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Format and Content of a REMS Document 1 

Guidance for Industry0F

1 2 
 3 

 4 
This draft guidance, when finalized, will represent the current thinking of the Food and Drug 5 
Administration (FDA or Agency) on this topic.  It does not establish any rights for any person and is not 6 
binding on FDA or the public.  You can use an alternative approach if it satisfies the requirements of the 7 
applicable statutes and regulations.  To discuss an alternative approach, contact the FDA staff responsible 8 
for this guidance as listed on the title page.   9 
 10 

 11 
 12 
I. INTRODUCTION  13 

This guidance provides updated recommendations for the format and content of a risk evaluation 14 
and mitigation strategy (REMS) document for a prescription drug product, including a biological 15 
drug product.1F

2  A REMS document, which is part of a REMS that is required by FDA,   16 
establishes the goals and requirements of the REMS.   17 

This guidance provides recommendations to applicants on drafting proposed REMS documents 18 
and converting an already-approved REMS document to a new, standardized format that is 19 
clearer, more informative, and supports submission of a REMS document in Structured Product 20 
Labeling (SPL) format.  FDA does not expect applicants of an approved product subject to a 21 
REMS to submit a proposed REMS modification solely to convert their REMS document to the 22 
new format.  Changing the REMS document to the new format should be done in conjunction 23 
with other REMS modifications. 24 

This guidance provides an overview of the types of information that should be included in a 25 
REMS document. Additional and more detailed information is provided in the template 26 
appended to this guidance, which is also available on FDA’s Web site.2F

3  This guidance and the 27 
appended template are intended to help ensure that REMS documents are clear, understandable 28 
to stakeholders, and to the extent possible, consistent in content and format.  29 

                                                 
1 This guidance has been prepared by the Office of Medication Error Prevention and Risk Management, Office of 
Surveillance and Epidemiology in the Center for Drug Evaluation and Research (CDER) in cooperation with other 
Offices within CDER and the Center for Biologics Evaluation and Research (CBER) at the Food and Drug 
Administration.  
2 For purposes of this guidance, unless otherwise specified, references to drugs and drug products include drugs 
submitted for approval or approved under sections 505(b) or 505(j) of the Federal Food, Drug and, Cosmetic Act 
(FD&C Act) and biological products licensed under section 351 of the Public Health Service 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)). 
These applications are termed covered applications and refer to new drug applications (NDAs), abbreviated new 
drug applications (ANDAs) and biologics license applications (BLAs). 
3 See Appendix for the REMS Document Template and 
https://www.fda.gov/AboutFDA/Transparency/Basics/ucm325201.htm. 
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This guidance revises the 2009 draft guidance for industry Format and Content of Proposed Risk 30 
Evaluation and Mitigation Strategies (REMS), REMS Assessments, and Proposed REMS 31 
Modifications to: (1) provide updated recommendations on the format and content of a REMS 32 
document 3F

4 and (2) remove information related to REMS assessments and proposed REMS 33 
modifications that are being addressed in separate guidance documents.4F

5  This guidance does not 34 
provide detailed information on the format and content of other documents that are part of a 35 
REMS submission, such as the REMS materials5F

6 or the REMS supporting document.6F

7  36 
Furthermore, the guidance does not include information on how to design, implement, or 37 
evaluate a REMS, and does not address submissions that are unique to shared system REMS.7F

8 38 

In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  39 
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 40 
as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 41 
the word should in Agency guidances means that something is suggested or recommended, but 42 
not required. 43 

 44 

 45 

II. BACKGROUND 46 

A. FDA’s REMS Authority  47 

Section 505-1 of the Federal Food, Drug, and Cosmetic Act (FD&C Act) establishes FDA’s 48 
REMS authority.  A REMS is a required risk management strategy that can include one or more 49 
elements to ensure that the benefits of a drug outweigh its risks. 50 

If FDA determines that a REMS is necessary,8F

9 the Agency may require one or more REMS 51 
elements, which could include a Medication Guide,9F

10 a patient package insert,10F

11 and/or a 52 

                                                 
4 When final, this guidance will represent the FDA’s current thinking on this topic. For the most recent version of a 
guidance, check the FDA Drugs guidance Website at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm. 
5 See guidance for industry Risk Evaluation and Mitigation Strategies: Modifications and Revisions, available at 
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm441226.pdf.  
6 All proposed materials that are included as part of the REMS (e.g., communication and educational materials, 
enrollment forms, prescriber and patient agreements) are also approved and are appended to the REMS document. 
This guidance refers to these materials as REMS materials. 
7 For purposes of this guidance, the REMS supporting document expands on information in the REMS document and 
provides additional information about the REMS, such as the rationale for, and supporting information about, the 
design, implementation, and assessment of the REMS. 
8 See Section 505-1(i)(1)(B) of the FD&C Act. Unless a waiver has been granted, a drug that is the subject of an 
abbreviated new drug application and the listed drug shall use a single shared system for the elements to assure safe 
use. 
9 See draft guidance for industry FDA’s Application of Statutory Factors in Determining When a REMS Is 
Necessary, available at http://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-
gen/documents/document/ucm521504.pdf. 
10 See Section 505-1(e)(2) of the FD&C Act. 
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communication plan.11F

12  FDA may also require elements to assure safe use (ETASU) as part of a 53 
REMS. 12F

13  ETASU may be required if the drug has been shown to be effective, but is associated 54 
with a specific serious risk and can be approved only if, or would be withdrawn unless, such 55 
elements are required as part of a strategy to mitigate a specific serious risk(s) listed in the 56 
labeling of the drug.  ETASU may be required for drug products initially approved without 57 
ETASU when other elements are not sufficient to mitigate a serious risk.  58 

Specifically, ETASU may include one or any combination of the following requirements13F

14: 59 

 Health care providers who prescribe the drug have particular training or experience, or 60 
are specially certified 61 

 Pharmacies, practitioners, or health care settings that dispense the drug are specially 62 
certified 63 

 The drug be dispensed to patients only in certain health care settings, such as hospitals 64 
 The drug be dispensed to patients with evidence or other documentation of safe use 65 

conditions, such as laboratory test results 66 
 Each patient using the drug be subject to monitoring 67 
 Each patient using the drug be enrolled in a registry 68 

 69 
If a REMS includes certain ETASU, the REMS may also include an implementation system to 70 
enable the applicant to monitor, evaluate, and improve the implementation of the elements (e.g., 71 
development of a REMS specific Web site or call center to facilitate enrollment; establishment of 72 
electronic databases of certified health care settings).14F

15 73 

All REMS should include one or more overall goals, and if the REMS has ETASU, the REMS 74 
must include one or more goals to mitigate a specific serious risk listed in the labeling of the 75 
drug and for which the ETASU are required.15F

16   76 

Finally, REMS generally must include a timetable for submission of assessments of the REMS.16F

17  77 
The timetable for submission of assessments of the REMS must include an assessment by the 78 
dates that are 18 months and 3 years after the REMS is initially approved, and an assessment in 79 
the 7th year after the REMS is approved, or at another frequency specified in the REMS. 17F

18 80 

                                                                                                                                                             
11 Id. 
12 See Section 505-1(e)(3) of the FD&C Act. 
13 See Section 505-1(f) of the FD&C Act. 
14 See Section 505-1(f)(3) of the FD&C Act. 
 
