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IMPORTANT:
Do not use ABSTRAL unless you are regularly using another opioid pain medicine around-the-clock for at least one

k or longer for your cancer pain and your body is used to these medicines (this means that you are opioid tolerant).

You can ask your healthcare provider if you are opioid tolerant.
Keep ABSTRAL in a safe place away from children.

emergency medical help right away if:

O achild takes ABSTRAL. ABSTRAL can cause an overdose and death in any child who takes it.
O an adult who has not been prescribed ABSTRAL takes it

O an adult who is not already taking opioids around-the-clock, takes ABSTRAL

These are medical emergencies that can cause death. If possible, try to remove ABSTRAL from the mouth.
ABSTRAL is:

A strong prescription pain medicine that contains an opioid (narcotic) that is used to manage breakthrough pain
in adults with cancer who are already routinely taking other opioid pain medicines around-the-clock for cancer
pain. ABSTRAL is started only after you have been taking other opioid pain medicines and your body has
become used to them (you are opioid tolerant). Do not use ABSTRAL if you are not opioid tolerant.

An opioid pain medicine that can put you at risk for overdose and death. Even if you take your dose correctly as
prescribed you are at risk for opioid addiction, abuse, and misuse that can lead to death.

Important information about ABSTRAL.:

Get emergency help right away if you take too much ABSTRAL (overdose). When you first start taking
ABSTRAL, when your dose is changed, or if you take too much (overdose), serious life-threatening breathing
problems that can lead to death may occur.

Taking ABSTRAL with other opioid medicines that may make you sleepy, such as other pain medicines, anti-
depressants, sleeping pills, anti-anxiety medicines, antihistamines, or tranquilizers, or with alcohol or street
drugs can cause severe drowsiness, confusion, breathing problems, coma, and death.

Never give anyone else your ABSTRAL. They could die from taking it. Store ABSTRAL away from children
and in a safe place to prevent stealing or abuse. Selling or giving away ABSTRAL is against the law.

If you stop taking your around-the-clock opioid pain medicine for your cancer pain, you must stop using
ABSTRAL. You may no longer be opioid tolerant. Talk to your healthcare provider about how to treat your
pain.

ABSTRAL is available only through a program called the Transmucosal Immediate-Release Fentanyl (TIRF)
Risk Evaluation and Mitigation Strategy (REMS) Access program. To receive ABSTRAL, you must:

o talk to your healthcare provider

0 understand the benefits and risks of ABSTRAL

o agree to all of the instructions

0  sign the Patient-Prescriber Agreement form

ne

ABSTRAL is only available at pharmacies that are part of the TIRF REMS Access program. Your healthcare
provider will let you know the pharmacy closest to your home where you can have your ABSTRAL prescription
filled.

Be very careful about taking other medicines that may make you sleepy, such as other pain medicines, anti-
depressant medicines, sleeping pills, anti-anxiety medicines, antihistamines, or tranquilizers.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a

w medicine.
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Do not take ABSTRAL if:

You are not opioid tolerant. Opioid tolerant means that you are already taking other opioid pain medicines
around-the-clock for at least one week or longer for your cancer pain, and your body is used to these
medicines.

You have severe asthma, trouble breathing, or other lung problems.

You have a bowel blockage or have narrowing of the stomach or intestines.

You are allergic to any of the ingredients in ABSTRAL. See the end of this Medication Guide for a complete
list of ingredients in ABSTRAL.

You have short-term pain that you would expect to go away in a few days, such as:

0 pain after surgery
0 headache or migraine
0 dental pain

Before taking ABSTRAL, tell your healthcare provider if you have a history of:

Troubled breathing or lung problems such as asthma, wheezing, or shortness of breath

head injury, seizures

slow heart rate or other heart problems

low blood pressure

mental problems [including major depression, schizophrenia or hallucinations (seeing or hearing things that
are not there)]

problems urinating

liver, kidney, thyroid problems

pancreas or gallbladder problems

abuse of street or prescription drugs, alcohol addiction, or mental health problems

Tell your healthcare provider if you are:

pregnant or planning to become pregnant. Prolonged use of ABSTRAL during pregnancy can cause
withdrawal symptoms in your newborn baby that could be life-threatening if not recognized and treated.

breastfeeding. ABSTRAL passes into breast milk and may harm your baby.

taking prescription over-the-counter medicines, vitamins, or herbal supplements. Taking ABSTRAL with
certain other medicines can cause serious side effects that could lead to death
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When taking ABSTRAL.:

Do not change your dose. Take ABSTRAL exactly as prescribed by your healthcare provider.

Your healthcare provider will change the dose until you and your healthcare provider find the right dose for
you.

See the detailed Instructions for Use at the end of this Medication Guide for information about how to
use ABSTRAL.

Use ABSTRAL tablets whole.

Do not crush, split, suck, or chew ABSTRAL tablets, or swallow the tablets whole. You will get less
relief for your breakthrough cancer pain.

Wait 30 minutes after using ABSTRAL. If there is any of the ABSTRAL tablet left in your mouth, you may
drink a glass of water to help you swallow the left over medicine.

You must not use more than 2 doses of ABSTRAL for each episode of breakthrough cancer pain.

Use 1 dose of ABSTRAL for an episode of breakthrough cancer pain.

If your breakthrough cancer pain does not get better 30 minutes after taking the first dose of ABSTRAL, you
can use only 1 more dose of ABSTRAL as instructed by your healthcare provider.

If your breakthrough pain does not get better after the second dose of ABSTRAL, call your healthcare
provider for instructions. Do not use another dose of ABSTRAL at this time.

Wait at least 4 hours before treating a new episode of breakthrough cancer pain with ABSTRAL.

If you only need to take 1 dose of ABSTRAL for an episode of breakthrough pain, you must wait 4 hours
from the time of that dose to take a dose of ABSTRAL for a new episode of breakthrough pain.

If you need to use 2 doses of ABSTRAL for an episode of breakthrough pain, you must wait 4 hours after the
second dose to take a dose of ABSTRAL for a new episode of breakthrough pain.

It is important for you to keep taking your around-the-clock opioid pain medicine while using ABSTRAL.
Talk to your healthcare provider if your dose of ABSTRAL does not relieve your breakthrough cancer pain.
Your healthcare provider will decide if your dose of ABSTRAL needs to be changed.

Talk to your healthcare provider if you have more than 4 episodes of breakthrough cancer pain per day. The
dose of your around-the-clock opioid pain medicine may need to be adjusted.

If you begin to feel dizzy, sick to your stomach, or very sleepy before the tablet is completely dissolved, rinse
your mouth with water and spit the remaining pieces of the tablet into a sink or toilet right away. Rinse the
sink or flush the toilet to dispose of any remaining tablet pieces.

Do not stop taking ABSTRAL without talking to your healthcare provider.

After you stop taking, or when ABSTRAL is no longer needed, see “How should I dispose of unused
ABSTRAL tablets when they are no longer needed?” for proper disposal of ABSTRAL.

DO NOT Drive or operate heavy machinery, until you know how ABSTRAL affects you. ABSTRAL can
make you sleepy, dizzy, or lightheaded.

DO NOT Drink alcohol or use prescription or over-the-counter medicines that contain alcohol. Using
products containing alcohol during treatment with ABSTRAL may cause you to overdose and die.

DO NOT Switch from ABSTRAL to other medicines that contain fentanyl without talking with your
healthcare provider. The amount of fentanyl in a dose of ABSTRAL is not the same as the amount of
fentanyl in other medicines that contain fentanyl. Your healthcare provider will prescribe a starting dose of
ABSTRAL that may be different than other fentanyl containing medicines you may have been taking.

How should | store ABSTRAL?

Always keep ABSTRAL in a safe place away from children and from anyone for whom it has
not been prescribed. Protect ABSTRAL from theft.

Store ABSTRAL at room temperature, 59°F to 86°F (15°C to 30°C) until ready to use.

Keep ABSTRAL in the original blister unit. Do not remove ABSTRAL tablets from their blister
packaging for storage in a temporary container, such as a pillbox.

How should I dispose of unopened ABSTRAL tablets when they are no longer needed?

AB201612
Reference fB

Dispose of any unopened ABSTRAL units remaining from a prescription as soon as you no longer
need them:
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o remove the tablets from the blister cards and flush them down the toilet.
¢ Do not flush the ABSTRAL blister cards, units or cartons down the toilet.
e If you need help with disposal of ABSTRAL, call 1-888-227-8725 orcall your local Drug
Enforcement Agency (DEA) office.

General information about ABSTRAL

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Use
ABSTRAL only for the purpose for which it was prescribed. Do not give ABSTRAL to other
people, even if they have the same symptoms you have. ABSTRAL can harm other people and even
cause death. Sharing ABSTRAL is against the law.

This Medication Guide summarizes the most important information about ABSTRAL. If you would like
more information, talk with your healthcare provider or pharmacist. You can ask your pharmacist or
healthcare provider for information about ABSTRAL that is written for healthcare professionals.

For more information about the TIRF REMS Access program, go to www.TIRFREMSAccess.com or
call 1- 866-822-1483.

What are the ingredients in ABSTRAL?

Active Ingredient: fentanyl citrate

Inactive Ingredients: croscarmellose sodium, magnesium stearate, mannitol, and silicified
microcrystalline cellulose.

Patient Instructions for Use

Before you take ABSTRAL, it is important that you read the Medication Guide and these Patient
Instructions for Use. Be sure that you read, understand, and follow these Patient Instructions for Use so
that you take ABSTRAL the right way. Ask your healthcare provider or pharmacist if you have
questions about the right way to take ABSTRAL.

When you get an episode of breakthrough pain, take the dose prescribed by your healthcare
provider as follows:
e If your mouth is dry, take a sip of water to moisten it. Spit out or swallow the water. Dry your
hands if they are wet before you handle ABSTRAL tablets.
e ABSTRAL comes in a blister card with 4 blister units. Each blister unit contains an ABSTRAL
tablet. It is important that the tablet stays sealed in the blister unit until you are ready to use it.
e When you are ready to take an ABSTRAL tablet, pull apart 1 of the blister units from the blister
card by tearing along the dotted lines (perforations) until it is fully separated. (See Figures 1 and 2)

Figure 1 Figure 1

e When the blister unit is fully separated, peel back the foil starting at the unsealed area where
indicated. Gently remove the tablet. Do not try to push ABSTRAL tablets through the foil. This
will damage the tablet. (See Figures 3 and 4)
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Fgure 3 Figure 4

e Assoon as you remove the ABSTRAL tablet from the blister unit:
o place it on the floor of your mouth, under your tongue, as far back as you can
(See Figures 5, 6,and 7).
\ f 1-l

L = 4

Figure 3 Figurs & Figure 7
o If more than 1 tablet is required, spread them around the floor of your mouth under your
tongue.

o Let the tablet dissolve completely.
ABSTRAL dissolves under your tongue and will be absorbed by your body to help provide
relief for your breakthrough cancer pain.

o Do not suck, chew or swallow the tablet.

o You should not drink or eat anything until the tablet has completely dissolved under your

tongue and you can no longer feel it in your mouth.

Manufactured by:
Pharmaceutics International, Inc. Hunt Valley, MD 21031

Manufactured for:
Sentynl Therapeutics, Inc. Solana Beach, CA 92075

Issued: December 2016

This Medication Guide has been approved by the U.S. Food and Drug Administration.
Copyright © 2016, Sentynl Therapeutics, Inc. All rights reserved.

ABSTRAL and Sentynl Therapeutics, Inc. are trademarks owned by the Sentynl Therapeutics, Inc.
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HIGHLIGHTS OF PRESCRIBING INFORMATION? L
These highlights do not include all the information needed to use ABSTRAL day-once-a-successful-dose-is found.(2:4)
safely and effectively. See full prescribing information for ABSTRALD Administer-on-the floor-of the- mouth-direetly-und

ABSTRAL® (fentanyl) sublingual tablets ClI
Initial U.S. Approval: 19689

WARNING: RISK OF-RESPIRATORY-DEPRESSION;

MEDICATION ERRORSJABUSEIPOTENTIALD
See full prescribing information for complete (boXed Warning:)

atal respiratory @epressionJABSTRAL is
jtraindicated in opioid non-tolerant patients (1) and in manage
ute or postoperative pain, including headache/migraines.
p out of reach of children. {(5:8)

ith CYP3A4 inhibitors may Catsefatalirespiratory

n prescribing, do not convert patients on a mcg per mcg ba
other oral transmucosal fentanyl product to ABSTRAL.
n dispensing, do not substitute with any other fentanyl prod

BSTRAL is available only through a restricted program called tl
IRF REMS Access program. Outpatients, healthcare professionals
who prescribe to outpatients, pharmacies, and distributors are
required to enroll in the program. (5:0)

— RECENT MAJOR CHANGES?

To report SUSPECTED ADVERSE REACTIONS, contact
(Sentynl Therapeutics,"INcY at 1-888-227-8725 or FDA at 12800~

FDA-1088 or www.fda gov/ medwatch.
'DRUG INTERACTIONS

USEVIN SPECIFICIPOPULEATIONS?
@

See 17 for PATIENT COUNSELING INFORMATION and the FDA=
approved-Medication Guide®
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"No more than two doses can be taken per breakthroughpain episode.(2.2)"
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"Initialdose of ABSTRAL: 100 mcg.(2.2)"
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"•3DWLHQWV�PXVW�UHTXLUH�DQG�XVH�DURXQG�WKH�FORFN�RSLRLGV�ZKHQ�WDNLQJ$%675$/��•,QLWLDO�GRVH�RI�$%675$/˛�����PFJ�����•,QGLYLGXDOO\�WLWUDWH�WR�D�WROHUDEOH�GRVH�WKDW�SURYLGHV�DGHTXDWH�DQDOJHVLD�����•1R�PRUH�WKDQ�WZR�GRVHV�FDQ�EH�WDNHQ�SHU�EUHDNWKURXJK�SDLQ�HSLVRGH������•:DLW�DW�OHDVW���KRXUV�EHIRUH�WUHDWLQJ�DQRWKHU�HSLVRGH�RI�EUHDNWKURXJK�SDLQZLWK�$%675$/������•/LPLW�FRQVXPSWLRQ�WR�WUHDW�IRXU�RU�IHZHU�EUHDNWKURXJK�SDLQ�HSLVRGHV�SHU�GD\�RQFH�D�VXFFHVVIXO�GRVH�LV�IRXQG�����•$GPLQLVWHU�RQ�WKH�IORRU�RI�WKH�PRXWK�GLUHFWO\�XQGHU�WKH�WRQJXH�DQG�DOORZWR�FRPSOHWHO\�GLVVROYH�����˘DOSAGE"
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[Old text]: "STRENGTHS�•6XEOLQJXDO�WDEOHW�LQ�����PFJ������PFJ������PFJ������PFJ��ˇ���PFJ�DQG˙���PFJ�VWUHQJWKV���CONTRAINDICATIONS�•2SLRLG�QRQ�WROHUDQW�SDWLHQWV���•0DQDJHPHQW�RI�DFXWH�RU�SRVWRSHUDWLYH�SDLQ�LQFOXGLQJ�KHDGDFKH�PLJUDLQHVGHQWDO�SDLQ���•,QWROHUDQFH�RU�K\SHUVHQVLWLYLW\�WR�IHQWDQ\O�RU�FRPSRQHQWV�RI�$%675$/���WARNINGS"

[New text]: "STRENGTHS---------------------xSublingual tablets: 100 mcg,200 mcg, 300 mcg,400 mcg,600 mcg and 800 mcg strengthsas fentanyl base. (3)----------------------------------CONTRAINDICATIONS-----------------------------xOpioidnon-tolerant patients. (4)xManagement of acute or postoperative painincluding headache/migrainesdental pain, oruse inthe emergency department. (4)xAcute or severe bronchial asthmain anunmonitored setting or inabsence ofresuscitative equipment. (4)xKnown or suspected gastrointestinal obstruction, including paralytic ileus. (4)xKnown hypersensitivity to fentanylor components of ABSTRAL. (4)---------------------------WARNINGS"
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[Old text]: " PRECAUTIONS��&OLQLFDOO\�VLJQLILFDQW�UHVSLUDWRU\�DQG�&16�GHSUHVVLRQ�FDQ�RFFXU��0RQLWRU�SDWLHQWV�DFFRUGLQJO\�����������'R�QRW�FRQYHUW�SDWLHQWV�RQ�D�PFJ�SHU�PFJ�EDVLV�IURP�DQRWKHU�IHQWDQ\OSURGXFW�WR�$%675$/������$%675$/�FRQWDLQV�IHQWDQ\O�LQ�D�GRVH�WKDW�FDQ�EH�IDWDO�WR�D�FKLOG��(QVXUHSURSHU�VWRUDJH�DQG�GLVSRVDO�������������8VH�ZLWK�RWKHU�&16�GHSUHVVDQWV�DQG�SRWHQW�F\WRFKURPH�3�����$�LQKLELWRUV�PD\�LQFUHDVH�GHSUHVVDQW�HIIHFWV�LQFOXGLQJ�K\SRYHQWLODWLRQ�K\SRWHQVLRQ��DQG�SURIRXQG�VHGDWLRQ��&RQVLGHU�GRVDJH�DGMXVWPHQWV�LIZDUUDQWHG���������7LWUDWH�$%675$/�FDXWLRXVO\�LQ�SDWLHQWV�ZLWK�FKURQLF�REVWUXFWLYHSXOPRQDU\�GLVHDVH�RU�SUH�H[LVWLQJ�PHGLFDO�FRQGLWLRQV�SUHGLVSRVLQJ�WKHP�WRK\SRYHQWLODWLRQ��DQG�LQ�SDWLHQWV�VXVFHSWLEOH�WR�LQWUDFUDQLDO�HIIHFWV�RI�&2�UHWHQWLRQ�����������ADVERSE REACTIONS��0RVW�FRPPRQ�WRWDO�IUHTXHQF\�t�����QDXVHD��VRPQROHQFH��KHDGDFKH��DQGFRQVWLSDWLRQ������"

[New text]: "PRECAUTIONS-----------------------xLife-ThreateningRespiratory Depressionin Patients with Chronic PulmonaryDisease or inElderly, Cachectic, orDebilitated Patients:Monitor closely,particularly duringinitiation and titration. (5.9)Serotonin Syndrome:Potentially life-threatening condition could result fromconcomitant serotonergic drug administration. Discontinue ABSTRALifserotonin syndrome issuspected. (5.10)xAdrenalInsufficiency:If diagnosed, treat with physiologic replacement ofcorticosteroids,and weanpatient off of the opioid. (5.11)xSevere Hypotension:Monitor duringdosage initiation and titration. Avoid useof ABSTRALin patients with circulatory shock. (5.12)xRisks of Use in Patients with Increased Intracranial Pressure, Brain Tumors,Head Injury, orImpaired Consciousness:Monitor for sedation and respiratorydepression. Avoid use of ABSTRALin patients with impairedconsciousnessor coma. (5.13)----------------------------------ADVERSE REACTIONS------------------------------xMostcommon (total frequencyш3%): nausea, somnolence, headache, and constipation. (6)"
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[New text]: " 1-800-FDA-1088 orwww.fda.gov.medwatch.----------------------------------DRUG INTERACTIONS------------------------------xMixed Agonist/Antagonistand Partial Agonist Opioid Analgesics:Avoid usewith ABSTRALbecause they may reduce analgesic effect ofABSTRAL"
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[New text]: "precipitate withdrawal symptoms. (7)-------------------------USE"
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[New text]: "POPULATIONS-----------------------xPregnancy:May cause fetal harm. (8.1)xLactation: Not Recommended.(8.2)xRenal and Hepatic Impairment: Administer ABSTRALwith caution. (8.6)"
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[New text]: "*WARNING: LIFE-THREATENING RESPIRATORY DEPRESSION; ACCIDENTAL INGESTION; CYTOCHROME P450 3A4 INTERACTION; 9RISKS FROM CONCOMITANTUSEWITH BENZODIAZEPINES OROTHER CNS DEPRESSANTS;"
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[Old text]: "ERRORS, ABUSE POTENTIAL�"

[New text]: "ERRORS; ADDICTION, ABUSE, AND MISUSE; REMS;and NEONATALOPIOID WITHDRAWAL SYNDROME10"
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[Old text]: "ADMINISTRATION����'RVH�7LWUDWLRQ����&RQYHUVLRQ�IURP�$FWLT����0DLQWHQDQFH�7KHUDS\����'RVH�5H�DGMXVWPHQW���˘$GPLQLVWUDWLRQ�RI�$%675$/���ˇ'LVFRQWLQXDWLRQ�RI�7KHUDS\�"

[New text]: "ADMINISTRATION122.1Important Dosage and Administration Information2.2Initial Dosage2.3Titration and MaintenanceofTherapy2.4Administration of ABSTRAL132.5Discontinuation of ABSTRAL2.6Disposal of ABSTRAL14"
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[New text]: "PRECAUTIONS5.1Life-Threatening RespiratoryDepression5.2Increased Risk ofOverdose in Children Due to AccidentalIngestion or Exposure5.3Risks of Concomitant Use or Discontinuation of Cytochrome P4503A4 Inhibitorsand Inducers5.4Risks fromConcomitant Use with Benzodiazepines or OtherCentral Nervous System Depressants 5.5Riskof Medication Errors5.6Addiction,Abuse, and Misuse5.7TransmucosalImmediate-ReleaseFentanyl (TIRF) Risk EvaluationandMitigation Strategy (REMS) AccessProgram5.8Neonatal Opioid Withdrawal Syndrome5.9Life-ThreateningRespiratory Depressionin Patients with Chronic Pulmonary Disease or in Elderly, Cachectic, or Debilitated Patients5.10Serotonin Syndrome with Concomitant Use of Serotonergic Drugs5.11Adrenal Insufficiency5.12Severe Hypotension5.13Risks of Use in Patients with Increased Intracranial Pressure, BrainTumors, Head Injury, orImpairedConsciousness5.14Risks of Use in Patients with Gastrointestinal Conditions5.15Increased Risk of Seizures in Patientswith Seizure Disorders5.16Risks of Driving and Operating Machinery5.17Cardiac Disease"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "REACTIONS�ˇ��&OLQLFDO�6WXGLHV�([SHULHQFH�"

[New text]: " REACTIONS6.1Clinical TrialsExperience6.2Postmarketing Experience"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "INTERACTIONS�"

[New text]: "INTERACTIONS"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: " POPULATIONS�˙��3UHJQDQF\���&DWHJRU\�&�˙��/DERU�DQG�'HOLYHU\�˙��1XUVLQJ�0RWKHUV�˙��3HGLDWULF�8VH�"
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[Old text]: "DEPENDENCE�˝��&RQWUROOHG�6XEVWDQFH�˝��$EXVH�DQG�$GGLFWLRQ�˝��'HSHQGHQFH�10OVERDOSAGE�����&OLQLFDO�3UHVHQWDWLRQ�����,PPHGLDWH�0DQDJHPHQW�����7UHDWPHQW�RI�2YHUGRVDJH�$FFLGHQWDO�,QJHVWLRQ�LQ�WKH�2SLRLG�QRQ�7ROHUDQW�3HUVRQ�����7UHDWPHQW�RI�2YHUGRVDJH�LQ�2SLRLG�7ROHUDQW�3DWLHQWV����˘*HQHUDO�&RQVLGHUDWLRQV�IRU�2YHUGRVH�11DESCRIPTION�12"
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WARNING: RISK OF RESPIRATORY -DEPRESSION; MEDICATION (ERRORSJABUSEIPOTENTIAL
RESPIRATORY DEPRESSION
([Fatalirespiratory depression has occurred in patients treated with imimediate=release transmucosal fentanylincluding

following use in opioid non-tolerant patients and improper dosing. The substitution of ABSTRAL for any other
fentanyl product may result in fatal overdose. ;.

Due to the risk of respiratory depression, ABSTRAL is contraindicated in the management of acute or postoperati
pain including headache/migraine and in opioid non-tolerant patients. [see Contraindications (4)]

L ABSTRAL must be kept out of reach of children. [see Patient Counseling Information {@7:2)land

and Handling (161 )])

(cause potentially fatal respiratory depression. [see Drug Interactions (@)
MEDICATION ERRORS
Substantial differences exist in the pharmacokinetic profile of ABSTRAL compared to other fentanyl produg

clinically important differences in the extent of absorption of fentanyl that could result in fatal GUerdose®
EmWHReRTprescribing, do not convert patients on a mcg per mcg basis from any other fentanyl product

EWheRtdispensing, do not substitute an ABSTRAL prescription for other fentanyl products.

ABSTRAL (contains fentanyl; an opioidagonistand

Gtheriopioid @nalgesics ABSTRAL can beabusedinamannersimilarito other opioid-agoni
be considered when prescribing Or dispensingABSTRAISinSituations whereithe

about an increased risk of misuse, abuse or diversian,

AAAd iﬂegquieloimgmsk for misuse, abuse, addiction, and overdose, ABSTRAL is available only through a restrictec
required by the Food and Drug Administration, called a(RiSk'Evaluation and (Mitigation'Strategy) (REMS).
(Transmucosal Immediate Release Fentanyl) REMS Access program, outpatients, healthcare professionals who prescribe to
outpatients, pharmacies, and distributors must enroll in the program [see Warnings and Precautions

(@vailable'at pwww. TIRFREMS Access.com or by calling]=866-822-14830),

L4441 44iINDICATIONS AND USAGE
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" LIFE-THREATENING RESPIRATORY DEPRESSION; ACCIDENTAL INGESTION; RISKFROM CYTOCHROMEP450 3A4INTERACTION; RISKS FROM CONCOMITANT USE WITHBENZODIAZEPINES OR OTHER CNS DEPRESSANTS;"
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"Monitor for respiratory depression, especially during initiation of ABSTRAL or following a doseincrease."
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"[see Warnings and Precautions (5.1)]."
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"Accidental Ingestion Accidental ingestion of even one dose of ABSTRAL, especially bychildren, canresult in a fatal overdose offentanyl[see Warnings and Precautions (5.2)].Death has been reported in children who have accidentally ingested transmucosal immediate-release fentanylproducts."
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text

The following text attributes were changed: 
   fill color, size
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text

"Warnings and Precautions (5.2);"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "(17.1)"

[New text]: "(17)"
The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "How Supplied/Storage"

[New text]: "Storage"
The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "(16.1)]7KH�FRQFRPLWDQW�XVH�RI�$%675$/�ZLWK�&<3�$��LQKLELWRUV�PD\�UHVXOW�LQ�DQ�LQFUHDVH�LQ�IHQWDQ\O�SODVPD�FRQFHQWUDWLRQV��DQG�PD\�FDXVH�SRWHQWLDOO\�IDWDO�UHVSLUDWRU\�GHSUHVVLRQ��[see"

[New text]: "(16)]Cytochrome P450 3A4 InteractionThe concomitant use of ABSTRALwith all cytochromeP4503A4inhibitorsmayresultinan increasein fentanylplasmaconcentrations,which could increase or prolong adverse reactions and maycausepotentiallyfatalrespiratory depression. In addition, discontinuationof a concomitantly used cytochromeP4503A4inducermayresultinanincreaseinfentanylplasmaconcentration.MonitorpatientsreceivingABSTRALandanyCYP3A4inhibitororinducer[seeWarningsandPrecautions (5.3),Drug Interactions (7),ClinicalPharmacology(12)].Risksfrom Concomitant UsewithBenzodiazepines or Other CNS DepressantsConcomitant use of opioids with benzodiazepines or other central nervous system (CNS) depressants, including alcohol,may resultin profound sedation, respiratory depression, coma, and death [see Warnings andPrecautions (5.4),"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   font, fill color, size
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[Old text]: "(7)]MEDICATION ERRORS"

[New text]: "(7)].•Reserve concomitant prescribing of ABSTRAL and benzodiazepines or other CNS depressants for use inpatients for whom alternative treatment options are inadequate.•Limit dosages and durations tothe minimumrequired•Follow patientsfor signs and symptoms of respiratory depression and sedationRisk ofMedication Errors"
The following text attributes were changed: 
   font, fill color, size
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The following text attributes were changed: 
   fill color, size
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text

"and"
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text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "overdose.�-When"

[New text]: "overdose [see Dosage and Administration (2.1), Warnings and Precautions (5.5)].•When"
The following text attributes were changed: 
   font, fill color, size
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text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "(2.1)-When"

[New text]: "•When"
The following text attributes were changed: 
   font, fill color, size
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text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "ABUSE POTENTIAL"

[New text]: "Addiction, Abuse, and Misuse"
The following text attributes were changed: 
   fill color, size
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text

The following text attributes were changed: 
   fill color, size
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text

[Old text]: "contains fentanyl, an opioid agonist"

[New text]: " exposes patients"
The following text attributes were changed: 
   fill color, size
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text

The following text attributes were changed: 
   fill color, size



Compare: Replace�
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[Old text]: "a Schedule II controlled substance, with an abuse liability similar"

[New text]: "other users"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   fill color, size



Compare: Replace�
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[Old text]: "other"

[New text]: " the risks of"
The following text attributes were changed: 
   fill color, size
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text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "analgesics. ABSTRAL"

[New text]: "addiction, abuse, and misuse, which"
The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�
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[Old text]: "be abused in a manner similar"

[New text]: "lead to overdose and death. Assess each patient’s risk prior"
The following text attributes were changed: 
   fill color, size
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text

The following text attributes were changed: 
   fill color, size
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"other opioid agonists, legal or illicit. This should be considered when"
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text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "or dispensing ABSTRAL in situations where"

[New text]: "ABSTRAL, and monitor all patients regularlyfor"
The following text attributes were changed: 
   fill color, size
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text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "physician or pharmacist is concerned about an increased risk"

[New text]: "development"
The following text attributes were changed: 
   fill color, size
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text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "misuse, abuse or diversion."

[New text]: "these behaviors and conditions [see Warnings and Precautions (5.6)]."
The following text attributes were changed: 
   fill color, size
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"Risk Evaluation and Mitigation Strategy (REMS)Access Program"
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Matching graphic not found
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"1"
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"Reference ID: 4028533AB20161201.1"
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found



Compare: Insert�

graphic

Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found



Compare: Insert�

graphic

Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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Matching graphic not found
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The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: " program,"

[New text]: "program"
The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "RLVN EYDOXDWLRQ"

[New text]: "Risk Evaluation"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "MLWLJDWLRQ SWUDWHJ\"

[New text]: "Mitigation Strategy"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "8QGHU�WKH�7,5)�TUDQVPXFRVDO�IPPHGLDWH�RHOHDVH�FHQWDQ\O�5(06�$FFHVV�SURJUDP��RXWSDWLHQWV��KHDOWKFDUH�SURIHVVLRQDOV�ZKR�SUHVFULEH�WR�RXWSDWLHQWV��SKDUPDFLHV��DQG�GLVWULEXWRUV�PXVW�HQUROO�LQ�WKH�SURJUDP�>VHH�Warnings"

[New text]: "Under the Transmucosal Immediate-Release Fentanyl (TIRF) REMS Access program, outpatients, healthcare professionals who prescribe to outpatients, pharmacies, and distributors must enroll inthe program. [see Warnings and Precautions (5.7)]Further informationis available atwww.TIRFREMSAccess.com or by calling 1-866-822-1483.Neonatal Opioid Withdrawal SyndromeProlonged use of ABSTRALduring pregnancy can resultin neonatal opioidwithdrawal syndrome, which may be life-threatening if notrecognized and treated, and requires management according to protocols developed by neonatology experts. If opioid use isrequired for a prolonged period in a pregnantwoman, advise the patient of the risk of neonatalopioidwithdrawalsyndromeand ensure that appropriate treatment will be available [see Warnings"
The following text attributes were changed: 
   font, fill color, size
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text

The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "˘���@��)XUWKHU�LQIRUPDWLRQ�LV�DYDLODEOH�DW�ZZZ�7,5)5(06$FFHVV�FRP�RU�E\�FDOOLQJ��˙ˇˇ�˙�����˙���"

[New text]: "(5.8)]."
The following text attributes were changed: 
   font, fill color, size



Compare: Insert�
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Matching graphic not found
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Matching graphic not found
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The following graphic attributes were changed: 
   stroke color



Compare: Delete�
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Matching graphic not found
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graphic

The following graphic attributes were changed: 
   fill color
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text

The following text attributes were changed: 
   fill color
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text

[Old text]: "$%675$/�IHQWDQ\O�VXEOLQJXDO�WDEOHWV�DUH�LQGLFDWHG�IRU�WKH�PDQDJHPHQW�RI�EUHDNWKURXJK�SDLQ�LQ�FDQFHU�SDWLHQWV��˙�\HDUV�RI�DJH�DQG�ROGHU�ZKR�DUH�DOUHDG\�UHFHLYLQJ�DQG�ZKR�DUH�WROHUDQW�WR�RSLRLG�WKHUDS\�IRU�WKHLU�XQGHUO\LQJ�SHUVLVWHQW�FDQFHU�SDLQ��3DWLHQWV�FRQVLGHUHG�RSLRLG�WROHUDQW�DUH�WKRVH�ZKR�DUH�WDNLQJ�DURXQG�WKH�FORFN�PHGLFLQH�FRQVLVWLQJ�RI�DW�OHDVW�ˇ��PJ�RI�RUDO�PRUSKLQH�GDLO\��RU�DW�OHDVW��˘�PFJ�RI�WUDQVGHUPDO�IHQWDQ\O�KRXU��RU�DW�OHDVW����PJ�RI�RUDO�R[\FRGRQH�GDLO\��RU�DW�OHDVW�˙�PJ�RI�RUDO�K\GURPRUSKRQH�GDLO\�RU�DW�OHDVW��˘�PJ�RUDO�R[\PRUSKRQH�GDLO\��RU�DQ�HTXLDQDOJHVLF�GRVH�RI�DQRWKHU�RSLRLG�PHGLFDWLRQ�GDLO\�IRU�D�ZHHN�RU�ORQJHU��3DWLHQWV�PXVW�UHPDLQ�RQ�DURXQG�WKH�FORFN�RSLRLGV�ZKHQ�WDNLQJ�$%675$/��$%675$/�LV�FRQWUDLQGLFDWHG�IRU�SDWLHQWV�ZKR�DUH�QRW�DOUHDG\�WROHUDQW�WR�RSLRLGV�EHFDXVH�OLIH�WKUHDWHQLQJ�UHVSLUDWRU\�GHSUHVVLRQ�DQG�GHDWK�FRXOG�UHVXOW�DW�DQ\�GRVH�LQ�SDWLHQWV�QRW�RQ�D�FKURQLF�UHJLPHQ�RI�RSLRLGV��)RU�WKLV�UHDVRQ��$%675$/�LV�FRQWUDLQGLFDWHG�LQ�WKH�PDQDJHPHQW�RI�DFXWH�RU�SRVWRSHUDWLYH�SDLQ��LQFOXGLQJ�KHDGDFKH�PLJUDLQH��GHQWDO�SDLQ��RU�XVH�LQ�WKH�HPHUJHQF\�URRP��$%675$/�LV�LQWHQGHG�WR�EH�SUHVFULEHG�RQO\�E\�KHDOWKFDUH�SURIHVVLRQDOV�ZKR�DUH�NQRZOHGJHDEOH�RI��DQG�VNLOOHG�LQ��WKH�XVH�RI�6FKHGXOH�,,�RSLRLGV�WR�WUHDW�FDQFHU�SDLQ��/LPLWDWLRQV�RI�8VH˛�$V�D�SDUW�RI�WKH�7,5)�5(06�$FFHVV�SURJUDP��$%675$/�PD\�EH�GLVSHQVHG�RQO\�WR�RXWSDWLHQWV�HQUROOHG�LQ�WKH�"

[New text]: "ABSTRAL isindicated for the management of breakthrough pain incancer patients18 years of age and older who are already receiving and who are tolerant to around-the-clock opioid therapyfortheir underlying persistent cancer pain. Patients considered opioid tolerant are those who are takingaround-the-clock medicine consisting of at least 60 mg of oral morphine per day, or at least 25 mcg per hour oftransdermal fentanyl, or at least 30 mg of oral oxycodone per day, or at least 8 mg oforal hydromorphone per day, orat least 25 mg oraloxymorphone per day,or at least 60 mg oral hydrocodone per day or an equianalgesic dose of another opioid medication daily for a weekor longer. Patients must remain on around-the-clock opioids whentakingABSTRAL.Limitations ofUse:"
The following text attributes were changed: 
   font, fill color
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text

"As a part of the TIRF REMS Access program, ABSTRAL may be dispensed only to outpatients enrolled inthe program[see Warnings"



Compare: Insert�

text

"x"



Compare: Insert�

text

"Not for use in the management of acute or postoperative pain, including headache/migraine, dentalpain, or in the emergency department[see Contraindications (4)]."
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text

"x"
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text

"Not for use in opioid non-tolerant patients."
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text

"x"
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Matching graphic not found
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text

"Reference ID: $%���ˇ������3DJH���RI���"
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Compare: Delete�

text

"SURJUDP�>VHH�Warnings"
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text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: "˘���@��)RU�LQSDWLHQW�DGPLQLVWUDWLRQ�RI�$%675$/�H�J���KRVSLWDOV��KRVSLFHV��DQG�ORQJ�WHUP�FDUH�IDFLOLWLHV�WKDW�SUHVFULEH�IRU�LQSDWLHQW�XVH��SDWLHQW�DQG�SUHVFULEHU�HQUROOPHQW�LV�QRW�UHTXLUHG��"

[New text]: "(5.7)].For inpatient administration of ABSTRAL (e.g.,hospitals, hospices, and long-term care facilities that prescribe for inpatient use), patient and prescriberenrollment isnot required."
The following text attributes were changed: 
   font, fill color
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text

The following text attributes were changed: 
   fill color
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text

The following text attributes were changed: 
   fill color
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text

[Old text]: "+HDOWKFDUH�SURIHVVLRQDOV�ZKR�SUHVFULEH�$%675$/�RQ�DQ�RXWSDWLHQW�EDVLV�PXVW�HQUROO�LQ�WKH�7,5)�5(06�$FFHVV�SURJUDP�DQG�FRPSO\�ZLWK�WKH�UHTXLUHPHQWV�RI�WKH�5(06�WR�HQVXUH�VDIH�XVH�RI�$%675$/�>6HH�"

[New text]: "2.1Important Dosage and Administration InformationxHealthcare professionals who prescribe ABSTRAL on an outpatient basis must enroll in the TIRFREMS Access program and comply with the requirements of the REMS to ensure safe use of ABSTRAL[see Warnings and Precautions (5.7)].xUse the lowest effective dosage for the shortest duration consistent with individual patient treatmentgoals[see"
The following text attributes were changed: 
   font, fill color
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text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: "˘���@��$V�ZLWK�DOO�RSLRLGV��WKH�VDIHW\�RI�SDWLHQWV�XVLQJ�VXFK�SURGXFWV�LV�GHSHQGHQW�RQ�KHDOWK�FDUH�SURIHVVLRQDOV�SUHVFULELQJ�WKHP�LQ�VWULFW�FRQIRUPLW\�ZLWK�WKHLU�DSSURYHG�ODEHOLQJ�ZLWK�UHVSHFW�WR�SDWLHQW�VHOHFWLRQ��GRVLQJ��DQG�SURSHU�FRQGLWLRQV�IRU�XVH��2.1Dose Titration 7KH�REMHFWLYH�RI�GRVH�WLWUDWLRQ�LV�WR�LGHQWLI\�DQ�HIIHFWLYH�DQG�WROHUDEOH�PDLQWHQDQFH�GRVH�IRU�RQJRLQJ�PDQDJHPHQW�RI�EUHDNWKURXJK�FDQFHU�SDLQ�HSLVRGHV��7KH�HIIHFWLYH�DQG�WROHUDEOH�GRVH�RI�$%675$/�ZLOO�EH�GHWHUPLQHG�E\�GRVH�WLWUDWLRQ�LQ�LQGLYLGXDO�SDWLHQWV���&DUHIXOO\�VXSHUYLVH�SDWLHQWV�XQWLO�D�GRVH�WKDW�SURYLGHV�DGHTXDWH�DQDOJHVLD�ZLWK�WROHUDEOH�VLGH�HIIHFWV�LV�UHDFKHG�IRU�EUHDNWKURXJK�SDLQ�FRQWURO��6WDUWLQJ�'RVH˛�,QGLYLGXDOO\�WLWUDWH�$%675$/�WR�D�GRVH�WKDW�SURYLGHV�DGHTXDWH�DQDOJHVLD�ZLWK�WROHUDEOH�VLGH�HIIHFWV��%HJLQ�WLWUDWLRQ�RI�all SDWLHQWV�ZLWK�DQ�LQLWLDO�GRVH�RI�$%675$/�RI�����PFJ��'XH�WR�GLIIHUHQFHV�LQ�WKH�SKDUPDFRNLQHWLF�SURSHUWLHV�DQG�LQGLYLGXDO�YDULDELOLW\��HYHQ�SDWLHQWV�VZLWFKLQJ�IURP�RWKHU�IHQWDQ\O�FRQWDLQLQJ�SURGXFWV�WR�$%675$/�PXVW�VWDUW�ZLWK�WKH�����PFJ�GRVH��+RZHYHU��IRU�SDWLHQWV�FRQYHUWLQJ�IURP�$FWLT��VHH�7DEOH��˛�,QLWLDO�'RVLQJ�5HFRPPHQGDWLRQV�IRU�3DWLHQWV�RQ�$&7,4. �$%675$/�LV�QRW�HTXLYDOHQW�RQ�D�PFJ�SHU�PFJ�EDVLV�ZLWK�DOO�RWKHU�IHQWDQ\O�SURGXFWV��WKHUHIRUH��GR�QRW�VZLWFK�SDWLHQWV�RQ�D�PFJ�SHU�PFJ�EDVLV�IURP�DQ\�RWKHU�IHQWDQ\O�SURGXFW��$%675$/�LV�127�D�JHQHULF�YHUVLRQ�RI�DQ\�RWKHU�IHQWDQ\O�SURGXFW��6WDUW�DOO�SDWLHQWV�ZLWK�D�VLQJOH�����PFJ�WDEOHW��"

[New text]: "(5)]."
The following text attributes were changed: 
   font, fill color
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The following text attributes were changed: 
   fill color
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text

[Old text]: ",I�DGHTXDWH�DQDOJHVLD�LV�REWDLQHG�ZLWKLQ����PLQXWHV�RI�DGPLQLVWUDWLRQ�RI�WKH�����PFJ�WDEOHW��FRQWLQXHWR�WUHDW�VXEVHTXHQW�HSLVRGHV�RI�EUHDNWKURXJK�SDLQ�ZLWK�WKLV�GRVH�"

[New text]: "It is important to minimize the number of strengths available to patients atany time to prevent confusion and possible overdose."
The following text attributes were changed: 
   font, fill color
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text

The following text attributes were changed: 
   fill color



Compare: Replace�
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[Old text]: ",I�DGHTXDWH�DQDOJHVLD�LV�QRW�REWDLQHG�DIWHU�$%675$/��WKH�SDWLHQW�PD\�XVH�D�VHFRQG�$%675$/�GRVHDIWHU����PLQXWHV�DV�GLUHFWHG�E\�WKHLU�KHDOWK�FDUH�SURYLGHU��1R�PRUH�WKDQ�WZR�GRVHV�RI�$%675$/PD\�EH�XVHG�WR�WUHDW�DQ�HSLVRGH�RI�EUHDNWKURXJK�SDLQ�"

[New text]: "Initiate the dosing regimen for each patient individually, taking into account the patient'sseverity of pain, patient response, prior analgesic treatment experience, and risk factors for addiction, abuse, and misuse [see Warnings and Precautions (5.6)]."
The following text attributes were changed: 
   font, fill color
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text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: "3DWLHQWV�PXVW�ZDLW�DW�OHDVW���KRXUV�EHIRUH�WUHDWLQJ�DQRWKHU�HSLVRGH�RI�EUHDNWKURXJK�SDLQ�ZLWK$%675$/�7LWUDWLRQ�6WHSV˛�,I�DGHTXDWH�DQDOJHVLD�ZDV�QRW�REWDLQHG�ZLWK�WKH�ILUVW�����PFJ�GRVH��FRQWLQXH�GRVH�HVFDODWLRQ�LQ�D�VWHSZLVH�PDQQHU�RYHU�FRQVHFXWLYH�EUHDNWKURXJK�HSLVRGHV�XQWLO�DGHTXDWH�DQDOJHVLD�ZLWK�WROHUDEOH�VLGH�HIIHFWV�LV�DFKLHYHG��,QFUHDVH�WKH�GRVH�E\�����PFJ�PXOWLSOHV�XS�WR�����PFJ�DV�QHHGHG��,I�DGHTXDWH�DQDOJHVLD�LV�QRW�REWDLQHG�ZLWK�D�����PFJ�GRVH��WKH�QH[W�WLWUDWLRQ�VWHS�LV�ˇ���PFJ��,I�DGHTXDWH�DQDOJHVLD�LV�QRW�REWDLQHG�ZLWK�D�ˇ���PFJ�GRVH��WKH�QH[W�WLWUDWLRQ�VWHS�LV�˙���PFJ��'XULQJ�WLWUDWLRQ��SDWLHQWV�FDQ�EH�LQVWUXFWHG�WR�XVH�PXOWLSOHV�RI�����PFJ�WDEOHWV�DQG�RU�����PFJ�WDEOHWV�IRU�DQ\�VLQJOH�GRVH��,QVWUXFW�SDWLHQWV�QRW�WR�XVH�PRUH�WKDQ���WDEOHWV�DW�RQH�WLPH��,I�DGHTXDWH�DQDOJHVLD�LV�QRW�REWDLQHG����PLQXWHV�DIWHU�WKH�XVH�RI�$%675$/��WKH�SDWLHQW�PD\�UHSHDW�WKH�VDPH�GRVH�RI�$%675$/��1R�PRUH�WKDQ�WZR�GRVHV�RI�$%675$/�PD\�EH�XVHG�WR�WUHDW�DQ�HSLVRGH�RI�EUHDNWKURXJK�SDLQ��5HVFXH�PHGLFDWLRQ�DV�GLUHFWHG�E\�WKH�KHDOWK�FDUH�SURYLGHU�FDQ�EH�XVHG�LI�DGHTXDWH�DQDOJHVLD�LV�QRW�DFKLHYHG�DIWHU�XVH�RI�$%675$/��7KH�HIILFDF\�DQG�VDIHW\�RI�GRVHV�KLJKHU�WKDQ�˙���PFJ�KDYH�QRW�EHHQ�HYDOXDWHG�LQ�FOLQLFDO�VWXGLHV�LQ�SDWLHQWV��"

