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RISK EVALUATION AND MITIGATION STRATEGY (REMS) 
A Risk Evaluation and Mitigation Strategy (REMS) is a strategy to manage known or 
potential serious risks associated with a drug product and is required by the Food and Drug 
Administration (FDA) to ensure that the benefits of a drug outweigh its risks. 

The FDA has required a REMS for extended-release and long-acting (ER/LA) opioid 
analgesics. 

Under the conditions specified in this REMS, prescribers of ER/LA opioid analgesics are 
strongly encouraged to do all of the following: 

•	 Train (Educate Yourself) - Complete a REMS-compliant education program 
offered by an accredited provider of continuing education (CE) for your discipline 

•	 Counsel Your Patients - Discuss the safe use, serious risks, storage, and 
disposal of ER/LA opioid analgesics with patients and/or their caregivers every time 
you prescribe these medicines. Click here for the Patient Counseling Document 
(PCD) 

•	 Emphasize Patient and Caregiver Understanding of the Medication Guide -
Stress to patients and their caregivers the importance of reading the Medication 
Guide that they will receive from their pharmacist every time an ER/LA opioid is 
dispensed to them 

•	 Consider Using Other Tools - In addition to the PCD, there are other publicly 
available tools to improve patient, household and community safety, as well as 
compliance with conditions of treatment, including Patient-Prescriber Agreement 
(PPA) and risk assessment instruments 

Click here for a complete list of products covered under the ER/LA Opioid
Analgesics REMS Program 

For additional information about the ER/LA Opioid REMS Program, call 800
503-0784. 
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REMS-Compliant CE for ER/LA Opioid Analgesics 

Health care professionals who prescribe ER/LA opioid analgesics have a responsibility to 
help ensure the safe and effective use of ER/LA opioid analgesics. REMS-compliant training 
programs will focus on the safe prescribing of ER/LA opioid analgesics. 

REMS-compliant training will: (a) be delivered by accredited CE providers; (b) cover all 
elements of the FDA Blueprint for Prescriber Education for Extended-Release and Long-
Acting Opioid Analgesics ("FDA Blueprint"); (c) include a knowledge assessment; and (d) be 
subject to independent audit of content and compliance with applicable accrediting 
standards. 

The FDA has developed core messages to be communicated to prescribers in the FDA 
Blueprint for Prescriber Education for Extended-Release and Long-Acting Opioid Analgesics 
("FDA Blueprint"), which will be used by Continuing Education (CE) providers to develop the 
REMS-compliant training programs. 

These core messages include: 

•	 Understand how to assess patients for treatment with ER/LA opioid analgesics. 
•	 Be familiar with how to initiate therapy, modify dose, and discontinue use of ER/LA 

opioid analgesics. 
•	 Be knowledgeable about how to manage ongoing therapy with ER/LA opioid 

analgesics. 
•	 Know how to counsel patients and caregivers about the safe use of ER/LA opioid 

analgesics, including proper storage and disposal. 
•	 Be familiar with general and product-specific drug information concerning ER/LA 

opioid analgesics. 

The first prescriber REMS-compliant training programs are anticipated to be available by 
March 1, 2013. 

Click here for a listing of available REMS-compliant training activities supported by 
educational grants from the ER/LA opioid analgesics companies and offered by accredited 
CE providers. 
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Materials for Download 
Patient Counseling Document 

Patient Counseling Document 
(PCD) - English 

What is the Patient Counseling Document? 
Patient Counseling Document 

The Patient Counseling Document (PCD) on Extended-Release/Long Acting (ER/LA) Opioid (PCD) - Spanish 
Analgesics is a tool unique to this REMS designed to facilitate important discussions with PCD Order Form 
your patients for whom you select an ER/LA opioid analgesic. The PCD should be provided 
to and reviewed with the patient and/or their caregiver at the time of prescribing. It contains 
important safety information about the drug products subject to this REMS and includes 
space for you to write additional information to help your patients use their ER/LA opioid 
analgesic safely. 

How can I obtain copies of the PCD? 

Printed copies of the PCD can be ordered either through an on-line order or via fax. Detailed 
instructions for both methods of ordering printed copies of the PCD can be found in the PCD 
Order Form, and an electronic version of the Patient Counseling Document (PCD) is also 
available for download. 

©2014 | Privacy | Terms of Use | About Us 
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Dear DEA-Registered Prescriber Letter 

Click on the letter title below to open a PDF version of that letter. 

