine, regardless of the patient’s history of
clozapine treatment

What if my patient has been treated with clozapine before?

If you have treated the patient with clozapine after October 1, 2012 and that patient was registered in any
of the individual clozapine patient registries, the patient’s information is listed in the Clozapine REMS
Program where you can access the patient’s profile.

Patient information before October 1, 2012 was not transferred into the Clozapine REMS Program, unless
the patient was listed in the National Non-Rechallenge Master File (NNRMF) (see the following Section for
a definition of the NNRMF).

If another prescriber has previously treated the patient with clozapine, you must enroll the patient by
completing and submitting the Clozapine REMS Patient Enrollment Form to the Clozapine REMS Program
(online or by fax) to access the patient’s ANC history.

If you cannot find the patient, contact the REMS program at 844-267-8678 for assistance or re-enroll
the patient.

If you would like to inquire about a patient’s previous clozapine history before enrolling the patient,
please call the Clozapine REMS Program at 844-267-8678 for assistance.
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How do | find out if my patient was listed in the National Non-Rechallenge
Master File (NNRMF)?

Patients were listed in the NNRMF if a patient had a WBC less than 2,000 /puL or an ANC less than
1,000 /pL.

Clozapine REMS Program. These patients are identified with a red flag in the Clozapine REMS
Program at www.clozapinerems.com.

\m All patients who were listed in the NNRMF and all their lab data were transferred into the

Toaccess patient information through the Clozapine REMS Program, you must enroll the patient. If you
would like to inquire about a patient’s previous clozapine history before enrolling the patient, please call
the Clozapine REMS Program at 844-267-8678 for assistance.

How do | report ANC results for my patients?

For Qutpatients:

Prescribers or their designees are responsible for reporting ANC for each prescription to the Clozapine
REMS Program before clozapine can be dispensed.

ForInpatients: If your patient is hospitalized...
Before dispensing clozapine to patients, pharmacists must be able to verify the ANC is current and

acceptable for each patient, or the prescriber has authorized the continuation of clozapine treatment by
providing a “treatment rationale.”

While you are not required to submit ANCs to the Clozapine REMS Program before clozapine can be
dispensed to an inpatient, you (or the certified pharmacy responsible for the patient in the hospital) must
submit ANCs to the Clozapine REMS Program within 7 days of the blood draw.

While the patient is hospitalized, remember to monitor ANC according to the patient’s
ANC monitoring frequency.

For both Inpatients and Outpatients:
Prescribers or their designees must report the ANC one of three ways:
= By signing in to the Clozapine REMS Program website at www.clozapinerems.com

By calling the Clozapine REMS Program contact center at 844-267-8678
% By faxing the ANC results to the Clozapine REMS Program at 844-404-8876
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How do | authorize continuation of clozapine when my patient’s ANC is less than
1000/uL (General Population) or less than 500/pL (Patients with BEN)?

What is a treatment rationale?

When a patient’s ANC is less than 1000/pL (General Population) or less than 500/uL (Patients with BEN),
a prescriber may authorize clozapine treatment to continue. This authorization, called a treatment
rationale, requires the prescriber to confirm that the benefits of continuing clozapine treatment outweigh
the risks of developing severe neutropenia.

How do | report a treatment rationale?

* The Clozapine REMS Program will alert the prescriber if an ANC is provided that is below the
recommended thresholds for a patient. Clozapine will not be dispensed to the patient unless the
prescriber provides a treatment rationale to authorize continued treatment

e The Clozapine REMS Program will change the treatment status of a patient with a low ANC to
“interrupted” or “discontinued”, according to the recommendations in the Prescribing Information,
found in Table 1 above

o Ifthe prescriber wishes to continue clozapine treatment, the prescriber must change the patient’s
treatment status to “active”, and confirm that the benefits of continuing clozapine treatment
outweigh the risks of developing severe neutropenia (i.e., the ‘treatment rationale’)

Prescribers must confirm treatment continuation one of two ways:

By signing into the Clozapine REMS Program website at www.clozapinerems.com
By faxing a signed ANC Lab Reporting Form to 844-404-8876 with a completed
“Treatment Rationale” section

e )

e After the prescriber provides the treatment rationale, the Clozapine REMS Program will issue a
Predispense Authorization (PDA) which allows the outpatient pharmacy to dispense clozapine

e Information provided in the Clozapine REMS Program is not a substitute for appropriate
documentation in the patient’s medical record regarding the prescriber’s decision to continue,
interrupt, or discontinue clozapine treatment

What if my clozapine patient is under hospice care?

For hospice patients (i.e., terminally ill patients with an estimated life expectancy of six months or less), the
prescriber may reduce the ANC monitoring frequency to once every six months, after a discussion with

the patient and his /her caregiver. Individual treatment decisions should weigh the importance of
monitoring ANC in the context of the need to control psychiatric symptoms and the patient’s terminal
illness.
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n Clozapine REMS Program Requirements for Pharmacies

What types of pharmacies must be certified?

Allinpatient and outpatient pharmacies must certify in the Clozapine REMS Program to purchase and
dispense clozapine. The requirements for outpatient pharmacies are different from the requirements for
inpatient pharmacies. The different requirements are explained in Section “What are the requirements for
different pharmacy types?”

The designated authorized representative for the pharmacy will complete the Pharmacy Enrollment Form.
This form is to certify a single inpatient or a single outpatient pharmacy location.

e For outpatient pharmacies, the authorized representative must confirm if your pharmacy
management system can or cannot support electronic communication with the Clozapine REMS
Program to verify the Clozapine REMS Program safe use requirements.

« Forinpatient pharmacies, a pharmacy management system that supports electronic
communication with the Clozapine REMS Program is not needed.

The authorized representative for the pharmacy or pharmacies can certify the pharmacy online or by fax.
Certifying multiple pharmacy locations must be done online.
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What is an authorized representative?

In general, an authorized representative for a pharmacy:

» coordinates the activities required in the Clozapine REMS Program
e establishes and implements processes and procedures to ensure compliance with the safe
use conditions required in the Clozapine REMS Program

Specific duties of an authorized representative are noted in the section, "What is the role of pharmacies
in the Clozapine REMS Program?”

For apharmacy with a single location, the authorized representative maybe a:

e Pharmacy Manager
» Staff Pharmacist

If your pharmacy has more than one pharmacy location and your organization would like to coordinate
staff training and implement processes for all the pharmacies in your organization, the authorized
representative may be a:

e Director of Pharmacy Services
e Corporate Executive overseeing Pharmacy Service

What is a Predispense Authorization (PDA)?

Before dispensing clozapine to an outpatient, the pharmacy must obtain a Predispense Authorization, or
PDA, from the Clozapine REMS Program. A PDA is an electronic code that indicates the Clozapine REMS
Program has verified:

» Patientis enrolled in the Clozapine REMS Program

e Prescriber is certified in the Clozapine REMS Program

* Pharmacy is certified in the Clozapine REMS Program

e ANCis current (reported within 7 days of the blood draw)

e ANCis within an acceptable range, or the prescriber provided a treatment rationale

O Once a PDA is obtained, the outpatient pharmacy can dispense clozapine to the patient.
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Obtain a PDA in one of three ways:

! By enabling your pharmacy management system to support electronic communication with the
Clozapine REMS Program

& By signing into Clozapine REMS Program website at www.clozapinerems.com
© By calling the Clozapine REMS Program contact center at 844-267-8678

Inpatient pharmacies are not required to obtain a PDA before dispensing clozapine.

What is the role of pharmacies in the Clozapine REMS Program?

Designate an authorized representative for your pharmacy. The authorized representative for
every pharmacy must:

Step 1: Review the full Prescribing Information for dozapine

Step 2: Certify in the Clozapine REMS Programby:
& & Reviewin g Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers
B3 Passing the Knowledge Assessment for Healthcare Providers
Sy Completingthe Clozapine REMS Pharmacy Enrollment Form

Step 3: Ensure training for all relevant staff involved in the dispensing of clozapine on the Clozapine REMS
Programrequirements

Step 4: Putprocesses and procedures in place to verify:
- Theprescriber is certified in the Clozapine REMS Program prior to dispensing clozapine
- Thepatientis enrolled in the Clozapine REMS Program prior to dispensing clozapine

- The ANCis current (reported within 7 days of the blood draw) and acceptable according to the patient’s
monitoring schedule, or the prescriber has provided a treatment rationale to authorize the continuation of
clozapine treatment

Step 5: Renew certification in the Clozapine REMS Program every 2 years frominitial enrollment

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

How you verify the patient is authorized to receive clozapine depends on your pharmacy type and your
pharmacy’s telecommunication capabilities.
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Outpatient Pharmacies WITH Electronic Telecommunication Verification

Certification
As part of certification in the Clozapine REMS Program, an authorized representative for the
pharmacy must:

* Ensure the pharmacy enables its pharmacy management system to support electronic
communication with the Clozapine REMS Program
* Runthe standardized verification test transactions to verify the system connectivity

Dispensing
Before you dispense clozapine to each patient, you must:

e Processall clozapine prescriptions through the pharmacy management system to obtain a PDA
e Obtain a PDA. The PDA indicates that:

- theprescriberis certified,

- the patient is enrolled, and

- the ANC for the patient is current and acceptable accordingto the patient’s monitoring
schedule, or the prescriber has authorized the continuation of clozapine treatment

Once a PDA is obtained, you can dispense clozapine to the patient

* Youdo not need to document the PDA on the prescription or in your pharmacy management system

0 Dispensing Information for All Pharmacies

e The amount of clozapine that can be dispensed depends on when the patient’s next blood
draw is, according to the monitoring requirements

e Pharmacies should dispense enough medication to treat the patient with clozapine until the
next blood draw/ANC or as directed by the prescriber

» Ifyoudo notreceive a PDA, you will receive a message explaining why you are not authorized
to dispense clozapine to the patient
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Outpatient Pharmacies WITHOUT Electronic Telecommunication Verification

Certification

As part of certification in the Clozapine REMS Program, the authorized representative for your pharmacy
must implement processes to comply with program requirements, which include how your pharmacy will
ensure a PDA is obtained for each clozapine prescription dispensed.

Dispensing
Obtain a PDA in one of two ways:

By signing into Clozapine REMS Program website at www.clozapinerems.com
©C By calling the Clozapine REMS Program contact center at 844-267-8678

Toobtain a PDA, you must provide the following information to the Clozapine REMS Program:

e Patient Name

» Patient Date of Birth
e Prescriber

* Dispense Date

e NDC

e Days’ Supply

¢ Quantity

The Clozapine REMS Program will verify the following for you and issue a PDA:

» The prescriber is certified in the Clozapine REMS Program

e The patient is enrolled in the Clozapine REMS Program

e The ANC is current and acceptable according to the patient’s monitoring schedule,
or the prescriber has authorized the continuation of clozapine treatment

Once a PDA is obtained, you can dispense clozapine to the patient. You do not need to document the PDA
on the prescription or in your pharmacy management system. If you do not receive a PDA, the Clozapine
REMS Program will explain why you are not authorized to dispense clozapine to the patient.
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Inpatient Pharmacies

Certification

As part of certification in the Clozapine REMS Program, the authorized representative for your pharmacy
must implement processes to comply with program requirements.

Dispensing
Obtaining a PDAis not required in an inpatient setting.
Before you dispense clozapine for the first time to each inpatient, the inpatient pharmacist must:

Step 1: Access the Clozapine REMS Program by:
= Signing into the website at www.clozapinerems.com, or
 Calling the Clozapine REMS Program contact center at 844-267-8678
Step 2: Provide the following information:
- Pharmacy Location Information
- PatientName
- PatientDate of Birth
- Prescriber
- DispenseDate
- NDC
- Days’Supply
- Quantity

Step 3: Verify patient eligibility toreceive clozapine by:

- Verifying the prescriber is certified in the Clozapine REMS Program
- Verifying the patientis enrolled in the Clozapine REMS Program

Step 4: Verify thatthe ANCis currentand acceptable according to the patient’s ANC monitoring schedule, or
the prescriber has authorized the continuation of clozapine treatment by:

Signing into the website at www.clozapinerems.com,
Q Calling the Clozapine REMS Program contact center at 844-267-8678, or

=] Reviewing the patient’s medical record in their hospital’s medical record system

Throughout the patient’s hospitalization: In accordance with the patient’s ANC monitoring schedule,
continue to verify that the ANC is current and acceptable (or the prescriber has authorized the continuation
of clozapine treatment) using one of the wayslisted above.
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5 Reporting Adverse Events Associated with Clozapine

Report suspected adverse events directly to the Clozapine REMS Program at 844-267-8678. Youalso may
reportadverse event information to the FDA MedWatch Reporting System by telephone at (800) FDA-1088
or by mail using Form 35004, available at www.fda.gov/medwatch.

6 Clozapine REMS Program Information and Resources

Additional Clozapine REMS Program information and resources are available online at
www.clozapinerems.com or by contacting the Clozapine REMS Program contact center at
844-267-8678.
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Please select the best answer for each of the following questions. All questions must be answered correctly to become certified:

Question 1

All clozapine products are only available under the shared Clozapine REMS Program.

A. True
B. False

Question 2
Clozapine is associated with severe neutropenia.

A. True
B. False

Question 3
Severe neutropenia is defined as:

A. A white blood cell count (WBC) less than 2000/pL

B. An absolute neutrophil count (ANC) less than 1000/pL
C. An absolute neutrophil count (ANC) less than 500/pL
D. None of the above

Question 4

Before initiating treatment with clozapine:

A. A baseline absolute neutrophil count (ANC) must be at least 1000/pL for a patient with documented Benign Ethnic Neutropenia (BEN)

B. A baseline absolute neutrophil count (ANC) must be at least 1500/pL for a patient who is part of the General Population (i.e., the patient does not
have BEN)

C. Abaseline absolute neutrophil count (ANC) is not necessary
D. BothAand B

Question 5
Before clozapine is dispensed to a patient, a prescriber must:

. Determine if the patient has Benign Ethnic Neutropenia (BEN)

. Enroll the patient in the Clozapine REMS Program

. Counsel the patient/caregiver about the risk of severe neutropenia
. Order blood work to obtain an ANC

. Review the ANC and provide it to the Clozapine REMS Program

. All of the above

If you plan on faxing this Knowledge Assessment to the Program please provide your NPl so we can
associate your progress with your stakeholder record. You can provide this information below.

Name: NPI: Fax:
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Question 6

For outpatients, prescribers must report the ANC to the shared Clozapine REMS Program before the patient can be dispensed
clozapine.

A. True
B. False

Question 7
Before clozapine can be dispensed, a pharmacist must:

. Verify the prescriber is certified in the shared Clozapine REMS Program
. Verify the patient is enrolled in the shared Clozapine REMS Program

. For outpatients - verify the ANC is acceptable or verify the prescriber authorized continuing treatment if the ANC is abnormal by obtaining a
pre-dispense authorization from the Clozapine REMS Program

. For inpatients - verify the ANC is acceptable or verify the prescriber authorized continuing treatment if the ANC is abnormal by accessing the
Clozapine REMS Program or by accessing the ANC through the hospital's medical record system
. All of the above

Question 8
How much clozapine can be dispensed?

A. A 30 day supply
B. A 90 day supply
C. As much as the patient wants or the insurance will pay for

D. It depends when the patient's next blood draw is according to the monitoring requirements. Dispense enough medication to treat the patient with
clozapine until the next blood draw/ANC or as directed by the prescriber

Question 9

Regarding patients with benign ethnic neutropenia (BEN), which of the following statements are true?

A. Patients with BEN have a different clozapine treatment algorithm and monitoring requirements
B. Patient with BEN are healthy and do not suffer from repeated severe infections

C. Patients with BEN are NOT at increased risk for developing clozapine-induced neutropenia

D

. Before starting clozapine, additional evaluation may be needed to determine if baseline neutropenia is due to BEN. Hematology consultation may
be necessary

. All of the above statements are true

If you plan on faxing this Knowledge Assessment to the Program please provide your NPl so we can
associate your progress with your stakeholder record. You can provide this information below.

Name: NPI: Fax:

September 2015

Reference ID: 3819845

20f3



Phone: 844-267-8678
% Knowledge Assessment for P 844.404.8876

No Blood, No Drug™ Healthcare Providers www.clozapinerems.com

Question 10

If a new patient’s baseline ANC is within the normal range, how should the ANC monitoring schedule proceed?

A. Weekly from initiation to discontinuation of therapy

B. Weekly from initiation to 6 months; every 2 weeks from 6 to 12 months; monthly after 12 months
C. Monthly from initiation to discontinuation of therapy

D. No additional ANC monitoring is required if the patient's baseline ANC is within the normal range

Question 11
If a patient’s ANC indicates mild neutropenia, which of the following statements is true?
. ANC monitoring should be conducted three times weekly until ANC = 1500/pL if the patient is part of the General Population (i.e., if the patient
does not have Benign Ethnic Neutropenia (BEN))
. Mild neutropenia is within the normal range for a patient with BEN

. If the patient has BEN, ANC monitoring should be conducted: weekly from initiation to 6 months; every 2 weeks from 6 to 12 months; monthly
after 12 months

. All of the above

Question 12
If a patient’s ANC indicates moderate neutropenia, which of the following statements is true?

A. Treatment should be continued regardless of whether the patient is part of the General Population or has Benign Ethnic Neutropenia (BEN)
B. If the patient is part of the General Population (i.e., if the patient does not have BEN), interrupt therapy and conduct ANC monitoring: daily until
ANC = 1000/pL; three times weekly until ANC = 1500/pL; weekly for 4 weeks; then return to the patient's last “Normal Range” ANC monitoring interval
C. The ANC monitoring schedule is the same regardless of whether the patient is part of the General Population or has BEN
D. None of the above

Question 13

If a patient’s ANC indicates severe neutropenia, which of the following statements is true?

A. Treatment should be interrupted regardless of whether the patient is part of the General Population or has Benign Ethnic Neutropenia (BEN) and

a hematology consultation should be considered; resume treatment only if the prescriber determines that the benefits of clozapine therapy outweigh
the risks

. If the patient is part of the General Population (i.e., if the patient does not have BEN), interrupt treatment and conduct ANC monitoring: daily until
ANC = 1000/pL; three times weekly until ANC = 1500/uL

. The patient may still be rechallenged with clozapine at the discretion of the prescriber

. All of the above

If you plan on faxing this Knowledge Assessment to the Program please provide your NPl so we can
associate your progress with your stakeholder record. You can provide this information below.

Name: NPI: Fax:

September 2015
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What is clozapine?

Clozapine is a prescription medicine to treat people with schizophrenia who have not responded to
other medicines. Clozapine may also reduce the risk of suicidal behavior.

What is the most serious risk information about clozapine treatment?

Clozapine can cause severe neutropenia. Neutropenia is a blood disorder that occurs when a
certain type of white blood cells called neutrophils are not made or not enough of them are made.
This makes it harder for your body to fight infections.

Before you can start clozapine and during treatment, you must have regular blood tests to measure
the number of neutrophils you have in your blood. This test is called absolute neutrophil count (ANC).
If the number of neutrophils, or ANC, is too low, you may have to stop clozapine. Your doctor will
decide if or when it is safe to restart clozapine.

This is not the only serious risk associated with clozapine treatment. Talk to your doctor about the
other serious risks.

What are the symptoms of neutropenia?

You might not have any symptoms at all. Getting your blood tested to measure the number of
neutrophils is the only way to check for neutropenia. This helps your doctor know if you are more
likely to get an infection.

A If you have any of these symptoms, talk to your doctor right away

« Infection, including skin, throat, urinary tract, vaginal, pneumonia, or any other infection
Fever or chills

Sores or ulcers inside your mouth, gums, or on your skin

Wounds that take a long time to heal

Feel like you have the flu

Pain or burning while urinating

Unusual vaginal discharge or itching

Abdominal pain

Sores or pain in or around your rectal area

Feel extremely weak or tired

September 2015 1
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What can | do to help reduce the risk of developing neutropenia?

o Three important things you can do:

1. Have your blood tested as instructed by your doctor

2. Tell your doctor about all the medicines you are taking (prescription and over-the-counter),
and if you start a new medicine

3. Tell your doctor right away if you get a fever or feel sick

What is the Clozapine Risk Evaluation and Mitigation Strategy (REMS) Program?

Because of the risk of developing severe neutropenia, the Food and Drug Administration (FDA) has
required a special program called a Risk Evaluation and Mitigation Strategy (REMS) for clozapine.
The purpose of the Clozapine REMS Program is to make sure that the benefits of clozapine treatment
outweigh the risks.

What are the Clozapine REMS Program requirements for me?

O To receive clozapine:

1. Review this Guide with your doctor, pharmacist, or nurse
2. Ask questions! Make sure you understand what you need to do to take partin the
Clozapine REMS Program
3. Get your blood tested as directed by your doctor
You must get your blood tested before you can receive clozapine from your pharmacy
4. Pick up your clozapine prescription from a pharmacy that is part of the
Clozapine REMS Program. Your doctor will help you find a pharmacy that participates
in the Clozapine REMS Program
5. Tell your doctor right away if you suffer any flu-like illness or fever while taking clozapine

September 2015 2
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What are the blood testing requirements for clozapine?

* Your doctor will give you an order to have blood tests done
 You will need to get your blood tested on the following schedule or as

Get your
Blood
Tested

directed by your doctor:
Weekly blood tests for the first 6 months you are taking clozapine
Every 2 weeks for the next 6 months if your ANC stays normal
Every 4 weeks after the first year if your ANC stays normal

Monitoring

Results « If your ANC is too low, your doctor will schedule blood tests more frequently

Stay on » The Clozapine REMS Program will keep track of your blood test results so
Clozapine your doctor and pharmacist know if it is safe to fill your clozapine prescription

* Remember: You must get your blood tested before you can receive clozapine
from your pharmacy!

Where can | get more information about clozapine?

If you would like more information, talk to your doctor or visit www.clozapinerems.com.

Report any side effects directly to the Clozapine REMS Program at 844-267-8678.
You can also report negative side effects to the FDA at www.fda.gov/medwatch, or call 800-FDA-1088.
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Home  Prescriber

Prescriber

All prescribers of clozapine products must certify in the Clozapine REMS
Program. Certification requires prescribers to:
» Enroll: Complete the Enroliment form (name, address, NP1, DEA)
» Educate: Review Clozapine and the Risk of Neutropenia: A Guide for
Healthcare Providers
» Assess: Successfully complete the Knowledge Assessment

Start Prescriber Certification

What is the Clozapine REMS Program?

Signin
Forgot Username ? Forgot Password? Need an Account?
Important Safety Information  Support

Pharmacy Patient Resources

Pharmacy
All pharmacies dispensing clozapine products must certify in the Clozapine
REMS Program. Certification requires pharmacies to:
« Enroll: Complete the Enroliment form (name, address, NP1, DEA)
» Educate: Review CFOZi?p.r'ﬂe and the Risk or Neutropenfaf A Guide for
Healthcare Providers
Assess: Successfully compiete the Knowledge Assessment
lmplemem: Implernent the necessary staff training and processes o
comply with the Clozapine REMS Program requirements

Start Pharmacy Certification

Clozapine is associated with severe neutropenia (absolute neutrophil count (ANC) less than 500/uL). The requirements to prescribe, dispense, and
receive clozapine are incorporated into a single, shared program called the Clozapine Risk Evaluation and Mitigation 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. The Clozapine REMS Program replaces the individual clozapine patient registries and

the National Non-Rechallenge Master File (NNRMF).

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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Site Guide

This website provides users the ability to become certified in the Clozapine REMS Program, enroll patients on clozapine, and track patient ANC values.

The links located at the top and bottom of every page offer information for prescribers, pharmacists, and patients. Additional information about the program
is also available under Resources and through the FAQs, Site Map, and Contact Us links.

Prescriber

Prescribers will begin the certification process by using the Learn More button below, which will

navigate the prescriber to the certification landing page or by visiting the Prescriber link at the top

of the page.

The Prescriber page provides specific steps that must be completed to prescribe clozapine. From

the Prescriber page, prescribers can use the Begin Now button to start their certification process

Once signed into the site and your certification is complete, you can navigate to your My Dashboard

page to perform various activities that support the Clozapine REMS Program requirements such as

enrolling patients and adding ANC values. The My Dashboard page is the main portal for all activities

performed on this site

During specific activities, a progress bar will guide you through the required activity from start to finish.

Learn More

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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Site Guide

This website provides users the ability to become certified in the Clozapine REMS Program, enroll patients on clozapine, and track patient ANC values.

The links located at the top and bottom of every page offer information for prescribers, pharmacists, and patients. Additional information about the program
is also available under Resources and through the FAQs, Site Map, and Contact Us links.

Pharmacy

Authorized representatives for a pharmacy will begin the cerfification process by using the Learn More : T

button below, which will navigate the authorized representative to the certification landing page or by

visiting the Pharmacy link at the top of the page.
The Pharmacy page provides specific steps that must be completed to dispense clozapine. From the

Pharmacy page, authorized representatives can use the Begin Now button to start their cerfification

process.

Once signed into the site and your certification is complete, you can navigate to your My Dashboard
gl ¥! P! e g ¥ ¥ CIOZARINE BEMS
page to perform various activities that support the Clozapine REMS Program requirements such as - —

adding ANC values and requesting predispense authorizations. The My Dashboard page is the main

portal for all activities performed on this site. [ e e e PR

During specific activities, a progress bar will guide you through the required activity from start fo finish.

Learn More

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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Need an

Important Safety Information  Support

Site Guide

This website provides users the ability to become certified in the Clozapine REMS Program, enroll patients on clozapine, and track patient ANC values.

The links located at the top and bottom of every page offer information for prescribers, pharmacists, and patients. Additional information about the program

is also available under Resources and through the FAQs, Site Map, and Contact Us links.

Patient

This site is for prescribers and pharmacisis with patients on clozapine therapy. Patients must be

enrolled in the program by a certified prescriber. If you believe you should be enrolled in the Prtontiatormaton

Clozapine REMS Program, please talk to your prescriber.

Additional information is available to patients by using the Learn More button below, which will

navigate the patient to the patient information page or by visiting the Patient link at the top of the

page.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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Site Guide

This website provides users the ability to become certified in the Clozapine REMS Program, enroll patients on clozapine, and track patient ANC values.

The links located at the top and bottom of every page offer information for prescribers, pharmacists, and patients. Additional information about the program

is also available under Resources and through the FAQs, Site Map, and Contact Us links.

Designee

Prescriber Designees can learn more about the certification process by using the Learn More button

below, which will navigate the prescriber designee to the certification landing page or by visiting the

Prescriber link at the top of the page.

The Prescriber Designee Certification page provides specific steps that must be completed to manage

patients. From the Prescriber Designee page, prescriber designees can use the Begin Now button to

start their certification process.

Once signed into the site and your certification is complete, you can navigate to your My Dashboard GLQTAPINE REMS

page to perform various activities that support the Clozapine REMS Program requirements such as
enrolling patients and adding ANC values. The My Dashboard page is the main portal for all activities

periormed on this site.

During specific activities, a progress bar will guide you through the required activity from start to finish.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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Site Guide

This website provides users the ability to become enrolled in the Clozapine REMS Program, enroll patients on clozapine, and track patient ANC values.

The links located at the top and bottom of every page offer information for prescribers, pharmacists, and patients. Additional information about the program
is also available under Resources and through the FAQs, Site Map, and Contact Us [inks.

Pharmacy Staff

Pharmacy Staff can learn more about the enrollment process by using the Learn More button below

which will navigate the pharmacy staff to the enroliment landing page or by visiting the Pharmacy link e e

= . ————

Frsemmacy feae Foegoemsot

at the top of the page.

The Pharmacy Staff page provides specific steps that must be completed to dispense clozapine.

From the Pharmacy Staff Enrollment page, pharmacy staff members can use the Begin Now button

to start their enroliment process.

Once signed into the site and your enroliment is complete, you can navigate to your My Dashboard

page to perform various activities that support the Clozapine REMS Program requirements such as

adding ANC values and requesting predispense authorizations. The My Dashboard page is the main

portal for all activities performed on this site. L e |

During specific activities, a progress bar will guide you through the required activity from start to finish.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAGs | Contact Us
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Prescriber Certification

Steps for Prescriber Certification Program Materials
L. ANC Monitoring Tabl
Prescribers must be certified in the Clozapine REMS Program to prescribe clozapine. el OnaRng; 1ehie
e
4= Clozapine and the Risk of Neutropenia:

If you choose to allow designees to act on your behalf, each designee must be certified in the Clozapine A Guide for Healthcare Providers

REMS Program. For more information on the designee certification process, please go to Prescriber s
. s “ea Clozapine REMS ANC Lab Reporting Form
Designee Certification.
=y
4 Clozapine REMS Prescriber Enroliment
Certification in the Clozapine REMS Program includes the following three steps: Form

B

What You Need to Know About Clozapine
and Neutropenia: A Guide for Patients and
1. Enroll: Complete the Enroliment form (name, address, NPI, DEA) Caregivers

2. Educate: Review Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers

3. Assess: Successfully complete the Knowledge Assessment

If your browser closes during certification, you can come back to the same point in the process

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Please use the Begin Now button to start your certification today.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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Prescriber Designee Certification

Steps for Prescriber Designee Certification Program Materials
o .
The term designee refers to any person who has been designated or requested to perform some duty or 163 ANC Wonitoring Table
function on behalf of a certified prescriber. Designees must be certified and approved in the Clozapine "_“_ Clozapine and the Risk of Neutropenia:
REMS Program before they can perform any duties or functions for their prescriber. A Guide for Healthcare Providers

: " g . Clozapine REMS ANC Lab Reporting Form
If you want to associate yourself to a pharmacy and have selected the Prescriber Designee Certification

by accident, please go to Pharmacy Staff Enroliment.

Pl ol

Clozapine REMS Prescriber Designee
Education Program

Prescriber designee certification in the Clozapine REMS Program includes the following three steps:

ik

Clozapine REMS Prescriber Designee
Enroliment Form

1. Enroll: Complete the Enroliment form (name, address)

ol

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

2. Educate: Review the REMS requirements

3. Confirm: Understanding of the requirements of the REMS

If your browser closes during certification, you can come back to the same point in the process

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Please use the Begin Now button to start your certification today.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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Pharmacy Certification

Steps for Pharmacy Certification Program Materials
All inpatient and outpatient pharmacies must be certified in the Clozapine REMS Program in order to L .ANC Monitoring Table
purchase and dispense clozapine. Certification requires the identification of an authorized representative 4 Clozapine and the Risk of Neutropenia:

for the pharmacy to complete the certification process. The authorized representative must ensure all A Guide for Healthcare Providers

pharmacists with privileges to dispense understand that clozapine is only available to certified pharmacies = . .

<& Clozapine REMS ANC Lab Reporting Form
through the Clozapine REMS Program.

=y

wa Clozapine REMS Chain Pharmacy
Pharmacy Staff must enroll in the Clozapine REMS Program to obtain a PDA from the REMS website, to Enroliment oo
enter ANC, verify the prescriber is certified, or verify the patient is enrolled. If the pharmacy is a non-switch 7 Clozapine REMS Pharmacy Enroliment
pharmacy, to comply with the REMS the pharmacy staff will either need to obtain a PDA by calling the Form

program or by signing into the website. For more information on the Phamacy Staff enroliment process,
please go to Pharmacy Staff Enroliment.

kﬂ

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

Certification in the Clozapine REMS Program includes the following three steps:

1. Enroll: Complete the Enroliment form (name, address, NPI, DEA)

2. Educate: Review Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers

3. Assess: Successiully complete the Knowledge Assessment

4. Implement: Implement the necessary staff training and processes to comply with the
Clozapine REMS Program requirements

If your browser closes during certification, you can come back to the same point in the process

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Please use the Begin Now button to start your certification today.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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Pharmacy Staff Enrollment

Steps for Pharmacy Staff Enroliment Program Materials
Pharmacy Staff may include pharmacists or other individuals who assist in dispensing medication in a ANC Moritoring Table

pharmacy. If your pharmacy is certified to dispense clozapine, Pharmacy Staff can enroll in the Clozapine Clozapine and the Risk of Neutropenia:
REMS Program to have access to the Clozapine REMS Program website. Pharmacy Staff can link to A Guide for Healthcare Providers

multiple REMS certified pharmacy locations. L d

Za&  Clozapine REMS ANC Lab Reporting Form
Pharmacy Staff enroll by creating an online account. Education is not required for enroliment but will be = What You Need to Know About Clozapine
available after your enroliment is complete through your Authorized Representative A Neutronenia: & Gojde for Batiznts and

Caregivers

For Outpatient Pharmacies: Pharmacy Staff must enroll in the Clozapine REMS Program to obtain a
pre-dispense authorization (PDA) before dispensing each clozapine prescription. Pharmacy Staff who
are enrolled can obtain a PDA by calling the Clozapine REMS Contact Center or through electronic claim
adjudication if your pharmacy has set up that process. Talk to your authorized representative if you are
not sure how your pharmacy must obtain a PDA.

Pharmacy Staff must enroll to obtain a PDA through the Clozapine REMS website.

For Inpatient Pharmacies: Pharmacy Staff must enroll to perform eligibility checks through the
Clozapine REMS website or the Clozapine REMS Contact Center.

Pharmacy staff enrollment in the Clozapine REMS Program includes the following two steps

1. Enroll: Complete the enroliment form {(name, address)
2. Attest: Complete and sign the Pharmacy Staff Attestation

Please use the Begin Now button to start your enroliment today.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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Patient Information

Because of the risk of developing severe neutropenia, the Food and Drug Administration (FDA) has Program Materials

required a special program called a Risk Evaluation and Mitigation Strategy (REMS) for clozapine. -
s What You Need to Know About Clozapine

z : s ; and Neutropenia: A Guide for Patients and
The purpose of the Clozapine REMS Program is to make sure that the benefits of clozapine treatment Caregivers

outweigh the risks.

Prescribers must talk to their patients about the Clozapine REMS Program requirements and the risks
of using clozapine. Patients should review the What You Need to Know About Ciozapine and Neutropenia:
A Guide for Patients and Caregivers program material and talk with their prescriber if they have questions

or concerns about using clozapine.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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Program Materials
Forms Patient @ Pharmacy Prescriber = Wholesaler/Distributor

% Clozapine REMS ANG Lab Reporting Form

ﬂ_'-'i- Clozapine REMS Chain Headquarters Pharmacy Enroliment Form
ﬂ_'-'i- Clozapine REMS Patient Enroliment Form

ﬂ_'-'i- Clozapine REMS Pharmacy Enroliment Form

ﬂ_'-'i- Clozapine REMS Prescriber Designee Enroliment Form

[
2= Clozapine REMS Prescriber Enroliment Form

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Confact Us

Resources included under the other tabs are listed below:

e Patient
o What You Need to Know About Clozapine and Neutropenia: A Guide for Patients and
Caregivers
o Clozapine REMS Patient Enrollment Form
o Clozapine REMS ANC Lab Reporting Form
e Pharmacy
o What You Need to Know About Clozapine and Neutropenia: A Guide for Patients and .
Caregivers
Dear Healthcare Provider Letter
Clozapine REMS Pharmacy Enrollment Form
Clozapine REMS Chain Headquarters Pharmacy Enrollment Form
Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers .
Clozapine REMS Patient Enrollment Form
Clozapine REMS ANC Lab Reporting Form
Important Safety Information

O O O O O O O
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o  NCCalculator
o  NCMonitoring Table
e Prescriber
o What You Need to Know bout Clozapine and Neutropenia: Guide for Patients and
Caregivers
Dear Healthcare Provider Letter
Clozapine REMS Prescriber Enrollment Form
Clozapine REMS Prescriber Designee Enrollment Form
Clozapine and the Risk of Neutropenia: ~Guide for Healthcare Providers
Clozapine REMS Patient Enrollment Form
Clozapine REMS NC Lab Reporting Form
Important Safety Information
NC Calculator
o  NCMonitoring Table
¢  Wholesaler/Distributor
o Contact the Clozapine REMS Program by sending an email to A
info@clozapinedistributor.com

O O O OO0 O O O
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Prescribing Information

Products covered under the Clozapine REMS Program

Brand Name Products

Trade Name Generic Name Company

Generic Products

Generic Name Company

The CPMG attests that the table above will only include products listed in the link titled “List of approved application numbers and sponsors” on the FDA
Approved REMS Website.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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Certification Lookup

To search for a certified pharmacy, please complete at least one field below and press Search. Search results include contact information for pharmacies
that are certified in the Clozapine REMS Program.

Pharmacy Information (at least one identifier is required):

| Certification |10 or Zif or DE£ or NPI or

or | “C | and

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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Certification Lookup

To search for a certified pharmacy, please complete at least one field below and press Search. Search results include contact information for pharmacies
that are certified in the Clozapine REMS Program.

Pharmacy Information (at least one identifier is required):

| FAC123455789 | or |zipCods or | DEf or | NPI or
or | and v
Pharmacy Name Certification ID Pharmacy Address Pharmacy Phone
Hogan Rx FAC123456789 1234 W Scottsdale Rd. Scottsdale, AZ 85411 555-6555-6555
Showing 1 of 1 entries -, 1 10w

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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me? Forgot F

Need an unt?

No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support
Site Map
Prescriber Designee Account
Prescriber Certification Prescriber Designee Certification Forgot Password
Prescriber FAQs Prescriber Designee Support Forgot Username
Prescriber Resources Need an Account
Prescriber Support
Pharmacy Staff
Pharmacy Pharmacy Staff Enroliment
Pharmacy Staff Support
Pharmacy Certification
Pharmacy FAQS
Pharmacy Resources General
Pharmacy Support
Contact Us
General FAQs
Patient Important Safety Information
Prescribing Information
Patient FAQs Privacy
Patient Information Professional Societies Resources
Patient Resources Technical Support FAQs
Patient Support Terms of Use
Wholesaler/Distributor FAQs
Wholesaler/Distributor Resources
For additional information about the Clozapine REMS Program, please call 844-267-8678.
Privacy | Terms of Use | Site Map | FAQs | Contact Us
Websit Scr Captur s S pt mb r 2015 Pag 250of 1.
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Frequently Asked Questions (FAQs)

General Patient Pharmacy Prescriber Technical Support Wholesaler/Distributor

» What is the Clozapine REMS Program?

» What are the goals of the Clozapine REMS Program?

» What do | do if | am a user of one of the previous individual registries?

* How do | certify in the program?
Stakeholders can be certified online through the Clozapine REMS Program website or by submitting the appropriate Prescriber, Pharmacy, or
Designee Enrollment form via fax to the program contact center at 844-404-8876. To complete certification on the program website, from the
Home page you will use the “Get Started” button. You will be taken to the applicable stakeholder certification page, which will explain what is
expected and required of you from the Clozapine REMS Program. From that certification page, you can use the "Begin Now" button to start
your certification in the program.

Ld

Who is a designee?

+ How do | enroll my patient?

» What is the National Non-Rechallenge Master File (NNRMF)?

» How do | report patient lab ANC values?

*» How do | report an adverse event, product complaint, or need medical information about clozapine?
» How can | find additional forms and program materials?

* How do | view and update my program profile?

* Will the program send me notices if my patient experiences a low ANC count or substantial drop?

* How do | contact the program?

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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Contact Us

If you have any questions or require additional information, please contact the Clozapine REMS Program utilizing the information provided below.

Phone Number
844-267-8678

Fax Number
844-404-8876

Mailing Address
Clozapine REMS Program
PO BOX 29058

PHOENIX AZ 85038-9058

Program Manufacturers

Company Phone Number

The CPMG attests that the table above will only include products listed in the link titled “List of approved application numbers and sponsors” on the FDA
Approved REMS Website "

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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User Identification

Please select the option below that best describes you and press Next.
What type of user are you?

| New User

Please choose your program role:

Authorized Representative for Pharmacy -

Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Confact Us
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Previous Registry User

If you are a user of any of the individual clozapine patient registries, your data may already be populated in the new Clozapine REMS Program. Please
complete the fields below and press Search. All fields listed below are required unless otherwise indicated

Prescriber Information (at least one identifier is required)

l ;!,k‘ Marr lann DEA or
| [Fex comy | [(Emei opy _ |

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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Previous Registry User

If you are a user of any of the individual clozapine patient registries, your data may already be populated in the new Clozapine REMS Program. Please

complete the fields below and press Search. All fields listed below are required unless otherwise indicated

Prescriber Information (at least one identifier is required)

| summer | | Hogan and | AB12345789 or | NPI

If the search resulis have returned your record, please highlight the row and press Submit. If you do not see your record, you can either try your search

again or press the New User button to begin your certification process in the Clozapine REMS Program.

Phone DEA NPI

First Name Last Name

Summer Hogan 555-555-5555 AB1234567

Showing 1 of 1 entries

= BN

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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Previous Registry User

If you are a user of any of the individual clozapine patient registries, your data may already be populated in the new Clozapine REMS Program. Please
complete the fields below and press Search. All fields listed below are required unless otherwise indicated

Prescriber Information

Designee Information

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine

No Blood, Mo Drug™ Home Prescriber Pharmacy Patieni Resources Important Safety Information  Support

Previous Registry User

If you began or completed certification through a fax process, you may already be certified in the Clozapine REMS Program. To determine your registry

status, please complete the fields below and press Search. All fields listed below are reguired unless otherwise indicated.

Prescriber Information
| AB1234567

Designee Information

| Summer

If the search results have returned your record, please highlight the row and press Submit. If you do not see your record, you can either try your search

again or press the New User button to begin your certification process in the Clozapine REMS Program.

First Name Last Name Phone

Summer Hogan 555-555-5555

=

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Previous Registry User

If you are a user of any of the individual clozapine patient registries, your data may already be populated in the new Clozapine REMS Program. Please
complete the fields below and press Search. All fields listed below are required unless otherwise indicated

Pharmacy Information (at least one identifier is required):

and DEA or | NPI or

Authorized Representative Information

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Previous Registry User

If you are a user of any of the individual clozapine patient registries, your data may already be populated in the new Clozapine REMS Program. Please
complete the fields below and press Search. All fields listed below are required unless otherwise indicated
Pharmacy Information (at least one identifier is required):

10001 and AB12345788 or | NP or

Authorized Representative Information

If the search results have returned your record, please highlight the row and press Submit. If you do not see your record, you can either try your search

again or press the New User button to begin your certification process in the Clozapine REMS Program.

First Name Last Name Pharmacy Name Pharmacy Address Pharmacy Phone

Summer Hogan Joey's Apothecary 1 Main Street, New York, NY 10001 BRE-555-5555

Showing 1 of 1 enfries

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Previous Registry User

If you are a user of any of the individual clozapine patient registries, your data may already be populated in the new Clozapine REMS Program.
Please complete the fields below and press Search. All fields listed below are required unless otherwise indicated.

Pharmacy Information (at least one identifier is required)
and DEA or | NCPDF or

Pharmacy Staff Information

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Previous Registry User

If you are a user of any of the individual clozapine patient registries, your data may already be populated in the new Clozapine REMS Program. Please
complete the fields below and press Search. All fields listed below are required unless otherwise indicated

Pharmacy Information

| AB123457890 | | 10001

Designee Information

i Summer | ! Hogan |

If the search resulis have returned your record, please highlight the row and press Submit. If you do not see your record, you can either try your search
again or press the New User button to begin your certification process in the Clozapine REMS Program.

First Name Last Name Phone

Summer Hogan 555-555-5555

Showing 1 of 1 entries

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Previous Registry User

If you are a user of any of the individual clozapine patient registries, your data may already be populated in the new Clozapine REMS Program.
Please complete the fields below and press Search. All fields listed below are required unless otherwise indicated.

Pharmacy Information (at least one identifier is required)

Authorized Representative Information

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patieni Resources Important Safety Information  Support

Previous Registry User

If you are a user of any of the individual clozapine patient registries, your data may already be populated in the new Clozapine REMS Program.
Please complete the fields below and press Search. All fields listed below are required unless otherwise indicated.

Pharmacy Information (at least one identifier is required)
| coo121

Authorized Representative Information

Summer | Hogan

If the search results have returned your record, please highlight the row and press Submit. If you do not see your record, please try your search
again or press the New User button to begin your certification process in the Clozapine REMS Program.

First Name Last Name Pharmacy Name Pharmacy Address Phone

Summar Hogan Joey's Apothecary 1234 W Nowhere Lane Tempe, AZ 85283 556-555-5555

Showing 1 of 1 entries 1 a 10

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Phone/Fax User

If you began or completed certification through a fax process, you may already be certified in the Clozapine REMS Program. To determine your certification
status, please complete the fields below and press Search. All fields listed below are reguired unless otherwise indicated.

At least one identifier below is required:

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources

Important Safety Information

Forgot Username? Forgot Password? Need an Account?

Support

Phone/Fax User

If you began or completed certification through a fax process, you may already be certified in the Clozapine REMS Program. To determine your certification

status, please complete the fields below and press Search. All fields listed below are reguired unless otherwise indicated.

At least one identifier below is required:

AB1234567

Summer

If the search results have returned your record, please highlight the row and press Submit. If you do not see your record, you can either try your search

again or press the New User button to begin your certification process in the Clozapine REMS Program.

First Name Last Name Phone

555-555-5555

Summer Hogan

Showing 1 of 1 entries

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Websit Scr n Captur s S pt mb r 2015
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The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Phone/Fax User

If you began or completed certification through a fax process, you may already be certified in the Clozapine REMS Program. To determine your certification
status, please complete the fields below and press Search. All fields listed below are reguired unless otherwise indicated.

Prescriber Information

Designee Information

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Phone/Fax User

If you began or completed certification through a fax process, you may already be certified in the Clozapine REMS Program. To determine your certification

status, please complete the fields below and press Search. All fields listed below are reguired unless otherwise indicated.

Prescriber Information
| AB1234569

Designee Information
| Summer | | Hogan | | €

If the search results have returned your record, please highlight the row and press Submit. If you do not see your record, you can either try your search

again or press the New User button to begin your certification process in the Clozapine REMS Program.

First Name Last Name Phone

Summer Hogan 555-555-5555

KN

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Phone/Fax User

If you began or completed certification through a fax process, you may already be certified in the Clozapine REMS Program. To determine your certification

status, please complete the fields below and press Search. All fields listed below are reguired unless otherwise indicated.

Pharmacy Information (at least one identifier is required):

and

Authorized Representative Information

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Phone/Fax User

If you began or completed certification through a fax process, you may already be certified in the Clozapine REMS Program. To determine your certification

status, please complete the fields below and press Search. All fields listed below are reguired unless otherwise indicated.

Pharmacy Information (at least one identifier is required):

10001 and AB1234567880

Authorized Representative Information

If the search results have returned your record, please highlight the row and press Submit. If you do not see your record, you can either try your search

again or press the New User button to begin your certification process in the Clozapine REMS Program.

First Name Last Name Pharmacy Name Pharmacy Address Pharmacy Phone

Summer Hogan Joey's Apothecary 1 Main Street, New York, NY 10001 BRE-555-5555

Showing 1of1er

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Phone/Fax User

If you began or completed certification through a fax process, you may already be certified in the Clozapine REMS Program. To determine your
certification status, please complete the fields below and press Search. All fields listed below are required unless otherwise indicated.

Pharmacy Information

Authorized Representative Information

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patieni Resources Important Safety Information  Support

Phone/Fax User

If you began or completed certification through a fax process, you may already be certified in the Clozapine REMS Program. To determine your certification
status, please complete the fields below and press Search. All fields listed below are reguired unless otherwise indicated.

Pharmacy Information
| coot21

Authorized Representative Information

Summer |iﬂcgan . Certification |
| [Fax (opt) | [ Ema (opt) i

If the search results have returned your record, please highlight the row and press Submit. If you do not see your record, please try your search
again or press the New User button to begin your enrcliment process in the Clozapine REMS Program.

First Name Last Name Pharmacy Name Pharmacy Address Phone

Summer Hogan Joey's Apothecary 1234 W Nowhere Lane Tempe, AZ 85283 F55-R55-6555

Showing 1 of 1 entries T » 10

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine

No Blood, No Drug™

Home Prescriber

Pharmacy Patient

Need an unt?

Important Safety Information  Support

Create an Account

Please complete the form below and press Submit. The information you provide for your Username must be unique within the Clozapine REMS Program

website. Once you have submitted this form you will receive a verification email that includes a link. Please use the link to complete the activation process

for your new web account. All fields below are required

My Information

Signin

|| Use Email Address as Usemnmame

™ sSuggest Usemame

I'm not a robot

Privacy | Termsof Use | Site Map | FAQs | Contact Us

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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CLOZAPINE REMS T -

e S ek o e
The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Account Verification T

A verification email has been sent to remsprogram@gmail.com.
Please use the link within the email to activate your web account for
the Clozapine REMS Program.

Account Summary

Name Summer Hogan
Email Address remsprogram@gmail.com
Phone Number 480-555-5555

Usemame summerhogan

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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3 3 Account Confirmation.
Usemame —— [Passwos |}

Account Confirmation R T

" Your web account has been successfully activated. Please sign in to your
account using the fields in the upper right corner of this page.

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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CLOZAPINE REMS

T
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safely Information  Support

LIEUGE =Gl Education  Assessment  Review  Aftestation  Finish

Prescriber Intake

To certify as a prescriber in the Clozapine REMS Program, please complete the form below and press Next. Once certified, you will receive a certification
confirmation via your contact preference. All fields listed below are required unless otherwise indicated

Prescriber Information

I_ First Name | ‘_I\‘II {opt) _.‘

| Last Name ‘

| -- Credentials -- =

| Email Address ‘

| Clinic / Practice Name ‘

| Address ‘

| Address 2 (opt) ‘

| City |

—State— v || ZipCode |
| |

| Phone ‘ ‘ Ext (opt)

| Fax ‘

| -- Contact Preference -- » |

Prescriber Identifiers

| DEA |

| NPI |

"I 1 do not have a DEA.

Cancel Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS s

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

IELSE LR L WL Assessment  Review  Altestation  Finish

Education Program

Below is the education program for clozapine. Please review the program materials and press the Next butten to continue. It is estimated that it will take
15 — 20 minutes to complete the Education Program and Knowledge Assessment.

Clozapine and the Risk of Neutropenia: CLOZAPINE REMS

A Guide for Healthcare Providers

Tra Single Shosed System for Clozopine
Mo Blasd, No Dreg"™

1 The Clozapine REMS Program

Clozapine is associated with severe neutropenia (absolute neutrophil count (ANC) less than 500/pL).
The requirements to prescribe, dispense, and receive clozapine are incorporated into a single, shared
program called the Clozapine Risk Evaluation and Mitigation Strategy (REMS) Program. A REMSisa
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.

The Clozapine REMS Program provides a centralized point of access:

1. For prescribers and pharmacies to certify before prescribing or dispensing clozapine
2. Toenroll and manage patients on clozapine treatment

Clozapine is available by prescription as:
» Clozaril® (clozapine) tablets, for oral use
» Fazaclo” (clozapine, USP) orally disintegrating tablets
» Versacloz® (clozapine, USP) oral suspension
» Approved generic equivalents of these products

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

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS -
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

T G =GR =l (T L0 P Assessment  Review  Aftestation  Finish

Education Program Confirmation
You have now completed the Education Program

Please use the Next button below to continue with your certification process. The education program you just completed can always be reviewed again
under your user profile in the top right corner of this site.

Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us

Note: Upon pressing the Next button on the Education Confirmation page, the user will be navigated
through the Knowledge Assessment. KA is shown only once below for all stakeholders except for 4
prescriber designees.
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CLOZAPINE REMS

=
e e et G P S Sl BTl
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Start  Infake  Education Assessment Review JENGES Ul S}

Prescriber Intake Review

Please review the information for completeness and accuracy. You may make any changes as necessary. When your review is complete, please use the
Next button to save your information below and proceed to the final step in your certification process.

Prescriber Information

First Name / MI (opt) | Summer [ A - 7|

Last Name ‘ Hogan |

Credentials \ M.D. B

Email Address ‘ summer123@email.com |

Clinic / Practice Name ‘ Joey’s Clinic |

Address ‘ 1 Main Street |

Address 2 (opt) | Suite 123 |

City ‘ New York |

' |
State / Zip Code | NY v || 1001 |

Phone / Ext (opt) | 555-555-5555 || Ext (opt)

Fax  555-555-4444 |

Contact Preference ‘ Email v

Prescriber Identifiers

DEA  AG5255698 |

NPl | 1013015577 |

"1 1do not have a DEA.

For additional information about the Clozapine REMS Program, please call 844-267-8678

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS o

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Imporiant Safety Information  Support

Start  Intake  Education Assessment Review  Atfestation

Prescriber Attestation

To complete the prescriber certification for Summer Hogan into the Clozapine REMS Program online, please review the attestation section below to
provide your acknowledgement along with signature and signature date.

Alternatively, you may print your online enreliment form using the print icon to the right and fax it to the Clozapine REMS Program at 844-404-8876. =

As a prescriber, | attest to the following Clozapine REMS Program requirements:

e

_lunderstand that clozapine is only available through the Clozapine REMS Program and that | must comply with the program requirements to
prescribe clozapine

2.1 have reviewed Glozapine and the Risk of Neutropenia: A Guide for Healthcare Providers, reviewed the clozapine Prescribing Information, and

successiully completed the Knowledge Assessment for Healthcare Providers

()

_lunderstand the risk of severe neutropenia associated with clozapine
. Prior to initiating treatment, | agree to provide What You Need To Know About Glozapine: A Guide for Patients and Caregivers to each patient
and/or his/her caregiver. | will review it with him/ner to inform them about the risks associated with clozapine, including severe neutropenia and

IS

the Clozapine REMS Program requirements — unless | determine that the patient’s adherence to the treatment regimen will be negatively impacted
by providing What You Need To Know About Ciozapine: A Guide for Patients and Caregivers

I will enroll all patients | treat with a clozapine product in the Clozapine REMS Program

| understand the ANC testing and monitoring requirements as described in the clozapine Prescribing Information

| understand there is a different ANC monitoring algorithm for patients with Benign Ethnic Neutropenia (BEN)

| will order ANC testing for each patient according to the clozapine Prescribing Information

i W O L

| will report the ANC for each patient to the Clozapine REMS Program and | understand the ANC must be provided before clozapine can be

dispensed

10. 1 understand that, as described in Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers, | must authorize the continuation
of clozapine treatment if the patient has moderate or severe neutropenia before clozapine can be dispensed

11. 1 agree that personnel from the Clozapine REMS Program may contact me to gather information or resclve discrepancies or to provide other
information related to the Clozapine REMS Program

12. 1 understand that clozapine manufacturers or their agents and contractors may contact me via phone, mail, or email to survey me on the
effectiveness of the program requirements for the Clozapine REMS Program

13. 1 will not share my credentials for the Clozapine REMS Program website or allow others to sign into the website using my credentials

~| By checking this box, | agree to the responsibilities outined above and hereby state that all of the information | have submitted is truthful and accurate.

ch First and Last name | 1ature Date ‘

> dbove) ‘ ‘ ol

R

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

——
The Single Shared System for Clozapine

No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Start  Intake  Education Assessment Review  Atlestation  Finish

Certification Confirmation atam, ul

" You are now certified in the Clozapine REMS Program.