15 See Section 505-1(f)(4) of the FD&C Act. 
 
16 See Section 505-1(f)(3) of the FD& C Act. 
17 New Drug Applications (NDAs) and Biologics License Applications (BLAs) must include a timetable for 
submission of assessments. ANDAs are not subject to the requirement for a timetable for submission of assessments 
(Section 505-1(i)), but FDA can require any application holder, including ANDA applicants, to submit REMS 
assessments under Section 505-1(g)(2)(C). 
18 See Section 505-1(d); see also 505-1(g)(2) of the FD&C Act. 
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B. FDA’s Considerations for Changing the Format of the REMS Document 81 

Since the publication of the 2009 draft guidance for industry Format and Content of Proposed 82 
Risk Evaluation and Mitigation Strategies (REMS), REMS Assessments, and Proposed REMS 83 
Modifications, FDA has received public feedback on improving the REMS document. 18F

19,
19F

20  FDA 84 
is revising its recommendations on the format and content of the REMS document in response to 85 
the public’s feedback and to provide assistance with drafting a clearer, more informative, and 86 
standardized document.  Additionally, the new format would support submission of REMS 87 
documents in SPL format. 20F

21,
21F

22  88 

The new format for the REMS document, as described in this guidance, contains substantially 89 
the same content as described in the original guidance; however, the information is reorganized.  90 
In the old format, the REMS requirements22F

23 were organized by the statutory elements.  In the 91 
new format, requirements are organized by who is responsible for implementing the requirement, 92 
when the requirement is to be implemented, what action is required, and with what REMS 93 
material(s).  The new format also makes greater use of tables and bulleted lists to better present 94 
and organize the information.  95 

 96 

 97 

III. FORMAT AND CONTENT OF A REMS DOCUMENT  98 

A REMS document establishes the goals and requirements of the REMS as they relate to the 99 
required REMS elements.  This information is described in more detail in the sections below. 100 

To facilitate the applicant’s implementation of the recommended format, FDA has developed a 101 
template to use in conjunction with this guidance.  The template is appended to this guidance and 102 
is also available on FDA’s Web site, at 103 
https://www.fda.gov/AboutFDA/Transparency/Basics/ucm325201.htm.   104 

As described here, the template contains specific sections and provides standardized language to 105 
describe common REMS requirements.  The standardized language was developed by FDA after 106 
review and comparison of existing approved REMS documents, consideration of stakeholder 107 
feedback on REMS documents, and FDA’s experience in reviewing REMS and implementing its 108 
REMS authorities.  It is the Agency’s view that where REMS requirements are the same across 109 
REMS, the language used to describe the requirements should be consistent.  FDA recommends 110 
that applicants use the standardized language whenever possible to help ensure consistency and 111 

                                                 
19 See http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm. 
20 See http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm350852.htm. 
21 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 and facility information. 
22 See additional information on REMS SPL, available at 
https://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm517343.htm 
23 For the purpose of this guidance, REMS requirements are the mandatory activities or other obligations of the 
application holder, health care providers, patients, and other stakeholders under the REMS. 



Contains Nonbinding Recommendations 
Draft — Not for Implementation 

 

5 
 

facilitate efficient review of the REMS document.   If alternative language is proposed, FDA 112 
recommends that applicants provide an explanation for their proposed language. 113 

A. Administrative Information 114 

The Administrative Information section should include relevant administrative information such 115 
as the application number(s), application holder’s name, the date that the REMS was initially 116 
approved, and the date of the most recent revision or modification of the REMS.5   117 

B. REMS Goals 118 

The REMS Goals section should describe the overall, safety-related health outcome(s) that the 119 
REMS is designed to achieve.  Because risk mitigation goals cannot always be measured 120 
directly, it is important to also include one or more intermediate measurable objectives that, if 121 
achieved, indicate that the REMS is meeting its goals.  For example, a REMS for a drug that 122 
causes renal toxicity may include a goal to mitigate the risk of renal failure, and the measurable 123 
objectives could be that patients undergo periodic testing of serum creatinine and that 124 
appropriate management steps are undertaken based on the test results. 125 

C. REMS Requirements 126 

The REMS Requirements section should establish the requirements of the REMS for both the 127 
REMS participant(s) and the applicant(s).  REMS participants are stakeholders who participate 128 
in the REMS based on their role in clinical assessment, prescribing, dispensing, administering, or 129 
monitoring, as well as the distribution process.  They can include health care providers who 130 
prescribe, patients who receive the drug, health care settings, practitioners, pharmacies that 131 
dispense, and wholesalers/distributors that distribute. 132 

The REMS Requirements section should be divided into the following subsections: 133 

1. REMS Participant Requirements  134 

The REMS Participant Requirements are the activities that REMS participants must 135 
undertake in REMS with ETASU. Applicants are responsible for ensuring compliance 136 
with these requirements, and addressing any noncompliance.  For example, if a REMS 137 
includes a requirement for prescribers of a drug to complete training, the applicant is 138 
required to ensure that prescribers comply with the requirement to complete the training. 139 

If there are no requirements for REMS participants to carry out, the REMS Participant 140 
Requirements section should not be included in a REMS document.   141 

In the REMS document, REMS Participant Requirements should be presented as a series 142 
of tables.  There should be a separate table for each type of participant and each table 143 
should be formatted as follows:  144 

 145 
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[REMS Participant] 146 

[Timing] 
[Requirement] using [REMS material] 

[Requirement] 

[Timing] 
[Requirement] 

[Requirement] 

 147 
The table describes the participant who is responsible for complying with the 148 
requirement(s), what requirement(s) each participant needs to carry out, when the 149 
participant should perform each requirement(s), and with what REMS material. These 150 
items are described in further detail, below.   151 

[REMS Participant]: REMS participants are stakeholders who participate in the REMS 152 
and are described based on their role in clinical assessment, prescribing, dispensing, 153 
administering, or monitoring as well as the distribution process. Error! Bookmark not defined. For 154 
example, REMS participants can include health care providers who prescribe; patients 155 
who receive the drug; health care settings, practitioners, and pharmacies that dispense; 156 
and wholesalers/distributors. 157 

[Timing]: The timing of the requirement refers to when the participant must carry out the 158 
requirement, and generally is associated with either a clinical activity (e.g., before a 159 
patient initiates treatment, during treatment, or after treatment discontinuation), or an 160 
administrative activity (such as prescriber certification23F

24). 161 

[Requirement]: Participant requirements generally include clinical or administrative 162 
activities that the participant must comply with as part of the REMS.   An example of a 163 
clinical requirement is “Monitor the patient for injection site reactions.”  An example of 164 
an administrative requirement is “Enroll the patient in the REMS.”24F

25  In addition, some 165 
administrative requirements refer to “documentation of safe use conditions,” 25F

26 which are 166 
activities that help ensure that health care providers or patients meet specified criteria 167 
before the drug is dispensed.  For example, documentation of safe use conditions can 168 
include verifying that the prescriber is certified or that a required lab test was completed. 169 

[REMS Material]: Materials, such as enrollment forms and educational materials, refer 170 
to the specific documents that participants need to use to comply with a requirement. 171 

                                                 
24 Certification requires that health care providers, pharmacies, or health care settings meet certain REMS 

requirements to be able to prescribe, dispense, or order a drug.  Once the health care provider, pharmacy, or 
setting has met these requirements, they are referred to as “certified.”  For health care providers who prescribe the 
drug, the process for obtaining this certification is referred to as “prescriber certification,” and for health care 
providers, pharmacies, and settings that dispense the drug, this process is referred to as “dispenser certification.”   

25 For purposes of this guidance, REMS enrollment is the process by which participants provide basic identifying 
and demographic information to the REMS program, allowing the applicant to track and communicate with 
REMS participants. 

