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Contains Nonbinding Recommendations 

1 Risk Evaluation and Mitigation Strategies: 
2 Modifications and Revisions 
3 Guidance for Industry1 

4 
5 
6 

7 
8 This guidance represents the Food and Drug Administration’s (the FDA’s) current thinking on this topic.  
9 It does not create or confer any rights for or on any person and does not operate to bind the FDA or the 

10 public. You can use an alternative approach if the approach satisfies the requirements of the applicable 
11 statutes and regulations. If you want to discuss an alternative approach, contact the FDA staff responsible 
12 for implementing this guidance.  If you cannot identify the appropriate the FDA staff, call the appropriate 
13 number listed on the title page of this guidance.  
14 

15 
16 
17 
18 I. INTRODUCTION 
19 
20 This guidance provides information on how the FDA will define and process submissions from 
21 application holders2 for modifications and revisions3 to approved risk evaluation and mitigation 
22 strategies (REMS).4  Specifically, this guidance provides information on what types of changes 
23 to REMS will be considered modifications of the REMS, as described in section 505-1(h) of the 
24 Federal Food, Drug, and Cosmetic Act (FD&C Act), and what types of changes will be 
25 considered revisions of the REMS.5  There are different procedures for submission of REMS 
26 modifications and revisions to the FDA, as well as different time frames for FDA review and 
27 action on such changes. This guidance provides information on how REMS modifications and 
28 revisions should be submitted to the FDA, and the FDA’s process for reviewing and acting on 

1 This guidance has been prepared by the Office of New Drugs, the Office of Surveillance and Epidemiology, and 
the Office of Compliance in the Center for Drug Evaluation and Research (CDER) in cooperation with the Center 
for Biologics Evaluation and Research (CBER) at the Food and Drug Administration. 

2 Under section 505-1(b)(7) of the Federal Food, Drug, and Cosmetic Act, the term responsible person means “the 
person submitting a covered application or the holder of the approved such application.” For ease of reference, this 
guidance refers to a responsible person as an application holder. 

3 The portion of this guidance setting forth the submission procedures for risk evaluation and mitigation strategies 
revisions is shaded in grey and is being distributed for comment purposes only. 

4 The REMS is the enforceable document that describes the elements that an application holder is required to 
implement to mitigate a specific, serious risk listed in the labeling of the drug.  All proposed materials that are 
included as part of the REMS (e.g., communication and educational materials, Medication Guide, patient package 
insert, enrollment forms, prescriber and patient agreements) are also approved and enforceable, and are appended to 
the REMS document.  This guidance refers to these materials as appended REMS materials. 

5 21 U.S.C. 355-1(h)(2)(A)(iv) 
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approved REMS that may be implemented following notification to the Secretary under section 
505-1(h)(2)(A)(iv) — here referred to as REMS revisions — it has binding effect, except for the 
portions of the guidance setting forth the submission procedures for REMS revisions, which will, 
when final, have binding effect. 
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29 these submissions.  The definitions of REMS modifications and revisions set forth in this 
30 guidance apply to all types of REMS. This guidance is issued pursuant to sections 505­
31 1(h)(2)(A)(ii), (iii), and (iv) of the FD&C Act.  
32 
33 
34 

This guidance does not address additional procedures that may apply to application holders 
proposing changes to REMS that are part of a single shared system.6  The FDA intends to 

35 address these procedures in future guidance.   
36 
37 The information contained in this guidance pertaining to REMS modification and revision 
38 submission procedures for application holders and the time frames for the FDA review and 
39 action supersedes the information on the same topic contained in the draft guidance for industry 
40 Format and Content of Proposed Risk Evaluation and Mitigation Strategies (REMS), REMS 
41 Assessments, and Proposed REMS Modifications. 
42 
43 This guidance is being issued consistent with FDA’s good guidance practices regulation (21 CFR 
44 10.115). The guidance represents the Agency’s current thinking on major and minor 
45 
46 
47 
48 
49 
50 
51 
52 
53 II. BACKGROUND 
54 
55 
56 

A REMS is a required risk management plan that uses tools beyond the prescribing information 
(the package insert) to ensure that the benefits of certain drugs outweigh their risks.7  If the FDA 

57 
58 
59 

determines that a REMS is necessary to ensure that the benefits of a drug outweigh its risks, the 
FDA is authorized to require a REMS for such drugs under section 505-1 of the FD&C Act,8 

added by section 901 of the Food and Drug Administration Amendments Act of 2007.9  Sections 
60 505-1(g) and (h) include provisions regarding the assessment and modification of an approved 
61 REMS. Section 1132 of the Food and Drug Administration Safety and Innovation Act 

6 See section 505-1(i)(1)(B) of the FD&C Act.  A drug that is the subject of an abbreviated new drug application and 
the listed drug shall use a single shared system to implement the elements to assure safe use. 