Below is your Clozapine REMS Program Certification ID. Please retain this information for your records.
Certification ID: HCFP123456780 =

IT you would like to enroll patients now you can use Enroll Patient. If you need to manage your patients you can use Manage Your Patients

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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.1 Prescriber Designee Intake

CLOZAPINE REMS et

The Single Shared System for Clozapine
No Blood, No Drug™

Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

LG 1 ELGRE Education  Assessment  Review  Attestation  Finish

Designee Intake

To certify as a designee in the Clozapine REMS Program, please complete the form below and press Next. Once certified, you will receive a certification
confirmation via your contact preference. All fields listed below are reguired unless otherwise indicated

Designee Information

Cancel Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS et

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

o1 L 1 LR = (1T 0 ) Assessment  Review  Attestation  Finish

General Information

Prescribers have the ability to identify and associate designees to their Clozapine REMS Program certification record. This allows prescribers the ability to
approve responsible individual(s) to act on behalf of the certified prescriber for patients who are being freated with clozapine. Prescriber designees have the
ability to provide ANC, and enroll and manage patients with the following exceptions:

« Designees cannot categorize a patient as diagnosed with BEN

= Designees cannot authorize the continuation of clozapine treatment for patients with moderate (General Population) or severe neutropenia (Patients with

BEN)
. Destgnees cannot calegcrlze a patlent asa hOSpiCE patiem.

Nexi
a [—

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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. Pres riber Designee du ation Program Page 2
CLOZAPINE REMS

e
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

o1 1 G 11 LR = (1T 0 ) Assessment  Review  Attestation  Finish

Prescriber Designee Responsibilities

To be a designee for a certified prescriber in the Clozapine REMS Program, you must understand that you are acting on behalf of the certified prescriber,
that clozapine is available only through the Clozapine REMS Program, and that you understand:

Clozapine is only available through the Clozapine REMS Program and that | must comply with the program requirements

There is a risk of severe neutropenia associated with clozapine

The ANC testing and monitoring requirements as described in the clozapine Prescribing Information
For Outpatients: An ANC must be reported to the Clozapine REMS Program for each patient, and | understand these results must be provided before
clozapine can be dispensed

For Inpatients: An ANC must be reported to the Clozapine REMS Program for each patient within 7 days from the date of blood draw
To continue treatment with clozapine, the certified prescriber must provide a valid treatment rationale before clozapine can be dispensed to a patient, if
the patient has moderate or severe neutropenia

Clozapine manufacturers or their agents and contractors may contact me via phone, mail, or email to survey me on the effectiveness of the program
requirements for the Clozapine REMS Program

Personnel from the Clozapine REMS Program may contact me to gather information or resolve discrepancies or to provide other information related to
the Clozapine REMS Program
« 1 will not share my credentials for the Clozapine REMS Program website or allow others to sign into the website using my credentials

Next
am [N —

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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. Pres riber Designee du ation Confirmation
CLOZAPINE REMS -
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

S1E T G [ = LG =l T 1 B Assessment  Review  Attestation  Finish

Education Program Confirmation

You have now completed the Education Program

Please use the Next button below to continue with your certification process. The education program you just completed can always be reviewed again
under your user profile in the top right corner of this site.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

-
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Start  Intake  Education  Assessment = AUl B a1k

Knowledge Assessment
Please select the best answer for the question. This question must be answered to proceed with the process to become certified in the program.

| have reviewed the requirements of the Clozapine REMS Program.

O A. Yes
) B. No

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS -
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Start  Intake  Education  Assessment SR{EVIETRENITRE (T SN a5 |

Knowledge Assessment Results

& You have now completed the assessment.

You answered the question correctly and have passed the assessment. Please press the Next button to complete your certification

Knowledge Assessment Confirmation Code: 1422-FEAF-BES7 =

| have reviewed the requirements of the Clozapine REMS Program.
v A Yes

Next

For additional information about the Clozapine REMS Program, please call 844-267-8678

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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Successful

CLOZAPINE REMS

v
The Single Shared System for Clozapine

No Blood, Mo Drug™ Home Prescriber Pharmacy Patieni Resources Important Safety Information  Support

Start  Intake  Education  Assessment SREVETREENITR T SN ol (51

Knowledge Assessment Results

You did not pass the Knowledge Assessment.

Below is your response. Please use the Retake Assessment button to begin your assessment again.

| have reviewed the requirements of the Clozapine REMS Program.
X B. No

ATTEMPT
[1]2]3]4 [ENS Retake Assessment

For additional information about the Clozapine REMS Program, please call 844-267-8678

Privacy | Terms of Use | Site Map | FAQs | Coniact Us
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Start  Intake  Education Assessment Review aUESEUl S a ]

Designee Intake Review

Please review the information below for completeness and accuracy. You may make any changes as necessary. When your review is complete please use
the Next button to save your information below and proceed to the final step in your certification process.

Designee Information

First Name |E |

Last Name | Smith |

Email Address | jsmith@xyz.com |

Phone / Ext (opt) | 555-555-5655

Fax (opt) | Fax (opt) |

Contact Preference | Email =

For additional information about the Clozapine REMS Program, please call 844-267-8678

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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. Pres riber Designee Attestation

Summer Hogan »
CLOZAPINE REMS
The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Start  Intake  Education Assessment Review Aftestation

Designee Attestation

To complete the designee certification for JO& Smith into the Clozapine REMS Program onling, please review the atlestation section below to provide
your acknowledgement along with signature and signature date.

Alternatively, you may print your online enroliment form and fax it to the Clozapine REMS Program at 844-404-8876.

As a designee, | understand:

. Clozapine is only available through the Clozapine REMS Program and that | must comply with the program requirements

]

. There is a risk of severe neutropenia associated with clozapine

w

For Outpatients: An ANC must be reported to the Clozapine REMS Program for each patient, and | understand these results must be provided
before clozapine can be dispensed
. For Inpatients: An ANC must be reported to the Clozapine REMS Program for each patient within 7 days from the date of the blood draw

oA

A certified prescriber must authorize the continuation of clozapine treatment, if the patient has moderate or severe neutropenia before clozapine
can be dispensed to a patient
Clozapine manufacturers or their agents and contractors may contact me via phone, mail, or email to survey me on the effectiveness of the

@

program requirements for the Clozapine REMS Program

o

Personnel from the Clozapine REMS Program may contact me to gather information or resolve discrepancies or to provide other information
related to the Clozapine REMS Program

@

| will not share my credentials for the Clozapine REMS Program website or allow others fo sign into the website using my credentials

_| By checking this box, | acknowledge that | will act on behalf of a certified prescriber to comply with the Clozapine REMS Program requirements. | hereby state that
all of the information | have submitted is truthful and accurate.

‘ ";-l-_\'l:_-]'.:_u—_\L'L.EL— ‘

Signature: Must match First and Last name (se

o oo

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Confact Us
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CLOZAPINE REMS -
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Start  Intake  Education Assessment Review  Aftestation  Finish

Certification Confirmation atam, ul

& You are now certified in the Clozapine REMS Program.

Below is your Clozapine REMS Program Certification ID. Please retain this information for your records.
Certification ID: HCFP123456780 =

IT you are ready to associate yourself as a designee for a prescriber please go to the Associate to Prescriber page

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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6. harm#xcy Certification 8

6.1 Role Selection

CLOZAPINE REMS B

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Program Role Selection

Please select the option below that best describes your role and press Continue.

/ Authorized Representative of Chain Pharmacy Headquarters — An authorized representative of a chain pharmacy headquarters is
responsible for ensuring certification and training in the Clozapine REMS Program for a corporate pharmacy contracted to participate with
a pharmacy network provider. Corporate pharmacies are retail or mail outpatient pharmacy headquarters.

! Authorized Representative of Inpatient Pharmacy — An authorized representative of an inpatient pharmacy is responsible for ensuring
certification and training of the pharmacy staff within a pharmacy where the patient's treatment is coordinated at a site of care and pharmacy

claims are submitted as a medical benefit.
| Authorized Representative of Outpatient Pharmacy — An authorized representative of an outpatient pharmacy is responsible for ensuring

certification and training of the pharmacy staff within an individual outpatient pharmacy. An authorized representative of an outpatient pharmacy
cannot be affiliated with a chain pharmacy that is contracted with a pharmacy network provider.

Continue

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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.2 Role Selection Confirmation - Inpatient 6
Pharmacy

Authorized Representative of Inpatient Pharmacy

Based on the response selected, please confirm you are certifying as an
Inpatient Pharmacy.

An inpatient pharmacy is where the patient's treatment is coordinated at a site of
care where pharmacy claims are submitted as a medical benefit.

If the pharmacy you are certifying does not meet the definition of an inpatient

pharmacy, please press Cancel to change your response; otherwise, please press
Confirm to continue with the certification.
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6.3 Role Selection Confirmation - Outpatient 8
Pharmacy

Authorized Representative of Outpatient Pharmacy

Based on the response selected, please confirm that you are certifying as an
Qutpatient Pharmacy.

An outpatient pharmacy is a retail or institutional outpatient pharmacy not affiliated with
any corporate pharmacy chain. The outpatient pharmacy has an authorized representative
that is responsible for ensuring the education and training of pharmacy staff within the
individualized location.

If the pharmacy you are certifying does not meet the definition of an outpatient pharmacy,
please press Cancel to change your response; otherwise, please press Confirm to
continue with the certification.

Cancel Confirm

Reference I01@&819845 Websit Scr n Captur s S pt mb r 2015 Pag 6 of18
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.4 Role Selection Confirmation — Chain Pharmacy 6
Headquarters

Authorized Representative of Chain Pharmacy Headquarters

Based on the response selected, please confirm you are certifying as
a Chain Pharmacy Headquarters

A chain pharmacy headquarters is a retail, mail order, or institutional outpatient
pharmacy organization where a head office directs, coordinates and oversees a
minimum of 10 outpatient pharmacies.

If the pharmacy you are certifying does not meet the definition for a chain pharmacy

headquarters, please press Cancel to change your response; otherwise, please
press Confirm to continue with the certification.
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CLOZAPINE REMS e
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Educaﬂon Assessment  Confirmation

Authorized Representative Intake

To begin the process as an authorized representative in the Clozapine REMS Program, please complete the form below and press Next. All fields listed below
are required unless otherwise indicated.

Authorized Representative Information

| First Name l

| Last Name

| Credentials v

| Email Address

| Phone [ Ext (opt) |

| Fax (opt)

| — Contact Preference - v |

Cancel Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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. Authorized Representative Confirmation 6
CLOZAPINE REMS

e
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Intake  Education  Assessment  Confirmation

Confirmation N T L

button at the top of the page. If you have completed your session for today, simply close your browser.

For additional information about the Clozapine REMS Program, please call 1-844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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6.7 Pharmacy Intake

CLOZAPINE REMS et

S T e e LT P 5 SV el
The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Att&station Confirmation

Pharmacy Intake

To cerlify your pharmacy, please compleie the form below and press Next. Once certified, you will receive a certification confirmation via the contact
preference you selected during your authorized representative intake. All fiekds lisied below are required unless otherwise indicated.

Pharmacy Information
Pharmacy Name

Pha

armacy Type - @

Address

Address 2 (opt)

Phone ‘ | Ext(opt)

Pharmacy Identifiers

NCPDP
DEA (¢ Pt
NPI

Can your pharmacy management system adjudicate claims online?

- Please Select — ~

Cancel Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us

1 — Adjudicate claims online question — This question will be displayed only if the Pharmacy Type selected
on this page is ‘Outpatient Pharmacy’.

Reference |[B@8®@4HMS Website Screen Captures September 2015 Page 73 of 188



CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

6.8 Pharmacy Education ProgramsS
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=LA = | sl Assessment  Confirmation

Education Program

Below is the education program for clozapine. Please review the program materials and press the Next butten to continue. It is estimated that it will take
15 — 20 minutes to complete the Education Program and Knowledge Assessment.

Clozapine and the Risk of Neutropenia: CLOZAPINE REMS

A Guide for Healthcare Providers

Tra Single Shosed System for Clozopine
Mo Blasd, No Dreg"™

1 The Clozapine REMS Program

Clozapine is associated with severe neutropenia (absolute neutrophil count (ANC) less than 500/pL).
The requirements to prescribe, dispense, and receive clozapine are incorporated into a single, shared
program called the Clozapine Risk Evaluation and Mitigation Strategy (REMS) Program. A REMSisa
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.

The Clozapine REMS Program provides a centralized point of access:

1. For prescribers and pharmacies to certify before prescribing or dispensing clozapine
2. Toenroll and manage patients on clozapine treatment

Clozapine is available by prescription as:
» Clozaril® (clozapine) tablets, for oral use
» Fazaclo” (clozapine, USP) orally disintegrating tablets
» Versacloz® (clozapine, USP) oral suspension
» Approved generic equivalents of these products

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

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine
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1 UCR S0 = i Assessment  Confirmation

Education Program Confirmation

You have now completed the Education Program

Please use the Next button below to continue with your certification process. The education program you just completed can always be reviewed again
under your user profile in the top right corner of this site.

Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us

Note: Upon pressing the Next button on the Education Confirmation page, the user will be navigated
through the Knowledge Assessment. KA is shown only once below for all stakeholders except for 6
prescriber designees.
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6.10Pharmacy Attestation — Inpatient Pharmacy

This page includes only the attestation text for the Inpatient Pharmacy from the Clozapine REMS

Pharmacy Enrollment Form.

CLOZAPINE REMS o
“The clo Shan Srstom o rsoplen

g

Pharmacy Attestation

To complete the cerlification for <Pharmmecy Names inlo e Clozapine REMS Program ondine, please review the attestation section below bo provide your
acknowledgement along with signature and signature date.

Allermadively, you may prind your online enroliment form using the prind icon to B right and fax it o the Clozapine REMS Program at 844-404-3375, )

Asan far the 1, Summer Hogan, atest to the following Clazapine REMS Program requiremeants:

Ly my pharmacy to coordinale the aclivilies of the Clozapine REMS Program. | have reviewed
and |

1am the authorized
Clozapine and e Risk of Neulropenia. A Guide for Meallicare Providers and (e F ing
1. Pharmacies must certify in the Clozapine REMS Program to order and dispense clozapine
2. The risk of severe neutropenia associated with clozapine and the Importance of ANC monitaning
3. There is a diferent ANC monitoring algosithm for patients with Benign Ethnic Neutropenia (BEMN)

4. Clozapine manufacturers, their agenis and contractors may contact me to obiain names of our to sunvey on th of
the program requirements for e Clozapine REMS Program
Om behall of the pharmacy, | agree o comply with the following program requirements.
of the Clozapine

5. My pharmacy will establish procedures and protocols that are subject to audit, to help with the req
REMS Program, inciuding the following before dispensing ciozapine:
= All pharmacists and relevant stall involved in dispensing clozapine are rained and a record of the Waining is maintained

« Vienfy the prescriber I certified and the patient Is enrolled in the Clozapine REMS Program
treatment if the ANC Iz abnomal

- Verify the ANC Is current ana or verify the - for
= Fill and dispense no more than the amount of cioZapine NEcessary to freat the patient until the next biood drawiANC of as drecied by the
prescriber

6. My pharmacy will establish procedures and protocols that are subject to audit, to not sell, loan, or transfer any clozaping inventary 1o any other
pharmacy mstitution, distnbutos, of prescriber that is not enralled in the Clozapine REMS Program

7. Pharmacies will renew enroliment in the Clozaping REMS Program every wo years 1o maintain cerification 1o order and dispense clozaping

8. Pharmacies will make avalable (o the clozapi andior a third party or the FDA, ion 1o verily
of, and adnerence to, tne requirements of the Clozapine REMS Program

9 Clozapine REMS Program personnel may contact my pnarmacists to gather information or resolve discrepancies of to provide other nformaban
refated to the Clozapine REMS Program

10. Provide dispensing location information to the Clozapine REMS Frogram
11. | will not share my cregentiats for the Clozapine REMS Program website or allow ofhers ta sign Inta the webslite using my credentials

12, Inpatient pharmacies are not required to obtain a P (PDA) prior § clozapine,

Before dispensing clozaping 1o an inpatient for the first time, the inpatient pharmacies must:
= Vanty the prescriber is certified in the Clozapine REMS Program
« Verify the patient is enrolled in the Clozapine REMS Program

Before digpensing cinzaping io an inpatient for the first time, the inpatient pharmacies must:
1. 2ign in Into the Clozapine REMS Erogram website at www Clozapinerems. com, or
2. Call the: Clozapine REMS Program contact center al 844-267-86T8
Inpatient pharmAcies must verfy the ANC or prescriber’s authonzation for a patient 1o continue clozapine treatment in one of hree ways:
1. By signing inlo e Clozapine REMS Program websile al wiw, CIozapuerenrs, com
2. By calling the Clocapine REMS Program contacl cenler al 844-26T-8678
3. By reviewing the patient's medical record in their hospital's medical record system

Prescribers or teir designee(s) must submil ANC to the Clozapine REMS Program within 7 days of blood draw.

By checking this ko, | agree to the responsibiities ouwtlined above and hereby state that all of the information | have submitted is truthful and accurate.

ez

For additional infor ion about the C pine REMS Prog , please call 844-267-8678.

PFrivacy | Terms of Use | Sile Map | FAQs | Contact Us
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. Pharmacy Atte tation — Outpatient Pharmacy

This page includes only the attestation text for the Outpatient Pharmacy from the Clozapine REMS

Pharmacy Enrollment Form. 6

CLOZAPINE REMS

S
The Single Shared System for Clozapine

No Bloed, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Pharmacy Attestation

To complete the certification for <Pharmacy Name> into the Clozapine REMS Program online, please review the attestation section below to provide your

acknowledgement along with signature and signature date.
Alternatively, you may print your online enroliment form using the print ican to the right and fax it to the Clozapine REMS Program at 844-404-8676. =l

As an authorized representative responsible for the pharmacy, |, Summer Hogan, attest to the following Clozapine REMS Program requirements:

1 am the authorized representative designated by my pharmacy to coordinate the activities of the Clozapine REMS Program. | have reviewed
Clozapine and the Risk of Netropenia: A Guide for Healthcare Providers and the Prescribing Information and | understand:
1. Pharmacies must certify in the Clozapine REMS Program to order and dispense clozapine
2. The risk of severe neutropenia associated with clozapine and the importance of ANC menitoring
3. There is a different ANC monitoring aigorithm for patients with Benign Ethnic Neutropenia (BEN)
4. Clozapine manufacturers, their agents and contractors may contact me to obtain names of our pharmacists to survey on the effectiveness of
the program requirements for the Clozapine REMS Program

On behalf of the pharmacy, | agree to comply with the following program requirements:
5. My pharmacy will establish procedures and protocols that are subject to audit, fo help ensure compliance with the requirements of the Clozapine
REMS Program, including the following before dispensing clozapine:
All pharmacists and relevant staff involved in dispensing clozapine are trained and a record of the training is maintained
Verify the prescriber is certified and the patient is enrolled in the Clozapine REMS Program
Verify the ANC is current and acceptable or verify the prescriber’s authorization for continuing clozapine treatment if the ANC is abnormal
Fill and dispense no more than the amount of clozapine necessary to treat the patient until the next blood draw/ANC or as directed by the

prescriber
6. My pharmacy will establish procedures and protocols that are subject fo audit, fo not sell, loan, or transfer any clozapine inventory to any other
pharmacy institution, distributor, or prescriber that is not enrolled in the Clozapine REMS Program
7. Pharmacies will renew enroliment in the Clozapine REMS Program every two years to maintain certification to order and dispense clozapine
8. Pharmacies will make available to the clozapine manufacturers and/or a designated third party or the FDA, documentation to verify understanding
of, and adherence to, the requirements of the Clozapine REMS Program
9. Clozapine REMS Program personnel may contact my pharmacists to gather information or resolve discrepancies or to provide other information
related to the Clozapine REMS Program
10. Provide dispensing location information to the Clozapine REMS Program
11. 1 will not share my credentials for the Clozapine REMS Program website or allow others to sign into the website using my credentials
2. Outpatient Pharmacies must obtain a Predispense Authorization (PDA) before dispensing clozapine products to a patient to ensure compliance
with the required safe use conditions. You are confirming that your pharmacy management system CANNOT support electronic communication
with the Clozapine REMS Program and you will access the Clozapine REMS Program website or call the Clozapine REMS Program contact
center to confirm safe use conditions (as outlined in aftestation #5) before dispensing each clozapine prescription. A complete Predispense
Authorization request requires the pharmacist to identify a unique patient, provide dispense information, and provide the prescriber's NP or DEA.

_| By checking this box, | agree to the responsibilities outlined above and hereby state that all of the information | have submitted is truthful and accurate.

o oo |

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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The Single Shared System for Clozapine
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. 2Pha mac Att station — Outpati nt Pha mac

with Adjudication

This page includes only the attestation text for the Outpatient Pharmacy from the Clozapine REM®$

Pharmacy Enrollment Form.

Summer Hogan +
CLOZAPINE REMS
The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Intake  Atlestation
Pharmacy Attestation

To complete the certification for <Pharmacy Name> into the Clozapine REMS Program online, please review the attestation section below fo provide your

acknowledgement along with signature and signature date
Alternatively, you may print your online enroliment form using the print icon to the right and fax it to the Clozapine REMS Program at 844-404-3676. =

As an authorized representative responsible for the pharmacy, I, Summer Hogan, attest to the following Clozapine REMS Program requirements:

I am the authorized representative designated by my pharmacy to coordinate the activities of the Clozapine REMS Program. | have reviewed
Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers and the Prescribing Information and | understand:

1. Pharmacies must certify in the Clozapine REMS Program to order and dispense clozapine

2. The risk of severe neutropenia associated with clozapine and the importance of ANC monitoring

3. There is a different ANC monitoring algorithm for patients with Benign Ethnic Neutropenia (BEN)

4. Clozapine manufacturers, their agents and contractors may contact me to obtain names of our pharmacists to survey on the effectiveness of

the program requirements for the Clozapine REMS Program

On behall of the pharmacy, | agree to comply with the following program requirements:

5. My pharmacy will establish procedures and protocols that are subject to audit, to help ensure compliance with the requirements of the Clozapine
REMS Program, including the following before dispensing clozapine:

All pharmacists and relevant staff involved in dispensing clozapine are trained and a record of the fraining is maintained

Verify the prescriber is certified and the patient is enrolled in the Clozapine REMS Program
Verify the ANC is current and acceptable or verify the prescriber’s authorization for continuing clozapine treatment if the ANC is abnormal
Fill and dispense no more than the amount of clozapine necessary to treat the patient until the next blood draw/ANC or as directed by the

prescriber
6. My pharmacy will establish procedures and protocols that are subject to audit, to not sell, loan, or transfer any clozapine inventory to any other
pharmacy institution, distributor, or prescriber that is not enrolled in the Clozapine REMS Program
7. Pharmacies will renew enroliment in the Clozapine REMS Program every two years to maintain certification to order and dispense clozapine
8. Pharmacies will make available to the clozapine manufacturers and/or a designated third party or the FDA, documentation to verify understanding
of, and adherence to, the requirements of the Clozapine REMS Program
9. Clozapine REMS Program personnel may contact my pharmacists to gather information or resolve discrepancies or to provide other information
related to the Clozapine REMS Program
0. Provide dispensing location information to the Clozapine REMS Program
11. 1 will not share my credentials for the Clozapine REMS Program website or allow others to sign into the website using my credentials
‘2. Outpatient Pharmacies must obtain a Predispense Authorization (PDA) before dispensing clozapine products to a patient to ensure compliance
with the required safe use conditions. You are confirming that your pharmacy management system CAN support electronic communication with
the Clozapine REMS Program using established telecommunications standards. Clozapine will be dispensed only after obtaining electronic
authorization for all clozapine prescriptions, including cash claims, through your pharmacy management system. As part of your certification
process, you will receive instructions through the contact preference indicated in the authorized representative information section on how to
submit test transactions to the Clozapine REMS Program. This is to ensure that your pharmacy management system has been successfully

configured to allow for communication with the Clozapine REMS Program.

By checking this box, | agree o the responsibilities outlined above and hereby state that all of the information | have submitted is truthful and accurate.

st name (s ‘ ‘ Signature

=E T

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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6.13Pharmacy Confirmation

This page will be available for:

1. Inpatient Pharmacies
2. Outpatient Pharmacies who cannot adjudicate claims online 8

CLOZAPINE REMS et

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Intake  Attestation  Confirmation

Certification Confirmation o B WL

v Your pharmacy is now certified in the Clozapine REMS Program.

Below is your Clozapine REMS Program Certification ID. Please retain this information for your records.
Certification ID: FAC123456789 =
To add additional pharmacies or manage your pharmacies, please use the My Dashboard button at the top of the page.

Please download the Education Program, Knowledge Assessment, and Knowledge Assessment Answer Guide from your Profile page. These tools should
be used to train all pharmacists and relevant staff involved in dispensing clozapine. A record of the training must be maintained for future review by the

Clozapine REMS Program.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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6 14Pharmacy Test Transactions

This page will be available for:

1. Outpatient Pharmacies who can adjudicate claims online .
2. Chain Pharmacy Headquarters

CLOZAPINE REMS

et
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Intake  Aftestation  Confirmation

Pharmacy Test Transactions

" Thank you! Your enrollment form was successfully submitted.

To complete the final step in your certification process, you must now successfully perform a software validation test to verify your pharmacy
management system. This will ensure that your pharmacy management system has been successfully configured to allow communication with

the Clozapine REMS Program.

You will soon receive a communication via your contact preference with instructions on how to submit test transactions to the Clozapine REMS Pharmacy

Program.

To download the instructions now, please use the Downlead Instructions link below. After successful completion of the test transactions and validation
of all required identifiers, you will be notified of your certification in the Clozapine REMS Program through your contact preference

= .
. Download Instructions

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Pﬁval:y | Terms of Use | Site Map | FAQs | Contact Us
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7 hain Rharmacy Certification

7 1 Chain Headquarters Identification.
CLOZAPINE REMS N

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources |Important Safety Information  Support

Chain Headquarters Identification

Please enter the REMS Chain ID assigned to your chain below and press Search. If you do not know your REMS Chain ID please contact the Clozapine

REMS Program at 844-267-8678.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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7 2 Chain Headquarters Identification Results .

CLOZAPINE REMS e

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Chain Headquarters Identification

Please enter the REMS Chain ID assigned to your chain below and press Search. If you do not know your REMS Chain ID please contact the Clozapine
REMS Program at 844-267-8678.

The chain headquarters associated with the REMS Chain 1D provided is participating in the Clozapine REMS Program. Press Next to continue.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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.3 Chain Authorized Representative Intake 7
CLOZAPINE REMS e
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Educaﬂon Assessment  Confirmation

Authorized Representative Intake

To begin the process as an authorized representative in the Clozapine REMS Program, please complete the form below and press Next. All fields listed below
are required unless otherwise indicated.

| REMS Chain ID |

Authorized Representative Information

| First Name |

| Last Name |

| Credentials v |

‘ Email Address |

| Phone || Ext (opt) |

| Fax (opt) |

| - Contact Preference — = ‘

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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.4 Chain Pharmacy Education Program?7

CLOZAPINE REMS s

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

=LA = | sl Assessment  Confirmation

Education Program

Below is the education program for clozapine. Please review the program materials and press the Next butten to continue. It is estimated that it will take
15 — 20 minutes to complete the Education Program and Knowledge Assessment.

Clozapine and the Risk of Neutropenia: CLOZAPINE REMS

A Guide for Healthcare Providers

Tra Single Shosed System for Clozopine
Mo Blasd, No Dreg"™

1 The Clozapine REMS Program

Clozapine is associated with severe neutropenia (absolute neutrophil count (ANC) less than 500/pL).
The requirements to prescribe, dispense, and receive clozapine are incorporated into a single, shared
program called the Clozapine Risk Evaluation and Mitigation Strategy (REMS) Program. A REMSisa
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.

The Clozapine REMS Program provides a centralized point of access:

1. For prescribers and pharmacies to certify before prescribing or dispensing clozapine
2. Toenroll and manage patients on clozapine treatment

Clozapine is available by prescription as:
» Clozaril® (clozapine) tablets, for oral use
» Fazaclo” (clozapine, USP) orally disintegrating tablets
» Versacloz® (clozapine, USP) oral suspension
» Approved generic equivalents of these products

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

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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7 5 Chain Pharmacy Education Confirmation.

CLOZAPINE REMS e

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

T G =GR =l (T L0 P Assessment  Review  Aftestation  Finish

Education Program Confirmation

You have now completed the Education Program

Please use the Next button below to continue with your certification process. The education program you just completed can always be reviewed again
under your user profile in the top right corner of this site.

Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us

Note: Upon pressing the Next button on the Education Confirmation page, the user will be navigated
through the Knowledge Assessment. KA is shown only once below for all stakeholders except for
prescriber designees.

Note: Attestation will occur at the pharmacy level during the Certify Headquarters process. .
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.6 Chain Authorized Representative Confirmation 7
CLOZAPINE REMS -
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Intake  Education  Assessment  Confirmation

Confirmation N T L

" You have successfully completed the required authorized representative training.

If you are ready to enroll your headquarters now please use Certify Headguarters. If you have completed your session for today, simply close your browser.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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. Chain Pharmacy Headquarters Intake
CLOZAPINE REMS

e
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Aftestation  Confirmation

Chain Pharmacy Headquarters Intake

To certify your headquarters, please complete the form below and press Next. Once certified, you will receive a certification confirmation via the contact
preference you selected during your authorized representative intake. All fields listed below are required unless otherwise indicated.

Headquarters Information

| Chain Name |

| Address 2 (opt) |

o |

| - State - » Zip Code

m

I Phone |‘ xt (opt) |

!- Fax |

Cancel Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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7 8 Chain Pharmacy Headquarters Attestation .
CLOZAPINE REMS e

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Intake  Attestati

Chain Pharmacy Headquarters Attestation

To complete the certification for Rite Aid into the Clozapine REMS Program online, please review the attestation section below to provide your
acknowledgement along with signature and signature date

Alternatively, you may print your online enroliment form and fax it to the Clozapine REMS Program at 844-404-8876. =

As the authorized representative responsible for this chain headquarters, |, Summer Hogan, attest to the following Clozapine REMS program requirements:

1 am the authorized representative designated by this chain headquarters to coordinate the activities of the Clozapine REMS Program. | have reviewed
Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers, the Prescribing Information, and | understand

- Pharmacies must certify in the Clozapine REMS Program to order and dispense clozapine

- The risk of severe neutropenia associated with clozapine and the importance of ANC monitoring

- There is a different ANC monitoring algorithm for patients with Benign Ethnic Neutropenia (BEN)

- Clozapine manufacturers, their agents and contractors may contact me to obtain names of our pharmacists to contact them via phone, mail, or
email to survey on the effectiveness of the program requirements for the Clozapine REMS Program

On behalf of the pharmacy, | agree to comply with the following program requirements:

. My pharmacy will establish procedures and protocols that are subject to audit, to help ensure compliance with the safe use conditions required in
the Clozapine REMS Program, including the following, before dispensing clozapine:
- All pharmacists and relevant staff involved in dispensing clozapine are trained and a record of the training is maintained
- Through electronic communication with the Clozapine REMS Program using established telecommunications standards, my pharmacy will
dispense clozapine to each patient only after obtaining authorization by electronically verifying documentation of the following:
- Prescriber is certified in the Clozapine REMS Program
- Pharmacy is certified in the Clozapine REMS Program
- Patient is enrolled in the Clozapine REMS Program
- The ANC is current and acceptable or the prescriber has authorized continuing treatment if the ANC is abnormal
- This information will be verified by processing all clozapine prescriptions, including cash claims, through the pharmacy management system
- Fill and dispense no more than the amount of clozapine necessary to freat the patient until the next blood draw/ANC or as directed by the
prescriber

[

. My pharmacy agrees not to sell, loan, or transfer any clozapine inventory to any other pharmacy institution, distributor, or prescriber that is not
enrolied in the Clozapine REMS Program, and will establish procedures and protocols to support these requirements that are subject to audit

1=

Pharmacies will renew enroliment in the Clozapine REMS Program every two years to maintain certification to order and dispense clozapine.

i

Pharmacies will make documentation available to the clozapine manufacturers and/or a designated third party or the FDA to venfy understanding
of, and adherence to, the requirements of the Clozapine REMS Program

3

. Clozapine REMS Program personnel may contact pharmacists in my pharmacy to gather information, resolve discrepancies, or to provide other
information related to the Clozapine REMS Program

@

. For each trained dispensing location provide the following information (Pharmacy Name, NCPDP or NP1 or DEA, Address, Phone, Fax, Email,
Store Number, and Responsible Pharmacist name)

~

- L will not share my credentials for the Clozapine REMS Program website or allow others to sign into the website using my credentials

_| By checking this box, | agree to the responsibilities outlined above and hereby state that all of the information | have submitted is truthful and accurate.

N

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us

Reference |Bi@&80®845 MS Websit Scr n Captur s S pt mb r 2015 Pag 880 188.



CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

.9 Pharmacy Test Transactions

At this point in th chain pharmacy proc ss, th authoriz d r pr s ntativ must compl t
t st transactions prior to b ing “Certified” in th program. Onc th y finishth t st
transactions th y will hav th ability to acc ss th ir Dashboard pag and add a chain
stor . 7

Summer Hogan «

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Intake  Aftestation  Confirmation

Pharmacy Test Transactions

" Thank you! Your enroliment form was successfully submitted.

To complete the final step in your certification process, you must now successfully perform a software validation test to verify your pharmacy
management system. This will ensure that your pharmacy management system has been successfully configured to allow communication with
the Clozapine REMS Program.

You will soon receive a communication via your contact preference with instructions on how to submit test transactions to the Clozapine REMS Pharmacy
Program.

To download the instructions now, please use the Download Instructions link below. After successful completion of the test transactions and validation
of all required identifiers, you will be notified of your certification in the Clozapine REMS Program through your contact preference

= <
-z Download Instructions

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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.10Chain Pharmacy Store Intake 7

CLOZAPINE REMS

——
The Single Shared System for Clozapine

No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources |Important Safety Information  Support

Chain Pharmacy Store Intake

To certify your chain pharmacy store, please complete the form below and press Next. Once the store is certified, you will receive a certification confirmation
via the contact preference you selected during your authorized representative intake. All fields below are required unless otherwise indicated.

Pharmacy Information

| Pharmacy Name |

| Address |

| Address 2 (opt) |

| City |

[ —state— v | [ zipCode |

| Phone || Ext(opt) |
| Fax |

| —Training Status-- v

Pharmacy Ildentifiers

[ NcPDP |

Please provide at least one:

Cancel Submit

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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.11Chain Pharmacy Store Confirmation 7
CLOZAPINE REMS B
The Single Shared System for Clozapine

No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources |Important Safety Information  Support

Chain Store Confirmation

" The chain pharmacy store has been successfully added.

To add ancther store, please use the Add Store button below.

Add Store My Dashboard

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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P harmacy Staff Enrollment 8

.1 Pharmacy Search

CLOZAPINE REMS

v
T et o e
The Single Shared System for Clozapine

No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources |Important Safety Information  Support

Intake  Aftestaion  Finish

Pharmacy Search

To identify the pharmacy you represent, please complete the fields below and press Search. Once you are able to access your dashboard, you will be
able to associate to additional pharmacies. All fields listed below are required unless otherwise indicated.

Pharmacy Information (at least one identifier is required):

and

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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8.2 Pharmacy Search Results 8

CLOZAPINE REMS et

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources |Important Safety Information  Support

Intake  Aftestation  Finish

Pharmacy Search

To identify the pharmacy you represent, please complete the fields below and press Search. Once you are able to access your dashboard, you will be

able to associate to additional pharmacies. All fields listed below are required unless otherwise indicated.

Pharmacy Information (at least one identifier is required):

10001 and DEA NPI 3456789

If the search resulis have returned your record, please highlight the row and press Submit. If you do not see your record, please try your search again or

contact the Clozapine REMS Program for assistance.

Pharmacy Name Pharmacy Address Pharmacy Phone

Cvs 423 Main Street, Tampa FL 33614 H55-655-65655

Showing 1of 1 e

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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8.3 Pharmacy Staff Intake 8

CLOZAPINE REMS

——
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

il L CIlp Attestation  Finish

Pharmacy Staff Intake

To enroll as a pharmacy staff in the Clozapine REMS Program, please complete the form below and press Next. Once enrolled, you will receive an
enrollment confirmation via your contact preference. All fields listed below are required unless otherwise indicated.

Pharmacy Staff Information

| First Name |

i_ Last Name |

| Email Address |

|- Phone | : Ext (opt) !
! Fax (opt) |
i - Contact Preference — v |

Cancel Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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.4 Pharmacy Staff Attestation 8

CLOZAPINE REMS et

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Start  Infake  Attestation
Pharmacy Staff Attestation

To complete the pharmacy staff enroliment for Summer Hogan into the Clozapine REMS Program online, please review the attestation section below
to provide your acknowledgement along with signature and signature date.

As a pharmacy staff, | attest o the following Clozapine REMS Program requirements:
Pharmacy Staff can access the Clozapine REMS Program online to do the following:
+ Enter an ANC for a patient
+ Verify a prescriber is certified in the Clozapine REMS Program
= Verify a patient is enrolled in the Clozapine REMS Program
+ Obtain a Predispense Authorization (PDA) (Inpatient Pharmacies do not have to obtain a PDA)

For online access to perform the above tasks, you must enroll by creating an account.

By enrolling, you agree not to share your credentials for the Clozapine REMS Program website or allow others to sign into the website using your

credentials.

As part of your enroliment, you must select the certified pharmacy location(s) where you fill and/or dispense clozapine. It is your responsibility to

update this information as necessary.

_| By checking this box, | hereby state that all of the information | have submitted is truthful and accurate.

Signature: Must match First and Last name (s ‘ ‘ Signature Date ‘

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Tenms of Use | Site Map | FAQs | Contact Us
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8.5 Pharmacy Staff Confirmation 8

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources

SumiiEr Hogay My Dashboard

Important Safety Information  Support

Start  Infake  Aftestation  Finish

Enroliment Confirmation o B ML

+ You have now enrolled in the Clozapine REMS Program.

Below is your Clozapine REMS Program Enroliment ID. Please retain this information for your records.

Enrollment ID: HCP123456789

To return to your dashboard for other activities, please use the My Dashboard button at the top of the page. If you have completed your session for today,

simply close your browser.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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9K nowledge Assessfient

The Knowledge Assessment pages below are for prescribers, prescriber designees, and authorized

representatives.
9.1 Knowledge Assessmfient Landing Page 8

CLOZAPINE REMS o

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Start  Intake  Education  Assessment aETI= MUl B Ty Tk |

Knowledge Assessment

You are now going to review questions that will test your knowledge of appropriate use and administration of clozapine. To be a certified prescriber in the
Clozapine REMS Program you will need to answer ALL questions correctly. Please select the best option for each question.

You will have a maximum of six attempts to pass the assessment. After three unsuccessful attempts, the education pregram is required to be reviewed

again before retaking the knowledge assessment. After six unsuccessful attempts, your access to retake the knowledge assessment will be suspended
and you will need to contact the Clozapine REMS Program to reinstate your ability to complete the knowledge assessment.

Start Assessment

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment

QUESTION 1

All clozapine products are only available under the shared Clozapine REMS Program.

O A. True
) B. False

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment

QUESTION 2

Clozapine is associated with severe neutropenia.

O A. True
) B. False

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment

QUESTION 3

Severe neutropenia is defined as:

) A. Awhite blood cell count (WBC) less than 2000/uL

) B. An absolute neutrophil count (ANC) less than 1000/uL
() C. An absolute neutrophil count (ANC) less than 500/uL
) D. None of the above

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment

QUESTION 4

Before initiating treatment with clozapine:

() A. Abaseline absolute neutrophil count (ANC) must be at least 1000/uL for a patient with documented Benign Ethnic Neutropenia (BEN)

() B. Abaseline absolute neutrophil count (ANC) must be at least 1500/l for a patient who is part of the General Population (j.e., the patient does not
have BEN)

() C. Abaseline absolute neutrophil count (ANC) is not necessary
() D. BothAand B

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment

QUESTION 5

Before clozapine is dispensed to a patient, a prescriber must:

. Determine if the patient has Benign Ethnic Neutropenia (BEN)

. Enroll the patient in the Clozapine REMS Program

. Educate the patient/caregiver about the risk of severe neutropenia

. Order blood work to obtain ANC

. Review the ANC result and provide it into the Clozapine REMS Program
- All of the above

mmo O @m >

Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment

QUESTION 6

For outpatients, prescribers must report the ANC to the shared Clozapine REMS Program before the patient can be dispensed clozapine.

) A. True
) B. False

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education  Assessment

Knowledge Assessment

QUESTION 7

Before pine can be disp a pharmacist must:

A Verify the prescriber is certified in the shared Clozapine REMS Program
' B. Verify the patient is enrolled in the shared Clozapine REMS Program

O ©. For outpatients - verify the ANC is acceptable or verify the prescriber authorized continuing treatment if the ANC is abnormal by obtaining

a pre-dispense authorization from the Clozapine REMS Program

' D. Forinpatients - verify the ANC is acceptable or verify the prescriber authorized continuing treatment if the ANC is abnormal by accessing

the Clozapine REMS Program or by accessing the ANC through the hospital's medical record system
) E. All of the above

For additional information about the Clozapine REMS Program, please call 844-267-8678
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Intake  Education Assessment

Knowledge Assessment

QUESTION 8

How much clozapine can be dispensed?

. A 30 day supply
- A 90 day supply

. As much as the patient wants or the insurance will pay for

o0 m P

. It depends when the patient's next blood draw is according to the monitoring requirements. Dispense enough medication fo treat the patient with
clozapine until the next blood draw/ANC or as directed by the prescriber

Next
For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment

QUESTION 9

Regarding patients with benign ethnic neutropenia (BEN), which of the following statements are true?

() A. Patients with BEN have a different clozapine treatment algorithm and monitoring requirements
() B. Patients with BEN are healthy and do not suffer from repeated severe infections
() C. Patients with BEN are NOT at increased risk for developing clozapine-induced neutropenia

() D. Before starting clozapine, additional evaluation may be needed to determine if baseline neutropenia is due to BEN. Hematology consultation
may be necessary

() E. All of the above statements are true

Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment

QUESTION 10

If a new patient’s baseline ANC is within the normal range, how should the ANC monitoring schedule proceed?

) A WeekKly from initiation to discontinuation of therapy

) B. WeekKly from initiation to 6 months; every 2 weeks from 6 to 12 months; monthly after 12 months
() €. Monthly from initiation to discontinuation of therapy

) D. No additional ANC monitoring is required if the patient's baseline ANC is within the normal range

Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us

Reference |0i1@&81®845 MS Websit Scr n Captur s S pt mb r 2015 Pag 107 o 188



CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

91 KAQu stonll

CLOZAPINE REMS et

i e e e e T R e T P A
The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Intake  Education Assessment

Knowledge Assessment

QUESTION 11

If a patient’s ANC indicates mild neutropenia, which of the following statements is true?

) A. ANC monitoring should be conducted three times weekly until ANC = 1500/uL if the patient is part of the General Population (i.e., if the patient does
not have Benign Ethnic Neutropenia (BEN))
) B. Mild neutropenia is within the normal range for a patient with BEN

) C. Ifthe patient has BEN, ANC monitoring should be conducted: weekly from initiation to 6 months; every 2 weeks from & to 12 months; monthly after
12 months

) D. All of the above

Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment

QUESTION 12

If a patient’s ANC indicates moderate neutropenia, which of the following statements is true?

() A. Treatment should be continued regardiess of whether the patient is part of the General Population or has Benign Ethnic Neutropenia (BEN)
() B. Ifthe patient is part of the General Population (i.e., if the patient does not have BEN), interrupt therapy and conduct ANC monitoring: daily until
ANC = 1000/uL; three times weekly until ANC = 1500/pL; weekly for 4 weeks; then return to the patient’s last “Normal Range” ANC monitoring interval

() C. The ANC monitoring schedule is the same regardless of whether the patient is part of the General Population or has BEN
() D. None of the above

Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment

QUESTION 13

If a patient’s ANC indicates severe neutropenia, which of the following statements is true?

() A. Treatment should be interrupted regardless of whether the patient is part of the General Population or has Benign Ethnic Neutropenia (BEN) and
a hematology consultation should be considered; resume treatment only if the prescriber determines that the benefits of clozapine therapy outweigh
the risks

() B. Ifthe patient is part of the General Population (i.e., if the patient does not have BEN), interrupt treatment and conduct ANC monitoring: daily until
ANC = 1000/uL; three times weekly until ANC = 1500/pL

() C. The patient may still be rechallenged with clozapine at the discretion of the prescriber

() D. All of the above

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment Results

+ You have now completed the assessment.

You answered all the questions correctly and have passed the assessment. Please press the Next button to complete your certification.

Knowledge Assessment Code: 1422-FEAF-EES7 =

QUESTION 1

All clozapine products are only available under the shared Clozapine REMS Program.
v A True

QUESTION 2

Clozapine is associated with severe neutropenia.
v A True

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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Intake  Education Assessment

Knowledge Assessment Results

You did not pass the Knowledge Assessment.

Below is a summary of your responses. We recommend you review the Education Program again before you attempt to retake the Knowledge Assessment.
Once you feel your review is complete, please use the Retake Assessment button below to begin your assessment again.

QUESTION 1

All clozapine products are only available under the shared Clozapine REMS Program.
v A True

QUESTION 2

Clozapine is associated with severe neutropenia.
X A False

ATTEMPT
[1]2]3]4 [ENS Retake Assessment

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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0. Patient Enroliment 1

0. PatientIntake

CLOZAPINE REMS

v
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The Single Shared System for Clozapine

No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

IS | EUCHl Lab Info  Finish

Patient Intake

To enroll your patient in the Clozapine REMS Program, please complete the form below and press Next. Once the patient enrolliment is complete, you will
receive an enroliment confirmation via your contact preference. All fields listed below are required.

Patient Information

i First Name |

| Last Name |

| Date of Birth (MM/DD/YYYY) |

| Zip Code |
| — Gender -- v |
— —
| — Race — v
=
! — Patient Group - | (7]

Does the patient have Benign Ethnic Neutropenia (BEN)?

— Please Select - ¥

Cancel Next

For additional information about the Clozapine REMS Program, please call 844-267-8678

Privacy | Terms of Use | Site Map | FAQs | Contact Us

Reference I01@&819845 Websit Scr n Captur s S pt mb r 2015 Pag 1130 188



CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

0.2 Patient Lab Intake 1

CLOZAPINE REMS et

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Start  Intake  Lab Info

Lab Information

The Treatment Status and Monitoring Frequency for the patient have been defaulted based on program rules. If you need to change the values you may do
so in the fields provided below. Additionally, if you have lab information you may enter it now; otherwise, please press Next to continue.

™~ Mike Jones

Lab Entry

Current | Highest

ANC value (per pL)

S Blood Draw Date None None None
EI
—— ANC value (per pL) o Nene None None
Treatment Status
Pretreatment v ‘
Monitoring Freguency
v
Cancel Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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No Blood, Mo Drug™ Home Prescriber Pharmacy Patieni Resources Important Safety Information  Support

Start  Intake Lab Info

Lab Information

The Treatment Status and Monitoring Frequency for the patient have been defaulted based on program rules. If you need to change the values you may do
so in the fields provided below. Additionally, if you have lab information you may enter it now, otherwise, please press Next to continue.

= Mike Jones

Lab Entry

Current | Highest

ANC value (per pyL)
— Blood Draw Date None None None

| 660 &
. S ANCvalue (perpl) @ nNome  Nome  None

Blood Draw Date

| 04/30/2015

Modify Lab

Treatment Status

{Active v

Treatment Rationale Treatment Rationale Duration

Select - ‘ iMTu'l.'DF'-.-"Y"r"r"r’ '

j -- Please

Monitoring Frequency

Weekly -

| 1 attest that this patient is terminally ill/in hospice care and monitoring can be reduced per the label.

Cancel Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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0.4 ANC Calculator

ANC Calculator x

WBC count (x10°/mm?®) Segs (%) Bands (%) ANC value (per L)

| ] L] | |

WBC count (x10%/mm?) Neutrophils (%) ANC value (per L)

Clear Calculate
NOTE:

For WEC count, data should be entered in decimal format (a value of 4,300 should be entered as 4.3).
For Segs, Bands, or Neutrophils, data should be entered without percent sign (20% should be entered as 20).
If the ANC value is populated with a value, the same value is populated in the ANC value field on the form.

Source: Mosby's Diagnostic and Laboratory Test Reference, 6th ed. 2003, White blood cell count and differential, page 942.
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11 1 Prescriber Profile.

CLOZAPINE REMS T

The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support
My Profile
My Information m
First Name / Ml ‘ Summer | | A |
Last Name ‘ Hogan |
Credentials ‘ M.D ¥ |
Clinic / Practice Name ‘ Joey's Clinic |
Address ‘ 1 Main Street |
Address 2 ‘ Suite 123 |

City ‘N@wvork |

State / Zip Code ‘ NY v |

11001 |

Phone / Ext \555-555-5555 H Ext (opt) \

Fax | 555-555-4444 |

Contact Preference ‘ Email ‘I

DEA | AB123456789 |

NPl | 123456789 |

My Certification

Certification ID: HCP123456780 =

i,
4= Education Program

Cancel Save

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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——
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

My Profile

My Information Edit
First Name | Summer |
Last Name | Hogan |
Phone /Ext | 555-555-5555 || Extiopt) |
Fax | 555-555-4444 |
Contact Preference | Email v |
My Certification
Certification ID: HCP 123456789 =
ﬂi Education Program
5 [

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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CLOZAPINE REMS B
The Single Shared System for Clozapine

No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

My Profile

My Information Eait
First Name | Summer |
Last Name | Hogan |
Credentials | R.PH vl
Phone /Ext | 555-556-5555 || Ext(opt) |
Fax | 555-555-4444 |
Contact Preference | Email v|
[ B
-= Education Program
-
= Knowledge Assessment
-
“= Knowledge Assessment Answer Guide
Cancel | Save i

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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11 4 Chain Authorized Representative Profile

CLOZAPINE REMS

Summer Hogan » My Dashboard
e S ek o e
The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

My Profile

My Information Eait
First Name | Summer |
LastName | Hogan |
Position / Title | R.PH v
Phone / Ext | 555-565-5565 || Ext(opt) |
Fax | 555-555-4444 |
Contact Preference | Email v

i
-= Education Program

Cancel | Save

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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11 5 Chain Headquarters Profile

The chain authorized representative will have two options via the drop down next to the signed in users .
name at the top of every page; one for My Profile (authorized representative profile above) and Chain
Headquarters Profile (below).

CLOZAPINE REMS S

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

My Profile

My Information Edit
- | - 1
First Name | Summer |
| 1
Last Name | Hogan |
Position/Title | R.PH v |
Phone / Ext | 555-555-5555 || |
Fax | 555-555-444 |
Contact Preference | Email v ‘
Chain Name | Life Pharmacy |
Address | 1234 W Scottsdale Rd |
Address 2 | 25 |
Cit | Scottsdale |
State/Zip | AZ v| 85251 |
Phone /Ext | 555-555-5555 | | |
Fax | 556-555-4444 |
i ]
Chain ID | €00106 |
My Certification

Certification ID: FAC258523458 =

-,
“= Education Program

Cancel Save

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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.6 Pharmacy Staff Profile 1

jan « My Dashboard

My Profile

My Information

First Name [ Summer ]

Last Name [ Hogan l

Phone /Ext | 655-566-5555 || Exteopt) |

Fax | 565-555-4444 v

Contact Preference [ Email ]

My Enroliment

Enrollment ID: HCP123456789 =k
oo

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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2. Change Username
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The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Change Username

To change your username, please provide your new username below. The information you provide for your username must be unigue within the Clozapine
REMS Program website

Username
| Use Email Address as Username C Suggest Usemame

Change Password
Change Email Address

Cancel Save

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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1 . Change Username Confirmation 2
CLOZAPINE REMS -
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Change Username

+ Your username has been successfully saved.

To change your username, please provide your new username below. The information you provide for your username must be unigue within the Clozapine
REMS Program website.

Username

|| Use Email Address as Username = Suggest Usemame

Change Password
Change Email Address

Cancel Save

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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2.3 Change Password 1

Change Password

To change your password, please complete the fields below.

‘ Qld Password ‘

‘ New Password ‘

‘ Confirm Password ‘

=

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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2.4 Change Password Confirmation 1

Change Password

& Your password has been successfully saved.

To change your password, please complete the fields below.

‘ Old Password ‘

‘ New Password ‘

‘ Confirm Password ‘

Cl Usermame
Change Email Address

Sancdl

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

1 .5 Change Email Address 2

My Dashboard

Change Email Address

To change your email address, please complete the fields below.