[New text]: "Monitor patients closelyfor respiratory depression, especially within the first 24-72 hours of initiating"
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.2 Conversion from Actiq

Table 1: Initial Dosing Recommendations for Patients on(ACTIQ)

Reference 1D: AB20160401:0 g
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"therapy and following dosage increases with ABSTRAL and adjust the dosage accordingly[see WarningsandPrecautions(5.1)].xInstruct patients and caregivers to take steps to store ABSTRAL securely and to properlydispose ofunused ABSTRALas soon as no longer needed [see Warnings and Precautions (5.2, 5.6), Patient Counseling Information (17)].xABSTRALis not bioequivalent with other fentanylproducts. Do not convert patients on a mcg per mcgbasis from other fentanyl products. There are no conversion directions available for patients on anyother fentanyl products other than Actiq. (Note: This includes oral, transdermal,or parenteral formulations of fentanyl.)[see Warnings and Precautions (5.5)]. xABSTRAL is NOT a generic version of anyother oral transmucosal fentanyl product."
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",Q�RUGHU�WR�PLQLPL]H�WKH�ULVN�RI�$%675$/�UHODWHG�DGYHUVH�UHDFWLRQV�DQG�WR�LGHQWLI\�WKH�DSSURSULDWH�GRVH��LW�LV�LPSHUDWLYH�WKDW�SDWLHQWV�EH�VXSHUYLVHG�FORVHO\�E\�KHDOWK�SURIHVVLRQDOV�GXULQJ�WKH�WLWUDWLRQ�SURFHVV��"
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"Initial DosageInitiate treatment with ABSRTALfor allpatients with a single initial dose of100 mcg.The initial dose of ABSTRAL is always 100 mcg, with the only exception being patients already using Actiq.xIf adequate analgesia is obtained within 30 minutes of administration of the 100 mcg tablet,continueto treat subsequent episodes of breakthrough pain with thisdose.xIf adequate analgesia is not obtained after ABSTRAL, the patient may use a second ABSTRALdose (after 30 minutes) as directed by their healthcare provider. No more than two doses ofABSTRALmaybe used to treat an episode of breakthroughpain.[see Titration and Maintenances of Therapy (2.3)]xPatients must wait at least 2 hours before treatinganother episode of breakthrough painwith ABSTRAL.Due to differences inthe pharmacokinetic properties and individual variability, even patients switchingfrom other fentanylcontaining products to ABSTRAL must start with the 100 mcg doseexcept patients switching from ACTIQ.ABSTRAL is not equivalent on a mcgper mcg basis with all other fentanylproducts, therefore, do not switch patients on a mcgper mcg basis fromany other fentanyl product. ABSTRAL is NOT a generic version of any other fentanylproduct."
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"Actiq a.For patients beingconverted from Actiq, prescribers must use the Initial Dosing Recommendations forPatients on Actiq. See Table 1 for initial dosing recommendations. Patients must be instructed to stop the use of"
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[Old text]: "7KH�LQLWLDO�GRVH�RI�$EVWUDO�LV�DOZD\V�����PFJ�ZLWK�WKH�RQO\�H[FHSWLRQ�EHLQJ�SDWLHQWV�DOUHDG\�XVLQJ�$FWLT��D�)RU�SDWLHQWV�EHLQJ�FRQYHUWHG�IURP�$FWLT��SUHVFULEHUV�PXVW�XVH�WKH�,QLWLDO�'RVLQJ�5HFRPPHQGDWLRQV�IRU�3DWLHQWV�RQ$FWLT���6HH�7DEOH���IRU�LQLWLDO�GRVLQJ�UHFRPPHQGDWLRQV��3DWLHQWV�PXVW�EH�LQVWUXFWHG�WR�VWRS�WKH�XVH�RI�$FWLT�DQG�GLVSRVH�RIDQ\�UHPDLQLQJ�XQLWV�"

[New text]: "and dispose of any remaining units."
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[New text]: "400b.For patients converting from Actiq doses of 200 mcgand 400 mcg, initiate titration with 100 mcg and 200 mcgofABSTRAL, respectively and proceed using multiples of thisstrength.c.Forpatients converting from Actiq doses of 600 and 800 mcg, initiate titration with 200 mcg and 200 mcgABSTRAL,respectivelyand proceed usingmultiples of this strength.d.For patients converting from Actiq doses of 1200 and 1600 mcg, initiate titration with200 mcgand 400 mcgABSTRAL,respectively and proceed using multiples of this strength."
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"E�)RU�SDWLHQWV�FRQYHUWLQJ�IURP�$FWLT�GRVHV�RI�����PFJ�DQG�����PFJ��LQLWLDWH�WLWUDWLRQ�ZLWK�����PFJ�DQG�����PFJ�RI$EVWUDO��UHVSHFWLYHO\�DQG�SURFHHG�XVLQJ�PXOWLSOHV�RI�WKLV�VWUHQJWK�F�)RU�SDWLHQWV�FRQYHUWLQJ�IURP�$FWLT�GRVHV�RI�ˇ���DQG�˙���PFJ��LQLWLDWH�WLWUDWLRQ�ZLWK�����PFJ�DQG�����PFJ�$EVWUDO�UHVSHFWLYHO\�DQG�SURFHHG�XVLQJ�PXOWLSOHV�RI�WKLV�VWUHQJWK�G�)RU�SDWLHQWV�FRQYHUWLQJ�IURP�$FWLT�GRVHV�RI������DQG��ˇ���PFJ��LQLWLDWH�WLWUDWLRQ�ZLWK�����PFJ�DQG�����PFJ�$EVWUDO�UHVSHFWLYHO\�DQG�SURFHHG�XVLQJ�PXOWLSOHV�RI�WKLV�VWUHQJWK�"
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[Old text]: "2QFH�DQ�DSSURSULDWH�GRVH�IRU�SDLQ�PDQDJHPHQW�KDV�EHHQ�HVWDEOLVKHG��LQVWUXFW�SDWLHQWV�WR�XVH�RQO\�RQH�$%675$/�WDEOHW�RI�WKH�DSSURSULDWH�VWUHQJWK�SHU�GRVH��0DLQWDLQ�SDWLHQWV�RQ�WKLV�GRVH��,I�DGHTXDWH�DQDOJHVLD�LV�QRW�REWDLQHG�DIWHU�XVH�RI�$%675$/��WKH�SDWLHQW�PD\�XVH�D�VHFRQG�$%675$/�GRVH�DIWHU����PLQXWHV�DV�GLUHFWHG�E\�WKHLU�KHDOWK�FDUH�SURYLGHU��1R�PRUH�WKDQ�WZR�GRVHV�RI�$%675$/�PD\�EH�XVHG�WR�WUHDW�DQ�HSLVRGH�RI�EUHDNWKURXJK�SDLQ���3DWLHQWV�PXVW�ZDLW�DW�OHDVW���KRXUV�EHIRUH�WUHDWLQJ�DQRWKHU�HSLVRGH�RI�EUHDNWKURXJK�SDLQ�ZLWK�$%675$/��"

[New text]: "AB20161201.1Reference ID: 4028533"
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"In order to minimize the risk of ABSTRAL-related adversereactions and to identify theappropriate dose,it is imperative that patients be supervised closelyby health professionals during the titration process.Maintenance TherapyOnce titrated to aneffective dose,instruct patients to use onlyone ABSTRAL tablet of the appropriatestrength per dose. Maintain patients on thisdose.If adequate analgesia is not obtainedafter use of ABSTRAL, the patient mayuse a second ABSTRALdose (after 30 minutes) as directed by their healthcare provider. No more than two doses of ABSTRALmaybeused to treat an episode of breakthroughpain.Patients must wait at least 2 hours beforetreatinganother episode of breakthrough pain withABSTRAL.Dose Re-AdjustmentIf the response (analgesia or adverse reactions) to the titrated ABSTRAL dose markedly changes,an adjustment of dose maybe necessary to ensure that an appropriate dose ismaintained.If the level of pain increases after dosage stabilization, attempt to identifythe source of increased pain before increasing the ABSTRAL dosage. If unacceptable opioid-related adverse reactions are observed, consider reducing the dosage. Adjust the dosage to obtain an appropriate balance between management of breakthrough pain and opioid-related adversereactions.If more than four episodes of breakthrough pain are experienced per day, re-evaluate the dose of thelong-acting opioid used for persistent underlyingcancer pain. If the long-actingopioid or dose of long-actingopioid is changed, re-evaluate and re-titrate the ABSTRAL dose as necessary to ensure the patient is onanappropriatedose.Limit the use of ABSTRAL to treat four or fewerepisodes of breakthrough pain perday.It is imperative that anydose re-titration is monitored carefully by a healthcareprofessional."
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"TitrationThe objective of dose titration is to identify an effective and tolerable maintenance dose.From an initial dose, closely follow patientsand change the dosage strengthuntil the patient reaches a dose that provides adequate analgesia using a single ABSTRALdosage unitper breakthroughcancer pain episode. If signs of excessive opioid effects appear before the unit is consumed, the dosage unit should be removed from the patient’s mouth immediately, disposed of properly,and subsequent doses should be decreased. Patients should record their use of ABSTRALover several episodes of breakthrough cancer pain and review their experience with their healthcare providersto determine if a dosage adjustment is warrantedformanagementof breakthrough cancer pain episodes. The effective and tolerable dose ofAbstral will be determined by dosetitration in individual patients. If adequate analgesia was not obtained with the first 100 mcg dose, continue dose escalationin a stepwise manner over consecutive breakthrough episodes until adequate analgesia with tolerable sideeffects isachieved. Increase the dose by 100 mcg multiples up to 400 mcg as needed.If adequate analgesia isnot obtained with a 400 mcgdose, the next titration step is 600 mcg.If adequate analgesia is not obtained witha 600 mcg dose, the next titration step is 800 mcg.During titration, patients can be instructedto use multiplesof 100 mcg tablets and/or 200 mcg tablets for any single dose. Instruct patients not to use more than 4 tabletsat one time.If adequate analgesia is not obtained 30 minutes after the use of ABSTRAL, thepatient mayrepeat the same dose of ABSTRAL.No more than two doses of ABSTRAL may be used to treat an episodeof breakthrough pain. Rescue medication as directed by the health care provider can be used if adequateanalgesiais not achieved after use ofABSTRAL.The efficacyand safety of doses higher than 800 mcghave not been evaluated in clinical studies in patients."
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[Old text]: "Dose Re-adjustment,I�WKH�UHVSRQVH�DQDOJHVLD�RU�DGYHUVH�UHDFWLRQV�WR�WKH�WLWUDWHG�$%675$/�GRVH�PDUNHGO\�FKDQJHV��DQ�DGMXVWPHQW�RI�GRVH�PD\�EH�QHFHVVDU\�WR�HQVXUH�WKDW�DQ�DSSURSULDWH�GRVH�LV�PDLQWDLQHG��,I�PRUH�WKDQ�IRXU�HSLVRGHV�RI�EUHDNWKURXJK�SDLQ�DUH�H[SHULHQFHG�SHU�GD\��UH�HYDOXDWH�WKH�GRVH�RI�WKH�ORQJ�DFWLQJ�RSLRLG�XVHG�IRU�SHUVLVWHQW�XQGHUO\LQJ�FDQFHU�SDLQ��,I�WKH�ORQJ�DFWLQJ�RSLRLG�RU�GRVH�RI�ORQJ�DFWLQJ�RSLRLG�LV�FKDQJHG��UH�HYDOXDWH�DQG�UH�WLWUDWH�WKH�$%675$/�GRVH�DV�QHFHVVDU\�WR�HQVXUH�WKH�SDWLHQW�LV�RQ�DQ�DSSURSULDWH�GRVH��/LPLW�WKH�XVH�RI�$%675$/�WR�WUHDW�IRXU�RU�IHZHU�HSLVRGHV�RI�EUHDNWKURXJK�SDLQ�SHU�GD\��,W�LV�LPSHUDWLYH�WKDW�DQ\�GRVH�UH�WLWUDWLRQ�LV�PRQLWRUHG�FDUHIXOO\�E\�D�KHDOWKFDUH�SURIHVVLRQDO��"

[New text]: "Administration of ABSTRALInstruct patients to place ABSTRAL tablets on thefloor of the mouth directly under the tongueimmediately after removal from the blister unit and not tochew, suck, or swallow ABSTRAL tablets. Allow ABSTRAL tablets to completely dissolve in thesublingual cavity. Advise patients not to eat or drink anything until the tablet is completely dissolved. In patients who have a drymouth, water may be used to moisten the buccal mucosa beforetakingABSTRAL."
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[Old text]: "Administration"
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[Old text]: "3ODFH�$%675$/�WDEOHWV�RQ�WKH�IORRU�RI�WKH�PRXWK�GLUHFWO\�XQGHU�WKH�WRQJXH�LPPHGLDWHO\�DIWHU�UHPRYDO�IURP�WKH�EOLVWHU�XQLW��'R�QRW�FKHZ��VXFN��RU�VZDOORZ�$%675$/�WDEOHWV��$OORZ�$%675$/�WDEOHWV�WR�FRPSOHWHO\�GLVVROYH�LQ�WKH�VXEOLQJXDO�FDYLW\��$GYLVH�SDWLHQWV�QRW�WR�HDW�RU�GULQN�DQ\WKLQJ�XQWLO�WKH�WDEOHW�LV�FRPSOHWHO\�GLVVROYHG��,Q�SDWLHQWV�ZKR�KDYH�D�GU\�PRXWK��ZDWHU�PD\�EH�XVHG�WR�PRLVWHQ�WKH�EXFFDO�PXFRVD�before WDNLQJ�$%675$/��"

[New text]: "For patients no longer requiring opioid therapy,consider discontinuing ABSTRALalong with agradual downward titration of other opioids to minimize possible withdrawaleffects.In patients who continue to take their chronic opioid therapy for persistent pain but no longer requiretreatment for breakthrough pain, ABSTRAL therapycan usually be discontinuedimmediately."
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[Old text]: "Discontinuation"

[New text]: "Disposal of ABSTRALPatients and their household members must be advised to dispose of any tablets remainingfrom a prescription as soon as theyare no longer needed. Instructions are included in Patient CounselingInformation (17) and in the Medication Guide.To dispose of any unused ABSTRAL tablets, remove them from the blister cards and flush down the toilet. Do not dispose"
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[Old text]: "Therapy )RU�SDWLHQWV�QR�ORQJHU�UHTXLULQJ�RSLRLG�WKHUDS\��FRQVLGHU�GLVFRQWLQXLQJ�$%675$/�DORQJ�ZLWK�D�JUDGXDO�GRZQZDUG�WLWUDWLRQ�RI�RWKHU�RSLRLGV�WR�PLQLPL]H�SRVVLEOH�ZLWKGUDZDO�HIIHFWV��,Q�SDWLHQWV�ZKR�FRQWLQXH�WR�WDNH�WKHLU�FKURQLF�RSLRLG�WKHUDS\�IRU�SHUVLVWHQW�SDLQ�EXW�QR�ORQJHU�UHTXLUH�WUHDWPHQW�IRU�EUHDNWKURXJK�SDLQ��$%675$/�WKHUDS\�FDQ�XVXDOO\�EH�GLVFRQWLQXHG�LPPHGLDWHO\��"

[New text]: "the ABSTRAL blister cards or cartons down the toilet.If additional assistance is required, call 1-888-227-8725.Reference ID: 4028533AB20161201.1"
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[Old text]: "$%675$/�LV�IRUPXODWHG�DV�D�VXEOLQJXDO�WDEOHW�DQG�LV�DYDLODEOH�LQ�VL[�VWUHQJWKV��GLVWLQJXLVKDEOH�E\�WKH�VKDSH�RI�WKH�WDEOHW�DQG�E\�GH��ERVVLQJ�RQ�WKH�WDEOHW�VXUIDFH��$OO�WDEOHWV�DUH�ZKLWH˛�����PLFURJUDP�WDEOHW�LV�D�URXQG�WDEOHW�PDUNHG�ZLWK�WKH�QXPEHU�����Reference ID: $%���ˇ������3DJH�ˇ�RI���"

[New text]: "Sublingual tablets:All tablets arewhite and available in six strengths, distinguishable by the shapeof thetablet and by de-bossing on the tablet surface:100 microgram tablet:round tablet marked with the number"1200 microgram tablet:oval-shaped tablet marked with the number"2"300 microgram tablet:triangle-shaped tablet marked with the number"3"400 microgram tablet:diamond-shaped tablet marked with the number"4"600 microgram tablet:"D"-shaped tablet marked with the number"6"800 microgram tablet:capsule-shaped tablet marked with the number"8"[see How"
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"����PLFURJUDP�WDEOHW�LV�DQ�RYDO�VKDSHG�WDEOHW�PDUNHG�ZLWK�WKH�QXPEHU����������PLFURJUDP�WDEOHW�LV�D�WULDQJOH�VKDSHG�WDEOHW�PDUNHG�ZLWK�WKH�QXPEHU����������PLFURJUDP�WDEOHW�LV�D�GLDPRQG�VKDSHG�WDEOHW�PDUNHG�ZLWK�WKH�QXPEHU�����ˇ���PLFURJUDP�WDEOHW�LV�D��'��VKDSHG�WDEOHW�PDUNHG�ZLWK�WKH�QXPEHU��ˇ��˙���PLFURJUDP�WDEOHW�LV�D�FDSVXOH�VKDSHG�WDEOHW�PDUNHG�ZLWK�WKH�QXPEHU��˙���>VHH�How"
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[Old text]: "$%675$/�LV�FRQWUDLQGLFDWHG�LQ�WKH�PDQDJHPHQW�RI�SDLQ�LQ�RSLRLG�QRQ�WROHUDQW�SDWLHQWV��EHFDXVH�OLIH�WKUHDWHQLQJ�K\SRYHQWLODWLRQ�FRXOG�RFFXU�DW�DQ\�GRVH�LQ�SDWLHQWV�QRW�DOUHDG\�WDNLQJ�DURXQG�WKH�FORFN�RSLRLG�WKHUDS\��3DWLHQWV�FRQVLGHUHG�RSLRLG�WROHUDQW�DUH�WKRVH�ZKR�DUH�WDNLQJ�DW�OHDVW�ˇ��PJ�RUDO�PRUSKLQH�GD\��RU�DW�OHDVW��˘�PFJ�WUDQVGHUPDO�IHQWDQ\O�KRXU�����PJ�RUDO�R[\FRGRQH�GD\��˙�PJ�RUDO�K\GURPRUSKRQH�GD\���˘�PJ�RUDO�R[\PRUSKRQH�GD\��RU�DQ�HTXLDQDOJHVLF�GRVH�RI�DQRWKHU�RSLRLG�IRU�D�ZHHN�RU�ORQJHU��$%675$/�LV�FRQWUDLQGLFDWHG�LQ�WKH�PDQDJHPHQW�RI�DFXWH�RU�SRVWRSHUDWLYH�SDLQ��LQFOXGLQJ�KHDGDFKH�PLJUDLQH��GHQWDO�SDLQ��RU�XVH�LQ�WKH�HPHUJHQF\�URRP��$%675$/�LV�FRQWUDLQGLFDWHG�LQ�SDWLHQWV�ZLWK�NQRZQ�LQWROHUDQFH�RU�K\SHUVHQVLWLYLW\�WR�DQ\�RI�LWV�FRPSRQHQWV�RU�WKH�GUXJ�IHQWDQ\O��$QDSK\OD[LV�DQG�K\SHUVHQVLWLYLW\�KDYH�EHHQ�UHSRUWHG�LQ�DVVRFLDWLRQ�ZLWK�WKH�XVH�RI�RWKHU�RUDO�WUDQVPXFRVDO�IHQWDQ\O�SURGXFWV��"

[New text]: "ABSTRAL is contraindicated in:xOpioid non-tolerant patients: Life threatening respiratory depression and death could occur at any dose in opioid non-tolerant patients [see Indications and Usage (1);Warnings and Precautions (5.1)].xAcute or postoperative pain, including headache/migraine, dental pain, or use in the emergencydepartment.xAcute or severe bronchial asthma in an unmonitored setting or in theabsence of resuscitativeequipment [see Warnings and Precautions (5.9)]xKnown or suspected gastrointestinal obstruction, including paralytic ileus [see Warnings and Precautions (5.14)]xKnown hypersensitivity to fentanyl (e.g., anaphylaxis)[see Adverse Reactions(6.2)]."
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[Old text]: "See Boxed Warning - WARNINGS: IMPORTANCE OF PROPER PATIENT SELECTION"

[New text]: "5.1Life-Threatening RespiratoryDepressionSerious, life-threatening,or fatal respiratory depression has been reported with the use of opioidsevenwhen used as recommended.Respiratory depression, if not immediately recognized and treated, maylead to respiratory arrest"
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[Old text]: "POTENTIAL FOR ABUSE�5.1Hypoventilation (Respiratory Depression) 6HULRXV�RU�IDWDO�UHVSLUDWRU\�GHSUHVVLRQ�FDQ�RFFXU�HYHQ�DW�UHFRPPHQGHG�GRVHV�LQ�SDWLHQWV�XVLQJ�$%675$/��5HVSLUDWRU\�GHSUHVVLRQ�LV�PRUH�OLNHO\�WR�RFFXU�LQ�SDWLHQWV�ZLWK�XQGHUO\LQJ�UHVSLUDWRU\�GLVRUGHUV�DQG�HOGHUO\�RU�GHELOLWDWHG�SDWLHQWV��XVXDOO\�IROORZLQJ�ODUJH�LQLWLDO�GRVHV��LQFOXGLQJ�$%675$/��LQ�RSLRLG�QRQ�WROHUDQW�SDWLHQWV��RU�ZKHQ�RSLRLGV�DUH�JLYHQ�LQ�FRQMXQFWLRQ�ZLWK�RWKHU�GUXJV�WKDW�GHSUHVV�UHVSLUDWLRQ��5HVSLUDWRU\�GHSUHVVLRQ�IURP�RSLRLGV�LV�PDQLIHVWHG�E\�D�UHGXFHG�XUJH�WR�EUHDWKH�DQG�D�GHFUHDVHG�UDWH�RI�UHVSLUDWLRQ��RIWHQ�DVVRFLDWHG�ZLWK�WKH��VLJKLQJ��SDWWHUQ�RI�EUHDWKLQJ�GHHS�EUHDWKV�VHSDUDWHG�E\�DEQRUPDOO\�ORQJ�SDXVHV��&DUERQ�GLR[LGH�UHWHQWLRQ�IURP�RSLRLG��LQGXFHG�UHVSLUDWRU\�GHSUHVVLRQ�FDQ�H[DFHUEDWH�WKH�VHGDWLQJ�HIIHFWV�RI�RSLRLGV��7KLV�PDNHV�RYHUGRVHV�LQYROYLQJ�GUXJV�ZLWK�VHGDWLYH�SURSHUWLHV�DQG�RSLRLGV�HVSHFLDOO\�GDQJHURXV��5.2ABSTRAL"

[New text]: "death.  Managementof respiratory depression may include close observation, supportive measures,"
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[Old text]: "Other Fentanyl Products $%675$/�LV�127�HTXLYDOHQW�WR�DOO�RWKHU�IHQWDQ\O�SURGXFWV�XVHG�WR�WUHDW�EUHDNWKURXJK�SDLQ�RQ�D�PFJ�SHU�PFJ�EDVLV��7KHUH�DUH�GLIIHUHQFHV�LQ�WKH�SKDUPDFRNLQHWLFV�RI�$%675$/�UHODWLYH�WR�RWKHU�IHQWDQ\O�SURGXFWV�ZKLFK�FRXOG�SRWHQWLDOO\�UHVXOW�LQ�FOLQLFDOO\�LPSRUWDQW�GLIIHUHQFHV�LQ�WKH�DPRXQW�RI�IHQWDQ\O�DEVRUEHG�DQG�FRXOG�UHVXOW�LQ�D�IDWDO�RYHUGRVH��:KHQ�SUHVFULELQJ�$%675$/�WR�D�SDWLHQW��'2�127�FRQYHUW�RQ�D�PFJ�WR�PFJ�EDVLV�IURP�RWKHU�IHQWDQ\O�SURGXFWV��'LUHFWLRQV�IRU�VDIHO\�FRQYHUWLQJ�SDWLHQWV�WR�$%675$/�IURP�RWKHU�IHQWDQ\O�SURGXFWV�DUH�QRW�FXUUHQWO\�DYDLODEOH�H[FHSW�IRU�$FWLT�>VHH�Conversion"

[New text]: " use of opioid antagonists, depending on the patient’s clinical status [see Overdosage (10)].Carbon dioxide (CO2) retention"
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[Old text]: "Actiq ����@��7KLV�LQFOXGHV�RUDO��WUDQVGHUPDO��RU�SDUHQWHUDO�IRUPXODWLRQV�RI�IHQWDQ\O��7KHUHIRUH��IRU�RSLRLG�WROHUDQW�SDWLHQWV�VWDUWLQJ�WUHDWPHQW�IRU�EUHDNWKURXJK�SDLQ��WKH�LQLWLDO�GRVH�RI�$%675$/�LV�����PFJ��,QGLYLGXDOO\�WLWUDWH�HDFK�SDWLHQWV�GRVH�WR�SURYLGH�DGHTXDWH�DQDOJHVLD�ZKLOH�PLQLPL]LQJ�VLGH�HIIHFWV��>6HH�Dosage"

[New text]: "opioid-induced respiratorydepression can exacerbate the sedatingeffects of opioids.While serious, life-threatening, orfatal respiratory depression can occur atany time during the useofABSTRAL, the risk is greatest during the initiation of therapy or following a dosage increase. Monitorpatients closelyfor respiratory depression, especially within the first 24-72 hours of initiating therapywithand following dosage increases of ABSTRAL.To reduce the risk of respiratory depression, proper dosingand titration of ABSTRALareessential [see Dosage"
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[Old text]: "���@�:KHQ�GLVSHQVLQJ�$%675$/�WR�D�SDWLHQW��'2�127�VXEVWLWXWH�LW�IRU�DQ\�RWKHU�IHQWDQ\O�SURGXFW�SUHVFULSWLRQ��"

[New text]: "(2.3)]. Overestimating the ABSTRALdosage can result in a fatal overdose with the first dose.The substitution of ABSTRAL forany otherfentanyl product may result in fatal overdose.[see Warnings and Precautions (5.5)].ABSTRAL could be fatal to individuals for whom it is not prescribed and for those who are not opioid-tolerant.Accidental ingestion of even one dose of ABSTRAL,especially bychildren, can result in respiratorydepression and death due to an overdose of fentanyl."
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[New text]: "4028533AB20161201.1"





53  Patient/Caregiver Instructions
Patients and their caregivers must be instrtctéd'that ABSTRAL contains a medicine in an amount

which can be fatal to a child. Ve oUEHABS TRA S provided i child-resistint packagings patients and)
their caregivers must be instructed to keep tablets out of the reach of children. [see How Supplied/Storage and
\Handling (16:15,16:2); @nd Patient Counseling Information

EKIRGIABS TRAL could esatalin idiviaualsifor whom it is not [preseribediand for tHosewRo/aFeTon

5.10 Transmucosal immediate’'Release’Fentanyl (TIRF) Risk Evaluation and Mitigation Strategy
(REMS) Access Program

Because of the risk for misuse, abuse, addiction, and overdose [see Drug Abuse and Dependence



Compare: Replace�

text

[Old text]: "5.3Patient/Caregiver Instructions"

[New text]: "5.2Increased Risk of Overdose in Children Due to Accidental Ingestion or Exposure Death has been reported in children who have accidentally ingestedtransmucosal immediate–release fentanylproducts."
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[Old text]: "instructed"

[New text]: "informed"
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[Old text]: "(YHQ�WKRXJK�$%675$/�LV�SURYLGHG�LQ�FKLOG�UHVLVWDQW�SDFNDJLQJ��SDWLHQWV�DQG�WKHLU�FDUHJLYHUV�PXVW�EH�LQVWUXFWHG�WR�NHHS�WDEOHWV�RXW�RI�WKH�UHDFK�RI�FKLOGUHQ��>VHH�How Supplied/Storage"

[New text]: "Healthcare providersand dispensing pharmacists must specifically question patients or caregivers about the presence of children in the home (on a full time or visitingbasis) and counsel them regarding the dangers tochildren from inadvertent exposure. Patients and their caregivers must be instructed to keep both used"
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[Old text]: "Handling�ˇ�����ˇ����DQG�Patient"

[New text]: "unused dosage units out of the reach of children. While all units should be disposed of immediatelyafter use, partially consumed units represent a special risk to children. In the event that a unit is not completelyconsumed it must be properly disposed as soon aspossible [see Patient"
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[Old text]: "�ˆ�����ˆ��@���Taking"

[New text]: "(17)].Detailed instructions for the proper storage, administration, disposal, and important instructions for managingan overdose of ABSTRAL are provided in the ABSTRAL Medication Guide. Encourage patients to read this information in its entirety and give them an opportunity to have their questions answered.5.3Risks of Concomitant Use or Discontinuation of Cytochrome P450 3A4 Inhibitors and InducersConcomitant use of ABSTRALwith a CYP3A4 inhibitor, such as macrolide antibiotics (e.g.,erythromycin), azole-antifungal agents (e.g., ketoconazole), and protease inhibitors (e.g., ritonavir), mayincrease plasma concentrations offentanyland prolong opioid adverse reactions, which maycausepotentially fatal respiratory depression [see Warnings and Precautions (5.1)], particularly when an inhibitor is added after a stable dose of ABSTRALis achieved.Similarly,discontinuation of a CYP3A4 inducer, such as rifampin, carbamazepine, and phenytoin, in ABSTRAL treated patients may increasefentanylplasma concentrations and prolong opioid adverse reactions. When using ABSTRALwith CYP3A4 inhibitors or discontinuing CYP3A4 inducers in ABSTRAL-treated patients, monitor patients closelyat frequent intervals and consider dosage reduction of ABSTRALuntil stable drug effects areachieved [see Dosage and Administration (2.3), Drug Interactions(7)].Concomitant use of"
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" with CYP3A4 inducers or discontinuation of a CYP3A4 inhibitor"
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[Old text]: "be fatal"

[New text]: "decrease fentanyl plasma concentrations, decrease opioid efficacy or, possibly, lead toa withdrawalsyndrome in a patient who had developed physical dependence to fentanyl. When using ABSTRALwith CYP3A4 inducers or discontinuing CYP3A4 inhibitors, monitor patients closely at frequent intervals and consider increasing the opioid dosage if needed to maintain adequateanalgesia or if symptoms of opioid withdrawal occur [see Dosage and Administration (2.3),DrugInteractions(7)].5.4Risks from Concomitant Use with Benzodiazepines or OtherCNSDepressantsProfound sedation, respiratory depression, coma, and death may result from the concomitant use of ABSTRAL with benzodiazepines or other CNS depressants (e.g., non-benzodiazepine sedatives/hypnotics, anxiolytics, tranquilizers, muscle relaxants, general anesthetics, antipsychotics, otheropioids, alcohol). Because of these risks, reserve concomitant prescribing of these drugs for use"
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[Old text]: "individuals"

[New text]: "patients"
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"alternative treatment options are inadequate.Observational studies have demonstrated thatconcomitant use of opioid analgesics and benzodiazepinesincreases the risk of drug-related mortality compared to use of opioid analgesics alone. Because of similarpharmacological properties,"
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"is reasonable to expect similar risk with the concomitant use of otherCNS depressant drugs with opioid analgesics [see Drug Interactions (7)].If the decision is made to prescribea benzodiazepine or other CNS depressant concomitantly with anopioid analgesic, prescribe the lowest effective dosages and minimum durations of concomitant use.Inpatients alreadyreceiving an opioid analgesic, prescribea lower initial dose of the benzodiazepineor otherCNS depressant than indicated in the absence of an opioid, and titrate based on clinical response. Ifan opioid analgesic"
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"initiated in a patient already taking a benzodiazepine or other CNS depressant, Reference ID: 4028533AB20161201.1"
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"prescribe a lower initial dose of the opioid analgesic, and titrate based on clinical response. Follow patients closelyfor signs and symptoms of respiratory depression andsedation.Advise both patients and caregivers about the risks of respiratorydepression and sedation when ABSTRAL is used with benzodiazepines or other CNS depressants (includingalcohol and illicit drugs). Advise patients"
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[Old text]: "prescribed"

[New text]: "to drive or operate heavy machinery until the effects of concomitant use of thebenzodiazepine or other CNS depressant have been determined. Screen patients for risk of substance use disorders, including opioid abuse and misuse,"
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"warn them of the risk"
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[Old text]: "those who are not opioid-tolerant. 3K\VLFLDQV�DQG�GLVSHQVLQJ�SKDUPDFLVWV�PXVW�VSHFLILFDOO\�TXHVWLRQ�SDWLHQWV�RU�FDUHJLYHUV�DERXW�WKH�SUHVHQFH�RI�FKLOGUHQ�LQ�WKH�KRPH�RQ�D�IXOO�WLPH�RU�YLVLWLQJ�EDVLV�DQG�FRXQVHO�WKHP�UHJDUGLQJ�WKH�GDQJHUV�WR�FKLOGUHQ�IURP�LQDGYHUWHQW�H[SRVXUH��5.4Additive"

[New text]: "overdose and death associated with the use of additional"
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[Old text]: "Depressant Effects 7KH�FRQFRPLWDQW�XVH�RI�$%675$/�ZLWK�RWKHU�&16�GHSUHVVDQWV��LQFOXGLQJ�RWKHU�RSLRLGV��VHGDWLYHV�RU�K\SQRWLFV��JHQHUDO�DQHVWKHWLFV��SKHQRWKLD]LQHV��WUDQTXLOL]HUV��VNHOHWDO�PXVFOH�UHOD[DQWV��VHGDWLQJ�DQWLKLVWDPLQHV��DQG�DOFRKROLF�EHYHUDJHV�PD\�SURGXFH�LQFUHDVHG�GHSUHVVDQW�HIIHFWV�H�J���K\SRYHQWLODWLRQ��K\SRWHQVLRQ��DQG�SURIRXQG�VHGDWLRQ��&RQFRPLWDQW�XVH�ZLWK�SRWHQW�LQKLELWRUV�RI�F\WRFKURPH�3�˘���$��LVRIRUP�H�J���HU\WKURP\FLQ��NHWRFRQD]ROH��DQG�FHUWDLQ�SURWHDVH�LQKLELWRUV�PD\�LQFUHDVH�IHQWDQ\O�OHYHOV��UHVXOWLQJ�LQ�LQFUHDVHG�GHSUHVVDQW�HIIHFWV�>VHH�Drug"

[New text]: "depressants including alcohol and illicit drugs [see Drug"
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[Old text]: "ˆ@��3DWLHQWV�RQ�FRQFRPLWDQW�&16�GHSUHVVDQWV�PXVW�EH�PRQLWRUHG�IRU�D�FKDQJH�LQ�RSLRLG�HIIHFWV�DQG�WKH�GRVH�RI�$%675$/�DGMXVWHG��LI�ZDUUDQWHG��"

[New text]: " (7)and Patient Counseling Information (17)]."
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[Old text]: "Effects"

[New text]: "Risk of Medication ErrorsWhen prescribing, DO NOT convert a patient to ABSTRAL from any other fentanylproducts on a mcg per mcg basis from other fentanyl products as ABSTRAL and other fentanylproducts are not equivalent on amicrogram per microgram basis.ABSTRAL isnot ageneric version of other transmucosal immediate-release fentanyl (TIRF)formulations. When dispensing, do not substitute anABSTRALprescription for any other TIRF formulation under anycircumstances.Other TIRF formulations and ABSTRALare not equivalent.Substantial differences exist in the pharmacokinetic profile of ABSTRALcompared to other fentanyl products including other TIRFformulations that result in clinically important differences in the rate and extent of absorption of fentanyl. As a result of these differences, the substitution of ABSTRALor any other fentanyl product may result in a fatal overdose.There are no safe conversion directions available for patients"
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[Old text]: "Ability"

[New text]: "any other fentanyl products except ACTIQ [seeDosage and Administration(2.1)].(Note: This includes oral, transdermal, or parenteral formulations of fentanyl.)Therefore, for opioid tolerant patients, the initial dose of ABSTRALshouldalwaysbe 100 mcg.Each patient should be individuallytitrated"
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[Old text]: "Drive"

[New text]: "provide adequate analgesia while minimizing side effects[see Dosage"
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[Old text]: "Use Machines2SLRLG�DQDOJHVLFV�LPSDLU�WKH�PHQWDO�DQG�RU�SK\VLFDO�DELOLW\�UHTXLUHG�IRU�WKH�SHUIRUPDQFH�RI�SRWHQWLDOO\�GDQJHURXV�WDVNV�H�J���GULYLQJ�D�FDU�RU�RSHUDWLQJ�PDFKLQHU\��:DUQ�SDWLHQWV�WDNLQJ�$%675$/�RI�WKHVH�GDQJHUV�DQG�FRXQVHO�WKHP�DFFRUGLQJO\��"

[New text]: "Administration (2.3)]."
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"Addiction, Abuse, and MisuseABSTRAL containsfentanyl, a Schedule IIcontrolled substance. As anopioid,ABSTRALexposes users to the risks of addiction, abuse, and misuse [see Drug Abuse and Dependence(9)].Although the risk of addiction in any individual is unknown, it can occur in patients appropriatelyprescribed ABSTRAL. Addiction can occur at recommended dosages and if the drug is misused orabused.Assess each patient’s risk for opioid addiction, abuse, or misuse prior to prescribing ABSTRAL,and monitor all patients receiving ABSTRALfor the development of these behaviors andconditions. Risksareincreased in patients with a personal or family history of substance abuse (including drug or alcohol abuse oraddiction) or mental illness (e.g., major depression). The potential for these risks should not, however, prevent the proper management of pain in anygiven patient. Patients at increased risk may be prescribed opioids such as ABSTRAL, but use in such patients necessitates intensive counselingabout the risks and proper use of ABSTRALalong with intensive monitoring for signs of addiction, abuse, andmisuse.Opioids are sought by drug abusers and people with addiction disorders and are subject to criminaldiversion. Consider these risks when prescribing or dispensing ABSTRAL.Strategies to reduce these risks include prescribing the drug in the smallest appropriate quantityand advising the patient on the proper disposal of unused drug[see Patient Counseling Information (17)]. Contact local state professional licensingboard or state controlled substances authority forinformationon how to prevent and detectabuse or diversion of thisproduct.Reference ID: 4028533AB20161201.1"
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"Chronic Pulmonary Disease %HFDXVH�SRWHQW�RSLRLGV�FDQ�FDXVH�K\SRYHQWLODWLRQ��WLWUDWH�$%675$/�ZLWK�FDXWLRQ�LQ�SDWLHQWV�ZLWK�FKURQLF�REVWUXFWLYH�SXOPRQDU\�GLVHDVH�RU�SUH�H[LVWLQJ�PHGLFDO�FRQGLWLRQV�SUHGLVSRVLQJ�WKHP�WR�K\SRYHQWLODWLRQ��,Q�VXFK�SDWLHQWV��HYHQ�QRUPDO�WKHUDSHXWLF�GRVHV�RI�$%675$/�PD\�IXUWKHU�GHFUHDVH�UHVSLUDWRU\�GULYH�WR�WKH�SRLQW�RI�UHVSLUDWRU\�IDLOXUH��"
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"Head Injuries and Increased Intracranial Pressure $GPLQLVWHU�$%675$/�ZLWK�H[WUHPH�FDXWLRQ�LQ�SDWLHQWV�ZKR�PD\�EH�SDUWLFXODUO\�VXVFHSWLEOH�WR�WKH�LQWUDFUDQLDO�HIIHFWV�RI�&2��UHWHQWLRQ�VXFK�DV�WKRVH�ZLWK�HYLGHQFH�RI�LQFUHDVHG�LQWUDFUDQLDO�SUHVVXUH�RU�LPSDLUHG�FRQVFLRXVQHVV��2SLRLGV�PD\�REVFXUH�WKH�FOLQLFDO�FRXUVH�RI�D�SDWLHQW�ZLWK�D�KHDG�LQMXU\˚�XVH�RQO\�LI�FOLQLFDOO\�ZDUUDQWHG��5.8Cardiac Disease ,QWUDYHQRXV�DGPLQLVWUDWLRQ�RI�IHQWDQ\O�PD\�SURGXFH�EUDG\FDUGLD��7KHUHIRUH��XVH�$%675$/�ZLWK�FDXWLRQ�LQ�SDWLHQWV�ZLWK�EUDG\DUUK\WKPLDV��5.9MAO Inhibitors $%675$/�LV�QRW�UHFRPPHQGHG�IRU�XVH�LQ�SDWLHQWV�ZKR�KDYH�UHFHLYHG�0$2�LQKLELWRUV�ZLWKLQ�WKH�SDVW����GD\V��6HYHUH�DQG�XQSUHGLFWDEOH�SRWHQWLDWLRQ�E\�0$2�LQKLELWRUV�KDV�EHHQ�UHSRUWHG�ZLWK�RSLRLG�DQDOJHVLFV��5.10"
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[Old text]: "immediate Release"

[New text]: "Immediate-Release"
The following text attributes were changed: 
   fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: "%HFDXVH�RI�WKH�ULVN�IRU�PLVXVH��DEXVH��DGGLFWLRQ��DQG�RYHUGRVH�>VHH�Drug"

[New text]: "Because of the risk for misuse, abuse, addiction, and overdose [see Drug"
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[Old text]: "˝@��Reference ID: $%���ˇ������3DJH�˙�RI���"

[New text]: "(9)],ABSTRAL is available only through a restricted program called the TIRFREMS Access program. Under the TIRF REMS Access program, outpatients, healthcare professionals who prescribe to outpatients, pharmacies, and distributors must enroll in the program. For inpatient administration (e.g., hospitals,hospices, and long-term carefacilities that prescribe for inpatient use) of ABSTRAL, patient and prescriber enrollment is not required.Required components of the TIRF REMS Access program are:"
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16 ADVERSE REACTIONS 1
6.1  Clinical Studies’Experience

(Table2i"Adverse Reactions Which Occurred During Titration at a Frequency of 5% |

System Organ Class 100 mcg 200 mcg 300 mcg 400 mcg 600 mcg 800 mcg Total
Preferred tefim (0=22) | (=28) | (n=55) | (n=38) | (n=52) | (n=80)
N (%)
Page 9 of 21
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[Old text]: "+HDOWKFDUH�SURIHVVLRQDOV�ZKR�SUHVFULEH�$%675$/�PXVW�UHYLHZ�WKH�SUHVFULEHU�HGXFDWLRQDO�PDWHULDOVIRU�WKH�7,5)�5(06�$FFHVV�SURJUDP��HQUROO�LQ�WKH�SURJUDP��DQG�FRPSO\�ZLWK�WKH�5(06UHTXLUHPHQWV�"

[New text]: "Healthcare professionals who prescribe ABSTRAL must review the prescriber educationalmaterialsfor the TIRF REMS Access program, enroll in the program, and comply with theREMS requirements."
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[Old text]: "7R�UHFHLYH�$%675$/��RXWSDWLHQWV�PXVW�XQGHUVWDQG�WKH�ULVNV�DQG�EHQHILWV�DQG�VLJQ�D�3DWLHQW�3UHVFULEHU�$JUHHPHQW�"

[New text]: "To receive ABSTRAL, outpatients must understand the risks and benefits and sign aPatient-PrescriberAgreement."
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[Old text]: "3KDUPDFLHV�WKDW�GLVSHQVH�$%675$/�PXVW�HQUROO�LQ�WKH�SURJUDP�DQG�DJUHH�WR�FRPSO\�ZLWK�WKH�5(06UHTXLUHPHQWV�"

[New text]: "Pharmacies that dispense ABSTRAL must enroll in the program and agreeto comply with theREMS requirements."
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[Old text]: ":KROHVDOHUV�DQG�GLVWULEXWRUV�WKDW�GLVWULEXWH�$%675$/�PXVW�HQUROO�LQ�WKH�SURJUDP�DQG�GLVWULEXWHRQO\�WR�DXWKRUL]HG�SKDUPDFLHV�)XUWKHU�LQIRUPDWLRQ��LQFOXGLQJ�D�OLVW�RI�TXDOLILHG�SKDUPDFLHV�GLVWULEXWRUV��LV�DYDLODEOH�DW�ZZZ�7,5)5(06$FFHVV�FRP�RU�E\�FDOOLQJ���˙ˇˇ�˙�����˙���"

