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Specific Drug Info

t‘on for Extended-Release and Long-Actin
 (ERILA opioid analgesics)

pioid Analgesics

Patients o

Product-Specific Safety
Concerns

=  Accidental exposure due to secondary exposure to unwashed/unclothed
application site.

= Increased drug exposure with increased core body temperature or fever.

= Bradycardia

=  Application site skin reactions

Relative Potency To Oral
Morphine

See individual product information for conversion recommendations from
prior opioid

Embeda

- Morphine Sulfate ER-Naltrexone
Capsules, 20 mg/0.8 mg, 30 mg/1.2 mg, 50 mg/2 mg 60 mg/2 4 mg
80 mg/3.2 mg, 100 mg/4 mg

. Dosing Interval

Once a day or every 12 hours

Key Instructions

= |nitial dose as first opioid: 20 mg/0.8 mg.

= Titrate using a minimum of 3-day intervals.

=  Swallow capsules whole (do not chew, crush, or dissolve)

= Crushing or chewing will release morphine, possibly resulting in fatal
overdose, and naltrexone, possibly resulting in withdrawal symptoms.

= May open capsule and sprinkle pellets on applesauce for patients who
can reliably swallow without chewing, use immediately.

Specific Drug Interactions

= Alcoholic beverages or medications containing alcohol may result in the
rapid release and absorption of a potentially fatal dose of morphine.

= PGP inhibitors (e.g. quinidine) may increase the absorption/exposure of
morphine sulfate by about two-fold.

Use in Opioid-Tolerant
Patients

Embeda 100 mg/4 mg capsule is for use in opioid-tolerant patients only.

Product-Specific Safety
Concerns

None

BExalgo

| Hydromorphone Hydrochloride : 5
- | Extended-Release Tablets, 8 mg, 12 mg, 16 mg or 32 mg

Dbsihg Interval _

Once a day

Key Instructions

= Use the conversion ratios in the individual product information.

= Start patients with moderate hepatic impairment on 25% dose that would
be prescribed for a patient with normal hepatic function.

= Start patients with moderate renal impairment on 50%, and patients with
severe renal impairment on 25% of the dose that would be prescribed for
a patient with normal renal function.

= Titrate using a minimum of 3 to 4 day intervals.

=  Swallow tablets whole (do not chew, crush, or dissolve).

= Do not use in patients with sulfite allergy—contains sodium metabisulfite.

Specific Drug Interactions

None

Use in Opioid-Tolerant
Patients

All doses of Exalgo are indicated for opioid-tolerant patients only.

Drug-Specific Adverse
Reactions

Allergic manifestations to sulfite component.

Relative Potency To Oral
Morphine

Approximately 5:1 oral morphine to hydromorphone oral dose ratio, use

Kadian

conversion recommendatsons in the mdnvuduai product mformatlon

| Morphine Sulfate
' Extended-Release Capsules 10 mg, 20mg 30 mg, :_40 mg, 50 mg 60 mg 70' .

mg, 80 mg, 100 mg, 130 mg, 150 mg, and 200 mg

Dosihg Interval

Once a day or every 12 hours

Key Instructions

= Product information recommends not using as first opioid.
=  Titrate using a minimum of 2-day intervals.
=  Swallow capsules whole (do not chew, crush, or dissolve).
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(ER/LA opioid analgesics)

= May open capsule and sprinkle pellets on applesauce for patlents who
can reliably swallow without chewing, use immediately.

Specific Drug Interactions

= Alcoholic beverages or medications containing alcohol may result in the
rapid release and absorption of a potentially fatal dose of morphine.

= PGP inhibitors (e.g. quinidine) may increase the absorption/exposure of
morphine sulfate by about two-fold.

Use in Opioid-Tolerant
Patients

Kadian 100 mg, 130 mg, 150 mg, and 200 mg capsules are for use in opioid-
tolerant-patients only

Product-Specific Safety
Concerns

None

'..MS Contln

- | Morphine Sulfate = : SEn
- | Controlled-release Tablets 156 mg, 30 mg, 60 mg, 100 mg,and200mg |

Dossng Interval

Every 8 hours or every 12 hours

Key Instructions

= Product information recommends not using as first opioid.
= Titrate using a minimum of 2-day intervals.
= Swallow tablets whole (do not chew, crush, or dissolve).

Specific Drug Interactions

PGP inhibitors (e.g. quinidine) may increase the absorption/exposure of
morphine sulfate by about two-fold.

Use in Opioid-Tolerant
Patients

MS Contin 100 mg and 200 mg tablet strengths are for use in opioid-tolerant
patients only.

Product-Specific Safety None
Concerns
Nucynta ER Tapentadol

Extended-Release Tablets, 50 mg, 100mg, 150 mg, 200 mg, and 250 mg

Dosing Interval

Every 12 hours

Key Instructions

Use 50 mg every 12 hours as initial dose in opioid nontolerant patients

Titrate by 50 mg increments using a minimum of 3-day intervals.