[ Email Address l

‘ Confirm Email Address ‘

Change Username
Change Password

oo

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

2.6 Change Email Address Confirmation 1

CLOZAPINE REMS e

The Single Shared System for Clozapine

No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Change Email Address

" Your email address has been successfully updated. A verification email has been sent to
<email address>. Please use the link within the email to confirm this change.

To change your email address, please complete the fields below.

| Email Address |

| Confirm Email Address |

Change Usemame
Change Password

Cancel Save

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

13. Patient Groups

13.1 Manage Groups

CLOZAPINE REMS o

The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support
Manage Groups
The table below contains all of your patient groups. If you need to add a new patient group, Add Group Search Q

please use the Add Group button.

Group Name Actions

I
Group A — Please Select — v
Group B - Please Select - v

My Dashboard

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | TermsofUse | Site Map | FAQs | Contact Us

The manage groups page will include a list of all groups the prescriber or designee has
created for themselves. The actions the prescriber and designee can take are:

1 - Add Group - will take the user to the Add Group page
2 - Change Group Name - will take the user to the Edit Group page

2 - Remove Group - will take the user to the Remove Group page
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

3.2 Add Group 1

My Dashboard

Add Group

To add a new group, please specify the group name below and press Submit. You can add a patient to the group by accessing the patients profile.

Group Name ‘

oo

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

3.3 Change Group Name 1

My Dashboard

Change Group Name

To change the group, simply edit the group name in the field below and press Submit.

Group Name | Group A

=

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

3.4 Remove Group 1

My Dashboard

Remove Group

To remove the group below simply press Remove; otherwise, press Cancel to return to Manage Groups.

Group Name: Group A

Cancel Remove

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

13.5 Remove Group Warning 8

A Warning

Patients are currently assigned to the group you are removing
Would you like to reassign all the patients to a new group?

Reference I01@&819845 Websit Scr n Captur s S pt mb r 2015 Pag 13 of 18



CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

3.6 Reassign Patients 1

My Dashboard

Reassign Patients

Please select the new group below and press Submit. Search Q

Group Name: | -- Please Select — v

=

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

14. Dashboard 8

14.1 Dashboard Alerts and Notifications

14.1.1 Dashboard Alerts

Al rts will b display d for all stak hold rs. Th Al rts and Notifications tabs ar &ommor8
across all stak hold rs.

Summer Hogan » My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Alertso Notifications Patients  Designees

All program alerts are listed below. Please use the link within an alert to take the necessary action to satisfy the alert.

arch Q |
Alert Date Alert Category Alert Reference Name Alert Subject
03/02/2015 Certification Hogan, Summer Begin Certification

Showing 1 of 1 entries 1A 1oy

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Pﬁvau:y | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

14.1.2 Dashboard Notifications
Notifications will b display d for all stak hold rs. Th Al rts and Notifications tabs ar

common across all stak hold rs. 8

Summer Hogan » My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Alertso Notiﬂcationso Patients  Designees

All program nofifications are listed below. Please select a notification and use the Acknowledge button fo clear the notification. | sa arch Q,

Notification Date Notification Category Notification Reference Name Notification Subject

01/15/2015 General Hogan, Summer Certification Confirmation

Acknowledge

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

4.2 Prescriber Dashboard

14.2.1 Prescriber Dashboard Patient Tab Collapsed 1

Summer Hogan~ My Dashboard

CLOZAPINE REMS

e e e ]
The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety information  Support

Alerts° Notiﬂcationso Patients  Designees Manage Groups

The table below contains the patients you have treated with clozapine. If you do not find a patient, Enoll Baticnt Eligibility Chech | Q .
please use the Enroll Patient button to add the patient. A flagged row indicates an NNRMF patient.
First Name Last Name DOB Treatment Status Enroliment Status Group Relationship Actions

© m Anantharaman  Manickavasagam 11151930 Interrupted Enrolled Group A Active - Please Select— =

(+} Chester Smith 03/05/1983  Active Enrolled Group B Active —Please Select—

(+] Jane Brown 071131975 Pretreatment Incomplete Group C Transferred — Please Select -  ~

@ = Mike Jones 107877 Active Incomplete Group D Active — Please Select -  ~

{+] Terry White 01/15/1988 Active Enrolled Group E Active — Please Select—  ~

Showing 10 of 10 entries i » 10V

™ = NRRM

1al Non-Rechallenge Master File) Patients
For definitions of terms used on this page, click here

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

142.2 Prescriber Dashboard Patient Tab Expanded

SummerHogany My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support
S T— e 1
(1] 5 . [1] s ‘ 1 2
Alerts Notifications Patients  Designees Manage Groups
The table helow contains the patients you have treated with clozapine. If you do not find a pafient, Enroll Patient Elgibiiity G I ‘ search Q ‘
please use the Enroll Patient hufton o add the patient. Aflagged row indicates an NNRMF patient.
First Name Last Name DOB Treatment Status Enroliment Status Group Relationship Actions
-~
© = Anantharaman  Manickavasagam 11/15/1980 Interrupted Enrolled Group A Active - Please Select - ~ ‘
@  Chester Smith 03051983  Active Enralled Group B Active - Please Select -«
Enroliment ID: PAT123455 G
Gendor: Male View ANC Monitoring table Current Highest Lowest Change Trealment Status |
i 5 3
) Blood Draw Date N/A N/A N/A :
BEN: No View Pailent History
ANC value (per L) NIA NIA NJA View Patlent Profie
Q Jane Brown 07/13/1975  Pretreatment Incomplete Group C Transferred —Please Select—
O = Mike Jones 11/07/1977 Active Incomplete Group D Active - Please Select —
(+) Terry White 01/15/1588 Active Enrolled Group E Active — Please Select— ~
Y.
Showing 10 of 10 enines 1 10 v
™ = NNRMF [National Non-Rechallenge Master File) Patients
1
For definitions of terms used on this page, cick here 4

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | TermsofUse | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

h dashboard for th pr scrib rwill includ a list of all pati nts th pr scrib ris managing.
h actionsth pr scrib rcantak ar :

For pati nts with an nrollment status of “Incomplete” th pr scrib r can "Resume Pati nt
Enrollment”

1 - nroll Pati nt — will tak th us rstoth Pati ntIntak pag and through th pati nt
nrollment proc ss

2 — ligibility Ch ck - will tak th wus rstoth ligibility Ch ck pag . This page will not be
available until the 12/14 launch.

For pati nts with an nrollment status of “Enrolled” th pr scrib rcan tak th following
actions:

3 - Add Lab - will tak th us rtoth Lab Information pag

3 - Chang r atment Status - will tak th us rtoth Lab Information pag

3 -Chang r atment ational - willtak th us rtoth Lab Information pag
3 - Vi w Pati nt History — will tak th us rtoth Pati nt History pag

3 - Vi w Pati nt Profil - will tak th us rtoth Pati ntProfil pag

4 - For d finitions of t rms us d on this pag - will pop-up th d finitionsonth pag (s
n xt mockup) T
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

4.2.3 Definitions of Terms Pop-up |

Definition of Terms x

Treatment Status

Pretreatment - Patient has been enrolled in the Clozapine REMS Program, prior to beginning
therapy on clozapine

Active - Patient is actively taking clozapine
Interrupted - Patient is temporarily removed from clozapine therapy

Discontinued - Patient is removed from clozapine therapy (includes permanent discontinuation
due to severe neutropenia or other reasons, patient death, etc...)

Enroliment Status

Enrolled (for patients and pharmacy staff) - All enroliment requirements have been met
Certified (for all other stakeholders) - All certification requirements have been met

Incomplete - Requirements for enroliment or certification have not been met and must be
continued

BEN Patient - Benign Ethic Neutropenia (BEN) is a condition observed in certain ethnic groups
whose average ANCs are lower than “standard” laboratory ranges for neutrophils. Because of this
condition, patients who have been diagnosed with BEN have a separate ANC monitoring
algorithm when treated with clozapine

NNRMF - Patients were listed in the National Non-Rechallenge Master File (NNRMF) if a patient
had a WBC less than 2,000/pL or an ANC less than 1000/uL. All patients who were listed in the
NMNRMF, and all their lab data were transferred into the Clozapine REMS Program
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

4.2.4 Add Lab, Change Treatment Status, Change
Monitoring Frequency, and Change Treatment 1
Rationale for Prescribers

CLOZAPINE REMS o

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patieni Resources Important Safety Information  Support

Lab Information

The Treatment Status and Monitoring Frequency for the patient have been defaulted based on program rules. If you need to change the values you may do
so in the fields provided below. Additionally, if you have lab information you may enter it now, otherwise, please press Next to continue.

= Mike Jones

Lab Entry

Current | Highest

ANC value (per pyL)
- Blood Draw Date None None None

| 660 &
. S ANCvalue (perpl) @ nNome  Nome  None

Blood Draw Date

|04/30/2015

Modify Lab

Treatment Status

éil-\ctive v

Treatment Rationale Treatment Rationale Duration

elect - ‘ iJ’L-WPJ-'I.'D['-.-'Y'“./ \:.f_ ]

Monitoring Frequency

Weekly ¥

_| | attest that this patient is terminally illin hospice care and monitoring can be reduced per the label.

Cancel Next

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

14.2.5 View Patient History Lab History Tab 8

Treatment Status History

Monitoring Frequency History

Patient History
Lab History
Name Chester Smith Entry Date
DOB 03/5/1983 FABTHTE
Gender Male
0212712015
03272015

Blood Draw Date

012612015

02/26/2015

0312612015

1570

1650

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

4.2.6 View Patient History Treatment Status Tab 1

Summer Hogan « My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Patient History

Treatment Status History

Name Chester Smith Entry Date Treatment Status Rationale Duration
LSO SERE 01/27/2015 Active
Gender Male
0212712015 Interrupted
021272015 Active Benefit Cutweighs Risk 0712712015

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

4.2.7 View Patient History Monitoring Frequency Tab |

Patient History

Lab History = Treatment Status History  Monitoring Frequency History

Name Chester Smith Entry Date Monitoring Frequency

DOB 03/5/1983 012712015 Mot

Gender Male

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

14.2.8 View Patient Profile 8

CLOZAPINE REMS

—
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Patient Profile

Patient Information Edit

First Name ‘ Chester |

Last Name ‘ Smith i

DOB \ 03/05/1983 |

Zip Code | 85667 |
Gender | Male v|
Race | Caucasian v
Group | Group B v

BEN Patient No

NNRMF Patient No

Patient Enroliment Information

Enrollment ID: PAT132456789 &=

Cancel | Save |
L

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

14.2.9 Eligibility Check 8

CLOZAPINE REMS

=
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources  Important Safety Information  Support

Eligibility Check

This Eligibility Check is only intended for inpatient pharmacy use to determine if the safe use conditions have been met for your inpatient to receive
clozapine. Please complete the Eligibility Check information below and Submit. If you have lab updated information you wish to also submit for your
inpatient, you may enter it here. The results of the Eligibility Check will be displayed after the information is submitted. All fields below are required
unless otherwise indicated.

Patient Information

| First Name |

Last Name |

| bos |

Zip Code |

Date of Service (opt) | @

Manufacturer (opt) Y |

NDC# (opt) v |

Days Supply (opt) |

I Quantity (opt) |

At least one identifier is required

l Pharmacy DEA |

| Pharmacy NPI |

| Pharmacy NCPDP |

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

Pr scrib r ligibilit Ch ck Scr n (1.2.9) and Pr scrib r D esign ligibilit Ch ck Scr n
(1.3.7):

e Th ligibilit ch ckwillb th onl option fors | ction from web dashboards for
pr scrib rs, pr scrib rd sign s, pharmac auth r ps, and pharmac staff (for both
inpati nt and outpati nt pharmaci s) for Phas 2 (Oct 12" through D ec 14™) to allowy
an stak hold rtoch ck ligibilit b for PDA functionalit is availabl

e Th ligibilit ch ckfi ldshav b nupdat dtonotr quir manufactur rand NDC
knowingth s ma notb fi Idsthat pr scrib rsorth ird sign sma hav or know

e At PDA launch (D & 14™) , pr scrib rs, pr scrib rd sign s, authoriz d r pr s ntativ s
and pharmac staff for jnpatient pharmaci s will onl hav th option to acc ss pati nt y
ligibilit ch ck from th ir dashboard (not PDA)

o Additional Point: For consist nc , functionalit has b n provid d to both
Pr scrib rs and Pr scrib r D esign _s.

e At PDA launch (D & 14™), authoriz d r pr s ntativ s and pharmac staff for gutpatient y
pharmaci s will onl hav th option to acc ss pati nt PDA r qu st from th ir dashboard
(not ligibilit )

e Instructions on th Pr scrib rand Pr scrib r D esign ligibilit Ch ck Scr nshavy
b nupdat dtocl arl xplainth purpos ofth ligibilit ch ck.
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

14.2.10Prescriber Dashboard Designees Tab

CLOZAPINE REMS o RRes

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Alerts®  Notifications®  Patients Designees

The table below contains all the designees that are currently assigned or requesting approval from you. If you

arch Q
need to add a new designee to your list, please use the Add Designee button
First Name Last Name Certification 10 Approval Status Actions
Anantharaman Manickavasagam HCP123455 Approved - Please Select -~ |
Remove Designee 2
Chester Smith HCP123456 Approved — Please Select—  ~
Jane Brown HCP055254 Pending —Pleass Select -~ |
Approva Designee 3
Mike Jones HCP173277 Approved - Please Select -«
—_—
Terry White HCP173285 Approved - Pleasa Select -
v
of 10 es = 10

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | TermsofUse | Site Map | FAQs | Contact Us

The dashboard for the prescriber will include a list of all designees the prescriber is
associated to. The actions the prescriber can take are:

1 - Add Designee - will take the user to the Add Designee page
2 - Remove Designee - will take the user to the Remove Designee page

3 - Approve Designee - will take the user to the Approve Designee page
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

1 2.11Add Designee with Results 4

Summer Hogan » My Dashboard

Pharmacy Patient Resources Important Safety Information Support

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home  Prescriber

Add Designee

To add a designee, please complete the fields below and press Search. All fields listed below are required unless otherwise indicated.

Designee Information

_ | | white B | | certification D (apt) |

: Terry

If the search results have returned the designee you want to associate to, please select the row and press Submit. If you do not see the designee you are

looking for, please try your search again or contact the designee to ensure they are certified in the program.

First Name Last Name Phone

Temy White 555-555-5555

Showing 1 of 1 entries

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us

S pt mb r 2015 Pag 1500f 14
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

1 2.12Remove Designee 4

Summer Hogan « My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Remove Designee

Removing this designee will revoke their ability to perform actions on your behalf. To continue, please check the box below and press Submit.

Designee Name: Anantharaman Manickavasagam

Certification ID: HCP123456

"1 I hereby remove this designee’s ability to perform actions on my behalf in the Clozapine REMS Program.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

1 .2.13Approve Designee 4

Summer Hogan « My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Desighee Determination

This designee will act on my behalf in fulfiling the requirements for the Clozapine REMS Program.

Designee Name: Jane Brown

Certification ID: HCP055254

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

4.3 Prescriber Designee Dashboard

14.3.1 Prescriber Designee Dashboard Patient Tab 1
Collapsed

Summer Hogan~ My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support
Alertso Notifications . Patients  Prescribers Manage Groups
The table below contains the patients you have treated with clozapine. If you do not find a patient, | Q
please use the Enroll Patient button to add the patient. A flagged row indicates an NNRMF patient.
First Name Last Name DOB Treatment Status Enroliment Status Group Relationship Actions

© m Anantharaman  Manickavasagam 11151930 Interrupted Enrolled Group A Active - Please Select— =

) Chester Smith 03051983 Active Enrolled Group B Active —Please Select—

[+ Jane Brown 071131975 Pretreatment Incomplete Group C Transferred — Please Select -  ~

@ m Mike Jones 07977 Active Incomplete Group D Active — Please Select -  «

{+) Terry White 01/15/1988 Active Enrolled Group E Active — Please Select—-  ~

Showing 10 of 10 entries i » 10V

™ = NNRMF (Nat

nal Non-Rechallenge Master File

For definitions of terms used on this page, click hers

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

14.3.2 Prescriber Designee Dashboard Patient Tab
Expanded

SummerHogan» My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Alerts®  Notffications®  Patients  Prescribers Manage Groups

The table below contains the patients you have treated with clozapine. If you do not find a pafient, Enroll Patient Eligibiitty Check ‘ Search Q
please use the Enroll Patient bufton fo add the pafient. A flagged row indicates an NNRMF patient

First Name Last Name DOB Treatment Status Enroliment Status Group Relationship Actions
© =™ Anantharaman Manickavasagam 11/15/1980 Interrupted Enrolled Group A Active - Please Select -
() Chester Smith 03/05/1983  Active Enrolled Group B Active - Please Select -
Add Lab

Enroliment ID: PAT123456

Gondor: Malo View ANC Monitoring table Current Highest Lowest Change Treatment Status

View Patient History

NNRMF: No

BT NI L [T View Pailent Profie
BEN: No
ANC value (per jiL) NIA N/A N/A
Q Jane Brown 07/13/1975  Pretreatment Incomplete Group C Transferred - Please Select -
© m Mike Jones 1107/1977 Active Incomplete Group D Active - Please Select —
(1) Terry White 01/15/1588 Active Enrolled Group E Active - Please Select —
W.
howi: fi0e 1 1(
® = NNRMF [Nal il Non-Rechallenge Master Fil m

For definitions of terms used on this page, cick here

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | TermsofUse | Site Map | FAQs | Caontact Us

The dashboard for the prescriber designee will include a list of all patients the designee’s
prescribers are managing. The actions the prescriber designee can take are:

For patients with an enrollment status of “Incomplete” the prescriber designee can "Resume
Patient Enrollment”

1 - Enroll Patient - will take the users to the Patient Intake page and through the patient
enrollment process
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2 — ligibilit Ch ck — will tak th us rstoth ligibilit Ch ck pag . This page will not be
availabje until the 12/14 launch.

For pati nts with an nrollment status of “Enrolled” th pr scrib r can tak th following
actions:

3 - Add Lab - will tak th us rtoth Lab Information pag

3 - Chang Tr atment Status - will tak th us rtoth Lab Information pag
3 - Vi wPati nt Histor - will tak th us rtoth Pati ntHistor pag

3 - Vi w Pati nt Profil - will tak th us rtoth Pati ntProfil pag

4 - For d finitions of t rms us d on this pag - will pop-up th d finitionsonth pag (s
n xt mockup) y
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4.3. Definitions of Terms Pop-up |

Definition of Terms x

Treatment Status

Pretreatment - Patient has been enrolled in the Clozapine REMS Program, prior to beginning
therapy on clozapine

Active - Patient is actively taking clozapine
Interrupted - Patient is temporarily removed from clozapine therapy

Discontinued - Patient is removed from clozapine therapy (includes permanent discontinuation
due to severe neutropenia or other reasons, patient death, etc...)

Enroliment Status

Enrolled (for patients and pharmacy staff) - All enroliment requirements have been met
Certified (for all other stakeholders) - All certification requirements have been met

Incomplete - Requirements for enroliment or certification have not been met and must be
continued

BEN Patient - Benign Ethic Neutropenia (BEN) is a condition observed in certain ethnic groups
whose average ANCs are lower than “standard” laboratory ranges for neutrophils. Because of this
condition, patients who have been diagnosed with BEN have a separate ANC monitoring
algorithm when treated with clozapine

NNRMF - Patients were listed in the National Non-Rechallenge Master File (NNRMF) if a patient
had a WBC less than 2,000/pL or an ANC less than 1000/uL. All patients who were listed in the
NMNRMF, and all their lab data were transferred into the Clozapine REMS Program
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43.2 Add Lab and Change Treatment Status for Prescriber 1
Designees

CLOZAPINE REMS summerliosn

e ——— e e]
The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Lab Information

The Treatment Status and Monitoring Frequency for the patient have been defaulted based on program rules. If you need to change the values you may do

s0 in the fields provided below.

= Mike Jones

Lab Entry

Current | Highest

ANC value (per pL)
=i Blood Draw Date None None None

a
a
| ANC value (per L) @  None None None
Blood Draw Date

Verify Lab

Treatment Status

Active v |

Treatment Rationale

| Alert this prescriber that this patient should be under hospice care.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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1 .3.3 View Patient History Lab History Tab 4

Treatment Status History

Monitoring Frequency History

Patient History
Lab History
Name Chester Smith Entry Date
DOB 03/5/1983 FABTHTE
Gender Male
0212712015
03272015

Blood Draw Date

012612015

02/26/2015

0312612015

1570

1650

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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43.4 View Patient History Treatment Status Tab |

Summer Hogan « My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Patient History

Treatment Status History

Name Chester Smith Entry Date Treatment Status Rationale Duration
LSO SERE 01/27/2015 Active
Gender Male
0212712015 Interrupted
021272015 Active Benefit Cutweighs Risk 0712712015

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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43.5 View Patient History Monitoring Frequency Tab |

Patient History

Lab History = Treatment Status History  Monitoring Frequency History

Name Chester Smith Entry Date Monitoring Frequency

DOB 03/5/1983 012712015 Mot

Gender Male

For additional information about the Clozapine REMS Program, please call 844-267-8678.
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43.6 View Patient Profile 1

CLOZAPINE REMS

—
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Patient Profile

Patient Information Edit

First Name ‘ Chester |

Last Name ‘ Smith i

DOB \ 03/05/1983 |

Zip Code | 85667 |
Gender | Male v|
Race | Caucasian v
Group | Group B v

BEN Patient No

NNRMF Patient No

Patient Enroliment Information

Enrollment ID: PAT132456789 &=

Cancel | Save |
L

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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4.3.7 Eligibility Check 1

CLOZAPINE REMS

=
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources  Important Safety Information  Support

Eligibility Check

This Eligibility Check is only intended for inpatient pharmacy use to determine if the safe use conditions have been met for your inpatient to receive
clozapine. Please complete the Eligibility Check information below and Submit. If you have lab updated information you wish to also submit for your
inpatient, you may enter it here. The results of the Eligibility Check will be displayed after the information is submitted. All fields below are required
unless otherwise indicated.

Patient Information

| First Name |

Last Name |

| bos |

Zip Code |

Date of Service (opt) | @

Manufacturer (opt) Y |

NDC# (opt) v |

Days Supply (opt) |

I Quantity (opt) |

At least one identifier is required

l Pharmacy DEA |

| Pharmacy NPI |

| Pharmacy NCPDP |

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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14.3.8 Prescriber Designee Dashboard Prescribers Tab

CLOZAPINE REMS Summer Hogan» My Dashboard

T e S N e oy S B T T S S SO
The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Alertso Notiﬂcations° Patients  Prescribers

The table below contains all the prescribers you are cumrently 2 designee for. If you need to be 3 designese for

arch Q
a prescriber not in your list, pleasa use the Associate to Prescriber button
Last Name First Name Certification ID Approval Status Actions
A
Anantharaman Manickavasagam HCP122456 Approved —Pleass Select - « |
Remove Designee Relationship
Chester Smith HCP223245 Approval Pending — Please Select—  ~
I
Cancel Doasignes Request 3
Jang Brown HCP173277 Approved - Please Select -~
Mike Jones HCP273240 Approved — Pleass Select -
Terry White HCP172285 Approved - Please Select -
v
Showing 10 of 10 entries =, 1

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | TermsofUse | Site Map | FAQs | Contact Us

The dashboard for the prescriber designee will include a list of all prescribers the designee is
acting on behalf of. The actions the prescriber designee can take are:

1 - Associate to Prescriber — will take the user to the Associate to Prescriber page

2 - Remove Designee Relationship — will take the user to the Remove Designee
Relationship page

3 - Cancel Designee Request — will take the user to the Cancel Designee Request page
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14.3.9 Associate to Prescriber 8

CLOZAPINE REMS e B

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Associate to Prescriber

To associate to a prescriber, please complete the fields below and press Search. All fields listed below are required unless otherwise indicated.

Prescriber Information (at least one identifier is required):

| Terry | | white |and | Twi234567 or | NPI

If the search resulis have returned the prescriber you want to associate to, please select the row and press Submit. If you do not see the prescriber
you are looking for, please try your search again or contact the prescriber to ensure they are certified in the program.

First Name Last Name Phone DEA NPI

Terry White 555-555-5555 TW1234567

Showing 1 of 1 entries

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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4.3. 0(Remove Designee Relationship 1

Summer Hogan « My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Remove Desighee Relationship

To remove your relationship with this prescriber, please check the box below and press Submit.

Prescriber Name: Summer Hogan

Relationship Status: Approved

1 1 hereby remove my relationship with this prescriber and understand that | will no longer have the ability to perform actions on their behalf in the
Clozapine REMS Program.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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4.3. Cancel Designee Request |

Summer Hogan « My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Cancel Desighee Request

To cancel the approval request to act on behalf of this prescriber, please check the box below and press Submit.

Prescriber Name: Summer Hogan

Relationship Status: Pending

1 I hereby cancel my request to act on behalf of this prescriber in the Clozapine REMS Program.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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14.4 Pharmacy Dashboard

144.1 Pharmacy Dashboard Pharmacies Tab

CLOZAPINE REMS

T R e S e g Ty e B TS SO B e
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber

Pharmacy Patient

Summer Hogan » My Dashboard

Resources Important Safety Information ~ Support

Alerts®  Notifications® Pharmacies Pharmacy Staff

Please search for your pharmacy in the table below and take the appropriate acfion. If you ne=d to add a new
pharmacy to your list, please use the Add Pharmacy button. For patient actions, use the Actions list below.

Pharmacy Name Address

Joey's Apothacary 1 East Main Street, New York NY 10001
Hogan RX 2 Park Avenu, New York NY 10201
Walgrzens 311 Bell Road, Anaheim CA 92805
cvs 423 Main Street, Tampa FL 33614

Rite Aid 52 Milky Way Dr, Anchorage, AK 99508

Pharmacy Type

Inpatient

Independent Outpatient

Inpatient

Inpatient

Inpatient

Certification 1D

FAC1002345831

FAC2234533304

FACD057124307

FACD057124307

FAC2585234583

| .
Add Pharmacy Search Q

Certification Status Actions

Certified - Please Select -

Add Lab and Eligbfity Check

Certified View Pharmacy Profile

Remove Pharmacy
Incomplete

=

3

Resume Pharmacy Certification

o
| -
Incomplete — Please Select - = I .

Certified - Please Select -

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us

The dashboard for the authorized representative of inpatient and outpatient pharmacy types
will include a list of all pharmacies the authorized representative is managing. The actions
the authorized representative can take are:

1 - Add Pharmacy - will take the users to the Pharmacy Intake page and through the

pharmacy certification process

For pharmacies with an enroliment status of “Certified” the authorized representative can

take the following actions:

2 - Add Lab and Eligibility Check - will take the user to the Add Lab and Eligibility Check
page. This page will only be available between 10/12 and 12/14. On 12/14, PDA will take
over and Eligibility Check will be removed.

2 - Add Lab and Predispense Authorization - will take the user to the Add Lab and
Predispense Authorization page. This page will not be available between 10/12 and 12/14.
On 12/14, PDA will take over and Eligibility Check will be removed.
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2 Vi w Pharmacy Profil will tak th us rtoth Pharmacy Profil pag
2 mov Pharmacy will tak th us rtoth mov Pharmacy pag

3 For pharmaci s with an nrollment status of “Incomplete” th authoriz d r pr s ntativ-
can “"Resume Pharmacy Certification”
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14.4.2 Add Lab and Eligibility Check 8

CLOZAPINE REMS S

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Eligibility Check
To determine if the safe use conditions have been met for your patient to receive clozapine, please complete the Eligibility Check information below and

Submit. If you have lab information for your patient you may enter it here. The results of the Eligibility Check will be displayed after the information is
submitted. All fields listed below are required unless otherwise indicated.

Patient Information
i First Name

i Last Name

| Date of Birth

| Zip Code

Add Patient Lab (optional)

| ANC value (per pL)

| Biood Draw Date

Eligibility Check Request (optional)

i- Date of Service (2]
| Manufacture
| NDC# v

At least one identifier is required
| Prescriber DEA

i Prescriber NPI

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Tenms of Use | Site Map | FAQs | Contact Us
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4.4.3 Eligibility Check Result — Unsuccessful

This result is displayed for both the Predispense Authorization and the Eligibility Check when the result 1

is unsuccessful.

Summer Hogan «» My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Eligibility Check Result

A Do not dispense clozapine to this patient.

Name Chester Smith X The patient is not enrolled in the REMS program

X The prescriber is not certified in the REMS program
X Acceptable patient lab is not on file

X Lab Status Lab was not saved

For further assistance with this patient's eligibility, please contact the patient's prescriber.

DOB

=

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
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444 Add Lab and Predispense Authorization 1
CLOZAPINE REMS -
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Predispense Authorization

To determine if the safe use conditions have been met for your patient to receive clozapine, please complete the Predispense Authorization information
below and Submit. If you have lab information for your patient you may enter it here. The results of the Predispense Authorization will be displayed after
the information is submitted. All fields listed below are required unless otherwise indicated.

Patient Information
| First Name

| LastName
i_Datu of Birth

| Zip Code

Add Patient Lab (optional)

| ANC value (per pL)

Predispense Authorization Request

| Date of Service o

Cancel Submit

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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44.5 Predispense Authorization Result — Successful

This result is displayed for both the Predispense Authorization and the Eligibility Check when the result 1

is successful.

Summer Hogan « My Dashboard

CLOZAPINE REMS

e D T e e ey S e TP S ]
The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Predispense Authorization

" You are now authorized to dispense clozapine to the below patient.

Name Chester Smith Lab Status Lab was saved
DOB 03/05/1983

Predispense Authorization Code X000

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

14.4.6 View Pharmacy Profile 8

CLOZAPINE REMS

E—
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Pharmacy Profile

Pharmacy Information Eait

Pharmacy Name ‘ Joey's Apothecary |

Pharmacy Type Outpatient

Address | 1 Main Street |
Address 2 | Suite 123 |
City | New York |

State / Zip Code | NY. v|| 11001 |
Phone /Ext | 565-655-5555 || Extopt) |
Fax | 555-555-4444 |

NCPDP | 1234567 |

DEA

AB123455789 |

NPl | 123456789 |

Pharmacy Certification Information

Certification ID: HCP123456789 =

Cancel Save

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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1447 Remove Pharmacy 8

Summer Hogan « My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Remove Pharmacy

Remeving this pharmacy will deactivate it from the Clozapine REMS Program. The pharmacy will no longer be authorized to dispense clozapine. To continue,
please check the box below and press Submit.

Pharmacy Name: Joey’s Apothecary

Certification ID: PRS123456789

1 I hereby remove this pharmacy from the Clozapine REMS Program.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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144.8 Pharmacy Dashboard Pharmacy Staff Tab

Summer Hogan » My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine

No Blood, No Drug™ Pharmacy Patient Resources Important Safety Information  Support

Home Prescriber

A|erts° Notiﬂcationso Pharmacies Pharmacy Staff

The table below contains all the pharmacy staff that are currently assigned fo you. ‘ Search Q ‘

First Name Last Name Pharmacy Name Address Enroliment ID Enroliment Status Actions

|
Sally Smith Joey's Apcthecary 1 East Main Street, New York NY 10001 HCP123456789 Enrolled -- Please Select -

Remove Pharmacy Staff
™ T % 10v

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | TermsofUse | Site Map | FAQs | Contact Us

The dashboard for the authorized representative of inpatient and outpatient pharmacy types
will include a list of all pharmacy staff that is representing the authorized representative.

The actions the authorized representative can take are:

1 - Remove Pharmacy Staff - will take the user to the Remove Pharmacy Staff page

Page 175 of 188
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14.4.9 Remove Pharmacy Staff 8

Summer Hogan « My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Remove Pharmacy Staff

Removing this pharmacy staff member will revoke their ability to perform actions on behalf of this pharmacy. To continue, please check the box below and
press Submit.

Staff Member: Sally Smith
Pharmacy Name: Joey’s Apothecary
Enroliment ID: HCP123456789

| I hereby remove this pharmacy staff member’s ability to perform actions on behalf of this pharmacy in the Clozapine REMS Program.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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14.5 Chain Pharmacy Dashboard

14.5.1 Chain Pharmacy Dashboard Pharmacies Tab

CLOZAPINE REMS T e

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Alerts®  Notifications® Pharmacies Pharmacy Staff

To ceriify a store that has heen trained on all program requirements, select the store(s) and use the Certify Store button.

To add a store not in your kst, use the Add Chain Store bution. For 2ll other activifies, use the Actions list for the store

Store Name Address Certification ID Certification Status Actions

Joey's Apothecary 1 East Main Street, New Yerk NY 10001 FAC1002345321 Certified — Please Select -

View Pharmacy Profle

Hogan RX 2 Park Avenu, New York NY 10201 FAC2234583304  Certified Remove Phamacy
1
Apoallo Pharmacy 311 Bell Road, Anaheim CA 92805 FACD0571248C07  Incomplete - Please Select —
Lire Pharmacy 423 Main Street, Tampa FL 33614 FACD057124307  Certified - Please Select —
Mercury Crug 52 MiKy Way Dr, Anchorage, AK 99508 FAC2585234583 Certied - Please Select —

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us

The dashboard for the authorized representative of chain pharmacy headquarters will
include a list of all chain store pharmacies the authorized representative is managing. The
actions the authorized representative can take are:

1 - Add Chain Store - will take the users to the Chain Pharmacy Store Intake page and
through the chain store certification process

For pharmacies with an enrollment status of “Certified” the authorized representative can
take the following actions:

2 - View Pharmacy Profile — will take the user to the Pharmacy Profile page

2 - Remove Pharmacy - will take the user to the Remove Pharmacy page
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- For pharmaci s with a c rtification status of “Incomplete” th authoriz d r pr s ntativ 3
can ch ck on , numerous, or all ch ckbox s (locat d onth | ft sid of th data grid) and
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14.5.2 View Pharmacy Profile 8

CLOZAPINE REMS

E——
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Pharmacy Profile

Pharmacy Information Edit

Pharmacy Name | Joey's Apothecary |

Pharmacy Type Outpatient

Address | 1 Main Street |
Address 2 | Suite 123 |
City [ New York |

State / Zip Code [ NY v | 11001 |
Phone / Ext | 555-555-5555 || Extopt) |
Fax | 555-555-4444 |

NCPDP | 1234567 |

DEA | AB123456789 |

NPI

123456789 |

Pharmacy Certification Information

Certification ID: HCP 123456789 &=H

Cancel Save

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us

Reference I01@&819845 Websit Scr n Captur s S pt mb r 2015 Pag 17 of 18



CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

1 .53 Remove Pharmacy 4

Summer Hogan «» My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Remove Pharmacy

Removing this pharmacy will deactivate it from the Clozapine REMS Program. The pharmacy will no longer be authorized to dispense clozapine. To continue,
please check the box below and press Submit

Pharmacy Name: Joey’s Apothecary

Cerfification ID: PRS123456789

| 1 hereby remove this pharmacy from the Clozapine REMS Program.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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14.5.4 Chain Pharmacy Dashboard Pharmacy Staff Tab

Summer Hogan » My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

A|erts° Notiﬂcationso Pharmacies Pharmacy Staff

The table below contains all the pharmacy staff that are currently assigned fo you. ‘ Search Q ‘
FirstName  Last Name Pharmacy Name Address Enroliment ID Enroliment Status Actions
1
Sally Smith Joey's Apcthecary 1 East Main Street, New York NY 10001 HCP123456789 Enrolled -- Please Select -
Remove Pharmacy Staff
B O (IR

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | TermsofUse | Site Map | FAQs | Contact Us

The dashboard for the authorized representative of chain pharmacy headquarters will
include a list of all pharmacy staff that is representing the authorized representative. The

actions the authorized representative can take are:

1 - Remove Pharmacy Staff — will take the user to the Remove Pharmacy Staff page

Reference |[B@8®@4HMS Website Screen Captures September 2015 Page 181 of 188



CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

1 .5.5 Remove Pharmacy Staff 4

Summer Hogan « My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Remove Pharmacy Staff

Removing this pharmacy staff member will revoke their ability to perform actions on behalf of this pharmacy. To continue, please check the box below and
press Submit.

Staff Member: Sally Smith
Pharmacy Name: Joey’s Apothecary
Enroliment ID: HCP123456789

| I hereby remove this pharmacy staff member’s ability to perform actions on behalf of this pharmacy in the Clozapine REMS Program.

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

14.6 Pharmacy Staff Dashboard

14.6.1 Pharmacy Staff Dashboard Pharmacies Tab
i

CLOZAPINE REMS

The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient

Resources

Important Safety Information  Support

Alerts Notiﬂcationso Pharmacies

The table below contains all the pharmaces that you are currently associated to. If you need o

associate yourself o a new pharmacy, please use the Associate to Pharmacy bution.

Associate to Pharmacy

Pharmacy Name 4 Address Certification Status Actions
Berry Store Address One, TAMPA, Florida 33604 Certified — Please Select - v |
Add Lab and Eligihiity Check

Cherry Store Address Two, ORLANDO, Florida 32807 Certified
Complets Phamacy Name Address, WEST MONROE . Louisiana 71291 Certified — Please Select - v
Completz Training STore Address, MIAMI, Florida 33135 Certified - Please Select - v
New Apple Store Address, MALIBU, California 90265 Certified - Please Select - v
Pharmacy One Address, SHREVEPORT, Louisiana 71109 Certified — Please Select - v
TestPharmacy 1234123434, MDONROE, Louisiana 71201 Certified - Please Select - v

ing 1to nir = ci1i>» 10 vV

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Frivacy | Terms of Use | Site Map | FAQs | Contact Us

The dashboard for the pharmacy staff will include a list of all pharmacies the pharmacy staff
is representing. The actions the pharmacy staff member can take are:

1 - Associate to Pharmacy - will take the user to the Associate to Pharmacy page

2 - Add Lab and Eligibility Check - will take the user to the Add Lab and Eligibility Check
page. This page will only be available between 10/12 and 12/14. On 12/14, PDA will take

over and Eligibility Check will be removed.

2 - Add Lab and Predispense Authorization - will take the user to the Add Lab and
Predispense Authorization page. This page will not be available between 10/12 and 12/14.
On 12/14, PDA will take over and Eligibility Check will be removed.

Reference |[TI@810@4FMS Website Screen Captures September 2015
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

4.6.2 Associate to Pharmacy 1

Summer Hogan » My Dashboard

Important Safety Information  Support

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources

Associate to Pharmacy

To identify the pharmacy you represent, please complete the fields below and press Search. All fields listed below are required unless otherwise indicated.

Pharmacy Information (at least one identifier is required):

3456789

10001 and DEA

If the search results have returned your record, please highlight the row and press Submit. If you do not see your record, please try your search again or

contact the Clozapine REMS Program for assistance.

Pharmacy Name Pharmacy Address Pharmacy Phone

Cvs 423 Main Sireet, Tampa FL 33614 555-555-5555

Showing 1 of 1 eniries

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

1 63 Add Lab and Eligibility Check 4

CLOZAPINE REMS S

The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Eligibility Check
To determine if the safe use conditions have been met for your patient to receive clozapine, please complete the Eligibility Check information below and

Submit. If you have lab information for your patient you may enter it here. The results of the Eligibility Check will be displayed after the information is
submitted. All fields listed below are required unless otherwise indicated.

Patient Information

| First Name

i Last Name

| Zip Code

Add Patient Lab (optional)

| ANC value (per pL)

w Date
Eligibility Check Request (optional)
S @

| Date of Service

i Quantity

At least one identifier is required
| Prescriber DEA

| Prescriber NPI

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Tenms of Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

4.6.4 Eligibility Check Result — Unsuccessful

This result is displayed for both the Predispense Authorization and the Eligibility Check when the result 1

is unsuccessful.

Summer Hogan «» My Dashboard

CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, Mo Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Eligibility Check Result

A Do not dispense clozapine to this patient.

Name Chester Smith X The patient is not enrolled in the REMS program

X The prescriber is not certified in the REMS program
X Acceptable patient lab is not on file

X Lab Status Lab was not saved

For further assistance with this patient's eligibility, please contact the patient's prescriber.

DOB

=

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us

Reference |0 @81@845 Websit Scr n Captur s S pt mb r 2015 Pag 18 of 188
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

4.6.5 Add Lab and Predispense Authorization 1
CLOZAPINE REMS -
The Single Shared System for Clozapine

No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Predispense Authorization

To determine if the safe use conditions have been met for your patient to receive clozapine, please complete the Predispense Authorization information
below and Submit. If you have lab information for your patient you may enter it here. The results of the Predispense Authorization will be displayed after
the information is submitted. All fields listed below are required unless otherwise indicated.

Patient Information
| First Name

| LastName
i_Datu of Birth

| Zip Code

Add Patient Lab (optional)

| ANC value (per pL)

Predispense Authorization Request

| Date of Service o

Cancel Submit

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Termsof Use | Site Map | FAQs | Contact Us
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CLOZAPINE REMS

The Single Shared System for Clozapine
No Blood, No Drug™

1 .6.6 Predispense Authorization Result — Successful

This result is displayed for both the Predispense Authorization and the Eligibility Check when the result 4

is successful.

Summer Hogan « My Dashboard

CLOZAPINE REMS

e D T e e ey S e TP S ]
The Single Shared System for Clozapine
No Blood, No Drug™ Home Prescriber Pharmacy Patient Resources Important Safety Information  Support

Predispense Authorization

" You are now authorized to dispense clozapine to the below patient.

Name Chester Smith Lab Status Lab was saved
DOB 03/05/1983

Predispense Authorization Code X000

For additional information about the Clozapine REMS Program, please call 844-267-8678.

Privacy | Terms of Use | Site Map | FAQs | Contact Us
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Office of Prescription Drug Promotion

Internal Consult

****Pre-decisional Agency Information****

Please Note: The following review is for DRISK only and should not be used to provide comments to the

sponsor.
To: Joan E. Blair, Health Communications Analyst, DRISK
From: Lisa Hubbard, Deputy Division Director, DAPR1, OPDP
CC: Mathilda Fienkeng, Team Leader, OPDP
Louis Flowers, RPM, OSE
Kim Lehrfeld, Team Leader, DRISK
Cathy Miller, Risk Management Analyst, DRISK
Kate Heinrich Oswell, Health Communications Analyst, DRISK
Carole Broadnax
CDER-OPDP-RPM
Michael Wade
Date: June 19, 2015
Re: NDA 019758 CLOZARIL (clozapine) tablets, for oral use

NDA 021590 FAZACLO (clozapine) orally disintegrating tablets
NDA 203479 VERSACLOZ (clozapine) oral suspension

ANDA 074949 clozapine tablets

ANDA 076809 clozapine tablets

ANDA 075417 clozapine tablets

ANDA 075713 clozapine tablets

Comments on draft Risk Evaluation and Mitigation Strategies (REMS)
Materials for the Clozapine Single Shared System

Reference ID: 3782088



Materials Reviewed

OPDP has reviewed the following proposed REMS materials for the Clozapine Single
Shared System.

e HCP and Patient REMS Materials:
o0 Clozapine REMS Important Safety Information

The version of the draft REMS materials used in this review were provided by DRISK
(Joan Blair) via email on June 1, 2015. The draft REMS materials are attached to the
end of this review memorandum.

OPDP offers the following comments on these draft REMS materials for the Clozapine
Single Shared System.

General Comment

Please remind the CPMG that REMS materials are not appropriate for use in a
promotional manner.

REMS Materials
OPDP does not object to including the following materials in the REMS program:

e HCP and Patient REMS Materials
o Clozapine REMS Important Safety Information (ISI)

Specific Comments

e Clozapine REMS Important Safety Information
o0 The following statements appear inconsistent with the recommendations in
section 5.1 and 2.4 of the draft CPMG Clozapine PI,

. @

Specifically, section 5.1 of the draft CPMG Clozapine PI refers to section 2.4 for
recommended ANC monitoring which states:

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 21500/uL

and for BEN patients until their ANC is 21000/uL or above their baseline.
We have no additional comments on the proposed REMS materials at this time.

Thank you for your consult.

40 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this pag

Reference ID: 3782088



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

SUSANNAH O'DONNELL
06/19/2015

LISA M HUBBARD
06/19/2015
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Office of Prescription Drug Promotion

Internal Consult

****Pre-decisional Agency Information****

Please Note: The following review is for DRISK only and should not be used to provide comments to the

sponsor.
To: Joan E. Blair, Health Communications Analyst, DRISK
From: Susannah O’Donnell, Regulatory Review Officer, OPDP
CC: Mathilda Fienkeng, Team Leader, OPDP
Louis Flowers, RPM, OSE
Kim Lehrfeld, Team Leader, DRISK
Cathy Miller, Risk Management Analyst, DRISK
Kate Heinrich Oswell, Health Communications Analyst, DRISK
Carole Broadnax
CDER-OPDP-RPM
Michael Wade
Date: January 14, 2015
Re: NDA 019758 CLOZARIL (clozapine) tablets, for oral use

NDA 021590 FAZACLO (clozapine) orally disintegrating tablets
NDA 203479 VERSACLOZ (clozapine) oral suspension

ANDA 074949 clozapine tablets

ANDA 076809 clozapine tablets

ANDA 075417 clozapine tablets

ANDA 075713 clozapine tablets

Comments on draft Risk Evaluation and Mitigation Strategies (REMS)
Materials for the Clozapine Single Shared System

Reference ID: 3687018



Materials Reviewed

OPDP has reviewed the following proposed REMS materials for the Clozapine Single
Shared System.

Healthcare Provider (HCP) REMS Materials:

OO0O0O0O0O00O0O0O0

o

Chain Pharmacy Enroliment Form
Pharmacy Enrollment Form o
Prescriber Enroliment Form

Prescriber Designee Enrolliment Form
Patient Enroliment Form

Distributor Enroliment Form

HCP Guide

HCP Overview Guide

HCP Knowledge Assessment

ANC Reporting Form

Direct-to-Consumer (Patient) REMS Materials:

(0}

Guide for Patients and Caregivers

HCP and Patient REMS Materials:

(0]

Clozapine Products Manufacturers Group (CPMG) Website Screen
Captures

The version of the draft REMS materials used in this review were provided by DRISK
(Joan Blair) via email on December 29, 2014. The draft REMS materials are attached
to the end of this review memorandum.

OPDP offers the following comments on these draft REMS materials for the Clozapine
Single Shared System.

General Comment

Please remind the CPMG that REMS materials are not appropriate for use in a
promotional manner.

REMS Materials

OPDP does not object to including the following materials in the REMS program:

Reference ID: 3687018

Healthcare Provider (HCP) REMS Materials:

O O0O0OO00O0

Chain Pharmacy Enroliment Form
Pharmacy Enrollment Form o
Prescriber Enrollment Form

Prescriber Designee Enroliment Form
Distributor Enrollment Form



© 0 0O

O

Patient Enrollment Form
HCP Guide

HCP Overview Guide

HCP Knowledge Assessment
ANC Reporting Form

Direct-to-Consumer (Patient) REMS Materials:

@)

Guide for Patients and Caregivers

HCP and Patient REMS Materials

O

Clozapine Products Manufacturers Group (CPMG) Website Screen
Captures

Specific Comments

OPDP considers the following statements promotional in tone and recommends revising
or deleting them from the REMS piece:

Reference ID: 3687018

REMS Goals

O

We note that while the REMS materials include variations of summaries of
the REMS goals, they do not present the REMS goals as outlined in the
REMS document. OPDP recommends revising the REMS materials to
communicate the REMS goals at the beginning of the materials in a
manner consistent with the proposed REMS document and REMS
supporting document.

HCP Guide

O

O

“Severe neutropenia occurs in a small percentage of patients taking
clozapine.” (page four)
= OPDP is concerned that the phrase “small percentage” is
promotional in tone and serves to frame the risk of severe
neutropenia as not serious. OPDP recommends revising this to
include a specific incidence.
“It is unclear if concurrent use of other drugs known to cause neutropenia
increases the risk or severity of clozapine-induced neutropenia. we

)

= OPDP is concerned that the underlined claim is promotional in tone
and minimizes the risk of severe neutropenia we

®@

We recommend deleting the
underlined claim.
“For some patients who experience
the risk of serious psychiatric illness from discontinuing clozapine may be
greater than the risk of rechallenge. This may be particularly relevant for
patients with severe schizophrenia who have no treatment option other
than clozapine.” (page nine)

®@




= OPDP is concerned that while the underlined claim may be
accurate, within the context of the REMS, it is promotional in tone
and minimizes the risk of severe neutropenia by implying that
patients should be rechallenged with clozapine regardless of this
risk. We recommend deleting the underlined claim.
o _Paage nine of the HCP Guide includes a section titled

OPDP is concerned that this presentation minimizes the risks
associated with clozapine

e Guide for Patients and Caregivers
o Page one of the Guide for Patients and Caregivers includes a section
which states:

“If you have any of these symptoms, talk to your doctor right away

= OPDP is concerned that this list does not include all of the
possible symptoms of neutropenia of which patients should be
aware. OPDP recommends revising this list of symptoms to
include all of the following symptoms of neutropenia

Reference ID: 3687018



[agranulocytosis], as stated in “What is the most important
information | should know about VERSACLOZ?”

ell your healthcare provider right away if you have any
of the following symptoms of agranulocytosis:
¢ Infection, including skin, throat, urinary tract, vaginal,
pneumonia, or any other infection
Fever or chills
Sores or ulcers inside your mouth, gums, or on your
skin
Wounds that take a long time to heal
Feel like you have the flu
Pain or burning while urinating
Unusual vaginal discharge or itching
Abdominal pain

Sores or pain in or around your rectal area
Feel extremely weak or tired

e Clozapine Products Manufacturers Group (CPMG) Website Screen
Captures
o OPDP reminds the CPMG to update the titles of the downloadable
Program Materials on the website as necessary. For example,

should be updated to the current title, “What You Need to

now About Clozapine and Neutropenia: a Guide to Patients and
Caregivers.”

o OPDRP is unable to comment on the content of the FAQs on page 23 of
the Website Screen Captures, as it was not included for our review.

We have no further comments on these proposed REMS materials at this time.

