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Learning Objectives

What is a REMS?
 Define a REMS and REMS requirements

Types of REMS Submissions
 Describe development of Shared System (SS) REMS with a Drug
Master File (DMF) vs. without a DMF, and
 Separate Comparable REMS

Effective Communication
e Communicate with FDA regarding the status of your REMS
e Communicate with the applicable reference listed drug holder
wwidagor  regarding a shared system REMS




What is a REMS?

The Food and Drug Administration Amendments Act (FDAAA) of 2007, under Section
901 requires applicants to:

1. Develop and comply with REMS under section 505-1 of the Federal Food,
Drug, and Cosmetic Act (FD&C Act).

2. Develop a risk management plan beyond the labeling to ensure the benefits
of a drug outweigh known risks.

3. Generally, focuses on communicating to patients, communicating to health
care providers and may include required activities or clinical interventions
before the drug can be prescribed, dispensed or received.

www.fda.gov



When is a REMS Necessary?

REMS: FDA’s Application of
Statutory Factors in
Determining When a REMS Is

* Seriousness of the known or potential adverse Necessary
events Guidance for Industry

Consideration of the following factors:

»  Expected benefit of the drug
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e Seriousness of the disease
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* Whether the drug is new [i.e., a new molecular S

entity (NME)]
 Expected duration of treatment
e Size of the population likely to use the drug
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REMS Submission Requirement

FDA may require a REMS:

Pre-Approval
FDA determines a REMS is necessary to ensure the benefits of the
drug outweigh the risk(s)

Post-Approval
FDA becomes aware of new safety information and determines that

a REMS is necessary to ensure the benefits of the drug outweigh the
risk(s)

www.fda.gov



REMS Requirements for ANDAs

If the Reference Listed Drug (RLD) has a
REMS, then all ANDAs must also have a REMS
using one of the following options:

 Work with the RLD to develop a new Single,
Shared System REMS

* Join an already existing Shared System REMS

* Pursue a separate, comparable system from the
Shared System REMS and work independently
from the RLD

www.fda.gov

Development of a
Shared System REMS

Guidance for Industry

DRAFT GUIDANCE

This guidance document is being distributed for comment purposes only.
Comm d suggestions regar d ng this d ftd t should be submitted within 60 days of
publicl n the Feder: le of the notic cing the a lblty of the draft
guidancc. S bmit electroni e h “// ‘c"ul ations.gov. Submit written
comments to the Dockets Management S aff (HFA- 305) Food and Drug Administration, 5630
Fishers L e, Rm. 1061, Rockv ll MD 20852. All comments h uld be identifi dw1th the
docket b listed in the notice of availability that publishes in the Federal Regist
For questions regarding this draft doc ct (CDER), Lubna Merchant, Office of
Surveillance and Epidemiology, at 301—796—5162 or (CBER) Office of Communication,
Outreach and Development, 800-835-4709 or 240-402-8010.

U.S. Department of Health and Human Services
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REMS: Important Reminders

* Know your product! Access the REMS@FDA website to determine if the
RLD or Reference Standard (RS) has a REMS

e Search for and review the latest REMS guidances in advance of your
submission (see Resources Slide)

A REMS Pre-Approval Notification Letter (RNL) is sent to the applicant
after the application is accepted for review

A REMS proposal is not required at initial ANDA filing, but a statement of
intent regarding the REMS is recommended

* |f resubmitting after a Complete Response action, the REMS proposal
should be part of the resubmission

www.fda.gov 7


https://www.accessdata.fda.gov/scripts/cder/rems/index.cfm

FDA
What to Submit .

Submit a full REMS proposal: Using Type V DMF REMS:
* If there is no Type V DMF * Best option!!
* If you do not plan to work with * Only need to submit a cover
the RLD letter and letter of authorization
* Submission of REMS proposal (LOA) to ANDA file (no full REMS
must be very detailed (noted on proposal needed)

next slide)  LOA must also be in the DMF

www.fda.gov 8



REMS Submissions: Full REMS Proposal

Proposed REMS submission includes:
1. REMS (REMS document and REMS materials)
2. REMS Supporting Document

Submission Instructions for each Applicant (No REMS DMF):

* Initial submission (REMS Proposal) - “PROPOSED REMS for ANDA #it##H#"

e Subsequent submissions (REMS Amendment) - “PROPOSED REMS for ANDA #i##Hi# -
AMENDMENT”

e REMS document submitted in Structured Product Labeling (SPL) format

www.fda.gov



T'D JAN
Communication is Key to Success .

