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What are REMS?

oF REMS are programs designed to help ensure that drugs
with serious risks are used safely

oF REMS with Elements to Assure Safe Use (ETASU) place
certain requirements on healthcare providers and patients
to make sure the drug is used safely.

F A number of parties play a role in REMS design and

implementation:
Document Review & Review &
e Sponsor e FDA e Sponsor e Distributors e Sponsor e FDA

e Dispensers
e nstitutions
e Prescribers
e Patients
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Approved REMS

PO S5 tmions Mok S, As of August 2016, there
N ——— were 75 approved REMS,

Appr;vedﬁRisk Evaluation and Mitigation Strategies (REMS) Wthh addressed 1 5 0 T

1= mn e e e distinct applications.

REMS<FDA
—

onGt Us | REME Bascs | 3 0ot REMS Emaill Mens | Dt Faes
0d W) Ditig Adraedyd

42 of those 75 REMS have
ETASU.

Source: REMS@FDA http://www.accessdata.fda.gov/scripts/cder/rems/index.cfm
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REMS tend to work similarly

Prescribers must: Dispensers must: Distributors must:
 Complete training. eFComplete training. eFCheck to make sure
 Complete an enrollment «FComplete an enrollment dispensers are “certified to

form, thereby becoming from, thereby becoming dispense” before shipping

“certified” to prescribe. “certified” to dispense. the drug.
e Counsel and educate e[Before dispensing, check

patients. that “safe use conditions”
e Make sure patients agree have been met: e.g,, that

to participate in the the prescriber is certified,

REMS and enroll them if the patient is enrolled and

necessary. that any necessary

: monitoring has been
e Assess or monitor
: completed.

patients to make sure

“safe use conditions” are

present
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Yet there is little standardization
of how REMS processes are described

e REMS are described in a variety of ways, and REMS
requirements are often unclear to stakeholders:

o The format of REMS documents/materials varies

oF REMS lack consistent terminology
-FSimilar concepts often have different names
-F Different concepts may have the same name

-FREMS are often described using regulatory terms like “ETASU”,
“Communication Plan” and “Element A-F”, which do not provide
useful information about how REMS programs work

oF [t's not always easy to find information on what is
expected of healthcare providers and patients
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Proposal: Capture REMS in SPL Format

SPL is a data standard for capturing information about drug
products:

oF SPL stands for “Structured Product Labeling” but covers
product information beyond labeling

*F SPL is developed and maintained by a Standards
Development Organization called Health Level Seven
International (HL7)

Proposal was identified by stakeholders (in particular, the
National Council for Prescription Drug Programs) and was
adopted in 2014 as a “priority project” towards REMS
Standardization.
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Why Standardize REMS via SPL?

*F SPL is well-equipped to capture REMS information

oF SPL unites REMS information with other relevant product
information

oF Using SPL lets us leverage existing data standards process
and infrastructure
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“REMS Document”

REMS Document Appended Material

Toirtal REMS Approval: 10098 2013
Mout Recvst Medification: 6311014

NDA 204819

Adempas® icigus ables) B
. i e .

Bayer HealthCoaoe Pamuscestivals
P.O. Box 015 I
Whigpeny. N 079810914 i -

Risk Evaluation and Mitigation Strategy (REMS)

L GOALS

The goahs of the Aderspon Rk Evaltinos sad Mmgemon Sascgy (REMS) we

| To lefoem presenibers, potienes. 408 phyetnscists sbout the serous sk of
teozeniity and saleuse condmons foe Adesipas

2 To manunize the sk of Setal sxposare and adverse feta] ourgomes W Feuales of
Repuoductive Poscanal (FRFP) peescrdold Adenigpan
» Penmtles whe sew pregmant st 5ot by prevenibed Ademapa

b Temmles takmg Adempan mant not bescons pregme
IL REMS ELEMENTS

A Medication Guide

A Medation Guide will be digpessed with sach Adwmmpas poesenption ih asccondance with J1|
CFR 20824 ’

The Adetnpas Medication Galde is part of the REMS and is appeodol =

B Elements 1o Assure Safe Tse

1 Healtheare providers (M0 Ps) who prescribe Adempas will be specmily
cornified.
= Bayer will eumry e HCPs who presenbe Adempes arv specally cwtified. HCPy
will agree oo the Adwwpar REMS Prascriber Ewollwent ond dgreeowant Fum o

e VPN | LEISATI T e sIENE o0t Fas | IS0 T8
N o O :
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REMS SPL captures the “4 W's” of REMS

