o2y U.S. FOOD & DRUG

ADMINISTRATION

Development of the 2012
Extended Release and Long-Acting
(ER/LA) Opioid Analgesic REMS



FODA
FDA Informs Sponsors a REMS is Needed .

February 6, 2009

FDA notified holders of ER/LA
opioid analgesics that their products
would require a REMS to ensure
that the benefits of those products
continued to outweigh their risks.

March 3, 2009

FDA met with the application
holders to discuss the REMS
design to manage the risks while
considering the burden on the
health care system.
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SUPPLEMENTARY INFORMATION:
1. Background
FDAAA (Public Law 110-85) created
section 5051 of Federal Food. Drug.
ind Cosmetic Act (the act) (21 U.S.
355-1). Under section 505—1 of the




Stakeholder Input: Public Meetings

February 9,
2009

May 27-28,
2009

December 4,
2009

July 22-23,
2010

Discuss the Obtain Hear about Hear from Joint Meetings of
regulatory comments and experiences with industry about ALSDAC and
process and opinions opioid drugs and their views on DSaRM to
standards for regarding the suggestions for the specific discuss FDA’s
review and development of a REMS for features of the proposal for a
approval of an opioid REMS ER/LA opioid REMS. class-wide
opioid products. products. REMS for ER/LA

opioids



¢ Scope of the REMS

é Impact on the Health Care System

FODA
Some Considerations in Developing the REI\/IS.

é Impact on Patient Access to the Drug




Some Highlights of Stakeholder Comments (1

Size

Drugs

Prescriber
Education

Largest and most complex program of its kind

If the REMS only applies to ER/LA opioids, there will be shifts in prescribing to IR
products or other potentially less effective pain relievers. Methadone should have a
separate REMS.

Many comments supported prescriber education but comments were divided as to

whether such education should be mandatory.

* Include safe use, storage, and disposal of opioid medications, pain
management, benefits and risks of opioid treatment.

« If education is mandated, REMS certification should be linked to DEA
registration to maximize participation, minimize cost, and streamline the
prescription process.



Some Highlights of Stakeholder Comments (2)

Prescriber
Certification

Patient
Education and
Certification

Program
Evaluation

Other

FOA

Individual prescriber enrollment and real time verification of prescriber training at
pharmacy level could cause “opting out.” Consider linking certification to DEA
registration or state requirements (e.g. state Medical Board Licensure).

Patient education is vital to the safe use of REMS drugs. A REMS that employs a
patient registration system would be overly burdensome and create a stigma for
pain patients that could adversely affect patient access to necessary medications.

It is critical to assess the effectiveness of the program and its impact on
appropriate access to pain medications.

Less restrictive elements should be implemented first to determine if they are
effective in mitigating risk while preserving access.



FOA
Balancing Risk, Burden, and Patient Access .

ETASU shall be commensurate with the  April 19, 2011
specific serious risk listed in the labeling  EDA sent REMS notification letters to

of the drug and considering such risk, application holders of ER/LA opioid

* Not be unduly burdensome on analgesics. The notification letters
patient access to the drug specified requirements for

« And to the extent practicable  Prescriber training/education
mlnlmlze the burden on the health e Assessment p|an and timetable for
care delivery system submission of assessments

 Medication Guide
 Patient Education Materials

Focus of the REMS was education and
ER/LA products.