[New text]: "5.15Increased Risk of Seizures in Patients with Seizure DisordersThe fentanyl inABSTRALmay increase the frequency of seizures in patients with seizuredisorders, and may increase the risk of seizures occurring in otherclinical settingsassociated with seizures. Monitorpatients with a history of seizure disorders for worsened seizure control duringABSTRAL therapy.5.16Risks of Driving and Operating MachineryABSTRAL may impair the mental or physical abilities needed to perform ofpotentially hazardous activities such as driving a car or operating machinery. Warnpatients not to drive or operate dangerous machineryunless theyare tolerant to the effects of ABSTRAL and know how they will react to themedication.5.17Cardiac DiseaseIntravenous administration of fentanyl may produce bradycardia. Therefore, use ABSTRALwith caution in patients with bradyarrhythmias."
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"5.10Serotonin Syndrome with Concomitant Use of Serotonergic DrugsCases of serotonin syndrome, a potentially life-threatening condition, have been reported duringconcomitantuse of ABSTRALwith serotonergicdrugs.Serotonergicdrugsincludeselectiveserotoninreuptake inhibitors(SSRIs),serotoninandnorepinephrinereuptakeinhibitors(SNRIs),tricyclicantidepressants(TCAs), triptans,5-HT3receptorantagonists,drugsthataffect the serotonergicneurotransmitter system(e.g., mirtazapine,trazodone,tramadol),anddrugsthatimpair metabolismof serotonin(including MAO inhibitors, boththoseintendedtotreatpsychiatricdisordersandalsoothers,suchas linezolid and intravenous methylene blue)[seeDrugInteractions(7)]. This may occurwithin therecommended dosage range.Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallucinations, coma), autonomic instability (e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination, rigidity), and/or gastrointestinal symptoms (e.g., nausea, vomiting,diarrhea). Theonset of symptoms generally occurs within several hours to a few days of concomitant use, but may occurlaterthan that. Discontinue ABSTRAL if serotonin syndrome is suspected.5.11Adrenal InsufficiencyCases of adrenal insufficiency have been reported with opioid use, more often followinggreater than onemonthof use. Presentation of adrenal insufficiencymay include non-specific symptoms and signs including nausea, vomiting, anorexia, fatigue, weakness, dizziness, and low blood pressure. If adrenal insufficiency is suspected, confirm the diagnosis with diagnostic testing as soon as possible. If adrenal insufficiency is diagnosed, treat with physiologic replacement doses of corticosteroids. Wean the patientoff of the opioid to allow adrenal function to recover and continuecorticosteroid treatment until adrenal function recovers. Other opioids may be tried as some cases reported use of a different opioid without recurrence of adrenal insufficiency. The information available does not identify any particular opioids as being more likely to be associated with adrenalinsufficiency.5.12Severe HypotensionABSTRAL may cause severe hypotension including orthostatic hypotension and syncope inambulatorypatients. There is increased risk in patients whose ability to maintain blood pressure has alreadybeencompromised bya reduced blood volume or concurrent administration of certain CNS depressant drugs(e.g.phenothiazines or general anesthetics)[see Drug Interactions (7)]. Monitor these patients for signs ofhypotensionafter initiating or titrating the dosage of ABSTRAL.In patients with circulatory shock, ABSTRAL may cause vasodilation that can further reduce cardiac output and blood pressure. Avoidthe use of ABSTRAL in patients with circulatory shock.5.13Risk of Use inPatients withIncreased Intracranial Pressure, Brain Tumors, HeadInjury, or Impaired ConsciousnessIn patients who may be susceptible to the intracranial effects of CO2retention (e.g., those with evidenceofincreased intracranial pressure or brain tumors), ABSTRAL may reduce respiratory drive, and the resultant CO2retention can further increase intracranial pressure. Monitor such patients for signs ofsedationand respiratorydepression, particularlywhen initiating therapywithABSTRAL.Opioids may obscure theclinical course of a patient with a head injury. Avoid the use of ABSTRAL in patients with impaired consciousness or coma. 5.14Risk of Use in Patients with Gastrointestinal ConditionsABSTRAL is contraindicated in patients with known or suspected gastrointestinal obstruction, includingparalyticileus.The fentanylin ABSTRAL maycause spasm of the sphincter of Oddi. Opioids maycauseincreases in serum amylase. Monitor patients with biliary tract disease, including acute pancreatitisforworsening symptoms.Reference ID: 4028533AB20161201.1"
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"Wholesalers and distributors that distribute ABSTRAL must enroll in the program anddistribute onlyto authorizedpharmacies.Further information, including a list of qualified pharmacies/distributors, is available at www.TIRFREMSAccess.com or by calling 1-866-822-1483.5.8Neonatal Opioid Withdrawal SyndromeProlonged use of ABSTRAL during pregnancy can result in withdrawal in the neonate. Neonatalopioid withdrawal syndrome, unlike opioid withdrawal syndrome in adults, may be life-threatening if not recognized and treated, and requires managementaccording to protocols developed by neonatologyexperts. Observe newborns for signs of neonatal opioid withdrawal syndrome and manage accordingly.Advise pregnant women using opioidsfor a prolonged period of the risk of neonatal opioid withdrawal syndromeand ensure that appropriate treatment will be available[see Use in SpecificPopulations(8.1),Patient Counseling Information (17)].5.9Life-Threatening Respiratory Depression in Patients withChronic Pulmonary Diseaseor in Elderly, Cachectic, or DebilitatedPatientsThe use of ABSTRALin patients with acute or severe bronchial asthma in an unmonitored setting orinthe absence of resuscitative equipment iscontraindicated.Patients with Chronic PulmonaryDisease:ABSTRAL treated patients with significant chronic obstructive pulmonary disease or cor pulmonale, and those with a substantially decreased respiratory reserve, hypoxia, hypercapnia, or pre-existing respiratory depression are at increased risk of decreased respiratorydrive includingapnea, even at recommended dosages of ABSTRAL[see Warnings and Precautions(5.1)].Elderly, Cachectic, or Debilitated Patients:Life-threatening respiratory depression is more likely to occurin elderly,cachectic, or debilitated patients because they may havealtered pharmacokinetics or alteredclearancecompared to younger, healthier patients[see Warnings and Precautions(5.1].Monitor such patients closely, particularly when initiating and titratingABSTRALandwhenABSTRALis given concomitantly with other drugs that depress respiration [see WarningsandPrecautions (5.1)].Alternatively, consider the use of non-opioid analgesics in thesepatients.Reference ID: 4028533AB20161201.1"
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"The following serious adverse reactions are described, or described in greater detail, in other sections:xLife-Threatening Respiratory Depression [see Warnings and Precautions(5.1)]xInteractions with Benzodiazepines and Other CNS Depressants [see Warnings and Precautions(5.4)xAddiction, Abuse, and Misuse [see Warnings and Precautions(5.6)]xNeonatal Opioid Withdrawal Syndrome [see Warnings and Precautions(5.8)]xSerotonin Syndrome[seeWarnings and Precautions 5.10]xAdrenal Insufficiency[see Warnings and Precautions(5.11)]xSevere Hypotension [seeWarnings and Precautions(5.12)]xGastrointestinal AdverseReactions [see Warnings and Precautions(5.14)]xSeizures [see Warnings and Precautions(5.15)]"



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: "Studies"

[New text]: "Trials"
The following text attributes were changed: 
   fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: "%HFDXVH�FOLQLFDO�WULDOV�DUH�FRQGXFWHG�XQGHU�ZLGHO\�YDU\LQJ�FRQGLWLRQV��DGYHUVH�HYHQW�UDWHV�REVHUYHG�LQ�WKH�FOLQLFDO�WULDOV�RI�D�GUXJ�FDQQRW�EH�GLUHFWO\�FRPSDUHG�WR�UDWHV�LQ�WKH�FOLQLFDO�WULDOV�RI�DQRWKHU�GUXJ�DQG�PD\�QRW�UHIOHFW�WKH�UDWHV�REVHUYHG�LQ�SUDFWLFH��7KH�VDIHW\�RI�$%675$/�KDV�EHHQ�HYDOXDWHG�LQ�����RSLRLG�WROHUDQW�FDQFHU�SDWLHQWV�ZLWK�EUHDNWKURXJK�SDLQ��7ZR�KXQGUHG�DQG�VHYHQW\��ˆ��RI�WKHVH�SDWLHQWV�ZHUH�WUHDWHG�LQ�PXOWLSOH�GRVH�VWXGLHV��7KH�GXUDWLRQ�RI�WKHUDS\�IRU�SDWLHQWV�LQ�PXOWLSOH�GRVH�VWXGLHV�UDQJHG�IURP�����˘�GD\V�ZLWK�DQ�DYHUDJH�GXUDWLRQ�RI�����GD\V�DQG�ZLWK����SDWLHQWV�WUHDWHG�IRU�DW�OHDVW����PRQWKV��7KH�PRVW�FRPPRQO\�REVHUYHG�DGYHUVH�UHDFWLRQV�ZLWK�$%675$/�LQFOXGH�W\SLFDO�RSLRLG�DGYHUVH�UHDFWLRQV��VXFK�DV�QDXVHD��FRQVWLSDWLRQ��VRPQROHQFH�DQG�KHDGDFKH��([SHFW�RSLRLG�VLGH�HIIHFWV�DQG�PDQDJH�WKHP�DFFRUGLQJO\��7KH�FOLQLFDO�WULDOV�RI�$%675$/�ZHUH�GHVLJQHG�WR�HYDOXDWH�VDIHW\�DQG�HIILFDF\�LQ�WUHDWLQJ�SDWLHQWV�ZLWK�FDQFHU�DQG�EUHDNWKURXJK�SDLQ˚�DOO�SDWLHQWV�ZHUH�WDNLQJ�FRQFRPLWDQW�RSLRLGV��VXFK�DV�VXVWDLQHG�UHOHDVH�PRUSKLQH��VXVWDLQHG�UHOHDVH�R[\FRGRQH�RU�WUDQVGHUPDO�IHQWDQ\O��IRU�WKHLU�SHUVLVWHQW�SDLQ��7KH�DGYHUVH�UHDFWLRQ�GDWD�SUHVHQWHG�LQ�7DEOH���UHIOHFW�WKH�DFWXDO�SHUFHQWDJH�RI�SDWLHQWV�H[SHULHQFLQJ�UHDFWLRQV�DPRQJ�SDWLHQWV�ZKR�UHFHLYHG�$%675$/�IRU�EUHDNWKURXJK�SDLQ�DORQJ�ZLWK�FRQFRPLWDQW�RSLRLG�XVH�IRU�SHUVLVWHQW�SDLQ��7KHUH�KDV�EHHQ�QR�DWWHPSW�WR�FRUUHFW�IRU�FRQFRPLWDQW�XVH�RI�RWKHU�RSLRLGV��GXUDWLRQ�RI�$%675$/�WKHUDS\�RU�FDQFHU�UHODWHG�V\PSWRPV��7DEOH���OLVWV�DGYHUVH�UHDFWLRQV�ZLWK�DQ�RYHUDOO�IUHTXHQF\�RI�˘��RU�JUHDWHU�ZLWKLQ�WKH�WRWDO�SRSXODWLRQ�WKDW�RFFXUUHG�GXULQJ�WLWUDWLRQ�E\�PD[LPXP�GRVH�UHFHLYHG��7KH�DELOLW\�WR�DVVLJQ�$%675$/�D�GRVH�UHVSRQVH�UHODWLRQVKLS�WR�WKHVH�DGYHUVH�UHDFWLRQV�LV�OLPLWHG�E\�WKH�WLWUDWLRQ�VFKHPHV�XVHG�LQ�WKHVH�VWXGLHV��Table2:"

[New text]: "Because clinical trials are conducted under widelyvarying conditions, adverse reaction rates observed inthe clinical trials of a drug cannot be directlycompared to rates in the clinical trials of another drugand maynot reflect the rates observed inpractice.The safety of ABSTRAL has been evaluated in 311 opioid-tolerant cancer patients with breakthroughpain. Two hundred and seventy (270) of these patients were treated in multiple-dose studies. The duration oftherapy for patients in multiple-dose studies ranged from 1-405 dayswith an average duration of 131 daysand with44 patients treated for at least 12months.The clinical trials of ABSTRAL were designed to evaluate safety and efficacy in treating patients withcancer and breakthrough pain; all patients were taking concomitant opioids, such as sustained-releasemorphine, sustained-release oxycodone or transdermal fentanyl, for their persistentpain.The adverse reaction data presented in Table 2 reflect the actual percentage of patients experiencingreactions among patients who received ABSTRAL for breakthrough pain along with concomitant opioid usefor persistent pain. There has been no attempt to correct for concomitant use of other opioids, durationof ABSTRAL therapy or cancer-relatedsymptoms.Table 2 lists adverse reactions with an overall frequency of 5% orgreater within the total populationthat occurred during titration by maximum dose received. The ability to assignABSTRAL adose-response relationship to these adverse reactions is limited bythe titration schemes used in thesestudies.Reference ID: 4028533AB20161201.1"
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Gastrointestinal diSorders®

A A A A A i
Nausea |masy 4074 [5O0h [t@e [268  [225 | 15(56)
Nervous systemdiSorders? A A A A A A
2(53) 225)
2(53) 1(1.3)
1(2:6) T(13)
Table3:-Adverse Reactions Which Occurred During Maintenance Therapy at a Frequency of > 5%
System Organ Class 100 mcg 200 mcg 300 mcg 400 mcg 600 mcg 800 mcg Total
Preferred term? (n=7) (=12) | (m=22) | (n=20) | (n=35) | (n=72) | (n=168)
N (©6)
Gastrointestinal @disorders’ N A N N A
Nausea 1(14.3) (I} 20.1) (Y 129 6(8.3) 10 (6.0)
‘Stomatitis o 1(8.3) 14.5) o o 1(1.4) 3(1.8)
Constipation 0 o 1@45y 2(10.00 | 129 4(5.6) 8(4.8)
Dry mouth o o 0 1(5.0) 2(5.7) 0 3(18)
Nervous system diSorders? A
‘Headache o o o 2(10.0) 129 228 53.0)
Dysgeusia 1(143) |0 0 0 0 T(14) 2(1.2)
General disorders and administration site’conditions® A A N N A
Fatigue @ @ [ o |10 [267) o | 3(18)
Injury, poisoning and procedural €omplications’ N N N N A
Accidentaloverdose | 1(143) |0 K [o [0 [o [0
Respiratory, thoracic and mediastinal diSorders® N N N N A
Dyspnoea | @ R K K | o | 1(0:6)
Skin and subcutaneous disorders® N N N N A
Hyperhidrosis | 1(14.3) | [ | 0 | 0 | 0 | 4 | 2(t2)y

Adverse Reactions (> 1%)

Cardiac disorders: bradycardia; tachycardia.® |
Eye disorders: ¥ision blurred. |,

Gastrointestinal disorders: abdominal pain, abdominal pain upper, aphthous stomatitis, constipation, dry"
‘mouth, dyspepsia, gingival ulceration, impaired gastric emptying, lip ulceration, mouth ulceration, nausea,

stomach discomfort, stomatitis, tongue disorder, vomiting.

4 General disorders and administration site conditions: @sthenia; drug withdrawal Syndrome, fatigue;)

4 Immune system disorders: ({drug hypersensitivity."

Injury, poisoning and procedural complications: @ccidental'overdose:

Metabolism and nutrition disorders: @norexia, decreased appetite.)
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   font, fill color, size



Compare: Replace�

text

[Old text]: "����˙�"

[New text]: "2(10.0)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "&RQVWLSDWLRQ�"

[New text]: "1(2.9)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "4(5.6)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "8(4.8)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����˘�"

[New text]: "Drymouth"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�������"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����˝�"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��˘�ˇ�"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "˙���˙�"

[New text]: "1(5.0)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "'U\�PRXWK�"

[New text]: "2(5.7)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "3(1.8)"
The following text attributes were changed: 
   font, fill color, size



Compare: Delete�

text

"��"



Compare: Delete�

text

"��˘���"



Compare: Delete�

text

"��˘�ˆ�"



Compare: Delete�

text

"��"



Compare: Delete�

text

"����˙�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: " disorders�"

[New text]: "disorders"
The following text attributes were changed: 
   font, fill color, size



Compare: Insert�

text

"Headache"



Compare: Insert�

text

"0"



Compare: Insert�

text

"0"



Compare: Insert�

text

"0"



Compare: Insert�

text

"2(10.0)"



Compare: Replace�

text

[Old text]: "+HDGDFKH�"

[New text]: "1(2.9)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "2(2.8)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "5(3.0)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "Dysgeusia"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�������"

[New text]: "1(14.3)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����˝�"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����˙�"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "˘�����"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "'\VJHXVLD�"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�������"

[New text]: "1(1.4)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "2(1.2)"
The following text attributes were changed: 
   font, fill color, size



Compare: Delete�

text

"��"



Compare: Delete�

text

"��"



Compare: Delete�

text

"��"



Compare: Delete�

text

"������"



Compare: Delete�

text

"������"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: " conditions�"

[New text]: "conditions"
The following text attributes were changed: 
   font, fill color, size



Compare: Insert�

text

"Fatigue"



Compare: Insert�

text

"0"



Compare: Insert�

text

"0"



Compare: Insert�

text

"0"



Compare: Insert�

text

"1(5.0)"



Compare: Replace�

text

[Old text]: ")DWLJXH�"

[New text]: "2(5.7)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "3(1.8)"
The following text attributes were changed: 
   font, fill color, size



Compare: Delete�

text

"��"



Compare: Delete�

text

"��˘���"



Compare: Delete�

text

"��˘�ˆ�"



Compare: Delete�

text

"��"



Compare: Delete�

text

"����˙�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "complications�"

[New text]: "complications"
The following text attributes were changed: 
   font, fill color, size



Compare: Insert�

text

"Accidentaloverdose"



Compare: Insert�

text

"1(14.3)"



Compare: Insert�

text

"0"



Compare: Insert�

text

"0"



Compare: Insert�

text

"0"



Compare: Replace�

text

[Old text]: "$FFLGHQWDO�RYHUGRVH�"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�������"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "1(0.6)"
The following text attributes were changed: 
   font, fill color, size



Compare: Delete�

text

"��"



Compare: Delete�

text

"��"



Compare: Delete�

text

"��"



Compare: Delete�

text

"��"



Compare: Delete�

text

"����ˇ�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "disorders�"

[New text]: "disorders"
The following text attributes were changed: 
   font, fill color, size



Compare: Insert�

text

"Dyspnoea"



Compare: Insert�

text

"0"



Compare: Insert�

text

"1(8.3)"



Compare: Insert�

text

"0"



Compare: Insert�

text

"0"



Compare: Replace�

text

[Old text]: "'\VSQRHD�"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��˙���"

[New text]: "1(0.6)"
The following text attributes were changed: 
   font, fill color, size



Compare: Delete�

text

"��"



Compare: Delete�

text

"��"



Compare: Delete�

text

"��"



Compare: Delete�

text

"��"



Compare: Delete�

text

"����ˇ�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "disorders�"

[New text]: "disorders"
The following text attributes were changed: 
   font, fill color, size



Compare: Insert�

text

"Hyperhidrosis"



Compare: Insert�

text

"1(14.3)"



Compare: Insert�

text

"0"



Compare: Insert�

text

"0"



Compare: Insert�

text

"0"



Compare: Replace�

text

[Old text]: "+\SHUKLGURVLV�"

[New text]: "0"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�������"

[New text]: "1(1.4)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "��"

[New text]: "2(1.2)The frequencies listed below representadverse reactions that occurred in•1% of patients from twoclinical trials who experienced that reaction while receiving ABSTRAL. Reactions are classified bysystemorgan class."
The following text attributes were changed: 
   font, fill color, size



Compare: Delete�

text

"��"



Compare: Delete�

text

"��"



Compare: Delete�

text

"��"



Compare: Delete�

text

"������"



Compare: Delete�

text

"������7KH�IUHTXHQFLHV�OLVWHG�EHORZ�UHSUHVHQW�DGYHUVH�UHDFWLRQV�WKDW�RFFXUUHG�LQ�t����RI�SDWLHQWV�IURP�WZR�FOLQLFDO�WULDOV�ZKR�H[SHULHQFHG�WKDW�UHDFWLRQ�ZKLOH�UHFHLYLQJ�$%675$/��5HDFWLRQV�DUH�FODVVLILHG�E\�V\VWHP�RUJDQ�FODVV��"



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: "EUDG\FDUGLD��WDFK\FDUGLD��"

[New text]: "bradycardia,tachycardia."
The following text attributes were changed: 
   font, fill color



Compare: Insert�

graphic

Matching graphic not found



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "YLVLRQ�EOXUUHG��"

[New text]: "visionblurred."
The following text attributes were changed: 
   font, fill color



Compare: Insert�

graphic

Matching graphic not found



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "DEGRPLQDO�SDLQ��DEGRPLQDO�SDLQ�XSSHU��DSKWKRXV�VWRPDWLWLV��FRQVWLSDWLRQ��GU\�PRXWK��G\VSHSVLD��JLQJLYDO�XOFHUDWLRQ��LPSDLUHG�JDVWULF�HPSW\LQJ��OLS�XOFHUDWLRQ��PRXWK�XOFHUDWLRQ��QDXVHD��VWRPDFK�GLVFRPIRUW��VWRPDWLWLV��WRQJXH�GLVRUGHU��YRPLWLQJ��"

[New text]: "abdominal"
The following text attributes were changed: 
   font, fill color



Compare: Insert�

text

"pain, abdominal pain upper, aphthous stomatitis, constipation,drymouth, dyspepsia,gingival ulceration, impairedgastric emptying, lip ulceration, mouth ulceration,nausea,stomach discomfort, stomatitis, tongue disorder,vomiting."



Compare: Insert�

graphic

Matching graphic not found



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "DVWKHQLD��GUXJ�ZLWKGUDZDO�V\QGURPH��IDWLJXH��PDODLVH��"

[New text]: "asthenia, drug withdrawal syndrome,fatigue,malaise."
The following text attributes were changed: 
   font, fill color



Compare: Insert�

graphic

Matching graphic not found



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Insert�

graphic

Matching graphic not found



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "GUXJ�K\SHUVHQVLWLYLW\��"

[New text]: "drughypersensitivity."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Insert�

graphic

Matching graphic not found



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "DFFLGHQWDO�RYHUGRVH��"

[New text]: "accidentaloverdose.Reference ID: 4028533AB20161201.1"
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "DQRUH[LD��GHFUHDVHG�DSSHWLWH��3DJH����RI���Reference ID: $%���ˇ������"

[New text]: "anorexia,decreasedappetite."
The following text attributes were changed: 
   font, fill color





Nervous system disorders: GesiadiS FbARCe invaEAonY diZZinessy dysgeusiaylicadachieyhypossthesian

Psyehiatric disorders: affect lability, anxiety, confusional state, depression, disorientation, dysphoria, |

Reproductive system and breast disorders: rectile dysfunction.’
Respiratory, thoracic and mediastinal disorder: (dyspnea; oropharyngeal pain,)

Skin and subcutaneous disorders: hyperhidrosis, night sweats, pruritus, rash,’

Vascular disorders: hypotension.
7 DRUG INTERACTIONS

4444841 USEINSPECIFIC POPULATIONS
8.1 i

) Page 11 of 21
Reference 1D: AB20160401:0



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "DPQHVLD��GLVWXUEDQFH�LQ�DWWHQWLRQ��GL]]LQHVV��G\VJHXVLD��KHDGDFKH��K\SRHVWKHVLD��OHWKDUJ\��SDURVPLD��VRPQROHQFH��WUHPRU��"

[New text]: "amnesia, disturbance in attention, dizziness, dysgeusia, headache,hypoesthesia,lethargy, parosmia, somnolence,tremor."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "DIIHFW�ODELOLW\��DQ[LHW\��FRQIXVLRQDO�VWDWH��GHSUHVVLRQ��GLVRULHQWDWLRQ��G\VSKRULD��HXSKRULF�PRRG��LQVRPQLD��PHQWDO�VWDWXV�FKDQJHV��SDUDQRLD��VOHHS�GLVRUGHU��"

[New text]: "affect lability, anxiety,confusional state, depression, disorientation,dysphoria, euphoric mood, insomnia, mental status changes, paranoia, sleepdisorder."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "HUHFWLOH�G\VIXQFWLRQ��"

[New text]: "erectiledysfunction."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "G\VSQHD��RURSKDU\QJHDO�SDLQ��WKURDW�WLJKWQHVV���"

[New text]: "dyspnea, oropharyngealpain, throattightness."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "K\SHUKLGURVLV��QLJKW�VZHDWV��SUXULWXV��UDVK��VNLQ�OHVLRQ���"

[New text]: "hyperhidrosis, night sweats, pruritus,rash, skinlesion."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "disorders˛�K\SRWHQVLRQ��"

[New text]: "disorders:hypotension.6.2Postmarketing ExperienceThe followingadverse reactions have been identified during post approval use of fentanyl. Becausethese reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliablyestimate their frequencyor establish a causal relationship to drug exposure.Serotonin Syndrome:Cases of serotonin syndrome, a potentially life-threateningcondition, have been reported duringconcomitant use of opioids with serotonergic drugs.AdrenalInsufficiency:Cases of adrenal insufficiency have been reported with opioid use, more often followinggreater than one month of use.Anaphylaxis:Anaphylaxis has been reported with ingredients contained in ABSTRAL.Androgen Deficiency:Cases of androgen deficiency have occurred with chronic use of opioids."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: ")HQWDQ\O�LV�PHWDEROL]HG�PDLQO\�YLD�WKH�KXPDQ�F\WRFKURPH�3�˘���$��LVRHQ]\PH�V\VWHP�&<3�$�˚�WKHUHIRUH�SRWHQWLDO�LQWHUDFWLRQV�PD\�RFFXU�ZKHQ�$%675$/�LV�JLYHQ�FRQFXUUHQWO\�ZLWK�DJHQWV�WKDW�DIIHFW�&<3�$��DFWLYLW\��7KH�FRQFRPLWDQW�XVH�RI�$%675$/�ZLWK�&<3�$��LQKLELWRUV�H�J���LQGLQDYLU��QHOILQDYLU��ULWRQDYLU��FODULWKURP\FLQ��LWUDFRQD]ROH��NHWRFRQD]ROH��QHID]RGRQH��VDTXLQDYLU��WHOLWKURP\FLQ��DSUHSLWDQW��GLOWLD]HP��HU\WKURP\FLQ��IOXFRQD]ROH��JUDSHIUXLW�MXLFH��YHUDSDPLO��RU�FLPHWLGLQH�PD\�UHVXOW�LQ�D�SRWHQWLDOO\�GDQJHURXV�LQFUHDVH�LQ�IHQWDQ\O�SODVPD�FRQFHQWUDWLRQV��ZKLFK�FRXOG�LQFUHDVH�RU�SURORQJ�DGYHUVH�GUXJ�HIIHFWV�DQG�PD\�FDXVH�SRWHQWLDOO\�IDWDO�UHVSLUDWRU\�GHSUHVVLRQ��3DWLHQWV�UHFHLYLQJ�$%675$/�ZKR�EHJLQ�WKHUDS\�ZLWK��RU�LQFUHDVH�WKH�GRVH�RI��&<3�$��LQKLELWRUV�QHHG�WR�EH�FDUHIXOO\�PRQLWRUHG�IRU�VLJQV�RI�RSLRLG�WR[LFLW\�RYHU�DQ�H[WHQGHG�SHULRG�RI�WLPH��,QFUHDVH�GRVDJH�FRQVHUYDWLYHO\��7KH�FRQFRPLWDQW�XVH�RI�$%675$/�ZLWK�&<3�$��LQGXFHUV�H�J���EDUELWXUDWHV��FDUEDPD]HSLQH��HIDYLUHQ]��JOXFRFRUWLFRLGV��PRGDILQLO��QHYLUDSLQH��R[FDUED]HSLQH��SKHQREDUELWDO��SKHQ\WRLQ��SLRJOLWD]RQH��ULIDEXWLQ��ULIDPSLQ��6W��-RKQV�ZRUW��RU�WURJOLWD]RQH�PD\�UHVXOW�LQ�D�GHFUHDVH�LQ�IHQWDQ\O�SODVPD�FRQFHQWUDWLRQV��ZKLFK�FRXOG�GHFUHDVH�WKH�HIILFDF\�RI�$%675$/��3DWLHQWV�UHFHLYLQJ�$%675$/�ZKR�VWRS�WKHUDS\�ZLWK��RU�GHFUHDVH�WKH�GRVH�RI��&<3�$��LQGXFHUV�QHHG�WR�EH�PRQLWRUHG�IRU�VLJQV�RI�LQFUHDVHG�$%675$/�DFWLYLW\�DQG�WKH�GRVH�RI�$%675$/�PXVW�EH�DGMXVWHG�DFFRUGLQJO\��"

[New text]: "Table 4 includes clinicallysignificant drug interactionswithABSTRAL.Table 4: Clinically Significant Drug Interactions with ABSTRAL"
The following text attributes were changed: 
   font, fill color



Compare: Insert�

text

"butorphanol, nalbuphine, pentazocine, buprenorphineReference ID: 4028533AB20161201.1"



Compare: Insert�

text

"Examples:"



Compare: Insert�

text

"Avoid concomitant use."



Compare: Insert�

text

"Intervention:"



Compare: Insert�

text

"Mayreduce the analgesic effect of ABSTRAL and/or precipitate withdrawalsymptoms."



Compare: Insert�

text

"Clinical Impact:"



Compare: Insert�

text

"Mixed Agonist/Antagonist and Partial Agonist Opioid Analgesics"



Compare: Insert�

text

"phenelzine, tranylcypromine, linezolid"



Compare: Insert�

text

"Examples:"



Compare: Insert�

text

"The use of ABSTRAL isnot recommended for patients taking MAOIs or within 14days of stopping such treatment."



Compare: Insert�

text

"Intervention:"



Compare: Insert�

text

"MAOI interactions with opioids may manifest as serotonin syndrome [see Warnings and Precautions (5.10)]or opioid toxicity (e.g., respiratory depression, coma) [see Warnings and Precautions (5.1)]."



Compare: Insert�

text

"Clinical Impact:"



Compare: Insert�

text

"Monoamine Oxidase Inhibitors (MAOIs)"



Compare: Insert�

text

"Selective serotonin reuptake inhibitors (SSRIs), serotonin andnorepinephrinereuptake inhibitors (SNRIs), tricyclicantidepressants (TCAs), triptans, 5-HT3 receptor antagonists, drugs that effect the serotonin neurotransmitter system (e.g., mirtazapine, trazodone, tramadol), monoamine oxidase (MAO) inhibitors (those intended to treat psychiatric disorders and also others, such as linezolidand intravenous methyleneblue)."



Compare: Insert�

text

"Examples:"



Compare: Insert�

text

"If concomitant use is warranted, carefully observethe patient, particularlyduringtreatment initiation and dose adjustment. Discontinue ABSTRAL if serotonin syndrome is suspected."



Compare: Insert�

text

"Intervention:"



Compare: Insert�

text

"The concomitant use of opioids with other drugs that affect the serotonergicneurotransmitter systemhas resulted in serotonin syndrome [seeWarnings and Precautions 5.10]."



Compare: Insert�

text

"Clinical Impact:"



Compare: Insert�

text

"Serotonergic Drugs"



Compare: Insert�

text

"Benzodiazepines and other sedatives/hypnotics,anxiolytics, tranquilizers, musclerelaxants, general anesthetics, antipsychotics, otheropioids, alcohol."



Compare: Insert�

text

"Examples:"



Compare: Insert�

text

"Reserve concomitant prescribing of these drugs for use in patients for whomalternative treatment options are inadequate. Limit dosages and durations to theminimum required. Follow patients closely for signsof respiratory depression and sedation, [see Warnings andPrecautions(5.4)]."



Compare: Insert�

text

"Intervention:"



Compare: Insert�

text

"Due to additive pharmacologic effect, theconcomitant use of benzodiazepines orother CNSdepressants including alcohol, increases the risk of respiratorydepression, profoundsedation, coma, anddeath."



Compare: Insert�

text

"Clinical Impact:"



Compare: Insert�

text

"Benzodiazepines and other Central Nervous System (CNS) Depressants"



Compare: Insert�

text

"rifampin, carbamazepine,phenytoin"



Compare: Insert�

text

"Examples:"



Compare: Insert�

text

"If concomitant use is necessary, consider increasing the ABSTRAL dosage until stable drug effects are achieved Monitor for signs of opioid withdrawal. Ifa CYP3A4 inducer is discontinued, consider ABSTRALdosage reduction and monitor for signs of respiratory depression."



Compare: Insert�

text

"Intervention:"



Compare: Insert�

text

"The concomitant use of ABSTRAL with CYP3A4 inducers can decrease the plasma concentrations of fentanyl[see Clinical Pharmacology (12.3)],resultingin decreased efficacy or onset of withdrawal syndrome in patients who havedeveloped physical dependence to fentanyl[see Warnings and Precautions (5.6)]After stopping a CYP3A4 inducer, as the effects of the inducer decline, the fentanyl plasma concentration will increase[see Clinical Pharmacology (12.3)],which could increase or prolong both the therapeutic effects and adverse reactions, and may cause serious respiratory depression."



Compare: Insert�

text

"Clinical Impact:"



Compare: Insert�

text

"CYP3A4 Inducers"



Compare: Insert�

text

"Macrolide antibiotics (e.g., erythromycin), azole-antifungal agents (e.g., ketoconazole), protease inhibitors (e.g., ritonavir)grapefruit juice.Reference ID: 4028533AB20161201.1"



Compare: Insert�

text

"Examples:"



Compare: Insert�

text

"If concomitant use is necessary, consider dosagereduction ofABSTRAL untilstable drug effects are achieved. Monitor patients for respiratory depression and sedation at frequentintervals.If a CYP3A4 inhibitor is discontinued, consider increasing the ABSTRALdosage until stable drug effects areachieved. Monitor for signs ofopioidwithdrawal."



Compare: Insert�

text

"Intervention:"



Compare: Insert�

text

"The concomitant use ofABSTRAL and CYP3A4 inhibitors canincrease theplasma concentration of fentanylresulting in increased or prolonged opioid effects, particularly when an inhibitor is added after a stable dose of ABSTRAL is achieved [see Warnings and Precautions(5.3)].After stopping a CYP3A4 inhibitor, as the effects of the inhibitor decline, the fentanyl plasma concentration will decrease[see Clinical Pharmacology (12.3)],resulting in decreased opioid efficacy or a withdrawal syndromein patients who had developed physical dependence to fentanyl."



Compare: Insert�

text

"Clinical Impact:"



Compare: Insert�

text

"Inhibitors of CYP3A4"



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Insert�

text

"Muscle Relaxants"



Compare: Insert�

text

"Clinical Impact:"



Compare: Insert�

text

"Fentanyl mayenhance the neuromuscular blocking action of skeletal musclerelaxants and produce an increased degree of respiratory depression."



Compare: Insert�

text

"Intervention:"



Compare: Insert�

text

"Monitor patients for signs of respiratory depression that may begreaterthan otherwise expected and decrease the dosage of ABSTRAL and/orthe musclerelaxant as necessary."



Compare: Insert�

text

"Diuretics"



Compare: Insert�

text

"Clinical Impact:"



Compare: Insert�

text

"Opioidscan reduce theefficacy of diuretics by inducing thereleaseofantidiuretichormone."



Compare: Insert�

text

"Intervention:"
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"Monitor patients for signs of diminished diuresis and/or effects on bloodpressureand increase the dosage of the diuretic asneeded."
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"Anticholinergic Drugs"
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"Clinical Impact:"



Compare: Insert�

text

"The concomitant use ofanticholinergic drugs may increase risk ofurinaryretention and/or severeconstipation, which may lead to paralyticileus."
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"Intervention:"
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"Monitor patients for signs of urinary retention or reducedgastric motilitywhenABSTRAL is used concomitantlywith anticholinergic drugs."
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[New text]: "-Category"
The following text attributes were changed: 
   fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Insert�

text

"There are no adequate and well-controlled studies in pregnant women.Risk Summary:Prolonged use of opioid analgesics during pregnancy maycause neonatal opioid withdrawal syndrome.Available data with ABSTRAL in pregnant women are insufficient to inform a drug-associated risk for major birth defects and miscarriage.In animal reproduction studies, fentanyl administration to pregnant rats during organogenesis was embryocidal at doses within the range of the human recommended dosing. When administered duringgestation through lactation fentanyladministration to pregnant rats resulted in reduced pup survival at doses within the range of the human recommended dosing. No evidence ofmalformations were noted in animal studies completed to date[see Data].The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. Adverse outcomes in pregnancycan occur regardless of the heath of the mother or the use of medications. In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.Clinical ConsiderationsFetal/Neonatal Adverse ReactionsProlonged use of opioid analgesics during pregnancyfor medical or nonmedical purposes can result in physical dependence in the neonate and neonatal opioid withdrawal syndrome shortly after birth.Neonatal opioid withdrawal syndrome presents as irritability,hyperactivity and abnormal sleep pattern, high pitched cry, tremor, vomiting, diarrhea and failure to gain weight. The onset of neonatal withdrawal symptoms usually occurs in the first daysafter birth. The duration and severity of neonatal opioid withdrawal syndrome may vary.Observenewborns for symptoms of neonatal opioid withdrawal syndrome and manage accordingly[see Warnings andPrecautions (5.8)].Labor or DeliveryOpioids cross the placenta and may produce respiratory depression and psycho-physiologic effects inneonates. An opioid antagonist, such as naloxone, must be available for reversal of opioid-induced respiratory depression in the neonate. ABSTRAL is not recommended for use in pregnant women during or immediately prior to labor, when otheranalgesic techniques aremore appropriate. Opioid"
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"7KHUH�DUH�QR�DGHTXDWH�DQG�ZHOO�FRQWUROOHG�VWXGLHV�LQ�SUHJQDQW�ZRPHQ��8VH�$%675$/�GXULQJ�SUHJQDQF\�RQO\�LI�WKH�SRWHQWLDO�EHQHILW�MXVWLILHV�WKH�SRWHQWLDO�ULVN�WR�WKH�IHWXV��1R�HSLGHPLRORJLFDO�VWXGLHV�RI�FRQJHQLWDO�DQRPDOLHV�LQ�LQIDQWV�ERUQ�WR�ZRPHQ�WUHDWHG�ZLWK�IHQWDQ\O�GXULQJ�SUHJQDQF\�KDYH�EHHQ�UHSRUWHG��&KURQLF�PDWHUQDO�WUHDWPHQW�ZLWK�IHQWDQ\O�GXULQJ�SUHJQDQF\�KDV�EHHQ�DVVRFLDWHG�ZLWK�WUDQVLHQW�UHVSLUDWRU\�GHSUHVVLRQ��EHKDYLRUDO�FKDQJHV��RU�VHL]XUHV�LQ�QHZERUQ�LQIDQWV�FKDUDFWHULVWLF�RI�QHRQDWDO�DEVWLQHQFH�V\QGURPH��,Q�ZRPHQ�WUHDWHG�DFXWHO\�ZLWK�LQWUDYHQRXV�RU�HSLGXUDO�IHQWDQ\O�GXULQJ�ODERU��V\PSWRPV�RI�QHRQDWDO�UHVSLUDWRU\�RU�QHXURORJLFDO�GHSUHVVLRQ�ZHUH�QR�PRUH�IUHTXHQW�WKDQ�ZRXOG�EH�H[SHFWHG�LQ�LQIDQWV�RI�XQWUHDWHG�PRWKHUV��7UDQVLHQW�QHRQDWDO�PXVFXODU�ULJLGLW\�KDV�EHHQ�REVHUYHG�LQ�LQIDQWV�ZKRVH�PRWKHUV�ZHUH�WUHDWHG�ZLWK�LQWUDYHQRXV�IHQWDQ\O��)HQWDQ\O�LV�HPEU\RFLGDO�LQ�UDWV�DV�HYLGHQFHG�E\�LQFUHDVHG�UHVRUSWLRQV�LQ�SUHJQDQW�UDWV�DW�GRVHV�RI����PFJ�NJ�LQWUDYHQRXVO\�RU��ˇ��PFJ�NJ�VXEFXWDQHRXVO\��&RQYHUVLRQ�WR�KXPDQ�HTXLYDOHQW�GRVHV�LQGLFDWHV�WKLV�LV�ZLWKLQ�"
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[Old text]: "WKH�UDQJH�RI�WKH�KXPDQ�UHFRPPHQGHG�GRVLQJ�IRU�$%675$/��)HQWDQ\O�FLWUDWH�ZDV�QRW�WHUDWRJHQLF�ZKHQ�DGPLQLVWHUHG�WR�SUHJQDQW�DQLPDOV��3XEOLVKHG�VWXGLHV�GHPRQVWUDWHG�WKDW�DGPLQLVWUDWLRQ�RI�IHQWDQ\O����������RU�˘���PFJ�NJ�GD\�WR�SUHJQDQW�UDWV�IURP�GD\�ˆ�WR�����RI�WKHLU����GD\�JHVWDWLRQ��YLD�LPSODQWHG�PLFURRVPRWLF�PLQLSXPSV��ZDV�QRW�WHUDWRJHQLF�WKH�KLJK�GRVH�ZDV�DSSUR[LPDWHO\�ˇ�WLPHV�WKH�KXPDQ�GRVH�RI�˙���PFJ�SHU�SDLQ�HSLVRGH�RQ�D�PFJ�P�EDVLV��,QWUDYHQRXV�DGPLQLVWUDWLRQ�RI�IHQWDQ\O����PFJ�NJ�RU����PFJ�NJ�WR�SUHJQDQW�IHPDOH�UDWV�IURP�JHVWDWLRQ�GD\�ˇ�WR��˙��ZDV�HPEU\R��RU�IHWR�WR[LF��DQG�FDXVHG�D�VOLJKWO\�LQFUHDVHG�PHDQ�GHOLYHU\�WLPH�LQ�WKH����PFJ�NJ�GD\�JURXS��EXW�ZDV�QRW�WHUDWRJHQLF��"

[New text]: "analgesics, including ABSTRAL, can prolong labor through actions which temporarily reduce the strength, duration, and frequency of uterine contractions. However, this effect is not consistent and may be offset byan increased rate of cervical dilation, which tends to shorten labor. Monitor neonates exposed to opioid analgesics during labor for signs of excess sedation and respiratory depression.DataHuman DataInwomen treated acutely with intravenous or epidural fentanyl during labor, symptoms of neonatal respiratory or neurological depression were no more frequent than would be expected in infants of untreated mothers. Transient neonatal muscular rigidity has been observed in infants whose mothers were treated with intravenous fentanyl.Animal DataFentanyl has been shown to embryocidal in pregnant rats at doses of 30 mcg/kg intravenously (0.4 times the 800 mcg dose of ABSTRAL on a mg/m2basis) and 160 mcg/kgsubcutaneously(2 times the 800 mcgdose of ABSTRAL based on a mg/m2basis). There was no evidence of teratogenicity reported.No evidence of malformations or adverse effects on the fetus was reported in a published study in which pregnant rats were administered fentanylcontinuously via subcutaneouslyimplanted osmotic minipumps at doses of 10, 100, or 500 mcg/kg/day starting 2-weeks prior to breedingand throughout pregnancy.The highdose was approximately6 times the human dose of 800 mcg ABSTRAL per pain episode on a mg/m2basis and produced mean steady-state plasma levels that are 6 times higher than the mean Cmaxobserved followingadministration of 800 mcg dose of ABSTRAL in humans."
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[Old text]: "Labor"

[New text]: "Lactation Risk SummaryFentanyl is present in breast milk. One published lactation study reports a relative infant dose of fentanylof 0.024%. However, there is insufficient information to determine the effects of fentanyl on the breastfed infant and the effects of fentanyl on milk production.Because of the potential for serious adverse reactions, including excess sedation and respiratorydepression in a breastfed infant, advise patients that breastfeedingis not recommended during treatment with ABSTRAL.Clinical ConsiderationsMonitor infants exposed to ABSTRAL through breast milk for excess sedation"
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[Old text]: "Delivery )HQWDQ\O�UHDGLO\�FURVVHV�WKH�SODFHQWD��7KHUHIRUH�GR�QRW�XVH�$%675$/�GXULQJ�ODERU�DQG�GHOLYHU\�LQFOXGLQJ�FDHVDUHDQ�VHFWLRQ�VLQFH�LW�PD\�FDXVH�UHVSLUDWRU\�GHSUHVVLRQ�LQ�WKH�IHWXV�RU�LQ�WKH�QHZERUQ�LQIDQW��"

[New text]: "respiratory depression. Withdrawal symptoms can occur in breastfed infants when maternaladministration ofan opioid analgesicis stopped, or when breast-feeding is stopped."
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[Old text]: "Nursing Mothers )HQWDQ\O�LV�H[FUHWHG�LQ�KXPDQ�PLON˚�WKHUHIRUH��GR�QRW�XVH�$%675$/�LQ�ZRPHQ�ZKR�DUH�QXUVLQJ�EHFDXVH�RI�WKH�SRVVLELOLW\�RI�VHGDWLRQ�DQG�RU�UHVSLUDWRU\�GHSUHVVLRQ�LQ�WKHLU�LQIDQWV��6\PSWRPV�RI�RSLRLG�ZLWKGUDZDO�PD\�RFFXU�LQ�LQIDQWV�DW�WKH�FHVVDWLRQ�RI�QXUVLQJ�E\�ZRPHQ�XVLQJ�$%675$/��"

[New text]: "Females and Males ofReproductive Potential InfertilityChronic use of opioids maycause reduced fertility in females and males of reproductive potential. It is not known whether these effects on fertilityare reversible [see Adverse Reactions (6.1),Clinical Pharmacology (12.2), Nonclinical Toxicology(13.1)]."
The following text attributes were changed: 
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[Old text]: "7KH�VDIHW\�DQG�HIILFDF\�RI�$%675$/�KDYH�QRW�EHHQ�HVWDEOLVKHG�LQ�SDWLHQWV�EHORZ��˙�\HDUV�RI�DJH��"

[New text]: "The safetyand efficacy of ABSTRAL have not been established in patients below 18 years ofage."
The following text attributes were changed: 
   font, fill color
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[Old text]: "2I�WKH��ˆ��RSLRLG�WROHUDQW�SDWLHQWV�ZLWK�EUHDNWKURXJK�FDQFHU�SDLQ�LQ�WKH�3KDVH���FOLQLFDO�VWXGLHV�RI�$EVWUDO��˘˙�����ZHUH�ˇ˘�\HDUV�RI�DJH�DQG�ROGHU��7KHUH�ZDV�QR�GLIIHUHQFH�LQ�WKH�PHGLDQ�WLWUDWHG�GRVH�LQ�SDWLHQWV�DJHG�ˇ˘�\HDUV�DQG�ROGHU�FRPSDUHG�WR�WKRVH�˜ˇ˘�\HDUV��1R�FOLQLFDOO\�PHDQLQJIXO�GLIIHUHQFH�ZDV�QRWHG�LQ�WKH�VDIHW\�SURILOH�RI�WKH�JURXS�ˇ˘�\HDUV�RI�DJH�DQG�ROGHU�DV�FRPSDUHG�WR�\RXQJHU�SDWLHQWV�LQ�$%675$/�FOLQLFDO�WULDOV��(OGHUO\�SDWLHQWV�KDYH�EHHQ�VKRZQ�WR�EH�PRUH�VHQVLWLYH�WR�WKH�HIIHFWV�RI�IHQWDQ\O�ZKHQ�DGPLQLVWHUHG�LQWUDYHQRXVO\��FRPSDUHG�ZLWK�WKH�\RXQJHU�DGXOW�SRSXODWLRQ��7KHUHIRUH��H[HUFLVH�FDXWLRQ�ZKHQ�LQGLYLGXDOO\�WLWUDWLQJ�$%675$/�LQ�HOGHUO\�SDWLHQWV�WR�SURYLGH�DGHTXDWH�HIILFDF\�ZKLOH�PLQLPL]LQJ�ULVN��"