Communicating with the FDA

Review your Pre-Approval REMS
Notification Letter (RNL)

Submit disclosure Authorization letter (if
applicable)

Attend Kick-off Meeting scheduled by FDA
for RLD, and generic drug applicant(s)

Submit biweekly updates

Contact the REMS Coordinator listed in
your Pre-Approval RNL if you need help

Communicating with the RLD

Reach out to the RLD as soon as you
receive your Pre-Approval RNL

Collaborate early to develop a Shared
System REMS or obtain a LOA to a REMS
DMF

Review the FDA REMS website frequently
throughout your review to ensure there
are no REMS updates to the RLD or
existing SS REMS
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REMS@FDA

REMS: Helpful Tools

www.fda.gov

Approved Risk Evaluation and Mitigation Strategies (REMS)

£ Share o0 | jp Linkedin | &g Email | & Print

REMS@FDA
Contact Us | REMS Resources | ) Get REMS Email Alerts | Reports & Data Files | REMS Public Dashboard (NEW)

Parsons with disabilities having problems accessing the PDF file(s) below may call (301) 796-3634 for assistance.

The Food and Drug Administration Amendments Act of 2007 gave FDA the authority to require a Risk Evaluation and Mitigation Strategy (REMS) from manufacturers to ensure that the benefits of a drug or biological product
outweigh its risks.

The tahle below provides links to currently approved individual and shared system REMS.

Information on historical and released REMS is available in downloadable: data files.

Filter by Keyword (e.g. REMS name, active ingredient, element) | Excel | Ccsv | Print |

Name REMS Approved 4 Last Updated 4 MedGuide (ME)* 4 Comm.Plan(CP) §  ETASU 4§ Imp. System (1S) %
Abecma (/decabtagene vicleucef), suspension, for infravenous infusion
ah.lﬂ_;_,:k g hSUSp 03/26/2021 04/20/2021 ETASU 1S
If
f}f’_su"e (apine, aesnsol o 1202172012 01/27/2022 ETASU IS
NUA
md_’" Pie e 08/18/2015 10/08/2019 MG
s 11/22/2016 05/18/2022 ETASU
Shared System REMS
Alvimopan Shared System REMS
p i y 12/19/2018 12/19/2019 ETASU 1S
Shared System REMS
Ambrisentan Shared System 03/26/2019 06/08/2021 ETASU 1S
Shared System REMS
Aveed (testosterone undecanoate), injection
w:u("-'-"r ki 03/03/2014 05/26/2022 ETASU Is
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https://www.accessdata.fda.gov/scripts/cder/rems/index.cfm

REMS: Helpful Tools
FDA REMS Public Dashboard

FDA Risk Evaluation and Mitigation Strategy (REMS) Public Dashboard
Total REMS Active REMS ETASU Shared REMS Maodifications REMS Revisions REMS Released REMS Summary Disclaimer User Manual FAQ Site Feedback
Ever Approved User Selection Currently Active Annually Quarterly | Monthly
| anrems w
REMS Approved REMS Approved
a8 % 2 2
Name Q, ApplicationM... Q  REMSApp.. Q, |Elemen.. Q Comm.. Q Medic.. Q  Active Q REM
a
Abecma BLA #125736 @83/26/2821 Yes No Yes Yes
Abstral NA e1/e7/2011 Yes No Yes No
68 Actemra Multiple Applications  @1/88/2616 No Yes Yes No
Actig NDA #828747 e7/28/2e11 ‘fas Mo Yes No
Actanel NDA#828835 a1/25/20811 No No Yes No
W
z Actonel with calcium NDA#821823 81/25/2611 No No Yes No
x 48
5 Actoplus Met NA 89/14/28689 No No Yes No
=
Actoplus Met XR NA @5/12/26689 No No Yes No
Actos NDA#871673 89/83/2669 No MNo Yes No
28 Adasuve NDA #822549 12/21/2812 Yes Yes No Yes
Addyi NDA #822526 88/18/2015 Yes No No Yes
Adempas NDA#284819 18/88/2813 Yes No Yes No
Advair Diskus NDA#8216877 a4/3e/26a8 No No Yes No
a
2888 2809 2818 2811 2812 2813 2814 2815 2816 2817 2818 2819 20828 2021 2822 X k
Year, AllREMS
W AlIREMS
Data as of January 24, 2023 Vulnerability Disclosure Policy 12
This page displays the REMS approved for a selected time period. The elements of the REMS reflected in the table are the elements with which the REMS was initially approved.



https://fis.fda.gov/sense/app/ca606d81-3f9b-4480-9e47-8a8649da6470/sheet/dfa2f0ce-4940-40ff-8d90-d01c19ca9c4d/state/analysis

Resources

Guidance Documents

Search for FDA Guidance Documents

REMS: FDA’s Application of Statutory Factors in Determining When a REMS is Necessary for Industry
Development of a Shared System REMS Guidance for Industry (Draft Guidance)

Format and Content of a REMS Document Guidance for Industry

Risk Evaluation and Mitigation Strategies: Modifications and Revisions Guidance for Industry

Use of a Drug Master File for Shared System REMS Submissions Guidance for Industry (Draft Guidance)

Additional REMS Information

REMS@FDA

REMS Public Dashboard

www.fda.gov
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