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Outline

• Update on initiatives to modernize and improve REMS 
assessments 

• Update on initiatives to standardize and integrate REMS 

– Format and Content of a REMS Document Guidance (FINAL)

– REMS Document Technical Conformance Guide (FINAL) and Structured 
Product Labeling (SPL)

– REMS SPL submissions

– REMS Integration, Innovation, and Modernization project



REMS authorities to require assessments 
▪ When the REMS authorities were put into place, FDA for the first time could require sponsors to 

conduct an assessment of their risk mitigation strategy

▪ 18 months, 3 years, and in the 7th year after the strategy is initially approved 

▪ At a frequency specified in the strategy; can be increased or reduced in frequency, and eliminated under 

certain circumstances

▪ The statute did not specifically describe how a sponsor should conduct an assessment. 

▪ Section 505-1(g)(3) of the FDCA specifies that a REMS assessment shall include an assessment of the 

extent to which the REMS is meeting the goal or whether 1 one or more such goals or such elements 

should be modified 

FIERCE DRUG SAFETY SUMMIT 3WWW.FDA.GOV
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REMS assessment challenges

We are not always able to determine if the REMS are meeting goals 
and the reasons are likely multifactorial:

• REMS may not be designed to measure whether they have achieved 

the expected outcome

• REMS assessments do not always include the information needed to 
determine if REMS is meeting its goals

REMS GOAL

• No pre-specification prior of threshold for success

• Over reliance on process measures
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Modernizing and improving REMS assessments

• In 2020, FDA launched a multi-year effort to modernize and improve REMS 
Assessments with the goal of improving the quality of information used to 
assess the effectiveness of REMS, taking action on REMS that are not 
meeting their risk mitigation goals, and improving the efficiency of FDA’s 
review of those reports.

• In 2022, FDA committed to modernize and improve REMS assessments by 
incorporating REMS assessment planning into the design of REMS, clarifying 
its expectations regarding methods to evaluate the performance of 
REMS, increasing the efficiency of FDA’s review of REMS assessment reports, 
and establishing FDA performance goals for review of REMS assessment 
methods and study protocols.

*REMS Assessment Commitments |PDUFA VII Commitments | Fiscal Years 2023 – 2027 



REMS Assessment Commitments |PDUFA VII Commitments | 
Fiscal Years 2023 – 2027* 

Establish FDA review performance goals to review and notify sponsor with 
concurrence or comments within 90 days of receipt for 50% of REMS assessment 
methods and protocols (50% in FY24; 70% in FY25; 90% FY26 and FY27)

Update relevant guidances to incorporate REMS assessment planning into the 
design of REMS by providing recommendations regarding: 1) linking the design with 
the assessments 2) ensuring sufficient and appropriate data collection, and 3) 
identifying key metrics for success (e.g., primary and secondary)

Develop draft guidance regarding the format and content of a REMS assessment 
report, including the type of data that can support elimination of a REMS 

Update existing policies and procedures for reviewing methodological approaches 
and study protocols used to assess a REMS program

Issue new or update existing policies and procedures to determine if modifications 
to the REMS or revisions to the REMS assessment plan are needed

6

PDUFA VII: Fiscal Years 2023 – 2027 | FDA

FIERCE DRUG SAFETY SUMMITWWW.FDA.GOV

*Language on this slide is not verbatim from commitment letter

https://www.fda.gov/industry/prescription-drug-user-fee-amendments/pdufa-vii-fiscal-years-2023-2027
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Progress on meeting the review performance goals  

We are currently building a framework to support 
the implementation of the new performance 
goals, including:

• Drafting a new MAPP on the Review of 
Assessment Methodology and Study Protocols

• Updating Form 356H to include a specific box 
for submission of REMS Assessment 
Methodology

• Creating new communication templates

• Hiring additional analysts

Sponsors should prominently identify the 
submission containing the assessment 
instruments and methodology with the following 
wording in bold capital letters at the top of the 
first page of the submission: 

NDA/BLA ###### REMS ASSESSMENT 
METHODOLOGY

(insert concise description of content in bold 
capital letters, e.g., 

ASSESSMENT METHODOLOGY, PROTOCOL, 
SURVEY METHODOLOGIES, AUDIT PLAN, 
DRUG USE STUDY)
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Progress on 
assessment guidances

