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eCTD Sequence Number 

Belbuca (buprenorphine) buccal film NDA 207932 4/4/2016; # 0034 

Butrans (buprenorphine) transdermal system NDA 021306 4/7/2016; # 0153 

Dolophine (methadone 
hydrochloride) 

tablets NDA 006134 4/5/2016; # 0049 

Duragesic (Fentanyl 
Transdermal System) 

transdermal system NDA 019813 4/7/2016; # 0147 

Embeda (morphine 
sulfate and naltrexone 
hydrochloride) 

extended-release capsules NDA 022321 4/8/2016; # 0146 
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Exalgo (hydromorphone 
HCl) 

extended-release capsules NDA 021217 4/4/2016; # 0156 

Hysingla (hydrocodone 
bitartrate) 

extended release tablet NDA 206627 4/7/2016; # 0068 

Kadian (morphine 
sulfate) 

extended-release capsules NDA 020616 4/8/2016; 0067 

MS Contin (morphine 
sulfate) 

controlled-release tablets NDA 019516 4/7/2016; # 0068 

Methadone oral solution ANDA 087997  4/7/2016; # 0036 

Methadone oral solution oral solution ANDA 087393 4/6/2016; # 0037 

Methadone  oral concentrate ANDA 089897 4/6/2016; # 0035 

MorphaBond (morphine 
sulfate) 

extended-release tablet NDA 206544 4/11/2016; # 0021 

Nucynta ER (tapentadol) extended-release oral 
tablets 

NDA 200533 4/4/2016; # 0151 

Opana ER   
(oxymorphone 
hydrochloride) 

extended-release oral 
tablets 

NDA 201655 4/4/2016; # 0142 

Opana ER 
(oxymorphone 
hydrochloride) 

extended-release oral 
tablets 

NDA 021610 4/4/2016; # 0081 

Oxycontin (oxycodone 
hydrochloride) 

controlled-release tablets NDA 022272 4/7/2016; # 0278 

Targiniq (oxycodone 
hydrochloride and 
naloxone hydrochloride) 

extended-release tablets NDA 205777 4/7/2016; # 0080 

Zohydro ER 
(hydrocodone bitartate) 

extended-release oral 
capsules 

NDA 202880 4/4/2016; # 0094 

morphine sulfate ER 
capsule 

extended-release oral 
capsules 

ANDA 079040 4/6/2016; # 0054 

fentanyl transdermal 
system 

transdermal system ANDA 077449 4/13/2016; # 0033 

methadone HCL tablet Tablet ANDA 040050 4/4/2016; # 0045 

methadone HCL tablet Tablet ANDA 040517 4/4/2016; # 0047 

morphine sulfate ER 
tablet 

extended-release oral 
tablets 

ANDA 076412 4/4/2016; # 0048 
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morphine sulfate ER 
tablet 

extended-release oral 
tablets 

ANDA 076438 4/4/2016; # 0046 

fentanyl transdermal 
system 

transdermal system ANDA 077154 4/4/2016; # 0071 

morphine sulfate ER 
tablet 

extended-release oral 
tablets 

ANDA 200824 4/4/2016; # 0052 

fentanyl transdermal 
system 

transdermal system ANDA 076258 4/4/2016; # 0056 

fentanyl transdermal 
system 

transdermal system ANDA 077775 4/4/2016; # 0105 

fentanyl transdermal 
system 

transdermal system ANDA 077062 4/8/2016; # 0060 

morphine sulfate ER 
capsule 

extended-release oral 
capsules 

ANDA 200812 4/8/2016; # 0051 

morphine sulfate ER 
tablet 

extended-release oral 
tablets 

ANDA 078761 4/4/2016; # 0036 

morphine sulfate ER 
tablet 

extended-release oral 
tablets 

ANDA 074769 4/11/2016; # 0048 

4/18/2016; # 0049 

morphine sulfate ER 
tablet 

extended-release oral 
tablets 

ANDA 074862 4/11/2016; # 0049 

4/18/2016; # 0050 

methadone HCL tablet tablet ANDA 040241 4/7/2016; # 0001 

methadone HCL tablet tablet ANDA 090635 4/4/2016; # 0038 

morphine sulfate 
extended release 
capsules 

extended-release oral 
capsules 

ANDA 202104 4/8/2016; # 0012 

morphine sulfate 
extended-release tablets 

extended-release oral 
tablets 

ANDA 075295 4/4/2016; # 0054 

fentanyl transdermal 
system 

transdermal system ANDA 076709 4/12/2016; # 0151 

oxymorphone HCl 
extended-release 

extended-release oral 
tablets 

ANDA 200822 4/7/2016; # 0045 

hydromorphone HCl 
extended-release 

extended-release oral 
tablets 

ANDA 202144 

 