7 For the purposes of this guidance, unless otherwise specified, references to drugs include drugs approved under the 
FD&C Act and biological products licensed under the Public Health Service Act (PHS Act), other than biological 
products that also meet the definition of a device in section 201(h) of the FD&C Act (21 U.S.C. 321(h)). 

8 Section 505-1 applies to applications for prescription drugs submitted under FD&C Act subsections 505(b) (i.e., 
new drug applications) or (j) (i.e., abbreviated new drug applications), and applications under section 351 of the 
PHS Act (i.e., biologics license applications). 

9 See 
http://www.fda.gov/RegulatoryInformation/Legislation/FederalFoodDrugandCosmeticActFDCAct/SignificantAmen 
dmentstotheFDCAct/FoodandDrugAdministrationAmendmentsActof2007/default.htm. 
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62 
63 

(FDASIA) later amended the FD&C Act’s provisions regarding changes to an approved 
REMS.10 

64 
65 An application holder may propose a REMS modification at any time.  When the FDA 
66 determines that a modification of a REMS is necessary to ensure that the benefits of a drug 
67 outweigh its risks or to minimize the burden on the health care delivery system of complying 
68 with the REMS, the FDA has the authority to require submission of a proposed modification to a 
69 REMS under section 505-1(g) of the FD&C Act. 
70 
71 
72 

In 2009, the FDA issued draft guidance on the format and content of a REMS, REMS 
assessments, and proposed REMS modifications.11  In that guidance, based on the language of 

73 sections 505-1(g) and (h) of the FD&C Act before the FDASIA amendments, the FDA stated 
74 that any proposed modification to an approved REMS, including proposed changes to materials 
75 that are appended to the REMS document, must be submitted as a proposed REMS modification 
76 in the form of a prior approval supplement (PAS), and must include a REMS assessment.  The 
77 guidance states that the proposed modification(s) may not be implemented until approved by the 
78 FDA. 
79 
80 FDASIA amended the REMS modification provisions under section 505-1(g) and (h) of the 
81 
82 

FD&C Act. Section 505-1(h), as amended by FDASIA, requires the FDA to review and act on 
proposed minor modifications, as defined in guidance, within 60 days.12  It also requires the FDA 

83 
84 

to establish, through guidance, that certain modifications can be implemented following 
notification to the FDA.13  In addition, FDASIA requires the FDA to review and act on REMS 

85 modifications to conform the strategy to approved safety label changes, or to a safety label 
86 
87 

change that the FDA has directed the application holder make pursuant to section 505(o)(4) of 
the FD&C Act, within 60 days.14  Finally, FDASIA specifies that proposed REMS modifications 

88 no longer require submission of a REMS assessment; instead, proposed modifications must 
89 include an adequate rationale for the proposed changes.   
90 

10 See http://www.gpo.gov/fdsys/pkg/PLAW-112publ144/pdf/PLAW-112publ144.pdf. 

11 See the draft guidance for industry Format and Content of Proposed Risk Evaluation and Mitigation Strategies 
(REMS), REMS Assessments, and Proposed REMS Modifications. 

12 See section 505-1(h)(2)(A)(ii) of the FD&C Act. 

13 See section 505-1(h)(2)(A)(iv) of the FD&C Act.  The FDA interprets certain modifications that can be 
implemented upon notification to the FDA to be changes to a REMS that are editorial in nature or appropriate for 
submission in an annual report, and therefore calls these REMS changes revisions to differentiate these changes 
from modifications that require the submission of a supplement and the FDA review and action. 

14 See section 505-1(h)(2)(A)(iii) of the FD&C Act. 
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91 Existing FDA regulations describe how to make changes to an approved new drug application 
92 (NDA), abbreviated new drug application (ANDA), or biologics license application (BLA), and 
93 include a mechanism for rapid implementation of certain changes.15  Some changes must be 
94 submitted as a PAS and approved before they are implemented; changes-being-effected (CBE) 
95 supplements may be implemented at the time they are submitted or 30 days following 
96 submission.16  After review of a supplement, the FDA either approves the supplement (with any 
97 required modifications) or determines that it will not approve the supplement (i.e., issues a 
98 complete response letter).  If the supplement was inappropriately submitted as a CBE, the FDA 
99 will notify the application holder that the proposed change(s) require FDA approval before 

100 implementation.  A description of how these existing submission requirements apply to proposed 
101 REMS changes is provided in greater detail below. 
102 
103 
104 III. POLICY 
105 
106 Changes to REMS will be categorized by the degree of their potential effect on the risk message 
107 (the information provided in the REMS about the serious risks or safe use of the drug) and/or 
108 other REMS requirements (e.g., the activities or other obligations of the application holder, 
109 patients, health care providers, and other stakeholders under the REMS).  Table 1 in section 
110 III.A.2., List of REMS Revisions, shows changes that the FDA has determined do not affect the 
111 REMS risk message or other REMS requirements and will be considered REMS revisions (see 
112 definition below). Changes that potentially affect the REMS risk messages or other REMS 
113 requirements will be considered either minor or major REMS modifications; examples are 
114 provided in Tables 2 and 3 (section III.B.2., Examples of Minor and Major REMS 
115 Modifications), respectively. 
116 
117 The types of changes that potentially affect the risk message include those that augment, 
118 diminish, or alter the focus of the risk message or address an entirely new serious risk.  The types 
119 of changes that potentially affect the REMS requirements include those that augment, minimize, 
120 or otherwise alter the REMS goals, elements, and tools,17 and/or the actions application holders, 
121 patients, health care providers, and other stakeholders must take to comply with the REMS.   
122 

