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What is SPL?

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

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

 SPLis developed and maintained by a Standards

Development Organization called Health Level Seven
International (HL7)

Proposal to capture REMS in SPL format 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.



What is SPL not?

REMS SPL is not currently used for the exchange
of patient or healthcare provider-specific
information

 For example, prescribers cannot use SPL to
enroll in a REMS, prescribe drugs, or monitor
patients.

e A related effort, the REMS Platform Standards
Initiative, is designed to develop standards to
exchange this type of information.



REMS SPL starts with the official B
“REMS Document”

REMS Document Appended Material

Initial REMS Approval: 10/08/2013

Most Recent Modification: 6/11/2014 ‘Adempas REMS (Risk Evaluation and Mitigation Strategy)
NDA 204819 Prescriber Enrollment and Agreement Form

81 1-855-4ADEMPAS (1-855-423-2072).

Freacriber information [* Indicates required field)

Adempas® (riociguat tablets)

Bayer HealthCare Pharmaceuticals
P.O.Box 915
Whippany. NJ 07981-0915

Risk Evaluation and Mitigation Strategy (REMS)

I. GOALS Progemn
The goals of the Adempas Risk Evaluation and Mitigation Strategy (REMS) are:

1. To inform prescribers. patients. and pharmacists about the serious risk of Iy B
teratogenicity and safe-use conditions for Adempas £t REMS Progra

2. To minimize the risk of fetal exposure and adverse fetal outcomes in Females of
Reproductive Potential (FRP) prescribed Adempas

a. Females who are pregnant must not be prescribed Adempas i

b. Females taking Adempas must not become pregnant

II. REMS ELEMENTS T . . .

A. Medication Guide )+ veport aery change i fve ol by sl an Adenp REMS Fwccucbive Polenk Stuks Foi v
A Medication Guide will be dispensed with each Adempas prescription in accordance with 21 G N R T Ik o el vl i - ! ™ re ey

CFR 208.24. y notity Bayor of any prognaneios ot 1-883-842 2037 or sond tho informal . <

The Adempas Medication Guide is part of the REMS and is appended. m et SouaT ok pDOY

B. Elements to Assure Safe Use

1. Healthcare providers (HCPs) who prescribe Adempas will be specially
certified.

a. Bayer will ensure that HCPs who prescribe Adempas are specially certified. HCPs
will agree on the Adempas REMS Prescriber Envollment and Agreement Form to:




What REMS SPL Looks Like

1. Healthcare Providers who prescribe [drug/class name] must:

To become certified to prescribe

. Be able to [clinical activity to be performed].

. Review the drug’s Prescribing Information.

- Review the following: [List of Preseriber Educational Matenial(s)].

. Receive training provided by [entity providing the training, e g_ the applicant, a CE provider].

- Successtully complete the [Knowledge Assessment Form] and submat 1t to the REMS Program.

. Enroll in the REMS by completing the [Enrollment Form] and submitting it to the REMS Program.

[ B R

Before treatment mitiation (first dose)

|

- Counsel the patient on [topic]

OR

Counsel the patient using [REMS material].

OR

Counsel the patient on [topic] using [REMS material].

8. Provide the patient with the [REMS Material].

9. Assess the patient’s [condition(s) or health status(es)].

OR

Assess the patient’s [condition(s) or health status(es)]. Document and submit the results to the EEMS Program using
[REMS Material(s)].

OR

Assess the patient’s [condition or health status] by [list of lab test(s) or monitoring].

OR

Assess the patient’s [condition(s) or health status(es)] by [list of lab test(s) or monitoring]. Document and submit the
results to the REMS Program using [REMS Matenial(s)].

10. Complete the [Patient Form]. Provide a completed copy of the form to the patient.

OR

Complete the [Patient Form]. Retain a completed copy 1n the patient’s record.

OR

Complete the [Patient Form]. Provide a completed copy of the form to the patient and retain a copy in the patient’s
record.