Maximum total daily dose is 500 mg

Swallow tablets whole (do not chew, crush, or dissolve).

Take one tablet at a time and with enough water to ensure complete

swallowing immediately after placing in the mouth.

= Dose once daily in moderate hepatic impairment with 100 mg per day
maximum

= Avoid use in severe hepatic and renal impairment.

Specific Drug Interactions

= Alcoholic beverages or medications containing alcohol may result in the
rapid release and absorption of a potentially fatal dose of tapentadol.
= Contraindicated in patients taking MAOls.

Use in Opioid-Tolerant
Patients

No product-specific considerations.

Product-Specific Safety
Concerns

= Risk of serotonin syndrome
=  Angioedema

Relative Potency To Oral
Morphine

Equipotency to oral morphine has not been established.

Opana ER‘

Oxymorphone Hydrochloride :
ER Tablets, 5 mg, 7.5 mg, 10 mg, 15 mg, 20 mg, 30 ‘mg, and 40 mg

Dosing Interval

Every 12h dosing, some may benefit from asymmetric (different dose givén'
in AM than in PM) dosing.

Key Instructions

= Use 5 mg every 12 hours as initial dose in opioid non-tolerant patients
and patients with mild hepatic impairment and renal impairment
(creatinine clearance < 50 mL/min) and patients over 65 years of age

=  Swallow tablets whole (do not chew, crush, or dissolve).

= Take one tablet at a time, with enough water to ensure complete
swallowing immediately after placing in the mouth.
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on for Extended-Release and Long-Actm O |0|d Analgesws
- (ER/LA opioid analgesics)

= Tltrate using a minimum of 2-day lntervais
= Contraindicated in moderate and severe hepatic impairment.

Specific Drug Interactions = Alcoholic beverages or medications containing alcohol may resuit in the
absorption of a potentially fatal dose of oxymorphone.

Use in Opioid-Tolerant No product specific considerations.

Patients

Product-Specific Safety None

Concerns

Relative Potency To Oral Approximately 3:1 oral morphine to oxymorphone oral dose ratio

Morphine
 OxyContin | = Oxycodone Hydrochloride S
e - | = Controlied-release Tablets 10 mg, 15 mg 20 mg 30 mg, 40 mg 60 mg

Sl : ~and 80 mg

Dosing Interval = Every12hours

Key Instructions

the usual dosage.

= Opioid-naive patients: initiate treatment with 10 mg every 12 hours.

= Titrate using a minimum of 1 to 2 day intervals.

= Hepatic impairment: start with one third to one half the usual dosage

= Renal impairment (creatinine clearance <60 mL/min): start with one half

= Consider use of other analgesics in patients who have difficulty
swallowing or have underlying Gl disorders that may predispose them to
obstruction. Swallow tablets whole (do not chew, crush, or dissolve).

= Take one tablet at a time, with enough water to ensure complete
swallowing immediately after placing in the mouth.

Specific Drug Interactions = CYP3A4 inhibitors may increase oxycodone exposure.
= CYP3A4 inducers may decrease oxycodone exposure.

Use in Opioid-Tolerant = Single dose greater than 40 mg or total daily dose greater than 80 mg
Patients are for use in opioid-tolerant patients only.
Product-Specific Safety = Choking, gagging, regurgitation, tablets stuck in the throat, difficulty
Concerns swallowing the tablet.

= Contraindicated in patients with gastrointestinal obstruction.
Relative Potency To Oral Approximately 2:1 oral morphine to oxycodone oral dose ratio.
Morphine
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Prescriber Letter #1
FDA-Required REMS Program for Serious Drug Risks

Subject: Announcement of a Risk Evaluation and Mitigation Strategy (REMS) for all extended-release/long-
acting opioid analgesic drug products due to their risks of misuse, abuse, addiction, and overdose.

Dear DEA-Registered Prescriber:

Extended-release and long-acting (ER/LA) opioid analgesics are approved for the management of chronic moderate-to-severe
painin the U.S,, and can be safe and effective in appropriately selected patients when used as directed. However, opioid
analgesics are also associated with serious risks and are at the center of a major public health crisis of increased misuse, abuse,
addiction, overdose, and death.

The U.S. Food and Drug Administration (FDA) has determined that a Risk Evaluation and Mitigation Strategy (REMS) is
necessary for ER/LA opioid analgesics to ensure that the benefits continue to outweigh the risks of adverse outcomes
(addiction, unintentional overdose, and death) resulting from inappropriate prescribing, abuse, and misuse. A REMSis a
strategy to manage a known or potential serious risk associated with a drug product. In the interest of public health and to
minimize the burden on the healthcare delivery system from having multiple unique REMS programs, pharmaceutical
companies subject to this REMS have joined together to implement this REMS for all ER/LA opioid analgesic drug products.