[New text]: "Of the 270 opioid tolerant patients with breakthrough cancer pain in the Phase 3 clinical studies of ABSTRAL, 58(21%) were 65 years of age and older. There was no difference in the median titrated dosein patients aged 65 years and older compared to those <65 years. No clinically meaningful difference was noted in the safety profile of the group 65 years ofage and older as compared to younger patients in Reference ID: 4028533AB20161201.1"
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"9ABSTRAL clinical trials.Elderly patients have been shown to be more sensitive to the effects of fentanyl when administered intravenously, compared with the younger adult population. Therefore, exercise caution when individuallytitrating ABSTRAL in elderly patients to provideadequateefficacywhile minimizing risk.Respiratory depression is the chief risk for elderlypatients treated with opioids, and has occurred after large initialdoses were administered to patients who were not opioid-tolerant or when opioids wereco-administered with other agents that depress respiration. Titrate the dosage of ABSTRAL slowly in geriatric patientsand monitor closely for signs ofcentral nervous system and respiratory depression[see Warnings and Precautions(5.9)].Fentanyl is known to be substantially excreted bythe kidney,and the risk of adverse reactions to this drugmay begreater in patients with impaired renal function. Because elderlypatients are more likely to have decreased renal function, care should be taken in dose selection, and it maybe useful to monitor renal function."
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[Old text]: ",QVXIILFLHQW�LQIRUPDWLRQ�H[LVWV�WR�PDNH�UHFRPPHQGDWLRQV�UHJDUGLQJ�WKH�XVH�RI�$%675$/�LQ�SDWLHQWV�ZLWK�LPSDLUHG�UHQDO�RU�KHSDWLF�IXQFWLRQ��)HQWDQ\O�LV�PHWDEROL]HG�SULPDULO\�YLD�KXPDQ�F\WRFKURPH�3�˘���$��LVRHQ]\PH�V\VWHP�DQG�WKH�LQDFWLYH�PHWDEROLWH�LV�PRVWO\�HOLPLQDWHG�LQ�XULQH��,I�WKH�GUXJ�LV�XVHG�LQ�WKHVH�SDWLHQWV��XVH�WKH�GUXJ�ZLWK�FDXWLRQ�EHFDXVH�RI�WKH�UHGXFHG�KHSDWLF�PHWDEROLVP�DQG�UHQDO�H[FUHWLRQ�FDSDFLW\�LQ�VXFK�SDWLHQWV��"

[New text]: "Insufficient information exists to make recommendations regarding the use of ABSTRAL in patientswithimpaired renal or hepaticfunction. Fentanyl is metabolized primarily via human cytochrome P4503A4 isoenzyme system and the inactive metabolite is mostlyeliminated in urine.If the drug is used inthesepatients, use the drug with caution because of the reduced hepatic metabolism and renal excretion capacityin such patients."
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[Old text]: "Gender %RWK�PDOH�DQG�IHPDOH�RSLRLG�WROHUDQW�FDQFHU�SDWLHQWV�ZHUH�VWXGLHG�IRU�WKH�WUHDWPHQW�RI�EUHDNWKURXJK�FDQFHU�SDLQ��1R�FOLQLFDOO\�UHOHYDQW�JHQGHU�GLIIHUHQFHV�ZHUH�QRWHG�HLWKHU�LQ�HIILFDF\�RU�LQ�REVHUYHG�DGYHUVH�UHDFWLRQV��9"

[New text]: "SexBoth male and female opioid-tolerant cancer patients were studied for the treatment of breakthroughcancer pain.Noclinicallyrelevantsexdifferenceswerenotedeitherinefficacyorinobservedadversereactions."
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[Old text]: "$%675$/�FRQWDLQV�IHQWDQ\O��D�6FKHGXOH�,,�VXEVWDQFH��6FKHGXOH�,,�RSLRLG�VXEVWDQFHV�VXFK�DV�IHQWDQ\O��K\GURPRUSKRQH��PHWKDGRQH��PRUSKLQH��R[\FRGRQH��DQG�R[\PRUSKRQH�KDYH�D�KLJK�SRWHQWLDO�IRU�DEXVH�DQG�DGGLFWLRQ��$%675$/�LV�DOVR�VXEMHFW�WR�PLVXVH�DQG�FULPLQDO�GLYHUVLRQ��"

[New text]: "ABSTRAL contains fentanyl, a Schedule IIsubstance."
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[Old text]: "0DQDJH�WKH�KDQGOLQJ�RI�$%675$/�WR�PLQLPL]H�WKH�ULVN�RI�PLVXVH��LQFOXGLQJ�WKH�UHVWULFWLRQ�RI�DFFHVV�DQG�DFFRXQWLQJ�SURFHGXUHV�DV�DSSURSULDWH�WR�WKH�FOLQLFDO�VHWWLQJ�DQG�DV�UHTXLUHG�E\�ODZ�>VHH�How Supplied/Storage"

[New text]: "ABSTRAL contains fentanyl, a substancewith ahigh potential forabuse similar to other opioids including hydrocodone, hydromorphone, methadone, morphine, oxycodone, oxymorphone, and tapentadol. ABSTRALcan be abused and is subject to misuse, addiction, and criminal diversion [see Warnings and Precautions (5.6)].All patients treated with opioids require careful monitoring for signs ofabuse and addiction, since use of opioid analgesic products carries the risk of addiction even under appropriate medical use. Prescription drug abuse is the intentional non-therapeutic use of a prescription drug, even once, for its rewarding psychological or physiological effects. Drug addiction is a cluster of behavioral, cognitive, and physiological phenomena that develop afterrepeated substance use and includes: a strong desire to take the drug, difficulties in controlling its use,persisting in its use despite harmful consequences, a higher prioritygiven to drug use than to other activities and obligations, increased tolerance, and sometimes a physical withdrawal. “Drug-seeking” behavior is verycommon in persons with substance use disorders. Drug-seeking tactics include emergency calls or visits near the end of office hours, refusal to undergo appropriate examination, testing, or referral, repeated “loss” of prescriptions, tamperingwith prescriptions,"
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[Old text]: "Handling �ˇ�����ˇ��@��"

[New text]: "reluctance to provide prior medical records or contact information for other treating health care provider(s). “Doctor shopping” (visiting multiple prescribers to obtain additional prescriptions)is common among drugabusers"
The following text attributes were changed: 
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[Old text]: "$%���ˇ������3DJH����RI���"
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[Old text]: "&RQFHUQV�DERXW�DEXVH��DGGLFWLRQ��DQG�GLYHUVLRQ�PXVW�QRW�SUHYHQW�WKH�SURSHU�PDQDJHPHQW�RI�SDLQ��+RZHYHU��DOO�SDWLHQWV�WUHDWHG�ZLWK�RSLRLGV�UHTXLUH�FDUHIXO�PRQLWRULQJ�IRU�VLJQV�RI�DEXVH�DQG�DGGLFWLRQ��EHFDXVH�XVH�RI�RSLRLG�DQDOJHVLF�SURGXFWV�FDUULHV�WKH�ULVN�RI�DGGLFWLRQ�HYHQ�XQGHU�DSSURSULDWH�PHGLFDO�XVH��$GGLFWLRQ�LV�D�SULPDU\��FKURQLF��QHXURELRORJLF�GLVHDVH��ZLWK�JHQHWLF��SV\FKRVRFLDO��DQG�HQYLURQPHQWDO�IDFWRUV�LQIOXHQFLQJ�LWV�GHYHORSPHQW�DQG�PDQLIHVWDWLRQV��,W�LV�FKDUDFWHUL]HG�E\�EHKDYLRUV�WKDW�LQFOXGH�RQH�RU�PRUH�RI�WKH�IROORZLQJ˛�LPSDLUHG�FRQWURO�RYHU�GUXJ�XVH��FRPSXOVLYH�XVH��FRQWLQXHG�XVH�GHVSLWH�KDUP��DQG�FUDYLQJ��'UXJ�DGGLFWLRQ�LV�D�WUHDWDEOH�GLVHDVH��XWLOL]LQJ�D�PXOWLGLVFLSOLQDU\�DSSURDFK��EXW�UHODSVH�LV�FRPPRQ���'UXJ�VHHNLQJ��EHKDYLRU�LV�YHU\�FRPPRQ�LQ�DGGLFWV�DQG�GUXJ�DEXVHUV��$EXVH�DQG�DGGLFWLRQ�DUH�VHSDUDWH�DQG�GLVWLQFW�IURP�SK\VLFDO�GHSHQGHQFH�DQG�WROHUDQFH��%H�DZDUH�WKDW�DGGLFWLRQ�PD\�QRW�EH�DFFRPSDQLHG�E\�FRQFXUUHQW�WROHUDQFH�DQG�V\PSWRPV�RI�SK\VLFDO�GHSHQGHQFH�LQ�DOO�DGGLFWV��,Q�DGGLWLRQ��DEXVH�RI�RSLRLGV�FDQ�RFFXU�LQ�WKH�DEVHQFH�RI�DGGLFWLRQ�DQG�LV�FKDUDFWHUL]HG�E\�PLVXVH�IRU�QRQ�PHGLFDO�SXUSRVHV��RIWHQ�LQ�FRPELQDWLRQ�ZLWK�RWKHU�SV\FKRDFWLYH�VXEVWDQFHV��6LQFH�$%675$/�PD\�EH�GLYHUWHG�IRU�QRQ�PHGLFDO�XVH��FDUHIXO�UHFRUG�NHHSLQJ�RI�SUHVFULELQJ�LQIRUPDWLRQ��LQFOXGLQJ�TXDQWLW\��IUHTXHQF\��DQG�UHQHZDO�UHTXHVWV�LV�VWURQJO\�DGYLVHG��3URSHU�SDWLHQW�DVVHVVPHQW��VDIH�SUHVFULELQJ�SUDFWLFHV��SHULRGLF�UH�HYDOXDWLRQ�RI�WKHUDS\��DQG�SURSHU�GLVSHQVLQJ�DQG�VWRUDJH�DUH�DSSURSULDWH�PHDVXUHV�WKDW�KHOS�WR�OLPLW�DEXVH�RI�RSLRLG�GUXJV��&RQWDFW�\RXU�6WDWH�3URIHVVLRQDO�/LFHQVLQJ�%RDUG��RU�6WDWH�&RQWUROOHG�6XEVWDQFHV�$XWKRULW\�IRU�LQIRUPDWLRQ�RQ�KRZ�WR�SUHYHQW�DQG�GHWHFW�DEXVH�RU�GLYHUVLRQ�RI�WKLV�SURGXFW��"

[New text]: "and people suffering from untreated addiction. Preoccupation with achieving adequate pain relief can be appropriate behavior in a patient with poor pain control. Abuse and addiction are separateand distinct from physical dependence and tolerance. Health careproviders should be aware that addiction may not be accompanied by concurrent tolerance and symptoms of physical dependence in all addicts. In addition, abuse of opioids can occur in the absence of trueaddiction. ABSTRAL, like other opioids, can be diverted for non-medical use into illicit channels of distribution. Careful record-keeping of prescribing information, including quantity, frequency, and renewal requests, as required by state and federal law, is strongly advised. Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy,andproper dispensing and storage areappropriate measures that help to limit abuse of opioid drugs.Risks Specific to Abuse of ABSTRALABSTRAL is for oral transmucosaluse only.Abuse of ABSTRAL poses a risk of overdose and death. The risk is increased with concurrent abuse of ABSTRALwith alcohol and other central nervous system depressants."
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[Old text]: "3K\VLFDO�GHSHQGHQFH�LV�QRW�RUGLQDULO\�D�FRQFHUQ�LQ�WKH�WUHDWPHQW�RI�SDWLHQWV�ZLWK�FKURQLF�FDQFHU�SDLQ��DQG�IHDU�RI�WROHUDQFH�DQG�SK\VLFDO�GHSHQGHQFH�PXVW�QRW�GHWHU�XVLQJ�RSLDWH�GRVHV�WKDW�DGHTXDWHO\�UHOLHYH�WKH�SDLQ��*XLGH�WKH�DGPLQLVWUDWLRQ�RI�$EVWUDO�E\�WKH�UHVSRQVH�RI�WKH�SDWLHQW��2SLRLG�DQDOJHVLFV�PD\�FDXVH�SK\VLFDO�GHSHQGHQFH�WKDW�FDQ�UHVXOW�LQ�ZLWKGUDZDO�V\PSWRPV�LQ�SDWLHQWV�ZKR�DEUXSWO\�GLVFRQWLQXH�WKH�GUXJ��:LWKGUDZDO�DOVR�PD\�EH�SUHFLSLWDWHG�WKURXJK�WKH�DGPLQLVWUDWLRQ�RI�GUXJV�ZLWK�RSLRLG�DQWDJRQLVW�DFWLYLW\�H�J���QDOR[RQH��QDOPHIHQH�RU�PL[HG�DJRQLVW�DQWDJRQLVW�DQDOJHVLFV�SHQWD]RFLQH��EXWRUSKDQRO��EXSUHQRUSKLQH��QDOEXSKLQH��3K\VLFDO�GHSHQGHQFH�XVXDOO\�GRHV�QRW�RFFXU�WR�D�FOLQLFDOO\�VLJQLILFDQW�GHJUHH�XQWLO�DIWHU�VHYHUDO�ZHHNV�RI�FRQWLQXHG�RSLRLG�XVDJH��7ROHUDQFH��LQ�ZKLFK�LQFUHDVLQJO\�ODUJHU�GRVHV�DUH�UHTXLUHG�LQ�RUGHU�WR�SURGXFH�WKH�VDPH�GHJUHH�RI�DQDOJHVLD��LV�LQLWLDOO\�PDQLIHVWHG�E\�D�VKRUWHQHG�GXUDWLRQ�RI�DQDOJHVLF�HIIHFW��DQG�VXEVHTXHQWO\��E\�GHFUHDVHV�LQ�WKH�LQWHQVLW\�RI�DQDOJHVLD��"

[New text]: "Both tolerance and physical dependence can develop duringchronic opioid therapy. Tolerance is the need for increasing doses of opioids to maintain a defined effect such as analgesia (in the absence of disease progression or other external factors). Tolerance may occur to both the desired and undesired effects of drugs, and may develop at different rates for different effects.Physical dependence results in withdrawal symptoms after abrupt discontinuation or a significant dosage reduction of a drug. Withdrawal also may be precipitated through theadministration of drugs with opioid antagonist activity (e.g., naloxone, nalmefene), mixed agonist/antagonist analgesics (e.g., pentazocine, butorphanol, nalbuphine), or partial agonists (e.g., buprenorphine). Physical dependence may not occur to a clinically significant degree until after several days to weeks of continued opioid usage.Infants born to mothers physically dependent on opioids will also be physically dependent and mayexhibit respiratory difficulties and withdrawal signs [see Use in Specific Populations (8.1)]."
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[Old text]: "7KH�PDQLIHVWDWLRQV�RI�$%675$/�RYHUGRVDJH�DUH�H[SHFWHG�WR�EH�VLPLODU�LQ�QDWXUH�WR�LQWUDYHQRXV�IHQWDQ\O�DQG�RWKHU�RSLRLGV��DQG�DUH�DQ�H[WHQVLRQ�RI�LWV�SKDUPDFRORJLFDO�DFWLRQV�ZLWK�WKH�PRVW�VHULRXV�VLJQLILFDQW�HIIHFW�EHLQJ�K\SRYHQWLODWLRQ�>VHH�Clinical"

[New text]: "Acute overdose with ABSTRALcan be manifested by respiratory depression, somnolence progressing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, constricted pupils, and, in some cases, pulmonaryedema, bradycardia, hypotension, partial or complete airway obstruction, atypical snoring, and death. Marked mydriasis rather than miosis maybe seen with hypoxia in overdose situations [see Clinical"
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[Old text]: "����@��10.2Immediate Management ,PPHGLDWH�PDQDJHPHQW�RI�RSLRLG�RYHUGRVH�LQFOXGHV�UHPRYDO�RI�WKH�$%675$/�WDEOHW��LI�VWLOO�LQ�WKH�PRXWK��HQVXULQJ�D�SDWHQW�DLUZD\��SK\VLFDO�DQG�YHUEDO�VWLPXODWLRQ�RI�WKH�SDWLHQW��DQG�DVVHVVPHQW�RI�OHYHO�RI�FRQVFLRXVQHVV��YHQWLODWRU\�DQG�FLUFXODWRU\�VWDWXV��10.3"

[New text]: "(12.2)]."
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[Old text]: "(Accidental Ingestion)"

[New text]: "Incase of overdose, priorities arethe reestablishment of a patent and protected airwayand institution ofassisted or controlled ventilation, if needed. Employ other supportive measures (including oxygen and vasopressors)"
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"management of circulatory shock and pulmonary edema as indicated. Cardiac arrest or arrhythmias will require advanced life-support techniques. The opioid antagonists, naloxone or nalmefene, are specificantidotes to respiratory depression resultingfrom opioid overdose. For clinically significant respiratory or circulatorydepression secondary to fentanyl overdose, administer an opioid antagonist."



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "NON-Tolerant Person 3URYLGH�YHQWLODWRU\�VXSSRUW��REWDLQ�LQWUDYHQRXV�DFFHVV��DQG�DGPLQLVWHU�QDOR[RQH�RU�RWKHU�RSLRLG�DQWDJRQLVWV�DV�FOLQLFDOO\�LQGLFDWHG��7KH�GXUDWLRQ�RI�UHVSLUDWRU\�GHSUHVVLRQ�IROORZLQJ�RYHUGRVH�PD\�EH�ORQJHU�WKDQ�WKH�HIIHFWV�RI�WKH�RSLRLG�DQWDJRQLVWV�DFWLRQ�H�J���WKH�KDOI�OLIH�RI�QDOR[RQH�UDQJHV�IURP����WR�˙��PLQXWHV�DQG�UHSHDWHG�"

[New text]: "antagonists should not be administered in theabsence of clinically significant respiratory or circulatory depression secondary to fentanyl overdose.Because the duration of opioid reversal is expected to be less than the duration of action of fentanyl in ABSTRAL, carefully monitor the patient until spontaneous respiration is reliably re-established. If theresponse to an opioid antagonist is suboptimal or onlybrief in nature, administer additional antagonist as"
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cellulose.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

12.2  Pharmacodynamics
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[Old text]: "DGPLQLVWUDWLRQ�PD\�EH�QHFHVVDU\��&RQVXOW�WKH�SDFNDJH�LQVHUW�RI�WKH�LQGLYLGXDO�RSLRLG�DQWDJRQLVW�IRU�GHWDLOV��10.4Treatment"

[New text]: "directed by the product’s prescribing information. Inan individual physicallydependent on opioids, administration of the recommended usual dosage of the antagonist will precipitate an acute withdrawal syndrome. The severity of the withdrawal symptoms experienced will depend on the degree of physical dependence and the dose"
The following text attributes were changed: 
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[Old text]: "Overdosage"

[New text]: " the antagonist administered. Ifa decision is made to treat seriousrespiratory depression"
The following text attributes were changed: 
   font, fill color
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[Old text]: "Opioid-Tolerant Patients 3URYLGH�YHQWLODWRU\�VXSSRUW�DQG�REWDLQ�LQWUDYHQRXV�DFFHVV�DV�FOLQLFDOO\�LQGLFDWHG��-XGLFLRXV�XVH�RI�QDOR[RQH�RU�DQRWKHU�RSLRLG�DQWDJRQLVW�PD\�EH�ZDUUDQWHG�LQ�VRPH�LQVWDQFHV��EXW�DW�WKH�ULVN�RI�SUHFLSLWDWLQJ�DQ�DFXWH�ZLWKGUDZDO�V\QGURPH��10.5General Considerations for Overdose 0DQDJHPHQW�RI�VHYHUH�$%675$/�RYHUGRVH�LQFOXGHV˛�VHFXULQJ�D�SDWHQW�DLUZD\��DVVLVWLQJ�RU�FRQWUROOLQJ�YHQWLODWLRQ�DQG�HVWDEOLVKLQJ�LQWUDYHQRXV�DFFHVV��,Q�WKH�SUHVHQFH�RI�K\SRYHQWLODWLRQ�RU�DSQHD��DVVLVW�RU�FRQWURO�YHQWLODWLRQ��DQG�DGPLQLVWHU�R[\JHQ�DV�LQGLFDWHG���&DUHIXOO\�REVHUYH�DQG�DSSURSULDWHO\�PDQDJH�SDWLHQWV�ZLWK�RYHUGRVH�XQWLO�WKHLU�FOLQLFDO�FRQGLWLRQ�LV�ZHOO�FRQWUROOHG��$OWKRXJK�PXVFOH�ULJLGLW\�LQWHUIHULQJ�ZLWK�UHVSLUDWLRQ�KDV�QRW�EHHQ�VHHQ�IROORZLQJ�WKH�XVH�RI�$%675$/��WKLV�LV�SRVVLEOH�ZLWK�IHQWDQ\O�DQG�RWKHU�RSLRLGV��,I�LW�RFFXUV��PDQDJH�LW�E\�XVLQJ�DVVLVWHG�RU�FRQWUROOHG�YHQWLODWLRQ��E\�DQ�RSLRLG�DQWDJRQLVW��DQG�DV�D�ILQDO�DOWHUQDWLYH��E\�D�QHXURPXVFXODU�EORFNLQJ�DJHQW��"

[New text]: "the physically dependent patient, administration of the antagonist should be begun with care and bytitration with smaller than usual doses of the antagonist."
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[Old text]: "$%675$/�IHQWDQ\O�VXEOLQJXDO�WDEOHW�LV�D�VROLG�IRUPXODWLRQ�RI�IHQWDQ\O�FLWUDWH��D�SRWHQW�RSLRLG�DQDOJHVLF�LQWHQGHG�IRU�RUDO�VXEOLQJXDO�DGPLQLVWUDWLRQ��$%675$/�LV�IRUPXODWHG�DV�D�ZKLWH�WDEOHW�DYDLODEOH�LQ�VL[�VWUHQJWKV��GLVWLQJXLVKDEOH�E\�WKH�VKDSH�RI�WKH�WDEOHW�DQG�E\�GH�ERVVLQJ�RQ�WKH�WDEOHW�VXUIDFH��"

[New text]: "ABSTRAL (fentanyl) sublingual tablet is a solid formulation of fentanylcitrate, anopioidagonist, intended for oral sublingual administration.ABSTRAL is formulated as a white tablet available insixstrengths(100mcg, 200mcg, 300 mcg, 400 mcg,600 mcg, 800 mcg), distinguishable by the shape of the tablet and by de-bossingon the tabletsurface."
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[Old text]: ")HQWDQ\O�FLWUDWH��863�LV�1���3KHQHWK\O���SLSHULG\O�SURSLRQDQLOLGH�FLWUDWH��˛���)HQWDQ\O�LV�D�KLJKO\�OLSRSKLOLF�FRPSRXQG�RFWDQRO�ZDWHU�SDUWLWLRQ�FRHIILFLHQW�DW�S+�ˆ���LV�˙�ˇ˛��WKDW�LV�IUHHO\�VROXEOH�LQ�RUJDQLF�VROYHQWV�DQG�VSDULQJO\�VROXEOH�LQ�ZDWHU��˛����7KH�PROHFXODU�ZHLJKW�RI�WKH�IUHH�EDVH�LV���ˇ�˘�WKH�FLWUDWH�VDOW�LV�˘�˙�ˇ��7KH�S.D�RI�WKH�WHUWLDU\�QLWURJHQV�DUH�ˆ���DQG�˙����7KH�FRPSRXQG�KDV�WKH�IROORZLQJ�VWUXFWXUDO�IRUPXOD˛�"

[New text]: "Fentanylcitrate, USP is N-(1-Phenethyl-4-piperidyl) propionanilide citrate (1:1).Fentanyl is a highly lipophilic compound (octanol-water partition coefficient at pH 7.4 is 816:1) that is freely solublein organic solvents and sparingly soluble in water (1:40). The molecular weight of the freebase is 336.5(the citrate salt is 528.6). The pKa ofthe tertiary nitrogens are 7.3 and 8.4. The compound has thefollowing structuralformula:"
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[Old text]: "$OO�WDEOHW�VWUHQJWKV�DUH�H[SUHVVHG�DV�WKH�DPRXQW�RI�IHQWDQ\O�IUHH�EDVH��H�J���WKH�����PFJ�VWUHQJWK�WDEOHW�FRQWDLQV�����PFJ�RI�IHQWDQ\O�IUHH�EDVH��"

[New text]: "All tablet strengths are expressed as the amount of fentanyl free base, e.g., the 100 mcg strength tabletcontains 100 mcg of fentanyl freebase."
The following text attributes were changed: 
   font, fill color
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[Old text]: "&URVFDUPHOORVH�VRGLXP��PDJQHVLXP�VWHDUDWH��PDQQLWRO��DQG�VLOLFLILHG�PLFURFU\VWDOOLQH�FHOOXORVH��"

[New text]: "Croscarmellose sodium, magnesium stearate, mannitol, and silicifiedmicrocrystallinecellulose."
The following text attributes were changed: 
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[Old text]: ")HQWDQ\O�LV�D�SXUH�RSLRLG�DJRQLVW�ZKRVH�SULQFLSDO�WKHUDSHXWLF�DFWLRQ�LV�DQDOJHVLD��2WKHU�PHPEHUV�RI�WKH�FODVV�NQRZQ�DV�RSLRLG�DJRQLVWV�LQFOXGH�VXEVWDQFHV�VXFK�DV�PRUSKLQH��R[\FRGRQH��K\GURPRUSKRQH��FRGHLQH��DQG�K\GURFRGRQH��"

[New text]: "Fentanyl is anopioid agonist whose principal therapeutic action is analgesia."
The following text attributes were changed: 
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[Old text]: "3KDUPDFRORJLFDO�HIIHFWV�RI�RSLRLG�DJRQLVWV�LQFOXGH�DQ[LRO\VLV��HXSKRULD��IHHOLQJV�RI�UHOD[DWLRQ��UHVSLUDWRU\�GHSUHVVLRQ��FRQVWLSDWLRQ��PLRVLV��FRXJK�VXSSUHVVLRQ��DQG�DQDOJHVLD��/LNH�DOO�SXUH�RSLRLG�DJRQLVW�DQDOJHVLFV��"

[New text]: "Effects on the Central Nervous SystemFentanyl produces respiratory depression by direct action on brain stem respiratory centers. The respiratory depression involves both a reduction in the responsiveness of the brain stem respiratorycenters to increases in carbon dioxide tension and to electrical stimulation. Fentanyl causes miosis, even in total darkness. Pinpoint pupils are a sign ofopioid overdose but are not pathognomonic (e.g., pontine lesionsof hemorrhagic or ischemic origins may produce similar findings). Marked mydriasis ratherthan miosis may beseen due to hypoxia in overdose situations.Effects on theGastrointestinal Tract and Other Smooth MuscleFentanyl causes areduction in motility associatedwith an increase in smooth muscle tone in the antrum ofthe stomach and in the duodenum. Digestion of food is delayed in the small intestine and propulsivecontractions are decreased. Propulsive peristaltic waves in the colon are decreased, while tone maybe increased to thepoint of spasm resulting in constipation. Other opioid induced-effects may include a"
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "$%���ˇ������3DJH����RI���"

[New text]: "4028533AB20161201.1"
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"reduction in gastric, biliaryand pancreatic secretions, spasm of the sphincter of Oddi, and transient elevations in serumamylase.Effects on the Cardiovascular SystemFentanyl produces peripheral vasodilation which may result in orthostatic hypotension or syncope. Manifestations of histamine release and/or peripheral vasodilation may include pruritus, flushing, red eyesand sweating and/or orthostatic hypotension. Effects on the Endocrine SystemOpioids inhibit the secretion of adrenocorticotropic hormone (ACTH), cortisol, and luteinizing hormone (LH) in humans[see Adverse Reactions (6.2)].Theyalso stimulate prolactin, growth hormone (GH)secretion, and pancreatic secretion of insulin and glucagon.Chronic use of opioids may influence the hypothalamic-pituitary-gonadal axis, leading to androgen deficiency that may manifest aslow libido,impotence, erectile dysfunction, amenorrhea, or infertility. The causal role of opioids in the clinical syndrome of hypogonadism is unknown because the various medical, physical, lifestyle, and psychological stressors thatmay influence gonadal hormone levels have not been adequatelycontrolled for in studies conducted to date[see Adverse Reactions (6.2)].Effects on the Immune SystemOpioids have been shown to have a variety of effects on components of the immune system in in vitro and animal models. The clinical significance of these findings is unknown. Overall, the effects of opioids appear to be modestly immunosuppressive. Concentration–Efficacy Relationships The analgesic effects of fentanyl are related to the blood level of the drug, if proper allowance is made for the delay into and out of theCNS (a process with a 3-to 5-minute half-life). Ingeneral, the effective concentration and the concentration at which toxicity occurs increase withincreasing tolerancewith anyand all opioids. Therate of development of tolerance varies widely amongindividuals. [see Dosage and Administration (2.3)].The minimum effectiveanalgesic concentrationof fentanyl forany individual patient may increase overtime due to an increase in pain, the development of a new pain syndrome,and/or the development ofanalgesic tolerance[see Dosage and Administration (2.2, 2.3)].Concentration–Adverse Reaction Relationships There is a relationship between increasing fentanylplasma concentration and increasing frequencyof dose-related opioid adverse reactions such asnausea, vomiting, CNS effects, and respiratory depression. In opioid-tolerant patients, the situation may be altered by the development of tolerance to opioid-related adverse reactions [see Dosage"
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"ZLWK�LQFUHDVLQJ�GRVHV�WKHUH�LV�LQFUHDVLQJ�DQDOJHVLD��XQOLNH�ZLWK�PL[HG�DJRQLVW�DQWDJRQLVWV�RU�QRQ�RSLRLG�DQDOJHVLFV��ZKHUH�WKHUH�LV�D�OLPLW�WR�WKH�DQDOJHVLF�HIIHFW�ZLWK�LQFUHDVLQJ�GRVHV��:LWK�SXUH�RSLRLG�DJRQLVW�DQDOJHVLFV��WKHUH�LV�QR�GHILQHG�PD[LPXP�GRVH˚�WKH�FHLOLQJ�WR�DQDOJHVLF�HIIHFWLYHQHVV�LV�LPSRVHG�RQO\�E\�VLGH�HIIHFWV��WKH�PRUH�VHULRXV�RI�ZKLFK�PD\�LQFOXGH�VRPQROHQFH�DQG�UHVSLUDWRU\�GHSUHVVLRQ��$QDOJHVLD�,Q�JHQHUDO��WKH�HIIHFWLYH�FRQFHQWUDWLRQ�DQG�WKH�FRQFHQWUDWLRQ�DW�ZKLFK�WR[LFLW\�RFFXUV�LQFUHDVH�ZLWK�LQFUHDVLQJ�WROHUDQFH�ZLWK�DQ\�DQG�DOO�RSLRLGV��7KH�UDWH�RI�GHYHORSPHQW�RI�WROHUDQFH�YDULHV�ZLGHO\�DPRQJ�LQGLYLGXDOV��$V�D�UHVXOW��LQGLYLGXDOO\�WLWUDWH�WKH�GRVH�RI�$%675$/�WR�DFKLHYH�WKH�GHVLUHG�HIIHFW�>VHH�Dosage"



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: "�@��&HQWUDO�1HUYRXV�6\VWHP�7KH�SUHFLVH�PHFKDQLVP�RI�WKH�DQDOJHVLF�DFWLRQ�LV�XQNQRZQ�DOWKRXJK�IHQWDQ\O�LV�NQRZQ�WR�EH�D�P�RSLRLG�UHFHSWRU�DJRQLVW��6SHFLILF�&16�RSLRLG�UHFHSWRUV�IRU�HQGRJHQRXV�FRPSRXQGV�ZLWK�RSLRLG�OLNH�DFWLYLW\�KDYH�EHHQ�LGHQWLILHG�WKURXJKRXW�WKH�EUDLQ�DQG�VSLQDO�FRUG�DQG�SOD\�D�UROH�LQ�WKH�DQDOJHVLF�HIIHFWV�RI�WKLV�GUXJ��)HQWDQ\O�SURGXFHV�UHVSLUDWRU\�GHSUHVVLRQ�E\�GLUHFW�DFWLRQ�RQ�EUDLQ�VWHP�UHVSLUDWRU\�FHQWHUV��7KH�UHVSLUDWRU\�GHSUHVVLRQ�LQYROYHV�ERWK�D�UHGXFWLRQ�LQ�WKH�UHVSRQVLYHQHVV�RI�WKH�EUDLQ�VWHP�WR�LQFUHDVHV�LQ�FDUERQ�GLR[LGH�DQG�WR�HOHFWULFDO�VWLPXODWLRQ��)HQWDQ\O�FDXVHV�PLRVLV�HYHQ�LQ�WRWDO�GDUNQHVV��3LQSRLQW�SXSLOV�DUH�D�VLJQ�RI�RSLRLG�RYHUGRVH�EXW�DUH�QRW�SDWKRJQRPRQLF�H�J���SRQWLQH�OHVLRQV�RI�KHPRUUKDJLF�RU�LVFKHPLF�RULJLQ�PD\�SURGXFH�VLPLODU�ILQGLQJV��*DVWURLQWHVWLQDO�6\VWHP�)HQWDQ\O�FDXVHV�D�UHGXFWLRQ�LQ�PRWLOLW\�DVVRFLDWHG�ZLWK�DQ�LQFUHDVH�LQ�VPRRWK�PXVFOH�WRQH�LQ�WKH�DQWUXP�RI�WKH�VWRPDFK�DQG�LQ�WKH�GXRGHQXP��'LJHVWLRQ�RI�IRRG�LV�GHOD\HG�LQ�WKH�VPDOO�LQWHVWLQH�DQG�SURSXOVLYH�FRQWUDFWLRQV�DUH�GHFUHDVHG��3URSXOVLYH�SHULVWDOWLF�ZDYHV�LQ�WKH�FRORQ�DUH�GHFUHDVHG��ZKLOH�WRQH�PD\�EH�LQFUHDVHG�WR�WKH�SRLQW�RI�VSDVP�UHVXOWLQJ�LQ�FRQVWLSDWLRQ��2WKHU�RSLRLG�LQGXFHG�HIIHFWV�PD\�LQFOXGH�D�UHGXFWLRQ�LQ�JDVWULF��ELOLDU\�DQG�SDQFUHDWLF�VHFUHWLRQV��VSDVP�RI�WKH�VSKLQFWHU�RI�2GGL��DQG�WUDQVLHQW�HOHYDWLRQV�LQ�VHUXP�DP\ODVH��&DUGLRYDVFXODU�6\VWHP�)HQWDQ\O�PD\�SURGXFH�UHOHDVH�RI�KLVWDPLQH�ZLWK�RU�ZLWKRXW�DVVRFLDWHG�SHULSKHUDO�YDVRGLODWLRQ��0DQLIHVWDWLRQV�RI�KLVWDPLQH�UHOHDVH�DQG�RU�SHULSKHUDO�YDVRGLODWLRQ�PD\�LQFOXGH�SUXULWXV��IOXVKLQJ��UHG�H\HV��VZHDWLQJ��DQG�RU�RUWKRVWDWLF�K\SRWHQVLRQ��(QGRFULQH�6\VWHP�2SLRLG�DJRQLVWV�KDYH�EHHQ�VKRZQ�WR�KDYH�D�YDULHW\�RI�HIIHFWV�RQ�WKH�VHFUHWLRQ�RI�KRUPRQHV��2SLRLGV�LQKLELW�WKH�VHFUHWLRQ�RI�$&7+��FRUWLVRO��DQG�OXWHLQL]LQJ�KRUPRQH�/+�LQ�KXPDQV��7KH\�DOVR�VWLPXODWH�SURODFWLQ�VHFUHWLRQ��JURZWK�KRUPRQH�*+�VHFUHWLRQ��DQG�SDQFUHDWLF�VHFUHWLRQ�RI�LQVXOLQ�DQG�JOXFDJRQ�LQ�KXPDQV�DQG�RWKHU�VSHFLHV�H�J���UDWV�DQG�GRJV��7K\URLG�VWLPXODWLQJ�KRUPRQH�76+�KDV�EHHQ�VKRZQ�WR�EH�ERWK�LQKLELWHG�DQG�VWLPXODWHG�E\�RSLRLGV��5HVSLUDWRU\�6\VWHP�$OO�RSLRLG�PX�UHFHSWRU�DJRQLVWV��LQFOXGLQJ�IHQWDQ\O��SURGXFH�GRVH�GHSHQGHQW�UHVSLUDWRU\�GHSUHVVLRQ��7KH�ULVN�RI�UHVSLUDWRU\�GHSUHVVLRQ�LV�OHVV�LQ�SDWLHQWV�UHFHLYLQJ�FKURQLF�RSLRLG�WKHUDS\�ZKR�GHYHORS�WROHUDQFH�WR�WKHVH�HIIHFWV��3HDN�UHVSLUDWRU\�GHSUHVVLYH�HIIHFWV�PD\�EH�VHHQ�DV�HDUO\�DV��˘�WR����PLQXWHV�IURP�WKH�VWDUW�RI�RUDO�WUDQVPXFRVDO�IHQWDQ\O�FLWUDWH�DGPLQLVWUDWLRQ�DQG�PD\�SHUVLVW�IRU�VHYHUDO�KRXUV��6HULRXV�RU�IDWDO�UHVSLUDWRU\�GHSUHVVLRQ�FDQ�RFFXU�HYHQ�DW�UHFRPPHQGHG�GRVHV��)HQWDQ\O�GHSUHVVHV�WKH�FRXJK�UHIOH[�DV�D�UHVXOW�RI�LWV�&16�DFWLYLW\��$OWKRXJK�QRW�REVHUYHG�ZLWK�RUDO�WUDQVPXFRVDO�IHQWDQ\O�SURGXFWV�LQ�FOLQLFDO�WULDOV��IHQWDQ\O�JLYHQ�UDSLGO\�E\�LQWUDYHQRXV�LQMHFWLRQ�LQ�ODUJH�GRVHV�PD\�FDXVH�ULJLGLW\�LQ�WKH�PXVFOHV�RI�UHVSLUDWLRQ�UHVXOWLQJ�LQ�UHVSLUDWRU\�GLIILFXOWLHV��7KHUHIRUH��EH�DZDUH�RI�WKLV�SRWHQWLDO�FRPSOLFDWLRQ�>VHH�BoxedWarning - Warnings: Importance Of Proper Patient Selection"

[New text]: "(2.2, 2.3)].Respiratory SystemAll opioid mu-receptor agonists, including fentanyl, produce dose-dependent respiratory depression. Therisk of respiratory depression is less in patients receiving chronic opioid therapy who develop tolerance torespiratory depression and other opioideffects.Peak respiratory depressive effects may be seen as earlyas 15 to 30 minutes from the start oforal transmucosal fentanyl citrate administration"
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[Old text]: "Potential"

[New text]: "may persist"
The following text attributes were changed: 
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[Old text]: "Abuse, Contraindications ���Reference ID: $%���ˇ������3DJH��˘�RI���"
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12.3 Pharmacokinetics

|, Figure 1: Mean{(#/=SD)'Plasma Fentanyl Concentration versus Time after Administration of Single

Doses of 100 mcg, 200 mcg, 400 mcg and 800 mcg ABSTRAL to(Healthy Subjects’
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Table @¥Mean (CV%) Fentanyl Pharmacokinetic Parameters after Single-Dose Administration of 100,

200, 400 and 800 mcg Doses of ABSTRAL to Healthy Subjects (n=12 per (Dose Level)"

Reference 1D: AB20160401:0

‘Parameter ‘Unit Abstral dose?

100 eg) 200 feg) 400 (icg) 800 [icg)
[y (ng/mL)_ 0.187 (33). 0302 (31) 0.765 (38). 142(33)
] 30 [19-120] 52 [16-240] 60 [30-120] 30 [15-60]
AUCoint (ngh/mL)_ 0.974 (34). 19227 8.95(33)
Ty (hy. 5.02(51) 6.67(30) T0.1(34)
‘a median (range)
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"intestinal first pass effects. Absorption of fentanyl from ABSTRAL sublingual tablets is mainly through theoralmucosa.The bioavailability ofABSTRAL sublingual tablets has beencalculated to be54%.Dose proportionalityacross the 100 mcg to 800 mcg ABSTRAL dose range has been demonstrated(Table4). Mean plasma fentanyl levels following single doses of ABSTRALare shown in Figure 1. The median timeto maximum plasma concentration (Tmax) across these four doses ofABSTRAL varied from 30 to 60minutes (range of 15 -240minutes)."
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13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Fentanyl citrate was not mutagenic in the in vitro Ames reverse mutation assay in S. typhimurium or E. coli, or |
the mouse lymphorma mutagenesis assay, and was not clastogenic in the in vivo mouse micronucleus assay.
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Table 528Final dose of ABSTRAL following initial titration in all clinical efficacy and safety studies
ABSTRAL Dose? N=174 n{(%))

The primary outcome measure, the mean sum of pain intensity difference at 30 minutes (SPID30) for
ABSTRAL-treated episodes was statistically significantly higher than for placebo-treated episodes.
Figure 2: Mean Pain Intensity Difference (+SE) for ABSTRAL Compared to'Placebo”
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[Old text]: "����PFJ�"

[New text]: "200mcg"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�˘�˝�"

[New text]: "15(9)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����PFJ�"

[New text]: "300mcg"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�˘����"

[New text]: "35(20)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����PFJ�"

[New text]: "400mcg"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�˘����"

[New text]: "25(14)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "ˇ���PFJ�"

[New text]: "600mcg"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "������"

[New text]: "40(23)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "˙���PFJ�"

[New text]: "800mcg"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�˙��˙�7KH�SULPDU\�RXWFRPH�PHDVXUH��WKH�PHDQ�VXP�RI�SDLQ�LQWHQVLW\�GLIIHUHQFH�DW����PLQXWHV�63,'���IRU�$%675$/�WUHDWHG�HSLVRGHV�ZDV�VWDWLVWLFDOO\�VLJQLILFDQWO\�KLJKHU�WKDQ�IRU�SODFHER�WUHDWHG�HSLVRGHV��"

[New text]: "48(28)The primary outcome measure, the mean sum of pain intensity difference at 30 minutes (SPID30)forABSTRAL-treated episodes was statistically significantly higher than for placebo-treatedepisodes."
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: "to Placebo"

[New text]: " toPlacebo"
The following text attributes were changed: 
   fill color



Compare: Replace�

image

This image was replaced
The following image attributes were changed: 
   size
 (click to see the new and difference images)



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: "16.1Storage"

[New text]: "ABSTRAL is supplied in six dosage strengths. Tablets are supplied in child-resistant, protective blistercards with peelable foil. Each blister card contains 4 tablets, in pack sizes of 32 (all strengths) tablets. Each tablet is white in color, with the strengthdistinguishableby the shape of the dosage unit"
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "Handling $%675$/�LV�VXSSOLHG�LQ�LQGLYLGXDOO\�VHDOHG�FKLOG�UHVLVWDQW�EOLVWHU�SDFNDJHV�FRQWDLQHG�LQ�D�FDUGERDUG�RXWHU�FDUWRQ��LQ�SDFN�VL]HV�RI��������PFJ������PFJ������PFJ�DQG�����PFJ�VWUHQJWKV�RU����DOO�VWUHQJWKV�WDEOHWV��7KH�SDFNDJLQJ�LV�FRORU�FRGHG�IRU�HDFK�$%675$/�WDEOHW�VWUHQJWK��7KH�DPRXQW�RI�IHQWDQ\O�FRQWDLQHG�LQ�$%675$/�FDQ�EH�IDWDO�WR�D�FKLOG��LQGLYLGXDO�IRU�ZKRP�LW�LV�QRW�SUHVFULEHG�RU�QRQ�RSLRLG�WROHUDQW�DGXOW��3DWLHQWV�DQG�WKHLU�FDUHJLYHUV�PXVW�EH�LQVWUXFWHG�WR�NHHS�$%675$/�RXW�RI�WKH�UHDFK�RI�FKLOGUHQ�>VHH�Boxed Warning - Warnings: Potential For Abuse and Importance Of Proper Patient Selection DQG�Warnings And Precautions ˘��DQG�Patient Counseling Information �ˆ��@��6WRUH�DW�����˘•&�ˇ˙�ˆˆ•)˚�H[FXUVLRQV�SHUPLWWHG�EHWZHHQ��˘���•&�˘˝�˙ˇ•)�>VHH�863�&RQWUROOHG�5RRP�7HPSHUDWXUH@��3URWHFW�IURP�PRLVWXUH��16.2Disposal of ABSTRAL 3DWLHQWV�DQG�WKHLU�KRXVHKROG�PHPEHUV�PXVW�EH�DGYLVHG�WR�GLVSRVH�RI�DQ\�WDEOHWV�UHPDLQLQJ�IURP�D�SUHVFULSWLRQ�DV�VRRQ�DV�WKH\�DUH�QR�ORQJHU�QHHGHG��,QVWUXFWLRQV�DUH�LQFOXGHG�LQ�Patient Counseling Information �ˆ���DQG�LQ�WKH�Medication Guide��7R�GLVSRVH�RI�DQ\�XQXVHG�$%675$/�WDEOHWV��UHPRYH�WKHP�IURP�WKH�EOLVWHU�FDUGV�DQG�IOXVK�GRZQ�WKH�WRLOHW��'R�3DJH��˙�RI���Reference ID: $%���ˇ������"

[New text]: "by de-bossingon the tabletsurface:"
The following text attributes were changed: 
   font, fill color





Dosage TabletShape) Tablet(Markings) | Carton/Blister Packisized

NDC (Number
Strength Package (Calor
(fentanyl
base)
100 meg Round " Light blue & 42358-100-32
200 meg Oval - Dark orange 32 42358-200-32
300 meg Triangle ) Brown 3 42358-300-32
400 meg ‘Diamond 4 Violet 3 142358-400-32
600 mecg "D 6" ‘Turquoise 23] 42358-600-32
800 meg Capsule = Indigo 32 42358-800-32

Note: Colors and shapes are a secondary aid in product identification. Please be sure to Confirmthe?
printed dosage before dispensing.