Thank you for your consult.
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
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01/14/2015
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Drug Application Sponsor Date Received | eCTD Sequence #/
Number Supporting doc
Clozaril NDA 019758 HLS 9/14/2015 0073/472
Therapeutics
Clozapine | ANDA 202873 Accord 9/14/2015 0016/017
Clozapine | ANDA 074949 Teva 9/14/2015 0014/347
ANDA 076809 9/14/2015 0013/191
ANDA 203039 9/14/2015 0014/016
ANDA 90308 9/14/2015 0008/37
ANDA 075417 Mylan 9/14/2015 0040/138
ANDA 201824 9/14/2015 0026/030
ANDA 075713 Caraco/Sun 9/14/2015 0017/128
ANDA 203807 Actavis 9/14/2015 0020/021
(now Allergan)
Fazaclo | NDA 021590 Jazz 9/14/2015 0023/349
ODT
Versacloz | NDA 203479 Jazz 9/14/2015 0070/104
2




CONTENTS 2

2 ODUC 20 2002ttt sttt 4
2 Product Background..2..........ccoooiieiiiiiiiiiieeiceee e 4
2 Disease Background..2...........coooiiiiiiieiiiieniie et 6
302 egulatory HiStOTY ... 2 ittt e 6
2MA2E 2ALS EV EWED ...20 et 0
2 SUDIMISSIONS ... 21ttt sttt et sttt et et enae e 0
2 Other Materials nforming Our eview...2......ccccceveiieriienieeniieeie e 2
3 2CPMG’s P DPOSED SSS 2FO 2CLOZAP 2E-CO2 A2 GP DDUC N..2 2
4 2F 2AL 2A2S 2 O2PLA2A2D D SCUSS O 2...2 oo 4
5 2F 2AL EMS A 2D D SCUSS O 2 .02 oottt 5
5. 2 EMS GOAIS .2 naeas 5
5. 2 EMSEICMENTS... 2 c.cooiiiiiiiiiiiiiieeee e 6
5.3 2 mplementation SYStEIM .. 2......ccciiiiieriiiiieeiieeie et ete et eee et 9

5.4 2 imetable for Submission of ASSESSMENES ... 2.......cccvveeriieriieriierieeieeeee e 3

5.5 2 EMS Supporting Document ...2.........ccccoeiiiiiiiiiieiieeieeeee e 3
5.6 2 Veteran’s Health Administration (VA)...2...cccccoiiiiiiiiiiiiiiiee e, 35
6 2CO2CLUS O2A 2D ECOMME 2DA 20 2S ... 2 oo 36
7 2A 2 ACHME 2 S/APPE 2DED 2FO 2MA2 O 2 .20 oo, 36

2
3 2
2

Reference ID: 3819629 2

[N O N e O T O R S R S R O S S S S S S S S S S



d
EXECUTI € Ud Y d

The purpose of this review is to ocument the Division of Risk Management’s (DRISK) evaluation of d
the single shared system (SSS) risk evaluation and mitigation strategy (REMS) for clozapine and d
recommend approval of the proposed REMS submitted by the Clozapine Product Manufacturers Group d
(CPMG) on September 14, 2015. d

Clozapine is an antipsychotic approved in 1989. It is available in the US as an oral tablet (Clozaril and d
generics), orally disintegrating tablet (Fazaclo and authorized generic), and an oral suspension d
(Versacloz). Because of the risk of severe neutropenia, at the time of initial US approval, Clozaril was d
approved with a restricted distribution program. As clozapine ANDAs and new formulations were d
approved, each manufacturer developed a separate but comparable restricted distribution program for d
their product(s). Clozapine was included on the list of products deemed to have in effect an approved d
REMS under section 505-1 of the Federal Food, Drug, and Cosmetic Act with the passage of FDA d
Amendments Act (FDAAA). As part of the “ deme REMS” review process, FDA etermine a SSSR d
was necessary to encompass all clozapine products due to the burden of having several separate but d
comparable programs. In addition, the Division of Psychiatry Products (DPP) re-evaluated clozapine d
labeling with regard to how best to address the risk of severe neutropenia and determined the d
neutropenia monitoring recommendations and treatment algorithms were outdated and required revision. d

The proposed REMS submitted September 14, 2015 incorporates all clozapine products under a shared d
program to provide a centralized point of communication for prescribers and pharmacists and supports d
the updated labeling. d

The REMS is comprised of elements to assure safe use (ETASU), an implementation system, anda d
timetable for submission of assessments. d

DRISK recommends approval of the REMS appended to this review. d

1 INT dODUCTION d

The purpose of this review is to ocument the Division of Risk Management’s (DRISK) evaluation of d
the single shared system (SSS) risk evaluation and mitigation strategy (REMS, or SSSR) for clozapine- d
containing products. The Clozapine SSSR applies to the Sponsors and products included in the table on d
pages 1 and 2 of this review, which form the Clozapine Pro uct Manufacturer’s Group (CPMG). The d
CPMG initially submitted a proposed REMS on September 18, 2014, via email (and formally to their d
respective applications on September 25, 26, and 29, 2014), and last amended their proposed REMS d
submission on September 14, 2015 for individual NDA and ANDA applications (see table on pages 1 d
and 2 of this review). d

The proposed Clozapine SSSR, (i.e., Clozapine REMS Program) consists of elements to assure safe use d
(ETASU; prescriber certification, pharmacy certification, documentation of safe use conditions, patient d
monitoring, and a patient enrollment in a registry), an implementation system, and a timetable for d
submission of assessments. d

1.1 P opuct B KGROUND d

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

d
Reference ID: 3819629 d
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Axni xrato Ame xme txAct (FDAAA) took ff ctprov x g FDAth authortytor qur REMS x
to xur thatth b x ft ofth rugoutw xgh xth r k.Clozap x wa «clu x o th | tof x
pro uct xme to hav ff cta approv xREMSu x r cto 505-1ofth F x ral Foo , Drug, x
a xCo md xActwthth pa mg of FDAAA*Th po xor of uchl t xpro uct wx r qur xto x
ubm t a REMS propo alo S pt mb r 16, 2008. Of ot ,a x formulat o ofclozap x wa approv x x
aft 12008 u x rth tra x ameVkx acloz’; th xpro uct wa approv xw tha REMSb cau xth  x
appl cato wa ubm it xxaft r FDAAA took ff ct. x

X
As part of the “deemed REMS” rev »w proc x, FDA x rmi xaSSSRwa x xaryto xompa X X
all clozap x pro uct u toth bur x ofhav xg v ral parat butcomparabl programs Th July x
30-31,2012 REMS Not fcato L & r x miak xtoth approv xa xp x gNDAa xANDA x
hol x tat x“[a] xgl har x yt m volv xgall po xor who hol approv xapplcato xfor x
clozap x pro uct t x tor mc bur x o th halthcar ytma x cra xth af u xof x
clozap x.It houl mprov th commu xcato amox *fr xclozap x tak hol x ,h Ipto xur x
appropr at pat xt 1cto a xa xquat mo xtor gb for a x ur gclozap x th rapy. Furth rmor , x
t houl mprov compla ¢ by tr aml x gth pr xrb xga x xp x gproc x a xb 1l x x
bur x omeoxth h althcar yt mtha parat REMS programsforth £f r ®clozap x x
products.”  x

X
I a xto ,FDADb cameawar ofr g try/program pract ¢ xthat w at xfromth r comme xato x x

th approv xlab 1 g Th Dv xo ofP ychatry Pro uct (DPP)r - valuat xclozap x lab1 g x
wthr gar tohowb ttoa r xth r kof wutrop xaa trmi xth utrop xamo tor g X
r comme xat o xa Xtr atme txalgor thmsw r out at xa xr qur xr v xo A1 ummary, up at X
toth clozap x lab 1 gar a follow : x

X
"Clozar 1 [packag  x rt]. Ea t Ha ov r, NJ:Novart Pharmac ut cal Corporato ;2014. x

? See Federal Register Notice “Identification of Drugs and Biological Products Deemed to Have Risk Evaluation and  x
Mit gat o Strat g x (REMS) for Purpo x ofth Foo a x Drug A xministration Amendments Act of 2007” (73 FR 16313, x
March 27, 2008). x

’V x aclozwa approv xo F bruary 6,2013 wtha REMS. It th o lyclozap x pro uctwtha approv x REMS. x

*For formato r gar xgth lab1 grv xo x,r frtoth rv swcompl t xbyDu ca ,LE.Sg x DARRTSo x
Augu t 15,2014 by Du ca LE. x

X
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ch Beeelmi #Bsthe d8dt ma B Bthe NBB B 1N B-Rech Be ge MastBk Fle B
(NNRMF).” B

B
The SSSR H1bel g egt t Bsh ve ddurred Bllel. B

1.2 DISEASE BACKGROUND B

Schz Bare B s r fudlydsru tvedse se terms fth ught, erce t Bemd Bmodine t, 8 B
beh v B.Thsdsru t Ble dst severe mp Bnet d Byfu ct B g Hle ves Be tsmaeBr Rt B
med ¢ | 1l ess. They requ re freque tmedc 1 terve t Bjustt ma BB st ble( Bd Bger ust self r B
thers) ex ste ce—a Bx ste ces eg tvely mpdied by the d se seth tthel fet mesucdersk s10%. B

Schz Bire B ffects Br xmdaeB 1% fU.S. Bult B. It sest mae®th tb>1(9% fthese Be tsma,Bt B
s me t me, meetthedef B B ftre tme tresst t. Attl f Br xmadeB mil B rescr t Bs d B
O® e tsreceved ds e sed reser t Bf rel z Be r ductsfr mU.S. ut Be tret 1 B
h rma es fr m2007 thr ugh 2011. MordBece tly, dur g2014, t B llyest mae® umber f B
r x maeB te tsrecevedds e sed rescr t Bsfrcl z Befrm ut Be tret 1 B
hma® theUS® B

ClzBes sec Bl-ge ert B B- sych tc ge t. Other FDA- Br vedsec Blge ert B B sych tc B
gets Br vedf rthetre tme t fschz Bare B clude r Brzle, se B e,1 Brd Be, | B Be, B
1 erd Be,quet B e,rs erd B, Bz Bsd Be.”Ofthese r ducts,Zy rex (1 B B e)Rel revv s B

the By r ductcurre tly Br vedwth REMS.Theg B fthe Zy rex Rel revw REMS st migte B

thersk f st- ject Bdelrum dsedt Bsy dr me dc Bsts f Medct BGude, B

cmmuBct B 1 Beleme tst ssures feuse, mpdeBe tt Bsystem, HBtmet blef rsubmssBB f B
ssessme ts. B

1.3 REGULATORY HISTORY B

The f 11 w Bg summarBes the regul t ry hst ryrelev Bt thedevel Bne t ftheCl z B ¢ SSS B
REMS: B

B

B

> NNRMF is a national database to identify patients who meet clozapine’s current “no rechallenge” criteria (WBC less than B
2,000/uL or ANC less than 1000/pL). Only patients who meet these st ted crter re Bt fthsregstry. Alls Bs rs re B
res Bsblefrverfy g tets re Blsted the NNRMF ttme ferllmet dfrre Bt g y B- B

rech Be ge ble Be t r mpl8 B

S urce: IMS He 1th, T t IP te tTr cker (TPT), Y2014, Extr cted AUG2015. B

TSed JC,et .LFrst- K Sec Bl-Ge ert BAB sych tesf rChldre BY B g Adults. C I p rBt ve Effect ve ess B
Rev ew N B39. (Pre Bed by the U Bvers ty f Albert Ev de ce-b sed Pr ct ce Ce teru der C Btr ct N B290-2007-10021.) B
AHRQ Publ ¢ t BN B11(12)-EHC077-EF. R Bkv lle, MD. Age cy f r He lthc re Rese rch @ Qu I ty. Febru ry 2012. B
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e Sept2 h h Sponsors of ¢ ozapine-containing products submitted proposed REMS h
per Marc 27,2 h Federa Register notice. h

e Juy2h9 h Division of P armacovigi ance (DPV) I review identified 14 patients wit  h
agranu ocytosis w lo received ¢ ozapine despite meeting non-rec a enge h
criteria h

e Sept2 h9 h REMS Notification Letter drafted to inform a sponsors to deve op a SSSR. h

Letter inc uded a document out ining t ¢ REMS to assist Sponsors wit  h
deve opment of a SSSR h

e Afiri 21 h h Draft REMS Notification Letter wit attac ed SSSR Document sent h
t roug interna c earance.T e REMS Notification Letters were not sent h
unti 2 12 due to issues t at were raised during ¢ earance. h

FD h-drafted SSSR Document required prescribers to report patients h
deemed non-rec a engeab e but prescribed ¢ ozapine. T is requirement h
deviated from t e recommendations int e abe ing and required furt er h
discussion before t ¢ REMS Notification Letters and FD h-drafted REMS h
Document cou d be fina ized. h

e Apri -June2 1 h CDER discussedt e patient registry practices t at deviate from approved h
abeing. h

e June2 1 h h DPP proposed modification to t e agranu ocytosis section of abe ingto h
address t e fo owing concerns h

— how patients to be rec a enged in certain situations. h

— Recognize a distinct patient popu ation wit BEN w lo previous y h
may not qua ify for treatment wit ¢ ozapine. h

e Aug2 1 h h T e Division of Hemato ogy Products (DHP) comp eted a consu t to review
proposed abe ing ¢ anges in ig tof t e current understand of neutropenia,
particu ar y in patients wit BEN. DHP recommended removing w lite h
b dod ce count as a monitoring parameter for neutropenia, oweringt ¢ h
NC't res o ds for treatment interruption, patients wit BEN may be h
considered for ¢ ozapine treatment. h

e Oct2 1 h h DPP obtained Novartis’ C ozari ® abe approved int e United Kingdom h
(UK) and t e C ozari patient monitoring service (CPMS) h
recommendations, a monitoring service int e UK t at supervisest e h
prescribing of ¢ ozapine andt ¢ aemato ogica testing h

e June2 hl h Externa Specia Government Emp oyee (SGE) consu t request was initiated h
and de ayed six mont s due to ¢ earance issues h

e Jan2 12 h DPP began to update t e neutropenia monitoring recommendations int ¢ h
Warnings and Precautions section of t e abe , inc uding t e additionofa h

7 h
h
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separate u tr ual wth uf rpate tswthBEN u

e Feb2012: u SGEc p letedthec us Ita drec e ded f rthers u fca tcha uest u
thelabel, ¢l d u h wt u trpate tswthBEN u

e Feb—-May2012: v DPPc ut ueddsc ss us flabel u, cldu ¢ rprat u fthe SGE u
rec @ dedcha uest the e tr pe w u tr ucrteraa dthe u
addt u fseparate u tr ucrteraf rpate tswthBEN. u

e Aprl18,2012: u FDArecevedaCtze Pett ufr ua dvd alphysca req est uthe
cl zap wlabel ube pdatedt 1) «cl deseparate u tr ucrterafr 1
pate tswth BEN,a d2)createa at ualre wstry ftreate t-resstat u
sch z phre wpate tswth BENt all wthesepate tst betreated wth u
cl zap ® u
u
e J u—Au?2012: u Aseres flste u sess uswere held v ateleph uewth usdeexpert u
psych atr sts, han at 1 usts, a d psych atr ¢ phara c sts. Thep rp se was
t bta uabetter ulersta d u f u
- Cuoet udcl walpractcewthrespectt a au e tr pe w
the e eralp p lat ua d pate tswthBEN u
- C e tcl zap wre wstry perat usa ds uest usfr u
p r veeu ts u

e J12012: u Fve NDAa d ANDA Sp us rsf re dtheCl zap ® REMSSp us r u
Gr w (later re aeud Cl zap w Pr d ct Ma ufact rers Gr wp, CPMG)a d
e tt dsc s extsteps, cl du wer ace,/le alc utractsa d u
a reeeu tst c llab ratet devel paSSSR. u

e J 130-31,2012: u FDA f re dthe CPMG fthe eedt establshaSSSR a u
“Information Request” Letter (now titled a REMS N u f cat u Letter). u

e Feb6,2013: u Versacl z appr ved w th a REMS. Versacl z s incorporated into Jazz’s u
Fazacl pate tre wstry. u

e Feb2013: u FDA pr v ded pr p sed draftcl zap w label u w threv sed severe u
e tr pe wWar u sa dPrecat ussect ut theSp us rs. u

e Mar4,2013: u FDA pr v ded pr p sedrev sed class label ure ard u e tr pe wt all 1
cl zap w NDA a d ANDA h Ilders. u

e J ul8 2013: u  FDA held a SSSR devel peu tkck- fiftelec ufere ce wth CPMG. FDA u
req ested the CPMGs b utaREMS pr p salby Au st 18,2013. CPMG u
stated th s date was very a uress ve. u

e Mar26—-May9, uNDASp us rsa dFDA ¢ utateclasslabel ufr e tr pe m. u
2013: u

u
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e AugS8, R R FDA sent our preliminary recommendations on the SSS Rrequests for R
utilization data from the currently operating registries, and clarified the R
FDAs expectation that the CPMG at least submit an outline of the SSS Rby
August 8, R for ourreview. R

e Aug R R R CPMG submitted a SSS Routline to FDA. R

e Sep R R R FDA provided comments on the SSS Routline and requested a draft SSS R [
document be submitted on or before October 8, R . We also asked for R
additional information from the individual member companies about R
laboratory submissions to the currently operating registries. R

e Oct 8§, R R FDA received aresponse from the CPMG, which did not include a draft R
SSS Rdocument. R

e Dec R R R Joint face-to-face meeting with FDA and CPMG to discuss the CPMG R
achievements to date, challenges of implementing a SSS Rand action plan |
for addressing the challenges. R

e Sep 8 R4 R CPMG submitted a proposed SSS Rfor review. R

e Oct 5, R4 R FDA received a Citizen Petition from a health system to modify the R
clozapine EMS to accommodate patients with BEN. R

e Oct R R4 R  FDA met with the CPMG to discuss concerns with the proposed SSS RIn F
particular, CPMG’s initial SSS Rproposal did not supPort safe use of R
clozapine given the proposed labeling changes and did not provide fora R
centralized communication infrastructure to facilitate the necessary R
information exchange. R

R

e Dec R R4 R  CPMG submitted an amended proposed SSS Rfor review ( 8und ). This R
amendment included a proposal to implement a predispense authorization R
requirement for outpatient dispensing. R

e Feb R R5 R  During ateleconference CPMG informed FDA that development of the R
SSSR is on hold until certain “high impact” issues are resolved. These high
impact items were: use of the phrase “treatment rationale,” capturing who I
reports ANCs ®®@ inpatient pharmacy reporting R
requirements, transition plan feedback, Patient Enrollment Form revisions, |
use of a single Pharmacy Enrollment Form regardless of pharmacy type, R
prescriber designe®role, and program terminology consistency, R

e Mar R R R5 RFDA and CPMG held a face-to-face meetings to resolve the “high impact” R
issues. R

R
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e Marl7 01 ( ISK presented to the EMS Oversight Committee (OC)* ind obtained
concurrence to delineate the prescriber designee role in the SSS (. (

e Aprl7 01 ( CPMG submitted an amended proposed SSS (for review (ound 3). This (
amendment reflected agreement on issues addressed during the March 11- (
1 ( 01 face-to-face. In particular F (A conveyed the decision on the (
prescriber designee role  ( ISK identified the program design was not (
aligned with labeling with regard to BEN designation and that labeling (
needed to address hospice patients.  (

e May8 01 ( CPMG submitted the Clozapine EMS website screenshots. F (A identified
CPMG proposal to implement an abbreviated version of the Guide for (
Healthcare Providers was problematic because the education should be (
consistent regardless of the format healthcare providers use to receive (
education.  (

e Jun 6 01 ( CPMG submitted an amended proposed SSS (for review (ound 4). (
ISK provided substantial editing and comments to improve the clarity (
and construction of the materials but did not identify fundamental problems
with the program.  (

e Julld 01 ( CPMG submitted Clozapine EMS website screenshots.  (
e Augld 01 ( CPMG submitted an amended proposed SSS (for review (ound ). (
e Aug 8 01 ( CPMG submitted amended Clozapine EMS website screenshots. (

e Sepld 01 ( CPMG submitted amended proposed SSS (' Final). (

2  MATERIALS REVIEWED (

2.1 SUBMISSIONS (
(
e The following reviews were completed for the initial proposed SSS (submitted on September 18  (
014 (ound 1) (
o Robottom S. ( ISK review signed into A ( TS on November 19 014 by obottom S (
and Lehrfeld K. (
o Robottom S. ( ISK review signedinto A ( TSon ¢cember3 014 by obottom Sand (
Lehrfeld K. (
o Robottom S. (ISK review signedinto A ( TSon ¢cember 19 014 by obottom S and (
Lehrfeld K. (

(

¥ As perthe 1st Century eview process all EMS with elements to assure safe use ETASU) are discussed at the EMS  (
Oversight Committee (OC) which consists of senior level management from the Offices of New rugs Surveillance and (
Epidemiology and egulatory Policy.  (

10 (
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4
e Thefo o 4 reve 4 ascomp eted for the proposed SSSR subm tted o December 23,201 . 4

(Rou d2) 4
o Robottom S. DRISKreve 4 4ed DARRTSo Ju e19,2015byRobottomSa d 4
Lehrfe d K. 4
4

e Thefo o 4 reve 4 ascomp eted for the proposed SSSR subm tted o Apr 17,2015 (Rou d3) 4
o Robottom S. DRISK reve 4 4ed DARRTSo Au ust5,2015byRobottomSa d 4
Lehrfe d K. 4
4
e Thefo o 4 reve 4 ascomp eted for the proposed SSSR subm tted Ju e 26,2015 (Rou d ) 4
o Robottom S. DRISKreve 4 4ed DARRTSo Au ust ,2015byRobottomSa d 4
Lehrfe dK. 4
4
e Thefo o0 4 reve 4 ascomp eted for the proposed SSSR subm tted Au ust 1 ,2015 (Rou d5) 4
o Robottom S. DRISK reve 4 4ed DARRTS o September 11,2015 by RobottomSa d 4
Lehrfe dK. 4
4
CPMG Proposed C ozap 4 SSSR subm tted September 8 a d 10,2015vaema a dto dvdua 4
NDA a d ANDA app cato so September 11-1 ,2015. 4
4

2.2 OTHER MATERIALS INFORMING OUR REVIEW 4
4

e REMS Not fcato Letters. S 4ed DARRTSo Juy30-31,2012. 4
Du ca LE.Labe 4 reve 4S 4ed DARRTSo Au ust15,201 byDu ca LE. 4

3 CPMG’s PROPOSED SSSR FOR CLOZAPINE-CONTAINING PRODUCTS 4

the Ju y 30-31, 2012 REMS Not fcat o Letters formed the spo sors that, at mi #hum, the SSSR 4
berequredto cude: 4

P

o Medcato Gude 4

o ETASU descrbedas fo o 4: 4
= Arequreme tthat hea thcare prov ders ho prescr be C ozar (c ozap 4)are 4
spec a y cert f ed. To become cert f ed, prescr bers sha attest to hav 4 comp eted 4
thetra 4 a dsha e ro the c ozap 4 REMS pro ram. 4
= Arequreme tthatc ozap € 4 o 4y bedspe sed by pharmaces( cud 4 4
pharmac es  hosp ta s a d other hea thcare sett 4s) that are spec a ycert fed. To 4
become cert f ed, pharmac es sha attest to hav 4 comp eted thetra 4 a dsha 4
e ro  thecozap 4 REMS pro ram. 4
= Arequreme tthatcozap € 4 o 4y bedspe sedtopate ts 4hdocume tato of 4
safe-useco dto s. Safeuseco dto s oud cudeverfy 4 thatrequred 4
mo 4tor 4 a dpate te 4b 4y sco frmedprortothepate trecev 4 cozap 4&. 4
= Arequreme tthateachpate tus 4 cozap 4 be subject to certa 4mo 4tor 4, 4
cud 4 obta 4 ANCvauesasspecfed professo a abe 4 . 4
= Arequreme tthateachpate tus 4 cozap €bee ro ed are 4try. 4
11 4
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o Impl me Go Gys @ G
Th follongsummG'z s h G Ipropos d SSSR submi @by CPMGo G fy @b r18,2014. G

Transition Plan

Goal

REMS Elements G
e PrscrbrCrfc @ G

e Phmay&r fc @ G
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e P /ien Moni o ing

e P /ien En ollmen

e Imgdemen /ion Sy em /

e Time /blefo ubmi ionof /e /men / /

Reviewer Comment: The SSSR CPMG initial proposa
a /

DRISK identified several problems with implementing FEmmea
9@ These concerns were

communicated to CPMG in a teleconference on October 23, 2014. CPMG proposed substantial /|
revisions to the SISR to address these concerns in the second (December 23, 2014) submission. /|

/
In addition, DRISK determined the initial SSSR transition proposal was inadequate. DRISK /
recommended CPMG propose a multi-faceted transition plan approach leveraging individual-targeted /

13/
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di ¥ EBcloz E e F

4 F INAL TRANSITION PLAN AND DISCUSSION F

CPMG evaluated several options with regard to how to transition from the six’ individual legacy F
registries to the new shared system. Based on CPMG analysis, CPMG proposed shutting down the F
individual legacy registries concurrent with launching the SSSR. DRISK agreed with CPMG’s proposal. F
The advantages of the proposed approach are 1) avoids the need for upgrading the retiring legacy F
registries to accommodate the new labeling changes, 2) minimizes confusion for stakeholders with F
regard to which system(s) to use, and 3) minimizes data migration challenges with data going into the F
individual legacy registries and the SSSR concurrently. However, a limitation of this approach is thatit F
could not accommodate for a phased launch of the shared system website because CPMG stated it was F
too technically complicated to launch only a portion of the Clozapine REMS website F
(prescriber/pharmacy certification) separate from the patient management aspect. Therefore, CPMG F
proposal did not accommodate for allowing prescribers and pharmacies to certify in advance of needing F
to utilize the shared system for patient care. Refer to Section 5.2.1 and Section 5.2.2 for further F
discussion. F

The Transition Plan includes four phases as described in the REMS Supporting Document: F

e Preapproval: This phase includes multiple iterations of data migration from the legacy registries F
to the SSSR. All available prescriber and pharmacy data along with all available patient data F
from the last three years is migrated into the SSSR. All available data in the NNRMF will be F
migrated into the SSSR.  F

e Phase 1 (Day 0 through Day 29): For the first thirty days post-SSSR approval, the legacy F
registries will function as usual. The SSSR is not operational. A multi-faceted outreach plan will F
launch to alert prescribers and pharmacists about the new labeling changes and SSSR. The F
outreach plan includes emails/letters to all registered prescribers and pharmacists in the legacy F
registries, a four-page “What’s New with Clozapine: An Overview” will accompany the emails F
and letters, letters to professional societies, pop-up notices on legacy registry websites, and pop- F
up notices on clozapine product websites. F

Data migration from the legacy registries to the SSSR will occur daily to transfer incoming data F
received by the legacy registries that was not previously available for migration. F

e Phase 2 (Day 30 through Day 90): Starting on Day 30, the SSSR is operational with the F
exception of pre-dispense authorization aspect and the legacy registries are shut down. Legacy F
registry websites will automatically direct users to the Clozapine REMS Program F
website, and all phone and fax numbers previously associated with individual F
clozapine patient registries will be transferred to the Clozapine REMS Program, F

F

? Jazz Pharmaceuticals maintains one registry with two names, “Fazaclo Patient Registry” and “Versacloz Patient Registry.” F
The database is combined into a single registry for both products. F

14 F
F

Reference ID: 3819629 F


mailto:F5;i4<=>2�<47=2>7�:2A=97:=29�?=5�g2�7:4>9B2:28�7;�7@2�.5;i4<=>2�Ln0K�/:;A:4CJ�
mailto:2A=97:G�?2g9=729�?=5�467;C47=F45G�8=:2F7�692:9�7;�7@2�.5;i4<=>2�Ln0K�/:;A:4C�
mailto:k<:29F:=g2:o<@4:C4FG�F2:7=B=F47=;>f�92<4:472�B:;C�7@2�<47=2>7�C4>4A2C2>7�49<2F7H�e@2:2B;:2J�./01�
mailto:7;�72F@>=F45G�F;C<5=F4728�7;�546>F@�;>5G�4�<;:7=;>�;B�7@2�.5;i4<=>2�Ln0K�?2g9=72�
mailto:F;658�>;7�4F;CC;8472�B;:�4�<@4928�546>F@�;B�7@2�9@4:28�9G972C�?2g9=72�g2F4692�./01�974728�=7�?49�
mailto:2A=97:=29�7;�7@2�>2?�9@4:28�9G972CH�I4928�;>�./01�4>45G9=9J�./01�<:;<;928�9@67=>A�8;?>�7@2�

consol o n 1l communc oon hrou h he Cloz pne REMS Pro r m forcloz pne o
requ remen s O prescr be, spense,or @ rbue. oo

Prescr bers: Durn  h's me per o gprescr bers mus cer fy n he Cloz p ne REMS o
Pro r m os r orcon nue o prescr be cloz p ne. All prescr bers mus use he o
Cloz p ne REMS Pro r m web-b se sys em (or phone) oenrollnewp oens n o
m a @e curren p oen s. Refer o he prescr ber cer f¢ ocon sec on formore o
nforma an. o

Ph rma ©s: Durn hs mepero o Il ph rma es mus cer fy n he Cloz pne o
REMSPro r m os r orcon nue o spensecloz pne. Ph rma es mus use he o
Cloz p ne REMS Pro r m web-b se sys em (or phone) o ver fy prescrber n p oen o
enrollmen, n ver fy he ANC s ccep ble. o

P oens: Newp oensw Hbeenrolle no heCloz pne REMSPro r mby cer fe o
prescrber;exs n p oens re Ire gymiroe no heCloz pne REMSPro r m o
sysem ( n no requre o bere-enrolle ). o

e Phase 3 (D ¢ 90) — Full Implemen o on occurs nclu m he requ remen foroup oen o
ph rma es oob on pre- spense uhorz oonbefore spensn cloz pne. Apre- spense o
u hor z con mus be ob one oneof hree w gs: 1) byen bln he ph rmayom @ @emen o
sys em o suppor elec ron c commun ¢ con w dh he Cloz pne REMS Pro r m,2)bys an o
no he Cloz pne REMS Pro r mwebs e,or3)byc lbn he Cloz pne REMSc kbcener. o

OnD g 90, srbuorswhHnolon er srbuecloz pnepro ucs oph rmaes h oreno o
cer fe n heCloz pne REMS Pro r m. Ph rma es h ch veno becomecer fe re o
encour ® oreurnremana cloz pnesock. o

S FINAL REMS AND DISCUSSION o

From Sep ember 18, 2014 o presen , FDA coll bor ¢ w & CPMG o evelop SSSR.Therevew o
encomp sse s X roun s of commen s (see Sec on 2.1 forl's of DRISK rev ews), weekly nern I o
mee n s, more h n20 eleconferences w i CPMG, n wo ¢« f ce-o-f cemee n wd CPMG. o

The fn ISSSR s escrbe n  scusse n he follown sec ons. o

5.1 REMS GOALS o
o
The o lof heCloz pne SSSR s omi o e her sk ofsevereneu ropen o ssoc ce w d heuseof o
cloz pneby: o
)
e E uc on prescrbers n ph rma s bou her sk ofsevere neu ropen on ppropr e o
mon Orn orequremens o
O
e Informn p ocens bou herskofsevereneuropen on ppropr cemon orn o
requremens o
O
e Ensurn compl ncew dh hemon orn sche ule for bsolu e neu roph 1coun (ANC)pror o o
spensn cloz pne o
O
e Ensurn heprescr ber ocumen s r sk-benef ssessmen when ANC f llsbelow he o
ccep dbler n e s escrbe n hePrescrbn Informa an o
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J
e Esta js j g o g-termsafetya dsafeuseofcozap je ye ro j ga pate tswjorece ve |
cozap je t eregstry ]

J
T eoverarc j ggoa stomigatet er sk of severe eutrope ja. T eo ectves stedu dert egoa j

supportt e spec fcrequreme t t e REMSt atare requ red to e sure safe use. j
5.2 REMS ELEMENTS j

5.2.1 Prescriber Certification j
1. jHeat care prov ders w jo prescr e c ozap je are spec a ycert fed. |

a) jTo ecome speca ycertfedtoprescr ecozap je t eC ozap je REMS Program, ]
eat care prov ders must: ]

(1) Revewt ePrescr j gl formato forcozap je; j

(2) Rev ew Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providersa d |
successfu y comp etet e Knowledge Assessment for Healthcare Providers; a d

3) E ro t ¢ C ozap je REMS Program ycompet gt e Clozapine REMS Prescriber j
Enrollment Form. ]

) jAsaco dto ofcertfcato ,prescr ers must: j
(1) Ero eac patet t eC ozap je REMS Program y: |

a) jl formigt epate ta outt ersksassocatedwt cozap je cud jgsevere ]
eutrope jaa dt e C ozap je REMS Program requ reme ts yus g What You Need |
to Know about Clozapine and Neutropenia: A Guide for Patients and Caregivers,a d ]
provd jg ttot epate torcaregveru jessc j ca udgme t dcatest att e j
patient’s adherence to the treatment regimen will be negatively impacted by providing j
What You Need to Know about Clozapine and Neutropenia: A Guide for Patients and ]
Caregivers ]

() Compet gt e Clozapine REMS Patient Enrollment Form for eac pate t.Su mit |
t e comp eted formtot e C ozap je REMS Program a dstoreacopy te j
patient’s records. ]

(2) Performt efo owjgrequreme tso a o go jg assforeac pate ta dreporttot e j
C ozap je REMS Programvat eo j esystem, yfax,or yca j gt e Cozap je REMS j
Program co tactce ter: j

(a) Report ANCaccord gtot emo tor gsc eduedescr ed t ePrescr j g j
I formato . j

() Reportaut orzato toco t uetreatme tforpate tswt a ANCt atfa s eow |
t eaccepta era gedescr ed t ePrescr j gl formato ,w e t eprescr er j
determiegt e e eftsexceedt er sksof deve op jgsevere eutrope ja. j

c) j C ozap je Spo sors must: ]

(1) E suret at eat care prov ders w o prescr e c ozap je are spec a y cert fed ]
accorda cewt t erequreme tsdescr eda ove. ]
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(2) En R ha h alhca Rp ovid Rcancompl Rh ¢ Rificaionpoc R,pain R
n ollm e Rnd manag m ex Rnlin o byfax o h Clozapin EMSP ogam. R

(3) En R ha h alhca Rp ovid Rwhop Rcib clozapin a noifi dwh n h yhav R
b Ric Rifi din h Clozapin EMSP ogam. R

(4) Mainainavalida d, ¢ Rdaaba Rofh alhca Rp ovid Rwhoa ¢ Rifid o R
p Rcib clozapin in h Clozapin EMS P og am. Clozapin Spon o Rmu R R
ensure that the prescriber’s REMS requirements are met and may de-c Rify non- R
complian p Rcib Rif h q i1 maRlono conin Rob me.RR

(5) Mainainavalida d, ¢ Rdaaba Rofpain noll din h Clozapin EMS R
Pogam R

(6) En R ha c Rifi dp Rcib Ra povid dacc R o h daaba Rofc Rifi d R
pha maci Rnd noll dpain R R

(7) P ovid Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers R
and Clozapine and the Risk of Neutropenia: An Overview for Healthcare Providers o R
h al hca Rp ovid R who: R

(@ R a Rmp op Rcib clozapin anda Rno y Re Rifi d,o R
(b) R inq i abo Rhow ob comecRRifi d. R

(8 En R ha wihin30cal nda day of EMSapp oval, h EMSmaRial li RI R
b low a Ravailabl on h Clozapin EMSPogamwRi R
(www.clozapin Rm sc®n) o by calling h Clozapin EMSP ogamconac ¢c n R R
a 844-267-8678. R

Th following ma Rial Rpo P Rcib RC Rificaion: R

e Clozapine and the Risk of Neutropenia: A Guide for Healthcare Providers R
Knowledge Assessment for Healthcare Providers R

Clozapine REMS Prescriber Enrollment Form R

Clozapine REMS Prescriber Designee Enrollment Form R

R

Prescriber Certification: Issues identified and addressed during the review cycle R

* Transition process for prescriber certification R

Givn h b anialchang Ro h n R op niamoni o ing commendaion and la d R
clozapin R ma Rlgo ihmsabongwihmod Rizd q i mea Radop Rlin h Clozapin R
EMSP ogamcompa Rl o h 1 gacy gi R ,DRSKd Rmin di wa nc Rayfo R
p Rcib Rwhoa gi Rdinon o mo of h 1 gacy gi R o ngag inac Rificaion R
poc Rfo h Clozapin EMSPogam.P Rcib Rmu Rl) viw h GRd fo HRlhca R R
Povid R,2) Rc Rf llycompl Rh H alhca RP ovid Knowl dg AR ma,and3) R
compl Rand bmi h P Rcib REn ollma Ko m,ag Ring of Ifill h pogam R
qi maR R

CPMG’s an iionplan(d R ib d abov ) do Rno allowp Rc ib R and pha maci oc Rifyin R
advanc ofn Rling o iliz h ha R y Rmfo pain ca RDRSK ai dconc Rbca Ri R
wo Idl av. omepRRcib R1li 1 ono ime ® Rifyb fo Rn Rling oin Rac wih h nw R
Clozapin EMS y Rm;j opa dizingconin iy ofclozapin Rma&aRo pain R R
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To address this concern, CPMG proposed a “grandfathering” process for all clozapine prescribers
who met one of the following:

e Prescribers with patients who have a reported ANC or WBC count in one or
more of the legacy registries in the previous 3 years, or

e Prescribers with patients who were listed in the NNRMF

“Grandfathered” prescribers are automatically enrolled (but not certified) in the Clozapine REMS
Program providing them access to the Clozapine REMS system to manage their existing patients
to minimize treatment interruption. “Grandfathered” prescribers are not able to enroll new
patients or identify a patient as diagnosed with BEN until completing the Clozapine REMS
certification process. These prescribers must certify in the Clozapine REMS Program within a
designated time (up to 6 additional weeks). If the prescriber fails to certify within the designated
time frame, the prescriber’s access to the Clozapine REMS Program is suspended until he/she
completes certification.

= Completion of knowledge assessment as part of prescriber certification

Given the substantial changes to the neutropenia monitoring recommendations and related
clozapine treatment algorithms along with modernized requirements adopted in the Clozapine
REMS Program compared to the legacy registries, DRISK determined it was necessary for
prescribers to demonstrate understanding of the labeling changes and program requirements as
part of the Clozapine REMS prescriber certification process.

= Utilization of a Prescriber Designee

A “prescriber designee” is a person(s) who interacts with a REMS system to perform
administrative activities on behalf of the certified prescriber. These administrative activities for
clozapine may include completing the patient enrollment form, entering ANC results, reporting
modification of the treatment status or modification of the monitoring frequency (if the patient is
eligible). The purpose of a prescriber designee is to reduce burden on the healthcare system by
allowing other individuals to perform administrative tasks for prescribers.

The initial CPMG proposal for prescriber designees [ o@
. "9
i ®®2) allowed the designee to be a non-healtheare
Professiona. [ e
-]

DRISK supported accommodating for the prescriber designee role in the Clozapine REMS
Program given the high administrative burden that results from REMS programs that require
reporting the results of periodic monitoring to the REMS program. In addition, given the
electronic-based nature of this program, the REMS must be constructed to ensure the system is
compliant with HIPAA technical safeguards (e.g., unique user name a passwords for all people
who interact with the system).

H ver, DRISK did not
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DRISK presented limiting the prescriber designee role in the SSSR to the REMS Oversight
Committee on March 17, 2015. The ROC concurre —

5.2.2 Pharmacy Certification

Pharmacies that dispense clozapine are specially certified.

a)

To become specially certified to dispense clozapine in the Clozapine REMS
Program, pharmacies must:

(1) Designate an authorized representative to complete certification process on

@)

behalf of the pharmacy.
(a) Clozapine REMS Pharmacy Enrollment Form
(b) Clozapine REMS Chain Headquarter Pharmacy Enrollment Form

Ensure the authorized representative will oversee implementation and
compliance with the Clozapine REMS Program requirements by doing
the following:

(a) Review Clozapine and the Risk of Neutropenia: A Guide for
Healthcare Providers and successfully complete the Knowledge
Assessment for Healthcare Providers.

(b) Ensure all relevant staffinvolved in the dispensing of clozapine are
trained on the Clozapine REMS Program requirements as
described in Clozapine and the Risk of Neutropenia: A Guide for
Healthcare Providers and maintain records of stafftraining.

(i) Forpharmacies that have a pharmacy management system
that supports electronic telecommunication verification, each
pharmacist must be trained utilizing established training
protocols for their certified pharmacy.

(i) For pharmacies that have a pharmacy management system
that does NOT support electronic telecommunication
verification, each pharmacist mustbe trained by reviewing

' Meeting Minutes. REMS Oversight Committee March 17, 2015.
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Cloza d a dth ® skofN ditro d a: AGu d for d
H @&lthcar Prov drsan duccessfully completingthe d
K dowl & dsd skm dtfor H &lthcar Prov drs. d

(c) @utprocessesan ¢roce dres in place to ensure the following d
verifications an deporting requirements are complete : d

(1) dVerify the prescriber is certifie dén dhe patientis enrolle in d
the Clozapine REMS Program prior to ispensing clozapine, d

(i) &erify the ANC is current (within 7 calen dr ays ofthebloo d d
raw), d

* Verify the ANC is within the acceptable range escribe in d
the Prescribing Information or the prescriber has authorize d d
the continuation of clozapine treatment for patients withan d
ANC that falls below the acceptable range whenthe d
prescriber etermines the benefits excee the risks of d

eveloping severe neutropenia prior to  ispensing clozapine, d
an d d

* Report osing information for each clozapine d
prescription/fill to the Clozapine REMS Program. d

( ) Maintain appropriate ocumentation that all processes an ¢roce ures d
are in place an dire being followe for the Clozapine REMS Program d
an ¢rovi e it upon request to the Clozapine Sponsors, FDA, ora d
thir party. d

(e) dComply with au ds by the Clozapine Sponsors, FDA, ora thir  d
party to ensure that all processes an ¢roce ures are inplacean d d
are being followe for the Clozapine REMS Program. d

b) dAsacon dion of certification: d
(1) @Outpatientpharmacies: d

(a) dhat support electronic communication verification with the d
Clozapine REMS Program system must: d

(i) dEnsure the pharmacy enables its pharmacy management d
system to support communication with the Clozapine d
REMS Program systemusing establishe d d
telecommunication stan dr san dunsthestan dr ize d d
vali ation test transaction(s)to vali ate the system d
enhancements. d

(i1)) ispense clozapine to a patient only after obtaininga d
pre ispense authorization by processing all clozapine d
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prescr p Ms clud Mcashclams hr ugh he rpharmacy M
ma ageme Msys em elecr Mally: M

(a) Mer fy heprescrber scer feda d hepa e Ms M
e r lled heCl zap MREMS Pr gram. M

(b) verfy he ANC scurre M dw h heaccep able M
ra gedescrbed hePrescrb MI frmaM rha M
he prescr berhasauh rzed hec M va M f M
cl zap M reame Mf rpa ¢ Miw Ma ANC ha falls M
bel w he accep ablera ge whe heprescr ber M
de ermi eMhebe ef s exceed hersks fdevel p g M
severe eur pe M M

(c) Mprds M frmaM freachcl zap M M
prescrp M/fll  heCl zap MREMS pr gram. M

(b) Ma d NOTsupp r electr M elec mmuMa M verfca MwM M
he Cl zap MREMS Pr gram sys em mus d spe secl zap M M
pae M NMafer ba Mgapredspe scauh rza M by M
access ) heCl zap MREMS Pr gram webs e rcall g he M
Cl zap M REMS Pr gramc Mac ce Mt : M

() Mer fy heprescr ber scer feda d hepa e Mse r lled M
heCl zap MREMS Pr gram. M

() verfy he ANC scurre M dw h heaccep ablera ge M
descrbed  he Prescrb MI frmaM r ha he M
prescr berhasauh rzed hec M uva M fcl zap M M
reame Mf rpa e BMiw Ma ANC ha fallsbel w he M
accep ablera gewhe heprescr berde ermieM hebe ef s M
exceed her sks fdevel p Wisevere eur pe Ml M

( Mrep Md MM f rma M f reachcl zap Mprescrp M/fll M
he Cl zap MREMS Pr gram. M

(2) Mpa MNharmac esmus: M

(@) Mspe secl zap M Nla MM Ny afer access M he Cl zap M M
REMS Pr gram webs M rcall M he Cl zap MREMS Pr gram M
¢ Mac ce M Mer fy he prescr ber scer feda Mhepa MMs M
e r Md MeCl zap MREMS Pr gram. M

(b) Dspe secl zap M apa e M lyaferaccess M heCl zap M M
REMS Pr gram webs e call g heCl zap MREMS Pr gram M
¢ Mac ce M rcheck M hepatient’s med calrec rd verfy he M
ANC scurre M dw h heaccep ablera gedescrbed he M
Prescrb M1 f rma M r heprescr berhasauh rzed he M
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continu tiono co : inetre tment or tients with n ANCth t
sbe owthe cce t b er nge whenthe rescriber determines the
bene its exceed the risks o deveo ingsevere neutro eni .

b) :Co : ineS onsors must

(1) Ensureth t h rm ciesth tdis ensec o : ine res eci :y certi ied in
ccord nce with the requirements described bove.

(2) Ensureth tthe uthori edre resent tives ¢ n com pete the certi ic tion
rocess nd h rm aists ¢ n com pete tr ining on ine or by  :x to the
Co : ine REMS Progr m.

(3) Ensureth t h rmaies renoti ied when they h ve been certi ied in the
C o : ine REMS Progr m.

(4) Veri yevery2ye rsth tthe uthori ed representative’sn me nd
cont ctin orm aion corres onds toth to the current design ted
uthori edre resent tive orthecerti ied h rmay.1 di erent,
requircthe h rm &y tore-certi y with new uthori ed
re resent tive.

The o owingmaderi ssu :ort h rmay: certi ic tion

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

»  Clozapine REMS Pharmacy Enrollment Form

»  Clozapine REMS Chain Headquarter Pharmacy Enrollment Form

= (Co : ineREMS Progr m Website

Pharmacy Certification: Issues identified and addressed during the review cycle

= Transition process for pharmacy certification

Given the subst nti ch nges to the neutro eni monitoring recommend tions ndre ted

co : inetre tment gorithms ong with moderni ed requirements do ted inthe Co : ine
REMS Progr m com p red to the individu : eg cy registries, DRISK determined it w s

necess ry or h rmaies th t reregistered in one or more o the individu : eg cy registries to
eng gein certi ic tion rocess or the C o : ine REMS Progr m. The uthori ed

re resent tive or h rm ay(ies) must 1) review the Guide or He thc re Providers, 2)

success u y com pete the He thc re Provider Know edge Assessment, nd 3) Com pete nd
submit the Ph rm @y Enro ment Form, greeing to im pement the rogr m requirements.

As described in Section 4 “Final Transition Plan and Discussion,” CPMG wi shut down the
individu : eg cy registries concurrent with unching the SSSR (30d ys ost- : rov :o the
C o : ine REMS). The Agency h d concerns th tthis : ro ch doesnot :ow h rm aies to
certi yin dv nce o needing to uti i e the sh red system or :tientc re.

DRISK r ised concern with requiring h rm «ies to begin uti i ing the C o : ine REMS system
or tient ma :gement onthe s me d ycerti ic tion ¢ n begin, e ving virtu :y no time to
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certify before needing to interact with the new Clozapine REMS system. CPMG minimized this
concern stating that ®®  the contracted vendor managing the SSSR, planned 1) direct
chain pharmacy engagement and outreach, 2) identification of patients who will need clozapine
refilled soon after the SSSR goes live and engagement of the pharmacies that dispense to those
patients, and 3) implementation delay of the pre-dispense authorization (PDA) function. DRISK
acknowledges that currently clozapine should only be in stock in pharmacies that are registered
with one or more of the legacy registries. Pharmacists typically have an established relationship
with clozapine prescribers and patients based on how the legacy registries link prescribers with
pharmacists. This provides assurance that while compliance may not be optimal initially, patient
safety should not be compromised during the transition period. Therefore, the CPMG adequately
addressed DRISK concerns.

CPMG conducted an evaluation of clozapine utilization to ensure that resources were being
dedicated commensurate with actual clozapine dispensing but, to date, have not shared the
details of that evaluation.

= In-patient pharmacy requirements

Both inpatient and outpatient pharmacies must be certified in the Clozapine REMS Program.
Pharmacies that dispense clozapine to inpatients have different requirements than outpatient
pharmacies. Both inpatient and outpatient pharmacies are required to verify the prescriber is
certified in the Clozapine REMS Program, the patient is enrolled in the Clozapine REMS
Program, and the ANC is current and acceptable according to the patients monitoring algorithm.
The main difference between the requirements for the pharmacy types is that outpatient
pharmacies obtain an electronic code that is generated by the Clozapine REMS Program if these
requirements are met, called a pre-dispense authorization (PDA); whereas, obtaining a PDA is
not required before dispensing in an inpatient setting. Obtaining electronic confirmation (i.e.,
PDA) is not a requirement for inpatient settings because hospitalized patients are under the direct
observation of medical professionals who routinely monitor for signs or symptoms of
neutropenia and are able to quickly respond and treat a patient who has or is at risk for infection.
Moreover, there is increased complexity with implementing a PDA in an inpatient setting. For
example, obtaining authorization before every dispensing is overly burdensome especially given
that the patient is under the direct medical supervision.

When patients are hospitalized, prescribers continue to be responsible for and are required to
report ANC results according to each patient’s monitoring frequency and inpatient pharmacies
are required to implement the necessary processes and procedures to maintain compliance with
the REMS Program to ensure the practitioner who prescribes clozapine is certified and the ANC
is current and acceptable (or the prescriber authorizes continued treatment). In addition, it is
important the Clozapine REMS Program receive ANCs from hospitalized patients in the event
that clozapine patient is hospitalized due to complications from neutropenia.

= Need for Chain Pharmacy Enrollment Form

®@
CPMGQ, indicated that a separate Pharmacy Enrollment Form specific

for “chain” pharmacies was recommended based on their experience and it would make
certifying chains more efficient ®® planned to outreach directly to all “chain”
pharmacies that 1) have a contract relationship established with the switch provider for the
Clozapine REMS Program and 2) have enrolled in one or more of the legacy registries.
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To minimize potential confusion with regard to which form a pharmacy must complete, DRISK
elected to remove mention of the “Chain Headquarters Pharmacy Enrollment Form” from the
“Guide for Healthcare Providers” since [ ®® would be reaching out to the pharmacies
directly but include the “Chain Headquarters Pharmacy Enrollment Form” as part of the SSSR.

=  Completion of Healthcare Provider Knowledge Assessment

Given the substantial changes to the neutropenia monitoring recommendations and related
clozapine treatment algorithms along with modernized requirements adopted in the Clozapine
REMS Program compared to the legacy registries, DRISK determined it was necessary for the
authorized representative of a pharmacy to demonstrate understanding of the labeling changes
and program requirements as part of the Clozapine REMS Program prescriber certification
process. Further, the same knowledge assessment was appropriate for both prescribers and
pharmacists because of the integral nature both stakeholders play in their respective
requirements.

= Pharmacist training requirements

DRISK determined it was necessary to require pharmacists who practice in pharmacies with
pharmacy management systems that cannot support electronic communication verification of the
Clozapine REMS Program requirements must complete the CPMG-provided training (review of
the Guide for Healthcare Providers) and successfully complete the knowledge assessment. The
authorized representative is responsible for providing, confirming completion, and maintaining
records of who completed the training. For pharmacists who will dispense clozapine using a
pharmacy management system that will incorporate electronic communication verification of the
Clozapine REMS Program requirements, the pharmacy may implement training for pharmacists
utilizing established training protocols within their pharmacy.

* Pharmacy staf _

CPMG proposed t [ e
- e
I

DRISK acknowledges the importance of training s
in compliance with the Clozapine REMS Program

FDAAA provides FDA
the authority to require that, as an element of safe use, pharmacies that dispense must be certified
and the authorized representative for a pharmacy is responsible for ensuring staff are properly
trained. However, given the electronic-based nature of this program, DRISK recognizes that the
SSSR must be constructed to ensure the system is compliant with HIPAA technical safeguards.
Therefore, to accommodate for pharmacy staff to access the web-based system to obtain a pre-
dispense authorization, pharmacy staff (pharmacists or technicians) can create an account to
obtain a username and password.

If pharmacy staff do not want to create an account to access the Clozapine REMS Program
website to obtain a pre-dispense authorization, staff can also report ANCs and/or obtain a pre-
dispense authorization by calling the Clozapine REMS Program call center.
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523 eDe ntati n o Saf Us C aditi ns e
Clozapin will b disp ns d with vid nc or oth r docum atation of saf -us conditions. e

a) To awroll a pati ntinth €lozapin KEMS Program, ach pr scrib rmustcompl t a e
Clozapin REMS Pati nt Enrollm ext Form indicating that th gati ntorth ir e
car giv rhas: e

(1) B en provid d What You Need to Know about Clozapine and Neutropenia: A e
Guide for Patients and Caregivers unl ss clinical judgm et indicat s thatth e
patient’s adherence to the treatment regimen will be negatively impacted by e
providing What You N e d to Know about Clozapin @nd N aitrop nia: A Guid e
for Pati nts and Car giv rs e

(2) B en inform &l by th @r scrib r of th aisks of clozapin @nd th «€lozapin e
REMS Program r quir m ets, using What You Need To Know About Clozapine: e
A Guide for Patients and Caregivers. ¢

b) Clozapin &Sponsors must: e

(1) Ensur thatth e rtifi d pr scrib ris abl to submitth €ompl t d Clozapine e
REMS Patient Enrollment Form onlin er by fax to th €lozapin KEMS e
Program. e

(2) Ensur thatth & rtifi d pharmacy can v mfy that th ¢r scrib risc rtifi dand e
ach pati nt tr at d with clozapin ds aroll d inth &€lozapin KEMS Program e
prior to disp nsing (s eS ction IL.A.2). e
Th dollowing mat rials support docum atation of saf us : e

= eWhat You Need To Know About Clozapine: A Guide for Patients and Caregivers e
= ¢Clozapine REMS Patient Enrollment Form ¢

De ntati n e Saf Us : Iss esid ntifi d and addr ss dd eingth a vi wey 1l ¢

= cPati ntCe ns ling e

Th endividual 1 gacy r gistri s did not includ @ r quir m ext for th ¢r scrib rto couns 1th e
pati nt on th eisk of n utrop nia. Th REMS Notification L & rs to form a SSSR issu din e
2012, dir ct d clozapin g@roduct manufactur rs to includ @ MG as part of th REMS. How e 1, ¢
non ®fth approv d clozapin groducts includ @ MG as part of th ir approv d lab ling. e

Furth rmor , a MG would lik ly includ anformation about multipl risks associat d with e
clozapin anst ad of focusing on th eisk th SSSR is int nd d to mitigat . Aft r furth rint rnal e
discussion with DPP, DRISK and DPP r commend d utilizing an eucational tool focus d on th e
risk of n utrop nia writt n for pati nts to d scrib , at a minimum, th signs and symptoms e
associat d with n utrop nia that a pati nt or car giv r canr cogniz , what actions to tak af e
symptoms ar r cogniz d, and th @ ed for routin AANC monitoring. “What You Need To Know e
About Clozapin : A Guid dor Pati nts and Car givers” provides this information in a pati nt-

fri ndly format. e
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5.2.4 Patient Monitoring

Each patient using Clozapine is subject to certain monitoring.

Clozapine Sponsors must ensure that the certified pharmacy can verify the ANC is current and
within the acceptable range described in the Prescribing Information or that the prescriber has
authorized the continuation of treatment for patients with an ANC that falls below the acceptable
range when the prescriber determines the benefits exceed the risks of developing severe
neutropenia prior to dispensing clozapine

The following materials support patient monitoring:
"  ANC Lab Reporting Form
»  Clozapine REMS Website

= Neutropenia Monitoring Algorithms

The SSSR supports and implements the revised labeling for neutropenia by:
e  Only accepting absolute neutrophil count (ANC) results

e Implementing a new monitoring algorithm to accommodate for patients diagnosed with
BEN

The Clozapine REMS Program provides prescribers the ability to identify a patient
diagnosed with BEN (to distinguish them from the General Population) at the time of
initial enrollment or at any point during clozapine treatment.

Once identified as a Patient with BEN in the Clozapine REMS Program, the Clozapine
REMS Program provides ANC monitoring and clozapine treatment recommendations
specifically designed for Patients with BEN (as outlined in the revised labeling). This
prevents unnecessary treatment interruptions or discontinuations that may occur if a
Patient with BEN was subject to the ANC monitoring and clozapine treatment
recommendations for the General Population.

o Applying lower ANC thresholds for recommending clozapine treatment interruption or
discontinuation

The Clozapine REMS Program verifies the ANC is current and acceptable, based on the
patient’s monitoring schedule (i.e., General Population, Patients with BEN),before
clozapine can be dispensed to an outpatient. Refer to “Pre-dispense authorization” section
for more details.

e Accommodating for the continuation of clozapine treatment despite moderate to severe
neutropenia

To support the revised labeling, the Clozapine REMS Program allows prescribers to
exercise clinical judgment and make a determination about the appropriateness of
continuing clozapine treatment based on the totality of a particular patient’s health status.
Before an outpatient can continue treatment if the ANC continues below 1,000/uL
(General Population) or 500/uL (Patients with BEN), the prescriber is required to provide
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a “Treatment Rationale” to document in the Clozapine REMS Program that “the benefits
of continuing treatment outweigh the risks of severe neutropenia.”

e Accommodating for re-initiation (or re-challenge) of clozapine treatment despite
previous moderate to severe neutropenia

The legacy registries do not allow for any patients with ANC less than 1,000/uL to restart
treatment with clozapine.'' According to the revised labeling, prescribers may
rechallenge any patient treated with clozapine who experience moderate or severe
neutropenia if the prescriber determines the risk of psychiatric illness is greater than the
risk of developing a recurrence of severe neutropenia. The Clozapine REMS Program
allows all patients, regardless of previous ANC, to start or re-start clozapine as long as
they have a current and acceptable ANC.