26 See Section 505-1(f)(3)(D) of the FD&C Act. 



Contains Nonbinding Recommendations 
Draft — Not for Implementation 

 

7 
 

They should be included as a hyperlink within the requirement text that directs readers to 172 
the material and they are appended to the REMS document. 26F

27  173 

2. REMS Applicant Requirements  174 

The REMS Applicant Requirements in the REMS are generally the requirements for 175 
applicants to (1) develop and provide REMS training; (2) develop and disseminate REMS 176 
communications; (3) support REMS operations; and to (4) ensure participants’ 177 
compliance with the REMS.  A REMS may include some or all of these types of 178 
requirements.  179 

Requirements related to training can include the requirement for the applicant to develop 180 
REMS training materials and provide to health care providers, and develop a knowledge 181 
assessment for health care providers to complete as part of the training.  The REMS 182 
training requirements should include information about how the training is being 183 
provided (e.g., website, mailing, in-person) and whether the training is being provided by 184 
a continuing education (CE) provider.  185 

Requirements related to communication can include requirements for the applicant to 186 
develop materials about the REMS and/or the risks and safe use of the drug, and to 187 
disseminate the materials to health care professionals and professional organizations or 188 
societies.  The following information should be included: the intended recipients, the type 189 
of materials to be disseminated, how the materials will be disseminated, and the timing of 190 
the dissemination(s).  191 

Requirements related to operations can include requirements for the applicant to develop, 192 
establish, and implement systems and infrastructure (e.g., databases, websites, call 193 
centers) to support the REMS requirements that enable access to and participation in the 194 
REMS.   195 

Requirements related to compliance with the REMS can include requirements for the 196 
applicant to monitor and evaluate REMS participants’ compliance with the REMS to 197 
ensure the REMS requirements are being met.  These requirements include ensuring (e.g., 198 
through audits) that all REMS processes and procedures to support the REMS 199 
requirements are in place, functioning, and are being complied with.   200 

D. REMS Assessment Timetable 201 

The REMS Assessment Timetable section of the REMS document should describe the timetable 202 
for submission of assessments of the REMS by the applicant.  REMS are generally required to 203 
include a timetable for submission of assessments, and applicants are required to submit 204 
assessments of the REMS at the specified intervals.27F

28 205 

                                                 
27 A comprehensive list of all REMS materials is also included at the end of the REMS document (See Section III.E 

REMS Materials of this guidance) 
28 See Section 505-1(d) of the FD&C Act. 
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E. REMS Materials 206 

The REMS Materials section should provide a comprehensive list of all the materials that are 207 
required for the REMS (e.g., enrollment forms, educational materials, counseling tools, and 208 
Patient-Provider Agreements).  The list should be organized by the REMS participant(s) to 209 
which the materials apply and the type of REMS material. The materials themselves should be 210 
appended to the REMS document.   211 

 212 

IV. PROCEDURES 213 

A. Proposed REMS Submissions 214 

Proposed REMS submissions should include two parts: the REMS (REMS document and REMS 215 
materials) and the REMS supporting document. 216 

 REMS document and REMS materials 217 

The REMS document should use the format and content described in section III (Format and 218 
Content of a REMS Document).  With the exception of the Medication Guide, the REMS 219 
materials should be appended to the REMS document.  Foreign-language versions of REMS 220 
materials are not considered part of the approved REMS, and are not reviewed by FDA. 28F

29   221 

 REMS supporting document 222 

The REMS supporting document should expand on information in the REMS document, and 223 
provide additional information about the REMS, such as the rationale for and supporting 224 
information about the design, implementation, and assessment of the REMS (e.g., why a 225 
REMS is necessary based on application of the statutory factors,29F

30 how the REMS would 226 
ensure that the benefits of the drug outweigh the risks, implementation processes, compliance 227 
and enforcement policies and procedures, definitions, knowledge assessment scoring criteria, 228 
and the REMS assessment plan).  229 

Proposed REMS modifications to convert an already-approved REMS document to the new 230 
format should be submitted in accordance with the procedures outlined in the guidance for 231 
industry, Risk Evaluation and Mitigation Strategies: Modifications and Revisions.30F

31  FDA does 232 
not expect application holders of approved REMS to submit a proposed REMS modification 233 
solely to convert their REMS document to the new format. Changing the REMS document to the 234 
new format should be done in conjunction with other REMS modifications. 235 

                                                 
29 Consistent with CDER’s approach to foreign-language labeling, when applicants distribute foreign-language 

versions of a currently approved REMS, applicants are responsible for ensuring that such materials are complete 
and accurate. See 21 CFR 201.15(c). 

30 See draft guidance for industry FDA’s Application of Statutory Factors in Determining When a REMS Is 
Necessary, available at http://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-
gen/documents/document/ucm521504.pdf. 
 
31 See guidance for industry Risk Evaluation and Mitigation Strategies: Modifications and Revisions, available at 
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm441226.pdf. 
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B. Submission Type 236 

A proposed REMS can be included in the initial submission of an original or supplemental 237 
application,31F

32 or submitted as an amendment to an existing original or supplemental application.  238 
All supplemental applications32F

33  that include a new proposed REMS should be submitted as 239 
prior-approval supplements. A proposed REMS submitted after product approval and not 240 
associated with an existing supplemental application should be submitted as a new supplemental 241 
application.33F

34 242 

C. Submission Identification 243 

The first page of a proposed REMS submission should prominently identify the submission as 244 
PROPOSED REMS in bold capital letters at the top of the page.  This wording on the first page 245 
of the submission should be combined with any other applicable content identification, for 246 
example: 247 

When the proposed REMS is submitted as part of an original application: 248 
 249 

NDA/BLA/ANDA [assigned #] 250 
NEW ORIGINAL APPLICATION FOR <name of drug> 251 
PROPOSED REMS 252 
 253 

When the original proposed REMS is submitted as an amendment to an existing original or 254 
supplemental application: 255 
 256 

PROPOSED REMS for NDA ######, ANDA ######, BLA ######   257 
 258 
PROPOSED REMS for NDA ######/S-000, ANDA ######/S-000, BLA ###### -259 
AMENDMENT 260 
 261 

When the original proposed REMS is submitted postapproval as a new supplemental application: 262 
 263 

NEW SUPPLEMENT FOR NDA ######/S-000, ANDA #####/S-000, BLA ###### 264 
PRIOR APPROVAL SUPPLEMENT 265 
PROPOSED REMS  266 

 267 
When the original proposed REMS is submitted postapproval with a new supplemental 268 
application: 269 

                                                 
32 New drug application (NDA), abbreviated new drug application (ANDA) or biologics license application (BLA). 
33 See 21 CFR 314.70 and 601.12.   
34 For instructions on submission of REMS modifications, see the guidance Risk Evaluation and Mitigation 
Strategies: Modifications and Revisions available at: 
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm441226.pdf 
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 270 
NEW SUPPLEMENT FOR NDA ######/S-000, BLA ###### 271 
PRIOR APPROVAL SUPPLEMENT 272 
PROPOSED REMS  273 

 274 
On the first page of subsequent submissions related to an already-submitted proposed REMS, 275 
prominently identify the submission by including this wording in bold capital letters at the top of 276 
the letter: 277 

PROPOSED REMS for NDA ######, ANDA #####, BLA ###### -AMENDMENT 278 
 279 

D. Posting REMS Documents on the FDA Web site 280 
 281 
All approved REMS documents and their appended REMS materials are posted on FDA’s Web 282 
site.  REMS supporting documents are not made available on FDA’s Web site. 283 
  284 
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APPENDIX: REMS DOCUMENT TEMPLATE 285 

 286 

Risk Evaluation and Mitigation Strategy (REMS) Document 287 

[Drug/Class Name (Generic Name)] REMS Program 288 

The REMS document template has five sections: I) Administrative Information II) REMS 289 
Goals III) REMS Requirements IV) REMS Assessment Timetable V) REMS Materials. 290 
Depending on the REMS requirements, the REMS document will include sections and text, as 291 
applicable.  292 

 293 

 294 

 295 

 296 

 297 

I. Administrative Information 298 

Application Number(s): NDA/BLA [application number(s)] Use this only for single-applicant 299 
REMS. 300 
Application Holder: [applicant name] Use this only for single-applicant REMS 301 
Initial [Shared System] REMS Approval: [MM/YYYY] 302 
Most Recent REMS Update: [MM/YYYY] Enter the date of the most recent REMS Revision or 303 
approved Modification. If there are no updates since the initial approval, delete the text.  304 

 305 

II. REMS Goal(s) 306 

This section describes the overall, safety-related health outcome that the REMS is designed 307 
to achieve (e.g., mitigate the risk of a particular serious adverse event) and the 308 
intermediate, measurable objectives. In many cases, it is not possible to measure a risk 309 
mitigation goal directly; therefore, it is important to include one or more intermediate, 310 
measurable objectives that, if achieved, indicate that the program is meeting its goal(s). 311 
 312 
[Overall REMS goal] 313 

1. [REMS objective] 314 

2. [Other REMS objectives, as needed] 315 

 316 

III. REMS Requirements 317 

This section describes the REMS requirements for the applicant, including requirements that 318 
the applicant must undertake directly and requirements that the applicant must ensure that 319 
REMS participants undertake. REMS participants can include prescribers, dispensers, health 320 
care settings, patients (or their guardians), and wholesalers/distributors.  321 