417 PATIENT COUNSELING INFORMATION

) Page 19 of 21
Reference 1D: AB20160401:0



Compare: Delete�

text

"QRW�GLVSRVH�RI�WKH�$%675$/�EOLVWHU�FDUGV�RU�FDUWRQV�GRZQ�WKH�WRLOHW��,I�DGGLWLRQDO�DVVLVWDQFH�LV�UHTXLUHG��FDOO�6HQW\QO�7KHUDSHXWLFV��,QF��DW���˙˙˙���ˆ�˙ˆ�˘��16.3How Supplied $%675$/�LV�VXSSOLHG�LQ�VL[�GRVDJH�VWUHQJWKV��7DEOHWV�DUH�VXSSOLHG�LQ�FKLOG�UHVLVWDQW��SURWHFWLYH�EOLVWHU�FDUGV�ZLWK�SHHODEOH�IRLO��(DFK�EOLVWHU�FDUG�FRQWDLQV���WDEOHWV��LQ�SDFN�VL]HV�RI��������PFJ������PFJ������PFJ�DQG�����PFJ�VWUHQJWKV�RU����DOO�VWUHQJWKV�WDEOHWV��(DFK�WDEOHW�LV�ZKLWH�LQ�FRORU��ZLWK�WKH�VWUHQJWK�GLVWLQJXLVKDEOH�E\�WKH�VKDSH�RI�WKH�GRVDJH�XQLW�DQG�E\�GH�ERVVLQJ�RQ�WKH�WDEOHW�VXUIDFH˛�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "base)�"

[New text]: " base)"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "Shape�"

[New text]: "Shape"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "Markings�"

[New text]: "Markings"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "Color�"

[New text]: "Color"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: " size�"

[New text]: "size"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "Number�"

[New text]: "Number"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����PFJ�"

[New text]: "100mcg"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "5RXQG�"

[New text]: "Round"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����"

[New text]: ""1""
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "/LJKW�EOXH�"

[New text]: "Lightblue"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "���"

[New text]: "32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "���˘˙��������"

[New text]: "42358-100-32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����PFJ�"

[New text]: "200mcg"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "2YDO�"

[New text]: "Oval"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����"

[New text]: ""2""
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "'DUN�RUDQJH�"

[New text]: "Darkorange"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "���"

[New text]: "32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "���˘˙��������"

[New text]: "42358-200-32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����PFJ�"

[New text]: "300mcg"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "7ULDQJOH�"

[New text]: "Triangle"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����"

[New text]: ""3""
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "%URZQ�"

[New text]: "Brown"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "���"

[New text]: "32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����˘˙��������"

[New text]: "42358-300-32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����PFJ�"

[New text]: "400mcg"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "'LDPRQG�"

[New text]: "Diamond"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����"

[New text]: ""4""
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "9LROHW�"

[New text]: "Violet"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "���"

[New text]: "32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "����˘˙��������"

[New text]: "42358-400-32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "ˇ���PFJ�"

[New text]: "600mcg"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�'��"

[New text]: ""D""
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�ˇ��"

[New text]: ""6""
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "7XUTXRLVH�"

[New text]: "Turquoise"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "���"

[New text]: "32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "���˘˙�ˇ������"

[New text]: "42358-600-32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "˙���PFJ�"

[New text]: "800mcg"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "&DSVXOH�"

[New text]: "Capsule"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "�˙��"

[New text]: ""8""
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: ",QGLJR�"

[New text]: "Indigo"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "���"

[New text]: "32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

[Old text]: "���˘˙�˙������"

[New text]: "42358-800-32"
The following text attributes were changed: 
   font, fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

[Old text]: "confirm the"

[New text]: "confirmthe"
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Insert�

text

"Reference ID: 4028533AB20161201.1"



Compare: Insert�

text

"Store at 20-25°C (68-77°F); excursions permitted between 15-30°C (59-86°F) [see USP Controlled Room Temperature]. Protect from moisture."



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

[Old text]: "6HH�)'$�DSSURYHG�SDWLHQW�ODEHOLQJ�0HGLFDWLRQ�*XLGH�Patient/Caregiver Instructions"

[New text]: "Advise the patient to readFDA-approved patient labeling (MedicationGuide)Life-Threatening Respiratory DepressionInform patients of the risk of life-threatening respiratory depression, including information that the risk is greatest when starting ABSTRAL or when the dosage is increased, and that it can occur even atrecommended dosages [see Warnings and Precautions (5.1)].Advise patients how to recognize respiratory depression and to seek medical attention if breathing difficultiesdevelop.Increased Risk of Overdose and Death in Children Due to Accidental Ingestion xHealthcare providersand dispensing pharmacists must specifically questionpatients or caregivers about the presence of children in the home (on a full time or visiting basis) and counsel them regarding the dangers to children from inadvertent exposure [see Warnings and Precautions (5.2)]."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Insert�

text

"Inform patients that accidental ingestion, especially by children, may result in respiratory depression or death [see Warnings and Precautions (5.2)]."



Compare: Delete�

text

"%HIRUH�LQLWLDWLQJ�WUHDWPHQW�ZLWK�$EVWUDO��H[SODLQ�WKH�VWDWHPHQWV�EHORZ�WR�SDWLHQWV�DQG�RU�FDUHJLYHUV��,QVWUXFW"



Compare: Delete�

text

"SDWLHQWV�WR�UHDG�WKH�0HGLFDWLRQ�*XLGH�HDFK�WLPH�$EVWUDO�LV�GLVSHQVHG�EHFDXVH�QHZ�LQIRUPDWLRQ�PD\�EH"



Compare: Delete�

text

"DYDLODEOH�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Insert�

text

"Instruct patients to take steps to store ABSTRALsecurelyand to dispose of unused ABSTRAL byremoving them from the blister cards and flushing down the toilet[see Disposal of Unopened ABSTRAL Blister Packages When No Longer Needed]."



Compare: Delete�

text

"7,5)�5(06�$FFHVV�3URJUDP"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Insert�

text

"Instruct patients and caregivers to keep both usedand unused ABSTRALout of the reach of children [see Warnings and Precautions (5.2)]Interactions with Benzodiazepinesand Other CNSDepressantsInform patientsand caregiversthat potentiallyfataladditive effects may occur if ABSTRAL is used with benzodiazepines or other CNS depressants, including alcohol, and not to use these concomitantly unless supervised by ahealth care provider [see WarningsandPrecautions (5.4), Drug Interactions(7)].Addiction, Abuse, andMisuseInform patients that the use of ABSTRALeven when taken as recommended, can result in addiction, abuse, and misuse, which can lead to overdose and death [see Warnings and Precautions (5.6)]. Instructpatients not to share ABSTRAL with others and to take steps to protect ABSTRAL from theft ormisuse.Transmucosal Immediate-Release Fentanyl (TIRF)REMSAdvise patients of the following information pertaining to the TIRF REMS"



Compare: Delete�

text

"2XWSDWLHQWV�PXVW�EH�HQUROOHG�LQ�WKH�7,5)�5(06�$FFHVV�SURJUDP�EHIRUH�WKH\�FDQ�UHFHLYH�$EVWUDO�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Insert�

text

"Inform outpatients that they must be enrolled in the TIRF REMS Access program before they can receive ABSTRAL."



Compare: Delete�

text

"$OORZ�SDWLHQWV�WKH�RSSRUWXQLW\�WR�DVN�TXHVWLRQV�DQG�GLVFXVV�DQ\�FRQFHUQV�UHJDUGLQJ�$EVWUDO�RU�WKH�7,5)"



Compare: Delete�

text

"5(06�$FFHVV�SURJUDP�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Insert�

text

"Allow patients the opportunity to ask questions and discuss anyconcerns regardingABSTRAL or the TIRF REMS Access program."



Compare: Delete�

text

"$V�D�FRPSRQHQW�RI�WKH�7,5)�5(06�$FFHVV�SURJUDP��SUHVFULEHUV�PXVW�UHYLHZ�WKH�FRQWHQWV�RI�WKH"



Compare: Delete�

text

"$EVWUDO�0HGLFDWLRQ�*XLGH�ZLWK�HYHU\�SDWLHQW�EHIRUH�LQLWLDWLQJ�WUHDWPHQW�ZLWK�$EVWUDO�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Insert�

text

"As required by the TIRFREMS Access program, review the contents of the ABSTRAL Medication Guide with every patient before initiating treatment with ABSTRAL."



Compare: Delete�

text

"$GYLVH�WKH�SDWLHQW�WKDW�$EVWUDO�LV�DYDLODEOH�RQO\�IURP�SKDUPDFLHV�WKDW�DUH�HQUROOHG�LQ�WKH�7,5)�5(06"



Compare: Delete�

text

"$FFHVV�SURJUDP��DQG�SURYLGH�WKHP�ZLWK�WKH�WHOHSKRQH�QXPEHU�DQG�ZHEVLWH�IRU�LQIRUPDWLRQ�RQ�KRZ�WR"



Compare: Delete�

text

"REWDLQ�WKH�GUXJ�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Insert�

text

"Advise the patient that ABSTRALis available onlyfrom pharmacies that are enrolled in the TIRFREMS Access program, and provide them with the telephone number and website for information on how to obtain the drug."



Compare: Delete�

text

"$GYLVH�WKH�RXWSDWLHQW�WKDW�RQO\�HQUROOHG�KHDOWK�FDUH�SURYLGHUV�PD\�SUHVFULEH�$EVWUDO�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Insert�

text

"Advise the patient that only enrolled healthcare providers may prescribe ABSTRAL."



Compare: Delete�

text

"3DWLHQW�PXVW�VLJQ�WKH�3DWLHQW�3UHVFULEHU�$JUHHPHQW�WR�DFNQRZOHGJH�WKDW�WKH\�XQGHUVWDQG�WKH�ULVNV�RI"



Compare: Delete�

text

"$EVWUDO�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Insert�

text

"Inform the patient that they must sign the Patient-Prescriber Agreement to acknowledge that theyunderstand the risks of ABSTRAL."



Compare: Delete�

text

"$GYLVH�SDWLHQWV�WKDW�WKH\�PD\�EH�UHTXHVWHG�WR�SDUWLFLSDWH�LQ�D�VXUYH\�WR�HYDOXDWH�WKH�HIIHFWLYHQHVV�RI"



Compare: Delete�

text

"WKH�7,5)�5(06�$FFHVV�SURJUDP�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Insert�

text

"Advise patients that theymay be requested to participate in a survey to evaluate the effectiveness of theTIRF REMS Access program [see Warnings and Precautions (5.7)].Serotonin SyndromeInform patients that opioids could causea rare but potentially life-threatening condition resulting from concomitant administration of serotonergic drugs. Warn patients of the symptoms of serotonin syndrome and"



Compare: Delete�

text

",QVWUXFW�SDWLHQWV�DQG�WKHLU�FDUHJLYHUV�WKDW�$%675$/�FRQWDLQV�PHGLFLQH�LQ�DQ�DPRXQW�WKDW�FRXOG�EH�IDWDO�LQ"



Compare: Delete�

text

"FKLOGUHQ��LQ�LQGLYLGXDOV�IRU�ZKRP�$%675$/�LV�QRW�SUHVFULEHG��DQG�LQ�WKRVH�ZKR�DUH�QRW�RSLRLG�WROHUDQW�"



Compare: Replace�

text

[Old text]: "$%���ˇ������3DJH��˝�RI���"

[New text]: "4028533AB20161201.1"








Compare: Insert�

text

"to seek medical attention right away if symptoms develop. Instruct patients to inform their healthcareprovidersif they are taking, or plan to take serotonergic medications. [seeWarnings and Precautions (5.10), Drug Interactions (7)].MAOI InteractionInform patients to avoid taking ABSTRAL while using any drugs that inhibit monoamine oxidase. Patients should not start MAOIs while taking ABSTRAL[see Warnings and Precautions (5.10);Drug Interactions (7)].Adrenal InsufficiencyInform patients that opioids could cause adrenal insufficiency, a potentially life-threatening condition. Adrenal insufficiency maypresent with non-specific symptoms and signs such as nausea, vomiting,anorexia, fatigue, weakness, dizziness, and low blood pressure. Advise patients to seek medical attention ifthey experience aconstellation of these symptoms [see Warnings and Precautions(5.11)].Important Administration Instructions[see Dosage and Administration (2)]"



Compare: Delete�

text

"3DWLHQWV�DQG�WKHLU�FDUHJLYHUV�PXVW�EH�LQVWUXFWHG�WR�NHHS�$%675$/��ERWK�XVHG�DQG�XQXVHG�GRVDJH�XQLWV��RXW�RI�WKH�UHDFK�RI�FKLOGUHQ��3DWLHQWV�DQG�WKHLU�FDUHJLYHUV�PXVW�EH�LQVWUXFWHG�WR�GLVSRVH�RI�DQ\�XQQHHGHG�WDEOHWV�UHPDLQLQJ�IURP�D�SUHVFULSWLRQ�DV�VRRQ�DV�SRVVLEOH�>VHH�+RZ�6XSSOLHG�6WRUDJH�DQG�+DQGOLQJ��ˇ����DQG�:DUQLQJV�DQG�3UHFDXWLRQV�˘���@�"



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: ",QVWUXFW�SDWLHQWV�DQG�WKHLU�FDUHJLYHUV�WR�UHDG�WKH�0HGLFDWLRQ�*XLGH�HDFK�WLPH�$%675$/�LV�GLVSHQVHGEHFDXVH�QHZ�LQIRUPDWLRQ�PD\�EH�DYDLODEOH�"

[New text]: "Instruct patients not to take ABSTRALfor acutepain, postoperative pain, pain from injuries, headache, migraine or any other short-term pain, even if theyhave taken other opioid analgesics for these conditions."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: ",QVWUXFW�SDWLHQWV�QRW�WR�WDNH�$EVWUDO�IRU�DFXWH�SDLQ��SRVWRSHUDWLYH�SDLQ��SDLQ�IURP�LQMXULHV��KHDGDFKH�PLJUDLQH��RU�DQ\�RWKHU�VKRUW��WHUP�SDLQ��HYHQ�LI�WKH\�KDYH�WDNHQ�RWKHU�RSLRLG�DQDOJHVLFV�IRU�WKHVHFRQGLWLRQV�"

[New text]: "Informpatients on the meaning of opioid tolerance and that ABSTRALis only to be used as a supplemental pain medication for patients withpain requiringaround-the-clock opioids, who have developed tolerance to the opioid medication, and who need additional opioid treatment of breakthroughpain episodes."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: ",QVWUXFW�SDWLHQWV�RQ�WKH�PHDQLQJ�RI�RSLRLG�WROHUDQFH�DQG�$EVWUDO�LV�RQO\�WR�EH�XVHG�DV�D�VXSSOHPHQWDO�SDLQPHGLFDWLRQ�IRU�SDWLHQWV�ZLWK�SDLQ�UHTXLULQJ�UHJXODU�RSLRLGV��ZKR�KDYH�GHYHORSHG�WROHUDQFH�WR�WKH�RSLRLGPHGLFDWLRQ�DQG�ZKR�QHHG�DGGLWLRQDO�RSLRLG�WUHDWPHQW�RI�EUHDNWKURXJK�SDLQ�HSLVRGHV�"

[New text]: "Advisepatients that, if theyare not takingan opioid medication on a regular around-the-clockbasis, theymustnot take ABSTRAL."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: ",QVWUXFW�WKDW�LI�WKH\�DUH�QRW�WDNLQJ�DQ�RSLRLG�PHGLFDWLRQ�RQ�D�UHJXODU�DURXQG�WKH�FORFN�EDVLV��WKH\�PXVW�QRWWDNH�$EVWUDO�"

[New text]: "Instruct patients to place ABSTRAL tablets on thefloor of the mouth directly under the tongueimmediately after removal from the blister unit."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "<RX�PXVW�QRW�WDNH�PRUH�WKDQ���GRVHV�RI�$%675$/�IRU�HDFK�HSLVRGH�RI�EUHDNWKURXJK�FDQFHU�SDLQ�"

[New text]: "Instruct patients not to chew, suck, or swallow ABSTRAL tablets."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "<RX�PXVW�ZDLW�WZR�KRXUV�EHIRUH�WUHDWLQJ�D�QHZ�HSLVRGH�RI�EUHDNWKURXJK�SDLQ�ZLWK�$%675$/�"

[New text]: "Instruct patients to allow ABSTRAL tablets to completely dissolve in the sublingual cavity."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: ",QVWUXFW�SDWLHQWV�127�WR�VKDUH�$EVWUDO�DQG�WKDW�VKDULQJ�$EVWUDO�ZLWK�DQ\RQH�HOVH�FRXOG�UHVXOW�LQ�WKH�RWKHULQGLYLGXDOV�GHDWK�GXH�WR�RYHUGRVH�"

[New text]: "Advise patients not to eat or drink anything until the tablet is completely dissolved[see Dosage and Administration (2.4), ABSTRAL Medication Guide]."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "$GYLVH�SDWLHQWV�WKDW�$EVWUDO�FRQWDLQV�IHQWDQ\O��ZKLFK�LV�D�SDLQ�PHGLFDWLRQ�VLPLODU�WR�K\GURPRUSKRQH�PHWKDGRQH��PRUSKLQH��R[\FRGRQH��DQG�R[\PRUSKRQH�"

[New text]: "In patients who have a drymouth, water may be used to moisten the buccal mucosa before takingABSTRAL.Instruct patients not to take more than 2 doses of ABSTRALfor each episode of breakthrough cancer pain."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "$GYLVH�SDWLHQWV�WKDW�WKH�DFWLYH�LQJUHGLHQW�LQ�$EVWUDO��IHQWDQ\O��LV�D�GUXJ�WKDW�VRPH�SHRSOH�DEXVH��$EVWUDO�LVWR�EH�WDNHQ�RQO\�E\�WKH�SDWLHQW�IRU�ZKRP�LW�ZDV�SUHVFULEHG��DQG�SURWHFWHG�IURP�WKHIW�RU�PLVXVH�LQ�WKH�ZRUNRU�KRPH�HQYLURQPHQWV�"

[New text]: "Instruct patients to wait two hours before treatinga new episode of breakthrough pain with ABSTRAL."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: ",QVWUXFW�SDWLHQWV�WR�WDON�WR�WKHLU�GRFWRU�LI�EUHDNWKURXJK�SDLQ�LV�QRW�DOOHYLDWHG�RU�ZRUVHQV�DIWHU�WDNLQJ$EVWUDO�"

[New text]: "Instructpatients NOT to share ABSTRALand that sharing ABSTRALwith anyone else could resultin the other individual’s death due to overdose."
The following text attributes were changed: 
   font, fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: ",QVWUXFW�SDWLHQWV�WR�XVH�$EVWUDO�H[DFWO\�DV�SUHVFULEHG�E\�WKHLU�GRFWRU�DQG�QRW�WR�WDNH�$EVWUDO�PRUH�RIWHQWKDQ�SUHVFULEHG�"

[New text]: "Instructpatients to use ABSTRALexactlyas prescribed by their doctor and not to take ABSTRALmore often than prescribed.HypotensionInform patients that ABSTRAL maycause orthostatic hypotension and syncope. Instruct patients how to recognize symptoms of low blood pressure and how to reduce the risk of serious consequencesshould hypotension occur (e.g., sit or lie down, carefullyrise from a sitting or lying position)[see WarningsandPrecautions(5.12)].Reference ID: 4028533AB20161201.1"
The following text attributes were changed: 
   font, fill color
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"AnaphylaxisInform patients that anaphylaxis have been reported with ingredients contained in ABSTRAL. Advise patients how to recognize such a reaction and when to seek medical attention [see Contraindications (4), Adverse Reactions(6)].PregnancyNeonatal Opioid Withdrawal SyndromeInform patients that prolonged use of ABSTRALduring pregnancy can result in neonatal opioid withdrawal syndrome, which may be life-threatening if not recognized and treated [see Warnings and Precautions (5.8), Use in Specific Populations (8.1)].Embryo-Fetal ToxicityInform female patients of reproductive potential that ABSTRAL can cause fetal harm and to inform the healthcare provider of a known or suspected pregnancy[see Use in Specific Populations(8.1)].LactationAdvise nursing mothers to monitor infants for increased sleepiness (more than usual), breathingdifficulties, or limpness. Instruct nursing mothers to seek immediate medical care if they notice thesesigns [see Use in Specific Populations (8.2)].InfertilityInform patients that chronic use of opioids maycause reduced fertility.It is not known whether these effects on fertility are reversible[see Use in Specific Populations (8.3)]Drivingor Operating HeavyMachineryInform patients that ABSTRAL may impair the abilityto perform potentiallyhazardous activities such as driving acar or operating heavy machinery. Advise patients not to performsuch tasks until they know how theywill react to the medication [see Warnings and Precautions (5.16)].ConstipationAdvise patients of the potential for severe cons and when toseek medical attention [see Adverse Reactions (6)]."
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text

"&DXWLRQ�SDWLHQWV�WKDW�$EVWUDO�FDQ�DIIHFW�D�SHUVRQV�DELOLW\�WR�SHUIRUP�DFWLYLWLHV�WKDW�UHTXLUH�D�KLJK�OHYHO�RIDWWHQWLRQ�VXFK�DV�GULYLQJ�RU�XVLQJ�KHDY\�PDFKLQHU\��:DUQ�SDWLHQWV�WDNLQJ�$EVWUDO�RI�WKHVH�GDQJHUV�DQGFRXQVHO�DFFRUGLQJO\�"
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"x"
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":DUQ�SDWLHQWV�QRW�WR�FRPELQH�$EVWUDO�ZLWK�DOFRKRO��VOHHS�DLGV��RU�WUDQTXLOL]HUV�H[FHSW�E\�RUGHU�RI�WKHSUHVFULELQJ�SK\VLFLDQ��EHFDXVH�GDQJHURXV�DGGLWLYH�HIIHFWV�PD\�RFFXU�UHVXOWLQJ�LQ�VHULRXV�LQMXU\�RU�GHDWK�"
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"x"



Compare: Delete�

text

",QIRUP�IHPDOH�SDWLHQWV�WKDW�LI�WKH\�EHFRPH�SUHJQDQW�RU�SODQ�WR�EHFRPH�SUHJQDQW�GXULQJ�WUHDWPHQW�ZLWK$EVWUDO�WR�DVN�WKHLU�GRFWRU�DERXW�WKH�HIIHFWV�WKDW�$EVWUDO�RU�DQ\�PHGLFLQH�PD\�KDYH�RQ�WKHP�DQG�WKHLUXQERUQ�FKLOG�"



Compare: Replace�

text

The following text attributes were changed: 
   font, fill color



Compare: Replace�
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[Old text]: "Unopened"

[New text]: "Unused"
The following text attributes were changed: 
   font, fill color
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The following text attributes were changed: 
   font, fill color
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"Blister Packages When No Longer Needed"
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text

The following text attributes were changed: 
   fill color, size
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text

[Old text]: "$GYLVH�SDWLHQWV�DQG�WKHLU�KRXVHKROG�PHPEHUV�WR�GLVSRVH�RI�DQ\�XQRSHQHG�SDFNV�UHPDLQLQJ�IURP�DSUHVFULSWLRQ�DV�VRRQ�DV�WKH\�DUH�QR�ORQJHU�QHHGHG�"

[New text]: "Advise patients and their household members to dispose of any unopened packs remaining froma prescription as soon as theyare no longerneeded."
The following text attributes were changed: 
   font, fill color
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text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: ",QVWUXFW�SDWLHQWV�WKDW��WR�GLVSRVH�RI�DQ\�XQXVHG�$%675$/�WDEOHWV��UHPRYH�WKHP�IURP�WKH�EOLVWHU�FDUGV�DQGIOXVK�WKHP�GRZQ�WKH�WRLOHW��'R�QRW�GLVSRVH�RI�WKH�$%675$/�EOLVWHU�FDUGV�RU�FDUWRQV�GRZQ�WKH�WRLOHW�"

[New text]: "Instruct patients that, to dispose of any unused ABSTRAL tablets, remove them from the blister cardsand flush them down the toilet. Do not dispose of the ABSTRAL blister cards or cartons down thetoilet."
The following text attributes were changed: 
   font, fill color
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text

The following text attributes were changed: 
   fill color, size
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[Old text]: "'HWDLOHG�LQVWUXFWLRQV�IRU�WKH�SURSHU�VWRUDJH��DGPLQLVWUDWLRQ��GLVSRVDO��DQG�LPSRUWDQW�LQVWUXFWLRQV�IRUPDQDJLQJ�DQ�RYHUGRVH�RI�$%675$/�DUH�SURYLGHG�LQ�WKH�$%675$/�0HGLFDWLRQ�*XLGH��(QVXUH�SDWLHQWVUHDG�WKLV�LQIRUPDWLRQ�LQ�LWV�HQWLUHW\�DQG�JLYH�WKHP�DQ�RSSRUWXQLW\�WR�KDYH�WKHLU�TXHVWLRQV�DQVZHUHG�Reference ID: $%���ˇ������3DJH����RI���"

[New text]: "Detailed instructions for the proper storage, administration, disposal, and important instructionsformanagingan overdose of ABSTRAL are provided in the ABSTRAL Medication Guide. Ensurepatients read this information in its entiretyand give them an opportunity to have their questionsanswered."
The following text attributes were changed: 
   font, fill color





Reference 1D: AB20160401:0 g
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The following text attributes were changed: 
   fill color, size
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[Old text]: ",Q�WKH�HYHQW�WKDW�D�FDUHJLYHU�UHTXLUHV�DGGLWLRQDO�DVVLVWDQFH�LQ�GLVSRVLQJ�RI�H[FHVV�XQLWV�WKDW�UHPDLQ�LQ�WKH�KRPH�DIWHU�WKH�GUXJ�LV�QR�ORQJHU�QHHGHG��LQVWUXFW�WKHP�WR�FDOO�WKH�WROO�IUHH�QXPEHU�IRU�6HQW\QO�7KHUDSHXWLFV��,QF����˙˙˙���ˆ�˙ˆ�˘�RU�VHHN�DVVLVWDQFH�IURP�WKHLU�ORFDO�'($�RIILFH��"

[New text]: "In the event that a caregiver requires additional assistance in disposing of excess units that remaininthe home after the drug is no longer needed, instruct them to call the toll-free number for SentynlTherapeutics, Inc. 1-888-227-8725 or seekassistance from their local DEAoffice.Manufactured by:Pharmaceutics International, Inc.Hunt Valley, MD 21031Manufactured for and Distributed by:Sentynl Therapeutics, Inc.Solana Beach, CA 92075"
The following text attributes were changed: 
   fill color
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[Old text]: "$%���ˇ������3DJH����RI���"

[New text]: "4028533AB20161201.1"





4 4 4 Medication Guide
ABSTRAL® (AB-stral) Cll
(fentanyl)

Sublingual tablets

PORTANT:
not use ABSTRAL unless you are regularly using another opioid pain medicine around-the-clock
our cancer pain and your body is used to these medicines (this means that you are opioid tolera
ABSTRAL in a safe place away from children.
mergency medical help right away if:

a child takes ABSTRAL. ABSTRAL can cause an overdose and death in any child who takes

an adult who has not been prescribed ABSTRAL takes it

an adult who is not already taking opioids around-the-clock, takes ABSTRAL

ese are medical emergencies that can cause death. If possible, try to remove ABSTRAL from the
outh.

Read—thls—Medﬁaﬂen&ﬂdeeempletely—be#eF&you -aklng _md eaeh—ﬂme—yeuﬂet—a—new

@ Do nottake’”ABSTRAL if you are not opioid tolerant.
2 (IfyoustopiaKing youraroundEthe=eloekiopioid pain medicine for JoURCaNGEN Ay ou FMUSESOPLAKIG
ABSTRAL. You may no longer be opioid tolerant, Talk to your healthcare provider about how to treat
your pain. _

3. Take ABSTRAL exactly as prescribed by your healthcare provider.

o You must not take more than 2 doses of ABSTRAL for each episode of breakthrough cancer

‘Medication Guide section **How should I take ABSTRAL?" and the Patient Instructions for Use
@t'the'end'of this'Medication'Guiderfordetailedinformation about howto'take ABSTRAL the

4 —_ourhearthcare
provider—The-amoeuntof fentanylin-a-dose of ABSTRAL isnot'the'same as the'amount of fentanyllin‘other
medicines that contain fentanyl. Your healthcare provider will prescribe a starting dose of ABSTRAL that may be
different than other fentanyl containing medicines you may have been taking.

. Prevent theft, misuseor abuse Kesp ABSTRAL in s placs o proec it fom being stolen.
Pagelof7
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"100 mcg, 200 mcg, 300 mcg, 400 mcg, 600 mcg, 800 mcg"
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Matching graphic not found
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The following text attributes were changed: 
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"at least one week or longer for"
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The following text attributes were changed: 
   fill color, size
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"You can ask your healthcare provider if you are opioid tolerant."
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The following text attributes were changed: 
   fill color, size
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"ABSTRAL is:xA strong prescription painmedicine that contains an opioid (narcotic) thatis used to manage breakthrough painin adults with cancer who are already routinely taking other opioid pain medicines around-the-clock for cancer pain. ABSTRAL is started only after"
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"Read this Medication Guide completely before"
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[Old text]: "start"

[New text]: "have been"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   fill color, size
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[Old text]: "ABSTRAL,"

[New text]: " other opioid pain medicines"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   fill color, size
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"each time you get a new prescription. There may be new information. This Medication Guide does not take the place of talking to"
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text

The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "healthcare provider about your medical condition or your treatment. Be sure"

[New text]: "body has become used"
The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

The following text attributes were changed: 
   fill color, size



Compare: Replace�
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[Old text]: "share this important information with members of your household and other caregivers. What is the most important information I should know about ABSTRAL? ABSTRAL can cause life-threatening breathing problems which can lead to death. 1."

[New text]: " them (you are opioid tolerant)."
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   font, fill color, size
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[Old text]: "take"

[New text]: " use"
The following text attributes were changed: 
   font, fill color, size
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The following text attributes were changed: 
   font, fill color, size
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[Old text]: "2.If you stop taking your around-the-clock"

[New text]: "xAn"
The following text attributes were changed: 
   font, fill color, size
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The following text attributes were changed: 
   fill color, size
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"that can put you atrisk"
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The following text attributes were changed: 
   fill color, size
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[Old text]: "your cancer pain,"

[New text]: "overdose and death. Even if"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   font, fill color, size
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[Old text]: "must stoptakingABSTRAL. You may no longer be opioid tolerant. Talk to"

[New text]: "take"
The following text attributes were changed: 
   font, fill color, size
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The following text attributes were changed: 
   fill color, size
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[Old text]: "healthcare provider about how to treatyour pain.3.Take ABSTRAL exactly"

[New text]: "dose correctly"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   font, fill color, size
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[Old text]: "by your healthcare provider.oYou must not take more than 2 doses of ABSTRAL"

[New text]: "you are at risk"
The following text attributes were changed: 
   font, fill color, size
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The following text attributes were changed: 
   font, fill color, size
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[Old text]: "each episode of breakthrough cancerpain.oYoumust wait two hours before treating a new episode of breakthrough pain with ABSTRAL. See theMedication Guide section "How should I take ABSTRAL?""

[New text]: "opioid addiction, abuse,"
The following text attributes were changed: 
   font, fill color, size
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The following text attributes were changed: 
   font, fill color, size
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[Old text]: "the Patient Instructions for Useat the end of this Medication Guide for detailed"

[New text]: "misuse that can lead todeath.Important"
The following text attributes were changed: 
   font, fill color, size
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text

The following text attributes were changed: 
   fill color, size
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text

[Old text]: "how to"

[New text]: "ABSTRAL:xGet emergencyhelp right away ifyou"
The following text attributes were changed: 
   fill color, size
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text

The following text attributes were changed: 
   fill color, size
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"too much"
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The following text attributes were changed: 
   fill color, size
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[Old text]: "theright way.4.Do not switch from ABSTRAL to other medicines that contain fentanyl without talking with"

[New text]: "(overdose).When you first starttakingABSTRAL, when"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   font, fill color, size
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"healthcareprovider.The amount of fentanyl in a"
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The following text attributes were changed: 
   fill color, size



Compare: Delete�

text

"of ABSTRAL"
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The following text attributes were changed: 
   fill color, size
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[Old text]: "not the same as the amount of fentanyl in othermedicines"

[New text]: "changed, or if you taketoo much (overdose), serious life-threatening breathingproblems"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   fill color, size
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[Old text]: "contain fentanyl. Your healthcare provider will prescribe a starting dose of"

[New text]: " can lead to death may occur. xTaking"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
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[Old text]: "that may bedifferent than"

[New text]: "with"
The following text attributes were changed: 
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The following text attributes were changed: 
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[Old text]: "fentanyl containing"

[New text]: "opioid"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   fill color, size
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[Old text]: "you"

[New text]: "that"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   fill color, size
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[Old text]: " have been taking.5.Do not take ABSTRAL for short-term pain that"

[New text]: "make"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   fill color, size
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[Old text]: "would expect to go away in a few days,"

[New text]: "sleepy,"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   fill color, size



Compare: Replace�

text

[Old text]: "as:o"

[New text]: " as other"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   fill color, size
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[Old text]: "after surgeryoheadache"

[New text]: " medicines, antidepressants, sleeping pills, anti-anxiety medicines, antihistamines, or tranquilizers,"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
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[Old text]: " migraineodental pain6.Never give ABSTRAL to anyone else, even if they have the same symptoms you have. It may harm them"

[New text]: "with alcohol"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
   fill color, size



Compare: Replace�
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[Old text]: "even"

[New text]: " streetdrugs can"
The following text attributes were changed: 
   fill color, size
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The following text attributes were changed: 
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" severe drowsiness, confusion, breathing problems, coma, and"
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The following text attributes were changed: 
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"ABSTRAL is a federally controlled substance (CII) because it is a strong opioid (narcotic) pain medicine that can be misused by people who abuse prescription medicines or street drugs."



Compare: Replace�

text
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[Old text]: "Prevent theft, misuse or abuse. Keep"

[New text]: "Never give anyone else your ABSTRAL. They could die from taking it. Store"
The following text attributes were changed: 
   font, fill color, size
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The following text attributes were changed: 
   font, fill color, size
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"away from children and"
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The following text attributes were changed: 
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Compare: Replace�

text

[Old text]: "protect it from being stolen.Page1of7"

[New text]: "prevent stealing"
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. Selllng or giving away_s agalnst the Iaw

@ ABSTRAL is available only through a program called the (TIRF(Transmucosal) I mmediate-Release
(Fentanyl) REMS (Risk Evaluation and Mitigation(Strategy) Access program. To receive ABSTRAL, you

must:
® talk to your healthcare provider
® understand the benefits and risks of ABSTRAL
@ agree to all of the instructions
® sign the Patient-Prescriber Agreement form 4

Whatis ABSTRAL?
- ABSTRAL ig@prescription medicingshat Gontaingithe fedicine fentanyly ,
[ ]

alreadysroutinely/taking other opioickpain medicines @oUNG=te-CloCk for cancer pain

SRABSTRAL IS tated O afer u HVEIBEMaKINgLo e opioic i mecicines anc your body fs
you are not opioid tolerant.

—a_f_
allowed to dissolve.

« You must stay under your healthcare provider's care while taking ABSTRAL.

Itis not known if ABSTRAL is safe and effective in children under 18 years of age.
‘Who should not take ABSTRAL?

. 4 Do not take ABSTRAL:™
e (ifyouare not opioid tolerant. Opioid tolerant means that you are already taking other opioid pain
medicines @rotind=the="¢lock*for your cancer pain, and your body is used to these medicines.
o, for short-term pain that you would expect to go away in a few days, such as:
o pain after surgery
o headache or migraine
o dental pain

Before taking ABSTRAL, tell your healthcare provider if youm
o (havetroubletbreathing or lung problems such as asthma, wheezing, or shortness of breath

« have or had a head injuryionbrain problem

@ have'seizures

o haveaslow heart rate or other heart problems

o have low blood pressure

e have mental health-problemsincluding major depression, schizophrenia or hallucinations (seeing or
hearing things that are nothere))
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« have a past or present drinking problem (alcoholism), or a family history of drinking problems

« have a past or present drug abuse problem or addiction problem, or a family history of a drug abuse
problem or addiction problem

¢ have-any-other-medical-conditions

o are pregnant or(platto become pregnant. ABSTRAL mayscause Serioustharm o’y our @nbori babys

BSTRAL gangpassyinto your-breast milkIlt'can‘cause’serious

« are breastfeeding or plan to breastfeed. A
harm to your baby. You should not use ABSTRAL while breastfeeding.

Tell your healthcare provider about all the medicines you take, including prescription and non-prescription
medicines, vitamins, @dherbal supplements. Some medicines mayycause serious er-life-threatening-side

effects when taken with ABSTRAL. Sometimes, the doses of certain medicines and ABSTRAL may need to
be changed if used together.
BSTRAL until'you have talked to'your healthcare provider. |

1® Do not

take any medicine while using A
Your healthcare provider willtell you Fitis safeitortake other medicines while youare USing ABSTIRAL)
B very careful about taking other medicines that may make you sleepy, such as other pain medicines,

Kowithe edlicines)y ou fakenIKeeprallistoRthemtoshowsy our healthcare provider @ndphamMACISEWHENYou)

e See the detailed Patient Instructions for Use at the end of this Medication Guide for information

about how to faKEPABSTRAL the [Fightway:
~+ Your healthcare provider will change the dose until you and your healthcare provider find the right dose
foryou.
e You must not use more than 2 doses of ABSTRAL for each episode of breakthrough cancer (pain:
o (Take'l dose for an episode of breakthrough cancer pain.
o If your breakthrough pain does not get better within-30 minutes after taking the first dose of
ABSTRAL, you can take®l more dose of ABSTRAL as instructed by your healthcare provider.
o If your breakthrough pain does not get better after the second dose of ABSTRAL, call your healthcare
provider for instructions. Do not fakeé'another dose of ABSTRAL at this time.
o Wait at least2'hours before treating a new episode of breakthrough cancer pain with ABSTRAL?
o, If you only need to take 1 dose of ABSTRAL for an episode of breakthrough pain, you must wait@
hours from the time of that dose to take a dose of ABSTRAL for a new episode of breakthrough {pain
o, If you need to fake"2 doses of ABSTRAL for an episode of breakthrough pain, you must wait 2%hours
after the second dose to take a dose of ABSTRAL for a new episode of breakthrough pain.

e Itis important for you to keep taking your around-the-clock opioid pain medicine while {aking
Page3of7
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ABSTRAL.

o Talk to your healthcare provider if your dose of ABSTRAL does not relieve your breakthrough cancer
pain. Your healthcare provider will decide if your dose of ABSTRAL needs to be changed.

o Talk to your healthcare provider if you have more than 4 episodes of breakthrough cancer pain per day.
The dose of your @reund="the=clock'opioid pain medicine may need to be adjusted.

« 1f you take too much ABSTRAL or overdose, you or your caregiver should call for emergency medical
help or have someone take you to the nearest hospital emergency room right avay.

What shouild 1 avoid while taking ABSTRAL? -
o (Donot drive; operate heavy machinery, er-de-other-dangereus-activities-until you know how

ABSTRAL affects you. ABSTRAL can make you SlEgpya/ASK youFHiealthicare providerwhen itis okayto
do these activities.

o (Do'not'drink’alcohol w

3 Phys+eal—depe+=}deﬁee—Deﬂet—step—t&kmgLABSTRAL ©enanyyother @pioid; without talking @wyour

healthcare provider. You could become sick with uncomfortable withdrawal symptoms because your
body has become used to these medicines. Physical dependency is not the same as drug addiction.

ain-medicines
ealthcare provider

(opioids) including ABSTRAL and is unlikely to go away without treatment. Talk to your h
about dietary changes, and the use of laxatives (medicines to treat constipation) and stool softeners to prevent
or treat constipation while taking ABSTRAL.
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Call-your-doctor-for medical-advice-about-your-side-effects.-You-may report side effects to FDA at 1-800-
FDA-1088.

How should I store ABSTRAL?
e Always keep ABSTRAL in a safe place away from children and from anyone for whom it has not
been prescribed. Protect ABSTRAL from theft.
e Store ABSTRAL at room temperature, 59°F to 86°F (15°C to 30°C) until ready to use.
e Keep ABSTRAL in the original blister unit. Do not remove ABSTRAL tablets from their blister
packaging for storage in a temporary container, such as a pillbox.

How should I dispose of unopened ABSTRAL tablets when they are no longer needed?
e Dispose of any unopened ABSTRAL units remaining from a prescription as soon as you no longer need
them:
o remove the tablets from the blister cards and flush them down the toilet.
e Do not flush the ABSTRAL blister cards, units or cartons down the toilet.
e If you need help with disposal of ABSTRAL, call Sentynt-Therapeuties; Inc.;-at-1-888-227-8725 @ricall
your local Drug Enforcement Agency (DEA) office.

General information about ABSTRAL

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Use
ABSTRAL only for the purpose for which it was prescribed. Do not give ABSTRAL to other people,
even if they have the same symptoms you have. ABSTRAL can harm other people and even cause death.
Sharing ABSTRAL is against the law.

This Medication Guide summarizes the most important information about ABSTRAL. If you would like more
information, talk with your healthcare provider or pharmacist. You can ask your pharmacist or healthcare
provider for information about ABSTRAL that is written for healthcare professionals.

For more information about the TIRF REMS Access program, go to www.TIRFREMSAccess.com or call @+
866-822-1483.

What are the ingredients in ABSTRAL?
Active Ingredient: fentanyl citrate

Inactive Ingredients: croscarmellose sodium, magnesium stearate, mannitol, and silicified microcrystalline
cellulose.

Patient Instructions for Use

Before you take ABSTRAL, it is important that you read the Medication Guide and these Patient Instructions
for Use. Be sure that you read, understand, and follow these Patient Instructions for Use so that you take
ABSTRAL the right way. Ask your healthcare provider or pharmacist if you have questions about the right
way to take ABSTRAL.

When you get an episode of breakthrough pain, take the dose prescribed by your healthcare provider as
follows:
e If your mouth is dry, take a sip of water to moisten it. Spit out or swallow the water. Dry your hands if
they are wet before you handle ABSTRAL tablets.
e ABSTRAL comes in a blister card with 4 blister units. Each blister unit contains an ABSTRAL tablet. It is
important that the tablet stays sealed in the blister unit until you are ready to use it.
e When you are ready to take an ABSTRAL tablet, pull apart 1 of the blister units from the blister card by
tearing along the dotted lines (perforations) until it is fully separated. (See Figures 1 and 2)
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e When the blister unit is fully separated, peel back the foil starting at the unsealed area where indicated.
Gently remove the tablet. Do not try to push ABSTRAL tablets through the foil. This will damage the
tablet. (See Figures 3 and 4)

Figure 3 Figure 4

e Assoon as you remove the ABSTRAL tablet from the blister unit:
o place it on the floor of your mouth, under your tongue, as far back as you can {See-Figures-5,-6;-and

7).

o If more than 1 tablet is required, spread them around the floor of your mouth under your tongue.

o Let the tablet dissolve completely.
ABSTRAL dissolves under your tongue and will be absorbed by your body to help provide relief for
your breakthrough cancer pain.

o Do not suck, chew or swallow the tablet.

o You should not drink or eat anything until the tablet has completely dissolved under your tongue and

you can no longer feel it in your mouth.
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TRANSMUCOSAL IMMEDIATE RELEASE FENTANYL (TIRF)
RISK EVALUATION AND MITIGATION STRATEGY (REMS)
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.  GOALS

The goals of the TIRF REMS Access program are to mitigate the risk of misuse, abuse,
addiction, overdose and serious complications due to medication errors by:

1. Prescribing and dispensing TIRF medicines only to appropriate patients, which includes
use only in opioid-tolerant patients.

Preventing inappropriate conversion between TIRF medicines.
Preventing accidental exposure to children and others for whom it was not prescribed.

Educating prescribers, pharmacists, and patients on the potential for misuse, abuse,
addiction, and overdose of TIRF medicines.

Il. REMS ELEMENTS

A. Medication Guide

The product-specific TIRF Medication Guide will be dispensed with each TIRF prescription in
accordance with 21 CFR 208.24.

The Medication Guides for TIRF medicines are part of the TIRF REMS Access program and will
be available on the TIRF REMS Access website (www.TIRFREMSaccess.com).

B. Elements to Assure Safe Use

1. Healthcare providers who prescribe TIRF medicines for outpatient use are
specially certified.

a. TIRF sponsors will ensure that healthcare providers who prescribe TIRF medicines for
outpatient use are specially certified.

b. To become certified to prescribe TIRF medicines, prescribers will be required to enroll in
the TIRF REMS Access program. Prescribers must complete the following requirements
to be enrolled:

i. Review the TIRF REMS Access education materials (TIRF REMS Access Education
Program), including the Full Prescribing Information (FPI) for each TIRF medicine,
and successfully complete the Knowledge Assessment (Knowledge Assessment).

ii. Complete and sign the Prescriber Enrollment Form. In signing the Prescriber
Enrollment Form, each prescriber is required to acknowledge the following:

a) | have reviewed the TIRF REMS Access Education Program, and | have
completed the Knowledge Assessment. | understand the responsible use
conditions for TIRF medicines and the risks and benefits of chronic opioid
therapy.

b) | understand that TIRF medicines can be abused and that this risk should be
considered when prescribing or dispensing TIRF medicines in situations

Page 2 of 16
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f)

g9)

h)

)

K)

where | am concerned about an increased risk of misuse, abuse, or
overdose, whether accidental or intentional.

| understand that TIRF medicines are indicated only for the management of
breakthrough pain in patients with cancer, who are already receiving and who
are tolerant to around-the-clock opioid therapy for their underlying persistent
pain.

| understand that TIRF medicines are contraindicated for use in opioid non-
tolerant patients, and know that fatal overdose can occur at any dose.

| understand that TIRF medicines must not be used to treat any
contraindicated conditions described in the FPI, such as acute or
postoperative pain, including headache/migraine.

| understand that converting patients from one TIRF medicine to a different TIRF
medicine must not be done on a microgram-per-microgram basis. | understand
that TIRF medicines are not interchangeable with each other, regardless of route
of administration, and that conversion may result in fatal overdose, unless
conversion is done in accordance with labeled product-specific conversion
recommendations (refer to the list of currently approved TIRF products located
on the TIRF REMS Access website at
www.TIRFREMSaccess.com/TirfUl/ProductList). Note, a branded TIRF medicine
and its specific generic product(s) are interchangeable.

| understand that the initial starting dose for TIRF medicines for all patients is
the lowest dose, unless individual product labels provide product-specific
conversion recommendations, and | understand that patients must be titrated
individually.