Prescriber Education

NDA ###as#

APPENDIX A: CONTENT OF EDUCATION PROGRAM

The training for prescribers required by the elements to assure safe use must contain the
following content:
1. General information for safe opioid prescribing
a. Patient selection and assessment
1. Determine goal of therapy
ii.  Assessment of the risk of abuse, including history of substance abuse and
serious mental illness
1ii. When relevant, determining if patient is opioid tolerant
b. Considerations when prescribing opioids
i. Pharmacokinetics and potential for overdose
ii. Addiction, abuse, and misuse
iii.  Intentional abuse by patient or household contacts
iv. Interactions with other medications/substances
¢ Managing patients taking opioids
i.  Establishing goals for treatment and evaluating pain control
it. Use of Patient Provider Agreements (PPAs)
iii.  Adherence to a treatment plan
iv. Recognizing aberrant behavior
v. Managing adverse events
d. Initiating and modifying dosing of opioids for chronic pain
i.  As first opioid
ii. Converting from one opioid to another
1. Converting from immediate-release to extended-release and long-
acting products
2. Converting from one extended-release and long-acting product to
another
iii. Titrating to effect/tolerability

iv. How to deal with missed doses

FOA

*  Prescriber education program includes

General information about the use of the
class of ER/LA opioid analgesics to aid in
patient selection and counseling

Specific drug information

Information about how to recognize the
potential for and evidence of addiction,
dependence, and tolerance

Training conducted by accredited,
independent CME providers

« Training is not mandatory under REMS.

FDA supported mandatory training linked
to DEA registration as proposed in the
Administration’s comprehensive plan to
address the epidemic of prescription drug
abuse in April 2011.



ACCME and FDA Collaboration

FIND A CME -

FOR CME
PROVIDERS

AccREDmATION
EGUIREMENT!

s FOR CME

PROVIDER Advanced Search

EDUCATION  EVENTS  NEWS & PUBLICATIONS  ASK ACCME  REQUIREMENTS

FOR PHYSICIANS FOR THE FOR THE
ACCREDITORS VOLUNTEERS & HEALTH CARE PUBLIC MEDIA
PROFESSIONALS

Accredltatlon Crlterla NEED MORE HELP?

STANDARD 1.1 A CME §

FIND A CME
PROVIDER Advanced Search

ABOUTUS  EDUCATION EVENTS  NEWS & PUBLICATIONS  ASK ACCME | REQUIREMENTS

Standards for Commercial Suppor‘c NEED MORE HELP?
Standards to Ensure Independence
in CME Activities

tandard 1: Indepen

FDA worked with the Accreditation
Council for Continuing Medical
Education (ACCME) and other
accrediting bodies and CE
providers.

Goal was to help ensure that CE
programs developed to comply with
the REMS would be in

— compliance with ACCME
accreditation criteria and

— standards for commercial support.

10



FDA Lessons Learned re: CME

FDA and the CME community had different expectations for
The Blueprint for Prescriber Education

FDA creates a high level outline to guide content
of the Blueprint.

FDA expected the application holders to work
together to develop the draft content for FDA
review and approval.

This is analogous to how we handle the
prescribing information in the label, i.e., sponsors
may develop the draft, but FDA controls the
content.

FDA would develop the Blueprint for CE
providers to use to develop the actual CE
content.

Application holders provide FDA with information
about the scope of the content.

CME Community wanted to be sure that the FDA
“controlled” the content of the professional
education.
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FDA Blueprint Available for Public Comment

November 7, 2011 “Blueprint for Prescriber Education for Long-Acting/Extended-Release Opioid

Class-Wide REMS”

FDA received comments from about 65 individuals or organizations.

FEDERAL REGISTER

The Daily Journal of the United States Government

Most comments were favorable and offered specific edits.

The negative comments focused primarily on the REMS being ineffective in addressing the problem

because

completion of the REMS training by prescribers is voluntary
industry is involved
the ER/LA opioid analgesic focus is too narrow
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REMS Approval

FDA considered comments received and approved the
ER/LA Opioid Analgesics REMS on July 9, 2012 .

The REMS included a

— A Patient Counseling Document for a prescriber to
give to a patient

— One-page Medication Guide
Final FDA “blueprint”

— Posted on FDA website for accredited CE
providers to develop training supported by
independent educational grants from ER/LA opioid
manufacturers.

— Content focuses on safe prescribing of ER/LA
opioid analgesics.

— Directed to prescribers of ER/LA opioid analgesics
but may be relevant for other healthcare
professionals.