Template Key 
Red Text = Instructions 
Black Text = Standardized text 
Blue text with hyperlink = Name of REMS Material(s) 
[Bracketed (blue or black) text] = Information that needs to be entered 
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The REMS Requirements section is divided into two subsections. These subsections are 322 
labeled A and B in the template. 323 

A. REMS Participant Requirements describes the requirements that REMS Participants 324 
must undertake. 325 

B. REMS Applicant Requirements describes requirements for applicants to develop 326 
training, communications, systems and processes to support REMS operations and 327 
compliance. 328 

Standardized text for the most commonly used REMS requirements is included in each 329 
subsection in black text. Retain the subsections that apply to your REMS, and delete the 330 
subsections that do not apply.  331 

With-in each subsection, select the REMS requirements that apply to your REMS and delete 332 
the REMS requirements that do not apply. 333 

Some REMS requirements have multiple versions to describe the different ways the 334 
requirement can be carried out (e.g., with or without using a REMS material). The different 335 
versions of the requirement appear in black text, separated by the word “OR” in red text. 336 
Select the appropriate version from among the choices provided and delete the version(s) 337 
that does not apply to your REMS.  338 

Whenever possible, use the standardized text provided in the template. If you modify from 339 
the template text, you should provide a justification for doing so to facilitate FDA review.  340 

------------------------------------------Start Subsection A--------------------------------- 341 

REMS Participant Requirements 342 
This subsection describes the requirements that each REMS participant needs to undertake 343 
and that the applicant must ensure REMS participants comply with. 344 

The information in this subsection is organized by REMS participant. There is a separate 345 
table for each participant that includes the following information: 346 

[REMS Participant]  347 

[Timing Category]  1. [REMS Requirement]  
2. [REMS Requirement] using [REMS Material]  

[REMS Participant] = who (which participant) needs to complete the REMS Requirement(s)  348 

[REMS Requirement] = what the REMS participant is required to do 349 

[Timing Category] = when the participant must carry out the requirement 350 

[REMS Material] = with what REMS material the participants need to carry out a 351 
requirement. Names of REMS materials are included as a hyperlink 352 
within the requirement text.  353 

When listing the REMS materials, do not include the name of the REMS program in the 354 
name of the material. For example, use “Prescriber Enrollment Form” instead of “Drug X 355 
REMS Prescriber Enrollment Form.”   356 



Contains Nonbinding Recommendations 
Draft — Not for Implementation 

 

13 
 

If there are no requirements that a particular REMS participant has to carry out to comply 357 
with the REMS, delete the table for that participant. 358 

If there are no requirements that REMS participants have to carry out to comply with the 359 
REMS, delete subsection A. For example, if the REMS only includes requirements that the 360 
applicant has to carry out, such as developing and disseminating REMS communications to 361 
health care providers, delete subsection A. 362 

[Applicant] must ensure that [List the participants who have requirements under this 363 
REMS e.g., health care providers/pharmacies/health care 364 
settings/patients/wholesalers-distributors] comply with the following 365 
requirements: 366 

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

To become certified to prescribe  
Include this timing category if 
there are requirements that the 
health care provider must 
complete to be able to prescribe 
 

1. Be able to [clinical activity to be performed]. 
Include this requirement if the prescriber has to have the 
ability to carry out a particular activity, such as administer a 
particular treatment, diagnose a particular disease, or 
recognize a particular adverse event.  

2. Review the drug’s Prescribing Information. 
Note that the Prescribing Information is not appended to the 
REMS. 

3. Review the following: [List the Prescriber Educational 
Material(s)]. 
Include this requirement if the health care provider is 
required to review certain educational materials that are 
provided as part of the REMS. 

4. Take training provided by [entity providing the training, e.g. 
the REMS Program, a CE provider].  
Include this requirement if instructor-led training is provided.  

5. Successfully complete the [Knowledge Assessment] and 
submit it to the REMS Program.  

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

Before treatment initiation (first 
dose)  
Include this timing category if 
there are requirements that the 
health care provider must 
complete with a patient, before 
the patient initiates treatment 

7. Counsel the patient on [topic(s)].  
Include this requirement if the health care provider is 
required to counsel the patient. The provider may be required 
to cover a particular topic, use a particular REMS material 
(e.g., counseling tool, Medication Guide), or both. 
OR 
Counsel the patient using [REMS Material]. 
OR 
Counsel the patient on [topic(s)] using [REMS Material]. 
OR 
Counsel the patient on [topic(s)] using [REMS Material]. 
Provide a copy of the material to the patient. 

8. Provide the patient with the [REMS Material(s)]. 
Include this requirement if there are materials that must be 
provided to a patient (e.g., Patient Brochure, Medication 
Guide). Materials that are provided to the patient as part of 
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1. Health Care Providers who prescribe [drug/class name] must:  

another requirement (e.g. see requirements #7, #10, and 
#11) do not need to be repeated here. 

9. Assess the patient’s [condition(s) or health status(es)].  
Include this requirement if there is monitoring and/or a 
particular lab test that must take place (e.g., pregnancy test 
that needs to take place before each prescription). Repeat 
this requirement, as needed, to address multiple health 
conditions and/or lab tests. 
OR 
Assess the patient’s [condition(s) or health status(es)].  
Document and submit [the results] to the REMS Program 
using [REMS Material(s)]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring]. Document and submit [the results] 
to the REMS Program using [REMS Material(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 in 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. 
Include this requirement if there is an Patient Form that 
needs to be completed (e.g., a Patient-Provider Agreement 
Form), but that is not required to be submitted to the REMS 
Program (If the patient’s information is required to be 
submitted to the REMS Program, use requirement #11).  

11. Enroll the patient by completing and submitting the 
[applicable enrollment forms] [List all Enrollment Forms] to 
the REMS Program. 
OR 
Enroll the patient by completing and submitting the 
[applicable enrollment forms] [List all Enrollment Forms] to 
the REMS Program. Provide a completed copy of the form to 
the patient. 
OR 
Enroll the patient by completing and submitting the 
[applicable enrollment forms] [List all Enrollment Forms] to 
the REMS Program. Retain a completed copy in the patient’s 
record.  
Include this requirement if the Enrollment Form is required to 
be submitted to the REMS Program (If the patient’s 
information is not required to be submitted to the REMS 
Program, use requirement #10). List the applicable 
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1. Health Care Providers who prescribe [drug/class name] must:  

Enrollment Forms if there are different Enrollment Forms for 
different patient populations (e.g., females of reproductive 
potential). 

12. Prescribe no more than a [# of days] days’ supply. 
13.Not prescribe refills. 

During treatment; before each 
[dose/infusion/prescription]  
Include this time category if there 
are requirements that the health 
care provider must complete with 
the patient, before each dose, 
infusion, or prescription  

14. Counsel the patient on [topic(s)].  
Include this requirement if the health care provider is 
required to counsel the patient. The provider may be required 
to cover a particular topic, use a particular REMS material 
(e.g. a counseling tool, a Medication Guide), or both. 
OR 
Counsel the patient using [REMS Material]. 
OR 
Counsel the patient on [topic(s)] using [REMS Material]. 
OR 
Counsel the patient on [topic(s)] using [REMS Material]. 
Provide a copy of the material to the patient. 

15. Provide the patient with the [REMS Material]. 
Include this requirement if there are materials that must be 
provided to a patient (e.g. Patient Brochure, Medication 
Guide). Materials that are provided to the patient as part of 
another requirement (e.g. see requirements #7, #10, and 
#11) do not need to be repeated here. 

16. Assess the patient’s [condition(s) or health status(es)].  
Include this requirement if there is monitoring and/or a 
particular lab test that must take place (e.g., pregnancy test 
that needs to take place before each prescription). Repeat 
this requirement, as needed, to address multiple health 
conditions and/or lab tests. 
OR 
Assess the patient’s [condition(s) or health status(es)].  
Document and submit [the results] to the REMS Program 
using [REMS Material(s)]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring]. Document and submit [the results] 
to the REMS Program using [REMS Material(s)].  