I will provide a Medication Guide for the TIRF medicine that | intend to
prescribe to my patient or their caregiver and review it with them. If | convert
my patient to a different TIRF medicine, the Medication Guide for the new
TIRF medicine will be provided to, and reviewed with, my patient or their
caregiver.

I will complete and sign a TIRF REMS Access Patient-Prescriber Agreement
Form with each new patient, before writing the patient’s first prescription for a
TIRF medicine, and renew the agreement every two (2) years.

I will provide a completed, signed copy of the Patient-Prescriber Agreement
Form to the patient and retain a copy for my records. | will also provide a
completed, signed copy to the TIRF REMS Access program (through the TIRF
REMS Access website or by fax) within ten (10) working days.

At all follow-up visits, | agree to assess the patient for appropriateness of the
dose of the TIRF medicine, and for signs of misuse and abuse.

| understand that TIRF medicines are only available through the TIRF REMS
Access program. | understand and agree to comply with the TIRF REMS
Access program requirements for prescribers.

Page 3 of 16
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m) | understand that | must re-enroll in the TIRF REMS Access program and
successfully complete the enrollment requirements every two (2) years.

In signing the Patient-Prescriber Agreement Form, the prescriber documents
the following:

1)

2)

I understand that TIRF medicines are indicated only for the
management of breakthrough pain in patients with cancer, who are
already receiving, and who are tolerant to, around the clock opioid
therapy for their underlying persistent pain.

I understand that TIRF medicines are contraindicated for use in opioid
non-tolerant patients, and know that fatal overdose can occur at any
dose.

3) | understand that patients considered opioid-tolerant are those who are

4)

5)

6)

7)

regularly taking at least: 60 mg oral morphine/day; 25 micrograms
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.

| have provided to, and reviewed with, my patient or their caregiver the
Medication Guide for the TIRF medicine | intend to prescribe.

If I change my patient to a different TIRF medicine, | will provide the
Medication Guide for the new TIRF medicine to my patient or my patient’s
caregiver, and | will review it with them.

I understand that if | change my patient to a different TIRF medicine, the
initial dose of that TIRF medicine for all patients is the lowest dose, unless
individual  product labels provide product-specific  conversion
recommendations.

| have counseled my patient or their caregiver about the risks, benefits,
and appropriate use of TIRF medicines including communication of the
following safety messages:

A. If you stop taking your around-the-clock pain medicine, you
must stop taking your TIRF medicine.

B. NEVER share your TIRF medicine.

C. Giving a TIRF medicine to someone for whom it has not
been prescribed can result in a fatal overdose.

D. TIRF medicines can be fatal to a child; used and unused
dosage units must be safely stored out of the reach of children
living in or likely to visit the home and disposed of in
accordance with the specific disposal instructions detailed in
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Reference ID: 3863786

the product’s Medication Guide.

I will ensure that the patient and/or caregiver understand that, in signing
the Patient-Prescriber Agreement Form, they document the following:

1)

2)

3)

4)

5)

6)

7)

8)

9)

My prescriber has given me a copy of the Medication Guide for the TIRF
medicine | have been prescribed, and has reviewed it with me.

| understand that TIRF medicines should only be taken by patients who are
regularly using another opioid, around-the-clock, for constant pain. If | am
not taking around-the-clock opioid pain medicine, my prescriber and | have
discussed the risks of only taking TIRF medicines.

I understand that if | stop taking another opioid pain medicine that | have
been taking regularly, around-the-clock, for my constant pain, then | must
also stop taking my TIRF medicine.

I understand how | should take this TIRF medicine, including how much |
can take, and how often | can take it. If my prescriber prescribes a different
TIRF medicine for me, | will ensure | understand how to take the new TIRF
medicine.

| understand that any TIRF medicine can cause serious side effects,
including life-threatening breathing problems which can lead to death,
especially if 1 do not take my TIRF medicine exactly as my prescriber has
directed me to take it.

| agree to contact my prescriber if my TIRF medicine does not relieve my
pain. | will not change the dose of my TIRF medicine myself or take it more
often than my prescriber has directed.

| agree that | will never give my TIRF medicine to anyone else, even if
they have the same symptoms, since it may harm them or even cause
death.

I will store my TIRF medicine in a safe place away from children and
teenagers because accidental use by a child, or anyone for whom it was not
prescribed, is a medical emergency and can cause death.

| have been instructed on how to properly dispose of my partially used or
unneeded TIRF medicine remaining from my prescription, and will
dispose of my TIRF medicine as soon as | no longer need it.

10) I understand that selling or giving away my TIRF medicine is against the

law.

11) | have asked my prescriber all the questions | have about my TIRF

medicine. If | have any additional questions or concerns in the future
about my treatment with my TIRF medicine, | will contact my prescriber.

12) | have reviewed the “Patient Privacy Notice for the TIRF REMS Access
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Program” and | agree to its terms and conditions which allow my
healthcare providers to share my health information, as defined in that
document, with the makers of TIRF medicines (TIRF Sponsors) and their
agents and contractors for the limited purpose of managing the TIRF
REMS Access program.

c. Prescribers are required to re-enroll every two (2) years. Additionally, prescribers must
re-counsel their patients and complete a new Patient-Prescriber Agreement Form every
two (2) years.

d. TIRF Sponsors will:

i. Ensure that prescriber enrolliment can successfully be completed via the TIRF REMS
Access website, or by mailing or faxing the forms.

ii. Ensure that, as part of the enrollment process, the following materials that are
part of the TIRF REMS Access program are available to prescribers. These
materials are appended:

e TIRF REMS Access Prescriber Program Overview
¢ TIRF REMS Access Education Program

¢ Knowledge Assessment

e Prescriber Enrollment Form

e Patient-Prescriber Agreement Form

¢ TIRF REMS Access Patient and Caregiver Overview

e Frequently Asked Questions (FAQS)
¢ TIRF REMS Access Website

iii. Ensure that prescribers have successfully completed the Knowledge
Assessment, and ensure that enrollment forms are complete before activating a
prescriber’s enrollment in the TIRF REMS Access program.

iv. Ensure that prescribers are notified when they are successfully enrolled in the
TIRF REMS Access program, and therefore, are certified to prescribe TIRF
medicines.

v. Monitor education and enrollment requirements for prescribers and may
inactivate non-compliant prescribers. Upon initial activation, prescribers remain
active until inactivation occurs or expiration of the enroliment period.

vi. Ensure that prior to the first availability of the TIRF REMS Access
program/website, Dear Healthcare Provider Letters will be sent. The target
audience for the letters will include pain management specialists (comprised of
anesthesiologists, physical medicine and rehabilitation physicians), primary care
physicians, oncologists, oncology nurse practitioners who treat breakthrough
pain in patients with cancer, and other appropriately licensed healthcare
professionals who prescribe TIRF medicines. The letter will include information
on the risks associated with the use of TIRF medicines and will explain to
healthcare providers that if they wish to treat patients using TIRF medicines, they
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must enroll in the TIRF REMS Access program. The letters will be available on
the TIRF REMS Access website for 1 year from the date of the mailing.

The Dear Healthcare Provider Letter is part of the TIRF REMS Access program and
is appended.

2. TIRF medicines will only be dispensed by pharmacies that are specially certified.

a. TIRF Sponsors will ensure that TIRF medicines will only be dispensed by certified
pharmacies. To become certified to dispense TIRF medicines, each pharmacy must be
enrolled in the TIRF REMS Access program.

b. Each pharmacy will be required to designate an authorized pharmacy representative
(chain and closed system outpatient pharmacies) or authorized pharmacist (independent
outpatient and inpatient pharmacies) to complete enrollment on behalf of the
pharmacy(s).

c. Forthe purposes of this REMS, there are different requirements for :
o Outpatient Pharmacies

I. Chain Outpatient Pharmacy: Retail, mail order or institutional outpatient
pharmacies having a chain headquarters that is responsible for ensuring
enrollment and training of the pharmacy staff of all associated outpatient
pharmacies. The chain headquarters will enroll multiple locations (i.e.: chain
stores) in the TIRF REMS Access program.

ii. Independent Outpatient Pharmacy: Retail, mail order, or institutional
outpatient pharmacies having an authorized pharmacy representative that is
responsible for ensuring enroliment and training of the pharmacy staff within
an individual outpatient pharmacy. Each store will individually enroll in the
TIRF REMS Access program as a single pharmacy location.

lii. Closed System Outpatient Pharmacy: Institutional or mail order outpatient
pharmacies that use a pharmacy management system that does not support
the process of electronically transmitting the validation and claim information
currently required by the TIRF REMS Access program.

¢ Inpatient pharmacies (e.g., hospitals, in-hospital hospices, and long-term care
facilities that dispense for inpatient use)

d. Chain and Independent Outpatient Pharmacy(s):

The authorized pharmacist/pharmacy representative must complete the following
requirements to enroll their chain or independent outpatient pharmacy:

i. Review the TIRF REMS Access Education Program (TIRF REMS Access
Education Program) and successfully complete the Knowledge Assessment.

ii. Ensure the pharmacy enables its pharmacy management system to support
communication with the TIRF REMS Access program system, using established
telecommunication standards, and runs the standardized validation test transaction
to validate the system enhancements.

Page 7 of 16
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iii. Complete and sign the Independent Outpatient Pharmacy Enrollment Form or the
Chain Outpatient Pharmacy Enrollment Form for groups of associated pharmacies.

Reference ID: 3863786

In

signing the Independent Outpatient Pharmacy Enrollment Form or Chain

Outpatient Pharmacy Enrollment Form, the authorized pharmacist is required to
acknowledge the following:

a)

b)

d)

f)

9)

h)

)

K)

I have reviewed the TIRF REMS Access Education Program, and | have
completed the Knowledge Assessment. | understand the risks and benefits
associated with TIRF medicines and the requirements of the TIRF REMS Access
program for pharmacies.

I will ensure that all pharmacy staff who participate in dispensing TIRF medicines
are educated on the risks associated with TIRF medicines and the requirements
of the TIRF REMS Access program, as described in the TIRF REMS Access
Education Program. This training should be documented and is subject to audit.

| understand that converting patients from one TIRF medicine to a different TIRF
medicine must not be done on a microgram-per-microgram basis. | understand
that TIRF medicines are not interchangeable with each other, regardless of route
of administration, and that conversion may result in fatal overdose, unless
conversion is done in accordance with labeled product-specific conversion
recommendations (refer to the list of currently approved TIRF products located
on the TIRF REMS Access website at
www. TIRFREMSaccess.com/TirfUl/ProductList. Note, a branded TIRF medicine
and its specific generic product(s) are interchangeable.

I understand that TIRF medicines are contraindicated for use in opioid non-
tolerant patients.

I understand that the initial starting dose of TIRF medicines for all patients is
the lowest dose, unless individual product labels provide product-specific
conversion recommendations, and | understand that patients must be titrated
individually.

I understand the importance of discussing the risks and benefits of TIRF
medicines with patients and their caregivers, and in particular the importance of
taking the drug as prescribed, not sharing with others, and proper disposal.

I understand that the product-specific Medication Guide must be given to
the patient or their caregiver each time a TIRF medicine is dispensed.

| understand that TIRF medicines will not be dispensed without verifying
through our pharmacy management system that the prescriber and pharmacy
are enrolled and active, and that the patient has not been inactivated in the
program.

I understand that ALL TIRF medicine prescriptions, regardless of the method
of payment, must be processed through our pharmacy management system.

| understand that all dispensing locations must be enrolled in the TIRF REMS
Access program to dispense TIRF medicines.

| understand that TIRF medicines can only be obtained from
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wholesalers/distributors that are enrolled in the TIRF REMS Access program.

I) I understand that our pharmacy will not sell, loan or transfer any TIRF
medicine inventory to any other pharmacy, institution, distributor, or
prescriber.

m) | understand that our pharmacy must re-enroll in the TIRF REMS Access program
and successfully complete the enroliment requirements every two (2) years.

n) | understand that TIRF medicines are only available through the TIRF REMS
Access program. | understand that the pharmacy must comply with the TIRF
REMS Access program requirements for outpatient pharmacies.

0) | understand that differences in pharmacy software may affect automation
capabilities for adjudicating prescriptions through the TIRF REMS Access
program without an insurance claim (i.e.: cash claim). If insurance is not used,
pharmacy staff must manually enter the REMS Cash BIN #014780 or the
designated chain pharmacy cash bin in order for the transaction to be properly
adjudicated through the TIRF REMS Access program.

Note: The ‘or the designated chain pharmacy cash bin’ language will not be included in
the attestation on the Independent Outpatient Pharmacy Enrollment Form

e. Closed System Outpatient Pharmacies:

The authorized pharmacist/pharmacy representative must complete the
following requirements to enroll their closed system outpatient pharmacy:

i. Review the TIRF REMS Access Education Program (TIRE REMS Access
Education Program) and successfully complete the Knowledge Assessment.

ii. Complete and sign the Closed System Outpatient Pharmacy Enrollment Form. In
signing the Closed System Outpatient Pharmacy Enrollment Form, the authorized
closed system outpatient pharmacy representative is required to acknowledge the
following:

a) | have reviewed the TIRF REMS Access Education Program, and | have
completed the Knowledge Assessment. | understand the risks and
benefits associated with TIRF medicines and the requirements of the
TIRF REMS Access program for pharmacies.

b) I will ensure that all pharmacy staff who participate in dispensing TIRF
medicines are educated on the risks associated with TIRF medicines and
the requirements of the TIRF REMS Access program, as described in the
TIRF REMS Access Education Program. This training should be
documented and is subject to audit.

¢) | understand that converting patients from one TIRF medicine to a different TIRF
medicine must not be done on a microgram-per-microgram basis. | understand
that TIRF medicines are not interchangeable with each other, regardless of route
of administration, and that conversion may result in fatal overdose, unless
conversion is done in accordance with labeled product-specific conversion
recommendations (refer to the list of currently approved TIRF products located
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on the TIRF REMS Access website at
www. TIRFREMSaccess.com/TirfUl/ProductList. Note, a branded TIRF medicine
and its specific generic product(s) are interchangeable.

d) | understand that TIRF medicines are contraindicated for use in opioid non-
tolerant patients.

e) | understand that the initial starting dose for TIRF medicines for all patients is
the lowest dose, unless individual product labels provide product-specific
conversion recommendations, and | understand that patients must be titrated
individually.

f) 1 understand the importance of discussing the risks and benefits of TIRF
medicines with patients and their caregivers, and in particular the importance
of taking the drug as prescribed, not sharing with others, and proper disposal.

g) | understand that the product-specific Medication Guide must be given to the
patient or their caregiver each time a TIRF medicine is dispensed.

h) | understand that a TIRF medicine will not be dispensed without obtaining a
TIRF REMS Access prescription authorization number issued by the TIRF
REMS Access program prior to dispensing the prescription. A TIRF REMS
Access prescription authorization number verifies that the prescriber and
pharmacy are enrolled and active, and that the patient has not been inactivated
from the program.

i) | understand that all dispensing locations must be enrolled in the TIRF
REMS Access program to dispense TIRF medicines

i) | understand that TIRF medicines can only be obtained from
wholesalers/distributors that are enrolled in the TIRF REMS Access
program.

k) | understand that our pharmacy will not sell, loan or transfer any TIRF
inventory to any other pharmacy, institution, distributor, or prescriber.

[) 1 understand that our pharmacy must re-enroll in the TIRF REMS Access
program every two (2) years.

m) | understand that TIRF medicines are only available through the TIRF
REMS Access program. | understand that the pharmacy must comply with
the TIRF REMS Access program requirements for outpatient closed system
pharmacies.

f. Inpatient Pharmacies:

The authorized pharmacist must complete the following requirements to
successfully enroll their inpatient pharmacy:

i. Review the TIRF REMS Access Education Program (TIRF REMS Access
Education Program) and successfully complete the pharmacy Knowledge
Assessment.

Page 10 of 16
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Complete and sign the Inpatient Pharmacy Enrollment Form. In signing the
Inpatient Pharmacy Enrollment Form, the authorized pharmacist is required to
acknowledge the following:

a)

b)

d)

f)

9)

h)

)

K)

I have reviewed the TIRF REMS Access Education Program, and | have
completed the Knowledge Assessment. | understand the benefits and
risks associated with TIRF medicines and the requirements of the TIRF
REMS Access program for pharmacies.

I will ensure that our inpatient pharmacists are educated on the risks
associated with TIRF medicines and the requirements of the TIRF REMS
Access program, as described in the TIRF REMS Access Education

Program.

| understand that converting patients from one TIRF medicine to a different TIRF
medicine must not be done on a microgram-per-microgram basis. | understand
that TIRF medicines are not interchangeable with each other, regardless of route
of administration, and that conversion may result in fatal overdose, unless
conversion is done in accordance with labeled product-specific conversion
recommendations (refer to the list of currently approved TIRF products located
on the TIRF REMS Access website at
www. TIRFREMSaccess.com/TirfUl/ProductList). Note, a branded TIRF medicine
and its specific generic product(s) are interchangeable.

I understand that TIRF medicines are contraindicated for use in opioid non-
tolerant patients.

| understand that the initial starting dose for TIRF medicines for all patients is
the lowest dose, unless individual product labels provide product-specific
conversion recommendations, and | understand that patients must be titrated
individually.

| understand that pharmacies within or associated with the healthcare facility
that dispense to outpatients must be separately enrolled in and comply with
the TIRF REMS Access program to dispense TIRF medicines to outpatients,
as described in section B.2.d, above.

| understand that our inpatient pharmacy must not dispense TIRF medicines
for outpatient use.

| understand that a prescriber who wants to discharge a patient with a TIRF
medicine prescription, intended to be dispensed by an outpatient pharmacy, will
be required to enroll in the TIRF REMS Access program, as described in section
B.1 of this REMS.

I will establish, or oversee the establishment of, a system, order sets,
protocols and/or other measures to help ensure appropriate patient selection
and compliance with the requirements of the TIRF REMS Access program.

| understand that our pharmacy will not sell, loan or transfer any TIRF
inventory to any other pharmacy, institution, distributor, or prescriber.

| understand that TIRF medicines can only be obtained from
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wholesalers/distributors that are enrolled in the TIRF REMS Access program.

I) I understand that our pharmacy must re-enroll in the TIRF REMS Access
program every two (2) years.

m) | understand that TIRF medicines are available only through the TIRF
REMS Access program. | understand and agree to comply with the TIRF
REMS Access program requirements for inpatient pharmacies.

g. Pharmacies (authorized pharmacist) are required to re-enroll every two (2) years.

h. TIRF Sponsors will:

Vi,

Vii.

viil.

Reference ID: 3863786

Ensure that pharmacy enrollment can successfully be completed via the TIRF REMS
Access website, by mailing or faxing the forms.

Ensure that, as part of the enrollment process, the following materials that are part of
the TIRF REMS Access program are available to pharmacies. These materials are
appended:

e The TIRF REMS Access Program Overview (Independent Outpatient
Pharmacy, Chain Outpatient Pharmacy, Closed System Outpatient Pharmacy
or Inpatient Pharmacy, as applicable)

e TIRF REMS Access Education Program

e Knowledge Assessment

e Pharmacy Enrollment Form (Independent Outpatient, Chain Outpatient,
Closed System Outpatient, or Inpatient, as applicable)

e Frequently Asked Questions (FAQS)
e TIRF REMS Access Website

Ensure that all enrollment forms are complete, and that the authorized pharmacist
has successfully completed the Knowledge Assessment before activating a
pharmacy’s enroliment in the TIRF REMS Access program.

For chain and independent outpatient pharmacies only, TIRF Sponsors will also
ensure that the configurations to the pharmacy management system have been
validated before enrolling a pharmacy in the TIRF REMS Access program.

For closed system outpatient pharmacies only, TIRF Sponsors will ensure that,
prior to authorizing a pharmacy’s enrollment as a closed system outpatient
pharmacy, the pharmacy meets the requirements of being deemed a closed system
outpatient pharmacy (see 11.B.2.c)

Ensure that pharmacies are notified when they are successfully enrolled in the TIRF
REMS Access program, and therefore, certified to dispense TIRF medicines.

Monitor education and enrollment requirements for pharmacies and inactivate non-
compliant pharmacies. Upon initial activation of enrollment, pharmacies remain
active until a corrective action of inactivation occurs or expiration of the enrollment
period.

Ensure that prior to first availability of the TIRF REMS Access program/website, Dear
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Pharmacy Letters will be sent (one for inpatient pharmacies and one for outpatient
pharmacies). The target audience for the letter will include outpatient and inpatient
pharmacies that dispense Schedule Il drugs and may be involved in dispensing TIRF
medicines. The letter will include information on the risks associated with the use of
TIRF medicines and the requirements of the TIRF REMS Access program. The letter
will be available on the TIRF REMS Access website for 1 year from the date of the
mailing.

The Dear Pharmacy Letters (Outpatient_ and Inpatient) are part of the TIRF REMS
Access program. These materials are appended.

3. TIRF medicines will only be dispensed for outpatient use with evidence or other
documentation of safe-use conditions.

a. TIRF Sponsors will ensure that TIRF medicines will only be dispensed for outpatient use
if there is documentation in the TIRF REMS Access program system that the dispensing
pharmacy and prescriber are enrolled and active, and the patient is not inactive in the
TIRF REMS Access program.

b. Patients are passively enrolled in the TIRF REMS Access program when their first TIRF
medicine prescription is processed at the pharmacy. Patients may continue to receive
TIRF medicines while passively enrolled, for up to ten working days, as described in
section II.C.5. Prescribers and outpatient pharmacies (including closed system
outpatient pharmacies) are enrolled, as previously described in sections B.1 and B.2,
respectively.

c. For chain and independent outpatient pharmacies: Prior to dispensing TIRF
medicines, enrolled outpatient pharmacies will electronically verify documentation of the
required enrollments by processing the TIRF prescription through their pharmacy
management system.

i. If the required enrollments are verified, a unique authorization code will be issued to
allow processing and dispensing of the prescription to the patient.

ii. If one or more of the required enrollments cannot be verified, the TIRF REMS
Access program system will reject the prescription (prior to a claim being forwarded
to the payer) and the pharmacy will receive a rejection notice.

d. For closed system outpatient pharmacies: prior to dispensing TIRF medicines,
enrolled closed system outpatient pharmacies will verify documentation of the required
enrollments by contacting the TIRF REMS Access program at 1-866-822-1483, or via
fax, and providing the required information from the TIRF prescription.

i. If the required enrollments are verified, the TIRF REMS Access program will provide
a unique authorization code to allow processing and dispensing of the prescription to
the patient.

ii. If one or more of the required enroliments cannot be verified, a rejection reason, and
information regarding how to resolve the rejection, will be provided.

e. Following initial activation, patient PPAFs remain active until a trigger for inactivation
occurs. Triggers for PPAF inactivation include:

i. The patient has not filled a prescription for more than six (6) months.
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i. The PPAF has expired.
iii. The patient is deceased.
Iv. The patient chooses to no longer participate in the TIRF REMS Access program.

f. If an active patient transfers from an enrolled prescriber to a non-enrolled or inactive
prescriber, the TIRF REMS Access program cannot fill the prescription for TIRF
medicines until the new prescriber is active in the TIRF REMS Access program.

g. A patient may have more than one current prescriber (e.g., pain management specialist,
primary care physician) provided that prescriptions for TIRF medicines are not for the
same or overlapping period of treatment.

h. Documentation and verification of safe-use conditions are not required for prescriptions
ordered within an inpatient healthcare setting and given to an inpatient.

C. Implementation System

1. TIRF Sponsors will ensure that wholesalers/distributors who distribute TIRF medicines
are enrolled in the TIRF REMS Access program and comply with the program
requirements for wholesale distributors.

2. The wholesaler/distributor enrollment process is comprised of the following steps that
must be completed by the distributor’s authorized representative, prior to receiving TIRF
medicine inventory for distribution:

a. Review the distributor TIRF REMS Access program materials

b. Complete and sign the Distributor Enrollment Form and send it to the TIRF Sponsors
(by fax or mail). In signing the Distributor Enrollment Form, each
wholesaler/distributor is required to indicate they understand that TIRF medicines are
available only through the TIRF REMS Access program and acknowledges that they
must comply with the following program requirements:

i. The Wholesaler/Distributor will ensure that relevant staff are trained on the TIRF
REMS Access program procedures and will follow the requirements of the TIRF
REMS Access program.

ii. The Wholesaler/Distributor will ensure that TIRF medicines are only distributed to
pharmacies whose enrollment has been validated in the TIRF REMS Access
program.

iii. The Wholesaler/Distributor will provide complete, unblinded and unblocked data
(i.,e. EDI 867 transmission) to the TIRF REMS Access program including
information on shipments to enrolled pharmacies.

iv. The Wholesaler/Distributor will cooperate with periodic audits or non-compliance
investigations to ensure that TIRF medicines are distributed in accordance with
the program requirements.

c. TIRF Sponsors will ensure that all forms are complete prior to enrolling a distributor
in the TIRF REMS Access program.

d. TIRF Sponsors will notify distributors when they are enrolled in the TIRF REMS
Access program and, therefore, able to distribute TIRF medicines.
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e. Upon initial activation, distributors remain active until an action of inactivation occurs,
expiration of the enrollment period, or failure to comply with the pharmacy enrollment
verification obligations. If a previously active distributor becomes inactive, the
distributor may become active again by completing the distributor enrollment process
in its entirety.

f. Distributors will be re-educated and re-enrolled in the TIRF REMS Access program
every two (2) years.

g. The following distributor materials are part of the TIRF REMS Access program.
These materials are appended:

e Dear Distributor Letter
e Distributor Enrollment Form
e Frequently Asked Questions

3. TIRF Sponsors will maintain a database of all enrolled entities (prescribers, pharmacies,
patients, and distributors) and their status (i.e. active or inactive), and will monitor and
evaluate implementation of the TIRF REMS Access program requirements.

4. For chain and independent outpatient pharmacies, TIRF Sponsors will develop a
TIRF REMS Access program system that uses existing pharmacy management systems
that allow for the transmission of TIRF REMS Access information using established
telecommunication standards. The TIRF REMS Access program system will incorporate
an open framework that allows a variety of distributors, systems vendors, pharmacies,
and prescribers to participate, and that is flexible enough to support the expansion or
modification of the TIRF REMS Access program requirements, if deemed necessary in
the future.

5. For closed system outpatient pharmacies, TIRF Sponsors will develop a system to
allow enrollment and verification of safe use conditions through a telephone system
and/or fax. TIRF Sponsors will monitor distribution data and prescription data to ensure
that only actively enrolled distributors are distributing, actively enrolled pharmacies are
dispensing, and actively enrolled prescribers for outpatient use are prescribing TIRF
medicines. Additionally, TIRF Sponsors will monitor to ensure that, when dispensing in
an outpatient setting, TIRF medicines are only being dispensed to actively enrolled
patients of actively enrolled prescribers. Corrective action or inactivation will be instituted
by TIRF Sponsors if non-compliance is found.

6. TIRF Sponsors will monitor prescribers’ compliance with the requirement to complete a
Patient-Prescriber Agreement Form with each TIRF patient, and to submit it to the TIRF
REMS Access program within ten (10) working days. A maximum of three prescriptions
are allowed within 10 working days from when the patient has their first prescription
filled. No further prescriptions will be dispensed after the 10 working day window until a
completed Patient-Prescriber Agreement Form is received. This will be accomplished by
reconciling the Patient-Prescriber Agreements submitted to the TIRF REMS Access
program with patient enrollment data captured through the pharmacy management
system for chain and independent outpatient pharmacies or through the call center
for closed system outpatient pharmacies.

7. TIRF Sponsors will monitor and evaluate all enrolled outpatient pharmacies (including
closed system outpatient pharmacies), distributors, and the TIRF REMS Access
program vendors to validate the necessary system upgrades and ensure the program is
implemented as directed.
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8. TIRF Sponsors will evaluate enrolled inpatient pharmacies’ compliance with the TIRF
REMS Access program requirements through surveys.

9. TIRF Sponsors will maintain a call center to support patients, prescribers, pharmacies,
and distributors in interfacing with the TIRF REMS Access program.

10. TIRF Sponsors will ensure that all materials listed in or appended to the TIRF REMS
Access program will be available through the TIRF REMS Access program website
www.TIRFREMSaccess.com or by calling the TIRF REMS Access call center at 1-866-
822-1483.

11. TIRF Sponsors will notify pharmacies, prescribers, and distributors of forthcoming
enrollment expiration and the need to re-enroll in the TIRF REMS Access program.
Notifications for patients will be sent to the patient’s prescriber.

12. If there are substantive changes to the TIRF REMS Access program, TIRF Sponsors will
update all affected materials and notify pharmacies, prescribers, and distributors of the
changes, as applicable. Notifications for patients will be sent to the patient’s prescriber.
Substantive changes to the TIRF REMS Access program are defined as:

a. Significant changes to the operation of the TIRF REMS Access program.

b. Changes to the Prescribing Information and Medication Guide that affect the risk-
benefit profile of TIRF medicines.

13. Based on monitoring and evaluation of the REMS Elements to Assure Safe Use, TIRF
Sponsors will take reasonable steps to improve implementation of these elements and to
maintain compliance with the TIRF REMS Access program requirements, as applicable.

lll. TIMETABLE FOR SUBMISSION OF ASSESSMENTS

TIRF NDA Sponsors will submit REMS Assessments to the FDA at 6 and 12 months from the
date of the initial REMS approval, and annually thereafter. To facilitate inclusion of as much
information as possible, while allowing reasonable time to prepare the submission, the reporting
interval covered by each assessment should conclude no earlier than 60 days before the
submission date for that assessment. TIRF NDA Sponsors will submit each assessment so that
it will be received by the FDA on or before the due date.
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The TIRF REMS Access Program — An Overview for Prescribers

The Transmucosal Immediate Release Fentanyl
(TIRF) REMS Access Program

An Overview for Prescribers

To prescribe TIRF medicines for outpatient use, Prescribers must
enroll in the TIRF REMS Access program.

What is the TIRF REMS Access Program?

The TIRF REMS (Risk Evaluation and Mitigation Strategy) Access program is
designed to ensure informed risk-benefit decisions before initiating treatment and,
while patients are on treatment to ensure appropriate use of TIRF medicines. TIRF
medicines are available only through a restricted distribution program required by
the Food and Drug Administration (FDA), because of the risk for misuse, abuse,
addiction, overdose, and serious complications due to medication errors. A list of
TIRF medicines available through the TIRF REMS Access program is located on the
TIRF Products web page at www.TIRFREMSaccess.com/TirfUl/ProductList.

How does the TIRF REMS Access program work?

The TIRF REMS Access program requires pharmacies, prescribers, patients and
wholesalers to enroll in the program in order to utilize TIRF medications. The
supply of TIRF medicines to pharmacies is controlled by enrolled distributors, who
will verify the current enrollment status of the pharmacy prior to shipment of TIRF
medicines. Pharmacies are required to verify the prescriber and the patient are
enrolled in the TIRF REMS Access program before dispensing any TIRF medication.

NOTE: There are different requirements for inpatient prescribers that only prescribe
TIRF medicines for inpatient use. For inpatient administration (e.g. hospitals, in-
hospital hospices, and long-term care facilities that prescribe for inpatient use), of
TIRF medicines, patient and prescriber enrollment in the TIRF REMS Access
program is not required. Only the inpatient pharmacy and distributors are required
to be enrolled to be able to order and dispense TIRF medicines for inpatient use.
Inpatient pharmacies may not dispense TIRF medicines for outpatient use.
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The TIRF REMS Access Program — An Overview for Prescribers

Overview of the TIRF REMS Access Program for Prescribing to Outpatients:
Steps for Enrollment and Program Requirements

Prescriber Education & Enrollment (Outpatient Use)

All enrollment activities can be completed at www.TIRFREMSaccess.com

If 1 have previously enrolled in an individual TIRF REMS program do |1 need
to enroll in the shared TIRF REMS Access Program?

All prescriber enrollment information was transferred from the individual TIRF REMS
to the TIRF REMS Access program on March 12, 2012.

You will be required to re-enroll in the shared TIRF REMS two (2) years after your
last enrollment in an individual REMS program if you wish to continue dispensing
these products. You will be notified by the TIRF REMS Access program in advance
of the need to re-enroll.

The following three sections provide detailed information on the Enrollment Process
(Section 1), the Patient Program Requirements (Section 2), and the Prescribing
Process (Section 3) for outpatient prescribing of TIRF medicines.

Section 1: Enrollment Process

Summary of Enrollment Process
1. Create an account and complete registration at www.TIRFREMSaccess.com.
2. Complete the TIRF REMS Access Education Program and Knowledge
Assessment.
3. Complete and submit a Prescriber Enrollment form.

Detailed Enrollment Process

Step 1: Create an account and complete registration at
www.TIRFREMSaccess.com

* Create an account and complete registration at www.TIRFREMSaccess.com.

How do 1 create an account and complete the TIRF REMS Access

registration on-line?

e Select the ‘Create My Account’ button on the home page

« Complete the Create Account Information section

e Select ‘No’ if you have not submitted an enrollment form via fax at the
‘Already enrolled via Fax and have an enrollment ID?’ question

* Create User ID and Password and select ‘Create My Account’

e Select ‘Prescriber’ as the option to best describe you and select ‘Continue’
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The TIRF REMS Access Program — An Overview for Prescribers

« Complete required fields on the Prescriber Registration page and select
‘Submit’ to continue

« Complete required fields in the ‘Site Information’ section by adding your
site and select ‘Submit’

Step 2: Complete the TIRF REMS Access Education Program and Knowledge
Assessment

How do I complete the TIRF REMS Access Education Program by fax?

 Review the TIRF REMS Access Education Program. A printable version of the
TIRF REMS Access Education Program is available online at
www.TIRFREMSaccess.com or by contacting the TIRF REMS Access call
center at 1-866-822-1483.

e Once you have reviewed the Education Program complete the Knowledge
Assessment and submit by fax to 1-866-822-1487.

e The TIRF REMS Access program will notify you of the status of your
Knowledge Assessment via your indicated preferred method of
communication (fax or e-mail).

How do | complete the TIRF REMS Access Education Program online?

e Select the ‘Start the TIRF REMS Access Education Program’ to proceed to the
training upon completion of registration

e Select ‘Go To Knowledge Assessment’, complete the Knowledge Assessment,
and select ‘Submit Assessment’

e A Knowledge Assessment Confirmation Code will be provided once the
assessment is completed successfully

e Select ‘Complete Enrollment’ to continue

Step 3: Complete and submit Prescriber Enrollment

e To finalize enrollment in the TIRF REMS Access program complete Prescriber
Enrollment.

e If you are unable to enroll online, please call the TIRF REMS Access program
call center at 1-866-822-1483 for further assistance.

How do I complete the TIRF REMS Access Enrollment on-line?

e Upon successful completion of the TIRF REMS Access Education Program and
Knowledge Assessment, you will be prompted to review the demographic
information previously submitted, read the TIRF REMS Access attestation and
enter your electronic signature, today’s date, and check the attestation box
before clicking ‘Submit’.

NOTE: You are required to re-enroll every two (2) years. You will be notified by the
TIRF REMS Access program in advance of the need to re-enroll.
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The TIRF REMS Access Program — An Overview for Prescribers

Section 2: Patient Program Requirements
Summary of Patient Program Requirements

1. ldentify appropriate patients

2. Counsel patients

3. Complete and submit the TIRF REMS Access Program Patient-Prescriber
Agreement Form

Detailed Patient Program Requirements Process
Step 1: Identify appropriate patients

* ldentify appropriate patients based on the guidance provided in the TIRF
REMS Access Education Program and the product-specific Full Prescribing
Information. Full Prescribing Information is available on-line at
www.TIRFREMSaccess.com or by contacting the TIRF REMS Access call
center at 1-866-822-1483.

Step 2: Counsel Patients

e Counsel the patient about the benefits and risks of TIRF medicines and
together review the appropriate product-specific Medication Guide. A Patient
and Caregiver Overview is available online at www.TIRFREMSaccess.com or
by contacting the TIRF REMS Access call center at 1-866-822-1483.

Step 3: Complete and submit the TIRF REMS Access Patient-Prescriber
Agreement Form

e Complete the TIRF REMS Access Program Patient-Prescriber Agreement
Form, for each new patient, which must be signed by both you and your
patient (not required for inpatients).

NOTE: A prescriber must be enrolled in the TIRF REMS Access program to
submit a Patient-Prescriber Agreement Form for a patient.

How do 1 complete the TIRF REMS Access Patient-Prescriber
Agreement Form by fax?

* Obtain a TIRF REMS Access Patient-Prescriber Agreement Form. A printable
version of the Patient-Prescriber Agreement Form is available on-line at
www.TIRFREMSaccess.com or by contacting the TIRF REMS Access call
center at 1-866-822-1483.

* Review the TIRF REMS Access Patient-Prescriber Agreement Form with your
patient.

 Complete Prescriber required fields.

* Have the patient or caregiver complete the patient required fields.

* Submit Patient-Prescriber Agreement Form by fax to 1-866-822-1487.
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The TIRF REMS Access Program — An Overview for Prescribers

How do 1 complete the TIRF REMS Access Patient-Prescriber
Agreement Form online?

e Log in to the TIRF REMS Access program from the home page by entering in
your User ID and Password
e Select the heading labeled ‘My Account’
* Select the ‘PPAF’ link
* Review the TIRF REMS Access Patient-Prescriber Agreement Form
» Enter your electronic signature, today’s date, and check the attestation box
e Enter the required patient information
* Have the patient enter their electronic signature, today’s date, and check the
attestation box
o (NOTE: |If applicable, a Patient Representative can enter in their
information in the required section on behalf of the patient)
* Print off two copies of the form by selecting the ‘Print’ button
e Provide one copy to the patient and keep one for your records
e Select the ‘Submit’ button to submit the PPAF for the patient
* You can print the confirmation by selecting the ‘Print Confirmation’ button

Section 3: Summary of Prescribing Process

1. Write TIRF medicine prescription.
2. Help patient find an enrolled pharmacy.

Detailed Prescribing Process

Step 1: Write TIRF medicine prescription

* Write a prescription for the appropriate TIRF medicine.

Step 2: Help patient find an enrolled pharmacy

e Help each patient find pharmacies which are enrolled in the TIRF REMS
Access program. A list of enrolled pharmacies can be found on
www.TIRFREMSaccess.com, or by calling 1-866-822-1483.

 Inform patients that they can also find a participating pharmacy by calling
the TIRF REMS Access program at 1-866-822-1483.

Reporting Adverse Events and Monitoring

To report any adverse events including the misuse, abuse, addiction, or overdose of
TIRF medication contact:

e TIRF REMS Access program at 1-866-822-1483 and/or
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The TIRF REMS Access Program — An Overview for Prescribers

FDA MedWatch program by phone at 1-800-FDA-1088 or online at
www.fda.gov/medwatch/report.htm

If you have any questions, need additional information, or need additional
copies of any TIRF REMS Access documents, please \visit
www.TIRFREMSaccess.com, or call the TIRF REMS Access program at 1-

866-822-1483.
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The TIRF REMS Access Program: Knowledge Assessment

Transmucosal Immediate Release Fentanyl (TIRF) REMS
Knowledge Assessment, |

Al

For real-time processing of this Knowledge Assessment, please go
www.TIRFREMSaccess.com.

To submit this form via fax, please answer all questions below, fill in the fields at
bottom of the form, and fax all pages to 1-866-822-1487. You will receive enrollm
confirmation via email or fax., |

Question 1

The patients described are all experiencing breakthrough pain, but ONE is not an
appropriate patient for a TIRF medicine. Which patient should not receive a TIRF
medicine?

Select one option

A. 12 year old sarcoma patient, using transdermal fentanyl for her underlying persistent
cancer pain.

B. Adult female with advanced breast cancer; on 60 mg of oral morphine daily for the past 4
weeks.

C. Adult male with advanced lung cancer, his underlying persistent pain is managed with 25
mcg/hour transdermal fentanyl patches for the past 3 months.

D. Adult male with multiple myeloma who has bone pain currently managed with 50 mg oral
oxymorphone daily for the last 2 weeks.

Question 2

The patients described are experiencing breakthrough pain. A TIRF medicine is NOT
appropriate for one of them. Which patient should not receive a TIRF medicine?
Select one option.

A. Adult male with advanced lung cancer; underlying persistent cancer pain managed with
25 mcg/hour transdermal fentanyl patches for the past 2 months.

B. Adult female with localized breast cancer; just completed a mastectomy and
reconstructive surgery; persistent cancer pain managed with 30 mg oral morphine daily for
the past 6 weeks.

C. Adult male patient with advanced prostate cancer who, over the last 2 weeks, has been
prescribed 100 mg oral morphine daily for pain due to bone metastasis.

D. Adult female with advanced sarcoma who has been taking a daily dose of 12 mg oral
hydromorphone for the last 3 weeks.

DEA Number or Chain ID:
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The TIRF REMS Access Program: Knowledge Assessment

Question 3

Certain factors may increase the risk of abuse and/or diversion of opioid
medications. Which of the following is most accurate?
Select one option.

oCow>

A history of alcohol abuse with the patient or close family members.
The patient has a household member with a street drug abuse problem.
The patient has a history of prescription drug misuse.

All of the above.

Question 4

A patient is already taking a TIRF medicine but wants to change their medicine.
His/her doctor decides to prescribe a different TIRF medicine (that is not a
bioequivalent generic version of a branded product) in its place. How should the
prescriber proceed?

Select one option.

A.

B.

The prescriber can safely convert to the equivalent dosage of the new TIRF medicine as it
has the same effect as other TIRF medicines.

The prescriber must not convert from the equivalent TIRF medicine dose to another TIRF
medicine because they have different absorption properties and this could result in a
fentanyl overdose.

Convert from the other TIRF medicine to the new TIRF medicine at half of the dose.

The prescriber should base the starting dose of the newly prescribed TIRF medicine on
the dose of the opioid medicine used for their underlying persistent cancer pain.

Question 5
A patient is starting titration with a TIRF medicine. What dose must they start with?
Select one option.

A.

B.
C.

D.

An appropriate dose based on the dose of the opioid medicine used for underlying
persistent cancer pain.

The dose that the prescriber believes is appropriate based on their clinical experience.
The lowest available dose, unless individual product Full Prescribing Information
provides product-specific guidance.

The median available dose.

Question 6

A prescriber has started titrating a patient with the lowest dose of a TIRF
medicine. However, after 30 minutes, the breakthrough pain has not been
sufficiently relieved. What should they advise the patient to do?

Select one option.

A.
B.
C.

Take another (identical) dose of the TIRF medicine immediately.

Take a dose of an alternative rescue medicine.

Provide guidance based on the product-specific Medication Guide because the
instructions are not the same for all TIRF medicines.

Double the dose and take immediately.

DEA Number or Chain ID:
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The TIRF REMS Access Program: Knowledge Assessment

Question 7

A patient is taking a TIRF medicine and the doctor would like to prescribe erythromycin,
a CYP3Ad inhibitor. Which of the following statements is true?

Select one option.

A. The patient can't be prescribed erythromycin, because using it at the sametime as a
TIRF medicine could be fatal.

B. Use of a TIRF medicine with a CYP3A4 inhibitor may require dosage adjustment; carefully
monitor the patient for opioid toxicity, otherwise such use may cause potentially fatal
respiratory depression.

C. There is no possible drug interaction between CYP3A4 inhibitors and TIRF medicines.

D. The dose of the TIRF medicine must be reduced by one half if a CYP3A4 inhibitor is
prescribed in the same patient.

Question 8

Before initiating treatment with a TIRF medicine, prescribers must review the
Medication Guide with the patient. Which of the following counseling statements is not
correct?

Select one option.

A. TIRF medicines contain fentanyl in an amount that could be fatal to children of all ages, in
individuals for whom they were not prescribed, and in those who are not opioid tolerant.

B. Inform patients that TIRF medicines must not be used for acute or postoperative pain, pain
from injuries, headache/migraine, or any other short-term pain.

C. Instruct patients that, if they stop taking their around-the-clock opioid medicine, they can
continue to take their TIRF medicine.

D. Instruct patients to never share their TIRF medicine with anyone else, even if that person
has the same symptoms.

Question 9

There is a risk of fatal overdose with inappropriate use of TIRF medicines. Which one
of the following answers is most accurate?

Select one option.

TIRF medicines can be fatal if taken by children.

TIRF medicines can be fatal if taken by anyone for whom it is not prescribed.
TIRF medicines can be fatal if taken by anyone who is not opioid-tolerant.
All of the above.

OCow>

Question 10

Which one of the following statements is most accurate regarding the safe storage and
disposal of TIRF medicines?

Select one option.

A. TIRF medicines should be kept in a safe place and out of the reach of children.

B. TIRF medicines should be protected from theft.

C. Dispose of partially used or unneeded TIRF medicine by following the TIRF medicine-
specific procedure specified in the Medication Guide.

D. All of the above.

DEA Number or Chain ID:
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The TIRF REMS Access Program: Knowledge Assessment

Question 11

Conversion between specific TIRF medicines has been established and is described in
the Prescribing Information for which products?

Select one option.

