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LETTER

The Letters column is a forum for rapid exchange of ideas among 
readers of AJHP. Liberal criteria are applied in the review of submis-
sions to encourage contributions to this column.

The Letters column includes the following types of contributions: 
(1) comments, addenda, and minor updates on previously pub-
lished work, (2) alerts on potential problems in practice, (3) obser-
vations or comments on trends in drug use, (4) opinions on appar-
ent trends or controversies in drug therapy or clinical research, (5) 
opinions on public health issues of interest to pharmacists in health 
systems, (6) comments on ASHP activities, and (7) human interest 
items about life as a pharmacist. Reports of adverse drug reactions 
must present a reasonably clear description of causality.

Short papers on practice innovations and other original work are 
included in the Notes section rather than in Letters. Letters com-

menting on an AJHP article must be received 
within 3 months of the article’s publication.

Letters should be submitted electronically 
through http://ajhp.msubmit.net. The follow-
ing conditions must be adhered to: (1) the 
body of the letter must be no longer than 2 
typewritten pages, (2) the use of references and tables should be 
minimized, and (3) the entire letter (including references, tables, 
and authors’ names) must be typed double-spaced. After accept-
ance of a letter, the authors are required to sign an exclusive pub-
lication statement and a copyright transferal form. All letters are 
subject to revision by the editors.

Challenges in REMS compliance

The risk evaluation and mitigation strategies (REMS) pro-
gram is a medication safety program implemented by the 

US Food and Drug Administration (FDA). While FDA allows 
manufacturers to market high-risk medications, it was given 
the authority to implement REMS for these medications in 
2007.1 The REMS program strives to improve patient safety by 
increasing the likelihood that benefits outweigh risks in pa-
tient populations. REMS may require manufacturers to com-
municate risks in multiple ways, which include supplying a 
medication guide.2 REMS provide specific information and 
dictates activities to patients, providers, and pharmacists re-
ceiving the medication. These activities are medication spe-
cific and individualized to address safety concerns. While 
the roles of REMS participants can have similarities across 
medications, responsibilities for each medication can differ. 
Examples of responsibilities, or “elements to assure safe use 
(ETASU),” include requiring the prescriber and pharmacist to 
be REMS certified, documenting a safe condition via labora-
tory test(s), and having patients use 2 methods of birth control 
while on the medication.1,3

REMS can be required for a specific medication or medi-
cation class, such as opioid analgesics used in an outpatient 
setting.4,5 Developing a standardized method to meet  all 
REMS requirements for every medication is challenging for 
many hospitals due to the increase in the number of REMS. 
As of 2020, there were 59 medications or medication groups 
that required REMS,6 and at our institution, 30 of them are 
listed on the formulary. Our electronic health record system 
is configured to alert providers and pharmacists about REMS 
requirements when they order or dispense medication. In-
ternally created REMS information sheets, which summarize 
REMS requirements specific to each formulary REMS agent, 
are accessible to all staff electronically. Because each medi-
cation has unique requirements, these sheets are different 
for each REMS medication.

To identify process gaps, we conduct internal audits and 
host external audits of REMS medications each year. Be-
tween 2017 and 2020, we completed 12 internal audits and 

5 external audits. Audit findings consist of missed regularly 
scheduled training, missing documentation of training, and 
difficulty in confirming patient enrollment outside of regu-
lar hours. This lack of training and inability to gather infor-
mation when necessary are risks to patient care because 
they present challenges to safely dispensing a patient’s 
medication.

After our internal evaluation, we aimed to understand 
how REMS worked at other hospitals. We posted a Qualtrics 
survey (Qualtrics, Provo, UT) in the Vizient community to 
gather information. Fourteen hospitals (eg, academic med-
ical centers, specialty hospitals, and nonprofit hospitals) 
across the nation responded over 3 weeks. Our survey find-
ings showed that there are common barriers to REMS com-
pliance (Table 1). Among those surveyed, 86% of hospitals 
reported that they do not have processes defined for all the 
required REMS medications.

External auditing can help many hospitals continually try 
to improve their processes. External audits are conducted by 
third-party auditing companies hired by the manufacturers 
of REMS medications to ensure that requirements are being 
followed. Interestingly, 43% of the survey respondents were 
not externally audited for any of their REMS medications in 
the past year. Fifty percent of respondents were audited only 
for 1 or 2 REMS medications in the past year.