• Dear DEA-Registered Prescriber Letter 3 - Announcing REMS approval and REMS-related CME/CE opportunities to newly 
DEA-registered Schedule II and III Prescribers 

©2014 | Privacy | Terms of Use | About Us 
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Selected Important Safety Information 

ABUSE POTENTIAL AND RISK OF LIFE-THREATENING RESPIRATORY DEPRESSION 

The branded and generic drug products subject to this REMS include all: 

•	 extended-release, oral dosage forms containing 
o	 hydrocodone, 
o	 hydromorphone, 
o morphine,
 
o oxycodone,
 
o oxymorphone, or
 
o	 tapentadol; 

•	 fentanyl and buprenorphine-containing transdermal delivery systems; and 
•	 methadone tablets and solutions as well as buprenorphine-containing buccal films that are indicated for use as

analgesics. 

These drug products will be collectively referred to as Extended-Release and Long-Acting (ER/LA) prescription opioid
analgesics. 

ER/LA prescription opioid analgesics are opioid agonists and Schedule II or, Schedule III, as is the case with transdermal 
and buccal film buprenorphines, controlled substances with abuse liabilities similar to other opioid agonists. Schedule II
and Schedule III opioid substances have high potential for abuse and risk of fatal overdose due to respiratory depression. 

ER/LA opioid analgesics can be abused in a manner similar to other opioid agonists, legal or illicit. This should be
considered when prescribing or dispensing ER/LA opioid analgesics in situations where the physician or pharmacist is
concerned about an increased risk of misuse, abuse, or diversion. 

Persons at increased risk for opioid abuse include those with a personal or family history of substance abuse (including
drug or alcohol abuse or addiction) or mental illness (e.g., major depression). Patients should be assessed for their clinical
risks for opioid abuse or addiction prior to being prescribed opioids. All patients receiving opioids should be routinely
monitored for signs of misuse, abuse and addiction. 

ER/LA opioid analgesics containing buprenorphine, fentanyl, hydrocodone, hydromorphone, methadone, morphine,
oxycodone, oxymorphone, and tapentadol are indicated for the management of pain severe enough to require daily,
around-the-clock, long-term opioid treatment and for which alternative treatment options are inadequate. Extended-
release oxycodone (OxyContin) is also indicated in pediatric patients 11 years of age and older who are already receiving
and tolerate a minimum daily opioid dose of at least 20 mg oxycodone orally or its equivalent. ER/LA opioid analgesics 
are not indicated for acute pain. 

Because of the risks of addiction, abuse and misuse with opioids, even at recommended doses, and because of the greater
risks of overdose and death with extended-release formulations, reserve ER/LA opioid analgesics reserved for use in
patients for whom alternative treatment options (e.g. non-opioid analgesics or immediate-release opioids) are ineffective,
not tolerated, or would be otherwise be inadequate to provide sufficient management of pain. For some of the ER/LA
opioid analgesics, certain strengths, certain daily doses, and in specific indicated patient populations (e.g., pediatric
patients) are for use in opioid-tolerant patients only. Consult the individual Full Prescribing Information for the definition
of opioid tolerance and dosing instructions for patients. ER/LA opioid analgesics are not intended for acute pain, pain that
is mild or not expected to persist for an extended period of time, or for use on an as-needed basis. Reference ID: 3992743 
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ER/LA opioid analgesic formulations have product specific dosage and administration instructions. Refer to the individual
Full Prescribing Information for specific doses and dosing recommendations. 

ER/LA oral dosage forms must be swallowed whole and must not be cut, broken, chewed, crushed, or dissolved. Taking cut,
broken, chewed, crushed or dissolved oral dosage forms leads to rapid release and absorption of a potentially fatal dose of
the opioid agonist. For patients who have difficulty swallowing their medication whole, certain oral products may be 
opened and sprinkled on applesauce—refer to the product-specific Full Prescribing Information. 

Transdermal dosage forms must not be cut, damaged, chewed, swallowed or used in ways other than indicated since this
may cause choking or overdose resulting in death. Avoid direct external heat sources to transdermal application site and 
surrounding area. 

As stated in the Boxed Warning, prescribers need to be aware of the following: 

•	 ER/LA Opioid Analgesics exposes users to risks of addictions, abuse and misuse, which can lead to 
overdose and death.  Assess each patient’s risk before prescribing and monitor regularly for development 
of these behaviors and conditions. 

•	 Serious life-threatening or fatal respiratory depression may occur. Monitor closely, especially upon 
initiation or following a dose increase.  Instruct patients to swallow ER/LA Opioid Analgesics tablets whole 
to avoid exposure/ingestion to a potentially fatal dose. 

•	 Accidental ingestion of ER/LA Opioid Analgesics, especially in children, can result in fatal overdose. 

•	 Prolonged use of ER/LA Opioid Analgesics during pregnancy can result in neonatal opioid withdrawal 
syndrome, which may be life-threatening if not recognized and treated. If opioid use is required for a 
prolonged period in a pregnant woman, advise the patient of the risk of neonatal opioid withdrawal 
syndrome and ensure that appropriate treatment will be available. 