The principal components of this REMS are:

a) Prescriber training on all ER/LA opioid analgesics,
b) the Patient Counseling Documenton Extended-Release and Long-Acting Opioid Analgesics (PCD), and
¢) aunique Medication Guide for each ER/LA opioid analgesic drug product.

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

» extended-release, oral-dosage forms containing

- hydromorphone,

- morphine,

- oxycodone,

- oxymorphone, or

- tapentadol;
+ fentanyl and buprenorphine-containing transdermal delivery systems; and
* methadone tablets and solutions that are indicated for use as analgesics.

Prescriber Action

Under the REMS, you are strongly encouraged to do all of the following:

*  Train (Educate Yourself} - Complete REMS-compliant training offered by anaccredited provider of continuing
education (CE) for your discipline. This training is being developed and will be offered early next year at no or
nominal cost to prescribers. You will be notified when REMS-compliant training will become available. 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”); (¢) include a post-
course knowledge assessment; and (d) be subject to independent audit of content and compliance with applicable
accrediting standards.

+ Counsel Your Patients - Discuss the safe use, serious risks, storage, and disposal of ER/LA opioid analgesics with
patients and their caregivers every time you prescribe these medicines. The enclosed Patient Counseling Document on
Extended-Release/Long-Acting Opioid Analgesics (PCD) should be used to facilitate these discussions.

+ 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 analgesic is dispensed to them, as the information in the Medication Guide may have changed.
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Prescriber Letter #1

» Consider Using Other Tools - In addition to the PCD, there are other publicly-available tools to improve patient,
household, and community safety when using ER/LA opioid analgesics, as well as compliance with conditions of
treatment, including Patient-Prescriber Agreements (PPAs) and risk assessment instruments.

REMS-compliant Training Programs

A critical component of the ER/LA Opioid Analgesics REMS program is essential safety education for prescribers. REMS-
compliant training for prescribers, as described previously, will be delivered by accredited CE providers and will include both
general and product-specific drug information, as well as information on weighing the benefits and risks of opioid therapy,
appropriate patient selection, managing and monitoring patients, and counseling patients on the safe use of these drugs. In
addition, the education will include information on how to recognize evidence of, and the potential for, opioid misuse, abuse,
addiction, and overdose.

It will be some time before the REMS-compliant training funded by educational grants from the pharmaceutical companies
subject to this REMS becomes available. The FDA 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 accredited CE providers to develop REMS-compliant training courses. A follow-up letter notifying you of the
availability of REMS-compliant training funded under this REMS will be sent not later than thirty (30) days before such training
is offered. However, REMS-compliant education may also be offered by academic institutions or professional societies
independent of REMS-related funding. We encourage you to successfully complete REMS-compliant training offered to
improve your ability to prescribe these medications more safely.

The Patient Counseling Document on Extended-Release/Long-Acting Opioid Analgesics (PCD)

Enclosed with this letter is the Patient Counseling Documentthat was developed under the REMS for ER/LA opioid analgesics
to assist you in having important conversations with patients for whom you select an ER/LA opioid analgesic. It contains
important safety information common to the drug products subject to this REMS, and includes space for you to write
additional information to help your patients use their specific ER/LA opioid analgesic safely. The PCD should be provided to
the patient or their caregiver at the time of prescribing. Patients and their caregivers should be counseled on:

» theimportance 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
members - to avoid risks from unintended exposure,

+ theimportance 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.

You can re-order or print additional copies of the PCD from www.ER-LA-opioid REMS.com.

Adverse Event Reporting

To report all suspected adverse reactions associated with the use of the ER/LA opioid analgesics, contact:
+  the pharmaceutical company that markets the specific product, or
+  the FDA MedWatch program:
- by phoneat 1-800-FDA-1088 (1-800-332-1088) or
- online at www.fda.gov/medwatch/reporthtm

More information about this REMS can be obtained at: www.ER-LA-opioidREMS.com or by calling the ER/LA Opioid Analgesic
REMS Call Center at 1-800-503-0784.

Sincerely,

The ER/LA Opioid Analgesic REMS Companies
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Prescriber Letter #2

FDA-Required REMS Program for Serious Drug Risks

Subject:  Availability of Risk Evaluation and Mitigation Strategy (REMS)-complianttraining under the REMS for
all extended-release/long-acting opioid analgesic drug products.

Dear DEA-Registered Prescriber:

Extended-release and long-acting (ER/LA) opioid analgesicslare approved for the management of chronic moderate-to-severe
painin the U.S., and can be safe and effective in appropriately selected patients when used as directed. However, opioid
analgesics are also associated with serious risks and are at the center of a major public health crisis of increased misuse, abuse,
addiction, overdose, and death. The U.S. Food and Drug Administration (FDA) determined that a Risk Evaluation and
Mitigation Strategy (REMS) was necessary to ensure that the benefits of ER/LA opioid analgesics continue to outweigh the
risks of adverse outcomes (addiction, unintentional overdose, and death) resulting from inappropriate prescribing, abuse, and
misuse.