Actiqg to Abstral
Actiq to Fentora
Actiq to Subsys
All of the above

CoOow>

Prescriber / Authorized Pharmacy Representative

DEA Number

Chain ID (if applicable)

DEA Number or Chain ID:

Reference ID: 3863786
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The TIRF REMS Access Program: Prescriber Enroliment Form

The Transmucosal Inmediate Release Fentanyl (TIRF) REMS Access Program
Prescriber Enrollment Form |

r real-time processing of enroliment, please go to www.TIRFREMSaccess.com.

submit this form via fax, please complete all required fields below and fax pages 1, 2 and
66-822-1487. Please note, you must review the TIRF REMS Access Education Program
cessfully complete the Knowledge Assessment to complete enroliment. If you have
mpleted the Knowledge Assessment online, please include it with this enroliment form. You
eceive enrollment confirmation via email or fax., | |

AALT

understand that TIRF medicines are only available through the TIRF REMS (Risk Evaluation an
itigation Strategy) Access program and that | must comply with the program requirements. In addition,
cknowledge that:

1.

| have reviewed the TIRF REMS Access Education Program, including the Full Prescribing Information for eac
TIRF medicine, and | have completed the Knowledge Assessment. | understand the responsible use conditio,
or TIRF medicines and the risks and benefits of chronic opioid therapy.

nderstand that TIRF medicines can be abused and that this risk should be considered when prescribin
ensing TIRF medicines in situations where | am concerned about an increased risk of misuse, abu
ose, whether accidental or intentional.

rstand that TIRF medicines are indicated only for the management of breakthrough pain in pati
who are already receiving, and who are tolerant to, around-the-clock opioid therapy for their
t pain.

nd that TIRF medicines are contraindicated for use in opioid non-tolerant patients, and
can occur at any dose.

d that TIRF medicines must not be used to treat any contraindicated conditions descri
Information, such as acute or postoperative pain, including headache/migraine.

d that converting patients from one TIRF medicine to a different TIRF medicine must
per-microgram basis. | understand that TIRF medicines are not interchangeable with
f route of administration, and that conversion may result in fatal overdose, unless co
ce with labeled product-specific conversion recommendations (refer to the list of cur
cts located on the TIRF REMS Access website at www.TIRFREMSaccess.com/Tirf
nded TIRF medicine and its specific generic product(s) are interchangeable.

d that the initial starting dose for TIRF medicines for all patients is the lowest dose, u
els provide product-specific conversion recommendations, and | understand that pati
ividually.

de a Medication Guide for the TIRF medicine | intend to prescribe to my patient or their
ith them. If | convert my patient to a different TIRF medicine, the Medication Guide for t
will be provided to, and reviewed with my patient or their caregiver.

plete and sign a TIRF REMS Access Patient-Prescriber Agreement (PPAF) with each ne
writing the patient’s first prescription for a TIRF medicine, and renew the agreement every twi
rovide a completed, signed copy of the Patient-Prescriber Agreement (PPAF) to the patient an
for my records. | will also provide a completed, signed copy to the TIRF REMS Access program (th
F REMS Access website or by fax) within ten (10) working days.

t all follow-up visits, | agree to assess the patient for appropriateness of the dose of the TIRF medicine,
signs of misuse and abuse.

Prescriber Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS |

Reference ID: 3863786
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The TIRF REMS Access Program: Prescriber Enroliment Form

12. I understand that TIRF medicines are only available through the TIRF REMS Access program. | understand an
agree to comply with the TIRF REMS Access program requirements for prescribers.

3. | understand that | must re-enroll in the TIRF REMS Access program and successfully complete the enroll

requirements every two (2) years.

rescriber Information:

rescriber Signature* Date*

irst Name* Last Name* Credentials

State License Number*

State Issued*
DEA Number*
National Provider Identifier (NPI)*

ZIP*
Number*
equired Fields
Preferred Method of Communication (please select one): O Fax O Email

If you have additional practice sites, state licenses or DEA numbers that you may use when
prescribing TIRF medicines, please provide the information requested below.

Prescriber Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS |

Reference ID: 3863786
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The TIRF REMS Access Program: Prescriber Enroliment Form

Additional Prescriber Information (All Fields Required)

Site Name*

Address*

City*

State*

Phone Number*

Fax Number*

*Required Fields

State License Number*

State Issued*

DEA Number*

Site Name*

Address*

City*

State*

Phone Number*

Fax Number*

*Required Fields

State License Number*

State Issued*
DEA Number*

Site Name*

Address*

City*

State*

Phone Number*

Fax Number*

*Required Fields

State License Number*

State Issued*
DEA Number*

If you have any questions or require additional information or further copies of any TIRF
REMS Access documents, please visit either www.TIRFREMSaccess.com, or call the TIRF
REMS Access program at 1-866-822-1483.

Prescriber Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS

Reference ID: 3863786
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The TIRF REMS Access Program: Patient-Prescriber Agreement Form

The Transmucosal Inmediate Release Fentanyl (TIRF) REMS Access Program
Patient-Prescriber Agreement Form,

For real-time processing of the Patient Prescriber Agreement Form go to www.TIRFREMSaccess.com.

To submit this form via fax, please complete all required fields below and fax all pages to 1-866-822-
1487,

As the prescriber of any TIRF medicine in this TIRF REMS (Risk Evaluation and Mitigation Strategy)
Access program, | acknowledge that:

1.

| understand that TIRF medicines are indicated only 6.
for the management of breakthrough pain in patients
with cancer, who are already receiving, and who are
tolerant to, around the clock opioid therapy for their
underlying persistent pain.

| understand that TIRF medicines are contraindicated 7.
for use in opioid non-tolerant patients, and know that
fatal overdose can occur at any dose.

I understand that patients considered opioid-tolerant
are those who are regularly taking at least: 60 mg oral
morphine/day; 25 micrograms 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.

. | have provided to, and reviewed with, my patient or

their caregiver the Medication Guide for the TIRF
medicine | intend to prescribe.

. If I change my patient to a different TIRF medicine, |

will provide the Medication Guide for the new TIRF
medicine to my patient or my patient’s caregiver, and |
will review it with them.

| understand that if | change my patient to a different

TIRF medicine, the initial dose of that TIRF medicine

for all patients is the lowest dose, unless individual

product labels provide product-specific conversion
recommendations.

| have counseled my patient or their caregiver about the

risks, benefits, and appropriate use of the TIRF medicine

including communication of the following safety
messages:

a. If you stop taking your around-the-clock pain medicine, you
must stop taking your TIRF medicine.

b. NEVER share your TIRF medicine.

c. Giving a TIRF medicine to someone for whom it has not
been prescribed can result in a fatal overdose.

d. TIRF medicines can be fatal to a child; used and unused
dosage units must be safely stored out of the reach of
children living in or likely to visit the home and disposed of
in accordance with the specific disposal instructions
detailed in the product’s Medication Guide.

Prescriber (*Required Fields):

Prescriber Signature* Date

First Name* Last Name*

DEA Number* National Provider Identifier (NPI)*
Fax*

Prescriber Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS

Reference ID: 3863786
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The TIRF REMS Access Program: Patient-Prescriber Agreement Form

As the patient being prescribed a TIRF medicine, or a legally authorized representative, | acknowledge

that:

1. My prescriber has given me a copy of the Medication 7. | agree that | will never give my TIRF medicine to
Guide for the TIRF medicine | have been prescribed, anyone else, even if they have the same symptoms,
and has reviewed it with me. since it may harm them or even cause death.

2. | understand that TIRF medicines should only be taken 8. | will store my TIRF medicine in a safe place away from
by patients who are regularly using another opioid, children and teenagers because accidental use by a
around-the-clock, for constant pain. If | am not taking child, or anyone for whom it was not prescribed, is a
around-the-clock opioid pain medicine, my prescriber medical emergency and can cause death.
and | have discussed the risks of only taking TIRF 9. | have been instructed on how to properly dispose of my
medicines. partially used or unneeded TIRF medicine remaining

3. | understand that if | stop taking my around-the-clock from my prescription, and will dispose of my TIRF
opioid pain medicine for my constant pain, | must stop medicine properly as soon as | no longer need it.
taking my TIRF medicine. 10. | understand that selling or giving away my TIRF

4. | understand how | should take this TIRF medicine, medicine is against the law.
including how much | can take, and how often | can 11. | have asked my prescriber all the questions | have
take it. If my prescriber prescribes a different TIRF about my TIRF medicine. If | have any additional
medicine for me, | will ensure | understand how to take guestions or concerns in the future about my treatment
the new TIRF medicine. with my TIRF medicine, | will contact my prescriber.

5. I understand that any TIRF medicine can cause serious 12. | have reviewed the “Patient Privacy Notice for the TIRF
side effects, including life-threatening breathing REMS Access Program” below and | agree to its terms
problems which can lead to death, especially if | do not and conditions which allow my healthcare providers to
take my TIRF medicine exactly as my prescriber has share my health information, as defined in this document
directed me. to the makers of TIRF medicines (TIRF Sponsors) and

6. | agree to contact my prescriber if my TIRF medicine their agents and contractors for the limited purpose of
does not relieve my pain. | will not change the dose of managing the TIRF REMS Access program.
my TIRF medicine myself or take it more often than my
prescriber has directed.

Patient (*Required Fields):

Signature* Date*

First Name* Last Name*

Date of Birth (MM/DD/YYYY)* Phone Number

State* ZIP*

Patient Representative (if required):

Signature*
First Name*
Relationship to Patient*

Date*
Last Name*

Patient Privacy Notice for the TIRF REMS Access Program For the purpose of the TIRF REMS Access
program, my name, address, telephone number and prescription information make up my “Health Information.”
My doctors, pharmacists, and healthcare providers may share my Health Information with the TIRF REMS Access
program, and contractors that manage the TIRF REMS Access program. My Health Information will be kept in a

secure database, and may only be used as stated below.

| allow the TIRF REMS Access program to receive, use, and share my Health Information in order to:

I. Enroll me in the TIRF REMS Access program and manage my participation (including contacting me) in the

TIRF REMS Access program.

II. Provide me with educational information about the TIRF REMS Access program.
lll. Contact my healthcare providers to collect my Health Information for the TIRF REMS Access program.

Prescriber Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS

Reference ID: 3863786
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The TIRF REMS Access Program: Patient-Prescriber Agreement Form

| allow the TIRF REMS Access program to receive, use, and share my Health Information, using a unique,
encrypted identifier instead of my name, in order to evaluate the proper use of TIRF medicines and report to the
FDA about the effectiveness of the TIRF REMS Access program.

| understand that | am not required to sign this written approval. However, if | do not sign, | will not be able to
enroll in the TIRF REMS Access program and will not be able to receive TIRF medicines.

I understand that | may withdraw this written approval at any time by faxing a signed, written request to the TIRF
REMS Access program at 1-866-822-1487. Upon receipt of this written request, the TIRF REMS Access program
will notify my healthcare providers about my request. My healthcare providers will no longer be able to share my
Health Information with the TIRF REMS Access program once they have received and processed that request.
However, withdrawing this written approval will not affect the ability of the TIRF REMS Access program to use
and share my Health Information that it has already received to the extent allowed by law. If | withdraw this written
approval, | will no longer be able to participate in the TIRF REMS Access program and will no longer be able to
receive TIRF medicines.

The sponsors of the TIRF REMS Access program agree to protect my information by using and sharing it only for
the purposes described.

If you have any questions or require additional information or further copies of any TIRF REMS
Access documents, please visit either www.TIRFREMSaccess.com, or call the TIRF REMS
Access program at 1-866-822-1483.

Prescriber Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS
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The TIRF REMS Access Program: An Overview for Patients and Caregivers

The Transmucosal Immediate Release Fentanyl (TIRF) Risk Evaluation and Mitigation
Strategy (REMS) Access Program or TIRF REMS Access Program

An Overview for Patients and Caregivers

What are TIRF medicines?

TIRF medicines are prescription medicines that contain the drug fentanyl. TIRF medicines
are used to manage breakthrough pain in adults with cancer who are routinely taking other
opioid (narcotic) pain medicines around-the-clock for cancer pain. Please refer to the list of
currently approved TIRF products located on the TIRF REMS website
at www. TIRFREMSaccess.com/TirfUl/ProductList.

What is the TIRF REMS Access Program?

A REMS, or Risk Evaluation and Mitigation Strategy, is a program to help manage known or
potential serious risks of a medicine. Because TIRF medicines have a risk of misuse, abuse,
addiction, and overdose, the Food and Drug Administration (FDA) has required that all TIRF
medicines only be available through a restricted program called the TIRF REMS Access
program. Healthcare professionals who prescribe your TIRF medicine, as well as
pharmacies that fill your prescriptions for TIRF medicine, must be enrolled in the program.

Why is the TIRF REMS Access Program needed?

Your TIRF medicine contains fentanyl, which can cause life threatening breathing problems,
which can lead to death. These life threatening breathing problems can occur if you take
more TIRF medicine than your healthcare provider tells you to take, or if the TIRF medicine
is taken by anyone other than you.

The TIRF REMS Access program provides training for prescribers and pharmacists to help
them select patients for whom TIRF medicines are appropriate. The TIRF REMS Access
program also helps your healthcare provider and pharmacist provide advice and guidance to
you on the correct way to use your TIRF medicine, including how to store and dispose of it.

How do | participate in the program?

You or your caregiver will be required to read and sign the TIRF REMS Access Patient-
Prescriber Agreement Form to participate in the program. Your healthcare provider will
explain the Patient-Prescriber Agreement Form for the TIRF REMS Access program, which
you must read and sign before receiving your prescription. Your healthcare provider will
ensure that the signed form is submitted to the program. You will be part of the program
when your first prescription is filled at a participating pharmacy. Your healthcare provider
can identify pharmacies in your area where you can bring your prescription. When you are
part of the program, you can start treatment with the TIRF medicine that your healthcare
provider has prescribed for you.
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The TIRF REMS Access Program: An Overview for Patients and Caregivers

Overview of Steps for the TIRF REMS Access Program for Patients

Step 1
Participating in the Program

e Your healthcare provider will talk with you about the best way to use your TIRF medicine,
including the risks and how to store and dispose of it correctly. Your healthcare provider
will also review written information about your TIRF medicine with you. This written
information is called the Medication Guide. Your healthcare provider will give you a copy
of the Medication Guide - read and keep it.

e Together you and your healthcare provider will complete and sign the TIRF REMS
Access Patient-Prescriber Agreement Form. The form gives you important information
you need to know and understand before taking a TIRF medicine.

« You will need to complete a new Patient-Prescriber Agreement Form every two (2)
years. You will be notified by your healthcare provider in advance of the need to re-
enroll.

e Your healthcare provider will submit a copy to the TIRF REMS Access program.

e Your healthcare provider will also give you a copy and keep a copy in your medical
records.

Step 2
Getting a Prescription

¢ Once you have signed the Patient-Prescriber Agreement Form your healthcare provider
will write you a prescription for your TIRF medicine.

e Your healthcare provider can help you find a participating pharmacy to have your
prescription filled, because only pharmacies that are in the TIRF REMS Access program
can dispense TIRF medicines. You can also find a participating pharmacy by calling the
TIRF REMS Access program at 1-866-822-1483.

Step 3
Having your Prescription Filled

* The pharmacy will check to make sure that your healthcare provider is enrolled in the
TIRF REMS Access program. Only then is the pharmacy allowed to dispense the TIRF
medicine to you.

* You will be automatically enrolled in the TIRF REMS Access program when you receive
your first prescription for a TIRF medicine.

* The pharmacy will remind you how to take, store and dispose of your TIRF medicine
correctly.

* The pharmacy will also give you a copy of the Medication Guide. Read and keep the
Medication Guide.

Additional Program Information

For more information about your TIRF medicine, you can find a copy of the Medication Guide
at www.TIRFREMSaccess.com or you can call the TIRF REMS Access program at 1-866-822-1483.
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The TIRF REMS Access Program: Frequently Asked Questions
TIRF REMS Access Program Frequently Asked Questions (FAQs)

I. ALL STAKEHOLDERS FAQs

II. PATIENT FAQs

. OUTPATIENT PHARMACY FAQs

IV. PRESCRIBER FAQs

V. INPATIENT PHARMACY FAQs

VI. DISTRIBUTOR (WHOLESALER) FAQs
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The TIRF REMS Access Program: Frequently Asked Questions

. ALL STAKEHOLDERS FAQs

What is a TIRF Medicine?

TIRF medicines are transmucosal immediate release fentanyl prescription medicines used to
manage breakthrough pain in adults with cancer who are routinely taking other opioid (narcotic)
pain medicines around-the-clock for pain. Click here to see a full list of TIRF medicines.

What is a REMS?

REMS stands for “Risk Evaluation and Mitigation Strategy.” A Risk Evaluation and Mitigation
Strategy (REMS) is a risk management program required by the FDA to ensure that the benefits
of a drug outweigh the risks. FDA has determined that a REMS is necessary for all marketed
TIRF medicines.

What are the goals of the TIRF REMS Access Program?
The goals of the TIRF REMS Access program are to mitigate the risk of misuse, abuse,
addiction, overdose and serious complications due to medication errors by:

1. Prescribing and dispensing TIRF medicines only to appropriate patients, which includes
use only in opioid-tolerant patients.

2. Preventing inappropriate conversion between fentanyl products.

3. Preventing accidental exposure to children and others for whom it was not prescribed.

4. Educating prescribers, pharmacists, and patients on the potential for misuse, abuse,
addiction, and overdose.

What are the components of the TIRF REMS Access program?
Because of the risk for misuse, abuse, addiction, and overdose, TIRF medicines are available
only through a restricted program called the TIRF REMS Access program.

An overview of the requirements for prescribers, patients, pharmacies, and distributors is
included below:

o Healthcare providers who prescribe TIRF medicines for outpatient use must review the
prescriber educational materials, enroll in the REMS program, and commit to comply
with the REMS requirements.

o Patients who are prescribed TIRF medicines in an outpatient setting, must understand
the risks and benefits of the drug and sign a Patient-Prescriber Agreement Form with
their healthcare provider to receive TIRF medicines. These patients will be enrolled by
the pharmacy at the time their first prescription is filled.

o Outpatient pharmacies that dispense TIRF medicines for outpatient use must enroll in
the program, train their pharmacy staff on the REMS requirements, and agree to comply
with the REMS requirements. Pharmacy staff can register online to access the
Education Program and take the Knowledge Assessment for training purposes.

¢ Inpatient pharmacies that dispense TIRF medicines for inpatient use must enroll in the
Program, train their pharmacy staff on the REMS requirements, and agree to comply
with the REMS requirements. Pharmacy staff can register online to access the
Education Program and take the Knowledge Assessment for training purposes.

o Wholesalers and distributors that distribute TIRF medicines must enroll in the program
and commit to distributing only to authorized enrolled pharmacies.
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The TIRF REMS Access Program: Frequently Asked Questions

The educational materials referenced above will be available to prescribers and pharmacies
through the TIRF REMS Access program. In an outpatient setting, FDA-approved Medication
Guides will be provided to patients by prescribers and pharmacists during counseling about the
proper use of TIRF medicines.

Inpatient Use Only- Prescribers who prescribe TIRF medicines that will only be used in an
inpatient setting (e.g., hospitals, hospices, or long-term care facilities) are not required to enroll
in the TIRF REMS Access program. Similarly, patients who receive TIRF medicines in an
inpatient setting are not required to enroll in the TIRF REMS Access program. Long term care
and hospice patients who obtain their medications from outpatient pharmacies must be enrolled.

Why does the (TIRF REMS Access program require prescriber enroliment for outpatient
prescribing?

Prescriber enrollment is required to help ensure that prescribers receive education on the risks
and safe use of TIRF medicines, and can demonstrate their understanding of how to mitigate
the risks. Additionally, the educational materials will help them understand the requirements of
the TIRF REMS Access program.

To become enrolled, prescribers must review the TIRF REMS Access Education Program
including the Full Prescribing Information and successfully complete the Knowledge
Assessment.

Are there requirements for prescribers for inpatient use in the TIRF REMS Access
program?

No. Healthcare providers who prescribe TIRF medicines for inpatient use only are not required
to enroll in the TIRF REMS Access program.

Why does the TIRF REMS Access program require pharmacy enroliment?

Pharmacy enroliment is required to help ensure that pharmacists receive education on the risks
and safe use of TIRF medicines. Additionally, the educational materials will help them
understand the requirements of the TIRF REMS Access program.

Only enrolled pharmacies are eligible to receive shipments of TIRF medicines and/or to
dispense prescriptions written by enrolled prescribers for outpatients. A designated authorized
pharmacist must review the Education Program and successfully complete the Knowledge
Assessment. Only then can the authorized pharmacist complete enrollment on behalf of the
pharmacy. The authorized pharmacist will train other staff within the pharmacy in the
appropriate dispensing of TIRF medicines according to the TIRF REMS Access program.

Prescriptions for outpatient use written by prescribers who are not enrolled in the REMS will not
be authorized by the TIRF REMS Access program and TIRF medicines will not be dispensed to
an outpatient who is not enrolled.

Why does the TIRF REMS Access program require a Patient-Prescriber Agreement
Form?

The TIRF REMS Access program requires all prescribers to complete and sign a TIRF REMS
Access Patient-Prescriber Agreement Form with each new patient, before writing the patient’s
first TIRF prescription. The Patient-Prescriber Agreement Form helps to ensure that each
patient for whom the TIRF medicine has been prescribed is appropriately counselled on the safe
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The TIRF REMS Access Program: Frequently Asked Questions

use and storage of the TIRF medicine. The prescriber must keep a copy of the signed Patient-
Prescriber Agreement Form in the patient’s chart, give a copy to the patient and submit a copy
to the TIRF REMS Access program within 10 working days.

A Patient-Prescriber Agreement Form is not required for inpatient use of TIRF medicines

Where do | find a list of local pharmacies that participate in the TIRF REMS Access
program?

The TIRF REMS Access homepage contains a feature called “Pharmacy Lookup” that is
available for prescribers, and distributors, to look up and find enrolled pharmacies. This
information can also be obtained by calling the TIRF REMS Access call center at 1-866-822-
1483.

How can | obtain TIRF REMS Access program materials?

All TIRF REMS Access education materials and forms are available and can be downloaded
from www.TIRFREMSaccess.com using Adobe Acrobat Reader. Enrollment Forms and the
Patient-Prescriber Agreement Forms can be completed online at www.TIRFREMSaccess.com
after reviewing the Education Program and successfully completing the Knowledge
Assessment. Materials are also available by calling the TIRF REMS Access call center at 1-
866-822-1483 for assistance.

How do | contact the TIRF REMS Access program?

You can contact the TIRF REMS Access program by calling the TIRF REMS Access call center
at 1-866-822-1483 or by written correspondence to: TIRF REMS Access, PO Box 29036,
Phoenix, AZ 85038

How can | report Adverse Events?

Promptly report suspected adverse events associated with the use of a TIRF medicines
including misuse, abuse, and overdose directly to the TIRF REMS Access program at 1-866-
822-1483. You also may report adverse event information to the FDA MedWatch Reporting
System by telephone at (800) FDA-1088 or by mail using Form 3500, available at
www.fda.gov/medwatch.
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The TIRF REMS Access Program: Frequently Asked Questions

Il. PATIENT FAQs

As a patient, how do | participate with the TIRF REMS Access program?

You must sign a Patient-Prescriber Agreement with your prescriber and take your prescription
for a TIRF medicine to an ‘enrolled’ pharmacy. The pharmacy will enroll you in the TIRF REMS
Access program. Your prescriber will go over important information you need to know before
you take the TIRF medicine.

Patients in an inpatient setting are not required to participate in the TIRF REMS Access
program in order to be prescribed and dispensed TIRF medicines for inpatient use only.
However, if your prescriber gives you a prescription for a TIRF medicine to take at home once
you leave the inpatient facility, you must sign a Patient-Prescriber Agreement Form with your
prescriber to participate in the TIRF REMS Access program.

Where do | find a list of local pharmacies that participate in the TIRF REMS Access
program?

Only pharmacies that are enrolled in the TIRF REMS Access program can dispense TIRF
medicines. Your prescriber can help you find a participating pharmacy. You can also get this
information by calling the TIRF REMS Access program at 1-866-822-1483.
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The TIRF REMS Access Program: Frequently Asked Questions

lll. OUTPATIENT PHARMACY FAQs
What type of Outpatient Pharmacy is my pharmacy?

There are 3 types of outpatient pharmacies. They are all required to be enrolled in the TIRF
REMS Access program, complete the TIRF REMS Education Program, and verify patient and
prescriber enrollment when processing prescriptions. The difference is in how these
pharmacies enroll in the program.

Independent Outpatient Pharmacy: Retail, mail order or institutional outpatient pharmacies
having an authorized pharmacy representative that is responsible for ensuring enroliment and
training of the pharmacy staff within an individual outpatient pharmacy. Each store will
individually enroll in the TIRF REMS Access program as a single pharmacy location.

Chain Outpatient Pharmacy: Retail, mail or institutional outpatient pharmacy having a chain
headquarters that is responsible for ensuring enrollment and training of the pharmacy staff of all
associated outpatient pharmacies. The chain headquarters will enroll multiple pharmacy
locations (i.e.: chain stores) in the TIRF REMS Access program.

Closed System Outpatient Pharmacy: Institutional or mail order outpatient pharmacies that
uses a pharmacy management system that does not support the process of electronically
transmitting the validation and claim information currently required by the TIRF REMS Access
program. If you believe you are a closed system outpatient pharmacy, call the TIRF REMS
Access program call center at 1-866-822-1483 to discuss enrollment.

How does an Independent Outpatient Pharmacy enroll in the TIRF REMS Access
program?

The authorized pharmacist must review the Education Program, successfully complete the
Knowledge Assessment and complete the Independent Outpatient Pharmacy Enroliment
Form through the website or complete and fax the signed Enroliment Form and Knowledge
Assessment to the TIRF REMS Access program at 1-866-822-1487.

The authorized pharmacist must ensure the pharmacy enables their pharmacy management
system to support communication with the TIRF REMS Access system, using established
telecommunication standards, and run the standardized validation test transactions.

Before a pharmacy is able to dispense prescriptions to outpatients, an enrollment form must be
received either via the website by faxing or mailing it to the TIRF REMS Access program for
each pharmacy requesting enrollment in the program. (See information on chain outpatient
pharmacy enrollment below.)

How does a Chain Outpatient Pharmacy enroll in the TIRF REMS Access program?

An authorized chain outpatient pharmacy representative completes the TIRF REMS Access
training, Knowledge Assessment and enrollment on behalf of all the pharmacies within the chain
and then documents and manages training of all pharmacy staff by the chains’ internal
processes. Pharmacy staff can register online to access the Education Program and take the
Knowledge Assessment for training purposes.

As part of enrollment, a chain outpatient pharmacy must enable the pharmacy management
system to support communication with the TIRF REMS Access system, using established
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The TIRF REMS Access Program: Frequently Asked Questions

telecommunication standards, and must run the standardized validation test transactions. For
further information or to enroll, access the TIRF REMS Access website at
www. TIRFREMSaccess.com or call the TIRF REMS Access program call center at 1-866-822-
1483 for further assistance.

How does a Closed System Outpatient Pharmacy enroll in the TIRF REMS Access
program?

If you believe you are a closed system outpatient pharmacy, call the TIRF REMS Access
program call center at 1-866-822-1483 to discuss enroliment.

How long is my enrollment effective in TIRF REMS Access?

Your enrollment is effective for two (2) years. You will be required to re-enroll in the TIRF
REMS Access program every two (2) years if you wish to continue dispensing these products.
You will be notified by the TIRF REMS Access program in advance of the need to re-enroll.

Independent outpatient pharmacies and chain outpatient pharmacies may re-enroll online or by
fax. Closed system outpatient pharmacies may re-enroll by fax only.

For re-enrollment online, go to the “Enroliment Activity” tab on the TIRF REMS Access program
website (www.TIRFREMSaccess.com). The “Enrollment Activity” tab allows you to:

Add to, update, or delete your registration information on file.

Review the TIRF REMS Access Education Program.

Take the TIRF REMS Access Knowledge Assessment.

Submit your enrollment form by providing your attestation and signature.

For re-enrollment by fax, review the TIRF REMS Access program Education Materials and
submit a new TIRF REMS Access Enroliment Form and Knowledge Assessment to the TIRF
REMS Access program at 1-866-822-1487. All TIRF REMS Access Education Materials and
Enroliment Forms are available and can be downloaded from www.TIRFREMSaccess.com
using Adobe Acrobat Reader or by calling the TIRF REMS Access call center at 1-866-822-
1483.

If the patient’s prescription is denied, will the TIRF REMS Access system explain the
reason?

All TIRF prescriptions (excluding inpatient use), must go through an electronic verification
system via the pharmacy management system. When a prescription is denied, an appropriately
coded message will be displayed on the pharmacy management system. For assistance,
please call the TIRF REMS Access call center at 1-866-822-1483 for any information related to
your denial.

How does a pharmacy obtain TIRF Medicines from a distributor?

Only enrolled distributors are allowed to distribute TIRF medicines to enrolled pharmacies. The
TIRF REMS Access program provides frequently updated lists of all pharmacies that are
currently enrolled in the program that distributors can use to verify enrollment before distributing
TIRF medicines to a pharmacy.
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The TIRF REMS Access Program: Frequently Asked Questions

Chain and Independent Outpatient Pharmacy CASH Claim FAQs

What is the definition of a TIRF REMS CASH Claim?

The definition of a TIRF REMS CASH Claim is any claim for a TIRF medicine that is not
electronically transmitted to a Third Party Insurance BIN using the pharmacy management
system and established telecommunication standards. This includes claims for patients without
prescription coverage or any paper claims submitted to a program for payment.

Does a TIRF REMS CASH claim need to be submitted to the TIRF REMS Access
Program?

Yes, all TIRF prescriptions, including CASH claims and other claims (i.e. workers comp), must
be submitted to the TIRF REMS Access program to validate the enrollment status of the
prescriber, patient and pharmacy prior to dispensing TIRF medicine to the patient.

How do | submit a TIRF REMS CASH claim to the TIRF REMS Access Program?
Prior to dispensing TIRF medicines, transmit using the REMS CASH BIN 014780,to submit a
CASH claim to the TIRF REMS Access program.

Page 8 of 12

Reference ID: 3863786



Compare: Replace�

text

The following text attributes were changed: 
   fill color





The TIRF REMS Access Program: Frequently Asked Questions

IV. PRESCRIBER FAQs

What is the enroliment process?

The prescriber must review the Education Program, successfully complete the Knowledge
Assessment and complete an enrollment form through the website at
www.TIRFREMSaccess.com, or complete and fax the signed Enrollment Form and Knowledge
Assessment to the TIRF REMS Access program at 1-866-822-1487.

A prescriber may obtain an enrollment form online from the TIRF REMS Access website
(www.TIRFREMSaccess.com) or by calling 1-866-822-1483.

The program requires that a signed enroliment form and Knowledge Assessment be received by
the TIRF REMS Access program for each prescriber who requests enroliment. Only healthcare
providers who will prescribe TIRF medicines for outpatient use are required to be enrolled in the
TIRF REMS Access program.

How long is my enrollment effective in TIRF REMS Access?

Your enroliment is effective for two (2) years. You will be required to re-enroll in the TIRF
REMS Access program every two (2) years if you wish to continue dispensing these products.
You will be notified by the TIRF REMS Access program in advance of the need to re-enroll.

You may re-enroll via your “Enroliment Activity” tab on the TIRF REMS Access program website
(www.TIRFREMSaccess.com). The “Enroliment Activity” tab allows you to:

Add to, update, or delete your registration information on file.

Review the TIRF REMS Access Education Program.

Take the TIRF REMS Access Knowledge Assessment.

Submit your enrollment form by providing your attestation and signature.

Alternatively, you may also complete re-enroliment via fax by reviewing the TIRF REMS Access
program Education Materials and submitting a new TIRF REMS Access Enroliment Form and
Knowledge Assessment into the TIRF REMS Access program at 1-866-822-1487. All TIRF
REMS Access Education Materials and Enrollment Forms are available and can be downloaded
from www.TIRFREMSaccess.com using Adobe Acrobat Reader or by calling the TIRF REMS
Access call center at 1-866-822-1483.

Where do | find a list of local pharmacies that participate in the TIRF REMS Access
program?

A list of participating pharmacies can be found on the TIRF REMS Access website

(www. TIREREMSaccess.com) homepage under the link “Pharmacy Lookup”. You may also call
1-866-822-1483.

Patients can find a participating pharmacy by calling the TIRF REMS Access program at 1-866-
822-1483.
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The TIRF REMS Access Program: Frequently Asked Questions

Can | write an order for TIRF Medicines for inpatient use?

Yes, prescribers can write orders for TIRF medicines for inpatient use without the prescriber or
the patient being enrolled in the TIRF REMS Access program. However, the inpatient pharmacy
needs to be enrolled in the TIRF REMS Access program to receive and dispense TIRF
medicines to inpatients in the healthcare facility.

If a prescriber is discharging a patient with a TIRF medicine prescription, intended to be filled by
an outpatient pharmacy, then the prescriber must be enrolled in the TIRF REMS Access
program and complete a Patient-Prescriber Agreement Form. The prescription for outpatient
use can only be filled through an enrolled outpatient pharmacy.

Additional information on the TIRF REMS Access Education Program and enrollment can be
obtained through the TIRF REMS Access program (www.TIRFREMSaccess.com) or by calling
1-866-822-1483.
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The TIRF REMS Access Program: Frequently Asked Questions

V. INPATIENT PHARMACY FAQs

How do | enroll as an inpatient pharmacy?

To enroll, the inpatient pharmacy must designate an authorized pharmacist who will review the
required Education Program and successfully complete the Knowledge Assessment for the
TIRF REMS Access program. Upon successful completion of the Knowledge Assessment, the
authorized pharmacist will complete and sign the Inpatient Pharmacy Enroliment Form through
the website (www.TIRFREMSaccess.com). The Knowledge Assessment and Enrollment Form
may also be completed, signed, and faxed to the TIRF REMS Access program at 1-866-822-
1487.

Additional information about the TIRF REMS Access Education Program and enrollment can be
obtained through the TIRF REMS Access program (www.TIRFREMSaccess.com) or by calling
1-866-822-1483.

How long is my enrollment effective in TIRF REMS Access?

Your enrollment is effective for two (2) years. You will be required to re-enroll in the TIRF
REMS Access program every two (2) years if you wish to continue dispensing these products.
You will be notified by the TIRF REMS Access program in advance of the need to re-enroll.

You may re-enroll via your “Enrollment Activity” tab on the TIRF REMS Access program website
(www.TIRFREMSaccess.com). The “Enroliment Activity” tab allows you to:

Add to, update, or delete your registration information on file.

Review the TIRF REMS Access Education Program.

Take the TIRF REMS Access Knowledge Assessment.

Submit your enrollment form by providing your attestation and signature.

Alternatively, you may also complete re-enroliment via fax by reviewing the TIRF REMS Access
program Education Materials and submitting a new TIRF REMS Access Enrollment Form and
Knowledge Assessment into the TIRF REMS Access program at 1-866-822-1487. All TIRF
REMS Access Education Materials and Enroliment Forms are available and can be downloaded
from www.TIRFREMSaccess.com using Adobe Acrobat Reader or by calling the TIRF REMS
Access call center at 1-866-822-1483.

Can inpatient pharmacies obtain TIRF Medicines in a Healthcare Facility?

Yes. However, the inpatient pharmacy within or associated with the healthcare facility must be
enrolled in the TIRF REMS Access program before inpatient pharmacies can purchase TIRF
medicines.

Additional information can be obtained from www.TIRFREMSaccess.com or by calling the TIRF
REMS Access call center at 1-866-822-1483.
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The TIRF REMS Access Program: Frequently Asked Questions

VI. DISTRIBUTOR (WHOLESALER) FAQs

Does a distributor have to enroll in the TIRF REMS Access program?
Yes, distributors will need to enroll in the TIRF REMS Access program in order to be able to
purchase and distribute TIRF medicines.

How long is my enroliment effective in TIRF REMS Access?

Your enroliment is effective for two (2) years. You will be required to re-enroll in the TIRF
REMS Access program every two (2) years if you wish to continue dispensing these products.
You will be notified by the TIRF REMS Access program in advance of the need to re-enroll.

You can complete re-enrollment via fax by submitting a new TIRF REMS Access Enrollment
Form into the TIRF REMS Access program at 1-866-822-1487. TIRF REMS Access Enroliment
Forms are available and can be downloaded from www.TIRFREMSaccess.com using Adobe
Acrobat Reader or by calling the TIRF REMS Access call center at 1-866-822-1483.

What are the TIRF REMS Access program requirements for a distributor?

To enroll in the TIRF REMS Access program, a distributor will have to complete and sign the
Distributor Enrollment Form. In signing the enrollment form, the distributor is required to
indicate that they understand that TIRF medicines are available only through the TIRF REMS
Access program and they will comply with the program requirements.

How can enrolled distributors access a list of pharmacies that participate in the TIRF

REMS Access program?

After enrollment, distributors can access the current list of enrolled pharmacies by:

e Downloading from a secure FTP site (you will be contacted regarding the TIRF REMS
Access secure FTP site once your enrollment is complete).

e Utilizing the feature “Pharmacy Look Up” on a password protected section of the TIRF
REMS Access website (www.TIRFREMSaccess.com)

e Calling the TIRF REMS Access call center at 1-866-822-1483.
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The TIRF REMS Access Program: Dear Healthcare Provider Letter

Important Drug Warning
Subject: Announcement of a single shared REMS (Risk Evaluation and Mitigation
Strategy) program for all Transmucosal Immediate Release Fentanyl (TIRF)
products due to the potential risk of misuse, abuse, addiction, overdose and
serious complications due to medication errors

The TIRF REMS Access program is a Food and Drug Administration (FDA) required risk
management program

Dear Healthcare Provider:

The purpose of this letter is to make you aware of a change from individual REMS programs to
a shared REMS program (the TIRF REMS Access program) and to provide guidance on
enrollment into the new shared REMS program beginning mm/dd/yyyy. The individual REMS
programs are being converted to the TIRF REMS Access program to reduce the burden on the
healthcare providers and the healthcare system of having multiple individual programs. The
products covered under this new program include:

« Abstral® (fentanyl) sublingual tablets

« Actig® (fentanyl citrate) oral transmucosal lozenge

« Fentora® (fentanyl citrate) buccal tablet

« Lazanda® (fentanyl) nasal spray

« Onsolis® (fentanyl buccal soluble film)

e Subsys™ (fentanyl sublingual spray)

» Approved generic equivalents of these products are also covered under this program

Prescriber Action:

Option 1: If you are already enrolled in at least one individual REMS program

e Your enrollment information will be automatically entered into the new shared TIRF
REMS Access program. Your enrollment in the shared TIRF REMS Access program
allows prescribing of all TIRF medicines that are covered under the TIRF REMS Access
program. The website for the shared TIRF REMS Access program can be accessed at
www.TIRFREMSaccess.com.

e You can use your existing secure user ID and password from any one of your individual
REMS programs to access the TIRF REMS Access website at
www. TIRFREMSaccess.com and prescribe all TIRF medicines.

= The user ID and password you use to initially log on will become your permanent
user ID and password for the shared TIRF REMS Access program.

» The TIRF REMS Access Education Program is available on the shared TIRF REMS
Access website or by calling 1-866-822-1483. We recommend that you review the TIRF
REMS Access Education Program for information on all the products that are available
under the TIRF REMS Access program.

* You will be required to re-enroll in the shared TIRF REMS Access program two (2) years
after your last enrollment in an individual REMS program if you wish to continue
prescribing these products. You will be notified by the TIRF REMS Access program in
advance of the need to re-enroll.

e Patients that have already signed a Patient-Prescriber Agreement Form on file will not
have to sign another form until their two year enrollment is due.
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The TIRF REMS Access Program: Dear Healthcare Provider Letter

Option 2: If you do not have an existing enrollment in any individual REMS program

» Access the TIRF REMS Access program at www.TIRFREMSaccess.com to create an
account.

* Review the TIRF REMS Access Education Program materials available at
www.TIRFREMSaccess.com including the Full Prescribing Information for each product
covered in this program, and successfully complete the Knowledge Assessment.

* Enroll in the TIRF REMS Access program by completing the Prescriber Enroliment Form
and re-enroll every two (2) years. You will be notified by the TIRF REMS Access
program in advance of the need to re-enroll.

e If you are unable to enroll online, please call the TIRF REMS program call center at 1-
866-822-1483 for further assistance.

The goals of the TIRF REMS Access program are to mitigate the risk of misuse, abuse,
addiction, overdose and serious complications due to medication errors by:
1. Prescribing and dispensing TIRF medicines only to appropriate patients, which includes
use only in opioid-tolerant patients.
2. Preventing inappropriate conversion between fentanyl products.
3. Preventing accidental exposure to children and others for whom it was not prescribed.
4. Educating prescribers, pharmacists, and patients on the potential for misuse, abuse,
addiction, and overdose of TIRF medicines.

This new shared program replaces the individual product REMS that were previously available.
Any prescribers, pharmacies, patients and distributors enrolled in these programs will be
automatically transitioned to the new shared TIRF REMS Access program beginning
mm/dd/yyyy. If you have not enrolled in one or more of these individual REMS programs and
you intend to prescribe any of these products for outpatient use you must enroll in the TIRF
REMS program.

For inpatient administration (e.g. hospitals, in-patient hospices, and long-term care facilities that
dispense for inpatient use) of these products, patient and prescriber enroliment in the TIRF
REMS Access program is not required.

TIRF medicines are opioid analgesics indicated only for the management of breakthrough pain
in cancer patients 18 years of age and older (16 years of age and older for Actiq® brand and
generic equivalents) who are already receiving and who are tolerant to around-the-clock opioid
therapy for their underlying persistent cancer pain, unless otherwise indicated in the product
label.

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

To help you understand the TIRF REMS Access program the following program materials
are available at www.TIRFREMSaccess.com or can be ordered by calling 1-866-822-1483:
e Prescriber Program Overview

* TIRF REMS Access Education Program

* Knowledge Assessment Form

* Prescriber Enrollment Form

* Frequently Asked Questions
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The TIRF REMS Access Program: Dear Healthcare Provider Letter

You can also access the following patient materials at www.TIRFREMSaccess.com or
order them by calling 1-866-822-1483:

* An Overview for Patients and Caregivers

e Patient-Prescriber Agreement Form

e Frequently Asked Questions

e Full Prescribing Information and Medication Guides for each TIRF medicine

To access the above information and to enroll in the TIRF REMS Access program, visit
www.TIRFREMSaccess.com or call 1-866-822-1483 to have enrollment materials sent to
you.
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The TIRF REMS Access Program: Dear Healthcare Provider Letter

Selected Important Safety Information

IMPORTANCE OF PROPER PATIENT SELECTION, DOSING, and POTENTIAL FOR ABUSE

TIRF medicines contain fentanyl, an opioid agonist and a Schedule Il controlled
substance, with an abuse liability similar to other opioid analgesics. TIRF medicines can
be abused in a manner similar to other opioid agonists, legal or illicit. Consider the potential for
abuse when prescribing or dispensing TIRF medicines in situations where the physician or
pharmacist is concerned about an increased risk of misuse, abuse or diversion. Schedule Il
opioid substances which include morphine, oxycodone, hydromorphone, oxymorphone, and
methadone have the highest potential for abuse and risk of fatal overdose due to respiratory
depression.

Serious adverse events, including deaths, in patients treated with some oral transmucosal
fentanyl medicines have been reported. Deaths occurred as a result of improper patient
selection (e.g., use in opioid non-tolerant patients) and/or improper dosing. The substitution of a
TIRF medicine for any other fentanyl medicine, including another TIRF medicine, may result in
fatal overdose.

TIRF medicines are indicated only for the management of breakthrough pain in adult
cancer patients 18 years of age and older (16 years of age and older for Actiq® brand and
generic equivalents) who are already receiving and who are tolerant to around-the-clock
opioid therapy for their underlying persistent cancer pain.

Patients considered opioid-tolerant are those who are taking:
e at least 60 mg of oral morphine/daily
e at least 25 mcg transdermal fentanyl/hour
e at least 30 mg of oral oxycodone daily
e at least 8 mg oral hydromorphone daily
e atleast 25 mg oral oxymorphone daily
e Or an equianalgesic dose of another opioid daily for a week or longer.

TIRF medicines are contraindicated in opioid non-tolerant patients and are contraindicated
in the management of acute or postoperative pain, including headache/migraine and dental
pain, or use in the emergency room. Please see the individual medicine prescribing information
for a full list of specific situations in which TIRF medicines are not indicated or are
contraindicated. Life-threatening respiratory depression could occur at any dose in opioid non-
tolerant patients. Deaths have occurred in opioid non-tolerant patients treated with some TIRF
medicines.

When prescribing, do not convert patients on a mcg per mcg basis from another fentanyl
medicine to a TIRF medicine, except for substitutions between a branded TIRF medicine and its
generic equivalent. Patients beginning treatment with TIRF medicines must begin with titration
from the lowest available dose for that specific medicine. Carefully consult the Initial Dosing
Instructions in the TIRF medicine-specific Full Prescribing Information.
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The TIRF REMS Access Program: Dear Healthcare Provider Letter

When dispensing, TIRF medicines are not interchangeable with each other, regardless of route
of administration. Differences exist in the pharmacokinetics of TIRF medicines resulting in
clinically important differences in the amount of fentanyl absorbed that could cause a fatal
overdose. Converting patients from one TIRF medicine to a different TIRF medicine must not
be done on a microgram-per-microgram basis, and must be titrated according to the labeled
dosing instructions each time they begin use of a new TIRF medicine. The only exception is for
substitution between a branded TIRF medicine and its specific generic equivalent.

Special care must be used when dosing TIRF medicines. Refer to the Full Prescribing
Information for the individual TIRF medicine for guidance on the maximum number of doses that
can be taken per breakthrough pain episode and the time that patients must wait before treating
another episode of breakthrough pain with the TIRF medicine.

TIRF medicines are intended to be used only in the care of opioid-tolerant cancer patients and
only by healthcare professionals who are knowledgeable of, and skilled in, the use of Schedule
Il opioids to treat cancer pain.

Patients and their caregivers must be instructed that TIRF medicines contain a medicine
in an amount which can be fatal in children, in individuals for whom it is not prescribed,
and in those who are not opioid-tolerant. All medicines must be kept out of the reach of
children.

The concomitant use of TIRF medicines with cytochrome P450 3A4 inhibitors may result in an
increase in fentanyl plasma concentrations, and may cause potentially fatal respiratory
depression.