15 See 21 CFR 314.70 and 601.12. 

16 PAS-proposed changes must be approved by the FDA before implementation (21 CFR 314.70(b); 21 CFR 
601.12(b)(3) and (f)(1)).  CBE supplements contain changes that may be implemented by the application holder 
either immediately upon FDA receipt of the supplement (CBE-0 supplements) (21 CFR 314.70(c)(6) and 
601.12(c)(5) and (f)(2)(ii)) or 30 days after FDA receipt of the supplement (CBE-30 supplements) (21 CFR 
314.70(c) and 601.12(c)(3)). 

17 This guidance uses the phrase REMS tool to describe a process or system designed to implement one or more 
REMS elements.  In some cases, an element itself, such as a Medication Guide, may be viewed as a tool.  In other 
cases, such as an element to assure safe use that requires that a drug be dispensed to patients with evidence or other 
documentation of safe-use conditions, specific tools are used to implement a REMS element (e.g., systems to ensure 
that certain laboratory test result outcomes are obtained before a drug may be dispensed).  See the draft guidance for 
industry Format and Content of Proposed Risk Evaluation and Mitigation Strategies (REMS), REMS Assessments, 
and Proposed REMS Modifications. 
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123 Proposed changes to approved REMS should be submitted as follows: 
124 
125  REMS revisions, to be submitted as “REMS Revisions” and documented in the next 
126 annual report 
127 
128 or 
129 
130  REMS modifications, which are categorized as either:  
131 
132  Minor, to be submitted as a CBE-30 supplement 
133  Major, to be submitted as a PAS 
134 
135 See section IV., Procedures, for more information about submission procedures. 
136 
137 A. REMS Revisions 
138 
139 1. Definition 
140 
141 REMS revisions are defined as being limited to editorial changes, corrections of typographical 
142 errors, and changes in the application holder name or address.  These changes are changes to the 
143 REMS document and/or appended REMS materials that do not affect the risk message or other 
144 REMS requirements.  A change to a Medication Guide that is an element of a REMS that meets 
145 the regulatory requirements for annual report submission also would be considered a REMS 
146 revision.18  Submissions of REMS revisions are not supplemental applications and can be 
147 implemented following receipt of the submission by the FDA.  
148 
149 2. List of REMS Revisions 
150 
151 Table 1 provides a list of the changes to an approved REMS that will be considered to be REMS 
152 revisions.  Changes to approved REMS that are not included in Table 1 will be considered 
153 REMS modifications.19 

154 

18 See 21 CFR 208.20(b)(8)(iii), 21 CFR 208.20(b)(8)(iv), and the guidance for industry Medication Guides — 
Adding a Toll-Free Number for Reporting Adverse Events. We update guidances periodically. To make sure you 
have the most recent version of a guidance, check the FDA Drugs guidance Web page at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm. 

19 Application holders should contact the FDA if they have a proposed change that they believe should be a REMS 
revision but is not reflected in Table 1. 
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155 Table 1. REMS Revision (Submitted as REMS Revisions and  
156 Summarized in the Annual Report)20 

Descriptiona 

Change in application holder nameb 

On the REMS document: 

NDA xx-xxx 
BRAND (established) name 
Original New application holder name 
123 American Street 
Suite 445 
City, State 12345 

Updating the contact information (e.g., mailing address, telephone number, fax 
number, and/or email address) for the current application holder on the REMS 
document and/or the appended REMS materials 

On the REMS document: 
NDA xx-xxx 
BRAND (established) name 
Original application holder name 
123 American Street 
Suite 445 
City, State 12345 
Phone (123) 456-7899 1234 

Correcting grammatical, formatting, and/or typographical errors 

“[DRUG] is associated with the potential risk risks of seizure and 
hepatotoxicity.” 