17. Order the prescription using the [Prescription Order Form]. 
Include this requirement only when there is a separate 
Prescription Order Form that is not part of another REMS 
form, such as a Patient Enrollment Form, that the prescriber 
must use. 

18. Prescribe no more than a [# of days] days’ supply. 
19.Not prescribe refills. 
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1. Health Care Providers who prescribe [drug/class name] must:  

During treatment; [at specified 
interval]  
Include this time category if there 
are requirements that the health 
care provider must complete with 
the patient at specified intervals 
(i.e. not linked to the time/a visit 
that a prescription is written) 

20. Counsel the patient on [topic(s)].  
Include this requirement if the health care provider is 
required to counsel the patient. The provider may be required 
to cover a particular topic, use a particular REMS material 
(e.g. a counseling tool, a Medication Guide), or both. 
OR 
Counsel the patient using [REMS Material]. 
OR 
Counsel the patient on [topic(s)] using [REMS Material]. 
OR 
Counsel the patient on [topic(s)] using [REMS Material]. 
Provide a copy of the material to the patient. 

21. Provide the patient with the [REMS Material]. 
Include this requirement if there are materials that must be 
provided to a patient (e.g. Patient REMS Program Brochure, 
Medication Guide). Materials that are provided to the patient 
as part of another requirement (e.g. see requirements #7, 
#10, and #11) do not need to be repeated here. 

22. Assess the patient’s [condition(s) or health status(es)].  
Include this requirement if there is monitoring and/or a 
particular lab test that must take place (e.g., pregnancy test 
that needs to take place before each prescription). Repeat 
this requirement, as needed, to address multiple health 
conditions and/or lab tests. 
OR 
Assess the patient’s [condition(s) or health status(es)].  
Document and submit [the results] to the REMS Program 
using [REMS Material(s)]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring].  Document and submit [the 
results] to the REMS Program using [REMS Material(s)].   
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1. Health Care Providers who prescribe [drug/class name] must:  

After treatment discontinuation; 
[At specified interval] Include this 
time category if there are 
requirements that the health care 
provider must complete after the 
patient has discontinued 
treatment  

23. Assess the patient’s [condition(s) or health status(es)].  
Include this requirement if there is monitoring and/or a 
particular lab test that must take place (e.g., pregnancy test 
that needs to take place). Repeat this requirement, as 
needed, to address multiple health conditions and/or lab 
tests. 
OR 
Assess the patient’s [condition(s) or health status(es)].  
Document and submit [the results] to the REMS Program 
using [REMS Material(s)]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring]. Document and submit [the results] 
to the REMS Program using [REMS Material(s)] 

To maintain certification to 
prescribe, [specified interval, e.g., 
every 2 years]  
Include this time category if there 
are requirements that the health 
care provider must complete to be 
able to continue prescribing 

24. Review the drug’s Prescribing Information. 
Note that the Prescribing Information is not appended to the 
REMS. 

25. Review the following: [List the Educational Material(s)]. 
26. Successfully complete the [Knowledge Assessment] and 

submit it to the REMS Program. 
27. Re-Enroll in the REMS by completing the [Re-Enrollment 

Form] and submitting it to the REMS Program.  

At all times   
Include this time category if there 
are requirements that the health 
care provider must complete on 
an ongoing basis, as part of 
complying with the REMS program 

28. Report [adverse event(s) of interest] to [the Manufacturer/the 
REMS Program/MedWatch]. 
OR 
Report [adverse event(s) of interest] to the REMS Program 
using [REMS Form]. 

29. Report [treatment discontinuation or transfer of care] to [the 
Manufacturer/the REMS Program]. 

    Use this requirement if a patient is no longer under the      
    prescriber’s care or has discontinued treatment.  

30. Maintain records of [REMS activity].  
Include this requirement if there are records of certain REMS 
activities (e.g. records documenting staff’s completion of 
REMS training) that must be maintained, but are not 
submitted to the REMS program. These records may be 
requested at any time by the applicant or as part of a REMS 
audit 

31. Comply with audits carried out by [Entity to conduct audit, 
e.g., applicant, FDA, or third party acting on behalf of the 
applicant or FDA] to ensure that all processes and procedures 
are in place and are being followed.  
Include this requirement if the REMS participant has to agree 
to be audited. 
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 367 

2. Patients who are prescribed [drug/class name]: 

If a particular REMS requirement applies only to a subset of patients (e.g. patients who can get 
pregnant), use the following format for the requirement: 

For [subset to which the requirement applies]: [Requirement] 
Example: For patients who can get pregnant: Counsel the patient on pregnancy prevention 

If there are different requirements for different patient populations (e.g. pediatric), repeat this table for 
each population, and modify the header accordingly.

 Before treatment initiation  
Include this time category if there 
are requirements that the patient 
must complete to be able to initiate 
treatment 

1. Review the [List the Patient Material(s)]. 
2. Complete [Patient Form] with the prescriber.  

Include this requirement if the patient form is not submitted to 
the REMS Program. If the form is submitted to the REMS 
Program, use requirement #3. 

3. Enroll in the REMS Program by completing the [Enrollment Form] 
with the prescriber. Enrollment information will be provided to the 
REMS Program.  
Include this requirement if the form must be submitted to the 
REMS Program. Otherwise, use requirement #2. 

4. Get [description of lab test]. 
OR 
Be monitored for [description of monitoring] 
Include this requirement if the patient is required to have a lab 
test completed or to be monitored. 

5. Receive counseling from the prescriber on [topic(s)]. 
OR 
Receive counseling from the prescriber using [REMS Material]. 
OR 
Receive counseling from the prescriber on [topic(s)] using [REMS 
Material]. 

6. Complete [Patient Questionnaire]  
Include this requirement if there are questions that patients need 
to answer (e.g. monthly questionnaire to assess a patient’s 
understanding of the drug’s risks and safe use conditions).  
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2. Patients who are prescribed [drug/class name]: 

During treatment; before each 
[dose/infusion/prescription]  
Include this time category if there 
are requirements that the patient 
must complete prior to receiving 
subsequent prescriptions 

7. Receive counseling from the prescriber on [topic(s)]. 
OR 
Receive counseling from the prescriber using [REMS Material]. 
OR 
Receive counseling from the prescriber on [topic(s)] using [REMS 
Material]. 

8. Get [description of lab test]. 
OR 
Be monitored for [description of monitoring]. 
Include this requirement if the patient is required to have a lab 
test completed or to be monitored. 

9. Complete [Patient Questionnaire].  
Include this requirement if there are questions that patients need 
to answer (e.g. monthly questionnaire to assess a patient’s 
understanding of the drug’s risks and safe use conditions). 

During treatment  
Include this time category if there 
are requirements that the patient 
must adhere to during treatment 
(i.e. not linked to the time a 
prescription is written) 

10. Adhere to the safe use conditions, including [safe use 
condition(s), e.g. use of contraception]. 
OR 
Adhere to the safe use conditions described in the [Patient 
Educational Material]. 
OR 
Adhere to the safe use conditions, including [safe use 
condition(s), e.g. use of contraception] described in the [Patient 
Educational Material]. 

11. Get [description of lab test]. 
OR 
Be monitored for [description of monitoring]. 
Include this requirement if the patient is required to have a lab 
test completed or to be monitored. 

During treatment after 
administration  
Include this time category if there 
are requirements that the patient 
must complete at after 
administration during treatment 
(i.e. not linked to the time a 
prescription is written) 

12. Get [description of lab test]. 
OR 
Be monitored for [description of monitoring]. 
Include this requirement if the patient is required to have a lab 
test completed or to be monitored 

During treatment; [At specified 
interval]  
Include this time category if there 
are requirements that the patient 
must complete at specified 
intervals during treatment (i.e. not 
linked to the time a prescription is 
written) 

13. Get [description of lab test]. 
OR 
Be monitored for [description of monitoring]. 
Include this requirement if the patient is required to have a lab 
test completed or to be monitored.  
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2. Patients who are prescribed [drug/class name]: 

After treatment discontinuation;  
[At specified interval] 
Include this time category if there 
are requirements that the patient 
must complete after they have 
discontinued treatment 

14. Get [description of lab test]. 
OR 
Be monitored for [description of monitoring]. 
Include this requirement if the patient is required to have a lab 
test completed or to be monitored. 