Finalization or updates to the 
following draft guidances:
• REMS Assessments: Planning 

and Reporting*
• Survey Methodologies to 

Assess REMS Goals that Relate 
to Knowledge

New:
• Format and Content of a REMS 

Assessment Report*

Update relevant guidances to incorporate 
REMS assessment planning into the design 
of REMS by providing recommendations 
regarding: 1) linking the design with the 
assessments 2) ensuring sufficient and 
appropriate data collection, and 3) 
identifying key metrics for success 
(e.g., primary and secondary) 

Develop draft guidance regarding the 
format and content of a REMS assessment 
report, including the type of data that can 
support elimination of a REMS 

*User fee deliverable – Currently discussing if guidance commitments will be met by updating or 

issuing new guidances.
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Progress on policies and procedures

Issue new or update existing policies and procedures to determine 
if modifications to the REMS or revisions to the REMS assessment 
plan are needed

Plan is to:

• Update MAPP 6702.1 Risk Evaluation and Mitigation Strategy (REMS) 

Assessment

• Review other MAPPs to determine if updates are needed
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New training has been developed for staff involved in REMS reviews

The training includes a framework to 
link the design of a REMS to the 

assessment. 

This framework can help clarify the 
relationship between the objectives, 
strategies and evaluation of a REMS

We are gaining experience using this 
framework

Logic Model
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Outline

• Update on initiatives to modernize and improve REMS 
Assessments 

• Update on initiatives to standardize and integrate REMS 

– Format and Content of a REMS Document Guidance (FINAL)

– REMS Document Technical Conformance Guide (FINAL) and Structured 
Product Labeling (SPL)

– REMS SPL submissions

– REMS Integration, Innovation, and Modernization project
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GFI: Format and Content 
of a REMS Document

• This final guidance, published in January 2023, provides 
recommendations for the format and content of a 
REMS document. 

– The draft guidance was published in 2017 

• The  goals of the revisions to the guidance were to:

— To share what we have learned since 2017, so 
applicants are better able to draft a REMS 
Document 

— To decouple the REMS Document Template from 
the Guidance so we can update the template 
periodically

— To provide applicants the most up-to-date 
information in tandem with the requirement to 
submit for applicants to submit the REMS 
Document in SPL format



13

What changes were made? to Highlight

Overall, there are no sweeping changes to the REMS document 
format or the guidance

✓ Separated the REMS document template from the guidance

✓ Updated to reference “packaging and disposal” authority 

✓ Addressed docket comments

✓ Updated language in the guidance to align with changes to the REMS 
Document Template

✓ Update links

✓ Verify information is consistent with other, current guidances 
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Outline

• Update on initiatives to modernize and improve REMS 
Assessments 

• Update on initiatives to standardize and integrate REMS 

– Format and Content of a REMS Document Guidance (FINAL)

– REMS Document Technical Conformance Guide (FINAL) and Structured 
Product Labeling (SPL)

– REMS SPL submissions

– REMS Integration, Innovation, and Modernization project



What is 
published? 

1. Guidance: Format & Content of 
a REMS Document (final)

2. REMS Document Technical 
Conformance Guide

A. REMS Document Template

B. Bifurcated REMS Document 
Outline 

Guidance: F&C REMS 

Document (final) 

REMS Document 

Technical 

Conformance Guide Published in January 2023

https://www.fda.gov/media/77846/download
https://www.fda.gov/media/164344/download
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REMS Document Technical Conformance Guide template verses 
REMS Document in SPL†

REMS Document REMS Document in SPL
REMS Title

I. Administrative
Information

II. REMS Goals

III. REMS 
Requirements

† Structured Product Labeling (SPL) is a document markup standard approved by Health Level Seven (HL7®) and 
adopted by FDA as a mechanism for exchanging product, facility, and REMS information
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REMS Document in SPL

I.   Administrative Information
(87523-7)

II.  REMS Goals

(82349-2)

III. REMS Requirement
(87524-5)

Section Headings: https://www.fda.gov/industry/structured-product-labeling-resources/section-headings-loinc