11. Enroll the patient by completing and submutting the [Patient Enrollment Form] to the REMS program.
nR
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What REMS SPL Really Looks Like

<effectiveTime valus="20141014"/>
<component>
<gsection ID="Lefl212ba-fO0f9-481f-al8d-e4bd24673L059" >
«id root="56a78ca3-34d9-4979-94d6-002a98a43a3a" />
<code code="42229-5" codeSystem="2.16.840.1.113883.6.1" displayMame="S5PL UNCLASSIFIED SECTION"/:
<title>l. Healthcare Providers who prescribe [drug/class name] must:</title>

<CEeXL>
<table width="100%">
<caption/>
<thbody>
<Lr>

<td styleCode="Botrule">To become certified to prescribe</td>»
<td stylelode="Botrule">

<content ID="ROOD1">1. Be able to [clinical activity to be performed] .</contents>
<br/>
<content ID="RO0O2">2. Review the drug’s Prescribing Information.</content
<br/>
<content ID="ROO3">3. Review the following: [List of Prescriber Eduocational Material (s)
<br/>
<content ID="ROO4">4. Becelve tralning provided by [entity providing the training, e.d.
<br/>
<content ID="ROO5">5H. Encocessfully complete the [Enowledge Assessment Form] and submit
<br/>
<content ID="ROO&">6. Enroll in the REMS by completing the [Enrcllment Form] and suobmit
</ftd>
<ftr>
S v

<td styvleCode="Botrule">Before treatment initiation (first dose)</td>




Why SPL?

1. Makes REMS information easier to understand.
2. Makes REMS information more accessible.

3. Helps integrate REMS into the care process.



REMS with Elements to Assure Safe

FOA

Use (ETASU) tend to work similarly

Prescribers must:

e Complete training.

e Complete an enrollment
form, thereby becoming
“certified” to prescribe.

e Counsel and educate
patients.

e Make sure patients agree
to participate in the REMS
and enroll them if
necessary.

e Assess or monitor patients
to make sure “safe use
conditions” are present

Dispensers must:

e Complete training.

e Complete an enrollment
from, thereby becoming
“certified” to dispense.

e Before dispensing, check
that “safe use conditions”
have been met: e.g., that
the prescriber is certified,
the patient is enrolled and
that any necessary
monitoring has been
completed.

Distributors must:

e Check to make sure
dispensers are “certified to
dispense” before shipping
the drug.



There is little standardization [z}

of how REMS are described

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

The format of REMS documents/materials varies

REMS lack consistent terminology
— Similar concepts often have different names
— Different concepts may have the same name

— REMS 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

Healthcare providers told us that it was not always
easy to find out what was expected of them
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REMS SPL captures the “4 W’s” of REMS

Data Element
Stakeholder

Description

The party that must meet the

Examples

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 performed | completing an enrollment form,
as part of the REMS lab testing

Material Reference to approved REMS enrollment form, medication

reference material with which the guide, educational pamphlet

(“With What”)

requirement is carried out

10
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Using these “4 W’s”, REMS documents
are transformed into REMS Summaries

REMS Document Text

To become certified, each
prescriber must activate
registration, by completing the
Prescriber Enrollment Form, via the
iPLEDGE website or the automated
phone system.

The healthcare provider completes
the Healthcare Provider Enrollment
Form.

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

v

REMS Summaries

3. Pharmacies that dispense Drug X:

1. Designate an authorized representative to carry out the certification

3. Pharmacies that dispense Drug X:

To b 1_Desionate an thorizad e to, car ot thy
dispef 3. Pharmacies that dispense Drug X:
To be al 1. Designate an authorized representative to carry out the certification
dispense process on behalf of the pharmacy.
— 2. Have the authorized repr ive review the educational fals for
Befor dispensers, including: Program Overview
Drug To be able to 3. Train all relevant staff involved in the dispensing of Drug X using the

dispense Drug X =~ Program Overview.
4. Establish processes and procedures to verify dispensing to certified

Ongg Before infusion centers only.
Drug X | 5. Enroll in the REMS by completing and submitting the Pharmacy
Enrollment Form.

. Before dispensing 6. Obtain Prescription Ordering Forms from the Drug X REMS Program.
Ongoing| Drug X

7. Obtain authorization to dispense by calling the Drug X REMS Program.

8. Re-enroll in the Drug X REMS program every 2 years.
— 9. Do not distribute, transfer. loan. or sell product except to certified
Ongoing dispensers.
10. Cooperate with audits carried out by the sponsor to ensure that all
processes and procedures are in place and are being followed.