4/7/2016; # 0061 

oxymorphone HCl 
extended-release 

extended-release oral 
tablets 

ANDA 202946 4/4/2016; # 0034 
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*** This document contains proprietary and confidential information that should not be 
released to the public. *** 

 

 

oxymorphone HCl 
extended-release 

extended-release oral 
tablets 

ANDA 079046 4/6/2016; #0069 

oxymorphone HCl 
extended-release 

extended-release oral 
tablets 

ANDA 079087 4/4/2016; # 0046 

methadone HCl oral solution ANDA 090707 4/8/2016; # 0034 

morphine sulfate extended-release oral 
tablets 

ANDA 203849 4/6/2016; # 0021 

morphine sulfate extended-release oral 
tablets 

ANDA 77855 4/8/2016; # 0040 

morphine sulfate extended-release oral 
tablets 

ANDA 76720 4/8/2016; # 0032 

morphine sulfate extended-release oral 
tablets 

ANDA 76733 4/7/2016; # 0032 

hydromorphone 
hydrochloride 

extended-release oral 
tablets 

ANDA 204278 4/5/2016; # 0024 

oxymorphone HCl extended-release oral 
tablets 

ANDA 200792 4/8/2016; # 0037 

oxymorphone HCl extended-release oral 
tablets 

ANDA 203506 4/14/2016; # 0023 

morphine sulfate extended-release oral 
capsules 

ANDA 202718 4/7/2016; # 0038 

methadone HCL tablet tablet ANDA 90065 4/4/2016; # 0024 

methadone HCL tablet tablet ANDA 203502 4/6/2016; # 0011 

morphine sulfate tablet ANDA 203602 4/5/2016; # 0012 

Morphine sulfate capsule ANDA 200411 4/13/2016;# 0027 
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1 INTRODUCTION 
The purpose of this review is to document the Division of Risk Management’s (DRISK) 
final review of the proposed modification to the single, shared system (SSS) risk 
evaluation and mitigation strategy (REMS) for the extended-release and long-acting 
(ER/LA) opioid analgesics, 1 or ‘ER/LA opioids’, initially received between October 9 - 
December 11, 2015, and amended with the final documents between April 4-18, 2016. 

The proposed modifications to the ER/LA Opioid Analgesics REMS (ER/LA REMS) 
consist of revisions to the FDA Blueprint for Prescriber Education for ER/LA Opioid 
Analgesic (FDA Blueprint), an ER/LA REMS appended material, to include OxyContin 
(oxycodone hydrochloride) use in the pediatric population, the addition of titration 
information for OxyContin2, and product-specific information for MorphaBond3 
(morphine sulfate extended-release tablets) and Belbuca4 (buprenorphine buccal film). 

1.1 BACKGROUND 
The ER/LA REMS includes ER/LA opioid brand name and generic products formulated 
with the active ingredients: buprenorphine, fentanyl, hydrocodone, hydromorphone, 
methadone, morphine, oxycodone, oxymorphone, and tapentadol.  ER/LA opioids are 
approved 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. 
Although, all opioid formulations have the potential for misuse, abuse, overdose and 
death, the Agency believes that ER/LA opioids possess a significant safety concern 
because they contain more opioid per tablet, capsule, film, or patch, and either stay in the 
body longer or are released into the body over longer periods of time.  Additionally, 
when the extended-release features of some of these formulations are manipulated, either 
deliberately or inadvertently, these products deliver high doses of opioid in an 
immediate-release manner, potentially resulting in overdose. 