Several months ago, you received a letter announcing the REMS for all ER/LA opioid analgesic drug products, which explained
that the principal components of this REMS are:

a) Prescriber training on all ER/LA opioid analgesics,
b) the Patient Counseling Documenton Extended-Release/Long-Acting Opioid Analgesics (PCD), and
¢) aunique Medication Guide for each ER/LA opioid analgesic drug product.

REMS-compliant Training Programs

The purpose of this letter is to provide notification of the upcoming availability of REMS-compliant training on ER/LA opioid
analgesics - provided at a nominal to no cost to prescribers. REMS-compliant training is a critical component of the ER/LA
Opioid Analgesics REMS program and constitutes essential safety education for prescribers. 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 post-course knowledge assessment; and (d) be
subject to independent audit of content and compliance with applicable accrediting standards.

REMS-compliant training will focus on the safe prescribing of ER/LA opioid analgesics. The FDA developed core messages to
be communicated to prescribers in the FDA Blueprint, which will be used by accredited CE providers to design and deliver
REMS-compliant training courses. The FDA Blueprint is available at

http://www.fda. gov/downloads/Drugs/DrugSafetv/InformationbvDrugClass/UCM277916.pdf

The core messages include:

+ Understand how to assess patients and determine which may be appropriate for treatment with ER/LA opioid
analgesics.

+  Befamiliar with how to initiate therapy, modify dose, and discontinue use of ER/LA opioid analgesics.

+ Beknowledgeable about how to manage and monitor 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.

»  Befamiliar with general and product-specific drug information concerning ER /LA opioid analgesics.

REMS-compliant training for prescribers also includes information on weighing the benefits and risks of opioid therapy and
how to recognize evidence of, and the potential for, opioid misuse, abuse, addiction, and overdose. REMS-complianttraining
may also be offered by academic institutions or learned societies independent of REMS-related funding. We encourage you to

. 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.
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Prescriber Letter #2

successfully complete REMS-compliant training from an accredited CE provider to improve your ability to prescribe these
medications more safely.

Prescriber Action
Under the REMS, you are strongly encouraged to do all of the following:

« Train (Educate Yourself) - Complete REMS-compliant training on the ER/LA opioid analgesics 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 their caregivers every time you prescribe these medicines. Use the enclosed Patient Counseling
Document on Extended-Release/Long-Acting Opioid Analgesics (PCD) to facilitate these discussions.

« 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 analgesic is dispensed to them, as information may have changed.

* Consider Using Other Tools - In addition to the PCD, there are other publicly-available tools to improve patient,
household, and community safety when using ER/LA opioids, as well as compliance with conditions of treatment,

including Patient-Prescriber Agreements (PPAs) and risk assessment instruments.

A listing of REMS-compliant training funded under this REMS appears on www.ER-LA-opioidREMS.com.

The Patient Counseling Document on Extended-Release/Long-Acting Opioid Analgesics (PCD)

Enclosed with this letter is the Patient Counseling Document that was developed under the REMS for ER/LA opioid analgesics
to assist you in having important conversations with patients for whom you select an ER/LA opioid analgesic. It contains
important safety information common to the drug products subject to this REMS and includes space for you to write additional
information to help your patients use their specific ER/LA opioid analgesic safely. The PCD should be provided to the patient
or their caregiver at the time of prescribing. Patients and their caregivers should be counseled on:

* theimportance 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
members - to avoid risks from unintended exposure,

« theimportance 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.

You can re-order or print additional copies of the PCD from www.ER-LA-opioid REMS.com.

Adverse Event Reporting

To report all suspected adverse reactions associated with the use of the ER/LA opioid analgesics, contact:

*  the pharmaceutical company that markets the specific product, or
+  the FDA MedWatch program:

- by phoneat 1-800-FDA-1088 (1-800-332-1088) or

- online at www.fda.gov/medwatch/reporthtm

More information about this REMS can be obtained at: www.ER-LA-opicidREMS.com or by calling the ER/LA Opioid Analgesic
REMS Call Center at 1-800-503-0784.

Sincerely,

The ER/LA Opioid Analgesic Companies
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Prescriber Letter #3

FDA-Required REMS Program for Serious Drug Risks

Subject:  Risk Evaluation and Mitigation Strategy (REMS) for all extended-release/long-acting opioid
analgesic drug products due to their risks of misuse, abuse, addiction, and overdose

Dear DEA-Registered Prescriber:

You are receiving this letter because you recently registered with DEA to prescribe Schedule Il or 11l drugs. The purpose of
this letter is to inform you about a Risk Evaluation and Mitigation Strategy (REMS) that has been required by the U.S. Food and
Drug Administration (FDA) for all extended-release and long-acting (ER/LA) opioid analgesic drug products.