Data Element Description Examples
Stakeholder The party that must meet the | prescriber, dispenser, health
(“Who”) REMS requirement care setting
Protocol A particular “stage” in the certification, prescribing,
(“When") treatment process around dispensing, administration
which REMS activities may
occur
Requirement A clinical or administrative counseling a patient,
(“What”) activity that must be completing an enrollment
performed as part of the REMS | form, lab testing
Material Reference to approved REMS | enrollment form, medication
reference material with which the guide, educational pamphlet
(“With What”) | requirement is carried out

August 24, 2016
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REMS documents are transformed
into REMS Summaries

REMS Document Text
To become certified, each REMS Summaries

prescriber must activate
registration, by completing the

3 Ploarmacies that dispense Deng X:

. . % 1D e setborived reye cvrntive o cmry ost the corsfratoy
Prescriber Enrollment Form, via 3 Pharmacies that dapense Dreg X.
the iPLEDGE website or the Tob T e s
automated phone system. o T A ey
p— g 5“}:::- ;l:i::‘::-:mvu\\eu e edocanoned sutenials for
:": To be able 10 ‘?"T‘:::; v:::‘;\::ﬁ:::::hwmm of Doug X mng e
The healthcare provider s < n

Ougr| Bafore ¢ eftaion coaters osly

Completes the Healthcare Dry X 4 Tl in the REMS by compiting nd schesining the Phannocy

Enrolment Form

. Befors daprasng 6. Obtan Prescription Ovdering F orms from the Drag X REMS Fropan
Provider Enrollment Form. OO [y x 7. Dbtm st 1o Gupeiue by calig the Do X REMS Progsam
£ Re coroll o the Diog X REMS geogram every I years
R — 9. Do oot destribage, orumfer, boan, or sefl product excepe to cerfied
Ougrarg Spensers
10, Cooperate with mackty camied cut by the possce 3o mner thaet ol

To become certified, each —
prescriber must complete the
Prescriber Enrollment Form
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REMS Summaries are then —
transformed into standardized data elements

REMS Summaries Standardized
R Data Elements

FE::‘:LL-::T: mf“‘" [ —— \ .
Sl b o Stakeholder Prescribers

3. Plormacies that dispesnse Dewg X:

33
v

! Designatr mn ssthoriced repeesntative (o carry out the cosficaton

?tc‘;?kti\‘“.‘p‘m' Z > i TO be able to
3. Pharmacies that disperse Dewng X: Proto COl .
Tote prescribe

! Designatr mn ssthoriced repeesntative (o carry out the cosficaton
proces on bebalf of the plarsacy
1. Hove the auhonzed represenmanive review e ednoatons suatenals fog

. T e cie ik ite ] Enroll in
e s e v Requirement

4 Estabiish procenses md procedees to vedy dipemizg W0 cettiied RE M S
eefision coaters osly

£ Doeoll i the REMS by compieting and suhesiming the Phanoocy
Ougrang Enrobment Form

Before depenarg 6 Obtam Prescrption Ordenag Forms from the Dreg X REMS Fropan
Do X 7. Dbt authorzatios 1o Spense by caling the Drug X REMS Progras

£
]

g

£ Re corol o the Drog X REMS geogrum every I years
9. Do oot dustribage, munsfer, koan, o sell product excepe to cerafind

Ougrrng densers
10, Cooperate with muckty camied cut by the possce 3o emere thee ofl
precencs md procedises me i place and ste basg folowed
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Example of codified REMS within SPL

<protocoll

<code code="COP03" fedasusien="2.16.5840.1.113883.3.26.1.1" When:
<component> - While prescribing (COP03)

<zequencelumber valuse="1"/>

<requirement>

<code code="COROD2" % zplayName="Counsel patient” what_
<originalText> .

<reference value="#A005"/> — - Counsel patient (COR002)
</originalText>
</code>
<participation typelode="PPRF"> ‘A’ll():
<stakeholder>
<code code="COSHOL" W - Prescriber (COSHOl)
</stakeholder>
</participation>

<subject> Using What:

<documentReference’ e
<id root="00000000-0000-0000-0000-00000000 - documentReference
<!'—— Document reference links to docum
< fid>
«/documentReference>
</ subijecty
< /requirement>
</ components>
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Codified REMS SPL information e
can be displayed in many different ways