As described in DRISK’s July 6, 2012 Final REMS review, in accordance with section 
505-1 of the FDCA, the Agency determined that a REMS is necessary for ER/LA opioids 
to ensure that the benefits of the drug continue to outweigh the risks of adverse outcomes 
(addiction, unintentional overdose, and death) resulting from inappropriate prescribing, 
abuse, and misuse. Additionally, in the interest of public health and to minimize the 
burden on the healthcare delivery system of having multiple unique REMS programs, a 
SSS should be used to implement the REMS for all members of the class. 

The ER/LA REMS is a SSS and was originally approved on July 9, 2012.  The 
manufacturers of ER/LA opioids are collectively referred to as the REMS Program 

                                                 
1 The branded and generic drug products subject to this REMS include all: a) extended-release, oral-dosage 
forms containing: hydromorphone, morphine, oxycodone, oxymorphone, or tapentadol; b) fentanyl and 
buprenorphine-containing transdermal delivery systems; and c) methadone tablets and solutions that are 
indicated for use as analgesics. 
2 Gonzalez D. DRISK REMS Modification Review for ER/LA SSS REMS, dated August 26, 2015.  
3 Gonzalez D. DRISK REMS Modification Review for MorphaBond, dated September 17, 2015. 
4 Gonzalez D. DRISK REMS Modification Review for Belbuca, dated October 23, 2015. 
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Companies (RPC).  Modifications to the ER/LA Opioid Analgesic REMS were approved 
on August 28, 2012 and April 15, 2013. 

The goal of the ER/LA REMS is to reduce serious adverse outcomes resulting from 
inappropriate prescribing, misuse, and abuse of ER/LA opioid analgesics while 
maintaining patient access to pain medications. Adverse outcomes of concern include 
addiction, unintentional overdose, and death.  The ER/LA REMS consists of a 
Medication Guide (MG), elements to assure safe use (ETASU), and a timetable for 
submission of assessments of the REMS.   

The ETASU includes a training program for prescribers that is not linked to distribution.  
The tools used to support the ETASU include continuing education (CE) programs by CE 
providers on the safe use of ER/LA opioids, letters for prescribers and professional 
organizations to inform them about the program, a patient counseling document, and a 
REMS website.  The timetable for submission of assessments is at 6 months and 12 
months after the initial approval date of the REMS (July 9, 2012), and annually 
thereafter. 

1.2 REGULATORY HISTORY 
Following is an overview of the regulatory history for the proposed ER/LA REMS 
Modification: 

August 13, 2015:  The Agency approved the REMS modification proposed in PAS-0027 
for OxyContin (oxycodone hydrochloride extended release tablets), which added 
information about the use of OxyContin in the pediatric population and titration 
information for OxyContin for adult patients to the ER/LA REMS Blueprint.  

August 27, 2015: The Agency sent a REMS modification notification letter to the RPC 
members notifying them of the revised REMS materials reflecting: (1) incorporation of 
information regarding use of OxyContin in the pediatric population and (2) addition of 
information to the titration recommendations of OxyContin for adult patients. 

October 2, 2015:  The Agency approved MorphaBond (morphine sulfate extended 
release tablets), NDA 206544, with the ER/LA REMS that included the MorphaBond 
product specific information in the FDA Blueprint.     

October 9 - December 11, 2015: All RPC sponsors submitted the revised ER/LA REMS 
to their respective applications in response to the August 27, 2015 REMS modification 
notification letter. Exceptions include NDA 22272 because this application included the 
current ER/LA REMS when approved by the Agency on August 13, 2015. 

October 23, 2015:  The Agency approved the REMS proposed for Belbuca 
(buprenorphine buccal film), NDA 207932, with the ER/LA REMS that included the 
Belbuca product specific information in the FDA Blueprint.   

December  16, 2015: The Agency approved ANDA 203602 (morphine sulfate) with the 
ER/LA REMS that  aligned with the currently approved REMS for the RLD (MS Contin) 
approved on June 26, 2015. 
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February 23, 2016: The Agency advised the RPC, via email, to incorporate changes 
made to the ER/LA Opioid REMS based on the recent approvals of MorphaBond (NDA 
206544) and Belbuca (NDA 207932).  These changes are the focus of this review. 