The revised labeling eliminates the NNRMF® and it will be discontinued upon the
implementation of the Clozapine REMS Program. All available data from all patients
who were listed in the NNRMF will be migrated into the Clozapine REMS Program and
those patients will be identified with a red flag in the SSSR to alert prescribers who may
be considering clozapine again for that patient.

= Pre-dispense authorization

CPMG’s initial SSSR proposal did not support safe use of clozapine given the labeling changes.
The CPMG proposal relied on the prescriber-pharmacist relationship based on the legacy risk
management programs and did not provide a centralized communication infrastructure to
facilitate information exchange. In particular, without centralized processes in place through the
SSSR, it was not clear how a pharmacist would know which patients were diagnosed with BEN,
which monitoring algorithm to apply, and where/how to determine if the prescriber authorized
continuation of treatment for patients with moderate or severe neutropenia. Confusion could
regularly lead to unnecessary treatment interruptions or discontinuations; directly in
contradiction of the labeling changes. Furthermore, the prescriber-pharmacist relationship
unnecessarily limited a patient’s access to clozapine by limiting patients to filling their clozapine
prescription at one pharmacy. In response, CPMG proposed a consistent and centralized process
for certified outpatient pharmacies to determine if a patient could be dispensed clozapine based
on the Clozapine REMS requirements by using the “pre-dispense authorization” concept. A pre-
dispense authorization is an electronic code indicating that the Clozapine REMS Program has
verified:

Patient is enrolled in the Clozapine REMS Program
Prescriber is certified in the Clozapine REMS Program
Pharmacy is certified in the Clozapine REMS Program
ANC is current (reported within 7 days of the blood draw)

"' The Agency is aware that certain legacy registries implemented a “waiver program” in which a prescriber could
request a waiver for a patient to restart (or continue) clozapine despite meeting the no-rechallenge criteria. The
prescriber is required to provide documentation to the patient registry and the registry makes a determination to
grant or deny the waiver request on a case-by-case basis.
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» ANC is within an acceptable range, or the prescriber authorized continued
treatment

To implement this concept, it requires the ANC result (or the prescriber’s authorization to
continue clozapine treatment) to be reported to the Clozapine REMS Program before clozapine is
dispensed to outpatients. Outpatient pharmacies obtain a pre-dispense authorization one of three
ways:
e By enabling your pharmacy management system to support electronic communication

with the Clozapine REMS Program

By signing into Clozapine REMS Program website

By calling the Clozapine REMS Program call center

= Patients under Hospice Care

The revised labeling addresses hospice patients under “Use in Specific Populations” and states
“For hospice patients (i.e., terminally ill patients with an estimated life expectancy of six months
or less), the prescriber may reduce the ANC monitoring frequency to once every 6 months, after
a discussion with the patient and his/her caregiver. Individual treatment decisions should weigh
the importance of monitoring ANC in the context of the need to control psychiatric symptoms
and the patient’s terminal illness.”

To,sunnor,t,this,lab(g!' g provision, the Clozapine REMS Program allows prescriber we
to identify a patient as a hospice patient to avoid unnecessary laboratory
monitoring if the patient is terminally ill.

5.2.5 Patient Enrollment

Each patient using clozapine is enrolled in a registry.

a) Clozapine Sponsors must ensure that certified prescribers enroll all patients in the
Clozapine REMS Program using the Clozapine REMS Patient Enrollment Form.

b) Clozapine Sponsors must maintain a Clozapine REMS registry within the
Clozapine REMS Program. The primary objective of the REMS registry is to
ensure patient safety and safe use of clozapine through periodic monitoring for
severe neutropenia.

¢) Clozapine Sponsors must ensure that patient enrollment can be completed via
Clozapine REMS Program website or by fax.

The following materials support Patient Enrollment:

»  Clozapine REMS Patient Enrollment Form
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Patie t ¢ me t: Issues ide tified a d add essed du i g the eviewcvce e

Resp esibiity & p esc ibe t e ¢ patie ts ¢

Th d gacyr gistri s p rmitt d ath rth ¢r scrib r or th gharmacist (und r ¢ rtain e
circumstanc s) to awroll a pati ntinto ar gistry. In th &SSSR, the prescriber (or prescriber’s e
d sign e)isr sponsibl for nrolling pati nts b caus @r scrib rs ar r sponsibl for e

d t rmining if clozapin d@s th @ppropriat tr atm et for th gati nt, couns ling th gati nt (or e
car giv r), and d t rmining if th gati nthas b n diagnos d with BEN. e

5.3 e IMPL eMENTATION SYST eMe
1. Clozapin &ponsors must nsur that clozapin as only distribut d to ¢ rtifi d pharmaci s by: e

a. Ensuring th ewvhol sal rs/distributors who distribut clozapin €omply with th grogram e
r quir m ats for whol sal rs/distributors. In ord r for a whol sal r/distributor to e
distribut clozapin , th evhol sal rs/distributors must: ¢

i. &ut proc ss s and proc dur s in plac eo v rify, prior to distributing clozapin , e
that th @harmaci sar c rtifi d. e

ii. Train all r 1 vant staff on th €lozapin REMS Program r quir m aats. ¢

iii. Agr eto b audit d by th eClozapin eSponsors, FDA, or a third party to ensur e
that all proc s s and proc dur s ar dan plac eand ar & ing follow @ for th e
Clozapin REMS Program e

iv. Maintain appropriat docum atation and mak @t availabl for audits. e

v. Provid distribution data to th @ndividual Clozapin &ponsors e

b. Ensuring that whol sal rs/distributors maintain distribution r cords of all shipm eats of e
clozapin @nd provid ¢h alata to th @ndividual Clozapin &Sponsors. e

c. Clozapin &ponsors must monitor distribution data and audit th ewhol sal rs/distributors e
within on ey ar aft r th ewhol sal r/distributor is aroll d to ensur ¢hat all proc s s e
and proc dur sar en plac and functioning to support th r quir m exts of th Clozapin e
REMS Program. Clozapin eSponsors must institut corr ctiv eaction if noncomplianc e
isid ntifi d. e

2. Clozapin eSponsors must maintain a validat d, s cur edatabas eof pharmaci s that ar e
c rtifi dto disp ns clozapin anth €lozapin KEMS Program. e

3. Clozapin eSponsors must maintain ad quat & cords of clozapin edistribution, disp nsing, e
c rtifi d pr scrib rs, pharmaci s, distributors/whol sal rs, and pati nts to met th eREMS e
r quir mats. e

29 e

Reference ID: 3819629 ¢



4. Cloe eS o sorsmuste sureth t h rma es’ REMS requ reme ts re met ed may de- e
¢ rtify noncompliant pharmaci s ifth @ quir m ents do not continu ¢ob and. ¢

5. Clozapin Sponsors must maintain a validat d, s cur databas of pati nts who ar enroll d e
in th €lozapin KREMS Program. e

6. Clozapin eSponsors must maintain a Clozapin eREMS Program &ontact ¢ nt r to support e
pr scrib rs and pharmaci s int rfacing with th €lozapin REMS Program. e

7. Clozapin eSponsors must nsur ¢hat all mat rials list d in or app nd d to th eClozapin e
REMS edocum it ar e availabl e through eth e Clozapin ¢ REMS eProgram e w dbsit ¢
www.clozapin r ms.com or by calling th €lozapin KREMS Program contactc nt r. e

8. Th eClozapin eREMS Program ew bsit €¢www.clozapin r ms.com) must continu efor th e
duration of th eREMS. Th eClozapin eREMS Program w bsit must includ eth eoption to e
print v rsions of th eClozapin eREMS érogramemat rials. Individual, product-sp cific e
clozapin ew bsit s for h althcar prof ssionals must includ @ promin nt REMS-sp cific link e
to th &€lozapin REMS Program w dsit . ¢

9. Clozapin eSponsors must continuously monitor th ec rtifi d pharmaci s to ensur eth e
r quir m aits of th eClozapin eREMS Program ar & ing md. Clozapin eSponsors must e
institut corr ctiv action if noncomplianc 1is id ntifi d. e

10. Clozapin eSponsors must audit ¢ rtifi d pharmaci s that hav eord r d clozapin eto ensur e
that all proc ss s and proc dur s ar in plac @nd functioning to support th & quir m ats of ¢
th €lozapin KEMS Program on th dollowing sch dul : e

a. Eight p rc nt within on ¢ ar from th aat of initial approval of th KEMS e
b. Eightp rc nt v rytwoy arsth r aft r e

Clozapin Sponsors must institut corr ctiv action if noncomplianc isid ntifi d. e
11. Clozapin e Sponsors must tak er asonabl est ps to improv eimpl m atation of and e

complianc evith th @ quir m eats of th €lozapin KREMS Program bas d on monitoring and e
valuation of th €lozapin KEMS Program. e

Implementation System: Issues identified and addressed during the review cycle ¢

= ¢Distributor Enrollment e

Distributor Enrollm ent is addr s d inth SSSR to asur that th eistributor r quir m ents ar e
consist ntly communicat d to distributors. CPMG memb rs xplain d that to modify th e xisting e
contracts with distributors would b ainduly compl x du ¢o anticipat d r -n gotiating e
opportunity th enodification would provid . DRISK agr a handling th aistribution e

r quir m ats for clozapin as as parat contract is acc ptabl to minimiz unint nd d e

cons qu nc s of modifying th e xisting contracts. e
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Thereq AceAAsfordsrb Arsareo A ed A he A leecAAa o Ayse,AheDsrb Ar A
E rolle A for As Al dedasa A acheAA  he SSSRS Apor AADoc A A. A

= A udit Plan A
CPMGwlls b Aa A d Ala Aferapproval of he SSSR for Age cy rev ew. AAnrese A A

CPMG agreed oa d pham acy A
@@ hefrs yeara d wo years hereafer. A
CPMG w 1l arge 8% 0@ A
(b) (@) ) )

phara Ac es. CPMG projec s he sapAle s ze w 1l be approx A el
®@phara Ac es. A

5.4 ATIMET ABLE FOR SUBMISSION OF A SSESSMENTS A

The Clozap e Spo sors proposeds b Ass o of REMS AssesseA s o he Age cya Aally A
fro Ahe da e of approval of he Clozap A& SSSR. DRISK recoeA ded ha Ae A& ablefor A

s b Asso ofassesseA s As berevsed o Acl de a REMS AssesseAA a 6 A hsa d12 A
o A hs fro Ahe da e of approval of he clozap & SSSRa da Aally hereafer. Ths A
assesseAA sched le provdesa oppor Ay oeval aefomally he ra s o Ao heSSSRa d A
sco sse AW hoher A ablesfors b Ass o AfassesseAA s for o her approved REMSw h A
ETASU. A

5.5 AREMS SUPPORTING DOCUMENT A

5.5.1 ATransition Plan A
Refer o Sec o A “Final Transition Plana dDsc &0 .” A

5.5.2 AREMS Assessment Plan A

The REMS assesse AA pla Avas rev ewed, rev sed, a d agreed 4o Ay he DRISK REMS A
Assesse AA ea; AA wllbe Acl ded A heapprovalle era d A he REMS S Apor A A
Doc A A as follows: A

. Background REMS Program Implementation and Operations A
1. REMS Progra AU Aza o A

a) Pham ac es, Prescr bers, Prescr ber Des g &esa dDsrb Ars A
(1) A NubAer of each Aakeholder, sa A of cer fca o Aor A
e rolle A (as appl cable),a d A hodofcer fca o Are rolle AA
(as appl cable) A

2) A S A ary of reaso s cer fca o Aor e rolleAA s Acanplee for A
each As akeholder AExapAles A ay A cl de APharmacy A able Ao A
co fg re Aphammacy A a agane A system”, ‘“Prescriber A ss g A

foma o A Aorm”,ec.) A
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b) Pat 1t tat sby Pat 1t Typ (G 1 ral pop lat o , BEN pat 1ts, NNRMF 1
pat 1ts, hosp ¢ pat 1ts) 1
()1 Actv 1
2) 1 Itrrptdl
3) 1 Dscot 1 d1

2. 1 Co tactC 1t rR port 1
a) N Imb rofCo tacts 1
b) 1 mmary of r aso 1for call (Exampl s may 1cl d 1“E rollm e tlquestion”, 1
“Lab query”, tc.)byr port r( . .pharmacy,pr scrb r,pat 1t) 1
c¢) Narratv ofa ycorr ctv acto srs It gfromks Isd 1tf d 1

3. 1 Clozap 1 REMSProgram Compla ¢ (tob 1 cl ddbg 1l gwthth 12Mo th 1
REMS Ass ssme tR port) 1

a) Aldts 1
()1 mmary ofa dtf d Igsfora dtsco d ct dd r gth r port g 1
prod. 1
2) 1 mmary of corr ctv acto s tak 1 to addr ss f d Igs, th Istat s 1
of th Icorr ctv acto s,a da yrs It gpr v Itatv acto sthat 1
w I tak 1

b) 1 N Imbr of clozap 1 prscrpto s dsp Is d that wt Iwrtt 1by lo - 1
crtf d prscrb rs(r port dord t ct dthro gha dt) 1
()1 Act o stak 1(Exampl smay lcl d “Provisionofclozap 1 program 1
materials”, “Prescriberb com e dertified”, tc.) 1

2) 1 O tcom eoffact o stak 1

c) Nmbr of prscrpto s dsp Isd by 1o crtf d o tpat 1t pharmac s a d 1
acto s tak Itopr v 1tf t r occ ir Ic s(r port dord t ct dthro gha dt) 1

d) NImb r of shpmets s 1t to 1o ¢ rtf d bharmac k, so rc lof r port, a d 1
acto s tak Itopr v 1tf tr occ ir Ic s 1

) NImbroftmedclozap 1 pr scrpto Idsp 1s db ca s a pharmacy bypass d 1
REMS Idts ad If aysch lv Its occ ir d, d scrb lhowths 1v Its wit 1
d 1tf d,th Irootca s bfth falr, a da y corr ctv lacto s tak 1 (r port d 1
ord t ct dthro gha dt). trat fy by pharmacy typ [ | ctro Ic or clozap 1 syst m 1
PDA) 1

f) No compla ¢ Iwth th 1Clozap 1 REMS ProgramIr q Ir metd, so rc lof 1
r port, a da ycorr ctv hcto brr sol to 1
()1 N Imb r of PDAs w tho t ANC ( xcl d lghospc pat Its)a d 1

mbrof 1ths rslt g lclozap 1 dsp 1s g 1
2) 1 N Imb r of PDAs w tho ttr atme tlrat o al sprovd d wh 1 ANC 1
acc ptabl ,a d 1mb rofths rs It g 1clozap 1
dsp 1Is g1

4. 1 Barr rsorD lays 1Pat 1tAckt ds 1
a) 1Fals 1 gatvs: l.g, all 1 tt s lar Icrtf d, bt systmlg lratd la 1
pr scrpto 1rjcto lotc 1
b) 1l advrt &t 1 rollmetl Id actvato s, Jor falrs Ito 1 otfy 1 roll k lof 1
forthcomi gl1 rollmetlxprato s 1
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c) :Repo e : ckofce ifie pescibes n /o ph :maiesin p ien's oc : e :

) :Uninen e sysemine upions n :esouions :

e) :Fo PDAsvi eec onic ve ific ion Numbe of imes n : e sons :mau :b ck- :
up sysemwsuse :0V i :e :pescipion :n :souce of p obemie.g., swich :
eve, ph :.may eve ,REMS : b se,ec) :

5.0 Inppopi eP :ien Access :
) Inp :ien ph :may ispensingfo oup :ien use(epo ¢ o :eece :hough ui) :
b) F :se posiives :.g., one o : eniies wee no :ce ifie :bu :sysem:ve ifie :

ispensing/gene :e : PDA :

B. Evaluation of Safe Use Behaviors :
1. : P escipion Rejecions :
) :Numbe :of pe- ispense :uhoiz ions (PDAs) :h: 1 :no :encoune : ny :
REMS- :e :e :ejecionsp io :o0being mu ho ize :
b) :To : numbe of uho iz :ons h :encoune e : nyREMS- ¢ :e :ejecions :
c) :Men n:me in n: ngeof u :ionof ime o uho ize :
) :Povie:esons fo:pescipion :ejecions s : ifie : by :ype of PDA :(vi
ph :may :m n gemen :sysem:0 c oz pine REMS) :n: u :ion of ime o :
u ho ize p esc ip ionifinii :y ejece :

2. @ Te men R :ion :es :
) :Numbe of @ :men : ion :essubmi e ,s : ifie by ype :
b) :Me nnumbe of e men : ion :essubmi e pe p esc ibe’

3. : Numbe ofnoific ions n: e ssen,s : ifie by ype n :s keho :e ype :
(P esc ibe , Ph :mx@y) :

C. : Evaluationof Knowledge/Surveys :

1. : An ev wu :on of know e ge of ce ifie :p esc ibe s of he :isk of seve e :
neu openi , :pp opi emonio ingofc oz pine, n :REMS equi emen s :

2. : Anev wu :onofknow e geof uho ize :ep esen :ives, ph :mais s of he isk of :
seve € neu openi , pp op i emoni o ingofc oz pine, n :REMS equi emen s :

3. : Anev u ionofknowe geofp :ienso c :egive s of he isk of seve e neu openi , n :

pp op i e moni o ing of ¢ 0z pine :

D. : Evaluation of Required Monitoring :

1. : To : ins nces of seve e neu openi fo uniquep :iens(epo e : s owes ANC fo :
e ch uniquep :en whose ANC s less than 500/uL wi hin e ch mon h) :

2. : To : ins ncesofneu openi fo uniquep :iens(epo ¢ : s owes ANC fo e ch :

unique p :ien whose ANCis ess h n 1500/uL wi hine ch mon h) :
E. : With respect to each goal included in the REMS, an assessment of the extent to :

which the approved REMS, including each element of the REMS, is meeting the :
goal or whether one or more such goals or such elements should be modified.
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F. 6 The 6 pine REMS Pr gr m Tr nsiti n St tus (t be inc uded in the 6Monéh 6
REMS Assessment Rep rt ny) 6

1. 6 Date 6vhen REMS 6materials ®ecame 6available 6o éhealthcare @professionals 6n 6
the website and via the contact center 6

2. 6 Dates healthcare professionals could become certified online, by mail, and by fax 6

3. 6 Automatic datatransition: 6

a) 6Total number of prescribers automatically transitioned into the @lozapine 6
REMS 6Program (i.e. who were associated with a patient with a valid ANC or 6
WBC lab value within the past 3 years), and date the transition was completed 6

b) 6Total number of prescriber designees automatically transitioned into the 6
Clozapine REMS Program (i.e. who were associated with a patient with a valid 6
ANC or WBC lab value within the past 3 years), and date the transition was 6
completed 6

¢) 6Number of pharmacies automatically transitioned into the Clozapine REMS 6
Program (i.e. who were associated with a patient with a valid ANC or WBC lab 6
value in one or more of the individual clozapine patient registries within the past 6
3 years), and date the transition was completed 6

d) 6Total number of patients transferred into the Clozapine REMS Registry (must 6
have a valid ANC or WBC lab value in one or more of the individual clozapine 6
patient registries within the past 3 years) 6

e) 6Number of patients automatically transitioned into the Clozapine REMS 6
Registry who previously were on the National Non-Rechallenge Master File 6
(NNRMF), and the number that have been flagged as such in the Registry 6

f) 6Dates individual clozapine patient registry websites began redirecting visitors to 6
the Clozapine REMS Program 6

G 6 pine REMS Pr gr m Outre ch @d 6 mmunic ti n (t be inc uded in 6
the 6 nd 12 Monéh REMS Assessment Rep rt ny) 6

1. 6 Dates of distribution of the Dear HCP Letter, Dear Distributor Letter, Dear 6
Professional Society Letter and the numbers sent on each date. Provide a list of the 6
documents included with each distribution including the revision date. 6

2. 6 Number of undeliverable and returned communications for each distribution date, by 6
method of distribution 6

3. 6 A summary of the Clozapine REMS Program website utilization 6

H. 6 Kn w edge Assessments (t be inc uded in the 6 nd 12 Monéh REMS 6
Assessment Rep rt ny) 6

1. 6 Number of completed Knowledge Assessment for Healthcare Providers (KAs) for 6
certified prescriber and pharmacy authorized representative, and pharmacy staff that 6
have elected to take the KA, including method of enrollment and number of attempts 6
to complete, by stakeholder 6

2. 6 Summary of the most frequently missed KA questions, stratified by prescriber and 6
pharmacy 6

3. 6 A summary of potential comprehension or perception issues identified with the KA 6
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4. v Pro o v r v iation for Cloza in wan #h Ri k of N wtro vnia: A Gui vfor v
H walthcar Pro 1 v an /orth Knowl ¢ A v nt for H wlthcar Pro1 v v
Svthwa vnyv tabl v lov by DRISKREMSAVv ntT a vtoa vt CPMGv
in th vorganizingth REMS a v nt ata. v

Issues related to REMS Assessment v

= vANDA participation v

All vb r (NDA an VANDA u nufactur r ) of th YPMG int n wo vartici at with v
th REMS A v nt. v

5.6 v VETERAN’S HEALTH ADMINISTRATION (VA) v

P, CPMG vr vt va vo o al tha [0S

DRISK wa wonc rn vaboutthi vro o a

On Augu t 4, 2015, FDA al rt vCPMG that w vha vignificant conc rn with th v

fo 0 v lan [ RENEI I B in a vition, FDA v lin v

thi 1 u wvill not furth ri vacta vro alan WDA 1 acti Wy x loringth b v ath v
fﬁiir ‘

B Eavilcow nication Augu t4,2015to SuanKu v r r. Sign vin DARRTS on Augu t 14, 2015 by v
Flowr L. v
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In addiion VAsaed w
ha ey in end o be par of he SSSR w ensure ha pa ien informa ion is available w
hrough he Clozapine REMS Program pa ien managemen sys em. From the VA’s w

perspec ive Wie issues of compliance are rela ed more o he echnical aspec sofdaa w

informa ion exchange and necessary in erfacing wi h he Clozapine REMS Program.' V!

A whe ime of finalizing his revie wFDA con inues o explore ho WA will be w
incorpora ed in o he SSSR and vha wfany REMS modifica ions may be needed o w
ensure VA is in compliance w h he SSSR requiremen s. FDA in ends o resolve hese w
issues wh VA and CPMG during he ransi ion period. w

6 wCONCLUSION AND RECOMMENDATIONS w

In conclusion e proposed SSSR submi ed Sep ember 14 w 15 incorpora es all w
clozapine produc s under a shared program w provide a cen ralized poin of w

communica ion for prescribers and pharmacis s; and suppor s he upda ed labeling w
change to accommodate for the treatment of patients with BEN and capture a prescriber’s w
decision o con inue clozapine rea men when he prescriber de ermines ha e benefis w
of con inuing rea men ou weigh he risk of severe neu ropenia. w

FDA will con inue o work wi h CPMG and VA w ensure VA is in compliance wh he w
SSSR requiremen s and require modifica ions o he REMS if needed o address his w
issue. w

The proposed Clozapine REMS 1 s appended ma erials and he SSSR Suppor ing w
Documen submi ed by he CPMG on Sep ember 14 w 15 is accep able. DRISK w
recommends approval of he Clozapine REMS appended o his revie w w

7 wATTACHMENTS/APPENDED INFORMATIONwW

4 VA/FDA wleconference occurred in accordance wh MOU w 5- 8-8 w3. w

'3 Memorandum of Mee ing Minu es for he Augus 1 w 15 eleconference be ween FDA and VA. Signed w
in DARRTS on Sep ember 3 w 15 by Ayalasomayajula V. w

1 w
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1 INTRODUCTION

This is a review of the Clozapine Product Manufacturers Group (CPMG) revised
proposed risk evaluation and mitigation strategy (REMS) for a single shared system
REMS (SSSR) submitted via email on August 14, 2015. The same proposed SSSR was
submitted in parallel to the individual NDA and ANDA applications.

A comprehensive review of the regulatory history and rationale for the design of the
SSSR will be documented in a subsequent review.

2 MATERIALS REVIEWED

CPMG’s proposed SSSR. Submitted via email on August 14, 2015. The submission

includes the following materials:

1. REMS Document
2. REMS Supporting Document
o Distributor Enrollment Form
o Transition Plan Materials
= Dear Pharmacy Letter wave 1
Dear Pharmacy Letter wave 2
Dear Pharmacy Letter wave 3
Dear Prescriber Letter wave 1
Dear Prescriber Letter wave 2
Dear Prescriber Letter wave 3
Dear Professional Society —
Pharmacy
= Dear Professional Society —
Prescriber
= “What’s New with Clozapine”
Overview

~w

7.
8.

9.

10.
11.
12.
13.
14.

Guide for HCPs

Knowledge Assessment for HCPs
Knowledge Assessment for Prescriber
Designees

Education Program for Prescriber
Designees

Guide for Patients and Caregivers
Chain Headquarter Pharmacy Enrollment
Form

Pharmacy Enrollment Form
Pharmacy Staff Attestation Language
Prescriber Enrollment Form
Prescriber Designee Enrollment Form
Patient Enrollment Form

ANC Lab Reporting Form

In addition to the proposal submitted on August 14, 2015:

e On August 24, 2015, via email, CPMG submitted follow-up to issues discussed
during the August 20, 2015 CPMG/FDA teleconference regarding pharmacist
training, use of the word “registry” on the Clozapine REMS Program website, and
screenshots of the “eligibility check” and “predispense authorization” screenshots

e On August 28, 2015, via email, CPMG submitted the website screenshots

The following materials were revised and sent to the CPMG via email on September
1, 2015. The revised materials are attached to this review:

1. REMS Document and attachments
2. Prescriber Enrollment Form

SRR

Pharmacy Enrollment Form

Reference ID: 3818595
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Patient Enrollment Form

ANC Lab Reporting Form
Knowledge Assessment for HCPs

: Guide for Patients and Caregivers

10. Distributor Enrollment Form

11. Dear Prescriber Letters —wave 1

12. Dear Prescriber Letter — wave 2

13. Dear Prescriber Letter — wave 3

14. Dear Pharmacist Letter — wave 1

15. Dear Pharmacist Letter — wave 2

16. Dear Pharmacist Letter — wave 3

17. Dear Professional Society Letter — Pharmacy
18. Dear Professional Society Letter — Prescriber
19. What’s New with Clozapine — An Overview
20. Prescriber Designee Education Program

21. Prescriber Designee Knowledge Assessment
22. Pharmacy staff attestation language

©oNe>

Note: Comments in Section 4 “Comments For The CPMG sent September 1, 2015 of
this review were sent via email with these materials on September 1, 2015.

The following materials were revised and sent to CPMG via email on September 3,
2015. The marked-up materials are attached to this review.

e Guide for HCPs

e REMS Supporting Document

e FDA Response CPMG Follow-Up proposal on issues discussed during the August
20, 2015 teleconference

e Screenshots (submitted August 28, 2015)

Note: Comments in Section 5 “Comments For The CPMG sent September 3, 2015 of
this review were sent via email with these materials on September 3, 2015.

FDA Responses to the issues outlined in the slide set CPMG submitted on August 24,
24015 regarding pharmacist training, use of the word ““registry’” on the Clozapine REMS
Program website, and screenshots of the ““eligibility check™ and “predispense
authorization” screenshots were also sent to CPMG via email on September 3, 2015.

2.1 OTHER DRISK REVIEWS

e The following review was completed for the proposed SSSR submitted on June 26,
2015 (Round 4)

0 Robottom S. DRISK review signed in DARRTS on August 5, 2015 by
Lehrfeld K.
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e The following review was completed for the proposed SSSR submitted on April 17,
2015 (Round 3)

0 Robottom S. DRISK review signed in DARRTS on August 4, 2015 by
Lehrfeld K.

e The following review was completed for the proposed SSSR submitted on December
23, 2014. (Round 2)

0 Robottom S. DRISK review signed in DARRTS on June 19, 2015 by Lehrfeld
K.

e The following reviews were completed for the initial proposed SSSR submitted on
September 18, 2014 (Round 1)

0 Robottom S. DRISK review signed into DARRTS on November 19, 2014 by
Lehrfeld K.

0 Robottom S. DRISK review signed into DARRTS on December 3, 2014 by
Lehrfeld K.

0 Robottom S. DRISK review signed into DARRTS on December 19, 2014 by
Lehrfeld K.

3 RECOMMENDATIONS FOR THE REVIEW DIVISION

We recommend that the following comments on the Clozapine SSSR proposal be sent to
the applicant.

4 COMMENTS FOR THE CPMG SENT SEPTEMBER 1, 2015

The following materials we have no comments/revisions and consider them final:
Prescriber Enrollment Form

Prescriber Designee Enrollment Form

Chain Headquarters Pharmacy Enrollment Form

Pharmacy Enrollment Form

Distributor Enrollment Form

Prescriber Letter — wave 2

Prescriber Letter — wave 3

Pharmacy Letter — wave 3

N~ WNE

The final materials we have minor comments/edits and consider them final if all the
revisions are addressed:

9. REMS Document

10. Patient Enrollment Form

11. ANC Lab Reporting Form

12. HCP Knowledge Assessment

13. Designee Knowledge Assessment

14. Designee Education

15. Pharmacy Staff Attestation
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16. Guide for Patients and Caregivers
17. Prescriber Letter — wave 1

18. Pharmacy Letter — wave 1

19. Pharmacy Letter — wave 2

20. Professional Society — Pharmacy
21. Professional Society — Prescriber
22. What’s New with Clozapine

e Comments on the Guide for HCPs and REMS Supporting Document will be provided
under separate cover.

e For each piece listed above, please respond in writing if you accept the FDA edits. If
you do not accept the revisions, resubmit the revised piece (via email) for review. In
addition, via email only, please resubmit the following revised pieces for review as
soon as possible (and in advance of 9/8 final submission):

0 HCP Knowledge Assessment
0 What’s New with Clozapine

e In addition, before the final 9/8 submission, in a separate Word document, submit (via
email) a “List of Applicants.” Include the following information - manufacturer
name, NDA/ANDA number, and product name. Please submit the “list of applicants”
document at your earliest convenience for FDA to review.

e The website screenshots (submitted 8/28) are under review and comments will be
provided under separate cover.

e Comments on the Outstanding Issues (Follow-Up to 8/20 teleconference) will be
addressed under separate cover.

4.1 RESUBMISSION REQUIREMENTS AND INSTRUCTIONS

Resubmission Requirements and Instructions: For the final 9/8 submission, provide a
separate, clean MS Word version of each document, form, or material, including the “List
of Applicants” requested above. If you are not able to provide a particular document,
form, or material in Word, submit it only as a PDF.

In addition, provide the following in a single, combined PDF:
1. REMS Document
2. Prescriber Enrollment Form
3. Prescriber Designee Enrollment Form
4. Chain Headquarters Pharmacy Enrollment Form
5. Pharmacy Enrollment Form
6. Patient Enrollment Form
7. ANC Lab Reporting Form
8. Guide for HCPs
9. Knowledge Assessment for HCPs
10. Guide for Patients and Caregivers
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In a separate PDF from the above listed materials, provide the following in a single,
combined PDF:
11. REMS Supporting Document
12. Distributor Enrollment Form
13. Pharmacy Staff Attestation Language
14. Prescriber Designee Education Program
15. Prescriber Designee Knowledge Assessment
16. Dear Prescriber Letters — wave 1
17. Dear Prescriber Letters — wave 2
18. Dear Prescriber Letters — wave 3
19. Dear Pharmacist Letter — wave 1
20. Dear Pharmacist Letter — wave 2
21. Dear Pharmacist Letter — wave 3
22. Dear Professional Society Letter — Prescriber
23. Dear Professional Society Letter - Pharmacy
24. What’s New with Clozapine — An Overview
25. Website — transition screenshots

Please note the website is not fully accounted for in the above lists. FDA will provide
further guidance on how to append the website under separate cover.

5. COMMENTS TO THE CPMG SENT SEPTEMBER 3, 2015

Track-changes and comments on the following pieces were provided:

e REMS Supporting Document

In addition, the following remaining outstanding issues — follow-up to the 8/20
teleconference (and provided to FDA on August 24, 2015) were addressed:

5.1 Pharmacist Training

CPMG Proposal: CPMG considers it the role of the authorized representative of the
pharmacy fo conduct and track completion of any individual pharmacist training at their
location. To enable this, CPMG proposes at the time the authorized representative
receives confirmation of completion of the certification requirements, the Clozapine
REMS Program will provide the authorized representative links to PDFs of the Guide for
Healthcare Providers, Knowledge Assessment for Healthcare Providers, and the answer
key for the Knowledge Assessment for Healthcare Providers. In this communication, the
authorized representative will be reminded of his/her responsibility to train and maintain
records of pharmacist training at their location.

CPMG proposes to add the following instructions on the Pharmacy Certification
Confirmation Page:

Please download the ®@

the Knowledge Assessment from |®¢
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®® These tools should be used to train all pharmacists and
relevant staff involved in dispensing clozapine. L1y

A record of the training
must be maintained for future review by the Clozapine REMS Program.

FDA Response: The proposal is acceptable.

We note that page 23 of the “Annotated CPMG website screen captures 5 2015-08-

22 v2” present the “Pharmacy Certification Confirmation” with the text “Your pharmacy
1s now certified in the Clozapine REMS Program.” Please confirm if this is the correct
screenshot. It seems the authorized representative confirmation page is more appropriate
for this information [please reference “6.4 Authorized Representative Confirmation”
(page 47, 5.8.2015 screen captures)].

5.2 Use “Registry” on the Clozapine REMS Program website

CPMG Proposal: CPMG will update the screenshot submission document for
submission #5 (due to FDA on 8/28) to reflect these changes; however, technical
implementation of these changes will occur after approval.

The approvable materials will align with FDA expectations, and the website changes will
be made in the first release, which would be in the first 30 days post-go-live (i.e., 60 days
post approval).

FDA Response: The proposal is acceptable. See revisions to reflect this agreement in the
REMS Supporting Document.

5.3 Eligibility Check and Predispense Authorization (PDA) screenshots

CPMG Proposal: The eligibility check will be the only option for selection from web
dashboards for prescribers, prescriber designees, pharmacy authorized representatives,
and pharmacy staff (for both inpatient and outpatient pharmacies) for Phase 2 (Oct 12
through Dec 14) to allow any stakeholder to check eligibility before PDA functionality 1s
available.

The eligibility check fields have been updated to not require manufacturer and NDC,
knowing that these may not be fields that prescribers or their designees may have or
know.

At PDA launch (Dec 14) , prescribers, prescriber designees, authorized representatives
and pharmacy staff for inpatient pharmacies will only have the option to access patient
eligibility check from their dashboard (not PDA). For consistency, functionality has been
provided to both Prescribers and Prescriber Designees.

At PDA launch (Dec 14), authorized representatives and pharmacy staff for outpatient
pharmacies will only have the option to access patient PDA request from their dashboard
(not eligibility).

Instructions on the Prescriber and Prescriber Designee Eligibility Check Screens have
been updated to clearly explain the purpose of the eligibility check.
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FDA Response: FDA reviewed the above proposal and the 24 screenshots provided on
8/24. The proposal is acceptable with the following comments below. Refer to the
revisions to reflect this agreement in the REMS Supporting Document.

e Page 24 3. Prescriber Dashboard — Eligibility check [see also 8/28/15
screenshots, Part 4, pages 16, 31, 38, and 54]

O

Clarify if the instructional paragraph as written (8/24 submission, 3.

Prescriber Dashboard, page 24 and 8/28 submission Part 4, page 16) will
appear during Phase 2 (Oct 12 through Dec 14) or if a modified version
will appear. As written, it states

2. Revise or remove this statement to avoid confusion.

Further, after Phase 2, it may be confusing for prescribers/designees since
it states that Should this
statement be revised to state, “This Eligibility Check 1s only intended to
determine if the safe use conditions have been met for your inpatient to
receive clozapine.”?

Please clarify if each data element of the dispensing information is
optional or if only the manufacturer and NDC are optional. Based on the
screenshot, “(opt)” appears in each field (i.e., date of service,
manufacturer, NDC#, Days Supply, Quantity) which is acceptable.

e Page 26 — 4. Prescriber Designee Dashboard — Eligibility Check [see also 8/28/15
screenshots, Part 4, page 38]

O

5.4. Website

We note that the Prescriber Designee Dashboard — Eligibility Check
screenshot submitted on 8/24 is different from the screenshot submitted on
8/28 (Part 4, page 38). Please explain which text is correct and revise as
appropriate to address the above comments.

Attach the entire, final version of the website screenshots to the REMS Document.
Therefore, provide the following in a single, combined PDF:
1. REMS Document
. Prescriber Enrollment Form
. Prescriber Designee Enrollment Form
. Chain Headquarters Pharmacy Enrollment Form
. Pharmacy Enrollment Form

. ANC Lab Reporting Form
. Guide for HCPs

Knowledge Assessment for HCPs
0. Guide for Patients and Caregivers
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11. Website screenshots (final version)

Do not append any transition screenshots to the REMS Document or to the REMS
Supporting Document.

ATTACHMENTS

REMS Document

Prescriber Enrollment Form

Prescriber Designee Enrollment Form

Chain Headquarters Pharmacy Enrollment Form
Pharmacy Enrollment Form

Patient Enrollment Form

ANC Lab Reporting Form

Guide for HCPs

Knowledge Assessment for HCPs

Guide for Patients and Caregivers

REMS Supporting Document

Distributor Enrollment Form

Pharmacy Staff Attestation Language
Prescriber Designee Education Program
Prescriber Designee Knowledge Assessment
Dear Prescriber Letters —wave 1, 2, and 3
Dear Pharmacist Letter —wave 1, 2, and 3
Dear Professional Society Letter — Prescriber
Dear Professional Society Letter - Pharmacy
What’s New with Clozapine — An Overview
Website screenshots

300 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this pau
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

KIMBERLY LEHRFELD
09/11/2015

Entered for Suzanne Robottom, Pharm.D.
| concur.
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1 INTRODUCTION

This is a review of the Clozapine Product Manufacturers Group (CPMG) revised
proposed risk evaluation and mitigation strategy (REMS) for a single shared system
REMS (SSSR) submitted via email on June 26, 2015. The same proposed SSSR was
submitted in parallel to the individual NDA and ANDA applications.

A comprehensive review of the regulatory history and rationale for the design of the
SSSR will be documented in a subsequent review.

2 MATERIALS REVIEWED

CPMG’s proposed SSSR. Submitted via email on June 26, 2015. The submission

includes the following materials:

1. REMS Document
2. REMS Supporting Document
o Distributor Enrollment Form
o Transition Plan Materials
= Dear Pharmacy Letter wave 1
Dear Pharmacy Letter wave 2
Dear Pharmacy Letter wave 3
Dear Prescriber Letter wave 1
Dear Prescriber Letter wave 2
Dear Prescriber Letter wave 3
Dear Professional Society —
Pharmacy
= Dear Professional Society —
Prescriber
= “What’s New with Clozapine”
Overview

~w

7.
8.

9.

10.
11.
12.
13.
14.

Guide for HCPs

Knowledge Assessment for HCPs
Knowledge Assessment for Prescriber
Designees

Education Program for Prescriber
Designees

Guide for Patients and Caregivers
Chain Headquarter Pharmacy Enrollment
Form

Pharmacy Enrollment Form
Pharmacy Staff Attestation Language
Prescriber Enrollment Form
Prescriber Designee Enrollment Form
Patient Enrollment Form

ANC Lab Reporting Form

In addition to the proposal submitted on June 26, 2015, on July 10, 2015, via email
CPMG submitted the Clozapine REMS Program website screenshots and a slide set of 6
points of disagreement regarding FDA feedback on the screenshots previously reviewed.

The following materials were revised and sent to CPMG via email on July 31, 2015.
The marked-up materials are attached to this review.

e \Website screenshots

Note: Comments in Section 5 “Comments For The CPMG sent July 31, 2015 of this
review were sent via email with these marked-up screenshots on July 31, 2015.
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The following materials were revised and sent to the CPMG via email on July 22,
2015. The revised materials are attached to this review:
1. REMS Document and attachments

'—‘.“3.00.\‘.@.U":b.c*’!\J

0.

Prescriber Enrollment Form

Prescriber Designee Enrollment Form

Chain Headquarters Pharmacy Enrollment Form
Pharmacy Enrollment Form

Patient Enrollment Form

ANC Lab Reporting Form

Guide for HCPs

Knowledge Assessment for HCPs

Guide for Patients and Caregivers

11. REMS Supporting Document and attachments

12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24.

Distributor Enrollment Form

Dear Prescriber Letters — wave 1

Dear Prescriber Letter — wave 2

Dear Prescriber Letter — wave 3

Dear Pharmacist Letter — wave 1

Dear Pharmacist Letter — wave 2

Dear Pharmacist Letter — wave 3

Dear Professional Society Letter — Pharmacy
Dear Professional Society Letter — Prescriber
What’s New with Clozapine — An Overview
Prescriber Designee Education Program
Prescriber Designee Knowledge Assessment
Pharmacy staff attestation language

25. FDA Response to “Submission #3 website screenshots feedback response” slide

set

Note: Comments in Section 4 “Comments For The CPMG sent July 22, 2015 of this
review were sent via email with these materials on July 22, 2015.

FDA Responses to the points of disagreement in the slide set titled “Submission #3

website screenshots feedback response’ were also sent to CPMG on July 22, 2015. FDA

responses were embedded in the slide set.

The proposed Important Safety Information was reviewed by the Office of
Prescription Drug Promotion and comments were sent to CPMG on July 6, 2015.
DRISK agreed with OPDP review.

2.1 OTHER DRISK REVIEWS

e The following review was completed for the proposed SSSR submitted on April 17,
2015 (Round 3)

0 Robottom S. DRISK review signed in DARRTS on August 4, 2015 by
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e The following review was completed for the proposed SSSR submitted on December
23, 2014. (Round 2)

0 Robottom S. DRISK review signed in DARRTS on June 19, 2015 by Lehrfeld
K.

e The following reviews were completed for the initial proposed SSSR submitted on
September 18, 2014 (Round 1)

0 Robottom S. DRISK review signed into DARRTS on November 19, 2014 by
Lehrfeld K.

0 Robottom S. DRISK review signed into DARRTS on December 3, 2014 by
Lehrfeld K.

0 Robottom S. DRISK review signed into DARRTS on December 19, 2014 by
Lehrfeld K.

3 RECOMMENDATIONS FOR THE REVIEW DIVISION

We recommend that the following comments on the Clozapine SSSR proposal be sent to
the applicant. Please request that the applicant resubmit the revised REMS (i.e., REMS
Document and all REMS materials) and Supporting Document as soon as possible to
facilitate further review.

4 COMMENTS FOR THE CPMG SENT JULY 22, 2015

41 REMS DOCUMENT

A. Asthe REMS Document is reviewed within the Agency, additional revisions have
been made. We find the revisions to be minor and editorial in nature; not
fundamentally changing any aspect of the program or REMS Document. The edits
are in track changes along with comments. If these edits are accepted, we believe
we are in agreement with a final REMS Document.

B. See revised REMS Document.

4.2 REMS MATERIALS

We attempted to revise the materials to illustrate formatting/spacing. However, tables,
coloring, and formatting may have shifted in transition.

We find the revisions we provided to be clarifying and are not intended to fundamentally
change aspects of the program. Rather, the materials were reviewed considering first the
intended purpose of the piece and then revised to be as clear, constructive and as concise
as possible while adequately explaining various requirements and functions. If you
identify that revisions fundamentally change the program design, identify those revisions
so we can further discuss.

Once the edits are accepted and the comments are addressed, we consider these materials
final.
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4.2.1 Prescriber Enrollment Form
See Prescriber Enrollment Form. No comments.

4.2.2 Prescriber Designee Enrollment Form
See revised Prescriber Designee Enrollment Form. One minor comment.

4.2.3 Pharmacy Enrollment Form

See revised Pharmacy Enrollment Form. Three minor edits in the “For Outpatient Only”
section and “Authorized Representative Information” section.

The safe use conditions are outlined in Attestation Bullet #5, not #12. The PDA
represents the verification of the safe use conditions but does not explain them. Revise
the “no” option to state “as outlined in attestation #5” (not #12). If you disagree, provide
your rationale and request a teleconference.

4.2.4 Chain Headquarters Pharmacy Enrollment Form
See revised Pharmacy Enrollment Form. Two minor edits in the “Authorized
Representative Information” section.

425 Patient Enrollment Form
See revised Patient Enrollment Form. Three minor edits in the “Instructions” section.

4.2.6 ANC Lab Reporting Form
See revised ANC Lab Reporting Form. Two minor edits in the “Hospice Care” section.

427 Guide for HCPs

See the revised Guide for HCPs. In addition to the edits and comments embedded in the
Guide, the following comments are highlighted below:

A. We note the improvement in formatting and addition of boxes and graphics.

B. The revisions you requested to address concerns in the “how is a patient
monitored if clozapine treatment is discontinued for neutropenia?” section (and
related revisions in the “can a patient be rechallenged with clozapine?” section)
were not incorporated. See revisions which are consistent with the FDA June 5,
2015 comments.

C. Insert the proper dates throughout the Guide.

D. With regard to the NNRMF, we note that the following text was omitted in June
26, 205 version — “Patients were listed in the NNRMF if a patient had a WBC less
than 2,000 or an ANC less than 1000.” We re-inserted this text. This is important
context as to what the NNRMF is to readers/participants who are not familiar with
the NNRMF. If this text is problematic, please explain, provide alternative text,
and contact us for a teleconference.

E. “How do I authorize continuation of clozapine when my patient’s ANC is ...”
section did not read correctly. See revisions.
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F. Revise the color and text (replace ®® with “Pharmacies™) for the
Section 4 header to be consistent with burgundy color for pharmacies.
4.2.8 Knowledge Assessment for HCPs
See the revised Knowledge Assessment. One minor edit to correct the color of the header.

4.2.9 Guide for Patients and Caregivers
See the revised Guide. Two minor edits.

4.2.10 REMS Website

Apply all applicable comments provide in the other materials to the website. Comments
on the screenshots submitted July 10, 2015 will be provided under separate cover.

4.3 REMS SUPPORTING DOCUMENT

A. REMS Assessment Plan: Update the REMS Assessment Plan to reflect the
alignment reached during the July 23, 2015 teleconference.

See revised Supporting Document.
4.3.1 Distributor Enrollment Form — no comments.

4.3.2 Prescriber Designee Educational Program

See revised Prescriber Designee Education Program. One minor edit to add clarifying
language “moderate to severe”.

4.3.3 Prescriber Designee Knowledge Assessment — no comments.

4.3.4 Pharmacy Staff Attestation Language

See revised Pharmacy Staff Attestation Language. Six minor edits to use the
term/concept “enroll” consisting to reduce confusion, delete misplaced text, and simplify
language.

4.3.5 Transition Plan Materials - see revised materials.

Letters for Wave 1 and the “What’s New with Clozapine” continue to require substantive
formatting and organization revision to improve the readability of these pieces.

Review and revise accordingly to ensure all materials include the appropriate dates. We
note that pieces continue to include “<<date>>", “Day 307, etc. text which is meaningless
to the recipients of these pieces.

See revisions and comments. If you do not agree with these revisions, contact us for a
teleconference.

We note that Wave 2 and 3 have not previously been submitted. See revised materials.
A. Pharmacy Letter Wave 1
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Pharmacy Letter Wave 2
Pharmacy Letter Wave 3
Prescriber Letter Wave 1
Prescriber Letter Wave 2
Prescriber Letter Wave 3
Dear Professional Society — Pharmacy

IO MOUO D

Dear Professional Society — Prescriber
I.  What’s New with Clozapine: An Overview

5. COMMENTS TO THE CPMG SENT JULY 31, 2015 — WEBSITE SCREENSHOTS

e Thank you for providing some written narration to understand the drop down menus
and how different screen shots are related.

e \We noted a few items that were identified in the Round #3 submission, not addressed
in the Round #4 submission, and not identified as comments CPMG communicated
about rejecting. Therefore, these issues were identified and commented upon.

Below we have provided comments that were are more global changes or repeated on
multiple screenshots.

Part 1

o Based on the pdf presentation, the font size for the running footer is substantially
larger than primary information (e.g., instructions and patient management
information) on the screenshots. Review all screenshots to maximize readability in
the online format. We recommend deleting or reducing the running footer font size
and increasing the font size of the instructions and patient management text.

While we do not object to this running footer, it does not need to appear on all pages.
1. User ldentification

e We recommend including instruction on this page to better direct the user to ensure
that users who participated in the previous registries FIRST attempt to find their pre-
populated information. We are concerned that users first assumption will be that -
yes, | am a "new user" when that is likely not the case. Therefore, revise this page to
better drive users to first check if their data was transferred for them.

In addition, we recommend listing “previous registry user” as the first option in the
drop-down menu.

(b) (4) &

e Refer to the same comment conveyed in Round 3 Submission as follows: IS

not a word used throughout the REMS materials to describe the REMS Program.
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Revise this term and the corresponding buttons. For example: "or press the NEW
Clozapine REMS User button..." or "new REMS user" or "new user".

Revise to remove globally the term -when referring to the Clozapine REMS
Program.

2.4 Chain Authorized Representative Confirmation

e Please refer to our previous comments regarding this lan

when this is not the case. The AR has completed the AR certification.

Revise this statement. For example: "Certification Confirmation --- Congratulations!
You have successfully completed the required authorized representative certification.
You can now certify your pharmacy locations.”

or
"Certification Confirmation --- Congratulations! You are now certified as an

authorized representative in the Clozapine REMS Program. You can now certify your
Headquarters.”

The second option is consistent with the Prescriber Confirmation (4.4, page 39)
Round 3 screenshot submission.

Consider increasing the font size "if you are ready to certify....". in the pdf
presentation, it is small and easy to overlook.

4. My Account — Confirmation pages

e Across the username, password, and email address screenshots “change
confirmation” screenshots. It was unclear why the “to change your
username/password/email address...” instruction and box appeared on the
confirmation page. Consider deletion.

Part 2

e Based on the pdf presentation, the font size for the running footer is substantially
larger than primary information (e.g., instructions and patient management
information) on the screenshots. Review all screenshots to maximize readability in
the online format. We recommend deleting or reducing the running footer font size
and mncreasing the font size of the instructions and patient management text.
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1.2.1 Prescriber Dashboard Patient Tab Collapsed

o For the terms circled, please note our previous comment: Explain how you will
ensure that users understand the definitions of these terms.

e Revise to state - "A red flag indicates this patient is an NNRMF patient”,

In addition, please note our Round 3 comments: This description is not adequate
to convey to the reader what "NNRMF" is. Revise to provide more information to
the user. For example, hyperlink the "NNRMF" so that a pop-up box will appear
providing a short definition of NNRMF (as it appears in the HCP Guide) and
include a graphic of the red flag in the text here for visual association with what
appears in the dashboard.

1.2.8 and 1.3.8 Eligibility Check

Please explain the purpose of a prescriber and prescriber designee (unless the designee is
also the dispensing pharmacist) needing to perform an eligibility check. Based on the
purpose, revise the instructions on these screenshots.

It is not clear how the prescriber (or designee who is not the dispensing pharmacist)
would know the necessary dispensing and pharmacy identification information in order to
perform this eligibility check.

1.4.2 Add lab and eligibility check and 1.4.4 Add lab and predispense authorization

We note that the PDA screenshot (page 37) and the eligibility check screenshot are
identical with regard to what information is collected. Explain how the website guides
pharmacists in an inpatient vs outpatient pharmacy setting to understand the need to
obtain a pda vs the need to perform an eligibility check. Revise accordingly.

For example:
Eligibility Check is for Inpatient Use.
Before dispensing clozapine to an inpatient, complete and submit the information
below to verify patient eligibility in the Clozapine REMS Program. If you have lab

information you may enter it here...."

For Outpatient Use - click here to obtain predispense authorization for the
outpatient.

If the wrong verification is obtained, explained how this will impact assessment of the
program.
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ATTACHMENTS

REMS Document

Prescriber Enrollment Form

Prescriber Designee Enrollment Form

Chain Headquarters Pharmacy Enrollment Form
Pharmacy Enrollment Form

Patient Enrollment Form

ANC Lab Reporting Form

Guide for HCPs

Knowledge Assessment for HCPs

Guide for Patients and Caregivers

REMS Supporting Document

Distributor Enrollment Form

Pharmacy Staff Attestation Language
Prescriber Designee Education Program
Prescriber Designee Knowledge Assessment
Dear Prescriber Letters —wave 1, 2, and 3
Dear Pharmacist Letter —wave 1, 2, and 3
Dear Professional Society Letter — Prescriber
Dear Professional Society Letter - Pharmacy
What’s New with Clozapine — An Overview
FDA Response to “Submission #3 website screenshots feedback response” slide
set

e Website screenshots

215 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this pe
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1 INTRODUCTION

This is a review of the Clozapine Product Manufacturers Group (CPMG) revised
proposed risk evaluation and mitigation strategy (REMS) for a single shared system
REMS (SSSR) submitted via email on April 17, 2015. The same proposed SSSR was
submitted in parallel to the individual NDA and ANDA applications.

A comprehensive review of the regulatory history and rationale for the design of the
SSSR will be documented in a subsequent review.