ER/LA opioid analgesics are used for the management of chronic moderate-to-severe pain in the U.S,, and can be safe and
effective in appropriately selected patients when used as directed. However, opioid analgesics are also associated with serious
risks and are at the center of a major public health crisis of increased misuse, abuse, addiction, overdose, and death.

FDA determined that a REMS was necessary to ensure that the benefits of ER/LA opioid analgesics continue to outweigh their
risks of adverse outcomes (addiction, unintentional overdose, and death) resulting from inappropriate prescribing, abuse, and
misuse. A REMS is a strategy to manage a known or potential serious risk associated with a drug product. In the interest of
public health and to minimize the burden on the healthcare delivery system of having multiple unique REMS programs, the
pharmaceutical companies subject to this REMS have joined together to implement the REMS for all ER/LA opioid analgesic
drug products.

The ER/LA Opioid Analgesic REMS has three principal components:
a) prescribertraining on all ER/LA opioid analgesics,
b) a Patient Counseling Document on Extended-Release/Long-Acting Opioid Analgesics (PCD), and
¢) aunique Medication Guide for each ER/LA opioid analgesic drug product.

The branded and generic drug products subject to this REMS include all:
+ extended-release, oral-dosage forms containing
- hydromorphone,
- morphine,
- oxycodone,
- oxymorphone, or
- tapentadol;
» fentanyl and buprenorphine-containing transdermal delivery systems; and
* methadone tablets and solutions that are indicated for use as analgesics.

Prescriber Action

Under the REMS, you are strongly encouraged to do all of the following:

+ Train (Educate Yourself) - Complete REMS-compliant training on the ER/LA opioid analgesics offered by an
accredited provider of continuing education (CE) for your discipline. REMS-complianttraining 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”); (¢) include a post-course knowledge assessment; and (d) be
subject to independentaudit of contentand compliance with applicable accrediting standards.

* Counsel Your Patients - Discuss the safe use, serious risks, storage, and disposal of ER/LA opioid analgesics with
patients and their caregivers every time you prescribe these medicines. Use the enclosed Patient Counseling
Document on Extended-Release/Long-Acting Opioid Analgesics (PCD) to facilitate these discussions.

+ 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 analgesic is dispensed to them, as information may have changed.
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Prescriber Letter #3

*  Consider Using Other Tools - In addition to the PCD, there are other publicly available tools to improve patient,
household and community safety when using ER/LA opioid analgesics, as well as compliance with conditions of
treatment, including Patient-Prescriber Agreements (PPAs) and risk assessment instruments.

REMS-compliant Training Programs

REMS-compliant training is a critical component of the ER/LA Opioid Analgesics REMS program. REMS-compliant training
will focus on the safe prescribing of ER/LA opioid analgesics. The FDA 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 is being used by accredited CE providers to develop the REMS-compliant training courses. The Blueprint is
available at hitp://www.fda.gov/downloads/Drugs/DrueSafetv/InformationbyDrugClass/UCM2 77916 pdf

REMS-compliant training for prescribers includes both general and product-specific drug information, as well as information
on weighing the benefits and risks of opioid therapy, appropriate patient selection, managing and monitoring patients, and
counseling patients on the safe use of these drugs. In addition, the education will include information on how to recognize
evidence of, and the potential for, opioid misuse, abuse, addiction, and overdose. REMS-compliant training may also be offered
by academic institutions or learned societies independentof REMS-related funding. We encourage you to successfully
complete REMS-compliant training from an accredited CE provider to improve your ability to prescribe these medications
more safely.

For a listing of available REMS-compliant training offered by accredited CE providers under the REMS, visit www.ER-LA-
opioidREMS.com.

The Patient Counseling Document on Extended-Release/Long-Acting Opioid Analgesics (PCD)

Enclosed with this letter is the Patient Counseling Document that was developed under the REMS for ER/LA opioid analgesics
and designed to assist you in having important conversations with patients for whom you select an ER/LA opioid analgesic. It
contains important safety information common to 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. The PCD should be provided to the

patient or their caregiver at the time of prescribing. Patients and their caregivers should be counseled on:

+ theimportance 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
members- to avoid risks from unintended exposure,

+ theimportance 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.

You can re-order or print additional copies of the PCD from www.ER-LA-opioid REMS.com.

Adverse Event Reporting

To report all suspected adverse reactions associated with the use of the ER/LA opioid analgesics, contact:

* the pharmaceutical company that markets the specific product, or
» the FDA MedWatch program:

- by phone at 1-800-FDA-1088 (1-800-332-1088) or

- online at www.fda.gov/medwatch/report.htm

More information about this REMS can be obtained at: www.ER-LA-opioidREMS.com or by calling the ER/LA Opioid Analgesic
REMS Call Center at 1-800-503-0784.

Sincerely,

The ER/LA Opioid Analgesic REMS Companies
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Professional Organization/Licensing Board Letter #1

FDA-Required REMS Program for Serious Drug Risks

Subject: = Announcement of a Risk Evaluation and Mitigation Strategy (REMS) for all extended-release/long-
acting opioid analgesic drug products due to their risks of misuse, abuse, addiction, and overdose

Dear <Professional Organization/Licensing Board>:
We encourage you to share the following information with your <members/licensees>.