Tell your

- pregna:

The DOs and DON'Ts of
Extended - Reloase / Long - Acting Opioids
8 > Resatne Medicasion Guide
2
=
2
FDA Blueprint for Prescriber Education for and L @ Opicid Analgesics  08/2015

FDA for for
Extended-Release and Long-Acting Opiocid Analgesics

Why is
Health care who lease (ER) and long-acting (LA) opioid
analgesics (hereafter referred to as ER/LA opioid analgesics) are in a key position to balance
the benefits of ER/LA opioid to treat pain against the risks of serious
adverse including addi i . and death. Opioid misuse and

abuse, resulting in injury and death, has emerged as a major public health problem.

- Based on the 2010 National Survey on Drug Use and Health, public health experts estimate
more than 35 million Americans age 12 and older used an opioid analgesic for non-medical
use some time in their life—an increase from about 30 million in 2002 2

- In 2009, there were nearly 343,000 emergency department visits involving nonmedical use
of opioid analgesics.*

= In 2008, nearly 36,500 Americans died from drug poisonings, and of these. nearly 14,800

= breastid deaths involved opioid analgesics.*
« taking = Improper use of any opioid can result in serious side effects including overdose and death,
When tale and this risk can be grealer with ER/LA opioid analgesics.
Do not patient education are s to help address this
- Toke x public haaith problem. Health care professionals who prescribe ERILA ¢ oplom analgesics have a
dase, df responsibility to help enzure the safe and effective use of these drug products. ERILA apiold
Sualion analgesics should be prescribed only by health care p who are kr
Lo the use of potent opioids for the management of pain.
« Do not The results of the ducation in this REMS are that the prescribers will:
. After v a. Understand how to assess patients for treatment with ER/LA opioid analgesics.
the toil b. Be familiar with how to initiate therapy, modify dose, and discontinue use of ER/LA opioid
While tak analgesics.
+ Driveo c. Be knowledgeable about how to manage ongoing therapy with ER/LA opioid analgesics.
you sle d. Know how to counsel patients and caregivers about the safe use of ER/LA opioid
« Orinka analgesics, including proper storage and disposal

e. Be familiar with general and product-specific drug information concerning ER/LA apioid

The possil
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I. Assessing Patients for Treatment with ER/LA Opioid Analgesic Therapy

a. Prescribers should consider risks involved with ER/LA opicid analgesics and balance these
against potential benefits. Risks include:
i, Overdose with ER/LA formulations, as most dosage units contain more opioid than

i immediate-release formulations.
— o "Substance Abuse and Mental Heallh Services Administration. 2011. Resuls fiom the 2010 National Survey on Diug Use and
—— Heaiin Dataded Tadi. Tatka 718, Rockutle, M0,

NMETANZ. 1A Accesssd on May 29, 2015,
“Substance Abuse and Mental Heaith Services Administration. 2011. Dnig Abuse Waming Network, 2009: National Estimates of
Drug-Related Emergency Depsrment Visas. Table 18, Rockvite, MD

- Accessed on May 26, 2015,
Starmer M. Cher L, Makusc DU, Anderson RN, and Winito A, 2011, Brug olsoning Death n o Unked Siates, 19802008, in
U5 Boparimant ai ieaiih and biemian Sorvices. Coniers for Diseass Canitel and Fiavertion. taional Conler or Heaii Siatics.
WCHS Bata Briet, No 81 Dacember 2011, Hyaiawie, MD. hil
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Summary

Pharmaceutical companies, FDA, medical specialty groups, CME accreditors
and accredited providers collaborated to include CME as a component of the
ER-LA opioid analgesic REMS.

Multiple companies successfully collaborated on the establishment,
governance and operational aspects of a shared system REMS program with a
CME component

Lessons learned from creating the ER-LA opioid analgesic REMS CME
program can be applied to the developing REMS requirements for immediate-
release opioid analgesics.
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