At all times  
Include this time category if there 
are requirements that the patient 
must complete on an ongoing 
basis, while under the REMS 
program 

15. Inform the prescriber if [conditions under which prescriber should 
be contacted]. 

16. Have the [item] with you. 
Include this requirement if the patient is required to have on 
hand or carry with them a specific item or intervention (e.g., 
wallet card, bracelet, emergency treatment). 

 368 

3.[Health care settings/prescribers/pharmacies] that dispense [drug/class name] must:   

If there are different requirements for different types of pharmacies and/or health care settings (e.g., 
inpatient pharmacies vs. outpatient pharmacy) repeat this table for each type of pharmacy and/or health 
care setting. 

To become certified to dispense  
Include this time category if there 
are requirements that the dispenser 
must complete to be able to 
dispense 
 
 
 
 
 

1. Be able to [clinical activity to be performed]. 
Include this requirement if the dispenser has to have the 
ability to carry out a particular activity, such as administer a 
particular treatment. 

2. Have [personnel with specific training/experience and/or 
specific equipment] on-site.  
Include this requirement if the health care setting needs to 
have personnel with particular training or particular medical 
equipment on-site. 

3. Designate an authorized representative to carry out the 
certification process and oversee implementation and 
compliance with the REMS Program on behalf of the [health 
care setting/pharmacy]. 
Include this requirement if the health care setting must 
designate an authorized representative to act on the 
healthcare setting’s behalf. 

4. Have the authorized representative review the [List the 
Educational Material(s)]. 
Include this requirement if the authorized representative is 
required to review certain educational materials that are 
provided as part of the REMS. 

5. Have the authorized representative successfully complete the 
[Knowledge Assessment] and submit it to the REMS Program. 

6. Have the authorized representative enroll in the REMS 
Program by completing the [Enrollment Form] and submitting 
it to the REMS Program. 
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3.[Health care settings/prescribers/pharmacies] that dispense [drug/class name] must:   

OR 
Have the authorized representative enroll in the REMS 
Program by completing and submitting the applicable 
enrollment form(s): [List all Enrollment Forms].  
Use this version of the requirement if there are different 
enrollment forms for different types of settings (e.g. inpatient 
vs. outpatient pharmacy, chain vs. independent pharmacy). 

7. Train all relevant staff involved in [activity] on [training 
topic(s)]. 
OR 
Train all relevant staff involved in [activity] using [REMS 
Material(s)]. 
OR 
Train all relevant staff involved in [activity] on [training 
topic(s)] using [REMS Material(s)]. 

8. Take training provided by [entity providing the training, e.g. 
the applicant, a CE provider].  
Include this requirement if instructor-led training is provided  

9. Establish processes and procedures to verify [safe use 
conditions to be met].  
Include this requirement if the dispenser is responsible for 
setting up their own system to verify that safe use conditions 
have been met. If requirement #9 is included, also include 
requirement #12 to verify that safe use conditions have been 
met before dispensing.  
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3.[Health care settings/prescribers/pharmacies] that dispense [drug/class name] must:   

 Before dispensing  
Include this time category if there 
are requirements that the dispenser 
must complete before dispensing  

10. Counsel the patient on [topic(s)]. 
Include this requirement if the health care provider is required to 
counsel the patient. The provider may be required to cover a 
particular topic, use a particular REMS material (e.g. a 
counseling tool, a Medication Guide), or both. 
OR 
Counsel the patient using [REMS Material]. 
OR 
Counsel the patient on [topic(s)] using [REMS Material]. 
OR 
Counsel the patient on [topic(s)] using [REMS Material]. Provide 
a copy of the material to the patient. 

11. Provide the patient with the [REMS Material]. 
Include this requirement if there are materials that must be 
provided to a patient (e.g. Patient REMS Program Brochure, 
Medication Guide).  

12. Verify that [safe use conditions to be met] through the processes 
and procedures established as a requirement of the REMS 
Program.  
Include this requirement if the dispenser must verify that safe 
use conditions have been met before dispensing, and must use 
systems established through requirement #9.  

13. Obtain authorization to dispense each prescription by contacting 
the REMS Program to verify [safe use condition to be met].  
Include this requirement if the dispenser must obtain 
authorization from the REMS Program to dispense the drug. 

14. Dispense no more than a [# of days] days’ supply. 
15. Not dispense refills. 

After dispensing 
Include this time category if there 
are requirements that the dispenser 
must complete after dispensing  

16. Assess the patient’s [condition(s) or health status(es)].  
Include this requirement if there is monitoring and/or a 
particular lab test that must take place (e.g., pregnancy test that
needs to take place before each prescription). Repeat this 
requirement, as needed, to address multiple health conditions 
and/or lab tests. 
OR 
Assess the patient’s [condition(s) or health status(es)].  
Document and submit [the results] to the REMS Program using 
[REMS Material(s)]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring].  Document and submit [the results] to 
the REMS Program using [REMS Material(s)]. 
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3.[Health care settings/prescribers/pharmacies] that dispense [drug/class name] must:   

Before administering  
If the drug is administered by a 
health care provider: Include this 
time category if there are 
requirements that the healthcare 
provider must complete before the 
drug is administered  

17. Counsel the patient on [topic(s)]. 
Include this requirement if the health care provider is required to 
counsel the patient. The provider may be required to cover a 
particular topic, use a particular REMS material (e.g. a counseling 
tool, a Medication Guide), or both. 
OR 
Counsel the patient using [REMS Material]. 
OR 
Counsel the patient on [topic(s)] using [REMS Material]. 
OR 
Counsel the patient on [topic(s)] using [REMS Material]. Provide 
a copy of the material to the patient. 

18. Provide the patient with the [REMS Material]. 
Include this requirement if there are materials that must be 
provided to a patient (e.g. Patient Brochure, Medication Guide).  

19. Assess the patient’s [condition(s) or health status(es)].  
Include this requirement if there is monitoring and/or a particular 
lab test that must take place (e.g., pregnancy test that needs to 
take place before each prescription). Repeat this requirement, as 
needed, to address multiple health conditions and/or lab tests. 
OR 
Assess the patient’s [condition(s) or health status(es)].  
Document and submit [the results] to the REMS Program using 
[REMS Material(s)]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list lab 
test(s) or monitoring]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list lab 
test(s) or monitoring].  Document and submit [the results] to the 
REMS Program using [REMS Material(s)]. 

After administering  
If the drug is administered by a 
healthcare provider: Include this 
time category if there are 
requirements that the health care 
provider must complete after the 
drug is administered  

20. Assess the patient’s [condition(s) or health status(es)].  
Include this requirement if there is monitoring and/or a 
particular lab test that must take place (e.g., pregnancy test that
needs to take place before each prescription). Repeat this 
requirement, as needed, to address multiple health conditions 
and/or lab tests. 
OR 
Assess the patient’s [condition(s) or health status(es)].  
Document and submit [the results] to the REMS Program using 
[REMS Material(s)]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring]. 
OR 
Assess the patient’s [condition(s) or health status(es)] by [list 
lab test(s) or monitoring].  Document and submit [the results] to 
the REMS Program using [REMS Material(s)]. 



Contains Nonbinding Recommendations 
Draft — Not for Implementation 

 

24 
 

3.[Health care settings/prescribers/pharmacies] that dispense [drug/class name] must:   

To maintain certification to 
dispense, [specified interval, e.g. 
every 2 years] 
Include this time category if there 
are requirements that the dispenser 
must complete to be able to 
continue dispensing  

21. Have the authorized representative review the [List the 
Educational Material(s)]. 
Include this requirement if the authorized representative is 
required to review certain educational materials that are provided 
as part of the REMS Program. 