11



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

12




Why SPL?

1. Makes REMS information easier to understand.
2. Makes REMS information more accessible.

3. Helps integrate REMS into the care process.

13



REMS SPL information is shared |i#
across the healthcare system

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

REMSeFDA . DA
= 555

Sponsor | ID/) the Public
FDA \
< Ve M1
NHY — & — e — B
X sy
NLM Healthcare Information  Health IT Vendors Healthcare Providers

Repository Suppliers

14



REMS SPL unites labeling
and REMS information

RY OF MEDICINE A\ REPORT ADVERSE EVENTS | RECALLS

NIH )}

D
DAILYMED

ALl DRUGS | HUMA ANIMAL DRUGS
MOREWAYS O SEARG

This website contains 94718 drug listings as submitted to the Food and Drug Administration (FDA). sHare 2] |
At the present time, this Web site does not contain 2 complete listing of labels for approved prescription drugs.

NEWS FDA GUIDANCES & INFORMATION

DailyMed Announcements Drug Guidance, Compliance & Regulato Infnrrnation
Posted: June 05, 2017 View FDA Structured Product Labeling Resources
View FDA Drug Labeling Guidances

Announcement from FDA
View All FDA Drug Guidances

On June 5, 2017, the National Library of Medicine removed all SPL files

15



FDA will be using REMS SPL

for its own REMS website

Adasuve (loxapine), aerosol, powder

MDA #022548

Addyi (fibanserin), tablet

MDA #FOZ2526

Adempas (riociguat), tablet, film coated

MDA #204319

Afrezza (insulin human), powder, meterad

MDA #022472

Alosetron

Shared System REMS

Drug Name, NDA
number, dosage
form

1011912016
05M10/2016
0172017
04/01/2016

1142212016

Approval
Date

Medication Guide*

Communication Plan
W

y
v
v
v
REMS
Elements

Implementation System

16



Why SPL?

1. Makes REMS information easier to understand.
2. Makes REMS information more accessible.

3. Helps integrate REMS into the care process.

17



REMS Summaries are transformed
into standardized data elements

REMS Summaries

3. Pharmacies that dispense Drug X:

1. Designate an authorized representative to carry out the certification
process on behalf of the pharmacy.
2 _Haxe the anthort T

| resness the edh i | ials for

To by
dispe

Befor

Ongol

3. Pharmacies that dispense Drug X:

Standardized
Data Elements

1. Designate an authorized representative to carry out the certification
process on behalf of the pharmacy.

1L .

it S S | i

To be al
dispense]

Before
Drug X

Ongoing]

3. Pharmacies that dispense Drug X:

To be able to
dispense Drug X

1. Designate an authorized representative to carry out the certification
process on behalf of the pharmacy.

2. Have the authorized representative review the educational materials for
dispensers. including: Program Overview

3. Train all relevant staff mvolved in the dispensing of Drug X using the
Program Overview.

4. Establish processes and procedures to verify dispensing to certified
nfusion centers only.

5. Enroll in the REMS by completing and submitting the Pharmacy
Enrollment Form.

Stakeholder Prescribers

To be able to

Protocol .
prescribe

Requirement  Enroll in REMS

Before dispensing
Drug X

6. Obtain Prescription Ordering Forms from the Drug X REMS Program_

7. Obtain authorization to dispense by calling the Drug X REMS Program.

Ongoing

8. Re-enroll in the Drug X REMS program every 2 years.

9. Do not distribute, transfer, loan, or sell product except to certified
dispensers.

10. Cooperate with audits carried out by the sponsor to ensure that all
processes and procedures are in place and are being followed.

18




REMS Summary

<stakeholder>

1. Healthcare Providers who prescribe drug X must:

To become certified to prescribe

Before treatment initiation (first

dose)

1.
2.

3.

P~

Review the drug’s Prescribing Information.
Enroll in the REMS by completing the Drug X REMS Enrollment
Form and submitting it to the REMS Program.

Counsel the patient using Drug X REMS Counseling Material.
Assess the patient's [condition(s) or health status(es)].