Extended-release and long-acting (ER/LA) opioid analgesics are approved for the management of chronic moderate-to-severe
painin the U.S,, and can be safe and effective in appropriately selected patients when used as directed. However, opioid
analgesics are also associated with serious risks and are at the center of a major public health crisis of increased misuse, abuse,
addiction, overdose, and death.

The U.S. Food and Drug Administration (FDA) has determined that a Risk Evaluation and Mitigation Strategy (REMS) is
necessary for ER/LA opioid analgesics to ensure that the benefits continue to outweigh the risks of adverse outcomes
(addiction, unintentional overdose, and death) resulting from inappropriate prescribing, abuse, and misuse. A REMSisa
strategy to manage a known or potential serious risk associated with a drug product. In the interest of public health and to
minimize the burden on the healthcare delivery system from having multiple unique REMS programs, pharmaceutical
companies subject to this REMS have joined together to implement this REMS for all ER/LA opioid analgesic drug products.

The principal components of this REMS are:

a) Prescriber training on all ER/LA opioid analgesics,
b) the Patient Counseling Documenton Extended-Release and Long-Acting Opioid Analgesics (PCD), and
¢) aunique Medication Guide for each ER/LA opioid analgesic drug product.

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

+ extended-release, oral-dosage forms containing

- hydromorphone,

- morphine,

- oxycodone,

- oxymorphone, or

- tapentadol;
+ fentanyl and buprenorphine-containing transdermal delivery systems; and
» methadone tablets and solutions that are indicated for use as analgesics.

Prescriber Action

Under the REMS, prescribers are strongly encouraged to do all of the following:

+ Train (Educate Themselves) - Complete REMS-compliant training offered by an accredited provider of continuing
education (CE) for their discipline. This training is being developed and will be offered early nextyear at no or
nominal cost to prescribers. You will be notified when REMS-compliant training will become available. 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 post-
course knowledge assessment; and (d) be subject to independent audit of content and compliance with applicable
accrediting standards.

+ Counsel Their Patients - Discuss the safe use, storage, and disposal of ER/LA opioid analgesics with patients and
their caregivers every time they prescribe these medicines. The enclosed Patient Counseling Document (PCD) on
Extended-Release/Long-Acting Opioid Analgesics should be used to facilitate these discussions.
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Professional Organization/Licensing Board Letter #1

* Emphasize Understanding the Medication Guide - Stress to patients and their caregivers the importance of reading
the Medication Guide that they will receive from their pharmacistevery time an ER/LA opioid analgesic is dispensed
to them, as information in the Medication Guide may have changed.

+ Consider Using other Tools - In addition to the PCD, there are other publicly-available tools to improve patient,
household, and community safety when using ER/LA opioid analgesics, as well as compliance with conditions of
treatment, including Patient-Prescriber Agreements (PPAs) and risk assessment instruments.

REMS-compliant Training Programs

A critical component of the ER/LA Opioid Analgesics REMS program is essential safety education for prescribers. REMS-
compliant training for prescribers, as described previously, will include both general and product-specific drug information, as
well as information on weighing the benefits and risks of opioid therapy, appropriate patient selection, managing and
monitoring patients, and counseling patients on the safe use of these drugs. In addition, the education will include information
on how to recognize evidence of, and the potential for, opioid misuse, abuse, addiction, and overdose.

It will be some time before the REMS-compliant training funded by educational grants from the pharmaceutical companies
subject to this REMS becomes available. The FDA 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 accredited CE providers to develop REMS-compliant training courses. A follow-up letter notifying you of the
availability of REMS-compliant training funded under this REMS will be sent not later than thirty (30) days before such training
is offered. However, REMS-compliant education may also be offered by academic institutions or professional societies
independent of REMS-related funding. We encourage you to successfully complete REMS-compliant training offered to
improve your ability to prescribe these medications more safely.

The Patient Counseling Document on Extended-Release/Long-Acting Opioid Analgesics (PCD)

Enclosed with this letter is the Patient Counseling Documentthat was developed under the REMS for ER/LA opioid analgesics
to assist you in having important conversations with patients for whom you select an ER/LA opioid analgesic. It contains
important safety information common to the drug products subject to this REMS, and includes space for you to write
additional information to help your patients use their specific ER/LA opioid analgesic safely. The PCD should be provided to
the patient or their caregiver at the time of prescribing. Patients and their caregivers should be counseled on:

» theimportance 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
members - to avoid risks from unintended exposure,

+ theimportance 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.

Prescribers can re-order or print additional copies of the PCD from www.ER-LA-opioid REMS.com.