22. Have the authorized representative successfully complete the 
[Knowledge Assessment] and submit it to the REMS Program.  
OR 

23. Have the authorized representative re-enroll in the REMS 
Program by completing the [Re-Enrollment Form]. 
OR 
Have the authorized representative re-enroll in the REMS 
Program by completing the applicable form(s): [List all Re-
Enrollment Forms].  
Use this version of the requirement if there are different 
enrollment forms for different types of settings (e.g. inpatient vs. 
outpatient pharmacy, chain vs. independent pharmacy). 

24. Have the new authorized representative enroll in the REMS 
Program by completing the applicable form [Enrollment Form]. 

     Include this requirement if the pharmacy designates a new      
     authorized representative.  

At all times  
Include this time category if there 
are requirements that the dispenser 
must complete on an ongoing basis, 
while under the REMS program 

25. Report [adverse event(s) of interest] to [the Manufacturer/the 
REMS Program/MedWatch]. 
OR 
Report [adverse event(s) of interest] to the REMS Program using 
[REMS Form]. 

26. Return unused product to [the manufacturer]. 
27. Not distribute, transfer, loan, or sell [drug/class name]. 

OR 
Not distribute, transfer, loan, or sell [drug/class name], except to 
certified dispensers. 

28. Maintain records of [activity].  
Include this requirement if there are records of certain REMS 
activities (e.g. records documenting staff’s completion of REMS 
training) that must be maintained, but are not submitted to the 
REMS program. These records may be requested by the applicant 
or as part of a REMS audit. 

29. Comply with audits carried out by [Entity to conduct audit, e.g., 
applicant or third party acting on behalf of the applicant] to 
ensure that all processes and procedures are in place and are 
being followed.  
Include this requirement if the REMS participant has to agree to 
be audited. 

 369 

 370 
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4. Wholesalers that distribute [drug/class name] must: 

To be able to distribute  
Include this time category if there 
are requirements that the 
wholesaler must complete to be 
able to distribute 

1. Establish processes and procedures to ensure that the drug is 
distributed only to certified [setting(s)]. 

2. Train all relevant staff involved in [activity] on [topic(s)]. 
 

At all times  
Include this time category if there 
are requirements that the 
wholesaler must complete on an 
ongoing basis under the REMS 
program 

3. Distribute only to certified [setting(s)]. 
4. Maintain records of [activity].  

Include this requirement if there are records of certain REMS 
activities (e.g., records of drug distribution) that must be 
maintained, but are not submitted to the REMS program. These 
records may be requested by the applicant or as part of a REMS 
audit. 
Or 
Maintain and submit records of [activity]. 
Include this requirement if there are records of certain REMS 
activities (e.g., records of drug distribution) that must be 
maintained and submitted to the REMS program. 

5. Comply with audits carried out by [Entity to conduct audit, e.g., 
applicant or third party acting on behalf of the applicant] to 
ensure that all processes and procedures are in place and are 
being followed.  
Include this requirement if the wholesaler is required to comply 
with audits of their activities under the REMS. 

------------------------------------------End Subsection A----------------------------------------- 371 

------------------------------------------Start Subsection B-------------------------------------- 372 
REMS Applicant Requirements  373 
This subsection describes requirements for applicants to develop and make available REMS 374 
training; develop and disseminate REMS communications materials; develop systems and 375 
processes to support REMS operations; and ensure participants’ compliance with the REMS. 376 
 377 
REMS Training  378 
The requirements under this heading relate to the requirement for the applicant to develop 379 
REMS training and provide to health care providers. REMS training requirements might also 380 
include the requirement for the applicant to develop a knowledge assessment for health 381 
care providers.  382 
The REMS training requirements include information about how the training is being 383 
provided (e.g., website, mailing, in-person) and whether the training is being provided by a 384 
third party (such as a Continuing Education (CE) provider). The REMS training section may 385 
also include whether the applicant is required to provide funding for training.  386 
If there are no requirements for the applicant to develop and make available REMS training, 387 
delete the requirements under this heading. 388 
 389 
[Applicant] must provide training to health care providers who prescribe 390 
[drug/drug class]. 391 
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The training includes the following educational material(s): [Educational Material(s)]. The 392 
training must be [describe how training will be provided, e.g. available on a website, 393 
delivered by the applicant or accredited CE providers, etc.]. 394 

[Applicant] must provide training to health care settings/prescribers/pharmacies 395 
who dispense [drug/drug class]. 396 
The training includes the following educational material(s): [Educational Material(s)]. The 397 
training must be [describe how training will be provided, e.g. available on a website, 398 
delivered by the applicant or accredited CE providers, etc.]. 399 
 400 
REMS Communications  401 
The requirements under this header support the development and dissemination of REMS 402 
communication materials to health care providers and professional organizations or 403 
societies. If there are no requirements for the applicant to disseminate REMS 404 
communications, delete the requirements under this heading.  405 
The table below describes who should receive the REMS communication materials, what 406 
materials they should receive, as well as how, when and how often they should receive the 407 
materials. The table includes the following information: 408 
 409 

Target Audience: The target audience is the particular group of health care providers 410 
that are the intended recipients of a REMS communication. For each target audience, 411 
include a description of the audience.  Include an additional row for each distinct 412 
audience. 413 
Communication Materials: The communication materials are intended to disseminate 414 
information about the REMS (e.g., REMS Letter for Health Care Providers and for 415 
Professional Societies, REMS Fact Sheets, Journal information piece, and REMS Slides).  416 
Dissemination Plan: The dissemination plan describes how the communication 417 
materials will be distributed (e.g., via e-mail), the timing (e.g., start, end, how 418 
frequency), and whether there is any follow-up required. Include additional distribution 419 
plans if a given material is distributed in multiple ways. 420 
 421 

To inform health care providers about the REMS Program and the risks and safe 422 
use of [drug/class name], [Applicant] must disseminate REMS communication 423 
materials according to the table below:  424 
Target Audience  Communication Materials & Dissemination Plans  
[Target Audience] 
 

[Communication Material(s)]  
 [Dissemination Plan 1] 
 [Dissemination Plan 2] 
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Target Audience  Communication Materials & Dissemination Plans  
Health care 
providers who are 
likely to prescribe 
[drug/class name]  
 

Include Communication Materials that apply to this REMS and delete those 
that do not apply. Under each REMS communication, include dissemination 
methods that apply to this REMS and delete those that do not apply: 
REMS Letter(s): [Health Care Provider REMS Letter], [Professional Society 
REMS Letter*] with attachment(s) [REMS material(s)] 

1. Mail within [X] calendar days of the [date [Drug] is first commercially 
distributed/approval of the REMS modification] ([mm/dd/yyyy]) and 
again[X] months later.  

2. eMail within [X] calendar days of the [date [Drug] is first 
commercially distributed/approval of the REMS modification] 
([mm/dd/yyyy]) and again[X] months later. 

3. Make available via a link from the [Drug] REMS Program Website. 
4. Disseminate through [field-based sales and medical representatives]. 
5. Disseminate through professional societies and request the letter or 

content be provided to their members.  
6. Disseminate at Professional Meetings for [duration] from [the [date 

[Drug] is first commercially distributed/approval of the REMS 
modification] [(mm/dd/yyyy)]. 

[Journal Information Piece] 
1. Publish every [frequency, e.g. quarterly] for [duration] after the 

[date [Drug] is first commercially distributed/approval of the REMS 
modification] [(mm/dd/yyyy)] in the following journals: 

 [Fact Sheet] 
1. Disseminate and prominently display at Professional Meetings where 

[Applicant] has a presence for [duration] from the [date [Drug] is 
first commercially distributed/ approval of the REMS modification] 
[(mm/dd/yyyy)]. 

2. Disseminate through [field-based sales and medical representatives] 
during [the initial and/or follow-up] discussion with healthcare 
providers for [duration] after [[Drug] is first commercially 
distributed/approval of this REMS modification] [(mm/dd/yyyy)]. 
[Field-based sales and/or medical representatives] to orally review 
the risk messages contained in the REMS Factsheet during the visit 
with the health care provider. 

[Website] 
1. Include all of the currently approved [REMS materials/Prescribing 

Information/Medication Guide].   
2. Include a prominent REMS-specific link to the [Drug] REMS Program 

website. The [Drug] REMS Program website must not link back to the 
promotional product website(s).  