Before/During/After Activity Stakeholder Requirement Document

before all activity  dispenser designate authonized representative

before all activity  dispenser Have representative review educational materials Program Overview

before all activity  dispenser train staff Program Overview

before all activity  dispenser Establish processes and procedures to verify safe use conditions

before all activity  dispenser Enroll in REMS Pharmacy Enrollment Form
before dispensing  dispenser obtain dispensing authorization

every 2 years during dispensing  dispenser Enroll in REMS

during dispensing  dispenser ensure dispensing only to certified provider

during dispensing  dispenser Cooperate with audits
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REMS SPL information is shared
across the healthcare system

SPL data is transmitted from the sponsor to
patients, healthcare providers, and the public

/ REMSSFDA . Bﬁ}; md

Sponsor B I@A the Public
FDA

\ - 2 9 g

) I AR Y

NLM Healthcare Information  Health IT Vendors Healthcare Providers
Repository Suppliers
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Process for creating REMS SPL was
informed by a pilot with sponsors

Pilot was announced in FR and launched in October 2015, and
ended in May 2016. 9 sponsors participated in the pilot.

General pilot process:

Pilot Materials distributed to sponsors.
Sponsors developed REMS SPL submissions using materials.

Sponsors shared SPL files with FDA.
FDA and sponsors discussed findings.

U1 & W N

FDA revised materials to address sponsor concerns

Pilot helped us refine the materials and instructions and learn
more about the process of capturing REMS in SPL format.
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Steps to Creating REMS SPL

Steps to successful REMS SPL development:

1. Assemble team of REMS Experts and SPL Experts
2. Review FDA-Provided Materials

3. Codify REMS in SPL Format

— Code REMS Document and basic product information

— Create and code the REMS Summary
— Code the REMS Data Elements to the summary
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Assemble Team of REMS and SPL Experts

REMS Experts
Subject matter experts in the REMS.
oF Develop REMS Summary

oF Identify relevant data elements for each summary item and
work with SPL Experts

SPL Experts

Experts in SPL and XML coding.

eF Code REMS Document

e Code REMS Summary developed by REMS experts

e Code REMS data elements in collaboration with REMS
Experts.
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Review FDA-Provided Materials

REME SPL Escarpt of SPL Implermantaticn Cude with Vialtation Procedunes v1 ADDENDA

EXCERPT of the Structured Product Labeling (SPL)
Implementation Guide with Validation Procedures

Version 1 Revision 201511050851

Thes document 15 comrently an addendum to FDA's SPL Implementiatscn Guide Wi,
Validstion Procedaces. The logic of this sddeodam document depesds on the FDA'
SPL Tmplementation Guide with Validation Procedures anil It sheadd ot he e
a8 2 stand alone guide. 1n the future, the contents of 1h docwment M0 Se
tmcorpotated e the FDA" SPL lmplementation Gabde with Validigion
Procedures. Please reference FDA's SPL Implementation Gabdéwish Valldaties
Frocedure for general information such as tutreductery detalhy, (section sae) and the
SPL beader (sabaection 2.1) Please note that texminology cddes tocluded in this
draft document are te be convidered as placrkolders, THEIN of placchobder

Implementation Guide

oF Technical instructions for
producing SPL files, including
REMS SPL

eF Includes relevant information
for both REMS experts and SPL

experts

Structured Froduct Labeling (SPL) Termiandogy Flles

M gy s 01 b b s e WL A e

August 24, 2016

oF Terminology for REMS Data
Elements

eI Describes REMS requirements,
timings (protocol), and
participants (stakeholder)
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Review FDA-Provided Materials

e i oF Tool to facilitate creation of
EREELILT e SPL documents
;__":_‘ e ——————— oF Use of this is not required;
e Some SPL developers prefer to
T use their own tools

XForms

e completed REMS SPL

= .57""::"4"" - p [ Can be used to see how REMS
Document, Summary, and Data
Elements work together

Sample REMS SPL File

Introduction to REMS SPL
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Code REMS Document: Sections

REMS SPL has standardized section headers placed around
the REMS Document text.

<component>
<section ID="ID 39e342b0-4447-4a2a-83bl1-7724f9%68ccd">
<id root="6f9%cb370-5c0d-4£f78-8712-bB627153bd%" />
<code code="¥1111-1" codeSystem="2.16.840.1.113883.6.1" displayName="REMS Goals"/>
<title>I. GOALS<content styleCode="italics"> </content>
</title>
<text>
<paragraph>Insert REMS Goals Text Here
</paragraph>
</text>
<effectiveTime value="20160824"/>
</section>

</component >
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Code REMS Document: Link to Label

REMS SPL includes a link to relevant labels.

For certain REMS, including shared system REMS submitted
under a DMF, there may be links to multiple labels.