Adverse Event Reporting

To report all suspected adverse reactions associated with the use of the ER/LA opioid analgesics, contact:
« the pharmaceutical company that markets the specific product, or
*  the FDA MedWatch program:
- by phoneat 1-800-FDA-1088 (1-800-332-1088) or
- online at www.fda.gov/medwatch/report.htm

More information about this REMS can be obtained at: www.ER-LA-opioidREMS.com or by calling the ER/LA Opioid Analgesic
REMS Call Center at 1-800-503-0784.

Sincerely,

The ER/LA Opioid Analgesic REMS Companies
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Professional Organization/Licensing Board Letter #2

FDA-Required REMS Program for Serious Drug Risks

Subject:  Availability of Risk Evaluation and Mitigation (REMS)-complianttraining under the
REMS for all extended-release/long-acting opioid analgesic drug products.

Dear <Professional Organization/Licensing Board>:

Extended-release and long-acting (ER/LA) opioid analgesics!are approved for the management of chronic
moderate-to-severe pain in the U.S., and can be safe and effective in appropriately selected patients when
used as directed. However, opioid analgesics are also associated with serious risks and are at the center ofa
major public health crisis of increased misuse, abuse, addiction, overdose, and death. The U.S. Food and Drug
Administration (FDA) determined that a Risk Evaluation and Mitigation Strategy (REMS) was necessary to
ensure that the benefits of ER/LA opioid analgesics continue to outweigh the risks of adverse outcomes
(addiction, unintentional overdose, and death) resulting from inappropriate prescribing, abuse, and misuse.

Several months ago, you received a letter announcing the REMS for all ER/LA opioid analgesic drug products,
which explained that the principal components of this REMS are:

a) Prescriber trainingon all ER/LA opioid analgesics,
b) the Patient Counseling Documenton Extended-Release/Long-Acting Opioid Analgesics (PCD), and
¢) aunique Medication Guide for each ER/LA opioid analgesic drug product.

REMS-compliant Training Programs

The purpose of this letter is to provide notification of the upcoming availability of REMS-compliant training
on ER/LA opioid analgesics - provided at a nominal to no cost to prescribers. REMS-compliant training is a
critical component of the ER /LA Opioid Analgesics REMS program and constitutes essential safety education
for prescribers. REMS-complianttraining 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 post-course knowledge assessment; and (d) be subject to
independent audit of content and compliance with applicable accrediting standards.

REMS-compliant training will focus on the safe prescribing of ER/LA opioid analgesics. The FDA developed
core messages to be communicated to prescribers in the FDA Blueprint, which will be used by accredited CE
providers to design and deliver REMS-compliant training courses. The FDA Blueprintis available at
http://www.fda gov/downloads/Drugs/DrugSafetv/InformationbyvDrugClass/UCM277916.pdf

The core messages include:

+ Understand how to assess patients and determine which may be appropriate for treatment with
ER/LA opioid analgesics.

+  Befamiliar with how to initiate therapy, modify dose, and discontinue use of ER/LA opioid
analgesics.

* Beknowledgeable about how to manage and monitor 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.

+  Befamiliar with general and product-specific drug information concerning ER/LA opioid analgesics.

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.
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Professional Organization/Licensing Board Letter #2

REMS-compliant training for prescribers also includes information on weighing the benefits and risks of
opioid therapy and how to recognize evidence of, and the potential for, opioid misuse, abuse, addiction, and
overdose. REMS-compliant training may also be offered by academic institutions or learned societies
independent of REMS-related funding. We encourage you to successfully complete REMS-compliant training
from an accredited CE provider to improve your ability to prescribe these medications more safely.

Requested Action

We ask you to encourage your <members/licensees> to successfully complete REMS-compliant training to
improve their ability to prescribe these medications more safely. Under the REMS, prescribers are strongly
encouraged to do all of the following:

* Train (Educate Themselves) - Complete REMS-compliant training offered by an accredited
provider of continuing education (CE) for their discipline.

* Counsel Their Patients - Discuss the safe use, serious risks, storage, and disposal of ER/LA opioid
analgesics with patients and their caregivers every time you prescribe these medicines. Use the
enclosed Patient Counseling Document on Extended-Release/Long-Acting Opioid Analgesics (PCD) to
facilitate these discussions. Prescribers can re-order or print additional copies of the PCD from
www.ER-LA-opioidREMS.com.

* 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
pharmacistevery time an ER/LA opioid analgesic is dispensed to them, as information may have
changed.

» Consider Using Other Tools - In addition to the PCD, there are other publicly-available tools to
improve patient, household, and community safety when using ER/LA opioids, as well as compliance
with conditions of treatment, including Patient-Prescriber Agreements (PPAs) and risk assessment
instruments.

A listing of REMS-compliant training funded under this REMS appears on www.ER-LA-opioidREMS.com.