REMS Document Technical Conformance Guide template corresponds to 
REMS Document SPL section codes

https://www.fda.gov/industry/structured-product-labeling-resources/section-headings-loinc
https://www.fda.gov/industry/structured-product-labeling-resources/section-headings-loinc
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IV. REMS Assessment Timetable
(82349-2)

V. REMS Materials
(82346-8)

VI. Statutory Elements
(82348-4)

Section Headings: https://www.fda.gov/industry/structured-product-labeling-resources/section-headings-loinc

REMS Document Technical Conformance Guide template corresponds to 
REMS Document SPL section codes

REMS Document in SPL

https://www.fda.gov/industry/structured-product-labeling-resources/section-headings-loinc
https://www.fda.gov/industry/structured-product-labeling-resources/section-headings-loinc


19

REMS Document Technical Conformance Guide includes 
Bifurcated REMS Document Outline
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Outline

• Update on initiatives to modernize and improve REMS 
Assessments 

• Update on initiatives to standardize and integrate REMS 

– Format and Content of a REMS Document Guidance (FINAL)

– REMS Document Technical Conformance Guide (FINAL) and Structured 
Product Labeling (SPL)

– REMS SPL submissions

– REMS Integration, Innovation, and Modernization project
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REMS SPL Submissions to FDA‡

– WHEN: 

• NOW!
– WHO: 

• Applicants must submit their REMS document electronically using SPL

– WHAT: 

• All REMS documents submitted to FDA on or after December 28, 2022, must be in 
SPL format, which include:

– REMS documents associated with a new REMS

– REMS documents submitted as part of REMS modifications

– REMS documents that are already in SPL format must remain in SPL format

• Components of a REMS required to be filed in SPL format:
Component of a REMS Submission Submitted in SPL Format?
REMS document Yes

REMS supporting document No

REMS materials Referenced in SPL file (see Structured Product Labeling 
Implementation Guide with Validation Procedures at 
https://www.fda.gov/media/84201/download)

‡ Providing Regulatory Submissions in Electronic Format -- Content of the Risk Evaluation and Mitigation Strategies Document Using Structured Product Labeling

https://www.fda.gov/media/84201/download
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/providing-regulatory-submissions-electronic-format-content-risk-evaluation-and-mitigation-strategies
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REMS SPL submissions as of January 31, 2023

• 8 REMS SPLs

• 1 shared system REMS SPL

• National Library of Medicine (NLM) DailyMed website:

– https://dailymed.nlm.nih.gov/dailymed/spl-resources-all-indexing-
files.cfm

–

https://dailymed.nlm.nih.gov/dailymed/spl-resources-all-indexing-files.cfm
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Outline

• Update on initiatives to modernize and improve REMS 
Assessments 

• Update on initiatives to standardize and integrate REMS 

– Format and Content of a REMS Document Guidance (FINAL)

– REMS Document Technical Conformance Guide (FINAL) and Structured 
Product Labeling (SPL)

– REMS SPL submissions

– REMS Integration, Innovation, and Modernization project



24

REMS Modernization through Integration and 
Standardization

REMS – Current State

o Manual phone and fax implementation

o Not integrated into prescriber and 
pharmacist workflow 

o Suboptimal patient engagement and 
transparency

o Lack of quality standardized data for 
feedback and evaluation

o No unified way to share data between 
REMS stakeholders

o Delays in therapy for patients and 
suboptimal care for the patient

REMS – Future State

o Automated, low burden implementation

o Integrated into clinician workflow

o Patients complete requirements, report & 
monitor status through apps 

o Standardized, quality data for timely 
feedback and more robust evaluations

o Reduced friction in exchange of REMS data

o Patients safely use their medications and 
achieve timely access to them
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Role of health data standards in REMS Integration

• Automated interoperable exchange of standardized REMS data is a key component

• FDA works with established standards development organizations (SDOs)

• Health data standards currently in place in health care are developed by SDOs, 
including groups such as:

– National Council for Prescription Drug Programs (NCPDP)

• SCRIPT version 2017071 adopted by CMS as the US ePrescribing 
data standard

• SCRIPT allows for 4 REMS transactions, but they have not been 
adopted by ePrescribing vendor systems