Changing the application holder’s signatory for a Dear Health Care Provider 
Letter that is part of the REMS communication plan materials 

Dear Health Care Professional… 
[Body of letter] 
Sincerely, 
[Name], 
Senior Director, Medical Affairs Senior Medical Director 
[Company] 

157 continued 

20 A summary of REMS revisions should be included under section c of the annual report (21 CFR 
314.81(b)(2)(iii)(c)). 
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158 Table 1, continued 
Descriptiona 

For REMS approved as a single shared system with a list of individual 
company names or drugs specified in the REMS:  

 Adding or removing the name of an application holder and/or new drug 
to the list in the REMS or REMS Web sitec 

Listed in REMS informational materials for prescribers: 

Drugs Covered Under This Program 
Drug name A 
Drug name B 
Drug name C 
New drug name D 

Adding or changing the proprietary or established drug name in the REMS 
document and/or appended REMS materials, if there are no other changes to 
the REMS program, and the FDA has agreed to the name change 

Changing a trademark symbol, designated by ™, to the registered trademark 
symbol, designated by ® 

Changes in the approved package count configuration that result in changes to 
the REMS appended materials (e.g., a change in the national drug code 
numbers listed in the appended materials) 
The following changes to a Medication Guide that is an element of a REMS:d 

Changes in the application holder name and place of businesse 

Inserting the date of the most recent revision of the Medication Guidef 

The addition of the side effects statement and toll-free number for reporting 
adverse events to a Medication Guideg 

159 continued 
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160 Table 1, continued 
Descriptiona 

The following changes to the timetable for submission of assessments:  

Revising the timetable for submission of assessments, to be consistent with the 

FDA’s current standard language for the REMS timetable (as provided in the 

FDA’s REMS document template) 


[Company] will submit the [DRUG] REMS assessments to the FDA at 
18 months, 3 years, and 7 years from the date of the initial approval of 
the REMS (January 1, 2010). 

For REMS involving multiple drugs in the same class and owned by the same 

application holder: 


Changing the timetable for submission of assessments of the REMS to 
synchronize the assessment due date(s) with those for other drugs in 
the class 

161 a The types of REMS changes in italic font are provided for illustrative purposes.  Additions are underlined; 

162 deletions are struckthrough. 

163 b Application holders are responsible for reporting a transfer of ownership in accordance with Federal regulations.  

164 The FDA must be notified in writing by the new and former application holders at the time of transfer in ownership 

165 of an NDA or BLA (21 CFR 314.72; 21 CFR 601.12(f)(1)).  The REMS revision process only applies to updating 

166 the REMS to be consistent with a transfer of ownership previously reported. 

167 c The REMS revision process can be used by the previously existing members of the single shared system REMS to 

168 add or remove an application holder or its drug, and only after that application holder’s REMS is approved or is no 

169 longer required to be part of the single shared system. 

170 d 21 CFR 314.70(b)(2)(v)(B) for NDAs and 21 CFR 601.12(f)(3)(C) for BLAs 

171 e 21 CFR 208.20(b)(8)(iii) 

172 f 21 CFR 208.20(b)(8)(iv) 

173 g See the guidance for industry Medication Guides — Adding a Toll-Free Number for Reporting Adverse Events. 

174 
175 B. REMS Modifications 
176 
177 1. Definition 
178 
179 As stated above, changes to approved REMS will be categorized by the degree of their potential 
180 effect on the risk message and/or the REMS requirements.  Proposed REMS modifications are 
181 divided into two categories: minor modifications and major modifications.   
182 
183 1. Minor modifications are defined as changes that may nominally affect the risk message, 
184 and/or nominally change the REMS requirements21 and are submitted as a CBE-30 
185 supplement 
186 

21 A minor modification corresponds to a “moderate change” under 21 CFR 314.70(c)(1). 
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187 
188 
189 
190 
191 
192 
193 
194 
195 
196 
197 
198 
199 
200 
201 

2. Major modifications are defined as changes that may substantially affect the risk 
message, and/or substantially change the REMS requirements22 and are submitted as a 
PAS 

Proposed changes to approved REMS that are not listed in Table 1 will be considered REMS 
modifications. 

2. Examples of Minor and Major REMS Modifications 

Tables 2 and 3 provide examples of changes to approved REMS that will be considered to be 
minor and major REMS modifications, respectively.  These examples are intended to be 
representative, rather than a comprehensive list of all kinds of minor and major REMS 
modifications. 

Table 2. Minor REMS Modifications (Submitted as CBE-30 Supplements) 
Type of Change Examplesa 

Nominal changes to 
the REMS 
requirements or 
associated processes 
under the REMS 

In the REMS document for an antihypertensive agent: 

“The mailing list for the Dear Health Care Professional Letter will 
consist of health care of any specialty providers in the field of 
cardiology who wrote at least one prescription for [DRUG] within the 
past 2 years.” 

In the REMS document for a REMS with ETASU:* 

[Company] will maintain a database of certified prescribers in the 
REMS program. [Company] will ensure that monitor the database to 
ascertain that prescribers’ certification requirements are met. 