<relatedDocument typeCode="XCRPT">
<relatedDocument>
<setId root="12345678-%abc-def-1234-5678%abc" />
</relatedDocument>
</relatedDocument>
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Code REMS Document: Product Info

REMS SPL also includes some background about the product
(but with less detail than the labeling SPL)

<section>
<id root="24d8b579-6d31-4ead-a%915-726b1520558d" />
<code code="48780-1" codeSystem="2.16.840.1.113883.6.1" displayName="SPL PRODUCT DATA ELEMENTS SECTION"/>
<effectiveTime value="20130403"/>
<subject>
<manufacturedProduct>
<manufacturedProduct>
<name>[Brand Name of Drug or name of REMS Class]</name>
</manufacturedProduct>
<subjectOf>
<approval>
<id extension="[application number]" rcoct="2.16.840.1.113883.3.150"/>
<code code="C73594" codeSystem="2.16.840.1.113883.3.26.1.1" displayName="[application type]"/>

<author?>
<territorialfuthority>
<territory>
<code code="USA" codeSystem="2.16.840.1.113883.5.28"/>
</territory>
</territorialAuthority>
</author>
</approval>
</subjectOf>
</manufacturedProduct>

</subject>
</section>
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Create and Code REMS Summary

The REMS Summary presents the “4 W’s” of the REMS in
tabular format:

1. Healthcare Providers who prescribe drug X must:
To become certified to prescribe 1. Review the drug’s Prescribing Information.
2. Enroll in the REMS by completing the Drug X REMS Enrollment
Form and submitting it to the REMS Program.

Before treatment initiation (first 3. Counsel the patient using Drug X REMS Counseling Material.
dose) 4. Assess the patient’s [condition(s) or health status(es)].

REMS Summaries will have multiple tables: one for each
participant in the REMS.

August 24, 2016 Introduction to REMS SPL
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Create and Code REMS Summary

The Summary includes

oF Actions taken by a REMS stakeholder (e.g. healthcare provider
or patient)

oF Requirements explicitly stated in the REMS document.

The Summary does not include

o[ Requirements mentioned in other REMS materials, such as the
Supporting Document, training materials, or enrollment forms

oF Activities that REMS participants learn about or acknowledge
but do not agree to undertake.

oF Activities that REMS participants do not need to complete in
order to be able to use the drug.
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Create and Code REMS Summary

The language in the REMS Summary is short and succinct.

oF Summary items are generally 1-2 sentences long and do
not use too much detail.

oF Summary generally avoid complex formatting, such as
bulleting and indentation, since certain downstream users
of REMS SPL may not support this type of formatting.

e FDA’s sample REMS SPL provides language that is
applicable to most REMS and can help facilitate
consistency across REMS.
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Code REMS Data Elements

<stakeholder>

!

1. Healthcare Providers who prescribe drug X must:

To become certified to prescribe 1. Review the drug’s Prescribing Information.
2. Enroll in the REMS by completing the Drug X REMS Enrollment
Form and submitting it to the REMS Program.

Before treatment initiation (first 3. Counsel the patient using Drug X REMS Counseling Material.
Assess the patient’s [condition(s) or health status(es)]. A

N

P~

dose) A

<protocol> <requirement> <document
Reference>
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Code REMS Data Elements

The <stakeholder> Data Element uses a standard terminology
to describe the role of the participant in the REMS:

ok Prescriber
e Dispenser
o[ Patient

o} Distributor

oF Other Healthcare Providers
(e.g., nurses who treat patients on the drug)
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Code REMS Data Elements

The <protocol> Data Element uses a standard terminology to
describe the steps in the REMS and medication use process,
such as:

e REMS Certification
e Treatment Initiation
e Dispensing

e Discontinuation

These terms are combined with “modifiers” to specify when a
requirement needs to happen: e.g., “before REMS

Certification”, “after Treatment Initiation”, “one week after
Dispensing”, etc.
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Code REMS Data Elements

The <requirement> Data Element uses a standard
terminology to describe the clinical or administrative
activities that stakeholders need to carry out in the REMS,
such as:

e Enroll in the REMS

e Counsel patient

e Review Prescribing Information
e (et lab test or monitoring
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Code REMS Data Elements

The <documentReference> Data Element identifies the
material used to carry out the REMS activity. In general,
there are three types of “materials” that may be referenced in
an SPL document:

e An appended material (e.g., a form or educational material)
— typically attached as a PDF

o A website, referenced as a URL
e An electronic data standard

— Currently NCPDP’s Telecommunications Standard is the only
standard available, but more will be added in the future as needed.
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Review of REMS SPL Creation

1. Code REMS Document and related product information
2. Transform REMS Documents into Summaries
3. Map Summaries to Data Elements (e.g., using spreadsheet)

Standardized

REMS Document Text REMS Summaries Data Elements

To become certified, each

prescriber must activate Stakeholder Prescribers

registration, by completing the

Prescriber Enrollment Form, Protocol To be able to

via the iPLEDGE website or prescribe

the automated phone system. . Enroll in
Requirement

The healthcare provider REMS

completes the Healthcare

Provider Enrollment Form.