– Health Level 7 (HL7®) International

• REMS SPL data standard

• Fast Healthcare Interoperability Resources (FHIR®)
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HL7® FHIR® Accelerator

http://hl7.org/CodeX

A Member-driven community
accelerating interoperable data 

modeling and implementation around 
the FHIR® and mCODE™ HL7® 

standards, 
leading to substantial improvements

in health care and research 
in cancer and beyond

Slide adapted from the CodeX™ Master Slide Deck titled, “Introduction to mCODETM and the CodeXTM HL7® FHIR® Accelerator” available on the CodeX™ Confluence page.

http://hl7.org/CodeX


CodeX™ Members
(February 2023) CodeX Founders

PREMIER

PRINCIPAL BENEFACTOR GOVERNMENT AGENCY

SPONSORED MEMBER DEVELOPER/IMPLEMENTER

Slide adapted from the CodeX™ Master Slide Deck titled, “Introduction to mCODE™ and the CodeX™ HL7® FHIR® Accelerator” available on the CodeX™ Confluence page.

https://www.ontada.com/
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HL7® FHIR® can address gaps in current REMS standards
(Potential future state)

Blue boxes show the workflow addressed by current NCPDP Standards (Telecommunication, SCRIPT)

EHRREMS WebsitePharmacy SystemREMS Verification

Medical BenefitPharmacy BenefitPayment Type

Closed System 
(VA, Kaiser, etc.)

Inpatient 
Hospital

Infusion Center
Outpatient 
Pharmacy

Dispensing Setting

Slide adapted from MITRE’s, “FDA CDER Risk Evaluation and Mitigation Strategies (REMS) Proof of Concept Landscape Analysis.”Slide adapted from MITRE’s, “FDA CDER Risk Evaluation and Mitigation Strategies (REMS) Proof of Concept Landscape Analysis.”
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REMS Integration Proof-of-Concept/CodeX Use Case

https://confluence.hl7.org/display/COD/Risk+Evaluation+and+Mitigation+Strategies+-+REMS

https://confluence.hl7.org/display/COD/Risk+Evaluation+and+Mitigation+Strategies+-+REMS
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Slide adapted from MITRE’s, “FDA CDER Risk Evaluation and Mitigation Strategies (REMS) Proof of Concept Landscape Analysis.”

REMS Workflow
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Prototype Workflow Overview

PATIENT

REMS ADMIN

PHARMACY

PRESCRIBER

Slide adapted from CodeXTM REMS Integration Use Case Public Call Presentation, “CodeXTM REMS Integration Prototype,” by MITRE on February 14, 2023.
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Prototype Workflow Overview

PATIENT

REMS ADMIN

PHARMACY

PRESCRIBER

1. Patient Encounter

1

Slide adapted from CodeXTM REMS Integration Use Case Public Call Presentation, “CodeXTM REMS Integration Prototype,” by MITRE on February 14, 2023.
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Prototype Workflow Overview

PATIENT

REMS ADMIN

PHARMACY

PRESCRIBER

1

1. Patient Encounter

2. Obtain REMS 
documentation and forms

2

Slide adapted from CodeXTM REMS Integration Use Case Public Call Presentation, “CodeXTM REMS Integration Prototype,” by MITRE on February 14, 2023.



34

Prototype Workflow Overview

PATIENT

REMS ADMINPRESCRIBER

2

1. Patient Encounter

2. Obtain REMS 
documentation and forms

3. Submit prescription and 
REMS requirements

3

PHARMACY

1

Slide adapted from CodeXTM REMS Integration Use Case Public Call Presentation, “CodeXTM REMS Integration Prototype,” by MITRE on February 14, 2023.
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Prototype Workflow Overview

PATIENT

REMS ADMINPRESCRIBER

1

2

3 1. Patient Encounter

2. Obtain REMS 
documentation and forms

3. Submit prescription and 
REMS requirements

4. Pharmacy verifies REMS 
are met

4

PHARMACY

Slide adapted from CodeXTM REMS Integration Use Case Public Call Presentation, “CodeXTM REMS Integration Prototype,” by MITRE on February 14, 2023.
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Prototype Workflow Overview

PATIENT

REMS ADMINPRESCRIBER

1

2

3

4

1. Patient Encounter

2. Obtain REMS 
documentation and forms

3. Submit prescription and 
REMS requirements

4. Pharmacy verifies REMS 
are met

5. Prescriber checks for 
status updates

5

PHARMACY

Slide adapted from CodeXTM REMS Integration Use Case Public Call Presentation, “CodeXTM REMS Integration Prototype,” by MITRE on February 14, 2023.
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Scalable, standards-based solution for REMS integration & optimization 

Phase 
2

2023/24): real-world pilot will be conducted using at 
least the actual infrastructure of one health system 
and pharmacy, real interfaces, and real patient data. 