3. Continue for [duration] from the [date [Drug] is first commercially 
distributed/approval of the REMS modification] ([mm/dd/yyyy]). 

* Provide a list of the professional societies in your REMS Supporting Document 425 
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 426 
 427 
REMS Operations 428 
The requirements under this header support activities that are described in subsections A 429 
and/or REMS Training Requirements. Only include these requirements (or the relevant 430 
subset) if the REMS document includes subsection A and/or REMS Training Requirements.  431 
 432 
To support REMS Program operations, [applicant] must: 433 
1. Establish and maintain a REMS Program website, [REMS Website]. The REMS Program 434 

website must include the capability to complete [prescriber/pharmacy/HCS setting] 435 
certification or enrollment online, [the capabilitly to enroll and manage patients 436 
online], and the option to print the PI, Medication Guide, and REMS materials. All 437 
product websites for consumers and healthcare providers must include prominent 438 
REMS-specific links to the REMS Program website. The REMS Program website must 439 
not link back to the promotional product website(s). 440 

2. Make the REMS Program website fully operational and all REMS materials available 441 
through [medium e.g. website or call center] [by the date [Drug] is first commercially 442 
distributed /within [30/60/90] calendar days of REMS modification] [(mm/dd/yyyy)]. 443 
Include implementation dates only if applicable for a REMS modification.  444 

3. Establish and maintain a REMS Program call center for REMS participants at [phone 445 
number].  446 

4. Establish and maintain a validated, secure database of all REMS participants who are 447 
enrolled and/or certified in the [drug/class name] REMS Program. 448 

5. Ensure [List REMS participants] are able to [REMS activity(ies), e.g. enrollment, 449 
dispensing authorization] by [method(s) through which activity may be completed]. 450 
Use this requirement to specify the multiple ways that an applicant must provide for a 451 
REMS participant to comply with a particular REMS requirement(s); for example, REMS 452 
participants must be able to enroll in the REMS by phone, fax, and online. Repeat this 453 
requirement as needed (e.g., to address multiple REMS participants, requirements, or 454 
activities). 455 

6. Provide [List REMS Material(s)], and the Prescribing Information to REMS participants 456 
who (1) attempt to prescribe/dispense/distribute [Drug] and are not yet certified or 457 
(2) inquire about how to become certified.  458 

7. Notify [List REMS participants] within [specific, reasonable amount of time] after they 459 
become certified in the REMS Program. Use this requirement if the REMS requires 460 
certification to prescribe and/or dispense the drug. 461 

8. Provide certified prescribers access to the database of [certified pharmacies and 462 
enrolled patients]. 463 

9. Provide certified pharmacies access to the database of [certified prescribers and 464 
enrolled patients].   465 

 466 
REMS Compliance 467 
The requirements under this header support activities that are described in subsections A 468 
and/or REMS Program Training Requirements. Only include these requirements (or the 469 
relevant subset) if the REMS document includes subsection A and/or REMS Training 470 
Requirements. 471 
 472 



Contains Nonbinding Recommendations 
Draft — Not for Implementation 

 

29 
 

To ensure REMS participants’ compliance with the REMS Program, [applicant] 473 
must:  474 
10. Maintain adequate records to demonstrate that REMS requirements have been met, 475 

including, but not limited to records of: [drug] distribution and dispensing; certification 476 
of prescribers, pharmacies, and health care settings; enrolled patients; and audits of 477 
REMS participants. These records must be readily available for FDA inspections. 478 

11. Establish a plan for addressing noncompliance with REMS Program requirements. 479 

12. Monitor [List REMS participant(s) to be monitored] on an ongoing basis to ensure the 480 
requirements of the REMS are being met. Take corrective action if non-compliance is 481 
identified, including de-certification.  482 

13. Audit [REMS participant(s) to be audited] no later than [number of days, e.g. 180 483 
days] after they become certified, to ensure that all REMS processes and procedures 484 
are in place, functioning, and support the REMS Program requirements.  485 
OR  486 
Audit [REMS participant(s) to be audited] at [timing/interval/frequency of audit] to 487 
[goal of audit].Include this version of the requirement if the audit targets a specified 488 
percentage of the group (e.g., 10% of certified pharmacies). The 489 
[timing/interval/frequency] may specify that audits take place at a specified frequency 490 
or within a certain number of days after the REMS participant has enrolled in or 491 
become certified in the REMS. Repeat this requirement if the audit approach differs 492 
among different groups of REMS participants. 493 

14. Take reasonable steps to improve implementation of and compliance with the 494 
requirements in the [drug/class name] REMS Program based on monitoring and 495 
evaluation of the [drug/class name] REMS Program. Include this requirement for all 496 
REMS with a subsection A. 497 

-----------------------------------------End Subsection B------------------------------------ 498 
IV. REMS Assessment Timetable 499 

This section describes the timetable for the applicant to submit its REMS Assessments. 500 
[NDA/BLA Holder(s)] must submit REMS Assessments at [time intervals/frequency, e.g. 18 501 
months, 3 years, and 7 years from the date of the initial REMS approval OR 6 months,12 502 
months, and annually thereafter from the date of the initial approval of the REMS]. To 503 
facilitate inclusion of as much information as possible while allowing reasonable time to 504 
prepare the submission, the reporting interval covered by each assessment should conclude 505 
no earlier than 60 calendar days before the submission date for that assessment. [NDA/BLA 506 
Holder(s)] must submit each assessment so that it will be received by the FDA on or before 507 
the due date. 508 
This section does not apply to ANDAs, and should not be included in ANDA REMS document. 509 
 510 
 511 
 512 
 513 
 514 
 515 
 516 
 517 
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V. REMS Materials 518 

This section should include a consolidated list of all materials mentioned in the REMS 519 
Requirements Section. The materials listed in this section are part of the REMS and must be 520 
appended to the REMS document. 521 
When listing the REMS materials, do not include the name of the REMS Program in the 522 
name of the material. For example, use “Prescriber Enrollment Form” instead of “Drug X 523 
REMS Prescriber Enrollment Form.” 524 
Delete headings and items from the list of materials that do not apply to your REMS.  525 
 526 
The following materials are part of the [drug/class name] REMS and are appended: 527 
 528 
Enrollment Forms: 529 

Prescriber: 530 
1. [Prescriber Enrollment Form] 531 

Patient:  532 
2. [Patient Enrollment Form] 533 

3. If the REMS includes different enrollment forms for different patient 534 
populations, include them as follows:  535 
[Patient Enrollment Form for [type of patient]] 536 

Pharmacy:  537 
4. [Pharmacy Enrollment Form] 538 

5. If the REMS includes specific enrollment forms for different types of 539 
pharmacies, include them as follows: 540 
[[Type of pharmacy] Pharmacy Enrollment Form] 541 
For example: 542 
[Independent Pharmacy Enrollment Form] 543 
[Inpatient Pharmacy Enrollment Form] 544 

Health Care Setting:  545 
6. [Healthcare Setting Enrollment Form] 546 

7. [Other setting-specific Enrollment Forms, as needed] 547 

 548 
Other Enrollment Form(s): Include the names of other enrollment forms here 549 
 550 

Training and Educational Materials 551 
Prescriber: 552 

8. [Prescriber Education] 553 

9. [REMS Program Overview] 554 

10. [Knowledge Assessment] 555 

Pharmacy:  556 
11. [Pharmacy Education] 557 

12. [REMS Program Overview] 558 

13. [Knowledge Assessment] 559 

 560 

Patient Care Form(s) 561 
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14. [Patient Care Form] Include the names of forms used in patient care (other 562 
than enrollment forms), such as forms used to support patient monitoring or 563 
to document safe use conditions 564 

 565 

Communication Materials 566 
15. [Dear Health Care Provider letter] 567 

16. [Professional Society REMS letter] 568 

17. [Journal Information Piece] 569 

18. [Fact Sheet] 570 

 571 

Other Materials  572 
19. [REMS Program website] 573 

20. [Administrative forms and materials] Include any administrative forms or 574 
materials here, as well as materials that don’t fit into the above categories  575 