Expanding the enrollment process to include online registration, in addition to 
enrollment via email or fax 

Creation of a new enrollment form that is similar in content to the currently 
approved enrollment form, to accommodate existing processes within closed 
health care systems 

202 

Changing the health care provider enrollment form(s) to collect an additional 
piece of demographic data such as a prescriber’s medical specialty, or 
providers’ unique identifier 

continued 

22 A major modification corresponds to a “major change” under 21 CFR 314.70(b). 
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203 Table 2, continued 
Type of Change Examplesa 

Changes to the 
REMS document 
and/or appended 
REMS materials that 
may nominally affect 
the risk message, 
including the 
presentation of the 
risk message 

Addition of an approved new strength or dosage form of the drug to the REMS 
document and/or the appended REMS materials 

Removal of a strength or dosage form from the REMS document or the 
appended REMS materials (other than the Medication Guide), because either 
approval has been withdrawn and documented by publication of a Federal 
Register notice for the strength/dosage form or the FDA has determined that 
the strength/dosage form was withdrawn from sale for reasons of safety or 
effectiveness  

Adding, removing, or otherwise changing information about other drugs 
mentioned in the appended REMS materials (i.e., not the drug for which the 
REMS was required) 

 Adding a new, recently approved drug to a class of drugs already 
mentioned in the appended REMS materials, such as a new drug to a 
list of drugs that can cause a drug-drug interaction 

Re-ordering the risk information in the appended REMS materials 

Changes to graphics in the appended REMS materials, including changing the 
manufacturer’s logo or the logo for the REMS program 

204 a The types of REMS changes in italic font are provided for illustrative purposes.  Additions are underlined;
 
205 deletions are struckthrough. 

206 * ETASU = element to assure safe use
 
207 

208 Table 3. Major REMS Modifications (Submitted as a PAS) 


Type of Change Examplesa 

Any change to the 
REMS goal(s) 

Addition, removal, or change to a REMS goal 

Original goal: “To reduce the risk of misuse…” 
Revised goal: “To reduce the risk of abuse and misuse…” 

Addition, removal, or 
other major changes 
to a REMS element, 
including the 
timetable for 
submission of 
assessments of the 
REMS 

Changes to the timetable for submission of assessments of the REMS that alter 
the frequency and/or number of the assessments  

Changes to an ETASU to modify the verification process required before the 
drug will be dispensed to patients*  

Removing the Medication Guide as an element of the REMS 

209 continued 
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210 Table 3, continued 
Type of Change Examplesa 

Addition, removal, or 
other major changes 
to a REMS tool 
described in the 
REMS document 
and/or appended 
REMS materials 

Adding a new letter to health professional societies to the communication plan 

Removing the REMS Web site from the communication plan or an ETASU 

Changing the prescriber enrollment form to remove an attestation that the 
prescriber understands the serious risk(s) of the drug 

Adding or removing a prescriber educational tool, such as a slide deck or safety 
information brochure 

Changes to patient demographic or other identifying information collected in 
the enrollment forms or otherwise reflected in the appended REMS materials 

Changes to the Addition of new safety information about the serious risks associated with the 
REMS document drug that are already included in the REMS 
and/or appended 
materials that may Changes to reflect expansion of the patient population based on approval of a 
substantially affect new indication 
the risk message, 
and/or substantially Changes related to drug administration that affect patient safety 
change the REMS 
requirements Changes to reflect a change in the frequency and/or timing of patient laboratory 

testing required to ensure documentation of safe-use conditions 

Changes that may 
substantially affect 
the presentation of 

Changing the name of the REMS program to add or remove wording that 
affects the risk message  

the risk message Original name:  [Established drug name] REMS Program 
New name: [Established drug name] Access and Training REMS 
Program 

Any change to a Any change to a Medication Guide not described under Table 1 must be 
Medication Guide submitted in a PAS, unless the changes are appropriate for submission in a 
that is an element of CBE-0 supplement, or the application holder has been granted a waiver of the 
a REMS and for PAS submission requirement under 21 CFR 314.90c 

which the FDA 
approval of the 
changes is requiredb 

Modification to 
release the REMS 
requirement 

Modification that proposes to remove all remaining elements from a REMS, 
and thus release the REMS requirement entirely 

211 continued 
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212 Table 3, continued 
Type of Change Examplesa 

Modifications due to 
safety labeling 
changes 

Changes to the content of the Prescriber Safety Information Brochure and 
Pharmacy Safety Information Brochure to reflect safety label changes made to 
the WARNINGS and PRECAUTIONS sections of the product label  

213 a The types of REMS changes in italic font are provided for illustrative purposes.  Additions are underlined;
 
214 deletions are struckthrough. 