<protocol>

<requirement> <document

Reference>

19




REMS Data Elements

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

 Prescriber
* Dispenser

e Patient

e Distributor

e Other Healthcare Providers
(e.g., nurses who treat patients on the drug)

20



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
* 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.

21



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:

 Enrollin the REMS
 Counsel patient
e Review Prescribing Information

e Get lab test or monitoring

22



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:

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

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.

23



Example of codified REMS within SP

<protocoll
<code code="COP03" eaasuston="2.16.840.1.113863.3.26.1.1"
<COomponent>

<zequencelumber valus="1"/>
<regquirementi>
<code cade=”CDRDDE”<%aEE;aFHane=”Counsel patient”
<originalText>

creference valuse="gA005" />
</originalText>
</ code>
<participation typelode="PPRF">
<stakeholder>

<code code="COSHO1" epreriemr="pTesCr1be

</ =takeholder>
</participation>
<subject>
<documentReferencel G

<id root="00000000-0000-0000-0000-00000000

<!—— Document reference links to docum
<fid>
< /documentReference>
</ subject>
</ regquirements
</ component>

When:
- While prescribing

What:
- Counsel patient

Who:
- Prescriber

With What:
- documentReference

24



Codified REMS SPL information

can be displayed in many different ways

Before/During/After Activity

before all activity
before all activity
before all activity
before all activity
before all activity
before dispensing
every 2 years during dispensing
during dispensing
during dispensing

Stakeholder Requirement Document

dispenser designate authorized representative

dispenser Have representative review educational materials Program Overview
dispenser train staff Program Owverview
dispenser Establish processes and procedures to verify safe use conditions

dispenser Enroll in REMS Pharmacy Enrollment Form
dispenser obtain dispensing authorization

dispenser Enroll in REMS

dispenser ensure dispensing only to certified provider

dispenser Cooperate with audits

25



Use of REMS SPL in

the

Healthcare

Standard Operating Procedures (SOPs)?

KP-SP Policy and Procedure for Dispensing <GENERIC NAME> <BRAND NAME>

Scope

Purpose

Example: “This process will be used to ensure the proper administration of
and compliance with the FDA-approved REMS for <Drug X> with the Kaiser
Permanente Specialty Pharmacy....”

Example: “To describe the proper procedures for prescription intake, REMS
Elements To Assure Sale Use, added salety monitoring, and efficient delivery
of clinical and dispensing services for <Drug X>

KP-SP Contact Information and Business Hours

Definitions

* Phone/Fax/TTY numbers
» E-mail address
* Business hours

Example: For “PIMS," “SPIMS,” and other acronyms and system names used
in the SOP.

REMS Overview

REMS Schematic (simplified example; actual schematic is more complex)

* Medication guide
* Communication plan participation

* Elements to ensure safe use Prescriber
. ]mp]tmtnla[inn E)EE[EITI
* Assessment-possible participation
( REMS call center

((

Prescription processing

PATIENT
Intake interview

Benefits/supply issues

KP-sP

7z

Lab menitoring

ANV Y Y Y

Check EHR notes/plan

( REMS confirmation number )

Final logistics check

\,/ Supplier ) k

Fulfillment & shipping

)
J
)
Counseling (checklist) )
)
)
)
)

N

SP Processes Step-By-Step [Queue-Based Process]|

REMS Contact Information

Example: 1. Review incoming Rx* or refill requirements®

Check labs/tests, EHR notes, MD visits/notes, Rx profile, etc.*
Counsel patient/caregiver® and review benefits issues

Adverse event documentation requirements

Obtain confirmation number from REMS hub

Dispensing elements*

Documentation requirements* logistics, labels, filling, shipping
REMS data transmission requirements®

Perform drug accountability procedures

* with detailed checklist(s); all steps documented

EEEEEIES

Example: Call center numbers, online
elements, locations for forms, ete

REMS Data Requirement

Example: What information is
required for call center; what data are
transmitted electronically, PHI safe-
guards; inventory reporting require-
ments, etc

Metrics

Clinical Monitoring Specifications

Standards for measurement of processes, adherence, intermediary clinical
indicators, or outcomes

Labs, pregnancy testing, EKGs, etc

References

[Usage Management Criteria, Guidelines, or Initiatives

Example: Internal (evidence reviews, formulary decisions, guidelines);
external (critical FDA documents, manulfacturer resources, REMS)

Example: Guidelines defining safety monitoring; initiatives to review treat-
ment alternatives; criteria [or treatment review alter a specified duration of
therapy; etc.