April 4 - April 18, 2016: The RPC member companies submitted their final REMS 
document, appended materials, and supporting document. 

2 MATERIALS REVIEWED 

2.1 SPONSOR'S SUBMISSIONS 
 
See the table starting on page one of this review for a complete list of submissions for 
this REMS modification 

2.2 OTHER MATERIALS INFORMING OUR REVIEW 
 

 Gonzalez D. DRISK REMS Modification Review for ER/LA SSS REMS, dated 
August 26, 2015.  

 ER/LA REMS Modification Notification letter, dated August 27, 2015. 
 Gonzalez D. DRISK REMS Modification Review for MorphaBond, dated 

September 17, 2015. 
 Gonzalez D. DRISK REMS Modification Review for Belbuca, dated October 23, 

2015. 
 Lee K. Office of Prescription Drug Promotion (OPDP) Review of ER/LA REMS 

Materials (MorphaBond and Belbuca additions), dated December 15, 2015. 
 

3 RESULTS OF REVIEW OF THE PROPOSED ER/LA REMS 
MODIFICATION 

3.1   RATIONALE FOR THE PROPOSED REMS MODIFICATION  
The purpose of the current REMS modification is to include OxyContin (oxycodone 
hydrochloride) use in the pediatric population, the addition of titration information for 
OxyContin5 in adults, and product-specific information for MorphaBond6 (morphine 
sulfate extended-release tablets) and Belbuca7 (buprenorphine buccal film). 

3.2   PROPOSED REMS MODIFICATIONS 

3.2.1 Goals  
There are no proposed changes to the goals of the REMS. 

                                                 
5 Gonzalez D. DRISK REMS Modification Review for ER/LA SSS REMS, dated August 26, 2015.  
6 Gonzalez D. DRISK REMS Modification Review for MorphaBond, dated September 17, 2015. 
7 Gonzalez D. DRISK REMS Modification Review for Belbuca, dated October 23, 2015. 
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3.2.2 Medication Guide 
There are no proposed changes to the MGs for individual products. 

3.2.3 Elements to Assure Safe Use 

3.2.3.1 REMS Document 
There are no proposed changes to the REMS document. 

3.2.3.2 REMS Appended Material 
The Sponsors included the updated information for OxyContin, MorphaBond, and 
Belbuca as previously discussed.8The Sponsor proposed additional changes to update the 
reference documents in the footnotes and minor formatting changes in the FDA Blueprint 
for Prescriber Education for Extended-release and Long-acting Opioid Analgesics. The 
remaining REMS appended materials included minor formatting changes.  

Reviewer comment: DRISK agrees with the changes to these documents. The minor 
formatting changes were not intended to substantively change the REMS. 

3.2.4 Timetable for Submission of Assessments 
There are no proposed changes to the Timetable for Submission of Assessments. 

3.3   REMS ASSESSMENT PLAN  
There are no proposed changes to the REMS Assessment Plan. 

3.4   REMS SUPPORTING DOCUMENT 
The RPC proposed the addition of new member companies to the cover page of the 
supporting document as well as minor clarifying statements and formatting changes 
throughout the document. See additional proposed edits below.  

  

Reviewer comments: DRISK agrees with the changes to this document. The minor 
clarifying statements and formatting changes were not intended to substantively change 
the REMS. 

4 DISCUSSION AND CONCLUSION 
DRISK finds the proposed REMS modification for the ER/LA Opioid Analgesics REMS, 
as submitted by all the Sponsors between April 4 - 18, 2016, acceptable. The timetable 
for submission of assessments of the REMS and the REMS assessment plan will remain 
the same as that approved on July 9, 2012.  Therefore, the modified ER/LA Opioid 
Analgesic REMS is acceptable to this reviewer.  

5 RECOMMENDATIONS 
This reviewer recommends approval of the REMS Modification for ER/LA Opioid 
Analgesic REMS received April 4 - 18, 2016 and appended to this review. The Approval 
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Letter should reference the REMS assessment plan included with the July 9, 2012 REMS 
approval. 

ATTACHMENTS  
1. REMS Document and REMS appended materials 
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