215 b 21 CFR 314.70(b)(2)(v)(B) and 601.12(f)(1) 

216 c 21 CFR 314.70(c)(6)(iii)(E) and 314.90 

217 * ETASU = element to assure safe use
 
218 
219 
220 IV. PROCEDURES 
221 
222 A. General Considerations 
223 
224 Submissions containing REMS revisions and/or proposed REMS modifications should include a 
225 detailed description of the REMS changes. All proposed REMS modifications initiated by the 
226 application holder (minor or major) also must be accompanied by an adequate rationale for the 
227 proposed change(s).23  This allows the FDA to determine quickly if the appropriate submission 
228 category has been used. 
229 
230 In addition, to assist the FDA with tracking submissions of REMS revisions and modifications, it 
231 is recommended that application holders include a REMS history that outlines all changes made 
232 to the REMS since its approval. The REMS history should be similar in format to the summary 
233 that application holders include in labeling supplements that provides the history of changes 
234 made to the product label.  The REMS history should be in a tabular format that captures all 
235 approved and/or pending changes to the REMS to date (revisions, minor modifications, and 
236 major modifications).  The REMS history should contain a brief overview of the revisions or 
237 modifications, list the REMS materials affected, and, in the case of REMS modifications, 
238 provide either the date of submission (for pending modifications) or approval; or, in the case of 
239 REMS revisions, the date of receipt by the FDA.   
240 
241 When the FDA requires submission of proposed changes to an application holder’s REMS,24 the 
242 FDA will specify the types of changes required and the type of submission that is needed (CBE­
243 30 supplement or PAS).  
244 
245 The Electronic Submissions Gateway Web site25 provides email addresses that application 
246 holders can use for questions about electronic submissions (e.g., location of REMS materials in 
247 the electronic common technical document) and general questions about sending electronic 

23 See section 505-1(g)(4)(A) of the FD&C Act. 

24 See section 505-1(g)(4)(B) of the FD&C Act. 

25 See http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.htm. 
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260 

265 

274 

application.27  Because REMS revisions are not submitted as supplemental applications, they do 279 
not require FDA action, and can be implemented following receipt by the FDA. 280 

281 

253 
254 Application holders should identify a REMS revision submission with the following wording in 

bold capital letters on the top of the first page of the submission: 255 
256 
257 REMS REVISION 

258 
259 A REMS revision submission should include the following: 


261  A detailed description of the changes to the REMS and/or appended materials, the date 

the changes will be implemented, and a REMS history as described above 262 

263 
264  Clean Word versions of the revised REMS and all appended REMS materials 

266  A redlined (track changes) Word version of the revised REMS and revised appended 
REMS materials that shows the changes from the previous versions 267 

268 
 A single PDF file that includes clean versions of the REMS document and all appended 269 

270 materials 
271 

 An updated REMS Supporting Document to align with changes made to the REMS 272 
273 document and REMS appended materials, as appropriate  

275  Specification on Form FDA 356h, under Item 21 Submission: Other (Specify), that the 
276 submission contains a “REMS Revision”  
277 
278 Additionally, REMS revisions should be documented in the next annual report for the 

 

                                                 
   

 
   

 


 

Contains Nonbinding Recommendations 

248 submissions through the electronic submissions gateway.  Application holders also can refer to 
249 the draft guidance for industry Providing Regulatory Submissions in Electronic Format — 
250 General Considerations. 26 

251 
252 B. Submission Procedures for REMS Revisions 

282 All subsequent REMS submissions (i.e., proposed minor or major modifications or additional 
283 REMS revisions) should include previously implemented REMS revisions in the REMS 
284 document and appended materials, and should be noted in the REMS history. 
285 

26 When final, this guidance will represent the FDA’s current thinking on this topic.  

27 A summary of REMS revisions should be included under section c of the annual report 

(21 CFR 314.81(b)(2)(iii)(c)).  
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286 C. Submission Procedures for REMS Modifications 
287 
288 Proposed minor modifications to a REMS should be submitted to the application as a CBE-30 
289 supplement, and proposed major modifications should be submitted as a PAS.  All submissions 
290 containing proposed modifications (either minor or major) must include a detailed description of 
291 the changes and an adequate rationale for the changes being proposed.28  However, an adequate 
292 rationale is not needed when the FDA requires submission of a proposed modification under 
293 section 505-1(g)(4)(B) of the FD&C Act.  
294 
295 An adequate rationale for the proposed REMS modification must include the appropriate 
296 information to support the proposed change(s).29  This may include, but is not limited to, the 
297 reason(s) why the proposed modification is necessary; the potential effect of the proposed 
298 modification on the serious risk(s) for which the REMS was required, on patient access to the 
299 drug, and/or on the burden on the health care delivery system; and other appropriate evidence or 
300 data to support the proposed change.  If a REMS assessment was submitted in the past 18 months 
301 and includes data to support the proposed change, then it can be referenced as the adequate 
302 rationale. 
303 
304 If a proposed REMS modification is submitted as part of an efficacy supplement for a new 
305 indication of use, the REMS assessment that is required in accordance with section 505­
306 1(g)(2)(A) of the FD&C Act will be considered the adequate rationale to support the proposed 
307 REMS modification.  
308 
309 Proposed REMS modifications due to approved safety label changes or to a safety label change 
310 that the FDA has ordered the holder of an application to make pursuant to section 505(o)(4) of 
311 the FD&C Act are considered major modifications and should be submitted as a PAS, but they 
312 are subject to a different time frame for review (see section IV.D., Time Frames for Review of, 
313 and Action on, REMS Modifications). The FDA recommends such REMS modifications be 
314 submitted at the same time as the proposed labeling changes, but in a separate supplement, to 
315 allow the requisite time for the FDA to review and take action.  These types of REMS 
316 modification submissions also should include an adequate rationale.  However, the rationale may 
317 consist of a statement that the REMS changes are submitted due to the approved or ordered 
318 safety label changes. 
319 
320 We encourage application holders to, when possible, submit multiple proposed REMS 
321 modifications of the same type in a single submission, either in a CBE-30 supplement or a PAS, 
322 as appropriate. Additionally, a new proposed REMS modification supplement (either a CBE-30 
323 or PAS) should reference any other pending proposed REMS modifications.  
324 
325 Application holders should identify a proposed REMS modification submission with the 
326 applicable following wording in bold capital letters on the top of the first page of the submission:  
327 