To become certified, each
prescriber must complete the
Prescriber Enrollment Form
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Requesting REMS Summaries

FDA will accept REMS documents in SPL format starting on
Friday, September 2nd

To facilitate consistent and high-quality REMS SPL
submissions, FDA will provide submitters with FDA-

developed REMS summaries that they may use in creating
their REMS SPL documents.

oF FDA will provide these summaries for 1 year.

oF If you would like a summary, please request one from the
REMS Website team.
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How to Submit REMS to FDA
in SPL format: new/modified REMS

If you are submitting a new application or modifying an
existing REMS and wish to submit the REMS in SPL format:

1. Assoon as you know your intent to submit in SPL format, reach out to
the REMS Website team at FDAREMSWebsite@fda.hhs.gov

2.  Submit your REMS SPL through the gateway in eCTD format as
described on a subsequent slide. (Also continue to submit your REMS
in .doc format to facilitate negotiation with the review team.)

3. If desired, request a REMS Summary from the REMS Website team.
For new/modified REMS, the team will provide a summary within 3
business days of approval.

4. Within 14 days of approval, submit final SPL to eList.

5. Address any changes with the REMS Website team to prepare for
publication to DailyMed and REMS@FDA.
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Submitting REMS SPL as part of the eCTD

For REMS SPL submitted as part of a new
application/modification

The REMS SPL file should be named rems-spl-[optional
xyz].xml and placed in a folder named “spl” under the
appropriate folder for REMS in module 1, as shown in the
example below:

\NDA12345\0001\m1\us\116-risk-mgt\spl\rems-spl-final.xm|

The REMS SPL file should be referenced in the eCTD xml
backbone under section 1.16.
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How to Submit REMS to FDA
in SPL format: already-approved REMS

If yvou wish to convert an already-approved REMS to SPL
format:

1. Assoon as you know your intent to submit in SPL format,
reach out to the REMS Website team at
FDAREMSWebsite@fda.hhs.gov

2. If desired, request a REMS Summary from the REMS
Website team.

3. Once REMS SPL is prepared, submit it to eList.

4. Address any changes with the REMS Website team to
prepare for publication to DailyMed and REMS@FDA.
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How to Submit REMS to FDA e
in SPL format: shared-system REMS

If you are submitting SPL for a drug that is part of a shared
system follow the procedures outlined in the previous slides,
but with the following additions:

oF We cannot accept REMS SPL from individual shared system members;
all members should participate together.

oF If shared system sponsors submit their REMS separately, the REMS SPL
for each should be identical with the exception of the product and
<relatedDocument> information.

oF If shared system sponsors submit REMS under a single DMF, the SPL
document’s product and <relatedDocument> information should
reference all products in the system.

FDA will provide an indexing file that identifies the drugs in
each shared system REMS.
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Agenda

1. Background

2. How REMS SPL is Structured

3. How to Create REMS SPL

4. How to Submit REMS SPL to FDA

5. Next Steps
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Next Steps

oF We will be available at FDAREMSWebsite@fda.hhs.gov to
help REMS SPL submitters with their submissions.

e We are preparing a draft guidance under FD&C 745A(a)
that would require REMS submissions in SPL format.

—-FElectronic submission requirements take effect 2 years
from the publishing of a final guidance.

-FWe will continue to have opportunities for stakeholder
feedback prior to issuing final guidance.
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Final Thoughts: SPL in
the healthcare system
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Final thoughts: SPL in SPL
the healthcare system D
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Resources gy

Click for:

oF Structured Product Labeling (SPL)
Implementation Guide with
Validation Procedures

eF The FDA’'s REMS Integration Initiative

oF PDF of these presentation slides

o REMS SPL Support: FDAREMSWebsite@fda.hhs.gov

Open Q&A begins shortly — type in your questions now.

Click for Evaluation and Certificate
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http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm350852.htm
http://sbiaevents.com/files/SBIA-REMS-SPL-Webinar-August-24-2016.pdf
mailto:FDAREMSWebsite@fda.hhs.gov
https://concerted.adobeconnect.com/remsspl-survey/