2 MATERIALS REVIEWED

CPMG’s proposed SSSR. Submitted via email on April 17, 2015. The submission
includes the following materials:

1. REMS Document 3. Guide for HCPs
2. REMS Supporting Document 4. Overview for HCPs
o Transition Plan Materials 5. Knowledge Assessment for HCPs
= Dear HCP Letter 6. Guide for Patients and Caregivers
= “What’s New with Clozapine” 7. Chain Headquarter Pharmacy Enrollment

Overview Form
= Dear Professional Society 8. Prescriber Enrollment Form
Letter 9. Prescriber Designee Enrollment Form

In addition to the proposal submitted on April 17, 2015, via email CPMG submitted other
REMS materials for review:
e On April 13, 2015 via email CPMG submitted ”pharmacy staff attestation
language” for the proposed Clozapine REMS website
e On April 24, 2015 via email CPMG submitted the following forms:
0 ANC Lab Reporting Form
0 Pharmacy Enrollment Form
o Patient Enrollment Form
e On May 8, 2015 via email CPMG submitted the Clozapine REMS Program
website screen shots.

The following materials were revised and sent to CPMG via email on June 5, 2015.
The revised materials are attached to this review.

e \Website screen shots

Note: Comments in Section 5 “Comments For The CPMG sent June 5, 2015 of this
review were sent with these revised screenshots on June 5, 2015.

The following materials were revised and sent to CPMG via email on May 29, 2015.

The revised materials are attached to this review.
e REMS Assessment Plan
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The following materials were revised and sent to the CPMG via email on May 22,
2015. The revised materials are attached to this review:
1. REMS Document
Prescriber Enrollment Form
Prescriber Designee Enrollment Form
Chain Headquarters Pharmacy Enrollment Form
Pharmacy Enrollment Form
Pharmacy staff attestation language
Patient Enrollment Form
ANC Lab Reporting Form
: Overview for HCPs
10.  Guide for HCPs
11. Knowledge Assessment for HCPs
12.  Guide for Patients and Caregivers
13. REMS Supporting Document
14.  Dear Prescriber Letter
15.  Dear Pharmacist Letter
16.  What’s New with Clozapine — An Overview

©CoOoNoRA~WN

Note: Comments in Section 4 “Comments For The CPMG sent May 22, 2015 of this
review were sent with these materials on May 22, 2015. Comments on all the materials
submitted to FDA on April 13, 17, and 24, 2015 were included with the exception of the
REMS Assessment Plan.

2.1 OTHER DRISK REVIEWS

e The following review was completed for the proposed SSSR submitted on December
23, 2014.

0 Robottom S. DRISK review signed in DARRTS on June 19, 2015 by Lehrfeld
K.

e The following reviews were completed for the initial proposed SSSR submitted on
September 18, 2014

0 Robottom S. DRISK review signed into DARRTS on November 19, 2014 by
Lehrfeld K.

0 Robottom S. DRISK review signed into DARRTS on December 3, 2014 by
Lehrfeld K.

0 Robottom S. DRISK review signed into DARRTS on December 19, 2014 by
Lehrfeld K.

3 RECOMMENDATIONS FOR THE REVIEW DIVISION

We recommend that the following comments on the Clozapine SSSR proposal be sent to
the applicant. Please request that the applicant resubmit the revised REMS (i.e., REMS

Reference ID: 3801457



Document and all REMS materials) and Supporting Document as soon as possible to
facilitate further review.

4 COMMENTS FOR THE CPMG SENT MAY 22, 2015

4.1 PRESCRIBER DESIGNEE
With regard to the Prescriber Designee, we have the following comments:

A. We align with the CPMG’s position to include a simplified training and
assessment as part of the Prescriber Designee Enrollment process.

The online training slide will consist of the responsibilities and program
requirements listed in the Prescriber Designee Enrollment Form (see attached).
Following this training slide, the assessment will consist of the following
question: “T have reviewed the requirements of the Clozapine REMS Program.
Yes. No.” If the designee clicks “No” the system can re-direct the designee to the
previous slide.

A parallel paper process can be accomplished by the prescriber designee
completing the enrollment form (see attached). The inclusion of “By signing this
form you will act on behalf of the certified prescriber (1dentified below) to
comply with the Clozapine REMS Program requirements. I understand, ...”
creates a parallel process to the online training and assessment format.

If you believe additional training is necessary beyond what is described above, 1t
can occur outside of and separate from the Clozapine REMS and the REMS
Prescriber Designee enrollment process.

B. Append the Prescriber Designee Enrollment Form to the REMS Document and
describe this component fully in the REMS Supporting Document.

4.2 BEN DESIGNATION

We do not believe the program design is aligned with labeling. The REMS program
design may result in unnecessary treatment interruptions for a patient with BEN whose
diagnosis is confirmed by the prescriber at the time of enrollment. We agree with the
approach described during the May 21, 2015 teleconference as an interim solution. This
approach requires the prescriber @9 o change the treatment status for

“interrupted” to “active” and auto-populates the “treatment rationale” drop-down box.
®@

We expect the program design will be corrected as soon as possible without impacting
the target action date.

4.3 REMS DOCUMENT

A. As the REMS Document is reviewed within the Agency, additional revisions have
been made. We find the revisions to be clarifying and editorial in nature and not
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fundamentally changing any aspect of the program or REMS Document. The edits
are in track changes along with comments.

B. Prescriber Designee: Append the Prescriber Designee Enrollment Form to the
REMS Document and describe this component in the REMS Supporting
Document.

C. Implementation System: Provide your proposed percentage of pharmacies you
plan to audit within one year and every two years thereafter. The REMS
Document needs to reflect this agreed percentage.

D. See revised REMS Document.

4.4 REMS MATERIALS

The FDA review process included input from two health communications analysts and
three pharmacists; this included a pharmacist and HCA who were not familiar with the
clozapine SSSR.

We attempted to revise the materials to illustrate formatting/spacing. However, tables,
coloring, and formatting may have shifted in transition.

We find the revisions we provided to be clarifying and are not intended to fundamentally
change aspects of the program. Rather, the materials were reviewed considering first the
intended purpose of the piece and then revised to be as clear, constructive and as concise
as possible while adequately explaining various requirements and functions. If you
identify that revisions fundamentally change the program design, identify those revisions
so we can further discuss.

4.4.1 Prescriber Enrollment Form

See revised Prescriber Enrollment Form.

4.4.2 Prescriber Designee Enrollment Form
See revised Prescriber Designee Enrollment Form.

4.4.3 Pharmacy Enrollment Form

Revise the Enrollment Form to delineate more clearly the out-patient and in-patient
responsibilities.

Minor edits to the attestations with the exception of delineating the in-patient
responsibilities. See revised Pharmacy Enrollment Form.

4.4.4 Chain Headquarters Pharmacy Enrollment Form
Minor edits. See revised Pharmacy Enrollment Form.

4.45 Patient Enrollment Form
Minor edits. See reviewed Form.
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4.4.6 ANC Lab Reporting Form

The “Instructions for Prescribers” section did not reference the requirement to obtain a
PDA for outpatient dispensing. See revised ANC Lab Reporting Form.

4.4.7 Guide for HCPs

A. The FDA engaged in a message mapping process along with direct input from
two health communications analysts and three pharmacists. Based on their
expertise, we provided substantial content (plain language), formatting, and
design revisions.

B. Delete reference to the Chain Headquarter Pharmacy Enrollment Form. Given the
planned direct outreach to chain pharmacies that 1) have a contract relationship
directly with the switch provider, and 2) have enrolled in one or more of the
legacy registries, including information about the Chain Headquarter Pharmacy
Enrollment Form adds additional confusion without little utility.

C. See the revised Guide for HCPs.

4.4.8 Overview for HCPs

See revised Overview.

449 Knowledge Assessment for HCPs

Minor edits. See revised Knowledge Assessment

4.4.10 Guide for Patients

Minor edits. See revised Guide for Patients.

4.4.11 Pharmacy Staff Attestation Language

Given the limited nature of what the pharmacy staff can do in the system and the ultimate
purpose of this as;l),)ect of the program, it 1s more accurate to describe this ®o
®® an enrollment.

Considering the enrollment of the pharmacy itself and agreement to implement staff
training ® @

If you have concerns, request a teleconference for further discussion.

4.4.12 REMS Website

Apply all applicable comments provide in the other materials to the website. Comments
on the screenshots submitted May 8, 2015 will be provided under separate cover.
4.4.13 Transition Plan Materials

For these materials, the FDA engaged in a message mapping process along with direct
mput from two health communications analysts (HCAs) and three pharmacists. Based on
their expertise, we provided substantial formatting and design revisions.
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A. Consistent with the Agency’s Round 1 comments, separate the letters to be
specific to stakeholder (prescribers separate from pharmacists). The purpose of
the letter is to act as a “notice” providing high-level information and introduce
two key messages: 1) the new shared program, 2) the new treatment/monitoring
recommendations. The “goal” of this letter is fit the most critical information in a
readable, user-friend format on a single page.

B. Apply the formatting and design comments from the Guide to HCPs to the
transition materials to 1) improve the readability and 2) provide a consistent
experience for stakeholders.

C. Revise the Dear Professional Society Letters to be identical in content appropriate
to the stakeholder group the society represents.

D. See attached Letter for Pharmacists, Letter for Prescribers, and ‘What’s New with
Clozapine: An Overview”
4.4.14 REMS Supporting Document
A. Review the document thoroughly to provide definitions of terms.

B. REMS Assessment Plan: The Assessment Plan is being actively discussed.
Comments on the Assessment Plan will be provided under separate cover no later
than May 29, 2015. If you have concerns, request a teleconference for further
discussion.

C. See revised Supporting Document.

4.4.15 Outstanding Items
A. Prescriber Designee alignment
B. BEN Designation — final solution

C. Audit Plan: We understand you plan to submit the proposed Audit Plan 90 days
after approval of the REMS. However, we must understand the percentage of
pharmacies you propose to audit as detailed in the REMS Document.

D. REMS Assessment — under review.
E. Website screen shots — under review.

5. COMMENTS TO THE CPMG SENT JUNE 5, 2015

The following comments are in response to the Clozapine REMS screen shots submitted
May 8, 2015 for review. In addition, we have included follow-up comments on the Guide
for Healthcare Providers — How is a patient monitored if clozapine treatment is
discontinued for neutropenia?

Address the comments below and review the comments embedded in the attached pdf of
the screen shots. Prepare to address the comments and questions before (or during) the
website demo scheduled for June 25, 2015, and incorporate these comments and revisions
into the screenshots before the next submission scheduled for July 2, 2015.
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5.1.GUIDE FOR HEALTHCARE PROVIDERS - How is a patient monitored
if clozapine treatment is discontinued for neutropenia?

Please see the following edits to address the concern/confusion you raised during the
June 1, 2015 teleconference. Additional text is highlighted in orange and underlined and

deleted text is highlighted in orange and marked with a . Delete the bullets
in the table that deal with

In addition,
add text to refer readers to the PI under “Can a patient be rechallenged with clozapine?”.

HOW IS A PATIENT MONITORED IF CLOZAPINE TREATMENT IS
DISCONTINUED FOR NEUTROPENIA?

After discontinuing clozapine, monitor ANC according to the
recommendations in Table 1 as shown below.

Moderate GENERAL POPULATION
Neutropenia « Daily until ANC = 1000/pL, then
(500 to 999/uL)* - Three times weekly until ANC = 1500/uL

Severe Neutropenia| GENERAL POPULATION
(less than 500/L)* . Daily until ANC = 1000/uL
- Three times weekly until ANC = 1500/uL

BEN POPULATION
- Daily until ANC = 500/pL
- Three times weekly until ANC = patients established
baseline

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

- 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.
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- 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/pL and for
Patients with BEN until their ANC is greater than or equal to 1000/pL 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/uL) or severe
clozapine-related neutropenia (ANC less than 500/uL), 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 Clozapien in patients who
have discontinued clozapine.

5.2.Website Screen Shots

General Comments

e Overall the website looked easy to navigate to find information. Below are some
general and specific comments and recommendations for improvement.

e Revise the website is consistent with FDA’s comments provided on May 22,
2015.
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In the next round of screen shots, provide screen shots that show the contents of
the drop down menus. It is difficult to review and assess the website without
being able to understand what choices/options a stakeholder has.

1.1 Home Page: pdf page 9

There is a substantial amount of reverse text on the home page. This makes it
difficult to read the screen. Reverse text is always more difficult to read and
should be avoided outside of short headings. Revise the white text font size so
that text it is clearer.

Revise the three steps for prescribers and for pharmacies to be consistent/identical
to the steps on the corresponding stakeholder-specific landing pages (see pdf
pages 15 and 17). Or, explain why the certification steps on the home page and
stakeholder-specific landing pages should be different.

Remove the Important Safety Information (1SI) tab from the home page and
relocate the ISI to the “Resources” tab/page that contains all the prescribing
information for the individual clozapine products.

The ISI is currently being reviewed and will be provided under a separate cover.
Include a “Bookmark this page” icon in upper right-hand corner of the home
page, as this website will be an important place for prescribers/other stakeholders
to return.

Underline the R-E-M-S when first referring to the REMS under the question,
What is the Clozapine REMS Program? Revise the statement as follows under
the “What is the Clozapine REMS Program?” - "A Risk Evaluation and
Mitigation Strategy (REMS) is a strategy...."

Will the "What's New?" tab be available after the transition period? If so, for how
long?

1.2 - 1.6 Site Guide Pages: pdf pages 10-14

We note that there are [Prescriber] Designee and Pharmacy Staff site guide tabs
under the Support tab. Explain why these tabs are not included on the home page
for these audiences as well. It may not be intuitive for the prescriber designee or
authorized representative to click on the appropriate tab.

Delete or revise the following statement "The links located at the top and bottom
of every page offer information for prescribers, pharmacists, and patients.
Additional information about the program is also available under Resources and
through the FAWSs, Site Map, and Contact Us links.” The links for prescriber’s
pharmacists and patients do not appear on the bottom of the page.

1.4 Patient Site Guide: pdf page 12
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o Explain where users will be directed once they click the Learn More button.

1.7 Prescriber Certification: pdf page 15
o Insert text that explains to prescribers (and pharmacists) that they do not have to
complete certification in one session.

1.8 Prescriber Designee Certification: pdf page 16
¢ Update the text and materials according to recent alignment about Prescriber
Designee training.

1.9 Pharmacy Certification: pdf page 17
e Add "by the authorized representative™ to the following sentence: “Certification in

the Clozapine REMS Program includes completion of the following three steps by
the authorized representative."”

e It is not clear from the screen shots provided where (or how) within the website
(more specifically within the pharmacy tab) the following pharmacy sub-
stakeholders groups navigate the website to access and complete their respective
training requirements. :

(1) pharmacists in non-switch pharmacy training (record of their
training/completion of the KA is maintained), vs

(2) pharmacy staff enrollment (to gain access to the website but do not need to
complete the education/KA), vs

(3) authorized representatives of pharmacists who are want to certify a
pharmacy.

The website/pharmacy tab needs to allow these sub-groups to easily navigate to
the information that is relevant to them.

1.11 Pharmacy Staff Enrollment: pdf page 19
e Add text to clarify the difference between pharmacy staff enrollment, the
authorized representative's enrollment, and pharmacists' education and knowledge
assessment. Also refer to similar comment on pdf page 17 (above).

1.12 Patient Information: pdf page 20

e Revise to more patient friendly/plain language text, as this tab is for patients. For
example, use wording consistent with the Guide for Patients and Caregivers.

10
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e Define neutropenia on this page using plain language terms from the Guide for
Patients and Caregivers.

1.13 Program Materials: pdf page 21
e Remove the Professional Societies tab with Letter to Professional Societies, as
they are not needed by others outside of their original distribution.

1.16 FAQs: pdf page 24
e When drafting responses to the FAQs, we recommend the responses be consistent
with content from the approved REMS materials.

3.1 Create an Account: pdf page 33
¢ It is not clear from the screenshots how the “create an account” page relates to the
user experience in the website. It is not clear how you navigate to this page or
why it is necessary for a user to create an account. Is this specific to a stakeholder
group or is anyone who visits the website expected to (or allowed) to create an
account? If an account is created what does that allow the user to do?

o Clarify who is allowed to and who needs to create an account (list roles).

4.1 Prescriber Certification — Prescriber Intake: pdf page 36
e At what point in the certification process does a legacy registry prescriber have

access to view their "dashboard?" We note on these screens the "my dashboard”
button is visible/available (as well as throughout the educational program
webpages) and appears functional on many screenshots before a prescriber is fully
certified. Clarify if the dashboard button is functional, what point it becomes
functional, and what activities the prescriber is able to perform before a prescriber
is fully certified.

We understand that prescribers with "active™ patients will have access to their
dashboard to manage their current/active patients before completing certification.
This question is with regard to prescribers who are not part of the "grandfather"
process.

5.1 Prescriber Designee Certification: pdf page 40
o Explain where designees provide information about the prescriber he/she is
associated with. The screen shots do not include how this information is captured
online in order to ensure that the required prescriber confirmation has been
appropriately incorporated into the online experience.

11
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5.3 Prescriber Designee Attestation: pdf page 42

Revise the “attestations” to be consistent with the May 22, 2015 comments.

Revise the following statement, "By checking this box, I acknowledge that I will
act on behalf of a certified prescriber to comply with the Clozapine REMS
Program requirements. I hereby state that all of the information I have submitted
1s truthful and accurate." This statement 1s consistent with the text on the
Designee Enrollment Form sent to CPMG on May 22, 2015.

Delete the following text at the bottom of the box of attestations: |©

." These statements are
redundant with the attestations noted above them.

6.1 Pharmacy Certification — Role Selection: pdf page 44
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The descriptions for the Chain Pharmacy Headquarters and the Outpatient
Pharmacy are not clear.

For Chain Pharmacy Headquarters - explain “contracted” and consider including
"Outpatient” to "Chain Pharmacy Headquarters".

For Outpatient Pharmacy - Based on our understanding that the authorized
representative for an outpatient pharmacy for a "chain" could be directed to
complete this enrollment form in the following instances: (1) if the chain is not
contracted with the switch provider (and does not want to enter into a contract)
and/or (2) if the chain does not plan to use switch technology for clozapine.
Therefore, the definition should state that an authorized representative of an
outpatient pharmacy i1s not affiliated with a "corporate pharmacy chain"
contracted with the switch provider OR does the outpatient pharmacy(ies) does
not have switch capability. In addition, the description implies that this option
only applies to an “individual outpatient pharmacy” when this is not the case.
Revise to explain that multiple locations can be enrolled through this mechanism.

Consider re-ordering the bullets so the outpatient bullets appear together then the
mpatient.

Revise the webpage to address these issues.

The webpage does not explain what an authorized representative must do if the
authorized representative represents both inpatient and outpatient pharmacies.
Does the authorized representative have to enroll twice - once for each pharmacy
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type or is there a mechanism to do both in single certification process? Add text to
the page to address this issue.

6.2 Role Section Confirmation: pdf page 45

e Provide the pop-up boxes for chain headquarters and out-patient pharmacy.
Those screenshots were not provided.

6.4 Authorized Representative Confirmation
e This statement, «. ..

mmplies that the
when this is not the

Revise this statement. For example: "Congratulations! You have successfully

completed the required authorized representative training. You can now certify
pharmacy locations."

6.5 Pharmacy Intake: pdf page 48

e What additional information, if any, appears based on the answer to this question
“can your pharmacy management system adjudicate claims online? In other
words, if the authorized representative selects "no" -- do the attestations for
obtaining a PDA online appear?

In the screen shots provided, there are no attestations for the Item #12 on the
Pharmacy Enrollment Form regarding the PDA.

Revise these screenshots to be consistent with the comments provided May 22,
2015 and include screens shots with an explanation with how the attestations
related to the PDA are functionalized on the website.

6.6 Pharmacy Attestation: pdf page 49

e Does the authorized representative have to complete the attestation screen for
every pharmacy location?

The attestations regarding PDA (electronic vs online) vs in-patient do not appear
on the screenshot. What type of pharmacy attestation is this example for and
where do those attestations reside? The do not appear on page 48 or 49 of the pdf.

13
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e Delete the following text at the bottom of the box of attestations: '

." These statements are

redundant with the attestations noted above them.

7.1 Pharmacy Search: pdf page 51
e This screen shot does not provide any direction to the "pharmacy staff" if they
need to associate with more than one pharmacy location. Revise to ensure staff
can associate with multiple pharmacy locations.

7.4 Pharmacy Staff Attestation: pdf page 54
e Revise this section to incorporate and be consistent with the
evisions sent to CPMG on May 22, 2015. We understand that
associating with a certified pharmacy occurs before this screen. Incorporate and
revise accordingly. We also note agreement to replace ‘i with
“enrollment.”

Pharmacy Staff can access the Clozapine REMS Program online to do the
following:

Enter an ANC for a patient,
verify a prescriber is certified in the Clozapine REMS Program
verify a patient is enrolled in the Clozapine REMS Program,

obtain a pre-dispense authorization.

For online access to perform the above tasks, you must_

By_, you agree not to share your credentials for the
Clozapine REMS Program website or allow others to sign into the website
using your credentials.

As part of your_ you must select the certified pharmacy
location(s) where you fill and/or dispense clozapine. It is your
responsibility to update this information as necessary.

8.1 Education Program: pdf page 56

14
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¢ Revise the education program to be consistent with the revisions provided on May
22, 2015.

e We note the following sections of the Guide for HCPs were omitted from the
online version:
- If a patient develops a fever, how is clozapine managed?
- How is clozapine discontinued for neutropenia?
- How is clozapine monitored if clozapine treatment is discontinued?
- Can a patient be rechallenged with clozapine?
- What do I tell my patients about clozapine?
- How do I enroll a patient?
- What if my patient has been treated with clozapine before?
- How do I find out if my patient was listed in the NNRMF?
- How do I report ANC results for my patients?

- How do I authorize continuation of clozapine when my patient's ANC is
less than 1000 or less than 5007

- What if my clozapine patient is under hospice care?

- What is a PDA?
- How do | verify the patient is authorized to receive clozapine?

For each section listed above, explain why the section is not important for the
prescriber to review in the online education program. In addition, include the
rationale for creating a different educational experience for stakeholders who
choose to complete the training online vs on paper.

¢ We note that this online version of the Guide for HCPs only references
"requirements for prescribers™ in the overview bullets. Has the online educational
program been tailored to prescribers and the pharmacy education program is
different? Please explain your intent and provide a rationale if your intent is to
create two educational programs specific to the stakeholder group.

e Explain if the online “education program” be accessed without creating an
account first.

o Are HCPs allowed to read the HCP Guide as part of their certification process - or
must they view the web-based education program in order to access the online
knowledge assessment? Both options should be clearly provided for stakeholders.

15
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Currently, the steps note that they must first read the HCP Guide itself before
taking the knowledge assessment. It should also state they could complete the
online education program as another option before taking the knowledge
assessment.

e We recommend that the online educational program be designed to require a
certain amount of time spent on each page before clicking “next”.

e Explain how long this process will take to complete the “educational program”
and “knowledge assessment” and if it all has to be done in one sitting.

Revise the webpage to include the estimated time it takes for a prescriber or
pharmacist to complete the educational program and knowledge assessment
online. Please also include instructions of what happens if training is interrupted.
Can their progress be saved?

9.1 Knowledge Assessment: pdf page 73
e Clarify if there is a time limit in between attempts to complete the knowledge
assessment.

10.1 Patient Enrollment: pdf page 88
e We note on this page that the “patient” tab is “highlighted” in purple. It appears a
patient can begin to enroll themselves. Please explain why it appears this is part of
the “patient” tab and clarify, as necessary, that they do not have the capability to
enroll themselves in the REMS Program.

11.3 Dashboard Prescribers: pdf page 94
e NNRMF: This description of NNRMF is not adequate to convey to the reader
what "NNRMF" is. Revise to provide more information to the user. For example,
hyperlink the "NNRMF" so that a pop-up box will appear providing a short
definition of NNRMF (as it appears in the HCP Guide) and include a graphic of
the red flag in the text here for visual association with what appears in the
dashboard.

e “Interrupted”, “Pre-treatment”, and “Incomplete” terms: explain how users find
the definitions of these terms.

e With regard to “view lab history,” explain the planned data retention of ANCs for
patients. For example, how many years of data will be maintained?

16
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The following comments are in response to the Clozapine REMS screen shots submitted
May 8, 2015 for review. In addition, we have included follow-up comments on the Guide
for Healthcare Providers — How is a patient monitored if clozapine treatment is
discontinued for neutropenia?

Address the comments below and review the comments embedded in the attached pdf of
the screen shots. Prepare to address the comments and questions before (or during) the
website demo scheduled for June 25, 2015, and incorporate these comments and revisions
into the screenshots before the next submission scheduled for July 2, 2015.

GENERAL COMMENTS

Resubmission Requirements and Instructions: Once you have received comments on the
REMS document, submit the amended REMS (e.g., REMS document and all REMS
materials) and the amended REMS Supporting Document. Provide a MS Word document
with track changes and clean MS Word versions of all revised materials and documents.
Submit the REMS and the REMS Supporting Document as two separate MS Word
documents.

Format Request: Submit your proposed REMS and other materials in MS Word format
and PDF. It makes review of these materials more efficient.

ATTACHMENTS

REMS Document

Prescriber Enrollment Form

Prescriber Designee Enrollment Form
Chain Headquarters Pharmacy Enrollment Form
Pharmacy Enrollment Form

Pharmacy staff attestation language

Patient Enrollment Form

ANC Lab Reporting Form

Overview for HCPs

Guide for HCPs

Knowledge Assessment for HCPs

Guide for Patients and Caregivers

Website Screen Shots

REMS Supporting Document

Dear Prescriber Letter

Dear Pharmacist Letter

What’s New with Clozapine — An Overview
REMS Assessment Plan

222 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

SUZANNE C BERKMAN ROBOTTOM
08/04/2015

KIMBERLY LEHRFELD
08/04/2015
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Risk Evaluation and Mitigation Strategy (REMS) - ADDENDUM
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Review of CPMG’s December 23, 2014 proposed Single
Shared System REMS
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atypical antipsychotic

Dosage and Route: oral
Drug Application Applicant Date Received | eCTD Sequence #/
Number Supporting doc

Clozaril NDA 019758 Novartis 1/7/2015 0059/454
Clozapine | ANDA 074949, Teva 1/9/2015 0005/331
ANDA 076809 1/9/2015 0004/174
ANDA 203039 1/8/2015 0008/10
ANDA 90308 1/8/2015 0001/30
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ANDA 075417 Mylan 1/8/2015 0029/127
ANDA 201824 1/8/2015 0018/22
ANDA 075713 Caracco/Sun 01/08/2015 0006/116
ANDA 203807 | Actavis/Watson 1/07/2015 0008/9
Fazaclo NDA 021590 Jazz 1/9/2015 0014/325
OoDT
Versacloz NDA 203479 Jazz 1/9/2015 0057/89
OSE RCM #: 2014-2345

*** This document contains proprietary and confidential information that should not be
released to the public. ***
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1 INTRODUCTION

This is a review of the Clozapine Product Manufacturers Group (CPMG) revised
proposed risk evaluation and mitigation strategy (REMS) for a single shared system
REMS (SSSR) submitted via email on December 23, 2014. The same proposed SSSR
was submitted in parallel to the individual NDA and ANDA applications.

A comprehensive review of the regulatory history and rationale for the design of the
SSSR will be documented in a subsequent review.
2 MATERIALS REVIEWED

CPMG’s proposed SSSR. Submitted via email on December 23, 2014. The submission
includes the following materials

1. REMS Document 10. Pharmacy Enrollment Form

2. REMS Supporting Document 11. N
3. Distributor Enrollment Form

4. Guide for HCPs 12. Prescriber Enrollment Form

5. Overview for HCPs 13. Prescriber Designee Enrollment
6. HCP Knowledge Assessment Form

7. REMS Patient Guide 14. ANC Lab Reporting Form

8. Patient Enrollment Form 15. REMS website screenshots

9. Chain Pharmacy Enrollment Form

The following materials were revised and sent to CPMG via email on February 11,
2015. The revised materials are attached to this review.

e REMS Supporting Document
e Distributor Enrollment Form

The following materials were revised and sent to CPMG via email on February 6,
2015. The revised materials are attached to this review.

e Guide for HCPs

e ANC Lab Reporting Form

e REMS Document

Note: Comments on the Website screenshots and the ®®
®@&yere included in this email. See Section 4 “Comments for the CPMG.”

The following materials were revised and sent to the CPMG via email on February
2, 2015. The revised materials are attached to this review:

e Chain Pharmacy Enrollment Form

e Pharmacy Enrollment Form

e Overview for HCPs

e Knowledge Assessment for HCPs
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The following materials were revised and sent to the CPMG via email on January
22, 2015. The revised materials are attached to this review.

Prescriber Enrollment Form

Prescriber Designee Enrollment Form

Guide for Patients and Caregivers

Patient Enrollment Form

2.1 OTHER DRISK REVIEWS

e The following reviews were completed for the initial proposed SSSR submitted on
September 18, 2014

0 Robottom S. DRISK review signed into DARRTS on November 19, 2014 by
Lehrfeld K.

0 Robottom S. DRISK review signed into DARRTS on December 3, 2014 by
Lehrfeld K.

0 Robottom S. DRISK review signed into DARRTS on December 19, 2014 by
Lehrfeld K.

3 RECOMMENDATIONS FOR THE REVIEW DIVISION

We recommend that the following comments on the Clozapine SSSR proposal be sent to
the applicant. Please request that the applicant resubmit the revised REMS (i.e., REMS
Document and all REMS materials) and Supporting Document as soon as possible to
facilitate further review.

4 COMMENTS FOR THE CPMG

The comments below were conveyed via email on February 6, 2015.

4.1 REMS DOCUMENT

As the REMS Document is reviewed within the Agency, additional revisions have been
made. We find the revisions to be clarifying and editorial in nature and not fundamentally
changing any aspect of the program or REMS Document.

During the review process, changes were accepted to the REMS Document.
Unfortunately, a track change document cannot be provided at this time. However, we
have noted/highlighted sections where the text has changed. After you have the
opportunity to review the REMS Document, please let us know what, if anything, is
concerning so we can discuss.

See revised REMS Document.
4.2 REMS MATERIALS

4.2.1 ANC Reporting Form
See revised ANC Reporting Form.
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4.2.3 REMS Website
Apply all applicable comments provide in the other materials to the website.

4.2.4 Outstanding Issues

The following issues are outstanding and pending agreement between the Agency and
CPMG

e Transition Plan
o Overall proposal is under review with senior management in the Agency.

o0 A proposed plan for clozapine product return/pullback as part of the
Transition Plan has not been presented to the Agency

o0 Analysis of clozapine drug utilization by pharmacy type is ongoing with
CPMG and will be presented to the Agency once completed.

e REMS Processes and Requirements

o e

See comments provided in Section 5.2.2.
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(0]

‘Dosing information’ from Pharmacies

In the outpatient setting, it is our understanding that the following dosing
information will be required and obtained either electronically (through
the “switch”) or manually (via the website or verbally to the call center;
‘non-switch):

e Dispense date
NDC
Days’ supply
Quantity
Prescriber identifier

In the patient setting, what information will be obtained is not clear.

We agree obtaining a pre-dispense authorization is not necessary in the
inpatient setting. We do not fully understand your proposal for inpatient
use and reporting requirements and how it will ensure the REMS is able to
track who is an inpatient. We understand the concern you raised with
hospitals having to approve multiple forms.

Based on our understanding of the REMS and inpatient proposal, we
believe it is necessary for safe use for the program to receive the following
from the pharmacy: a list of inpatients who are receiving clozapine and
their admit date, discharge date and acknowledgement that each patient
continues to receive clozapine. We continue to believe that reporting ANC
should be the primary responsibility of the prescriber.

o0 Treatment rationale/authorization to continue clozapine treatment.

Website demonstration

Distributor Enrollment

We agree that a Distributor Enrollment Form is acceptable.
Audit Plan

REMS Assessment Plan

0 We have not started discussions regarding the content of the Assessment

Plan

GENERAL COMMENTS
Resubmission Requirements and Instructions: Once you have received comments on the

REMS document, submit the amended REMS (e.g., REMS document and all REMS
materials) and the amended REMS Supporting Document. Provide a MS Word document
with track changes and a clean MS Word version of all revised materials and documents.
Submit the REMS and the REMS Supporting Document as two separate MS Word

Format Request: Submit your proposed REMS and other materials in MS Word format

and PDF. It makes review of these materials more efficient.

ATTACHMENTS
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e REMS Document e Guide for Patients and

. Caregivers
e REMS Supporting Document e Patient Enrollment Form
Distributor Enrollment e Chain Pharmacy Enrollment
Guide for HCPs Form
ANC Lab Reporting Form e Pharmacy Enrollment Form

e Overview for HCPs
e Knowledge Assessment for
HCPs

Prescriber Enrollment Form
Prescriber Designee Enrollment
Form

121 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this pag
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Drug Application Applicant Date Received | eCTD Sequence #/
Number Supporting doc
Clozaril NDA 019758 Novartis 9/25/2014 0056/448
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9/26/2014 28
ANDA 075417 Mylan 9/26/2014 0027/125
ANDA 201824 9/26/2014 0017/21
ANDA 075713 Caracco/Sun 9/25/2014 0004/114
ANDA 203807 | Actavis/Watson 9/26/2014 0007/8
Fazaclo NDA 021590 Jazz 9/26/2014 0013/323
oDT
Versacloz | NDA 203479 Jazz 9/26/2014 0055/78
OSE RCM #: 2014-2345

*** This document contains proprietary and confidential information that should not be
released to the public. ***
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1 INTRODUCTION

This is an addendum to the DRISK review dated November 17, 2014 and signed into
DARRTS on November 19, 2014 to provide comments to the Clozapine Product
Manufacturers Group (CPMG) on the outstanding pieces submitted as part of the
proposed risk evaluation and mitigation strategy (REMS) for a single shared system
REMS (SSSR) submitted via email on September 18, 2014. The same proposed SSSR
was submitted in parallel to the individual NDA and ANDA applications.

This addendum includes a revised Out-patient Pharmacy Enrollment Form, a Dear
Prescriber Letter, Dear Pharmacist Letter, and “What’s New with Clozapine: An
overview.”

A comprehensive review of the regulatory history and rationale for the design of the
SSSR will be documented in a subsequent review.
2 MATERIALS REVIEWED

e CPMG’s proposed SSSR. Submitted via email on September 18, 2014. The
submission includes the following materials

REMS Document HCP Knowledge Assessment
REMS Supporting Document HCP Overview
Dear Distributor Letter REMS ISI

Dear HCP Letter

Dear Professional Society Letter
Distributor Enrollment Form
Distributor Overview

REMS Educational Program
REMS HCP Guide

The November 19, 2014 review included comments and/or track-changes on the
following materials.
e Prescriber Attestation Form
Pharmacy Attestation Form — single-site
Pharmacy Attestation Form — multi-site
HCP Knowledge Assessment
HCP Guide
HCP Overview
Patient Registration Form
Patient Guide
Website

The December 1, 2014 addendum included comments on the REMS Document,
REMS Supporting Document, Distributor Letter and Overview, and Important
Safety Information.

REMS Patient Guide
Patient Registration Form
Pharmacy Attestation Form
Prescriber %t(g)estation Form

Lab Reporting Form
REMS website screenshots

3 RECOMMENDATIONS FOR THE REVIEW DIVISION
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We recommend that the following comments on the Clozapine SSSR proposal be sent to
the applicant. Please request that the applicant resubmit the revised REMS (i.e., REMS
Document and all REMS materials) and Supporting Document as soon as possible to
facilitate further review.

4 COMMENTS FOR THE CPMG

The draft materials provided are examples of the content and organization the Agency
believes is appropriate. Use these drafts as a guide to assist in further development of
these pieces and the rest of your transition plan. We expect CPMG can improve
substantially upon these materials with the collective experience, expertise, and resources
available to you.

e Transition material examples
0 Dear Prescriber Letter and Dear Pharmacist Letter
= The content of these two letters is very similar with the exception
of the information pertaining to “What do | need to do?” We split
the prescriber and pharmacists into two different letters in attempt
to fit the information on one page and make the letters specific to
the stakeholder group.

o0 Overview - “What’s new with Clozapine”

= This is a 3 page piece to accompany the Dear Prescriber and Dear
Pharmacist letters. This piece is meant to target both prescribers
and pharmacists. We considered and identified what we believe to
be the most critical information to convey to these stakeholders
regarding the changes to the labeling and implementation of the
SSSR. While we consider this piece to be an overview, we
acknowledge that there are likely more questions to cover in this
piece that are critical that we did not include.

e Outpatient Pharmacy Enrollment Form example
0 We recommend a total of two pharmacy enrollment forms, one for
Outpatient pharmacies and one for Inpatient pharmacies. An example of
the Outpatient Pharmacy Enrollment is attached. We will not be drafting
an Inpatient Pharmacy Enrollment Form as we believe the Outpatient form
example is sufficient direction and, at present, we do not fully understand
the Inpatient Pharmacy requirements to develop that form.

GENERAL COMMENTS

Resubmission Requirements and Instructions: Once you have received comments on the
REMS document, submit the amended REMS (e.g., REMS document and all REMS
materials) and the amended REMS Supporting Document. Provide a MS Word document
with track changes and a clean MS Word version of all revised materials and documents.
Submit the REMS and the REMS Supporting Document as two separate MS Word
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Format Request: Submit your proposed REMS and other materials in MS Word format
and PDF. It makes review of these materials more efficient.

ATTACHMENTS

Dear Prescriber Letter

Dear Pharmacist Letter

What’s New with Clozapine: An Overview
Outpatient Pharmacy Enrollment Form
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Dosage and Route: oral
Drug Application Applicant Date Received | eCTD Sequence #/
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Clozaril NDA 019758 Novartis 9/25/2014 0056/448
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ANDA 201824 9/26/2014 0017/21
ANDA 075713 Caracco/Sun 9/25/2014 0004/114
ANDA 203807 | Actavis/Watson 9/26/2014 0007/8
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*** This document contains proprietary and confidential information that should not be
released to the public. ***
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1 INTRODUCTION

This 1s an addendum to the DRISK review dated November 17, 2014 and signed into
DARRTS on November 19, 2014 to provide comments to the Clozapine Product
Manufacturers Group (CPMG) on the outstanding pieces submitted as part of the
proposed risk evaluation and mitigation strategy (REMS) for a single shared system
REMS (SSSR) submitted via email on September 18, 2014. The same proposed SSSR
was submitted in parallel to the individual NDA and ANDA applications.

This addendum includes track-change version of the REMS Document and explains the
status of the review of the other outstanding materials.

A comprehensive review of the regulatory history and rationale for the design of the
SSSR will be documented in a subsequent review.

2 MATERIALS REVIEWED

e CPMG’s proposed SSSR. Submitted via email on September 18, 2014. The
submission includes the following materials

Dear Professional Society Letter
Distributor Enrollment Form
Distributor Overview

REMS Educational Program
REMS HCP Guide

REMS Document HCP Knowledge Assessment
REMS Supporting Document HCP Overview

Dear Distributor Letter REMS ISI

Dear HCP Letter REMS Patient Guide

Patient Registration Form
Pharmacy Attestation Form
Prescriber Attestation Form

®@ T ab Reporting Form
REMS website screenshots

The November 19, 2014 review included comments and/or track-changes on the
Jfollowing materials.

Prescriber Attestation Form
Pharmacy Attestation Form — single-site
Pharmacy Attestation Form — multi-site
HCP Knowledge Assessment
HCP Guide
HCP Overview
Patient Registration Form
Patient Guide

®9@ 1 ab Reporting Form
Website

We stated that the REMS Document, REMS Supporting Document, letters (HCP,
Professional, Distributor), Distributor Overview, and ISI are under review and
will be provided under separate cover and not necessarily with this review cycle.

3 RECOMMENDATIONS FOR THE REVIEW DIVISION
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We recommend that the following comments on the Clozapine SSSR proposal be sent to
the applicant. Please request that the applicant resubmit the revised REMS (i.e., REMS
Document and all REMS materials) and Supporting Document as soon as possible to
facilitate further review after they have received comments on the REMS Document.

4 COMMENTS FOR THE CPMG

The table below outlines the materials CPMG has not received comments on and
provides FDA response regarding the status of those comments:

Materials

FDA Comments

REMS Document

The REMS Document is attached. Please note that
this initial draft reflects the Agency’s most current
thinking on the organization and text of the REMS
Document. We are providing this document at this
time to offer CPMG a more comprehensive
understanding of the Agency’s thoughts on the
Clozapine SSSR. Please understand that additional
changes are expected as we discuss the SSSR with
CPMG and it goes under additional review within
the Agency.

Given the substantial revisions, we are not providing
a track-change version of the REMS Document.

REMS Supporting Document

Given the substantial revisions to the REMS, we are
not providing a track change version of the
Supporting Document until it accurately reflects the
current state of the REMS. Submit a revised version
with the next review cycle.

Letters (DHCP, Professional)

Please reference our comments regarding the
Transition Plan. We do not have revisions to these
pieces at this time but will provide comments as
soon as possible.

Materials that support the transition plan can be
submitted separately since you will be receiving
comments on them at a later date.

Distributor Letter and
Distributor Overview

In our November 17, 2014 comments, we asked
CPMG to clarify the purpose of Distributor
Enrollment. We have not received a response from
CPMG (understandably) about your thoughts on
distributor enrollment. Please refer to the draft
REMS document we provided today for further
information on our current thinking about
Distributor Enrollment. Once we receive a response
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to our November 17 comment, we will provide
further information comment on any pieces related
to distributors until after that response is received.

Important Safety Information As explained in the November 17, 2014 comments,
the ISI will only appear on the SSSR website.
We will provide comments at a later time.

Website: We provided high-level comments on the website in the November 17, 2014
comment set. Pending further understanding of the operation of the website and receipt of
the website in format we can provide track-change edits, therefore we will provide
additional comments on a revised version during a subsequent review cycle. We expect
you to apply the comments provided on the various enrollment forms and educational
materials along with these high-level comments to revise the website accordingly.

We feel that we have provided substantive comments on the major aspects of the
Clozapine SSSR in order for you to meet the previous timelines.

GENERAL COMMENTS

Resubmission Requirements and Instructions: Once you have received comments on the
REMS document, submit the amended REMS (e.g., REMS document and all REMS
materials) and the amended REMS Supporting Document. Provide a MS Word document
with track changes and a clean MS Word version of all revised materials and documents.
Submit the REMS and the REMS Supporting Document as two separate MS Word

Format Request: Submit your proposed REMS and other materials in MS Word format
and PDF. It makes review of these materials more efficient.

ATTACHMENTS
e REMS Document

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

This is a review of the Clozapine Product Manufacturers Group (CPMG) proposed risk
evaluation and mitigation strategy (REMS) for a single shared system REMS (SSSR)
submitted via email on September 18, 2014. The same proposed SSSR was submitted in
parallel to the individual NDA and ANDA applications.

Clozapine, the first atypical antipsychotic, was approved in 1989. It is available in the US
as an oral tablet (Clozaril and generic), and orally disintegrating tablet (Fazaclo and
authorized generic) and an oral suspension (Versacloz).

Because of the risk of severe neutropenia, at the time of initial US approval, Clozaril was
approved with a restricted distribution program. As clozapine ANDAs and new
formulations (NDAs; Fazaclo and Versacloz) 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 programs, coined 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. The sponsors of such listed
products were required to submit a REMS proposal on September 16, 2008.

As part of the “deemed REMS” review process, FDA determined a SSSR was necessary
to encompass all clozapine products due to concerns over safety and burden with having
several separate programs. In addition, FDA determined that clozapine labeling with
regard to the risk of neutropenia was outdated and must be revised.’ The SSSR and
labeling negotiations have occurred in parallel.

A comprehensive review of the regulatory history and rationale for the design of the
SSSR will be documented in a subsequent review.

2 MATERIALS REVIEWED

e CPMG’s proposed SSSR. Submitted via email on September 18, 2014. The

submission includes the following materials
0 REMS Document

REMS Supporting Document

Dear Distributor Letter

Dear HCP Letter

Dear Professional Society Letter

Distributor Enrollment Form

Distributor Overview

REMS Educational Program

REMS HCP Guide

HCP Knowledge Assessment

HCP Overview

REMS ISI

REMS Patient Guide

Patient Registration Form

OO0O0O0O0O0O0O0O0O0O0O0OO0OO0ODO
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Pharmacy Attestation Form
Prescriber Attestation Form

Lab Reporting Form
REMS website screenshots

The REMS Document, REMS Supporting Document, letters (HCP, Professional,
Distributor), Distributor Overview, and ISI are under review and will be provided
under separate cover.

e CPMG information request response to DRISK October 10, 2014 information
request. Signed in DARRTS on October 22, 2014 by Flowers L.

DRISK requested CPMG describe and clarify the proposed patient enrollment
process and definition of terms in order to review adequately the proposed patient
Enrollment Form.

O
O
O
O

3 SUMMARY OF CPMG’S PROPOSED REMS

CPMG submitted a proposed SSSR that includes prescriber certification, pharmacy
certification, patient registration, documentation of safe use conditions, and a patient
registry. CPMG included an implementation system and proposed to submit assessment
annually from the date of REMS approval.

o Reviewer Comment: The CPMG-proposed REMS

DRISK has identified several

These
concerns were communicated to CPMG in a teleconference on October 23, 2014 and
discussions are ongoing. These concerns will be described in a subsequent review.

With regard to the REMS educational materials, these proposed materials are text heavy,
lengthy, lack focused messaging, and omit important information. The proposed plan to
outreach to stakeholders to communicate the SSSR and the labeling changes appears to
consist of three letters (Professional Society, HCP, and Distributor, respectively).

o Reviewer Comment: DRISK directed two “message mapping” sessions with the
Division of Psychiatry Products to identify the key messages and sub-messages to
better focus the educational materials. The educational materials are revised based
on the key messages identified.

A multi-faceted approach leveraging individual-targeted (letters, sales representative
interactions, meeting booths) efforts and mass communication (professional societies,
Jjournal advertisements, internet) efforts is necessary to facilitate the transition from
the individual registries to the SSSR, to ensure prescribers and pharmacists are
aware of the new treatment and monitoring recommendations, and the need to be
certified in the SSSR to continue to prescribe or dispense clozapine.

! For information regarding the labeling revisions, refer to Duncan LE. Labeling review. Signed in
DARRTS on August 15, 2014 by Duncan LE.
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4 RECOMMENDATIONS FOR THE REVIEW DIVISION

We recommend that the following comments on the Clozapine SSSR proposal be sent to
the applicant. Please request that the applicant resubmit the revised REMS (i.e., REMS
Document and all REMS materials) and Supporting Document as soon as possible to
facilitate further review affer they have received comments on the REMS Document.

5 COMMENTS FOR THE CPMG

51

REMS DOCUMENT

A. The revised REMS document will be provided under separate cover.

B. The Agency is considering how wholesaler/distributors are best handled in the

context of REMS with ETASU. Explain why distributor enrollment through a
distributor enrollment form through the REMS is necessary versus handling the
requirements of the distributor through individual contractual agreements.
Comments on the Distributor Letter and Distributor Overview are pending further
Agency understanding of this program aspect.

5.2 REMS MATERIALS

We substantially revised the content of your materials to focus the messages on the risk
addressed in the REMS (neutropenia) and how the REMS will function.

A. Explain any pre-testing CPMG completed on the proposed materials to help us

5.21
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. Delete the footnote

better understand the format and content of the materials. In your response,
include if you plan to test the materials revised materials.

. The content of the revised materials is consistent with the FDA-revised labeling

provided to CPMG on November 10, 2014. We recognize that labeling continues
to evolve and the materials will be updated to be consistent with final labeling.
®®

©@> from all your materials.

Prescriber ©®

Revise the title to “Prescriber Enrollment Form.”

. It 1s not clear why NPI and DEA numbers are needed. We recommend deleting

DEA and maintaining NPI If you disagree, please explain.
Please see the revised “Prescriber Enrollment Form.”

Pharmacy e

Revise the title to “Pharmacy Enrollment Form”

. We recommend creating two pharmacy enrollment forms, one for single

pharmacy location to enroll (i.e., “Single Site Pharmacy Enrollment Form”) and a
separate enrollment form pharmacies with multiple locations “(i.e., “Multi-Site
Pharmacy Enrollment Form™). The Multi-Site Pharmacy Enrollment Form would
support enrollment of pharmacies associated with a large organization through a



5.2.3

5.2.4
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centralized process as we discussed during the October 23 and November 13,
2014 teleconferences.

Please see the revised “Single Site Pharmacy Enrollment Form™ and “Multi-Site
Pharmacy Enrollment Form.”

Educational Program for HCPs and HCP Guide

. Merge these two educational pieces into a single, comprehensive educational

piece. Revise the title of the Guide to “Clozapine and the Risk of Neutropenia: A
Guide for Healthcare Providers.” This title emphasizes the focus of the Guide and
the REMS.

Remove all information that does not relate to the minimizing the risk of severe
neutropenia or the REMS. For example, remove the P

Explain the anticipated size and presentation you propose for the final Guide. At
present the material is very text heavy.

1) Include graphics and color to increase the readability of the Guide.

2) Because of the overall length of the piece and amount of text, revise the
Guide to reduce reader fatigue. For example, widen the margins or present
text in columns under each section/question heading.

3) We recommend leveraging the expertise within the sponsor manufacturers
and your selected vendor for recommendations to improve the look and
feel of the REMS materials.

The presentation (font, colors, graphics, bulleting, etc) as provided in the FDA
revisions are very basic and should be considered an example.

We anticipate CPMG is able to substantially improve the overall presentation
with your resources.

Explain how you plan to address patients who are under the care of hospice within
the REMS (operationally) and in this Guide. Refer to section 2.5.

In the Guide, include information regarding any criteria for designees and how
this aspect will work. Refer to section 3.1.

In this Guide, briefly explain how patients who were listed in the NNRMF will be
identified in the SSSR. Refer to section 3.5.

Please see the revised “Clozapine and the Risk of Neutropenia: A Guide for
Healthcare Providers.”

Overview for Healthcare Professionals

Please see the revised Overview.



5.2.5 HCP Knowledge Assessment

A. We agree with requiring the same knowledge assessment for both prescribers and
pharmacists.

B. Remove questions that do not relate to assessing knowledge/awareness regarding
the risk of severe neutropenia and the safe use practices required by the REMS.

C. Please see the revised “Knowledge Assessment for Healthcare Providers.”

5.2.6 Important Safety Information (ISI)

A. The ISI is not part of the REMS and will not be included with any of the REMS
materials except for the website. The REMS website will include a tab for the 1SI
as you have proposed. Any comments on the ISI will be provided under separate

cover.
5.2.7 Patient O@ Corm
A. Revise the title of this form to “Patient Enrollment Form.”
B. Explain why O
(b) (4)

is necessary. Is it to aid in linking an existing patient in the database to a
new enrollment?

We acknowledge the importance of screening newly enrolled patients to link them
to previous clozapine treatment. However, we expect that each patient is given a
new unique identification number for other purposes moving forward (e.g.,
system alerts/system-prescriber communication, FDA reports).

C. Add text to determine if the patient has benign ethnic neutropenia (BEN).

D. Remove “ O ang « ®@ » This information does

not appear necessary and may impose additional confusion. We expect every
newly enrolled patient is screened to ensure duplicative files are not created and
ensure appropriate monitoring is completed based on the labeling
recommendations.

E. With regard to “blood draw date” and “ANC,” providing this information should
be optional at the time of enrollment. While this information is a requirement for
initiating treatment, it is not a requirement to enroll the patient.

F. Revise the @@ section to indicate the prescriber (or his/her
designee(s)) is responsible for enrolling the patient.

G. Please see the revised “Patient Enrollment Form.”

5.2.8 @@ patients and Caregivers

A. Revise the title to “What You Need to Know about Clozapine: A Guide for
Patients and Caregivers.” This title emphasizes the focus of the Guide.

B. Remove all information that does not relate to the minimizing the risk of severe

neutropenia and the REMS. For example, remove R
(b) (4
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C. Explain the anticipated size and presentation you propose for the final Guide. At
present the material is very text heavy.

1) Include graphics and color to increase the readability of the Guide.

2) Because of the overall length of the piece and amount of text, revise the
Guide to reduce reader fatigue. For example, widen the margins or present
text in columns under each section/question heading.

3) We recommend leveraging the expertise within the sponsor manufacturers
and your selected vendor for recommendations to improve the look and
feel of the REMS Materials.

D. The presentation (font, colors, graphics, bulleting, etc) as provided in the FDA
revisions are very basic and should be considered an example.

We anticipate CPMG is able to substantially improve the overall presentation
with your resources.

We must approve the materials in their final format.

5.2.9 ©®@ ANC Lab Reporting Form

A. Remove this form. ANC results will be reported directly to the website or by
phone.

5.2.10 Website

A. The 16 screenshots provided to date reflect static pages for prescribers and
pharmacies. Identify when you will be submitting the website in totality,
including the patient enrollment and management aspects of the website for
review. We plan to schedule a teleconference for CPMG to demonstrate how the
website will function and operate on all program aspects (e.g., view the education,
complete the knowledge assessment, enroll, and manage patients).

B. Apply all applicable comments provided in the above materials to the website.

C. Provide a link to Prescribing Information on the home page, which takes you to a
list of all clozapine products, like the ER/LA REMS program here:
http://www.er-la-opioidrems.com/IwgUI/rems/products.action

D. Delete B®

, as 1t makes 1t more
® @

difficult to find the other REMS resources and materials

E. Add the Clozapine REMS Patient Guide to the list of materials under the
Prescriber Certification and Pharmacy Certification tabs, so they know this is
available for patient counselling sessions. It should also remain under the patient
tab.

F. Under the patient tab, the text should only mention the serious risk of neutropenia
re: why a REMS is in place to address just this risk, like the title of the patient
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brochure indicates: "What You Need to Know About Clozapine and Neutropenia:
A Guide for Patients and Caregivers."

G. Clarify the differences in what webpage pulls up when you click on " R

on the home page vs. "Learn More™ and "Begin Now" on the site guide pages for
prescribers and pharmacies. Could these tabs be relabeled for clarity or
consistency?