KP-5P Policy and Procedure for <generic name> (DATE)

2For each drug handled through KP-SP, a SOP is developed to define processes. This SOP also supports the development of an SPIMS module for the drug and can be used
for decentralized clinical monitoring services coordinated with the internal SP. This table shows the possible elements of the SOP.

EHR=electronic health record; EKG = electrocardiogram; FDA = U.S. Food and Drug Administration; KS-SP= Kaiser Permanente Specialty Pharmacy; MD = medical doc-

tor; PHI=protected health information; PIMS = Pharmacy Information Management System; REMS = Risk Evaluation and Mitigation Strategies; Rx=prescription; SP=spe-
cialty pharmacy; SPIMS = Specialty Pharmacy Information Management System; TTY = text telephone device.

System

Structured REMS data
in a format like SPL can
help integrate REMS
into the healthcare
system and ensure
stakeholder awareness
of and compliance

with REMS.

Source: Journal of Managed Care Pharmacy.

http://www.amcp.org/JMCP/2013/May/16524/1033.html

26



http://www.amcp.org/JMCP/2013/May/16524/1033.html

Use of SPL in the Healthcare
System: Prescriber Example

Scenario: A doctor is about to start a patient on a drug that has a
REMS. The prescriber does not realize that the drug has a REMS.
Fortunately, the prescriber’s EHR contains SPL data.

e Using the <stakeholder> data element, the EHR notifies the
prescriber that they have a role to play in the REMS.

e Using the < protocol> and <requirement> data elements, the
EHR notifies the prescriber that there are several steps they
have to take when initiating therapy with the patient, including
providing the patient with counseling materials.

e Using the <documentReference> data element, the EHR
presents a copy of the counseling material to the prescriber to
print and give to the patient. 27



Use of SPL in the Healthcare
System: Dispenser Example

Scenario: A pharmacist is about to fill a prescription for a drug with a
REMS. The pharmacist is aware that a REMS exists for the drug, but is
not aware that the REMS has recently changed. Fortunately, the
pharmacist’s pharmacy system contains SPL data.

 Using the <protocol> and <requirement> data elements, the
pharmacy system notifies the pharmacist that they must now confirm
that a specific lab test result is on file before dispensing the drug.

* Using the <documentReference> data element, the pharmacy system
learns that the lab test results can be requested electronically.

 Thanks to the “trigger” provided by SPL, the pharmacy system can
now, using a different data standard, check with the REMS program to
determine whether there is a negative lab test on file.

28



Next Steps

Sponsors are now able to submit their REMS in SPL
format.

Once REMS SPL files are approved, they will be made
available on DailyMed

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

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

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

— We will continue to have opportunities for stakeholder
feedback prior to issuing final guidance.

29
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Information For Industry

Click for:
e REMS@FDA

e REMS Integration Initiative

e Structured Product Labeling Resources Website
e Submitting REMS in SPL Format (Webinar)
e DailyMed (Future home of REMS SPL Data Files)

 PDF of the slides for today’s sessions

* If we did not get to you question, you can always
email to us at:

CDERSBIA@fda.hhs.gov

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

Click Here for Evaluation and Certificate

Learn about other resources from CDER Small Business & Industry Assistance:
Visit Our Website! 30



https://www.accessdata.fda.gov/scripts/cder/rems/index.cfm
https://www.fda.gov/forindustry/userfees/prescriptiondruguserfee/ucm350852.htm
https://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm2005542.htm
https://www.fda.gov/Drugs/DevelopmentApprovalProcess/SmallBusinessAssistance/ucm516535.htm
https://dailymed.nlm.nih.gov/dailymed/
http://sbiaevents.com/files/REMS-06.2017.pdf
mailto:CDERSBIA@fda.hhs.gov
https://concerted.adobeconnect.com/rems-2017-06-15/
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/SmallBusinessAssistance/ucm525240.htm
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/SmallBusinessAssistance/ucm525240.htm
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