Phase 
1

2022/23): implementation using synthetic REMS data 
within pilot health system EHRs and pharmacy 
information management systems (PIMS) for 
integration into prescriber and pharmacist workflow 
respectively. 

Phase 
0

2022): demonstrate accessing, sending, and receiving 
of REMS data (e.g., lab data, prescriber education 
status) from a prescriber to the REMS administrator 
and pharmacy system with synthetic/test patients in 
a test/development environment

Planned CodeXTM REMS Integration Use Case Phases 

* These phases do not include the development of a REMS data hub/platform or database for prescriber education and REMS data and information.  This will need to be developed in the future.
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REMS Integration Project Status

• REMS use case: 12th and most recent public use case call on 3/9; next 
public use case call 4/11; plan to start a pilot in the late Summer if 
commitments are achieved

– Sign up for the upcoming 4/11 REMS Public Call under “Quick Links” at: 
https://confluence.hl7.org/display/COD/Risk+Evaluation+and+Mitigation+Strategies+-+REMS

• Prototype development: 8th iteration (REMSv0.8) released on 2/17

• Public workshop on REMS Integration: Held on 10/11/2022

– Generally broad support for the REMS Integration prototype and 
approach

– 300-400 participants for most of the webinar

– Several stakeholders potentially interested in piloting

https://confluence.hl7.org/display/COD/Risk+Evaluation+and+Mitigation+Strategies+-+REMS
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NCPDP® & HL7® FHIR® 
Cross-Pollination

Slide adapted from CodeXTM REMS Integration Use Case Public Call Presentation, “CodeXTM REMS Integration Use Case,” by POCP on February 14, 2023.
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REMS SPL Resources
• REMS Document Technical Conformance Guide

– REMS Document Technical Conformance Guide at https://www.fda.gov/regulatory-
information/search-fda-guidance-documents/rems-document-technical-conformance-guide

• REMS SPL submission requirements began Dec 28, 2022 
– Providing Regulatory Submissions in Electronic Format -- Content of the Risk Evaluation and Mitigation 

Strategies Document Using Structured Product Labeling at https://www.fda.gov/regulatory-
information/search-fda-guidance-documents/providing-regulatory-submissions-electronic-format-
content-risk-evaluation-and-mitigation-strategies

• FDA REMS SPL coding pages
– REMS SPL Sample at https://www.fda.gov/media/104656/download
– https://www.fda.gov/industry/structured-product-labeling-resources/rems-approval
– https://www.fda.gov/industry/structured-product-labeling-resources/rems-protocol
– https://www.fda.gov/industry/structured-product-labeling-resources/rems-requirements
– https://www.fda.gov/industry/structured-product-labeling-resources/rems-stakeholder

• DailyMed SPL Indexing files
– REMS and REMS indexing files

• https://dailymed-data.nlm.nih.gov/public-release-files/rems_document_and_rems_indexing_spl_files.zip

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/rems-document-technical-conformance-guide
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/rems-document-technical-conformance-guide
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/providing-regulatory-submissions-electronic-format-content-risk-evaluation-and-mitigation-strategies
https://www.fda.gov/media/104656/download
https://www.fda.gov/industry/structured-product-labeling-resources/rems-protocol
https://www.fda.gov/industry/structured-product-labeling-resources/rems-requirements
https://www.fda.gov/industry/structured-product-labeling-resources/rems-stakeholder
https://dailymed.nlm.nih.gov/dailymed/spl-resources-all-indexing-files.cfm
https://dailymed-data.nlm.nih.gov/public-release-files/rems_document_and_rems_indexing_spl_files.zip


Questions?