•	 Initiation of CYP 3A4 inhibitors (or discontinuation of CYP 3A4 inducers) can result in a fatal overdose. 

ER/LA opioid analgesics are contraindicated in patients with a known hypersensitivity to any of the components of ER/LA
opioid analgesics, including the respective active ingredients, or in any situation where opioids are contraindicated; in
patients who have significant respiratory depression; in patients who have acute or severe bronchial asthma; or in patients
who have or are suspected of having paralytic ileus. These contraindications are not all-inclusive of those for each 
individual ER/LA opioid analgesic; therefore, the Full Prescribing Information for the individual ER/LA opioid analgesics 
must be consulted. 

The concomitant use of ER/LA opioid analgesics containing buprenorphine, fentanyl, methadone, or oxycodone with
cytochrome P450 3A4 inhibitors may result in increased opioid plasma concentrations and may cause potentially fatal
respiratory depression. 

Adverse Reactions 

Serious adverse reactions of ER/LA opioid analgesics include life threatening respiratory depression, apnea, respiratory
arrest, circulatory depression, hypotension, and death. 

Reference ID: 3992743 
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Accidental exposure/ingestion of ER/LA opioids, especially in children, can result in death. 

With methadone, cases of QT interval prolongation and serious arrhythmia (torsades de pointes) have been observed 
during treatment. Most cases involve patients being treated for pain with large, multiple daily doses of methadone,
although cases have been reported in patients receiving doses commonly used for maintenance treatment of opioid 
addiction. A positive-controlled study of the effects of transdermal buprenorphine on the QTc interval in healthy subjects
demonstrated no clinically meaningful effect at a transdermal buprenorphine dose of 10 mcg/hour; however, a
transdermal buprenorphine dose of 40 mcg/hour (given as two 20 mcg/hour transdermal buprenorphine systems) was
observed to prolong the QTc interval. 

The most common adverse reactions of ER/LA opioid analgesics include constipation, nausea, somnolence, dizziness,
vomiting, pruritus, headache, dry mouth, asthenia, and sweating. Additionally, the following have been reported with
transdermal buprenorphine and fentanyl products: application site pruritus, application site erythema, and application site 
rash. Refer to the individual Full Prescribing Information for all product-specific adverse reactions. 

Reference ID: 3992743 



 
        

 
 

 

  

    

    
 

  

  
   

 
  

 

 

 
  

    

 

 

 

ER/LA Opioid Analgesics REMS Website		 Page 9 of 11 

Adverse Event Reporting 

Please report all suspected adverse reactions associated with the use of the specific ER/LA opioid analgesic to the 
appropriate company. You may also report adverse events directly to the FDA's MedWatch Reporting System: 

•	 by calling 1-800-FDA-1088 (1-800-332-1088), 

•	 online at https://www.accessdata.fda.gov/scripts/medwatch/medwatch-online.htm or 

•	 by mail using the fillable portable document format (PDF) Form FDA 3500, available at

http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM163919.pdf
 

Patient Counseling Document and Medication Guide 

The Patient Counseling Document (PCD) on Extended-Release/Long-Acting Opioids is a tool unique to this REMS designed
to facilitate important discussions with your patients and their caregivers for whom you select an ER/LA opioid analgesic.
The PCD should be provided to the patient and/or their caregiver at the time of prescribing. It contains important safety
information about the drug products subject to this REMS and includes space for you to write additional information to
help your patients use their ER/LA opioid analgesic safely. 

Patients and their caregivers should be counseled on: the importance of taking these medicines exactly as you prescribe
them, the need to store ER/LA opioid analgesics safely and securely—out of the reach of children, pets, and household 
acquaintances to avoid risks from unintended exposure, the importance of not sharing these medications, even if someone
has the same symptoms as the patient, and the proper methods of disposal of unneeded ER/LA opioid analgesics. 

It is important that you encourage your patients and their caregivers to read the relevant Medication Guide when they pick
up their prescription from the pharmacy. The Medication Guide provides important information on the safe and effective 
use of the specific ER/LA opioid analgesic prescribed. 

Reference ID: 3992743 
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ABOUT US 

This website is maintained by the ER/LA Opioid Analgesics REMS Program Companies ("RPC"), which is a collaboration of companies 
to implement a single shared REMS. The content on this website is determined by the RPC. This website is hosted on behalf of, and is 
financially supported by, the RPC. The domain name for this website was registered to Purdue Pharma L.P. on behalf of the RPC. 
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Interstitial Popup 

The interstitial pop-up is displayed when a website visitor clicks on non-RPC member links on the website pages. The interstitial pop-up is 
not displayed when a website visitor clicks on the Medication Guides or the U.S. Prescribing Information links on the Products covered 
under the ER/LA Opioid Analgesics REMS Program page. 

Safety Labeling Change Popup 

v5_2016-08-10 

Reference ID: 3992743 

(

 