5.2.11 Transition Plan

Your transition plan to outreach to various stakeholders regarding the SSSR and labeling
changes appears to consist of three letters (HCP, Professional Society, and Distributor). A
multi-faceted approach is necessary to communicate these major changes to ensure
prescribers and pharmacists are aware of the new treatment and monitoring
recommendations and the need to be certified in the SSSR to continue to prescribe or
dispense clozapine.

Comments on the proposed letters will be provided under separate cover.
The Transition Plan should include but not limited to the following:

A. Dear HCP Letters (print and email)

0 Send this letter X weeks after the REMS is approved to those currently
enrolled in the existing registries and those who might be interested in
prescribing clozapine for the first time (due to expanded availability and
monitoring guidelines).

o Envelope states, "New Clozapine Safety Information Required by FDA."

o Email subject line states, "New Clozapine Safety Information Required by
FDA."

0 Include the Clozapine SSSR HCP Overview and the Clozapine "What's
New"/Transition Guide (described below) with these Dear HCP letters.

0 Send this letter and/or additional reminders (e.g., phone calls, emails, etc.)
again XX times at XX months after initial letter to remind those who have not
yet enrolled and who have been in existing registries to enroll - especially if
they have active patients. Prescribers must be adequately reminded to enroll
before the existing registries close to minimize continuity of care issues.

o Clearly state that "If you plan to continue prescribing clozapine, you must
enroll in the Clozapine REMS Program by DATE."

0 Explain the scope of reach for these letters along with the timing and
frequency.

B. Dear Professional Society Letters to ASH (print and email)

Send a letter to American Society of Hematology informing their members of the
ANC monitoring guidelines and possible consults from clozapine prescribers.
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C. Dear Professional Society Letters (print and email)

o0 Send this letter within the first month after the REMS is approved and again
one month before the current registries are closed.

o0 Envelope would state "New Clozapine Information Required by FDA."

o Email subject line would state "New Clozapine Information Required by
FDA."

0 Include Clozapine SSSR HCP Overview Guide and Clozapine "What's
New"/Transition Guide (described below) with the Dear Professional Society
letters to members of the following professional societies at minimum:

= American Psychiatric Association

= American College of Psychiatrists

= American Association for Geriatric Psychiatry

= American Association of Chairs of Departments of Psychiatry
= American Association of Directors of Psychiatric Residency Training
= American Board of Psychiatry and Neurology

= American College of Neuropsychopharmacology

= American Pharmacists Association

= American Society of Health System Pharmacists

= National Association of Chain Drug Stores

= American College of Clinical Pharmacy

D. Clozapine ""What's New" Transition Guide

o Create a short, overview piece explaining what is new with clozapine and the
combining the individual registries into a single REMS program.
= Show comparative information (chart) about old clozapine registries
and the new Clozapine REMS Program
= List bulleted content on the cover of the guide
= Clearly indicate "NEW!" on cover
0 Send out with Dear HCP Letters and Dear PS Letters, distributed during sales
calls, and make available at scientific meetings.

E. Journal Advertisement
0 Create an advertisement to provide a summary of Clozapine REMS Program
and content from the Clozapine "What's New" Transition Guide
= Show comparative information (chart; described above) about old
clozapine registries and new Clozapine REMS Program (IF not too
lengthy or complex)
= Include important dates for enrollment
0 The advertisement should recur with XX frequency throughout the duration of
the transition period to remind prescribers and pharmacists of the changes and
to enroll.
o0 Propose a list of journals. Consider the following professional psychiatry and
pharmacy journals:
= American Psychiatric Association
= American College of Psychiatrists
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American Association for Geriatric Psychiatry

American Association of Chairs of Departments of Psychiatry
American Association of Directors of Psychiatric Residency Training
American Board of Psychiatry and Neurology

American College of Neuropsychopharmacology

Archives of General Psychiatry

Journal of Clinical Psychiatry

F. Banner Advertisement on Professional Society Websites

Create a banner advertisement for placement on professional society websites to
communicate the new SSSR and link to the Clozapine SSSR program website.

G. Pop-up ad on individual existing Clozapine Registry websites

Create a prominent promotion/pop up ad or link to Clozapine REMS on all
individual registry websites requiring prescribers to click it to remove it and
include a link to the SSSR website and where to find more information. This
should appear throughout the duration of the transition period.

H. Pop-up ad on Clozapine SSSR Program website

Create a “what’s new” pop-up ad for the SSSR website that would link to the
Transition Guide. The pop-up should appear for the duration of the transition
period.

I. Link to REMS on individual product websites

Include a prominent link to the new Clozapine SSSR program website on each
individual product websites.

J. Pop-up ad on individual product websites

Consider creating a pop-up ad to appear on the individual clozapine product
websites. In the pop-up, include a link to the SSSR website and where to find
more information. This should appear throughout the duration of the transition
period.

K. Scientific Meetings

Prominently display and provide the Transition Guide, Clozapine SSSR HCP
Overview, and the Prescribing Information at any scientific meetings in which any
of the clozapine sponsors plan to have a presence (e.g., a booth) during the
transition period.

L. Power Point Slides

Create a short set of slides (3-7 slides) describing the new Clozapine REMS
Program with content from the Transition Guide to be used for sales calls during
transition period. The Clozapine SSSR HCP Overview and Transition Guide
should be made available for distribution through sales representatives if the
manufacturer has a sales force for their clozapine product.

5.3 REMS SUPPORTING DOCUMENT
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A. Revise the Supporting Document to be consistent with the REMS Document and
materials. Comments and revisions will be provided in the next review cycle.

B. Information Needed for Assessment

1) Comments on the Assessment will be discussed as the review of the SSSR
progresses.

2) Verify that CPMG intends to submit REMS Assessments as a single, joint
assessment inclusive of all clozapine products and manufacturers. This
approach is consistent with approved SSSRs.

5.4 GENERAL COMMENTS

Resubmission Requirements and Instructions: Once you have received comments on the
REMS document, submit the amended REMS (e.g., REMS document and all REMS
materials) and the amended REMS Supporting Document. Provide a MS Word document
with track changes and a clean MS Word version of all revised materials and documents.
Submit the REMS and the REMS Supporting Document as two separate MS Word

Format Request: Submit your proposed REMS and other materials in MS Word format
and PDF. It makes review of these materials more efficient.

ATTACHMENTS

Prescriber Attestation Form

Pharmacy Attestation Form — single-site
Pharmacy Attestation Form — multi-site
HCP Knowledge Assessment

HCP Guide

HCP Overview

Patient Registration Form

Patient Guide

10
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From:

To: Avalasomayajula, Vasantha

Cc: J.Gross@hlstherapeutics.com; Flowers, Louis; Jenkins, Darrell; Harrison, Terry
Subject: RE: Clozapine - Materials to send BACK to CPMG

Date: Tuesday, September 08, 2015 1:26:40 PM

Attachments: emfalert.txt

Hi Vasantha,

Thank you for your confirmation regarding the Chain Headquarters and Pharmacy Enrollment
Form.

Best,

From: Ayalasomayajula, Vasantha [mailto:Vasantha.Ayalasomayajula@fda.hhs.gov]

Sent: Tuesday, September 08, 2015 9:49 AM

To: I

Cc: JGross, HLS <J.Gross@hlstherapeutics.com>; Flowers, Louis <Louis.Flowers@fda.hhs.gov>;
Jenkins, Darrell <Darrell.Jenkins@fda.hhs.gov>; Harrison, Terry <Terry.Harrison@fda.hhs.gov>
Subject: RE: Clozapine - Materials to send BACK to CPMG

Revision to the Chain Headquarters and Pharmacy Enrollment Form are acceptable.
Thanks,
Vasantha

Fkkkk khkkkkkkkkkikikhkhkikhkihkkihkihkihhkihkkhikikhkhkkkhkikhikikkhhkikhkikihkkk

Sincerely,

Vasantha Ayala

Senior Regulatory Project Manager

Office of Surveillance and Epidemiology | Project Management Staff
Ph: 240-402-5035 (O)

Email: Vasantha.ayalasomayajula@fda.hhs.gov

From: Ayalasomayajula, Vasantha

Sent: Monday, September 07, 2015 9:00 PM
To:*
Cc: 'JGross, ; Flowers, Louis; Jenkins, Darrell; Harrison, Terry

Subject: FW: Clozapine - Materials to send BACK to CPMG
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Please see attached the following with minor edits.
e Dear Prescriber wave 1
e KA for HCPs

No additional edits to the Guide for HCPs.
DRISK is working to obtain concurrence on Chain Headquarters and Pharmacy Enrollment Form.

Thank you,
Vasantha

From: Ayalasomayajula, Vasantha

Sent: Friday, September 04, 2015 6:26 AM

To: Robottom, Suzanne Berkman; Lehrfeld, Kimberly; Mehta, Reema
Subject: FW: Clozapine - Materials to send to CPMG

From: | u-)(o"

Sent: Thursday, September 03, 2015 11:31 PM

To: Ayalasomayajula, Vasantha

Cc: Jenkins, Darrell; J.Gross@hlstherapeutics.com; Harrison, Terry; Flowers, Louis
Subject: RE: Clozapine - Materials to send to CPMG

Hi Vasantha,

Per the agency’s 9/1 message to CPMG, CPMG would like to respond in writing indicated that we
consider the following documents final (either because FDA had no further comments per the 9/1
message or because CPMG is accepting/addressing all of FDA’s edits):

> 1. Prescriber Enrollment Form

> 2. Prescriber Designee Enrollment Form
» 5. Distributor Enrollment Form

> 6. Prescriber Letter —wave 2

» 7. Prescriber Letter —wave 3

> 8. Pharmacy Letter —wave 3

»9. REMS Document

> 10. Patient Enrollment Form

> 11. ANC Lab Reporting Form

> 13. Designee Knowledge Assessment
> 14. Designee Education

> 15. Pharmacy Staff Attestation

> 16. Guide for Patients and Caregivers
> 18. Pharmacy Letter —wave 1

> 19. Pharmacy Letter — wave 2

> 20. Professional Society — Pharmacy
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> 21. Professional Society — Prescriber
> 22. What’s New with Clozapine

CPMG would like to resubmit the following revised items per FDA’s request for CPMG to resubmit
updated versions prior to the 9/8 submission:
> 12. HCP Knowledge Assessment (attached in PDF and Word formats)
> 17. Prescriber Letter —wave 1
- CPMG corrected phrasing error in “What do | need to do?” section

Additionally, CPMG noted in an 8/28 communication to FDA (accompanying message 1 of the sub.
5 screenshots) that an additional update to the below materials was required—that is, removal of
99 cPmG’s reasoningis reiterated at the bottom of this email for
reference. Since the versions FDA indicated as final on 9/1 did not reflect the edit, CPMG would
like to resubmit the following forms:

> 3. Chain Headquarters Pharmacy Enrollment Form

> 4. Pharmacy Enrollment Form

Also per FDA’s request, CPMG has reviewed and addressed FDA’s edits to the HCP Guide. The
updated HCP Guide is attached here in Word and PDF formats.

Finally, assuming that FDA approves the REMS on 9/14 as previously anticipated, CPMG
respectfully requests that FDA indicate when they plan on making the approval announcement
(e.g., on 9/14 before EOD), given that CPMG and their registry/call center vendor-NiII
need to switch phone systems on once the announcement is made.

Kind regards,

Sent to FDA 8/28: Update Re: Chain Headquarters Pharmacy Enrollment Form and the
Pharmacy Enrollment Form
= CPMG would also like to note that, as part of our work on the most recent iteration of the
screenshot documents, we have discovered a slight discrepancy between the website and
paper enrollment forms for the pharmacies.
= |nthe paper version of the Chain Headquarters Pharmacy Enrollment Form and the
Pharmacy Enrollment Form, in the Credentials section of Authorized Representative

information, [

= Inourexperience| 0@ a4 burden to the program while

providing little or no value. By their nature, they do not support any kind of systematic

reporting. . Also, they create the potential for

sctiona al center work A
= CPMGoplanstol @@ i the paper version of the Chain

Headquarters Pharmacy Enrollment Form and the Pharmacy Enrollment Form to align with
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the online process. This change will be made when we make our final submission on

September 8. We wanted to communicate this to you ahead of time so there were no
surprises in the final submission prior to approval on September 14th.

From: Flowers, Louis [mailto:Louis.Flowers@fda.hhs.gov]
Sent: Tuesday, September 01, 2015 12 38 PM

Cc: Jenkins, Darrell <Darrell.Jenkins@fda.hhs.gov>; Ayalasomayajula, Vasantha
<Vasantha.Ayalasomayajula@fda.hhs.gov>; JGross, HLS (L.Gross@hlstherapeutics.com)
<).Gross@hlstherapeutics.com>; Harrison, Terry <Terry.Harrison@fda.hhs.gov>; Flowers, Louis

<Louis.Flowers@fda.hhs.gov>
Subject: Clozapine - Materials to send to CPMG

e

Please see the attached materials for the CPMG.

The following materials we have no comments/revisions and consider them final:
1. Prescriber Enrollment Form

Prescriber Designee Enrollment Form

Chain Headquarters Pharmacy Enrollment Form

Pharmacy Enrollment Form

Distributor Enrollment Form

Prescriber Letter — wave 2

Prescriber Letter —wave 3

Pharmacy Letter — wave 3

O NOUREWN

The final materials we have minor comments/edits and consider them final if all the revisions are
addressed:
9. REMS Document
10. Patient Enrollment Form
11. ANC Lab Reporting Form
12. HCP Knowledge Assessment
13. Designee Knowledge Assessment
14. Designee Education
15. Pharmacy Staff Attestation
16. Guide for Patients and Caregivers
17. Prescriber Letter —wave 1
18. Pharmacy Letter —wave 1
19. Pharmacy Letter — wave 2
20. Professional Society — Pharmacy
21. Professional Society — Prescriber
22. What'’s New with Clozapine
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e Comments on the Guide for HCPs and REMS Supporting Document will be provided under
separate cover.

e For each piece listed above, please respond in writing if you accept the FDA edits. If you do not
accept the revisions, resubmit the revised piece (via email) for review. In addition, via email
only, please resubmit the following revised pieces for review as soon as possible (and in
advance of 9/8 final submission):

o HCP Knowledge Assessment
o What’s New with Clozapine

e |n addition, before the final 9/8 submission, in a separate Word document, submit (via email) a
“List of Applicants.” Include the following information - manufacturer name, NDA/ANDA
number, and product name. Please submit the “list of applicants” document at your earliest
convenience for FDA to review.

e The website screenshots (submitted 8/28) are under review and comments will be provided
under separate cover.

e Comments on the Outstanding Issues (Follow-Up to 8/20 teleconference) will be addressed
under separate cover.

Final Resubmission Requirements and Instructions: For the final 9/8 submission, provide a
separate, clean MS Word version of each document, form, or material, including the “List of

Applicants” requested above. If you are not able to provide a particular document, form, or
material in Word, submit it only as a PDF. Do no submit redlined versions of any of the materials,
submit only the clean, final version.

In addition, provide the following in a single, combined PDF:
1. REMS Document

Prescriber Enrollment Form

Prescriber Designee Enrollment Form

Chain Headquarters Pharmacy Enrollment Form

Pharmacy Enrollment Form

Patient Enrollment Form

ANC Lab Reporting Form

Guide for HCPs

Knowledge Assessment for HCPs

Guide for Patients and Caregivers

© 0 No U A WwWN

[EY
o

In a separate PDF from the above listed materials, provide the following in a single, combined PDF:
11. REMS Supporting Document
12. Distributor Enrollment Form
13. Pharmacy Staff Attestation Language
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14. Prescriber Designee Education Program

15. Prescriber Designee Knowledge Assessment
16. Dear Prescriber Letters — wave 1

17. Dear Prescriber Letters — wave 2

18. Dear Prescriber Letters — wave 3

19. Dear Pharmacist Letter — wave 1

20. Dear Pharmacist Letter — wave 2

21. Dear Pharmacist Letter — wave 3

22. Dear Professional Society Letter — Prescriber
23. Dear Professional Society Letter - Pharmacy
24. What’s New with Clozapine — An Overview
25. Website — transition screenshots

Please note the website is not fully accounted for in the above instructions. FDA will provide
further guidance on how to append the website under separate cover.

Thank you,
Louis Flowers

Louis R. Flowers Ill, PharmD, MS, CPH
Captain - USPHS

Team Leader, Project Management Staff
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
Food and Drug Administration

BLDG 22, Room 4476

10903 New Hampshire Avenue

Silver Spring, MD 20993

Phone: 301-796-3158

Email: louis.flowers@fda.hhs.gov
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Flowers, Louis

From:
Sent:
To:
Cc:

Subject:
Attachments:

Follow Up Flag:
Flag Status:

Flowers, Louis
Tuesday, September 01, 2015

Jenkins, Darrell; Ayalasomayajula, Vasantha; JGross, HLS (J.Gross@hlstherapeutics.com);
Harrison, Terry; Flowers, Louis

Clozapine - Materials to send to CPMG

Clozapine Proposed REMS Document_v1_2015_08_14_fda_8.25.15.pdf;
Clozapine_REMS_ANC_Lab_Reporting_FINAL_v5_2015_08_14_fda_8.25.15.pdf;
Clozapine_REMS_Dear_Pharmacy_Letter_ Wavel_v5_FINAL_2015_08_14_fda_8.25.15.pdf;
Clozapine_REMS_Dear_Pharmacy_Letter_wave2_v6_FINAL_2015_08_14_fda_8.25.15.pdf;
Clozapine_REMS_Dear_Pharmacy_Letter_wave3_v5_FINAL_2015_08_15_fda_8.25.15
_noedits.pdf; Clozapine_REMS_Dear_Prescriber_Letter_Wavel_v5_FINAL_2015_08_14
_fda_8.25.15.pdf; Clozapine_REMS_Dear_Prescriber_Letter_Wave2_v4_FINAL_2015_08_14
_fda_8.25.15_noedits.pdf; Clozapine_REMS_Dear_Prescriber_Letter_Wave3_v4_FINAL_
2015_08_14_fda_8.25.15_noedits.pdf;
Clozapine_REMS_Dear_Prof_Soc_Pharm_Ltr_Wavel_v5_FINAL_2015_08_14_fda_
8.25.15.pdf; Clozapine_REMS_Dear_Prof_Soc_Presc_Ltr_Wavel_v5_FINAL_2015_08_14

_fda_8.25.15.pdf; Clozapine_REMS_Distributor_Enrollment_Form_FINAL_v5_2015_08_14

_fda_8.25.15_noedits.pdf; Clozapine_REMS_HCP_Knowledge_Assessment_v5_2015_08_
14 _fda_8.25.15.pdf; Clozapine_REMS_HQ_Chain_Pharm_Enrollment_Form_v5_FINAL_
2015_08_14_fda_8.25.15_noedits.pdf;
Clozapine_REMS_Patient_Enrollment_Form_FINAL_v5_2015_08 14 _fda_8.25.15.pdf;
Clozapine_REMS_Patient_Guide_v5_2015_08_14_fda_8.25.15.pdf;
Clozapine_REMS_Pharmacy_Enrollment_Form_FINAL_v5_2015_08_14_fda_8.25.15
_noedits.pdf; Clozapine_REMS_Pharmacy_Staff_Attestation_ FINAL_v5_2015_08_14 fda_
8.25.15.pdf; Clozapine_REMS_Prescriber_Designee_Education_v5_FINAL_2015_08_14

_fda_8.25.15.pdf; Clozapine_REMS_Prescriber_Designee_Form_FINAL_v5_2015_08_14
_fda_8.25.15_noedits.pdf;

Clozapine_REMS_Prescriber_Designee_Knowledge_Assessment_v5_2015_08_14_fda_
8.25.15.pdf; Clozapine_REMS_Prescriber_Enrollment_Form_FINAL_v5_2015_08_14_fda_
8.25.15_noedits.pdf; WhatsNEWwithClozapine_Document_v3_2015_08_14.rtf

Follow up
Flagged

Please see the attached materials for the CPMG.

The following materials we have no comments/revisions and consider them final:
1. Prescriber Enrollment Form

O NOUREWDN
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Prescriber Designee Enrollment Form

Chain Headquarters Pharmacy Enrollment Form
Pharmacy Enrollment Form

Distributor Enrollment Form

Prescriber Letter — wave 2

Prescriber Letter —wave 3

Pharmacy Letter — wave 3



The final materials we have minor comments/edits and consider them final if all the revisions are addressed:
9. REMS Document
10. Patient Enrollment Form
11. ANC Lab Reporting Form
12. HCP Knowledge Assessment
13. Designee Knowledge Assessment
14. Designee Education
15. Pharmacy Staff Attestation
16. Guide for Patients and Caregivers
17. Prescriber Letter —wave 1
18. Pharmacy Letter —wave 1
19. Pharmacy Letter — wave 2
20. Professional Society — Pharmacy
21. Professional Society — Prescriber
22. What’s New with Clozapine

e Comments on the Guide for HCPs and REMS Supporting Document will be provided under separate cover.

e For each piece listed above, please respond in writing if you accept the FDA edits. If you do not accept the revisions,
resubmit the revised piece (via email) for review. In addition, via email only, please resubmit the following revised
pieces for review as soon as possible (and in advance of 9/8 final submission):

o HCP Knowledge Assessment
o What’s New with Clozapine

e |n addition, before the final 9/8 submission, in a separate Word document, submit (via email) a “List of Applicants.”
Include the following information - manufacturer name, NDA/ANDA number, and product name. Please submit the
“list of applicants” document at your earliest convenience for FDA to review.

e The website screenshots (submitted 8/28) are under review and comments will be provided under separate cover.
e Comments on the Outstanding Issues (Follow-Up to 8/20 teleconference) will be addressed under separate cover.
Final Resubmission Requirements and Instructions: For the final 9/8 submission, provide a separate, clean MS Word

version of each document, form, or material, including the “List of Applicants” requested above. If you are not able to

provide a particular document, form, or material in Word, submit it only as a PDF. Do no submit redlined versions of any
of the materials, submit only the clean, final version.

In addition, provide the following in a single, combined PDF:
1. REMS Document

Prescriber Enrollment Form

Prescriber Designee Enrollment Form

Chain Headquarters Pharmacy Enrollment Form

Pharmacy Enrollment Form

Patient Enrollment Form

ANC Lab Reporting Form

Guide for HCPs

Knowledge Assessment for HCPs

10 Guide for Patients and Caregivers

©ONDURWN

In a separate PDF from the above listed materials, provide the following in a single, combined PDF:
2
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11. REMS Supporting Document

12. Distributor Enrollment Form

13. Pharmacy Staff Attestation Language

14. Prescriber Designee Education Program

15. Prescriber Designee Knowledge Assessment
16. Dear Prescriber Letters —wave 1

17. Dear Prescriber Letters — wave 2

18. Dear Prescriber Letters — wave 3

19. Dear Pharmacist Letter — wave 1

20. Dear Pharmacist Letter — wave 2

21. Dear Pharmacist Letter — wave 3

22. Dear Professional Society Letter — Prescriber
23. Dear Professional Society Letter - Pharmacy
24. What’s New with Clozapine — An Overview
25. Website — transition screenshots

Please note the website is not fully accounted for in the above instructions. FDA will provide further guidance on how to
append the website under separate cover.

Thank you,
Louis Flowers

Louis R. Flowers Ill, PharmD, MS, CPH
Captain - USPHS

Team Leader, Project Management Staff
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
Food and Drug Administration

BLDG 22, Room 4476

10903 New Hampshire Avenue

Silver Spring, MD 20993

Phone: 301-796-3158

Email: louis.flowers@fda.hhs.gov
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From: Karimattam, Albin

To: Avalasomayajula, Vasantha; DeMartino, Jim

Subject: RE: CPMG Follow-Up on AE Reporting Expectations

Date: Thursday, April 09, 2015 3:16:09 PM

Attachments: CPMG Response on AE Reporting Expectations (04.09.2015).docx

Dear Vasantha,

Please see the attachment for CPMG’s comments on FDA’s response (received 4/6) regarding the
AE reporting expectations. CPMG believes that we are in alignment with FDA and has no further
questions at this time. Thank you again for helping to steward this process.

Best Regards,
Albin

Albin Karimattam, PharmD, JD
Asc Dir, US Safety Risk Management
Novartis Pharmaceuticals Corporation
One Health Plaza

East Hanover, NJ 07936-1080

USA

Phone +1 862 7783540
Cell
lbin kari @novartis

This message is intended solely for the designated recipient(s). It may contain confidential or proprietary
information and may be subject to attorney-client privilege or other confidentiality protections. If you are not a
designated recipient you may not review, copy or distribute this message. If you receive this in error, please notify
the sender by reply e-mail and delete this message. Thank you.

From: Ayalasomayajula, Vasantha [mailto:Vasantha.Ayalasomayajula@fda.hhs.gov]
Sent: Monday, April 06, 2015 11:40 AM

To: Karimattam, Albin; DeMartino, Jim

Subject: FW: CPMG Follow-Up on AE Reporting Expectations

Albin/Jim,
| believe Susan is out of office. Please see FDA’s responses to AE reporting expectations.
Thanks,
Vasantha
Sincerely,

Vasantha Ayala

Senior Regulatory Project Manager

Office of Surveillance and Epidemiology | Project Management Staff
Ph: 240-402-5035 (O)
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Email: Vasantha.ayalasomayajula@fda.hhs.gov

From: Ayalasomayajula, Vasantha

Sent: Monday, April 06, 2015 11:31 AM

To: 'Kummerer, Susan'

Cc: Harrison, Terry; Jenkins, Darrell; Flowers, Louis
Subject: RE: CPMG Follow-Up on AE Reporting Expectations

Dear Susan,
Please see the attachment for FDA’s response to CPMG regarding the AE reporting
expectations.
Thanks,
Vasantha

From: Kummerer, Susan [mailto:susan.kummerer@novartis.com]
Sent: Friday, March 20, 2015 4:55 PM

To: Ayalasomayajula, Vasantha

Cc: Harrison, Terry; Jenkins, Darrell; Flowers, Louis

Subject: FW: CPMG Follow-Up on AE Reporting Expectations

Dear Vasantha,

CPMG has reviewed FDA’s feedback (received on 3/9/15) on CPMG’s questions regarding AE
reporting expectations (originally sent 10/22/14). In response to items 1 and 3, CPMG has no
further comments and thanks FDA for the information provided. In response to item 2, CPMG
requests additional clarification, as presented in further detail in the attached Word document.
We kindly request that FDA review CPMG’s comments and provide any additional feedback as
available.

Thank you for your assistance in coordinating this process, and please let me know if you have any
guestions or require further information.

Best regards,
Susan
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CPMG
Clozapine REMS Program

Louis R. Flowers IIl, PharmD, MS, CPH
Captain - USPHS

Project Management Staff

Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
Food and Drug Administration

BLDG 22, Room 4421

10903 New Hampshire Avenue

Silver Spring, MD 20993
louis.flowers@fda.hhs.gov

Questions for FDA Regarding
Adverse Event Reporting
Expectations

Dear Captain Flowers,

The Clozapine Product Manufacturers Group (CPMG) has determined that further clarity is needed from the FDA relative to the reporting
requirement implications from FDA’s recent edits to the adverse event (AE) waiver request. As such, CPMG’s Clinical Safety Subteam has
prepared the following comments and questions for FDA regarding the Agency’s expectations for AE reporting:

=  CPMG has determined that an AE waiver is not required.
> All events (hematologic and non-hematologic) collected by the registry are solicited.

> Regulations and guidance documents for reporting of solicited events from post-marketing programs such as the Clozapine REMS
indicate that an AE Waiver for non-serious ANC between 1000 and 1499 is not needed.

FDA response: FDA acknowledges that CPMG will consider all adverse events collected by the clozapine registry as “solicited” reports.
For reporting purposes, adverse events from “solicited” sources are treated as study reports and submitted according to the
requirements described in 21 CFR 314.80(e) Postmarketing studies. Under this regulation, CPMG applicants must submit 15-day
“Alert reports” for any adverse event associated with clozapine, collected by the registry, that is both serious and unexpected and for
which the applicant has determined there is a reasonable possibility that the drug caused the adverse event. CPMG applicants are not
required to submit non-serious adverse events collected by the registry. You are correct that a waiver of the requirement to submit
reports of non-serious, labeled AEs is not needed for cases collected by the registry.
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CPMG
Clozapine REMS Program

We remind you that the reporting criteria described above are limited to adverse events collected through the registry. If a CMPG
applicant receives a spontaneously reported adverse event for clozapine outside of the registry (i.e., an adverse event is reported to
the sponsor), it must submit all serious and non-serious reports according to the regulations at 21 CFR 314.80.

CPMG response: CPMG agrees with Agency comments on this point. No further action required.

= Will the FDA accept aggregate reporting of ANC values by severity level from the REMS database in lieu of periodic safety reports from
each sponsor?

FDA response: The aggregate information that you will provide as part of the REMS assessment report is not an acceptable substitute
for the periodic safety report required under 21 CFR 314.80(c)(2) (i.e., periodic adverse drug experience reports or PADER). The
periodic safety report contains information that would not be provided in the aggregate reports of ANC values. Each clozapine
applicant must continue to submit a periodic safety report for its clozapine product(s).

CPMG response: For clarification, each sponsor will submit a periodic safety report, as required under 21 CFR 314.80(c)(2) (i.e.,
periodic adverse drug experience reports or PADER).

The question at hand is the agency’s expectation that listings of non-serious ANC values would come from sponsor drug safety
systems. All lab values are housed in the REMS database, not in the individual sponsor systems. Therefore, we need your approval to
not submit non-serious ANC values by each sponsor in their periodic safety reports. Instead, we request that we report all ANC
values in aggregate by ANC level in the REMS assessment report.

Clarification of AE Reporting Terms by CPMG (3/27/15)

In response to FDA’s requests for clarification regarding two of the terms used in CPMG’s 3/20 communication to FDA, please see below:

Non-Serious ANC Value—Clarification: Any ANC value greater than or equal to 1,000/ul that is not associated with any other adverse
event where that adverse event does not meet the regulatory definition of serious

Aggregate—Clarification: All ANC values will be reported in aggregate (see example table below). If any of those ANC values are
associated with an adverse event, then the value will be reported in the aggregate table and the ANC value and adverse event will be
reported by the sponsor in its PADER. In addition, any ANC less than 1,000/pul, with or without an associated AE, will be subject to the
special reporting requirement and submitted to the sponsor for expedited reporting to FDA.

FDA response 4/6/15: If adverse experience reports are collected through a registry and that information pertains to an applicant’s

product, it should be forwarded to the applicant so that it is part of the applicant’s safety database. Therefore, any adverse experience
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CPMG
Clozapine REMS Program

information associated with “non-serious ANC values” or any other ANC values obtained from the clozapine registry (and housed in the
REMS database in this case) on an applicant’s product should also reside in an individual sponsor’s database.

Under the regulations, each clozapine applicant must review the information in its database (including any adverse experiences
forwarded from the registry), submit reportable cases per the regulations, and include the adverse experience information from the

reported cases as part of its periodic safety report.

Your proposal is that we allow each applicant to exclude listings of “non-serious ANC values” in its periodic safety report. As was
described in our response to question #1, the only reportable cases from the clozapine registry are for adverse experiences that the
applicant has determined to be both serious and unexpected and causally related to the use of its product. These reports are the only
reports from the clozapine registry that are required to be covered in the periodic safety report. A report of a non-serious adverse
experience from the clozapine registry, regardless of ANC value, is not reportable to the FDA and therefore, is not required to be part of
the periodic safety report. However, the applicant must include in its periodic safety report information from any reportable, non-
serious adverse experiences that were spontaneously reported to the applicant.

In regards to the table, we appreciate that you provided us an idea of what you are thinking in terms of how to present the aggregate
data. While we agree with the general concepts of the table, we expect to have additional comments on the table as we continue to
collaborate further on the REMS Assessment. Also, we would like to clarify in advance if the number of patients listed under each ANC
category for each month will be reported as unique patient counts?

# of # of # of # of #
# of labs o. # of labs o. # of labs o- # of labs o. # of labs ofj
patients* patients* patients* patients* patients*

March
2015
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April
2015

CPMG
Clozapine REMS Program

2015

*Patient may appear in more than one ANC value category

CPMG Response 4/9/15: The CPMG is in agreement with FDA, and for clarification the current expectation is that any PAE associated
with an ANC, or not associated with an ANC, will be reported to the relevant applicants and will be subsequently be reported to FDA
by applicants according to the regulations. During the REMS assessment report process, aggregate ANC values will be reported from
the registry.

Also please note that aggregate patient counts may not be unique since a patient’s ANC may vary from test to test and therefore be
counted in multiple “ranges” within any given reporting period.

CPMG does not believe that further action is required on this topic and thanks FDA for their previous responses.

Expedited 15-day alert reports of both serious and non-serious outcomes for all cases of neutropenia with an ANC <1000/mm? is not in-
line with current regulations and guidance. CPMG does not object to the special reporting requirement; however, could FDA clarify why
this special reporting requirement is being requested of CPMG?

FDA Response: Recent revisions to the labeling and monitoring criteria will expand the patient population receiving clozapine
therapy. Given this change, FDA is requesting that applicants expedite cases of neutropenia with an ANC <1000/mm? (i.e., submit
these cases as 15-day Alert reports) that would not normally be required to be submitted because severe neutropenia is a labeled
event. This would pertain to cases collected by the registry, as well as cases spontaneously reported to an individual sponsor.

We ask that each company:

1. Review, prepare, and submit the 15-day Alert reports as described under 21 CFR 314.80, which includes conducting follow-up (21
CFR 314.80(c)(1)(ii).

2. Have written procedures for identifying an adverse event report meeting the criteria (serious and non-serious outcomes for all
cases of neutropenia with an ANC <1000/mm?) and submitting the 15-day Alert report to FDA.
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CPMG
Clozapine REMS Program

We also ask that CPMG have a procedure for identifying a responsible sponsor when an adverse event report is received for a
clozapine product and the sponsor is unknown. We want to ensure that there will be a responsible sponsor identified to conduct any
necessary follow-up and submit the report to FDA.

CPMG response: CPMG agrees with Agency comments on this point. No further action required.

CPMG looks forward to receiving the FDA’s feedback on the above items and appreciates FDA’s time and consideration. If further clarification
from CPMG is needed regarding this request, please let us know.

Best regards,
Clozapine Product Manufacturers Group (CPMG)
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Flowers, Louis

From: Kummerer, Susan <susan.kummerer@novartis.com>

Sent: Tuesday, August 04, 2015 5:46 PM

To: Flowers, Louis

Cc: Jenkins, Darrell; Harrison, Terry; DeMartino, Jim; Ayalasomayajula, Vasantha;
Karimattam, Albin

Subject: RE: VA Participation in Shared Clozapine REMS

Follow Up Flag: Follow up

Flag Status: Flagged

Dear Louis,

Thank you! | will share with the CPMG.

Kind Regards,
Susan

Susan Kummerer

GPRD

Novartis Pharmaceuticals Corporation
One Health Plaza

East Hanover, NJ 07936-1080

USA

Phone +1 8627781130
Fax +1 973 7813966
susan.kummerer@novartis.com
www.nhovartis.com

From: Flowers, Louis [mailto:Louis.Flowers@fda.hhs.gov]

Sent: Tuesday, August 04, 2015 4:56 PM

To: Kummerer, Susan

Cc: Jenkins, Darrell; Harrison, Terry; DeMartino, Jim; Ayalasomayajula, Vasantha; Karimattam, Albin
Subject: RE: VA Participation in Shared Clozapine REMS

Dear Susan,
This email follows-up on CPMG’s proposal to address VA’s participation in the Clozapine REMS Program.

FDA has significant concerns with the proposed plan for VA’s role in the shared Clozapine REMS Program as

. In particular, FDA
1s concerned that the proposal would not
comply with the Clozapine REMS Program we plan to take action on in September. We will need time to
explore internally, as well as with CPMG and VA, the implications of that proposal and possible
alternatives. FDA does not wish to delay the planned action in September, so we plan to proceed under the
current timeline. At a minimum, CPMG will be ready to

receive patient data 30 days after the REMS approval date.
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In the near future, we will

Regards,
Louis Flowers

Louis R. Flowers Ill, PharmD, MS, CPH
Captain - USPHS

Team Leader, Project Management Staff
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
Food and Drug Administration

BLDG 22, Room 4476

10903 New Hampshire Avenue

Silver Spring, MD 20993

Phone: 301-796-3158

Email: |ouis.flowers@fda.hhs.gov

From: Kummerer, Susan [mailto:susan.kummerer@novartis.com]
Sent: Tuesday, July 28, 2015 1:12 PM

To: Ayalasomayajula, Vasantha; Karimattam, Albin

Cc: Jenkins, Darrell; Harrison, Terry; Flowers, Louis; DeMartino, Jim
Subject: RE: VA Participation in Shared Clozapine REMS

Dear Vasantha,
Thank you for the information.

Susan

Susan Kummerer

GPRD

Novartis Pharmaceuticals Corporation
One Health Plaza

East Hanover, NJ 07936-1080

USA

Phone +1 8627781130
Fax +1 973 7813966
susan.kummerer@novartis.com
www.novartis.com

From: Ayalasomayajula, Vasantha [mailto:Vasantha.Ayalasomayajula@fda.hhs.gov]
Sent: Tuesday, July 28, 2015 12:41 PM

To: Karimattam, Albin; Kummerer, Susan
Cc: Jenkins, Darrell; Harrison, Terry; Flowers, Louis; DeMartino, Jim
Subject: RE: VA Participation in Shared Clozapine REMS

Dear Albin,
Thank you for the correspondence. The Agency continues to discuss this issue internally, our
next meeting is on Wednesday and we plan to communicate with CPMG after Wednesday.
Regards,
Vasantha
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From: Karimattam, Albin [mailto:albin.karimattam@novartis.com]
Sent: Monday, July 27, 2015 3:47 PM

To: Ayalasomayajula, Vasantha; Kummerer, Susan

Cc: Jenkins, Darrell; Harrison, Terry; Flowers, Louis; DeMartino, Jim
Subject: VA Participation in Shared Clozapine REMS

Dear Vasantha,
Thank you for the two notes earlier today.

During last week’s CPMG-FDA teleconference (7/22), FDA indicated that they expected to have an update for CPMG
regarding the VA by Friday, 7/24. To our knowledge, we have not yet received such an update, and CPMG would like to
take this opportunity to further emphasize a few points first shared by CPMG in a 7/13 message to FDA:

» ltis understood from the July 9 conference call that the FDA will be continuing their review of the VA’s ability
to support the known Elements to Assure Safe Use (ETASU) in the shared Clozapine REMS Program given the
output shared from discussions held to date between the CPMG and the VA Clozapine Registry team. The
CPMG wanted to further provide the Agency their perspective and assumptions on impact of such discussions
on the current REMS Submission approval and the anticipated shared Clozapine REMS Program phased launch
timeline:

» If upon conclusion of FDA follow-up discussions with the VA there are changes to these assumptions noted
above, the CPMG sponsors request that detailed updates be shared as soon as possible.

As we have not heard from FDA to the contrary regarding the above, CPMG is continuing to move forward per this
approach. We look forward to receiving any updates from FDA regarding this topic. In the meantime, should you have
any questions or comments regarding the above, please let us know.

Best Regards,
Albin

Albin Karimattam, PharmD, JD
Asc Dir, US Safety Risk Management
Novartis Pharmaceuticals Corporation
One Health Plaza

East Hanover, NJ 07936-1080

USA

Phone +1 862 7783540
Cell

albin.karimattam(@novartis.com

www.novartis.com
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This message is intended solely for the designated recipient(s). It may contain confidential or proprietary information and may be
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From: Ayalasomayajula, Vasantha

To: "Kummerer, Susan”

Cc: Jenkins, Darrell; Harrison, Terry; Flowers, Louis; DeMartino, Jim; Karimattam, Albin
Subject: RE: For FDA: CPMG Follow-Up to Open Items From 7/22 TC

Date: Monday, July 27, 2015 9:23:00 AM

Dear Susan,
Please see responses in blue below.

Thanks,
Vasantha

From: Kummerer, Susan [mailto:susan.kummerer@novartis.com]

Sent: Friday, July 24, 2015 2:46 PM

To: Ayalasomayajula, Vasantha

Cc: Jenkins, Darrell; Harrison, Terry; Flowers, Louis; DeMartino, Jim; Karimattam, Albin
Subject: FW: For FDA: CPMG Follow-Up to Open Items From 7/22 TC

Dear Vasantha,

CPMG has had the opportunity to further consider FDA’s comments and would like to follow up
with the Agency regarding the four outstanding items from the 7/22 CPMG-FDA teleconference.
Each item is listed below, along with CPMG’s response. Please let us know if you have any
questions. We kindly request that FDA confirm the proposed approaches are acceptable.

Best regards,
Susan

Assessment Plan — Patient Surveys
» CPMG accepts FDA’s edits to the Evaluation of Knowledge/Surveys section of the RSD and
has updated the RSD text as follows: “An evaluation of knowledge of patients or
caregivers of the risk of severe neutropenia, and[ " ®® appropriate monitoring”

FDA Response: Thank you for the update. No further action is needed at this time.

Distributor Materials
» CPMG would like accept FDA’s Option 1 to accommodate CPMG and FDA needs with
respect to provision of distributor information online.
> At initial go-live of program (10/12/15) CPMG would like to include the following
statement on the distributor tab:
— For information on remaining, or becoming, a clozapine distributor, please contact
the REMS Program at 844-267-8678 or contact your clozapine manufacturer directly

FDA Response: Option 1 and the proposed text is acceptable.
Updates to Online Attestations

» CPMG has elected to remove the redundant statements and maintain the “third”
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statement in the online format “by checking this box...” For clarity, CPMG will strike
redundant clauses on the website; we will not be changing any statements on the paper
forms.

FDA Response: The proposal is acceptable.
Approach for Online Education
» CPMG has found a solution for ensuring that all HCP guide content be presented in the
online education prior to go-live. CPMG is working on timing (i.e., when a screenshot
version of the updated education will be available for FDA review) and will provide FDA

with an update as soon as possible.

FDA Response: The proposal is acceptable.
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From: Ayalasomayajula, Vasantha

To: "Karimattam, Albin"; Kummerer, Susan

Cc: Jenkins, Darrell; Harrison, Terry; Flowers, Louis; DeMartino, Jim
Subject: RE: VA Participation in Shared Clozapine REMS

Date: Tuesday, July 28, 2015 12:41:00 PM

Dear Albin,

Thank you for the correspondence. The Agency continues to discuss this
issue internally, our next meeting is on Wednesday and we plan to communicate
with CPMG after Wednesday.

Regards,
Vasantha

From: Karimattam, Albin [mailto:albin.karimattam@novartis.com]
Sent: Monday, July 27, 2015 3:47 PM

To: Ayalasomayajula, Vasantha; Kummerer, Susan

Cc: Jenkins, Darrell; Harrison, Terry; Flowers, Louis; DeMartino, Jim
Subject: VA Participation in Shared Clozapine REMS

Dear Vasantha,
Thank you for the two notes earlier today.

During last week’s CPMG-FDA teleconference (7/22), FDA indicated that they expected to have an
update for CPMG regarding the VA by Friday, 7/24. To our knowledge, we have not yet received
such an update, and CPMG would like to take this opportunity to further emphasize a few points
first shared by CPMG in a 7/13 message to FDA:

> It is understood from the July 9 conference call that the FDA will be continuing their review
of the VA’s ability to support the known Elements to Assure Safe Use (ETASU) in the
shared Clozapine REMS Program given the output shared from discussions held to date
between the CPMG and the VA Clozapine Registry team. The CPMG wanted to further
provide the Agency their perspective and assumptions on impact of such discussions on
the current REMS Submission approval and the anticipated shared Clozapine REMS
Program phased launch timeline:

> If upon conclusion of FDA follow-up discussions with the VA there are changes to these
assumptions noted above, the CPMG sponsors request that detailed updates be shared as
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soon as possible.

As we have not heard from FDA to the contrary regarding the above, CPMG is continuing to move
forward per this approach. We look forward to receiving any updates from FDA regarding this
topic. In the meantime, should you have any questions or comments regarding the above, please
let us know.

Best Regards,
Albin

Albin Karimattam, PharmD, JD
Asc Dir, US Safety Risk Management
Novartis Pharmaceuticals Corporation
One Health Plaza

East Hanover, NJ 07936-1080

USA

Phone +1 862 7783540

Cell
albin.karimattam@novartis.com
WWWw.novartis.com

This message is intended solely for the designated recipient(s). It may contain confidential or proprietary
information and may be subject to attorney-client privilege or other confidentiality protections. If you are not a
designated recipient you may not review, copy or distribute this message. If you receive this in error, please notify
the sender by reply e-mail and delete this message. Thank you.
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From: Ayalasomayajula, Vasantha

To: Kummerer, Susan (susan.kummerer@novartis.com)

Cc: Karimattam, Albin (albin.karimattam@novartis.com); DeMartino, Jim (jim.demartino@novartis.com); Flowers,
Louis; Jenkins, Darrell; Harrison, Terry

Subject: FW: Clozapine REMS - Comments for CPMG

Date: Wednesday, July 22, 2015 12:12:00 PM

Attachments: REMS Document and Materials .zip
Transition.zip

CPMG Sub 3 Website Screenshots CPMG Recommendations 2015-07-10 SBR Kl edits 7.20.15.pptx

Supporting Document and Materials.zip
Importance: High

Susan,

The following documents, forms, and materials are attached:

1. REMS Document (.docx) and attachments [zip folder]
Prescriber Enrollment Form (.pdf)

Prescriber Designee Enrollment Form (.pdf)

Pharmacy Enrollment Form (.pdf)

Chain Headquarters Pharmacy Enrollment Form (.pdf)
Patient Enrollment Form (.pdf)

ANC Lab Reporting Form (.pdf)

Guide for HCPs (.doc)

Knowledge Assessment for HCPs (.pdf)

Guide for Patients and Caregivers (.pdf)

W oKNOOUREWN

[
©

11. REMS Supporting Document (.docx) and attachments [zip folder]
12.  Distributor Enrollment Form (.pdf)
13.  Prescriber Designee Education Program (.pdf)
14.  Prescriber Designee Knowledge Assessment (.pdf)
15.  Pharmacy staff attestation language (.pdf)

Transition Materials [zip folder]

16.  Dear Prescriber Letters —wave 1 (.rtf)

17.  Dear Prescriber Letter —wave 2 (.docx)

18.  Dear Prescriber Letter —wave 3 (.rtf)

19.  Dear Pharmacist Letter —wave 1 (.rtf)

20.  Dear Pharmacist Letter — wave 2 (.docx)

21.  Dear Pharmacist Letter — wave 3 (.docx)

22.  Dear Professional Society Letter — Pharmacy (.rtf)

23.  Dear Professional Society Letter — Prescriber (.rtf)

24.  What’s New with Clozapine — An Overview (.docx)

25. FDA Response to “Submission #3 website screenshots feedback response” slide set (.pptx)

Comments for CPMG to accompany the attached documents, forms, and materials.
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1.1 REMS DocuMENT

A. As the REMS Document is reviewed within the Agency, additional revisions have been made.
We find the revisions to be minor and editorial in nature; not fundamentally changing any
aspect of the program or REMS Document. The edits are in track changes along with
comments. If these edits are accepted, we believe we are in agreement with a final REMS
Document.

B. See revised REMS Document.

1.2 REMS MATERIALS

We attempted to revise the materials to illustrate formatting/spacing. However, tables, coloring,
and formatting may have shifted in transition.

We find the revisions we provided to be clarifying and are not intended to fundamentally change
aspects of the program. Rather, the materials were reviewed considering first the intended
purpose of the piece and then revised to be as clear, constructive and as concise as possible while
adequately explaining various requirements and functions. If you identify that revisions
fundamentally change the program design, identify those revisions so we can further discuss.

Once the edits are accepted and the comments are addressed, we consider these materials final.

1.2.1 Prescriber Enrollment Form
See Prescriber Enrollment Form. No comments.

1.2.2 Prescriber Designee Enrollment Form
See revised Prescriber Designee Enrollment Form. One minor comment.

1.2.3 Pharmacy Enrollment Form

See revised Pharmacy Enrollment Form. Three minor edits in the “For Outpatient Only” section and
“Authorized Representative Information” section.

The safe use conditions are outlined in Attestation Bullet #5, not #12. The PDA represents the
verification of the safe use conditions but does not explain them. Revise the “no” option to state
“as outlined in attestation #5” (not #12). If you disagree, provide your rationale and request a
teleconference.

1.2.4 Chain Headquarters Pharmacy Enrollment Form
See revised Pharmacy Enrollment Form. Two minor edits in the “Authorized Representative
Information” section.

1.2.5 Patient Enrollment Form
See revised Patient Enrollment Form. Three minor edits in the “Instructions” section.

1.2.6 ANC Lab Reporting Form
See revised ANC Lab Reporting Form. Two minor edits in the “Hospice Care” section.

1.2.7 Guide for HCPs
See the revised Guide for HCPs. In addition to the edits and comments embedded in the Guide, the
following comments are highlighted below:

A. We note the improvement in formatting and addition of boxes and graphics.
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B. The revisions you requested to address concerns in the “how is a patient monitored if
clozapine treatment is discontinued for neutropenia?” section (and related revisions in the
“can a patient be rechallenged with clozapine?” section) were not incorporated. See
revisions which are consistent with the FDA June 5, 2015 comments.

C. Insert the proper dates throughout the Guide.

D. With regard to the NNRMF, we note that the following text was omitted in June 26, 205
version — “Patients were listed in the NNRMF if a patient had a WBC less than 2,000 or an
ANC less than 1000.” We re-inserted this text. This is important context as to what the
NNRMF is to readers/participants who are not familiar with the NNRMF. If this text is
problematic, please explain, provide alternative text, and contact us for a teleconference.

E. “How do | authorize continuation of clozapine when my patient’s ANC is ...” section did not
read correctly. See revisions.

F. Revise the color and text (replace ®@\ith “Pharmacies”) for the Section 4 header
to be consistent with burgundy color for pharmacies.

1.2.8 Knowledge Assessment for HCPs
See the revised Knowledge Assessment. One minor edit to correct the color of the header.

1.2.9 Guide for Patients and Caregivers
See the revised Guide. Two minor edits.

1.2.10 REMS Website
Apply all applicable comments provide in the other materials to the website. Comments on the
screenshots submitted July 10, 2015 will be provided under separate cover.

1.3 REMS SvuprrPorRTING DOCUMENT

A. REMS Assessment Plan: Update the REMS Assessment Plan to reflect the alignment reached
during the July 23, 2015 teleconference.

See revised Supporting Document.

1.3.1 Distributor Enrollment Form — no comments.

1.3.2 Prescriber Designee Educational Program
See revised Prescriber Designee Education Program. One minor edit to add clarifying language

“moderate to severe”.

1.3.3 Prescriber Designee Knowledge Assessment — no comments.

1.3.4 Pharmacy Staff Attestation Language
See revised Pharmacy Staff Attestation Language. Six minor edits to use the term/concept “enroll”
consisting to reduce confusion, delete misplaced text, and simplify language.

1.3.5 Transition Plan Materials - see revised materials.
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Letters for Wave 1 and the “What’s New with Clozapine” continue to require substantive
formatting and organization revision to improve the readability of these pieces.

Review and revise accordingly to ensure all materials include the appropriate dates. We note that
pieces continue to include “<<date>>", “Day 30", etc. text which is meaningless to the recipients of
these pieces.

See revisions and comments. If you do not agree with these revisions, contact us for a
teleconference.

We note that Wave 2 and 3 have not previously been submitted. See revised materials.

A. Pharmacy Letter Wave 1
B. Pharmacy Letter Wave 2
C. Pharmacy Letter Wave 3
D. Prescriber Letter Wave 1
E. Prescriber Letter Wave 2
F. Prescriber Letter Wave 3
G. Dear Professional Society — Pharmacy
H. Dear Professional Society — Prescriber

I. What’s New with Clozapine: An Overview

1.4 “SuBMISSION #3 WEBSITE SCREENSHOTS FEEDBACK RESPONSE” SLIDE SET

We have reviewed the slide set titled, “Submission #3 website screenshots feedback response”
submitted via email by CPMG on July 10, 2015. The FDA responses (in green text) are embedded
within the attached slide set. FDA will be prepared to discuss and align on a path forward during
the July 22, 2015 teleconference.

Thanks,
Vasantha

Reference ID: 3798561



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

/sl

VASANTHA S AYALASOMAYAJULA
07/28/2015

Reference ID: 3798561



From: c Ayaa ya ua, Va antha

To:c Kume rer, Su an (u an.kkine rer@n vend . ; DeMartin_nji fhia de rtin @n verf) .
Cc: Jenkin , Darre ; F_wer , L ui ; Harri n, Terry

Subject: cc CPMG REMSAe e nt Pan

Date: ¢ Friday, May 29, 2015 3:18:00 PM

Attachments: C zapinemee nt p an29May2915.d

Dear Susan,

Please see attached revisions to your assessment plan from the 17 April REMS Supporting
document submission. Several proposed shell tables have been included to facilitate reporting of
data. Please let us know if you would like a teleconference to discuss the assessment plan. Provide
responses to the 2 comments in the document by COB on June 15, 2015.

Thanks,

xxxxxxxx *ekdk *ekdk Fekdekdkkdkk C
Sincerely,

Vasantha Ayala

Senior Regulatory Project Manager

Office of Surveillance and Epidemiology | Project Management Staff
Ph: 240-402-5035 (O)

Email: Vasantha.ayalasomayajula@fda.hhs.gov C

6 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page.
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VASANT A S AYALASOMAYAJULA
06/16/2015
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From: ; Flo Loui

To:; Kumme Su an (_u an.kumme nova ti .com) Ka imattam, Albin (albin.ka imattam@nova ti .com)
D Ma tino Jim (jim.d ma tino@nova ti .com)

Cc: ; J nkin Da Il Ayala omayajula Va antha Ha ion T vy Sohn AnnJ

Subject: ; FW: CPMG - Comment on ¢ n hot

Date: Fiday Jun 05 2015 5:14:19 PM

Attachments: CPMG Web it Sc _n Captu Final 2015 FDA dit comment 6.5.15.pdf

FDAR vi _ of Clozapin SSS REMS Web it .Jun 2015.doc

Hi Susan,

Here are the comments for CPMG and the marked up website screenshots.