28 See section 505-1(g)(4) of the FD&C Act. 

29 See section 505-1(g)(4)(A) of the FD&C Act. 
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328 NEW SUPPLEMENT FOR NDA/BLA/ANDA [assigned #]  
329 CHANGES BEING EFFECTED IN 30 DAYS 
330 < other supplement identification > 
331 PROPOSED MINOR REMS MODIFICATION  
332 
333 or 
334 
335 NEW SUPPLEMENT FOR NDA/BLA/ANDA [assigned #]  
336 PRIOR APPROVAL SUPPLEMENT 
337 < other supplement identification > 
338 PROPOSED MAJOR REMS MODIFICATION  
339 
340 or 
341 
342 NEW SUPPLEMENT FOR NDA/BLA/ANDA [assigned #]  
343 PRIOR APPROVAL SUPPLEMENT 
344 < other supplement identification > 
345 PROPOSED REMS MODIFICATIONS DUE TO SAFETY LABEL CHANGES 
346 SUBMITTED IN SUPPLEMENT XXX 
347 
348 All proposed REMS modification submissions (minor or major, including modifications due to 
349 safety labeling changes) should include the following: 
350 
351  A detailed description of the changes to the REMS and/or appended REMS materials and 
352 a REMS history as described above 
353 
354  An adequate rationale for the proposed modifications (or, appropriate reference to a 
355 REMS assessment performed in the past 18 months; see the discussion of an adequate 
356 rationale above), if required 
357 
358  A clean Word version of the modified REMS and all appended REMS materials 
359 
360  A redlined (track changes) Word version of the modified REMS and modified appended 
361 REMS materials that shows the changes from the previous versions 
362 
363  An updated REMS Supporting Document to align with changes made to the REMS 
364 document and REMS appended materials, including updates to the REMS assessment 
365 plan, as appropriate 
366 
367  Specification on Form FDA 356h, under Item 21 Submission, that the submission is a 
368 REMS Supplement, and the type of supplement under Item 23 
369 
370 D. Time Frames for Review of, and Action on, REMS Modifications 
371 
372 The FDA will promptly assess submissions that contain proposed REMS modifications to 
373 determine whether the proposed changes meet the criteria for the type of submission used (i.e., 
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374 CBE-30 for minor REMS modifications or a PAS for major REMS modifications, including 
375 REMS modifications due to safety label changes).  If the FDA determines that the REMS 
376 changes are not appropriately submitted, the FDA will do the following:   
377 
378  For major modifications inappropriately submitted as minor modifications in CBE-30 
379 supplements: 
380 
381 ‒ Notify NDA/BLA application holders within 30 days of submission that the changes 
382 are considered major modifications that require FDA approval before implementation  
383 
384 ‒ Notify ANDA application holders within 30 days of submission to withdraw the 
385 CBE-30 supplement and resubmit the proposed REMS modification as a PAS with 
386 the appropriate user fee30 

387 
388  For REMS modifications submitted as major modifications in PAS, including 
389 modifications due to safety labeling changes: 
390 
391 ‒ If the FDA determines that the proposed changes do not require FDA approval before 
392 implementation, change the submission type accordingly and notify the application 
393 holder in writing of the change 
394 
395 For minor modifications, if the FDA informs the application holder within 30 days of receipt of 
396 the CBE-30 supplement that information necessary to act on the submission is missing, 
397 implementation of the modified REMS should be delayed until the supplement has been 
398 amended to provide the missing information.  If the missing information is not received in time 
399 to allow for an adequate review of the CBE-30 supplement, the FDA may issue a complete 
400 response letter. 
401 
402 For REMS modifications appropriately submitted as minor modifications in CBE-30 
403 supplements, the FDA will review and act on the proposed changes no later than 60 days from 
404 receipt of the proposed modifications.31  Although the application holder can implement the 
405 modified REMS 30 days after receipt by the FDA, the changes to the REMS are not considered 
406 final until approved by the FDA. 
407 
408 For REMS modifications appropriately submitted as major modifications in a PAS, the FDA will 
409 review and act on the proposed changes within 180 days of receipt of the proposed 
410 modifications.32 

411 

30 See 21 U.S.C. 379j-42(a)(3). 

31 See section 505-1(h)(2)(A)(ii) of the FD&C Act. 

32 See section 505-1(h)(2)(A)(i) of the FD&C Act. The 180-day review time frame does not apply if the dispute 
resolution process under paragraph (3) or (4) applies. 