Creating a standardized process for the medications 
could be a challenge, as no 2 medications have the same re-
quirements. However, both a standardized REMS training 
toolkit and a set of documentation guidelines would help 
mitigate medication safety risks. These materials could be 
incorporated into orientation training for people involved 
and tracked electronically. Overall, we continue to find it 
challenging to keep track of all the REMS medications and 
their restrictions, but we hope to resolve some of these issues 
as we open the dialogue with other institutions.

REMS is a program that ensures proper prescribing 
and use of medications; however, its processes are becom-
ing more complicated, making it hard to uphold program  
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LETTER

requirements. While the aforementioned survey was not a 
random sample and inherently contains a voluntary response 
bias, it does demonstrate that the number of medications or 
medication groups with a REMS label has increased in the 
years since the inception of the REMS program in 2007. Add-
itionally, it is reasonable to theorize that hospitals seem to 
agree on the aspects of REMS that are difficult to implement. 
Hospital collaboratives, state societies, or national societies 
should consider establishing operational standards for REMS 
medications and developing shared toolkits for training. They 
might also consider establishing the position and duties of a 
REMS coordinator who oversees pharmacy processes relating 
to REMS medications and tracks documentation mandated 
by FDA. The REMS program continues to grow as more medi-
cations are identified as high risk, creating a sense of urgency 
for each institution to have a better command of the REMS 
medications and operational challenges.

1.	 Food and Drug Administration. What’s in a REMS? Published 
January 2018. Accessed March 13, 2020. www.fda.gov/drugs/
risk-evaluation-and-mitigation-strategies-rems/whats-rems

2.	 Food and Drug Administration. Code of Federal Regulations 
21 Section 208.3. Published April 1, 2019. Accessed March 13, 
2020. https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/
cfCFR/CFRSearch.cfm?CFRPart=208&showFR=1&subpartNo
de=21:4.0.1.1.8.1

3.	 Medscape. Implementing REMS in the hospital: a pharmacist’s 
perspective. Accessed March 13, 2020. https://www.medscape.
org/viewarticle/734716. Accessed March 13, 2020.

4.	 Congressional Research Service. FDA Risk Evaluation and Miti-
gation Strategies (REMS): description and effect on generic drug 
development. Published March 16, 2018. https://fas.org/sgp/
crs/misc/R44810.pdf

5.	 Food and Drug Administration. Opioid analgesic risk evaluation 
and mitigation strategy (REMS). Published September 27, 2018. 
Accessed September 28, 2020. https://www.fda.gov/drugs/
information-drug-class/opioid-analgesic-risk-evaluation-
and-mitigation-strategy-rems#:~:text=The%20Opioid%20
Analgesic%20REMS%2C%20approved,due%20to%20prescrip-
tion%20opioid%20analgesics

6.	 Food and Drug Administration. Approved Risk Evaluation 
and Mitigation Strategies (REMS). Published September 
2020. https://www.accessdata.fda.gov/scripts/cder/rems/
index.cfm

Archita A. Pemmaraju, PharmD
University of California San Diego
San Diego, CA, USA
archita.achanta@gmail.com

Craig A. Stevens, PharmD
University of California San Diego
San Diego, CA, USA

Nancy T. Yam, PharmD, MHA
University of California San Diego
San Diego, CA, USA

Charles E. Daniels, BS Pharm, PhD
University of California San Diego
San Diego, CA, USA

Disclosures: The authors have declared no potential conflicts of 
interest.

Keywords: adverse drug effects, FDA, hospital practice,  
medication safety, REMS

© American Society of Health-System Pharmacists 2021. All rights 
reserved. For permissions, please e-mail: journals.permissions@
oup.com.

DOI 10.1093/ajhp/zxab075

Table 1. REMS Compliance Challenges Identified by Survey Respondents (n = 14) 

Barrier to REMS Compliance
No. (%) of Hospitals 
Identifying Barrier

Lack of standardization of the REMS program 10/14 (71)

Complexity of the REMS program 10/14 (71)

Lack of defined processes for successful implementation of REMS 8/14 (57)

Lack of a defined process for consistent evaluation and improvement of REMS compliance 
(ie, internal audits)

8/14 (57)

Lack of a responsible person for REMS oversight 5/14 (36)

Lack of pharmacy oversight in the continuum of care: purchasing, storage and handling, 
prescribing, verifying, administering, monitoring

4/14 (29) 

Abbreviation: REMS, risk evaluation and mitigation strategy.
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