Louis R. Flowers Ill, PharmD, MS, CPH
Captain - USPHS

Team Leader, Project Management Staff
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
Food and Drug Administration

BLDG 22, Room 4476

10903 New Hampshire Avenue

Silver Spring, MD 20993

Phone: 301-796-3158

Email: louis.flowers@fda.hhs.gov

From: Kumme Su an [mailto: u an.kumme @nova ti .com]
Sent: Thu day Jun 04 2015 1:29 PM

To: Ayala omayajula Va antha Ka imattam, Albin D Ma tino Jim
Cc: Flo loui Jnkin Da Il Ha ion T vy Sohn Ann]
Subject: RE: jun 4-5: CPMG communication ith FDA

Dear Louis and Darrell,

The CPMG is expecting comments on the screen shots tomorrow June
can expect them (meaning me)?

Best Regards,
Susan

Susan Kummerer

GPRD

Novartis Pharmaceuticals Corporation
One Health Plaza

East Hanover, NJ 07936-1080

USA

Phone +1 862 7781130
Fax +1 973 7813966
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From: Ayalasomayajula Vasantha [mailto:Vasantha.Ayalasomayajula@fda.hhs.gov]
Sent: Wednesday June 03 2015 5:10 PM

To: Kummerer Susan; Karimattam Albin; DeMartino Jim
Cc: Flowers Louis; Jenkins Darrell
Subject: june 4-5: CPMG communication with FDA

Susan/Albin,
| will be on leave Thursday, June 4t and Friday, June 5t please cc Louis Flowers and
Darrell Jenkins for any items that need to be sent to FDA’s attention.
Thanks,
Vasantha

Sincerely,

Vasantha Ayala

Senior Regulatory Project Manager

Office of Surveillance and Epidemiology | Project Management Staff ,
Ph: 240-402-5035 (O)

Email: Vasantha.ayalasomayajula@fda.hhs.gov
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FDA Review of Clozapine REMS Website
Submitted: May 8, 2015
Date: June 5, 2015

The following comments are in response to the Clozapine REMS screen shots submitted May 8,
2015 for review. In addition, we have included follow-up comments on the Guide for Healthcare
Providers — How is a patient monitored if clozapine treatment is discontinued for neutropenia?

Address the comments below and review the comments embedded in the attached pdf of the
screen shots. Prepare to address the comments and questions before (or during) the website demo
scheduled for June 25, 2015, and incorporate these comments and revisions into the screenshots
before the next submission scheduled for July 2, 2015.

Guide for Healthcare Providers - How is a patient monitored if clozapine
treatment is discontinued for neutropenia?

Please see the following edits to address the concem/confusion you raised during the June 1,
2015 teleconference. Additional text is highlighted in orange and underlined and deleted text is
highlighted in orange and marked with a stetcethretrgh. Delete the bullets in the table that deal
with ®@because this section is focused on how to monitor ANC when treatment
is discontinued, ®® In addition, add text to refer readers to the PI under
“Can a patient be rechallenged with clozapine?”.

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

After discontinuing clozapine, monitor ANC according to the recommendations in
Table 1 as shown below.

Moderate GENERAL POPULATION
Neutropenia + Daily until ANC = 1000/uL, then
(500 to 999/uL)* « Three times weekly until ANC = 1500/uL

@

Severe Neutropenia GENERAL POPULATION
(less than 500/pL)* « Daily until ANC = 1000/uL

- Three times weekly until ANC = 1500/uL o
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BEN POPU ON
Daily until ANC = 500/p

T ree times weekly until ANC 2 patients established baseline h
®) @

* Confirm all initial reports of ANC less than 1500/uL (ANC < 1000/pL for BEN patients) wit a repeat ANC
measurement wit in 24 ours h
(b) (4

lini alya iat
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/uL and for
Patients with BEN until their ANC is greater than or equal to 1000/uL or above h
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/puL) or severe clozapine- h
related neutropenia (ANC less than 500/uL), 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 h
of clozapine rechallenge

the severity and characteristics of the neutropenic episode

Re e oSecti n2.5R -initiation of Treatment in the e Prescribing
Information for more information on how to restart Clozapien in patients who have

discohtinued clozapine.

Website Screen Shots h
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General me n

1.1Ho

Overall the website looked easy to navi ate to find information. Below are some eneral
and specific comments and recommendations for improvement.

Revise the website is consistent with FDA’s comments provided on May 22, 2015.

In the next round of screen shots, provide screen shots that show the contents of the drop
down menus. It is difficult to review and assess the website without bein able to
understand what choices/options a stakeholder has.

Page: pdf page 9
There is a substantial amount of reverse text on the home pa e. This makes it difficult to
read the screen. Reverse text is always more difficult to read and should be avoided
outside of short headin s. Revise the white text font size so that text it is clearer.

Revise the three steps for prescribers and for pharmacies to be consistent/identical to the
steps on the correspondin stakeholder-specific landin pa es (see pdf pa es 15 and 17).
Or, explain why the certification steps on the home pa e and stakeholder-specific landin
pa es should be different.

Remove the Important Safety Information (ISI) tab from the home pa e and relocate the
ISI to the “Resources” tab/pa e that contains all the prescribin information for the
individual clozapine products.

The ISI is currently bein reviewed and will be provided under a separate cover.

Include a “Bookmark this pa €” icon in upper ri ht-hand corner of the home pa e, as this
website will be an important place for prescribers/other stakeholders to return.

Underline the R-E-M-S when first referrin to the REMS under the question, What is the
Clozapine REMS Program? Revise the statement as follows under the “What is the
Clozapine REMS Pro ram?” - "A Risk Evaluation and Miti ation Strate y (REMS) is a
strate y...."

Will the "What's New?" tab be available after the transition period? If so, for how lon ?

1.2 - 1.6 Si e Guide Page : pdf page 10-14

We note that there are [Prescriber] Desi nee and Pharmacy Staff site uide tabs under the
Support tab. Explain why these tabs are not included on the home pa e for these
audiences as well. It may not be intuitive for the prescriber desi nee or authorized
representative to click on the appropriate tab.

Delete or revise the followin statement "The links located at the top and bottom of every
pa e offer information for prescribers, pharmacists, and patients. Additional information
about the pro ram is also available under Resources and throu h the FAWs, Site Map,
and Contact Us links.” The links for prescriber’s pharmacists and patients do not appear
on the bottom of the pa e.
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1.4 Patu t t d : pdf pag 12
e Explainw eeue willbediected ncet eyclickt e L ar Mor butt n.

1.7Pr scrb r C rtfcato : pdfpag 15
e Inse t text that explains to p esc ibe s (and pha macists) that they do not have to complete
ce tification in one session.

1.8Pr scrbrDsg C rtfcato :pdfpag 16
e Update the text and mate ials acco ding to ecent alignment about P esc ibe Designee
t aining.

1.9 Pharmacy C rt f cat o : pdf pag 17
e Add "by the autho ized ep esentative" to the following sentence: “Ce tification in the

Clozapine REMS P og am includes completion of the following th ee steps by the
autho ized ep esentative."

e Jtisnotclea f om the sc een shots p ovided whe e (0o how) within the website (mo e
specifically within the pha macy tab) the following pha macy sub-stakeholde s g oups
navigate the website to access and complete thei espective t aining equi ements. :

(1) pha macists in non-switch pha macy t aining ( eco d of thei t aining/completion of
the KA is maintained), vs

(2) pha macy staff en ollment (to gain access to the website but do not need to complete
the education/KA), vs

(3) autho ized ep esentatives of pha macists who a e want to ce tify a pha macy.

The website/pha macy tab needs to allow these sub-g oups to easily navigate to the
info mation that is elevant to them.

1.11 Pharmacy taff E rollme t: pdf pag 19
e Add text to cla ify the diffe ence between pha macy staff en ollment, the autho ized
ep esentative's en ollment, and pha macists' education and knowledge assessment. Also
efe to simila comment on pdf page 17 (above).

1.12 Pat tI format o : pdfpag 20

e Revise to mo e patient f iendly/plain language text, as this tab is fo patients. Fo
example, use wo ding consistent with the Guide fo Patients and Ca egive s.

e Define neut openia on this page using plain language te ms f om the Guide fo Patients
and Ca egive s.

1.13 Program Mat r als: pdf pag 21
e Remove the P ofessional Societies tab with Lette to P ofessional Societies, as they a e

not needed by othe s outside of thei o iginal dist ibution.

1.16 FAQs: pdf pag 24
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e Whend ng esponses o he FAQs, we ecommend he esponses be conssen w h
conen om he pp oved REMSmae Is

3.1 Create an Account: pdf page 33
e | sno cle om hesceenshoshow he'"ce e n ccoun"p ge el es o heuse
expe ence n hewebs e I sno cle howyounvg e o hsp geo why s
necess y o use oce e n ccoun Is hsspec ¢ o s keholde goupo s
nyone whovs s he webs eexpeced o(o llowed) oce e n ccoun?] n
ccoun sce edwh does h llow heuse o do?

e C1 ywho s llowed o ndwhoneeds oce e n ccoun (Is oles)

4.1 Prescriber Certification — Prescriber Intake: pdf page 36
e A wh pon n hece ¢ onpocessdoes legcy egs ypesc be h ve ccess o
vew he "d shbo d?" Wenoeon hesesc eens he "myd shbo d"bu on s
vsble/ v 1ble( swell s houghou heeduc on lpog mwebp ges) nd ppe s
unc on lonmaysc eenshosbeoe pesc be s ullyce ed Cl y he
d shbo dbu on s unc on , wh pon becomes unc on I, ndwh ¢ v es he
pesc be s ble ope ombeoe pesc be s ullyce ed

Weundes nd h pesc besw h" c ve"p enswllh ve ccess o he d shbo d
oma ge he cu en/ c vep ensbeoecomple ngce ¢ on Thsques on s
w h eg d opesc beswho enop o he"g nd he"p ocess

5.1 Prescriber Designee Certification: pdf page 40
e Expl nwhe edes gneesp ovde nomaon bou hepesc be he/she s ssoc ed
w h The sc een sho s dono ncludehow hs nomaon sc puedonlne node o.
ensue h he equ edpesc be con maonh sbeen ppop ely ncopo ed no
he onl ne expe ence

5.3 Prescriber Designee Attestation: pdf page 42
e Revse he“ es ons” obeconssen w h he May 22,2015 commen s

e Revse he ollowngs emen, "Bycheckng hsbox,I cknowledge h Iwll ¢ on .
behl o ce edpesc be ocomplyw h he Cloz pne REMSP og m
equ emens lTheebys eh 1lo he nomaonlh vesubmied s uhul nd
ccu e"Thss emen sconssen w h he ex on he Des gnee En ollmen Fo m

sen o0 CPMG on May 22, 2015

(b) (@)
e Dele e he ollow ng ex hebo omo heboxo es ons: L
(b) (4)

b) (4
) @@ Theses emens e edund n w h he es onsnoed
bove hem

6.1 Pharmacy Certification — Role Selection: pdf page 44
e Thedesc p ons 0 heCh nPh mayHe dqu es nd heOup en Ph may e
no cle
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For Chain Pharmacy Headquarters - explain “contracted” and consider including
"Outpatient" to "Chain Pharmacy Headquarters".

For Outpatient Pharmacy - Based on our understanding that the authorized representative
for an outpatient pharmacy for a "chain" could be directed to complete this enrollment
form in the following instances: (1) if the chain is not contracted with the switch
provider (and does not want to enter into a contract) and/or (2) if the chain does not plan
to use switch technology for clozapine. Therefore, the definition should state that an
authorized representative of an outpatient pharmacy is not affiliated with a "corporate
pharmacy chain" contracted with the switch provider OR does the outpatient
pharmacy(ies) does not have switch capability. In addition, the description implies that
this option only applies to an “individual outpatient pharmacy” when this is not the case.
Revise to explain that multiple locations can be enrolled through this mechanism.

Consider re-ordering the bullets so the outpatient bullets appear together then the
inpatient.

Revise the webpage to address these issues.

e The webpage does not explain what an authorized representative must do if the
authorized representative represents both inpatient and outpatient pharmacies. Does the
authorized representative have to enroll twice - once for each pharmacy type or is there a
mechanism to do both in single certification process? Add text to the page to address this
issue.

6.2 Role Section Confirmation: pdf page 45

e Provide the pop-up boxes for chain headquarters and out-patient pharmacy. Those
screenshots were not provided.

6.4 Authorized Represen

3

implies that the authorized representative
when this is not the case

Revise this statement. For example: "Congratulations! You have successfully completed
the required authorized representative training. You can now certify pharmacy locations."

6.5 Pharmacy Intake: pdf page 48
e What additional information, if any, appears based on the answer to this question “can
your pharmacy management system adjudicate claims online? In other words, if the
authorized representative selects "no" -- do the attestations for obtaining a PDA online

appear?

In the screen shots provided, there are no attestations for the Item #12 on the Pharmacy
Enrollment Form regarding the PDA.

Reference ID: 3780208



Revise these screenshots to be consistent with the comments provided May 22, 2015 and
include screens shots with an explanation with how the attestations related to the PDA are
functionalized on the website.

6.6 Pharmacy Attestation: pdf page 49
e Does the authorized representative have to complete the attestation screen for every
pharmacy location?

The attestations regarding PDA (electronic vs online) vs in-patient do not appear on the
screenshot. What type of pharmacy attestation is this example for and where do those
attestations reside? The do not appear on page 48 or 49 of the pdf.

e Delete the following text at the bottom of the box of attestations:

These statements are redundant with the attestations noted
above them.

7.1 Pharmacy Search: pdf page 51
e This screen shot does not provide any direction to the "pharmacy staff" if they need to
associate with more than one pharmacy location. Revise to ensure staff can associate with
multiple pharmacy locations.

7.4 Pharmacy Staff Attestation: pdf page 54
e Revise this section to incorporate and be consistent with the "pharmacy staff _
evisions sent to CPMG on May 22, 2015. We understand that associating with a

certified pharmacy occurs before thi n. Incorporate and revise accordingly. We also
note agreement to replace with “enrollment.”

Pharmacy Staff can access the Clozapine REMS Program online to do the
following:
: Enter an ANC for a patient,
verify a prescriber is certified in the Clozapine REMS Program
verify a patient is enrolled in the Clozapine REMS Program,
obtain a pre-dispense authorization.

For online access to perform the above tasks, you must_

B_you agree not to share your credentials for the Clozapine
REMS Program website or allow others to sign into the website using your
credentials.

As part of your _ you must select the certified pharmacy location(s)
where you fill and/or dispense clozapine. It is your responsibility to update this
information as necessary.

8.1 Education Program: pdf page 56

e Revise the education program to be consistent with the revisions provided on May 22,
2015.

7
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e Wenotet e 0 o ngsectonso t e Gude or HCPs ere omited romt e on ne
vers on:
-1 a atentdeveo sa ever, o sco a nemanaged?
-Ho sco apnedscontnued or neutropen a?
-Ho sco apnemontored c o ap netreatment s d scont nued?
-Canapatentberec a enged t co apne?
- What do [ te my pat ents about ¢ o ap ne?
-Ho dolenro apatent?
- What my pat ent as beentreated t c o ap ne be ore?
-Ho dol ndout mypatent as sted nt e NNRMF?
-Ho do Ireport ANC resuts or my pat ents?
-Ho dolaut or econtnuatono co apne enmy patent's ANC s ess
t an 1000 or esst an 5007
- What myc o ap ne pat ent s under osp ce care?

- What s a PDA?
-Ho dolver yt epatent saut or edtorece vec o ap ne?

For eac sect on sted above,expan yt esecton snot mportant ort e prescr ber
toreve nt eon needucat on program. In add t on, nc udet erat onae orcreat nga
d erent educat ona exper ence or stake o ders o c oosetocomp etet etranng

on ne vs on paper.

e Wenotet att son neversono t e Gude or HCPs on y re erences "requ rements or
prescr bers" nt eoverve bu ets. Hast e on ne educat ona program been ta ored to
prescr bers and t e p armacy educat on program sd erent? P ease exp a n your ntent
and prov de arat onae your ntent sto createt o educatona programsspec ctot e
stake o der group.

e Expan t eon ne “educat on program” be accessed t out creat ng an account rst.

e Are HCPsa o edtoreadt e HCP Gude asparto t ercert caton process-or must z
teyve te eb-basededucat onprogram n order to accesst e on ne kno edge
assessment? Bot optonss oudbec ear y prov ded or stake o ders. Currenty,t e
stepsnotet att ey must rstreadt e HCP Gude tse be oretak ngt ekno edge
assessment. Its ou dasostatet ey coudcomp etet e on ne educat on program as
anot er opt on be ore tak ngt e kno edge assessment.

e Werecommendt att e on ne educat ona program be des gned to requ re a certa n
amount o t me spent on eac page be ore ¢ ck ng “next”.

e Expan o ongt sprocess take to comp ete t e “educat ona program” and
“kno edge assessment” and ta asto be done nones tt ng.

Revset e ebpageto ncudet eest matedt me ttakes or aprescr ber or p armac st
to comp ete t e educat ona program and kno edge assessment on ne. P ease a so

nc ude nstructonso  at appens tranng s nterrupted. Cant e r progress be
saved?
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9.1 Kno Ass ssment: p fpa 73
e Clariyi hr isa imelimi inb na mps ocompl h kno | dg ass ssmen.

10.1 Pati nt Enro ment: p fpa 88
e Wenoeon hispage ha he “paien” ab is “highligh ed” in purple. I appears a pa ien
can begin o enroll hemselves. Please explain why 1 appears his is par of he “paien”
ab and clarify, as necessary, ha hey dono have he capabili y o enroll hemselves in
he REMS Program.

11.3 Dashboar Pr scrib rs:p fpa 94
e NNRMEF: This descrip ion of NNRMF is no adequa e o convey o he reader wha
"NNRMEF" is. Revise o provide more informa ion o he user. For example, hyperlink he
"NNRMF" so ha a pop-up box will appear providing a shor defini ion of NNRMF (as 1
appears in he HCP Guide) and include a graphic of he red flagin he ex here for visual
associa ion wi h wha appears in he dashboard.

e “In errup ed”, “Pre- rea men ”, and “Incomple ¢” erms: explain how users find he
defini ions of hese erms.

e Wi hregard o “view lab his ory,” explain he planned da a re en ion of ANCs for t
pa ien s. For example, how many years of da a will be main ained?

97 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this pac
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Thisisar rs ai fa Il cr icrcrd ha wassig d
|l cr icallya d his ag is h ma if sai fh lcr icH
sig aur .

/sl H

VASANT A S AYALASOMAYAJULA
06/16/2015
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From: t Kumme usan

To: Avalasomayajula Vasantha

Subjec t t RE: REMS ubmission 3 - FDA Comments fo CPMG
Da e: F iday May 22 2015 9:43:50 AM

Dear Vasantha,

Thank you. | have forwarded the information to '€

Enjoy the sunshine and have a great weekend.
Susan t

Susan Kummerer

GPRD

Novartis Pharmaceuticals Corporation
One Health Plaza
East Hanover, NJ 07936-1080

USA

Phone +1 862 7781130

Fax

+1 973 7813966

susan.kummerer@novartis.com
www.novartis.com

(b) (4)

who will forward to the other companies.

From: Ayalasomayajula Vasantha [mailto:Vasantha.Ayalasomayajula@fda.hhs.gov]
Sen : Fiday May 22 2015 7:34 AM

To: Kumme
Cc: J nkins Da

Impor ance: High

Dear Susan,

CPMG.

Here is a list of the attached materials in Word/rtf. t

1.
2.
3.
4.

usan; Ka imattam, Albin; D Ma tino Jim
Il; Flow s Louis; Ha ison T vy
Subjec : REMS ubmission 3 - FDA Comments fo CPMG

Please see below for our comments to CPMG. Also provided these same comments as a pdf for

REMS Document
Prescriber Enrollment Form

Prescriber Designee Enrollment Form

Chain Headquarters Pharmacy Enrollment Form
. £ Pharmacy Enrollment Form
Pharmacy staff attestation language

Patient Enrollment Form
ANC Lab Reporting Form
Overview for HCPs

. Gutde for HCPs

. Knowledge Assessment for HCPs
. Guide for Patients and Caregivers
. REMS Supporting Document

. Dear Prescriber Letter

. Dear Pharmacist Letter

Reference ID: 3767824 t



16. What ith Clozapin —An Ov rvi
17. FDA commentvité CP 5.22.15 (pdf)

Wear providingcomment onall th mat rial ubmitt dto FDA on April 17,2015 ithth xc ption of th

MSRE A m ent Plan ( hichi part of th Supporting Docum ent. Wehav provid d dit toth r tofth
Supporting Docum ent). Comment onNhS RE A mentPlan illb provid dnolat rthan Friday, ay
29, 2015.

Pl a DARRTth maila youhav b ndoing.

I am off tomorro .If youhav anyqu tion ,pl a callmeat ©e )\,
M

Thank you,

Suzann

e

1 COMMENTS FOR THE CPMG

1.1 PRESCRIBER DESIGNEE
M

Withr gardtoth Pr crib rD ign , hav th follo ing comment :

A. Wealign ithihG CP po ition toinclud a implifi d training and a menta part of th
Pr crib rD ign Enrollment proc
Th onlin training lid illcon i tofth r pon ibiliti andprogramr quir ment lit dinth
Pr crib rD ign Enrollment Form ( attach d). Follo ingthi training lid ,th a ment il
con i tofth follo ingqu tion:“lhav r vi dth r quir ment ofth ClozapéhS RE  Program.
Y . o”Ifth d ign «click “ 0o”th yt mcanr -dir ctth d ign toth pr viou lid .
Aparall | pap rproc canb accompli h dbyth pr crib rd ign compl tingth nrollment
form ( attach d). Th inclu ion of “By igningthi formyou ill actonb half ofth c rtifi d
pr crib r(id ntifi db lo )tocomply ithth ClozapihS RE  Programr quir ment .lund r tand, M
.crat aparall Iproc toth onlin traininganda m ent format.
If youb li v additional trainingi n ¢ aryb yond hati d crib dabov ,itcanoccurout id of
and parat fromth ClozapihS RE and¥hS RE  Pr crib rD ign nrollm ent proc

B. App ndth Pr crib rD ign Enrollment Form tohS RE  Documentandd crib thi compon nt
fully inkhS RE  Supporting Docum ent.

1.2 BEN DESIGNATION
M

Wedonotb li v th programd igni align d ithlab ling. WhS RE  programd ignmayr ultin
unn ¢ arytr atmentint rruption fora pati nt ith BE ho diagno i i confirmelbyth pr crib rat
th tim of nrollment. Weagr ith th approachd crib d duringah y 21,2015t | conf r nc a an
int rim olution. Thi approachr quir th pr crib r(ord ign )tochang th tr atment tatu for
“int rrupt d” to “activ ” and auto-populat th “tr atm ent rational ” drop-do n box. Thi propo al do
allo th pr crib rd ign tocontinu tr atment fora pati nt ith BE hoha an A Cindicating
mod rat n utrop nia. Ho v r,it tillr quir pr crib r ord ign top rform an additional t p that
th lab lingdo not upport.

M
We xp ctth programd ign illb corr ct da oona po ibl ithoutimpactingth targ tactiondat .

IH

1.3 REMS DoCUMENT
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mailto:9FQO���H�&)P�4�=&����M1>1%���������)I%���*=�����@���G��E>���.�����/R���?&��G

A. AstheR cument is reviewed within the Agency, additi nal revisi ns have been made. We find
the revisi nst be clarifying and edit rial in nature and n t fundamentally changing any aspect fthe
pr gram rR cument. he edits are in track changes al ng with ¢ mments.

B. Prescriber esignee: Append the Prescriber esignee nr llmentF rmt theR cumentand T
describe this c mp nentin the R upp rting cument.

C. Implementati n ystem: Pr videy urpr p sed percentage fpharmaciesy uplant audit within ne
year and every tw years thereafter. heR cument needs t reflect this agreed percentage.

ee revised R cument.

1.4 REMS MATERIALS

he F Areview pr cessincluded input fr mtw health c mmunicati ns analysts and three pharmacists; this
included a pharmacist and HCA wh were n t familiar with the cl zapine  R.
We attempted t revise the materialst illustrate f rmatting/spacing. H wever, tables, ¢ | ring, and
f rmatting may have shifted in transiti n.

T

We find the revisi nswe pr videdt be clarifying and aren tintendedt fundamentally change aspects fthe
pr gram. Rather, the materials were reviewed ¢ nsidering first the intended purp se fthe piece and then
revised t be as clear, ¢ nstructive and as ¢ ncise as p ssible while adequately explaining vari us
requirements and functi ns. If y uidentify that revisi ns fundamentally change the pr gram design, identify
th serevisi nss we can further discuss.

1.4.1 Prescriber Enrollment Form
T

ee revised Prescriber nr liment F rm.

1.4.2 Prescriber Designee Enrollment Form
T

ee revised Prescriber esignee nr limentF rm.

1.4.3 Pharmacy Enrollment Form

T
Revise the nr llmentF rmt delineate m ae clearly the ut-patient and in-patient resp nsibilities.
Mi n reditst the attestati ns with the excepti n f delineating the in-patient resp nsibilities. ee revised

Pharmacy nr llmentF rm.

1.4.4 Chain Headquarters Pharmacy Enrollment Form
T

Mi n redits. eerevised Pharmacy nr limentF rm.

1.4.5 Patient Enrollment Form

Mi n redits. eereviewed F rm.

1.4.6 ANC Lab Reporting Form
T

he “Instructi nsf r Prescribers” secti ndid n treference the requirementt btainaP Af r utpatient
dispensing. eerevised ANC Lab Rep rting F rm.

1.4.7 Guide for HCPs

A. heF Aengagedin a message mapping pr cess al ng with direct input fr mtw health
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communication ana t an three pharmaci t . Ba e on their experti e, we provi e ub tantia q
content (p ain anguage), formatting, an e ign revi ion .

B. De ete reference to the Chain Hea uarter Pharmac Enro ment Form. Given the panne irect
outreach to chain pharmacie that 1) have a contract re ation hip irect with the witch provi er,an q
2) have enro e in one or more of the egac regi trie , incu ing information about the Chain
Hea uarter Pharmac Enro ment Form a a itiona confu ion without itt e utiit .

C. Seetherevi e Gui e for HCP .

1.4.8 Overview for HCPs

Seerevi e Overview.

1.4.9 Knowledge Assessment for HCPs
Minor e it .Seerevie Knowe geA e ment q
1.4.10 Guide for Patients

Minor e it . Seerevi e Gui e for Patient .

1.4.11 Pharmacy Staff Attestation Language

Given the imite nature of what the pharmac taffcan ointhe teman theu timate(b|)o(urpo e of thi
4
a pect of the program, iti more accurateto e cribethi a an an enro ment. ¢
Con i ering the enro ment of the pharmac it e fan agreementtoimp ement taff training| ® @
(b) 4)

If ou have concern , re ue ta te econference for further i cu ion. q
1.4.12 REMS Website

App a appicabe comment provi einthe other materia tothe web ite. Comment onthe creen hot
ubmitte Ma 8, 2015 wi be provi e un er eparate cover.

1.4.13 Transition Plan Materials

For the e materia , the FDA engage ina me age mapping proce aongwith irect input from two hea th
communication ana t (HCA )an three pharmaci t . Ba e on their experti e, we provi e ub tantia
formattingan e ignrevi ion .

A. Con i tent with the Agenc ° Roun 1comment , eparate the etter tobe pecificto takeho er
(pre criber eparate from pharmaci t ). The purpo e of the etteri toacta a “notice” provi ing high- q
eve information an intro uce two ke me age :1)thenew hare program, 2)the new
treatment/monitoring recommen ation . The “goa ” of thi etteri fit the mo tcritica informationin a
rea abe, u er-frien formatona inge page.

B. App the formattingan e ign comment from the Gui e to HCP to the tran ition materia to 1)
improve the rea abiit an 2) provi eacon i tent experience for takeho er .

C. Revi e the Dear Profe iona Societ Letter tobei entica in content appropriate to the takeho er q
group the ociet repre ent .

D. See attache Letter for Pharmaci t , Letter for Pre criber , an ‘What’ New with C ozapine: An
Overview”
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1.4.14 REMS S ing D ¢ men

A.
B.

C.

Review the do ument thoroughly to provide definitions of terms.

REMS Assessment Plan: The Assessment Plan is being a tively dis ussed. Comments on the Assessment
Plan will be provided under separate over no later than May 29, 2015. If you have on erns, request a
tele onferen e for further dis ussion.

See revised Supporting Do ument.

1.4.15 O us anding I ems

A.
B.
C.

Pres riber Designee alighment
BEN Designation — final solution

Audit Plan: We understand you plan to submit the proposed Audit Plan 90 days after approval of the
REMS. However, we must understand the per entage of pharma ies you propose to audit as detailed in
the REMS Do ument.

. REMS Assessment — under review.

Website s reen shots — under review.

GENERAL COMMENTS

Resubmission Requirements and Instru tions: On e you have re eived omments on the REMS do ument,
submit the amended REMS (e.g., REMS do ument and all REMS materials) and the amended REMS Supporting
Do ument. Provide a MS Word do ument with tra k hanges and lean MS Word versions of all revised
materials and do uments.

Submit the REMS and the REMS Supporting Do ument as two separate MS Word do uments.

Format Request: Submit your proposed REMS and other materials in MS Word format and PDF. It makes
review of these materials more effi ient.

C

Please let me know if you have any questions or omments.
Thanks and have a great day.

Sincerely,

Vasantha Ayala

Senior Regulatory Project Manager

Office of Surveillance and Epidemiology | Project Management Staff
Ph: 240-402-5035 (O)
Email: Vasantha.ayalasomayajula@fda.hhs.gov C
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From: c Ayaa ya ua, Va antha

To:c Kume rer, Su an (u an.kkine rer@n vendi .

Cc: Jenkin , Darre ; DeMartin , Ji _ihia de . rtin @n verfj . ; E_wer , L ui;Harri n, Terry

Subject: Inf r ti mmReque ta f w-upt CPMG ide pre entati n during the February 18, 2015 tee nferen e
Date: Wedne day, Mar h 04, 2015 12:21:00 PM

Dear Susan,

On February 18 and 26, 2015 FDA and CPMG held two teleconferences. The purpose
of these meetings were for CPMG to present the items they have identified as having a “high
impact” on the development and design of the single shared system REMS (SSSR) for clozapine
based on the comments FDA provided on their December 23, 2014 proposed SSSR submission.

C

Information Request
C
The program areas listed below represent some of the areas of ongoing questions and discussion.
We expect further discussion on these program areas during the March 11-12, 2015 face-to-face
meeting.
1. Transition Plan

a. The Agency will provide CPMG feedback on the transition plan proposal as soon as
senior management has evaluated the plan.

b. CPMG proposes utilizing the migrated pharmacy data to perform targeted outreach
campaigns instructing pharmacies how to certify in the program and perform safe use
functions before the PDA is implemented. There are no plans to complete analysis on
the clozapine dispense data prior to REMS approval.

The Agency clarified that information on pharmacy type and identifying which
pharmacies will be most impacted by the SSSR implementation is in line with the
“dispense data” we are referring to. Updating the Agency on the outreach plans and
the data used to inform the decision about how to target outreach is important to
share. It improves confidence we have that the transition will be successful and
minimize disruption.

@@ i discuss with CPMG what (and when) data can be provided to the C
Agency.

¢. Product Return/Pullback

We agree that how product is returned to individual sponsors can vary based on
individual manufacturer’s product return policies. However, when product must be
returned must be consistent across all sponsors.

Product return is an important aspect of the transition plan. Existing product on
pharmacy shelves in non-certified pharmacies needs to be addressed to ensure the safe

use of clozapine.
2. Treatment Rationale

a. Patients with BEN

Prescribers should not be required to provide a reason to continue treatment if the
patient has BEN and has an ANC between 500-1000. The labeling states that treatment

Reference ID:c3712016 ¢
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does not need to be nte ted Th s,a esc be does not needtoente at eatment q
atonale no de tocontn et eatment nthat ANC ange
Please conf m the REMS system eflects labelnganddoesnot e e/ ompa
t eatment atonalefo atentsw th BEN who have an ANC between 500-1000 to q
avod nnecessa yt eatment nte ton

b. D atonof atonale

D ngthe Feb a y 18,2015 teleconfe enceyo ex laned thatthe esc be
dete mhnhesthed atonofthet eatment atonale Inthe esentdesgn, the
esc be has3 o tonstochoosef om:1) ndefnte, 2) eminded cons stent w th the

monto ngfe ency,3)setatmef ame/date
®) @

Ex lan fa esc be muwt e-agho zecontn edt eatment n the follow ng scena o:
Pat ent s on chemothe a y, w th each chemothe a y cycle the atent’'s ANCd o s<
1000 and ebo nds nto the no mal ange Doesthe esc be haveto e-a tho ze
( ovdethet eatment atonale)eachtmethe ANCd o safte thas ecove ed? In
othe wo ds, does thet eatment at onalestay n lace ega dless of the ANCo fthe g
ANC ecove sthend o sbelow 1000, does thatt gge the needfo the esc be to q
a tho zecontn edt eatment?

3 ANC Reporting

As a follow- tem,ex lanthe ocessyo lanfo ahos ce atentwth
mode ate/seve ene t 0 ena Wo Idthe esc be needtocontn e ANC e o tngto
the SSSR no de fo the atenttocontn eoncloza ne?

4 Prescriber Designee

The esc be desgnee sho Idnot (©)(4)

(b) (4)

®@p ovdean date on the
®®@
t mel ne m pact w th e-des gn ng the system
® @

5 Inpatient REMS process

The Agency ex laned o lack of nde stand ng of how apfo mat on wo |d be exchanged q
between n atentando t atentsettngstoavodcontn tyofcae ss esfo atents
when they a et ans t on ng between sett ngs
CPMG ex laned whena atentt anstonstoan n- atentsettngandbacktoano t-
at ent sett ng, the change n esc beswo Id e ethe atenttobe e-en olled (even
f back to the evo so t- atent esc be) Ths e-en ollmentale ts the system w th
ega dtowhoto e est nfo matonf om(eg, ANC)
The Agency ex essed conce n ega d ngthe e-en ollmentb den lacedon esc bes
and the | kel hood that ale ts wo |d be sent tothe w ong esc be fen ollment nde a
new esc be doesnotocc , atent stakng home med catons, etc Mo eove , the
Agency stated that the e snoed caton of n- atent ha macststhatd ects them NOT
tods ensecloza ne fthe esc be snotassocatedw ththe atent nthe systemand
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we donothbe e et nece ary froma afe u e per pect e.

A youd cu po bepropoa ,con der frequrngt e npatentp armac tto report

t e npatent tatu and npatentpre crberatt e ametmet e npatentp armac t
erfe t att epatentandpre crberareenro ed nt e Cozap ne REM program woud

parta yaddre omeoft etran tonc a enge .

Expant ere on tot epropo ed npatentproce ncudngt eaert,roe and

re pon b te ofeac take oder— y tem, outpatent pre cr ber, npat ent pre cr ber,

outpat ent p armac t, npatent p armac t, and pat ent. Incude cenaro nyour

expanaton miartot ed cu ondurngt eteeconferenceon February 26,2015. A

partoft e cenaro ,expant e mpactont e take oder (andfo ow-upproce e) fa S

patent a an ANC<500w e o pta zedand treman owupond c argeand f a

rebounded.

6. Website demonstration

Durngt e Marc 11-12,2015 face-to-face meet ng, pro de a demon tratonoft e
web teba edont efunctona tyde e oped to date.

We notet e fo ow ng are add t ona out tand ng temst at we a enofurt ercommentat S
t tmebutw beaddre ed nt efuture:
e AE Report ng

e REM A e mentPan

T ank You.
S

Sincerely,

Vasantha Ayala

Senior Regulatory Project Manager

Office of Surveillance and Epidemiology | Project Management Staff
Ph: 240-402-5035 (O)

Email: Vasantha.ayalasomayajula@fda.hhs.gov S
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From: c Avaa vaua, Va antha

To:c Kme rer, Su an (u an.kine rer@n ver .

Cc: c Jenkin , Darre ; E wer , L ui ; Harri n, Terry; DeMartin_ndi ihia de rtin @n vaerd .
Subject: ¢ FW: C zapine SSSR - Cme nt and Materia TO GO TO CPMG

Date: ¢ Friday, February 06, 2015 4:37:00 PM

Attachments: C zapinePr p ed REM®d u nt draft 2.5.15t CPMG.d x

C zapine REMS ANC Rep rting F r Fina 2014 12 23 (2).d x
C zapine REMS HCP Guide Fina 2014 12 23.d x

Susan,
The following comments (pasted below) are from DRISK.

In addition, please provide them the following 3 pieces
e REMS Document
e ANC Reporting Form
e Guide for HCPs

e

1 COMMENTS FOR THE CPMGc

1.1 REMS DoCUMENT

As the REMS Document is reviewed within the Agency, additional revisions have been made.
We find the revisions to be clarifying and editorial in nature and not fundamentally changing
any aspect of the program or REMS Document.

During the review process, changes were accepted to the REMS Document. Unfortunately, a
track change document cannot be provided at this time. However, we have
noted/highlighted sections where the text has changed. After you have the opportunity to
review the REMS Document, please let us know what, if anything, is concerning so we can
discuss.

See revised REMS Document.

1.2 REMS MATERIALS c

RefeeocedO3TB2O6c ¢



Appya appicab e comments provi e in the other materia s to the website.

1.2.4 Outstanding Issues

The fo owingiss esareo tstan ingan pen ing agreement between the Agency an CPMG (
e Transition P an
o Overa proposa is n er review with senior management in the Agency.
o Apropose panforco apinepro ctret rn/p back as part of the
Transition P an has not been presente to the Agency
o Anaysis of co apine r g tii ation by pharmacy type is ongoing with CPMG (
an wi be presente tothe Agency once comp ete .
e REMS Processes an Req irements

o ‘Dosing information’ from Pharmacies
In the o tpatient setting, itiso r n erstan ing that the fo owing osing
information wi bereq ire an obtaine either e ectronica y thro gh the
‘switch’) or man a y via the website or verba y to the ca center; ‘non-
switch): (
e Dispense ate
e NDC

e Days’s ppy (

Reference ID: 3703205 (



e Quantit

. cib id ntifi
Inth pati nt tting, what info mation will b obtain di notcl a .
Weag  obtainingap -di p n autho izationi notn ¢ a inth
inpati nt tting. Wedo not full und tand ou p opo al fo inpati ntu
and poting qui met andhowitwill nu th EMSi abl tot ack
whoi aninpati nt. Weund tandth conc n ou ai d with ho pital
having to app ov multipl fo ms
Ba donou und tandingofth EMSandinpati ntp opo al,w b li v
iti nc a fo af u fo th pogamto c iv th followingf omth
pha mac : ali tofinpati nt whoa ¢ iving clozapin andth i admit
dat , di cha g dat andacknowl dg ment that ach pati ntcontinu to

c iv clozapin . Wecontinu tob li v that po ting ANC houldb th

p ima pon ibilit ofth p <cib

o T atment ational /autho ization to continu clozapin t atm ent.
e Webit d mon t ation
e Ditibuto En ollment

Weag thataDitibuto En ollment Fo mi acc ptabl . Wedo plan to p ovid
comment onDi t ibuto En ollm ent und pa at cov
e Audit lan

EMS A ment lan

o Wehav not tat ddi cu ion gadingth cont ntofth A ment lan

GENERAL COMMENTS

ubmi ion qui ment andlIn t uction : Onc ou hav c iv d comment onth
EMS docum ent, ubmitth amexd d EMS( .g., EMS documentandall EMS mat ial )

andth amend d EMS Suppo ting Document. ovid a MS Wo d document with t ack
chang andacl anMSWo dv ionofall vi dmat ial anddocument .

Submit th

EMS andth  EMS Suppo ting Documenta two paat MSWo d

Fo mat qu t: Submit ou popo d EMSandoth mat ial in MSWo dfo matand

DF. It mak

vi w of th mat ial mo ffici nt.

Sincerely,
Vasantha Ayala

Senior Regulatory Project Manager
Office of Surveillance and Epidemiology | Project Management Staff

Ph: 240-402-5035 (O)

Email: Vasantha.ayalasomayajula@fda.hhs.gov

Reference ID: 3703205 R
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From: c Ayaa ya ua, Va antha

To:c Kme rer, Su an (u an.kine rer@n ver .
Cc: c Jenkin , Darre ; F_wer , L ui ; Harri_n, Terry
Subject: c C zapine_REMS_Pre ribemnr mt F r Fina_2014_12_23.d x, C zapine_REMS_Guide f r Patient and

Caregiver _Fina_2014_12_23.d x, C zapine_REMS_Patientminr mt F r Fina_2014_12_23.d x,
C zapine_REMS_Pre riber_De ignee_Enr

Date: ¢ Thur day, January 22, 2015 12:05:00 PM

Attachments: C zapine REMS Pre ribemknr nt Fr Fina 2014 12 23.d x

C zapine REMS Guide f r Patient and Caregiver Fina 2014 12 23.d x
C zapine REMS Patientminr nt Fr Fina 2014 12 23.d x

C zapine REMS Pre riber De igneemnr nt Fr Fina 2014 12 23 brd

Dear Su an,
Pea e eethe REM&8d u nt thatare atta hed whi h have been reviewed by
FDA. c
1.€ zapine_REMS_Pre ribemnr mt F r Fina_2014_12_23.d x
2. zapine_REMS_Guide f r Patient and Caregiver _Fina _2014_12_23.d x
3.€ zapine_REMS_PatientmEnr mt F r Fina_2014_12_23.d x
4, C zapine_REMS_Pre riber_De igneemkenr mt F r Fina_2014_12_23 brd

Thank y u,

K 5K 5K 5K 5K K K K K K K K K K 5K 5K 5K 5K 5K 5K K K >k K K K K K K 5K 5k 5k 5K 5K 5K 5K K K K K K K K 5K 5K 5K 5K 5K 5K K K K K K K 5K 5K 5K 5K 5k 5k 5K 5Kk ok K Kk >k >k >k >k >k >k

Sin erey,
Va antha Aya a
Seni r Regu at ry Pr e t Manager
Offi e f Survei an e andnkpide gy | Pr e t Maeage nt Staff
Ph: 240-402-5035 (O)
ma E i:Va antha.ayaa ya ua@fda.hh .g v ¢
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From: c Ayaa ya ua, Va antha

To:c Kme rer, Su an (u an.kine rer@n verd .

Cc: c Jenkin , Darre ; F_wer , L ui ; Makea, Cri tina; Harri _n, Terry

Subject: c C zapine - Materia reviewed fr DRISK t CPMG

Date: ¢ M nday, February 02, 2015 9:09:00 AM

Attachments: C zapine REMS Chaim&®har  ymknr nt Fr Fina 2014 12 23 (1).d

C zapine REMS HCP Overview Guide Fina 2014 12 23 (1).d x
C zapine REMS HCP Kn wedge Mee nt Fina 2014 12 23 (1).d x

C zapine REMS& &®har  ymknr nt Fr Fina 2014 12 23.d x

Susan,
C
Please see the following (attached) materials from DRISK.
1. Chain Pharmacy Enrollment Form
2. Pharmacy Enrollment Form
3. Overview of HCPs
4. Knowledge Assessment for HCPs

Additional materials will be sent to you this week.
Thanks,
Vasantha C

Sincerely,

Vasantha Ayala

Senior Regulatory Project Manager

Office of Surveillance and Epidemiology | Project Management Staff
Ph: 240-402-5035 (O)

Email: Vasantha.ayalasomayajula@fda.hhs.gov

Reference ID: 3697803 ¢
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From: Ayalasomayajula, Vasantha

To: sherice.mills@jazzpharma.com; jennifer.ekelund@jazzpharma.com

Cc: Jenkins, Darrell; Flowers, Louis; Harrison, Terry

Subject: Clozapine REMS IR - Monitoring Frequencies

Date: Wednesday, December 02, 2015 2:31:00 PM

Attachments: rev_Ltr to Comm Ostroff from Pharmacist re Clozapine REMS Redacted.pdf

LATH 120115 165718.pdf
CPMG IR 12.2.15 monitoring frequency.doc
Importance: High

Dear CPMG,

Please see the attached Information Request and two letters (one to the commissioner
and the other from a prescriber). Please note that we plan to discuss this at tomorrow’s tcon in
addition to the IR that was sent yesterday. We have not received anything with regard to CPMG’s
plan to communicate that the pharmacy certification deadline (12/14/15) has been extended. We
did not receive any communication to the Agency for review (if you planned to seek our input as you
did with the prescriber certification extension).

Thank you.
Vasantha

Sincerely,

Vasantha Ayala

Senior Regulatory Project Manager

Office of Surveillance and Epidemiology | Project Management Staff
Ph: 240-402-5035 (O)

Email: Vasantha.ayalasomayajula@fda.hhs.gov

Reference ID: 3855148
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To: CPMG

IR: Override for clozapine monitoring frequency

Within the last day, FDA received two formal letters regarding inaccurate monitoring frequencies for
purportedly stabilized, long-term clozapine patients in the Clozapine REMS Program. Please review the
attached letters.

While this issue is known, we are receiving an increasing number of complaints regarding this issue. As
we are all aware, there have been several data migration failures during the operationalization of the
Clozapine REMS Program. One of these data migration failures is migration of lab data; specifically if a
patient is missing one lab draw result then they are automatically converted to a weekly monitoring
schedule despite the patient being on a monthly monitoring schedule prior to being migrated into the
system. Currently, it is our understanding that a prescriber must complete extensive manual data
recording to correct a patient's monitoring frequency and there is no override capabilities to revert the
patient back to their previously acceptable monitoring frequency. This is not only a burden on the
healthcare delivery system but puts an already at-risk patient population at risk for access issues and
gaps in therapy.

In light of the fact you determined the migrated data is unreliable, the REMS Program needs a process in
place that accepts the prescriber’s assertion with regard to the patient’s monitoring frequency and
consider what, if any information, the prescriber needs to provide (e.g., sighed affirmation regarding the
patient’s clozapine treatment duration, stable ANC during the treatment duration, and/or most recent
ANC result, etc). At the same time we believe it is important to educate prescribers that moving forward
an ANC commensurate with the patient’s monitoring frequency needs to be provided to the Clozapine
REMS Program to avoid future problems.

The Agency considers this a high priority safety concern.

By December 9, 2015 propose a plan for how to address this issue including a timeline to resolution.
Include the following in your plan:

e Address the problem as an “important update” on the Clozapine REMS Program website by
close of business Friday, December 4, 2015. This communication should explain the problem and
state you are working on a new solution. Submit the proposed language for review.

e Once agreed upon, update to the “important update” on the Clozapine REMS Program website
outlining the steps a prescriber must take if the prescriber asserts the patient’s monitoring
frequency is incorrect.

Reference ID: 3855148



- November 5,2015 .

Clozapine REMS Program
P. O. Box 29058
Phoenix, AZ 89038-9058

RE: '
Enr_ollmex;t D

This patient has chronic psychosis with Parkinson’s disease and that is the reason she has
been on Clozaril 50 mg. daily since the 1990°s.

Dear Sir or Madam:

I have been informed by her pharmacy that your program is requiring the ANC to be
done weekly in her case. I do not have any idea why she should have weekly ANC’s
since she has been stable for a number of years and she has never had a problem before
with the blood count.

This requirement causes unnecessary time and paperwork, not to mention the distress to
the patient and the possible disruption of medication therapy and the potential for relapse
if it becomes necessary to switch medications due to the above requirements.

As I have been unable to reach a representative on your phone line despite numerous
attempts, waiting for hours and not getting through, I am sending this letter to express my
deep concerns over this issue. Please investigate this and respond promptly to me. [ am
forwarding a copy of this letter to the FDA as well.

Yours sincerely,

Copy to:

FDA

MedWatch

5600 Fishers Lane

Rockville, MD 20857
Copy to Modern Pharmacy

Reference ID: 3855148



November 20, 2015

Silthe

Stephen Ostroff, M.D., Commissioner

U.S. Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993

Re: Clozapine REMS Program
Dear Commissioner Ostroff :

We have been working with Clozapine and the special mental health population that uses it
since it came to market over 20 years ago. As you know, patients who require Clozapine are a special
subset of the mental health community who either did not tolerate or did not respond to more
traditional therapy. These patients can be high risk in terms of their stability in the community without
Clozapine.

The original monitoring program was put in place to protect patients from leukopenia, a rare
but serious side-effect. Over our 20 plus years and hundreds of Clozapine patients, I have only seen a
few cases of this and the program picked them up.

The new national Clozapine REMS program is currently being implemented. It puts into place
some fairly rigid rules for lab work and dispensing of Clozapine. All of us involved in dealing with
this population certainly do not want to compromise patient safety in any way and welcome change that
improves patient care. However, some of the rules seem to be arbitrary and actually do impede patient
care. For example, the new REMS program requires a patient to drop back to weekly lab draws if they
miss a lab for any reason. In fact, they actually require retrospectively that if a patient missed a lab in
the last 12 months, they have to drop back to weekly labs. As you can imagine, getting this population
to a lab for blood work is very challenging even for every 28 day draws much less weekly labs. To
penalize a patient for a missed lab seems to be arbitrary and counter to good patient care.

There are other valid reasons why patients may miss a lab including lab requests that expire
without the patient knowing it, lab samples that clot, patients who are on vacation, patients who miss
lab visits because they are sick or due weather and transportation issues. If the patient has had stable
labs, it does not make therapeutic sense to penalize the patient and insist on weekly labs. We do not
want the new REMS program to create barriers that impede patients from receiving this critical
therapy.

RECEIVE!

NOV 3 0 2015

Reference ID: 3855148



I do not recall their being a period of public comment on the new REMS rules so I am
requesting now that you allow clinical judgment to be used by those of us who have years of

experience with this drug and this population. Again, patient safety is and always has been the
paramount concern for this population.

Thank you for your time and assistance.

Pharmacist

Reference ID: 3855148
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From: Ayalasomayajula, Vasantha

To: sherice.mills@jazzpharma.com; jennifer.ekelund@jazzpharma.com
Cc: Jenkins, Darrell; Flowers, Louis; Harrison, Terry

Subject: Clozapine: Response to Implementation Timeline Extension
Date: Tuesday, December 01, 2015 4:21:00 PM

Dear Sherice,

FDA acknowledges the CPMG's determination that the migrated registry data is not
representative of the current universe and disposition of prescribers, pharmacies, and patients. FDA
further recognizes the importance of establishing this denominator and the disposition of
stakeholder relationships to minimize patient access issues.

In response to your proposed timeline sent via email on Tuesday, November 24, 2015 and presented
during the teleconference on Wednesday, November 25, 2015, we cannot agree with the proposed
milestones because 1) your timeline does not take into account certain important issues that need
to be addressed and 2) it is not acceptable to wait until March to start collecting data to establish
the current universe and disposition of stakeholders. With these concerns in mind, we have the
following comments/questions. Provide a response in writing by December 8, 2015.

1. Revise the timeline to accommodate the following high priority issues to improve the usability

and accessibility of the registry and to reduce burden to the healthcare system:

a. Less restrictive patient search capabilities (i.e. zipcode)

b. Develop a single account login for users who assume multiple roles within the
Clozapine REMS Program that does not require a stakeholder to have different email
addresses

c. Incorrect monitoring frequency designation for patients transitioned from previous

registries to the new database

Modifications to the REMS regarding inpatient prescriber certification requirements
Incorporating the VA into the Clozapine REMS Program

Improved tracking of unresolved or “open” customer tickets within the Contact Center
Need for NCPDP number to certify as a pharmacy

Protected Health Information (PHI) privacy concerns

. In the timeline provided, the CPMG will approve modified business requirements by February
4, 2016, a full two months after the Agency is asked to provide feedback to the CPMG.
Explain what activities are occurring in these two months and include any barriers to the
Sponsors approving the modified business rules sooner than the currently proposed date.

SR om0 Q

3. The soft-launch of the PDA needs to occur as early as possible to begin data collection to
better inform the metrics needed to assess the denominator of stakeholders leading up to a
new deadline for certification into the REMS Program.

a. ltis not clear why pharmacy and prescriber data cannot be collected now through the
eligibility check process currently in place (online or through the call center). If this
cannot be accommodated now, explain why.

b. Canthe PDA can be implemented (e.g., “turned on”) through the switch in a passive
manner for data collection that would not provide feedback to the pharmacy sooner
than mid-March? If this is not possible, explain why. Implementing passive data
collection now while developing the new business rules that can be implemented in
the future seems to be a better use of time than delaying any data collection until
March after all business rules have been developed.

4. Leveraging the PDA to obtain pharmacy specific information should be augmented with
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distribution data obtained individually from all clozapine Sponsors. As discussed in the 11/23
t-con, information requests will be sent to each individual Sponsor to gather and provide the
Agency with data generated by distributors detailing the distribution of clozapine in the year
prior to the SSS approval.

5. Consider and propose how you intend to augment the prescriber and patient data obtained
thru the PDA (online, call center or switch PDA). Distributor data can be utilized to augment
pharmacy data but you have not proposed any alternative ways to augment patient and
prescriber data.

6. Propose a deadline for prescriber and pharmacy certification. We understand the need to use
metrics not yet available to be able to ensure that the date chosen will be as accurate as
possible; however, not having a date by which stakeholders must be registered is a
substantial disincentive to interact with the system.

Thank you,
Vasantha

Sincerely,

Vasantha Ayala

Senior Regulatory Project Manager

Office of Surveillance and Epidemiology | Project Management Staff
Ph: 240-402-5035 (O)

Email: Vasantha.ayalasomayajula@fda.hhs.gov
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