Adverse Event Reporting
To report all suspected adverse reactions associated with the use of the ER/LA opioid analgesics, contact:

* the pharmaceutical company that markets the specific product, or
+  the FDA MedWatch program:

~ by phone at 1-800-FDA-1088 (1-800-332-1088) or

- online at www.fda.gov/medwatch/reporthtm

More information about this REMS can be obtained at: www.ER-LA-opioidREMS.com or by calling the ER/LA
Opioid Analgesic REMS Call Center at 1-800-503-0784.

Sincerely,

The ER/LA Opioid Analgesic Companies
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ER/LA Opioid Analgesics REMS Website

Safety information

dication Guides

Page 1 of 10

_ U.S, Prescribing information

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

o 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

Bocument (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 compilete 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.

Materials for Healthcare
Professionals

ER/LA Opioid Analgesics REMS-
Compliant Training

Dear DEA-Registered Prescriber
Letters

Patient Counseling Document

Medication Guides

Healthcare Professional Frequently

Asked Questions

Materials for Patients

Medication Guides

Patient Frequently Asked
Questions

If vou are a Continuing Education
provider, click here for more
information.

Get ¥
AT READR
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1.8, Prescribing Information

ER/LA Opioid Analgesics REMS-Compliant Training

Health care professionals who prescribe ER/LA opioid analgesics have a responsibility to Links

help ensure the safe and effective use of ER/LA opioid analgesics. REMS-compliant FDA Blueprint for Prescriber
Education for Extended-Release
and Long-Acting Opioid Analgesics

{"FDA Blueprint")

Listing of REMS-compliant training
activities from accredited CE

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 post-course knowledge providers ="
assessment; and (d) be subject to independent audit of content and compliance with If you are a GE provider, click here
applicable accrediting standards. for more information.

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.

e 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.

e 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.

Reference ID: 3292562

CONFIDENTIAL TREATMENT REQUESTED PURDUE-COR-00000857
NOT FOR CIRCULATION/COMMITTEE MEMBERS AND STAFF ONLY



ER/LA Opioid Analgesics REMS Website Page 4 of 10

©2013 | Prvacy | Terms of Use

Medication Guides U.S. Prescribing Information

Patient Counseling Document

What is the Patient Counseling Document? Materials for Download
Patient Counseling Document

The Patient Counseling Document (PCD) on Extended-Release/Long Acting (ER/LA) {(PCD)

Opioid Analgesics is a tool unique to this REMS designed to facilitate important PCD Order Form

discussions with 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 | 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.

€@2013 | Privacy | Tenns of Use
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‘ ;n;:;s-or;ém safety Information

Medication Guides

. Prescribing Information

Page 5 of 10

Dear DEA-Registered Prescriber Letters

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

e Dear DEA-Registered Prescriber Letter 1 - Announcing REMS approval

¢ Dear DEA-Registered Prescriber Letter 2 - Announcing REMS-related CME/CE opportunities

©2013 | Privacy | Ternsof Use
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Important Satety Information Medication Guides L.S. Prescribing Information

Products covered under the ER/LA Opioid Analgesics REMS Program

Brand Name Products

Trade Name  Generic Name Company Contact Links

Generic Products

Drug Name  Generic Name Company Contact Links

The RPC attests that the table above will only include products listed in the link titled ‘List of approved application numbers and
sponsors’ on the FDA Approved REMS website.

©2013 | Prvacy | Terms of Use
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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 ail:

e extended-release, oral dosage forms containing

o hydromorphone,

o morphine,

o oxycodone,

o oxymorphone, or

o tapentadol;
« fentanyl and buprenorphine-containing transdermal delivery systems; and
¢ methadone tablets and solutions 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
buprenorphine, controlled substances with abuse liabilities similar to other opioid agonists. Schedule Il and Schedule I11
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 pharmacistis
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, hydromorphone, methadone, morphine, oxycodone,
oxymorphone, and tapentadol are indicated for the management of moderate to severe pain when a continuous, around-
the-clock opioid analgesic is needed for an extended period of time. ER/LA opioid analgesics are not indicated for acute
pain. Additionally, ER hydromorphone and transdermal fentanyl products are indicated for use in opioid-tolerant
patients only. For some of the other ER/LA opioid analgesics, certain dosage strengths or certain doses are for use in
opioid-tolerant patients only. Consult the individual Full Prescribing Information for dosing instructions for patients who
are not opioid tolerant. 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.

Patients considered opioid tolerant are those who are taking at least 60 mg oral morphine/day, 25 mcg transdermal
fentanyl/hour, 30 mg oral oxycodone/day, 8 mg oral hydromorphone/day, 25 mg oral oxymorphone/day, or an
equianalgesic dose of another opioid for one week or longer.

ER/LA opioid analgesic formulations have product specific dosage and administration instructions. Refer to the individual
Referdee 40riBRgdsdormation for specific doses and dosing recommendations.
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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.

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. Additionally, ER hydromorphone and transdermal fentanyl products
are contraindicated for use in opioid non-tolerant patients. 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 resultin 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, hypotensim, and death.

Accidental exposure of ER/LA opioids, especially in children, can resultin 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.
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