16 

http:modifications.32
http:modifications.31


 

 

 
 

 

 

 

 

                                                 
  

  
   

   
 

 
    


 

Contains Nonbinding Recommendations 

412 For a proposed REMS modification due to approved safety label changes or to label changes that 
413 the FDA has ordered the application holder to make under section 505(o)(4) of the FD&C Act, 
414 the FDA will review and act on proposed conforming REMS modification within 60 days of 
415 receipt of the modification.  The FDA interprets REMS modifications that conform to safety 
416 label changes in section 505-1(h)(2)(A)(iii) of the FD&C Act to refer to modifications that 
417 transfer the newly approved label language into the existing REMS and/or appended REMS 
418 materials.  Overall design, programmatic, and/or implementation changes to the REMS that 
419 result from approved (or ordered) safety label changes are not considered conforming REMS 
420 modifications; the FDA will review and act on these modifications within 180 days.  Proposed 
421 major REMS modifications, including modifications to due to safety label changes, must not be 
422 implemented before FDA approval.33 

423 
424 As stated in section IV.C., Submission Procedures for REMS Modifications, the FDA 
425 encourages application holders to submit multiple REMS changes of the same type in a single 
426 submission.  However, because the FDA takes one action per supplement, submissions that 
427 contain REMS changes of different types (e.g., REMS revisions and minor modifications, or 
428 minor modifications and major modifications) will be reviewed and acted upon based on the time 
429 frame for the longer review clock.  Therefore, submissions that include both minor and major 
430 REMS modifications will be reviewed and acted upon within 180 days of receipt to allow 
431 sufficient time for review of the major modifications.  Submissions containing both minor 
432 modifications and REMS revisions will be reviewed and acted upon within 60 days to allow 
433 sufficient time for review of the minor modifications.  
434 
435 Proposed REMS modifications that are submitted together with a REMS assessment that is 
436 required in accordance with the timetable for submission of assessments of the REMS will be 
437 reviewed concurrently. Action on the proposed REMS modifications will follow review of the 
438 REMS assessment. 
439 
440 Proposed REMS modifications submitted or required as part of an efficacy or chemistry, 
441 manufacturing, and controls supplement will be reviewed and acted on as part of that 
442 supplement, and not according to the time frames described above for REMS revisions, minor 
443 modifications, or major modifications.34  REMS changes submitted as part of an efficacy or 
444 chemistry, manufacturing, and controls supplement may not be implemented until approved. 
445 

33 See 21 CFR 314.70(b)(3).  It is the FDA’s view that the labeling changes process under 21 CFR 314.70 and 
601.12 continues to be available to application holders in situations in which the application holder becomes aware 
of newly acquired information, including in circumstances that meet the criteria for submission of a supplement — 
changes being effected (CBE-0). 

34 For more information on the FDA’s review of efficacy supplements, see the guidance for industry Standards for 
the Prompt Review of Efficacy Supplements, Including Priority Efficacy Supplements. For more information on the 
FDA’s review of chemistry, manufacturing, and controls supplements, see the guidance for industry Changes to an 
Approved NDA or ANDA. 
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446 E. Posting Revised and Modified REMS on the FDA Web Site 
447 
448 All approved REMS and their appended materials are posted on the FDA’s Web site.35 

449 
450 The FDA intends to post updated REMS reflecting REMS revisions on the Web site within 14 
451 days of receipt of the submission. 
452 
453 For proposed REMS modifications submitted as either CBE-30 or PAS supplements, the FDA 
454 intends to post the REMS and appended materials on the Web site generally within 3 days of 
455 approval. 
456 
457 
458 V. CONTACT INFORMATION 
459 
460 The primary contacts for questions about a proposed REMS revision or modification are as 
461 follows. 
462 
463 In CDER: 
464 
465  For a drug under an NDA or BLA: the regulatory project manager in the Office of New 
466 Drugs (OND) review division responsible for that drug  
467 
468  For a drug under an ANDA: the regulatory project manager in the Division of Project 
469 Management, Office of Regulatory Operations, in the Office of Generic Drugs (OGD) 
470 
471 CDER’s Office of Surveillance and Epidemiology, and other program offices as needed, will 
472 work with OND and OGD in the review of a proposed REMS modification. 
473 
474 In the Center for Biologics Evaluation and Research (CBER): 
475 
476  The regulatory project manager in the office responsible for that drug  
477 
478 CBER’s Office of Biostatistics and Epidemiology, and other program offices as needed, will 
479 work with the appropriate drug office in the review of a proposed REMS modification.  
480 

35 See 
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/default.htm. 
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