Adverse Reactions

The most commonly observed adverse reactions with TIRF medicines include typical opioid
adverse reactions, such as nausea, vomiting, constipation, somnolence, dizziness, and
headache. Refer to individual medicine prescribing information for all adverse reactions. Expect
opioid side effects and manage them accordingly.

Please see the individual Full Prescribing Information for each TIRF medicine for all information
including boxed warnings, and Medication Guide for important safety information for each TIRF
medicine.

Adverse Event Reporting

Promptly report suspected adverse events including misuse, abuse, addiction and overdoses
directly to the TIRF REMS Access program at 1-866-822-1483. You also may report adverse
event information to the FDA MedWatch Reporting System by telephone at 1-800-FDA-1088 or
by mail using Form 3500, available at www.fda.gov/medwatch.

Medication Guide

It is important that you discuss the risks of TIRF medicines with your patients and encourage
them to read the relevant Medication Guide. The Medication Guide provides important
information on the safe and effective use of TIRF medicines and you will need to review the
appropriate Medication Guide for the TIRF medicine you prescribe/dispense to your patient.
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The TIRF REMS Access Program: Dear Healthcare Provider Letter

Patients should be counseled on the need to store TIRF medicines safely out of the reach of
children and other persons for whom the medicine is not prescribed.

Provide your patient with a copy of the appropriate Medication Guide for the TIRF medicine you
prescribe. Medication Guides will be provided to you by the manufacturers of individual TIRF
medicines. If you require additional Medication Guides you can:

e Print copies from the TIRF REMS Access program website at

www.TIRFREMSaccess.com.
» Contact the TIRF REMS Access program at 1-866-822-1483.

Sincerely,

TIRF REMS Access Industry Group
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The TIRF REMS Access Program: Dear Healthcare Provider Letter

Attachment 1:
List of TIRF Medicines Available Only through the TIRF REMS Access Program

ABSTRAL® (fentanyl) sublingual tablets

ACTIQ® (fentanyl citrate) oral transmucosal lozenge

FENTORA® (fentanyl citrate) buccal tablet

LAZANDA® (fentanyl) nasal spray

ONSOLIS® (fentanyl buccal soluble film)

SUBSYS™ (fentanyl sublingual spray)

Approved generic equivalents of these products are also covered under this
program.
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Home Page

TIRF REMS
ACCESS

Education Enroliment Activity My Account Resources Important Safety Information

Log In
TIRF REMS Access Program Home
‘What is the TIRF REMS Access Program?
The Transmucosal Immediate Release Fentanyl (TIRF) Risk Evaluation and Mitigation Strategy (REMS) program is an FDA-required
program designed to ensure informed risk-benefit decisions before initiating treatment, and while patients are treated to ensure

appropriate use of TIRF medicines. The purpose of the TIRF REMS Access program is to mitigate the risk of misuse, abuse, addiction,
overdose and serious complications due to medication errors with the use of TIRF medicines.

You must enroll in the TIRF REMS Access program to prescribe, dispense, or Log In TIRF REMS Access Account
distribute TIRF medicines.

User ID: | |
. ] Password: | |
If you have never enrolled in a RE_MS program for a product that is covered under the
TIRF REMS Access program, click Create My Account. o o)
Forgot User ID?

New User: Create My Account

Click here for a list of Products Covered under the TIRF REMS Access
program

Important Safety Information (ISl) is included on the bottom of the Home Page. To reduce the
space and image distortion, ISl is not shown as part of Home Page in this document.
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The TIRF REMS Access Program: An Overview for Independent Outpatient Pharmacies

The Transmucosal Immediate Release Fentanyl
(TIRF) REMS Access Program

An Overview for Independent Outpatient Pharmacies

To dispense TIRF medicines, your Independent Outpatient
Pharmacy must enroll in the TIRF REMS Access program.

What is the TIRF REMS Access Program?

The TIRF REMS (Risk Evaluation and Mitigation Strategy) Access program is
designed to ensure informed risk-benefit decisions before initiating treatment and,
while patients are on treatment, to ensure appropriate use of TIRF medicines. TIRF
medicines are available only through a restricted distribution program required by
the Food and Drug Administration (FDA), because of the risk for misuse, abuse,
addiction, overdose, and serious complications due to medication errors. A list of
TIRF medicines available through the TIRF REMS Access program is located on the
TIRF Products web page at www.TIRFREMSaccess.com/TirfUl/ProductList.

How does the TIRF REMS Access program work?

The TIRF REMS Access program requires pharmacies, prescribers, patients and
wholesalers to enroll in the program in order to utilize TIRF medications. The
supply of TIRF medicines to pharmacies is controlled by enrolled distributors, who
will verify the current enrollment status of the pharmacy prior to shipment of TIRF
medicines. Pharmacies are required to verify the prescriber and the patient are
enrolled in the TIRF REMS Access program before dispensing any TIRF medication.

Does your pharmacy qualify as an Independent Outpatient Pharmacy?

For the purposes of this REMS, an independent outpatient pharmacy is defined as
an outpatient pharmacy such as a retail, mail or institutional outpatient pharmacy
having an authorized pharmacy representative that is responsible for ensuring
enrollment and training of the pharmacy staff within an individual outpatient
pharmacy. Each store will individually enroll in TIRF REMS Access as a single
pharmacy location. Additionally, to qualify as an independent outpatient pharmacy,
your pharmacy must use a pharmacy management system to electronically
transmit the required validation and claim information to the TIRF REMS Access
program using established telecommunication standards.

NOTE: There are different requirements for inpatient pharmacies that only dispense
for inpatient use. Please refer to “An Overview for Inpatient Pharmacies” for more
information.

Options and Requirements for the TIRF REMS Access Program for
Independent Outpatient Pharmacies

Pharmacy Education, Enrollment & Pharmacy Management Systems

All enrollment activities can be completed at www.TIRFREMSaccess.com
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The TIRF REMS Access Program: An Overview for Independent Outpatient Pharmacies

If 1 have previously enrolled in an individual TIRF REMS do | need to enroll
in the shared TIRF REMS Access Program?

All pharmacy enrollment information was transferred from the individual TIRF REMS
to the TIRF REMS Access Program on March 12, 2012. If the authorized pharmacist
or pharmacy representative logged onto the TIRF REMS Access program website
and agreed to the shared program terms and conditions before September 12,
2012, your pharmacy is able to order and dispense all TIRF medications. If the
authorized pharmacist or pharmacy representative has not agreed to the shared
terms and conditions, your pharmacy will need to enroll in the TIRF REMS Access
program (see how to enroll below).

You will be required to re-enroll in the shared TIRF REMS two (2) years after your
last enrollment in an individual REMS program if you wish to continue dispensing
these products. You will be notified by the TIRF REMS Access program in advance
of the need to re-enroll.

The following two sections provide detailed information on the Enrollment Process
(Section 1) and the Dispensing Process (Section 2) for TIRF medicines in"an
independent outpatient pharmacy.

Section 1: Enrollment Process

Summary of Enrollment:

1. Select an individual to be your Authorized Independent Outpatient Pharmacy
Representative.

2. Create an account and complete registration at www.TIRFREMSaccess.com.

3. Complete the TIRF REMS Access Education Program and Knowledge
Assessment.

4. Complete and submit an Independent Outpatient Pharmacy Enrollment form.

5. Enable the pharmacy management system to support communication with
the TIRF REMS Access system.

6. Train pharmacy staff.

Detailed Enrollment Process
Step 1: Select an individual to be your Authorized Chain Representative

e Select an authorized pharmacy representative to establish and oversee the
TIRF REMS Access program requirements.

Step 2: Create an account and complete registration at
www.TIRFREMSaccess.com
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The TIRF REMS Access Program: An Overview for Independent Outpatient Pharmacies

Create an account at www.TIRFREMSaccess.com and then complete
registration on behalf of your pharmacy.

How do 1 create an account and complete the TIRF REMS Access
registration on-line?

Select the Create Account button on the home page

Complete the Create Account Information section

Select ‘No’ if you have not submitted an enrollment form via fax at the
‘Already enrolled via Fax and have an enrollment ID?’ prompt

Create User ID and password and select ‘Create My Account’

Select ‘Pharmacy’ as the option to best describe you and select ‘Continue’
Select ‘Independent Outpatient Authorized Pharmacist’

Review the content in the pop-up box and select ‘Confirm’ to continue
Complete required fields on the Independent Outpatient Pharmacy
Registration page and select ‘Submit’ to continue

Step 3: Complete the TIRF REMS Access Education Program and Knowledge
Assessment

How do I complete the TIRF REMS Access Education Program by fax?

Review the TIRF REMS Access Education Program. A printable version of the
TIRF REMS Access Education Program is available online at
www.TIRFREMSaccess.com or by contacting the TIRF REMS Access call
center at 1-866-822-1483.

Once you have reviewed the Education Program complete the Knowledge
Assessment and submit by fax to 1-866-822-1487.

The TIRF REMS Access program will notify you of the status of your
Knowledge Assessment via your indicated preferred method of
communication (fax or e-mail).

How do | complete the TIRF REMS Access Education Program online?

Select the ‘Start the TIRF REMS Access Education Program’ to proceed to the
training upon completion of registration

Select ‘Go To Knowledge Assessment’, complete the Knowledge Assessment,
and select ‘Submit Assessment’

A Knowledge Assessment Confirmation Code will be provided once the
assessment is completed successfully

Step 4: Complete and submit Independent Outpatient Pharmacy
Enrollment

To finalize enrollment in the TIRF REMS Access program complete
Independent Outpatient Pharmacy Enrollment.
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The TIRF REMS Access Program: An Overview for Independent Outpatient Pharmacies

» If you are unable to enroll online, please call the TIRF REMS Access program
call center at 1-866-822-1483 for further assistance.

How do I complete the TIRF REMS Access Enrollment on-line?

e Upon successful completion of the TIRF REMS Access Education Program and
Knowledge Assessment, you will be prompted to read the TIRF REMS Access
attestation and enter your electronic signature, today’s date, and check the
attestation box before clicking ‘Submit’.

NOTE: You are required to re-enroll every two (2) years. You will be notified by the
TIRF REMS Access program in advance of the need to re-enroll.

Step 5: Confirm the Pharmacy Management System supports
communication with the TIRF REMS Access system

e Following completion of steps 1-4 above, you will receive instruction on how
to submit test transactions to the TIRF REMS Access program. Successful
submission of the test transaction confirms the pharmacy management
system supports communication with the TIRF REMS Access system.

* After successful completion of the test transactions you will receive
enrollment confirmation.

Step 6: Train Pharmacy Staff

e Ensure that all pharmacy staff involved in the processing and dispensing of
TIRF medicines have been trained to only dispense TIRF medicines in
accordance with the TIRF REMS Access program requirements.

0 Pharmacy staff can register online to access the Education Program
and take the Knowledge Assessment for training purposes.

e Ensure that this training is documented and retained by the pharmacy. This
documentation should include the pharmacist/pharmacy staff member’s
name, the date training was completed and the method of training as a
minimum.

Section 2: Dispensing Process
Summary of Dispensing Process
1. Confirm pharmacy staff is trained.
2. Confirm patient and prescriber enrollment in TIRF REMS Access Program.
3. Dispense TIRF medication.
4. Counsel patient and provide medication guide.
Detailed Dispensing Process

Step 1: Confirm that the Pharmacy staff is trained
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The TIRF REMS Access Program: An Overview for Independent Outpatient Pharmacies

 Ensure all pharmacy staff involved in the processing and dispensing of TIRF
medicines have been trained to specifically dispense TIRF medicines in
accordance with the TIRF REMS Access program requirements available at
www.TIRFREMSaccess.com. (see Section 1Step 6 = Train Pharmacy Staff)-

Step 2: Confirm prescriber and patient enrollment

» Each pharmacy site must confirm that the prescriber and patient are enrolled
in the TIRF REMS Access program prior to dispensing each TIRF prescription
by submitting a pharmacy billing claim via the chain pharmacy practice
management system. This includes third party insurance claims, cash
claims and any other claims (i.e.: workers compensation). Submitting a
claim for a patient’'s first TIRF prescription through the pharmacy
management system will automatically enroll that patient in the TIRF REMS
Access program.

* To allow the TIRF REMS Access program to confirm prescriber and patient
enrollment the pharmacy practice management system must populate the
following fields in the pharmacy billing claim>:

o Patient First Name,

Patient Last Name,

Patient Date of Birth,

Patient ZIP / Postal Zone,

Quantity Dispensed,

Days Supply,

Prescriber 1D,

Prescriber Last Name

*Use BIN 014780 for all cash and non-third party claims.

O O0OO0OO0OO0OO0Oo

» If the prescriber or patient enrollment is not confirmed, or if any other
rejection message is received that prevents the prescription from being filled,
contact the TIRF REMS Access call center at 1-866-822-1483 for further
instruction.

Step 3: Dispense TIRF Medication

 Receive approval from the TIRF REMS Access program and then prepare,
label and dispense the medication.

Step 4: Counsel Patient and Provide Medication Guide
e« Advise the patient on how to take, store and dispose of TIRF medicine
appropriately.
 Provide a copy of the product specific Medication Guide to the patient with
each prescription.

Reporting Adverse Events and Monitoring
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The TIRF REMS Access Program: An Overview for Independent Outpatient Pharmacies

To report any adverse events including the misuse, abuse, addiction, or overdose of
TIRF medication contact:

e TIRF REMS Access program at 1-866-822-1483 and/or
e FDA MedWatch program by phone at 1-800-FDA-1088 or online at
www.fda.gov/medwatch/report.htm

If you have any questions, need additional information, or need additional
copies of any TIRF REMS Access documents, please \visit
www.TIRFREMSaccess.com, or call the TIRF REMS Access program at 1-866-
822-1483.

Page 6 of 6

Reference ID: 3863786



Compare: Replace�

text

The following text attributes were changed: 
   fill color





The TIRF REMS Access Program: An Overview for Chain Outpatient Pharmacies

The Transmucosal Immediate Release Fentanyl
(TIRF) REMS Access Program

An Overview for Chain Outpatient Pharmacies

To dispense TIRF medicines, your Chain Outpatient Pharmacy
must enroll in the TIRF REMS Access program.

What is the TIRF REMS Access Program?

The TIRF REMS (Risk Evaluation and Mitigation Strategy) Access program is
designed to ensure informed risk-benefit decisions before initiating treatment and,
while patients are on treatment, to ensure appropriate use of TIRF medicines. TIRF
medicines are available only through a restricted distribution program required by
the Food and Drug Administration (FDA), because of the risk for misuse, abuse,
addiction, overdose, and serious complications due to medication errors. A list of
TIRF medicines available through the TIRF REMS Access program is located on the
TIRF Products web page at www.TIRFREMSaccess.com/TirfUl/ProductList.

How does the TIRF REMS Access program work?

The TIRF REMS Access program requires pharmacies, prescribers, patients and
wholesalers to enroll in the program in order to utilize TIRF medications. The
supply of TIRF medicines to pharmacies is controlled by enrolled distributors, who
will verify the current enrollment status of the pharmacy prior to shipment of TIRF
medicines. Pharmacies are required to verify the prescriber and the patient are
enrolled in the TIRF REMS Access program before dispensing any TIRF medication.

Does your pharmacy qualify as a Chain Outpatient Pharmacy?

For the purposes of this REMS, a chain outpatient pharmacy is defined as an
outpatient pharmacy such as a retail, mail order or institutional outpatient
pharmacy having a chain headquarters that is responsible for ensuring enrollment
and training of the pharmacy staff of all associated outpatient pharmacies. The
chain headquarters will enroll multiple pharmacy locations (i.e.: chain stores) in the
TIRF REMS Access program. Additionally, to qualify as a chain outpatient
pharmacy, your pharmacy must use a pharmacy management system to
electronically transmit the required validation and claim information to the TIRF
REMS Access program using established telecommunication standards.

NOTE: There are different requirements for inpatient pharmacies that only dispense

for inpatient use. Please refer to “An Overview for Inpatient Pharmacies” for more

information.
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The TIRF REMS Access Program: An Overview for Chain Outpatient Pharmacies

Overview of the TIRF REMS Access Program for Chain Outpatient
Pharmacies: Steps for Enrollment and Program Requirements

Chain Outpatient Pharmacy Education, Enrollment & Pharmacy
Management Systems

All enrollment activities can be completed at www.TIRFREMSaccess.com

If 1 have previously enrolled in an individual TIRF REMS do | need to enroll
in the shared TIRF REMS Access Program?

All pharmacy enrollment information was transferred from the individual TIRF REMS
to the TIRF REMS Access program on March 12, 2012. If the authorized pharmacist
or pharmacy representative logged onto the TIRF REMS Access program website,
executed a TIRF REMS Access contract with their switch provider to agree to the
shared program terms and conditions before September 12, 2012, your pharmacy
is able to order and dispense all TIRF medications. If the authorized pharmacist or
pharmacy representative has not agreed to the shared terms and conditions, your
pharmacy will need to enroll in the TIRF REMS Access program (see how to enroll
below).

You will be required to re-enroll in the shared TIRF REMS two (2) years after your
last enrollment in an individual REMS program if you wish to continue dispensing
these products. You will be notified by the TIRF REMS Access program in advance
of the need to re-enroll.

The following two sections provide detailed information on the Enrollment Process
(Section 1) and the Dispensing Processes (Section 2) for TIRF medicines in a chain
outpatient pharmacy.

Section 1: Enrollment Process

Summary of Enrollment Process

1. Execute a TIRF REMS Access contract with your switch provider.

2. Select an individual to be your Authorized Chain Outpatient Pharmacy
Representative.

3. Create an account and complete registration at www.TIRFREMSaccess.com

4. Complete the TIRF REMS Access Education Program and Knowledge
Assessment.

5. Complete and submit a Chain Outpatient Pharmacy Enrollment form

6. Enable the pharmacy management system to support communication with
the TIRF REMS Access system.

7. Train pharmacy staff.
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The TIRF REMS Access Program: An Overview for Chain Outpatient Pharmacies

Detailed Enrollment Process
Step 1: Execute a TIRF REMS Access contract with your switch provider

e Call the TIRF REMS Access program at 1-866-822-1483.
* The TIRF REMS program will notify your switch provider and advise that a

contract must be executed for participation in the program.

Your account executive will contact you directly and work with you to establish a
contractual agreement.

Step 2: Select an individual to be your Authorized Chain Outpatient
Pharmacy Representative

e Select an authorized chain outpatient pharmacy representative to establish
and oversee the TIRF REMS Access program requirements.

Step 3: Create an account and complete registration
at www.TIRFREMSaccess.com

» Create an account at www.TIRFREMSaccess.com and then complete
registration at the corporate level on behalf of your individual pharmacies.

How do 1 create an account and complete the TIRF REMS Access

registration on-line?

e Select the Create Account button on the home page

« Complete the Create Account Information section

 Select ‘No’ if you have not submitted an enrollment form via fax at the
‘Already enrolled via Fax and have an enrollment ID?’ prompt

* Create User ID and password and select ‘Create My Account’

e Select ‘Pharmacy’ as the option to best describe you and select ‘Continue’

* Select ‘Chain Outpatient Pharmacy — Authorized Chain Outpatient Pharmacy
Representative’

 Review the content in the pop-up box and select ‘Confirm’ to continue

» Complete required fields on the Chain Outpatient Pharmacy Registration page
and select ‘Submit’ to continue

Step 4: Complete the TIRF REMS Access Education Program and Knowledge
Assessment

How do I complete the TIRF REMS Access Education Program by fax?

 Review the TIRF REMS Access Education Program. A printable version of the
TIRF REMS Access Education Program is available online
at www.TIRFREMSaccess.com or by contacting the TIRF REMS Access call
center at 1-866-822-1483.
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The TIRF REMS Access Program: An Overview for Chain Outpatient Pharmacies

e Once you have reviewed the Education Program complete the Knowledge
Assessment and submit by fax to 1-866-822-1487.

» The TIRF REMS Access program will notify you of the status of your
Knowledge Assessment via your indicated preferred method of
communication (fax or e-mail).

How do I complete the TIRF REMS Access Education Program online?

e Select the ‘Start the TIRF REMS Access Education Program’ to proceed to the
training upon completion of registration

e Select ‘Go To Knowledge Assessment’, complete the Knowledge Assessment,
and select ‘Submit Assessment’

* A Knowledge Assessment Confirmation Code will be provided once the
assessment is completed successfully

Step 5: Complete and submit Chain Outpatient Pharmacy Enrollment

e To finalize enrollment in the TIRF REMS Access program complete Chain
Outpatient Pharmacy Enrollment.

* If you are unable to enroll online, please call the TIRF REMS Access program
call center at 1-866-822-1483 for further assistance.

How do I complete the TIRF REMS Access Enrollment on-line?

e Upon successful completion of the TIRF REMS Access Education Program and
Knowledge Assessment, you will be prompted to read the TIRF REMS Access
attestation and enter your electronic signature, today’s date, and check the
attestation box before clicking ‘Submit’.

NOTE: You are required to re-enroll every two (2) years. You will be notified by the
TIRF REMS Access program in advance of the need to re-enroll.

Step 6: Confirm the Pharmacy Management System supports
communication with the TIRF REMS Access system

e A chain outpatient pharmacy is required to complete test transactions one
time on behalf of all their stores. Following completion of steps 1-5 above,
you will receive instruction on how to submit test transactions to the TIRF
REMS Access program. Successful submission of the test transaction confirms
the pharmacy management system supports communication with the TIRF
REMS Access system.

e After successful completion of the test transactions you will receive
enrollment confirmation.

Step 7: Train Pharmacy Staff
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The TIRF REMS Access Program: An Overview for Chain Outpatient Pharmacies

 Ensure that all chain outpatient pharmacy staff involved in the processing
and dispensing of TIRF medicines have been trained to only dispense TIRF
medicines in accordance with the TIRF REMS Access program requirements.

o Pharmacy staff can register online to access the Education Program
and take the Knowledge Assessment for training purposes.

e Ensure that this training is documented and retained by the chain outpatient
pharmacy in accordance to the chains’ internal processes. This
documentation should include the pharmacist/pharmacy staff member’s
name, the date training was completed and the method of training, as a
minimum.

 The list of pharmacy sites that have been trained should be updated by the
Authorized Chain Outpatient Pharmacy Representative on the Chain
Outpatient Pharmacy Dashboard where all chain stores are listed
at www.TIRFREMSaccess.com. This list should include the required
Pharmacy Information for each pharmacy site.

Section 2: Dispensing Process

Summary of Dispensing Process
1. Confirm pharmacy staff is trained.
2. Confirm patient and prescriber enrollment in TIRF REMS Access Program.
3. Dispense TIRF medication.
4. Counsel patient and provide medication guide.

Detailed Dispensing Process
Step 1: Confirm that the Pharmacy staff is trained

 Ensure all pharmacy staff involved in the processing and dispensing of TIRF
medicines have been trained to specifically dispense TIRF medicines in
accordance with the TIRF REMS Access program requirements available
at www.TIRFREMSaccess.com. (see Section 1, Step 7 : Train pharmacy
staff).

Step 2: Confirm prescriber and patient enroliment

* Each pharmacy site must confirm that the prescriber and patient are enrolled
in the TIRF REMS Access program prior to dispensing each TIRF prescription
by submitting a pharmacy billing claim via the chain outpatient pharmacy
practice management system. This includes third party insurance claims,
cash claims and any other claims (i.e.: workers compensation).
Submitting a claim for a patient’'s first TIRF prescription through the
pharmacy management system will automatically enroll that patient in the
TIRF REMS Access program.

e To allow the TIRF REMS Access program to confirm prescriber and patient
enrollment the chain outpatient pharmacy practice management system
must populate the following fields in the pharmacy billing claim™:
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The TIRF REMS Access Program: An Overview for Chain Outpatient Pharmacies

Patient First Name,
Patient Last Name,
Patient Date of Birth,
Patient ZIP / Postal Zone,
Quantity Dispensed,
Days Supply,

Prescriber ID,

Prescriber Last Name

*Use BIN 014780 for all cash and non-third party claims.

O O0OO0OO0OO0OO0OO0O0o

* If the prescriber or patient enrollment is not confirmed, or if any other
rejection message is received that prevents the prescription from being filled,
contact the TIRF REMS Access call center at 1-866-822-1483 for further
instruction.

Step 3: Dispense TIRF Medication

e Receive approval from the TIRF REMS Access program and then prepare,
label and dispense the medication.

Step 4: Counsel Patient and Provide Medication Guide

* Advise the patient on how to take, store and dispose of TIRF medicines
appropriately.

e Provide a copy of the product specific Medication Guide to the patient with
each prescription.

Reporting Adverse Events and Monitoring

To report any adverse events including the misuse, abuse, addiction, or overdose of
TIRF medication contact:

e TIRF REMS Access program at 1-866-822-1483 and/or
e FDA MedWatch program by phone at 1-800-FDA-1088 or online
at www.fda.gov/medwatch/report.htm

If you have any questions, need additional information, or need additional
copies of any TIRF REMS Access documents, please
visit www.TIRFREMSaccess.com, or call the TIRF REMS Access program at
1-866-822-1483.
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The TIRF REMS Access Program: An Overview for Closed System Outpatient Pharmacies

The Transmucosal Immediate Release Fentanyl
(TIRF) REMS Access Program

An Overview for Closed System Outpatient Pharmacies

To dispense TIRF medicines, your Closed System Outpatient
Pharmacy must enroll in the TIRF REMS Access program.

What is the TIRF REMS Access program?

The TIRF REMS (Risk Evaluation and Mitigation Strategy) Access program is
designed to ensure informed risk-benefit decisions before initiating treatment, while
patients are on treatment, and to ensure appropriate use of TIRF medicines. TIRF
medicines are available only through a required Food and Drug Administration
(FDA) restricted distribution program, because of the risk for misuse, abuse,
addiction, overdose, and serious complications due to medication errors. A list of
TIRF medicines available through the TIRF REMS Access program is located on the
TIRF Products web page at www.TIRFREMSaccess.com/TirfUl/ProductList.

How does the TIRF REMS Access program work?

The TIRF REMS Access program requires pharmacies, prescribers, patients and
wholesalers to enroll in the program in order to utilize TIRF medications. The
supply of TIRF medicines to pharmacies is controlled by enrolled distributors, who
will verify the current enrollment status of the pharmacy prior to shipment of TIRF
medicines. Pharmacies are required to verify the prescriber and the patient are
enrolled in the TIRF REMS Access program before dispensing any TIRF medication.

Does your institution qualify as a Closed System Outpatient Pharmacy?

For the purposes of this REMS, a closed system outpatient pharmacy is defined as
an outpatient pharmacy that uses a pharmacy management system that does not
support the process of electronically transmitting the validation and claim
information currently required by the TIRF REMS Access program. For example,
some pharmacies that are part of integrated healthcare delivery systems may
qualify as closed system outpatient pharmacies.

NOTE: There are different requirements for outpatient pharmacies that support the
process of electronically transmitting claim information, and for inpatient
pharmacies that only dispense for inpatient use. Please refer to “An Overview for
Chain Outpatient Pharmacies”, “An Overview for Independent Outpatient
Pharmacies” or “An Overview for Inpatient Pharmacies” for more information. If you
do not qualify as a closed system outpatient pharmacy, please refer to the
requirements for the other type of pharmacies.

The following two sections provide detailed information on the Enrollment Process
(Section 1) and the Dispensing Processes (Section 2) for TIRF medicines in a closed
system outpatient pharmacy.

Page 1 of 5

Reference ID: 3863786



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Replace�

graphic

The following graphic attributes were changed: 
   stroke color



Compare: Replace�

text

The following text attributes were changed: 
   fill color





The TIRF REMS Access Program: An Overview for Closed System Outpatient Pharmacies

Section 1: Enrollment Process

Summary of Enrollment Process

1. Confirm that your facility qualifies as a closed system outpatient pharmacy.

2. Select an individual to be your Authorized Closed System Outpatient
Pharmacy Representative.

3. Complete the TIRF REMS Access Education Program and Knowledge
Assessment.

4. Complete and submit a Closed System Outpatient Pharmacy Enrollment
Form.

5. Train pharmacy staff.

Detailed Enrollment Process

Step 1: Confirm your facility qualifies as a Closed System Outpatient
Pharmacy

* Notify the TIRF REMS Access program by phone at 1-866-822-1483 or by
email to information@TIRFREMSaccess.com that you are a closed system
outpatient pharmacy.

When your pharmacy is validated as a closed system outpatient pharmacy, a
Closed System Outpatient Pharmacy Enrollment Form will be provided.

Step 2: Select an individual to be your Authorized Closed System
Outpatient Pharmacy Representative

» Select an authorized closed system outpatient pharmacy representative to
establish and oversee the TIRF REMS Access program requirements.

Step 3: Complete the TIRF REMS Access Education Program

 Review the TIRF REMS Access Education Program and successfully complete
the Knowledge Assessment. The TIRF REMS Access Education Program is
available online at the TIRF REMS Access program website
www.TIRFREMSaccess.com or by contacting the TIRF REMS Access call
center at 1-866-822-1483.

» If Knowledge Assessment was completed on paper, Fax to 1-855-474-3062
or email the Knowledge Assessment to information@TIRFREMSaccess.com
with enrollment form (see Step 4: Complete and submit enrollment form).

How do I complete the TIRF REMS Access Education Program online?
* Select the Create Account button on the home page
« Complete the Create Account Information section
* ‘Already enrolled via Fax and have an enrollment ID?’ - Select No
* Create User ID and password and select the Create my Account button
e Select ‘Pharmacy’ as the option to best describe you and select ‘Continue’
* In response to Question 2, select ‘Pharmacy Staff’
* Review the content in the pop-up box and select ‘Confirm’ to continue
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The TIRF REMS Access Program: An Overview for Closed System Outpatient Pharmacies

e Complete required fields in Pharmacy Staff details

» Select ‘Other’ from the dropdown list in the Chain Pharmacy name and
populate the name of your closed system outpatient pharmacy organization
in the ‘Other’ field and submit form

e Select the ‘Start the TIRF REMS Access Education Program’ to proceed to the
training

* Once you have completed the Education Program, select the ‘Go To
Knowledge Assessment’ button and complete

e A Knowledge Assessment Confirmation Code will be provided once the
assessment is completed successfully

Step 4: Complete and Submit Enrollment Form

» Complete and return the Closed System Outpatient Pharmacy Enrollment
Form by fax to 1-855-474-3062. The authorized closed system outpatient
pharmacy representative will receive an Enrollment Confirmation letter and
instructions for enrolling dispensing locations within the closed system
outpatient pharmacy by using a standard file template provided by the TIRF
REMS Access program.

* If you did not complete the Education Program online then you need to
submit the Knowledge Assessment form with the Enrollment form.

 Re-enroll every two (2) years. You will be notified by the TIRF REMS Access
program in advance of the need to re-enroll.

Step 5: Train Pharmacy Staff

* All closed system outpatient pharmacy staff involved in processing and
dispensing of TIRF medications must be trained to dispense TIRF medicines
in accordance with the TIRF REMS Access Education Program requirements
available at www.TIRFREMSaccess.com.

* Ensure that this training is documented and retained by the closed system
outpatient pharmacy. This documentation should include  the
pharmacist/pharmacy staff member’'s name, the date training was completed
and the method of training as a minimum.
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The TIRF REMS Access Program: An Overview for Closed System Outpatient Pharmacies

Section 2: Dispensing Process

Summary of Dispensing Process

1. Confirm pharmacy staff is trained.

2. Confirm patient and prescriber enrollment in TIRF REMS Access Program.
3. Dispense TIRF medication.
4. Counsel patient and provide medication guide.

Detailed Dispensing Process

Step 1: Confirm that the Pharmacy staff is trained

 Ensure all pharmacy staff involved in the processing and dispensing of TIRF
medicines have been trained to specifically dispense TIRF medicines in
accordance with the TIRF REMS Access program requirements available at
www.TIRFREMSaccess.com. (see Section 1, Step 5 : Train pharmacy staff).

Step 2: Confirm prescriber and patient enrollment:

Prior to dispensing each TIRF medicine prescription, confirm that the prescriber and
patient are enrolled in the TIRF REMS Access program by contacting the TIRF REMS
Access program by phone at 1-866-822-1483 or fax at 1-855-474-3062. This
includes third party insurance claims, cash claims and any other claims (i.e.:
workers compensation).

e To confirm enrollment confirmation by phone:

(0]

(0}

Contact the TIRF REMS Access program at 1-866-822-1483 and select

option #2.

Provide the following required data from the TIRF prescription to obtain

an authorization to dispense:

Dispensing Pharmacy DEA

Patient Date of Birth

Rx Date of Service

Dispensing Pharmacy NPI

Patient First Name

Rx Number

Dispensing Pharmacy Phone #

Patient Last Name

Rx NDC

Dispensing Pharmacy Fax #

Patient Zip Code

Days Supply

Prescriber DEA or NPI

Prescriber Last Name

Quantity for Dispense

= If validated, you will be supplied a prescription
number which indicates you can dispense TIRF medicine.

= If not validated, you will be provided a rejection reason and
information regarding how to resolve the rejection.

e To confirm enrollment confirmation by fax:

authorization

0 Populate all of the required fields on the TIRF REMS Access Prescription
Authorization Form and fax to 1-855-474-3062. To obtain a TIRF REMS
Access Prescription Authorization Form which may be reproduced to use
continually, please email information@TIRFREMSaccess.com.
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The TIRF REMS Access Program: An Overview for Closed System Outpatient Pharmacies

= If validated, you will be supplied a prescription authorization
number via fax within one (1) business day which indicates you can
dispense the TIRF medicine.

= If not validated, you will be provided a rejection reason and
information regarding how to resolve the rejection using the phone
number provided on the request.

Step 3: Dispensing

* Receive the prescription authorization number from the TIRF REMS Access
program and then prepare, label and dispense the medication.

Step 4: Counsel patient and provide Medication Guide

e Counsel the patient on the appropriate use, safe storage, and the proper
disposal procedures of TIRF medicines.

* Provide a copy of the product specific Medication Guide to the patient with
each prescription.

Reporting Adverse Events and Monitoring

To report any adverse events including the misuse, abuse, addiction, or overdose of
TIRF medication contact:

e TIRF REMS Access program at 1-866-822-1483 and/or
o FDA MedWatch program by phone at 1-800-FDA-1088 or online at
www.fda.gov/medwatch/report.htm

If you have any questions, need additional information, or need additional
copies of any TIRF REMS Access documents, please \visit
www.TIRFREMSaccess.com, or call the TIRF REMS Access program at 1-866-
822-1483.
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The TIRF REMS Access Program: An Overview for Inpatient Pharmacies

The Transmucosal Immediate Release Fentanyl
(TIRF) REMS Access Program

An Overview for Inpatient Pharmacies (e.g. hospitals, in-hospital
hospices, and long-term care facilities that dispense for inpatient
use).

To dispense TIRF medicines, your Inpatient Pharmacy must enroll
in the TIRF REMS Access program.

What is the TIRF REMS Access Program?

The TIRF REMS (Risk Evaluation and Mitigation Strategy) Access program is
designed to ensure informed risk-benefit decisions before initiating treatment and,
while patients are on treatment, to ensure appropriate use of TIRF medicines. TIRF
medicines are available only through a restricted distribution program required by
the Food and Drug Administration (FDA), because of the risk for misuse, abuse,
addiction, overdose, and serious complications due to medication errors. A list of
TIRF medicines available through the TIRF REMS Access program is located on the
TIRF Products web page at www.TIRFREMSaccess.com/TirfUl/ProductList.

How does the TIRF REMS Access program work?

The TIRF REMS Access program requires pharmacies, prescribers, patients and
wholesalers to enroll in the program in order to utilize TIRF medications. The
supply of TIRF medicines to pharmacies is controlled by enrolled distributors, who
will verify the current enrollment status of the pharmacy prior to shipment of TIRF
medicines. Pharmacies are required to verify the prescriber and the patient are
enrolled in the TIRF REMS Access program before dispensing any TIRF medication.

Does your pharmacy qualify as an Inpatient Pharmacy?

For the purposes of this REMS, an inpatient pharmacy is defined as a pharmacy
where the patient’s care is coordinated on-site at a care facility and the pharmacy
claims are submitted as a medical benefit.

Important Information about Outpatient Pharmacies within the Facility
Outpatient pharmacies, within or associated with the healthcare facility, that
provide dispensing services to outpatients must be separately enrolled in the
TIRF REMS Access program and comply with the TIRF REMS Access program to
dispense TIRF medicines to outpatients. Please refer to “An Overview for Outpatient
Pharmacies” for more information. Additionally, any prescribers who prescribe TIRF
medicines to outpatients must also be enrolled in the TIRF REMS Access program.

Overview of the TIRF REMS Access Program for Inpatient Pharmacies:
Steps for Enrollment and Program Requirements

Inpatient Pharmacy Education and Enrollment

All enrollment activities can be completed at www.TIRFREMSaccess.com
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The TIRF REMS Access Program: An Overview for Inpatient Pharmacies

If 1 have previously enrolled in an individual TIRF REMS do | need to enroll
in the shared TIRF REMS Access Program?

All pharmacy enrollment information was transferred from the individual TIRF REMS
to the TIRF REMS Access program on March 12, 2012. Your enrollment in the
shared TIRF REMS Access program allows dispensing of all TIRF medicines that are
covered under the TIRF REMS Access program. The website for the shared TIRF
REMS Access program can be accessed at www.TIRFREMSaccess.com.

You will be required to re-enroll in the shared TIRF REMS two (2) years after your
last enrollment in an individual REMS program if you wish to continue dispensing
these products. You will be notified by the TIRF REMS Access program in advance
of the need to re-enroll.

The following two sections provide detailed information on the Enrollment Process
(Section 1) and the Implementation Processes (Section 2) for TIRFimedicines'in‘an
inpatient pharmacy.

Section 1: Enrollment Process

Summary of Enrollment

1. Select an individual to be your Authorized Inpatient Pharmacy
Representative.

2. Create an account and complete registration at www.TIRFREMSaccess.com.

3. Complete the TIRF REMS Access Education Program and Knowledge
Assessment.

4. Complete and submit an Inpatient Pharmacy Enrollment form.

5. Train pharmacy staff.

Detailed Enrollment Process
Step 1: Select an individual to be your Authorized Chain Representative

e Select an authorized pharmacy representative to establish and oversee the
TIRF REMS Access program requirements.

Step 2: Create an account and complete registration at
www.TIRFREMSaccess.com

» Create an account at www.TIRFREMSaccess.com and then complete
registration on behalf of your pharmacy.

How do 1 create an account and complete the TIRF REMS Access

registration on-line?

e Select the Create Account button on the home page

« Complete the Create Account Information section

 Select ‘No’ if you have not submitted an enrollment form via fax at the
‘Already enrolled via Fax and have an enrollment ID?’ prompt.
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The TIRF REMS Access Program: An Overview for Inpatient Pharmacies

» Create User ID and password and select ‘Create My Account’

* Select ‘Pharmacy’ as the option to best describe you and select ‘Continue’

» Select ‘Inpatient Pharmacy — Authorized Pharmacy Representative’

* Review the content in the pop-up box and select ‘Confirm’ to continue

« Complete required fields on the Inpatient Pharmacy Registration page and
select ‘Submit’ to continue

Step 3: Complete the TIRF REMS Access Education Program and Knowledge
Assessment

How do I complete the TIRF REMS Access Education Program by fax?

 Review the TIRF REMS Access Education Program. A printable version of the
TIRF REMS Access Education Program is available online at
www.TIRFREMSaccess.com or by contacting the TIRF REMS Access call
center at 1-866-822-1483.

e Once you have reviewed the Education Program complete the Knowledge
Assessment and submit by fax to 1-866-822-1487

e The TIRF REMS Access program will notify you of the status of your
Knowledge Assessment via your indicated preferred method of
communication (fax or e-mail)

How do | complete the TIRF REMS Access Education Program online?

* Select the ‘Start the TIRF REMS Access Education Program’ to proceed to the
training upon completion of registration

e Select ‘Go To Knowledge Assessment’ button and complete upon completion
of the Education Program

* A Knowledge Assessment Confirmation Code will be provided once the
assessment is completed successfully.

Step 4: Complete and submit Inpatient Pharmacy Enrollment

e To finalize enrollment in the TIRF REMS Access program complete Inpatient
Pharmacy Enrollment

e If you are unable to enroll online, please call the TIRF REMS Access program
call center at 1-866-822-1483 for further assistance.

How do I complete the TIRF REMS Access Enrollment on-line?

e Upon successful completion of the TIRF REMS Access Education Program and
Knowledge Assessment, you will be prompted to read the TIRF REMS Access
attestation and enter your electronic signature, today’s date, and check the
attestation box before clicking ‘Submit’.

NOTE: You are required to re-enroll every two (2) years. You will be notified by
the TIRF REMS Access program in advance of the need to re-enroll.
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The TIRF REMS Access Program: An Overview for Inpatient Pharmacies

Section 2: Implementation Process

Summary of Implementation Process
1. Ensure appropriate patient selection and compliance with TIRF REMS Access
program requirements
2. Train Pharmacy Staff

Detailed Implementation Process

Step 1: Ensure appropriate patient selection and compliance with TIRF
REMS Access program requirements

 The authorized inpatient pharmacist must establish or oversee the system,
order sets, protocols, and/or other measures to help ensure appropriate
patient selection and compliance with the requirements of the TIRF REMS
Access program.

e The authorized inpatient pharmacist must ensure the inpatient pharmacy
does not sell, loan or transfer any TIRF medicines to any other pharmacy,
institution, distributor, or prescriber.

* Inpatient pharmacies may not dispense TIRF medicines for outpatient use.

Step 2: Train Pharmacy Staff

* The authorized inpatient pharmacist must ensure that inpatient pharmacists
and other relevant inpatient staff are educated on the risks associated with
TIRF medicines and the requirements of the TIRF REMS Access program, as
described in the Education Program.

0 Pharmacy staff can register online to access the Education Program
and take the Knowledge Assessment for training purposes.

Reporting Adverse Events and Monitoring

To report any adverse events including the misuse, abuse, addiction, or overdose of
TIRF medication contact:

e TIRF REMS Access program at 1-866-822-1483 and/or
e FDA MedWatch program by phone at 1-800-FDA-1088 or online at
www.fda.gov/medwatch/report.htm

If you have any questions, need additional information, or need additional
copies of any TIRF REMS Access documents, please \visit
www.TIRFREMSaccess.com, or call the TIRF REMS Access program at 1-866-
822-1483.

Page 4 of 4
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The TIRF REMS Access Program: Independent Outpatient Pharmacy Enroliment Form

The Transmucosal Inmediate Release Fentanyl (TIRF) REMS Access Program
Independent Outpatient Pharmacy Enrollment Form, |

r real-time processing of enroliment, please go to www.TIRFREMSaccess.com.

submit this form via fax, please complete all required fields below and fax pages 1, 2, 3
1-866-822-1487. Please note, you must review the TIRF REMS Access Education Prog
successfully complete the Knowledge Assessment to complete enrollment. If you h
t completed the Knowledge Assessment online, please include it with this enroliment for
ou will receive enrollment confirmation via email or fax., | |

ALT

understand that TIRF medicines are only available through the TIRF REMS (Risk Evaluation an
itigation Strategy) Access program and that | must comply with the program requirements. |
ddition, as the designated authorized independent outpatient pharmacy representative,
cknowledge that:

I have reviewed the TIRF REMS Access Education Program, and | have completed the Knowledg
Assessment. | understand the risks and benefits associated with TIRF medicines and the requirements of
IRF REMS Access program for pharmacies.

ill ensure that all pharmacy staff who participate in dispensing TIRF medicines are educated on t
ciated with TIRF medicines and the requirements of the TIRF REMS Access program, as des
RF REMS Access Education Program. This training should be documented and is subject to
stand that converting patients from one TIRF medicine to a different TIRF medicine must n
icrogram-per-microgram basis. | understand that TIRF medicines are not interchangeabl
gardless of route of administration, and that conversion may result in fatal over
n is done in accordance with labeled product-specific conversion recommendations (r
ntly approved TIRF products located on the TIRF REMS Acc
FREMSaccess.com/TirfUl/ProductList). Note, a branded TIRF medicine and its s
are interchangeable.

d that TIRF medicines are contraindicated for use in opioid non-tolerant patients.
d that the initial starting dose for TIRF medicines for all patients is the lowe
roduct labels provide product-specific conversion recommendations, and |
st be titrated individually.

the importance of discussing the risks and benefits of TIRF medicines with p
and in particular the importance of taking the drug as prescribed, not sharing
osal.

d that the product-specific Medication Guide must be given to the patient or their
medicine is dispensed.

nd that a TIRF medicine will not be dispensed without verifying through our pharmac
at the prescriber and pharmacy are enrolled and active, and that the patient
d in the program.

tand that ALL TIRF medicine prescriptions, regardless of the method of payment, must b
our pharmacy management system.

rstand that all dispensing locations must be enrolled in the TIRF REMS Access program to
medicines.

derstand that TIRF medicines can only be obtained from wholesalers/distributors that are enrolle
RF REMS Access program.

Pharmacist Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS
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The TIRF REMS Access Program: Independent Outpatient Pharmacy Enrollment Form

12. | understand that our pharmacy will not sell, loan or transfer any TIRF medicine inventory to any other
pharmacy, institution, distributor, or prescriber.

13. I understand that our pharmacy must re-enroll in the TIRF REMS Access program and successfully complete
the enrollment requirements every two (2) years.

14. | understand that TIRF medicines are only available through the REMS program. | understand that the
pharmacy must comply with the TIRF REMS Access program requirements for outpatient pharmacies and
the terms of the agreement that follow this form.

15. | understand that differences in pharmacy software may affect automation capabilities for adjudicating
prescriptions through the TIRF REMS Access program without an insurance claim (i.e.: cash claim). If
insurance is not used, pharmacy staff must manually enter the REMS Cash BIN #014780 in order for the
transaction to be properly adjudicated through the TIRF REMS Access program.

Please note: If you are a chain outpatient pharmacy, please complete the Chain Outpatient
Pharmacy Enrollment Form which can be found on www.TIRFREMSaccess.com or call the
TIRF REMS Access program at 1-866-822-1483.

Authorized Independent Outpatient Pharmacy Representative:

Authorized Pharmacist Signature* Date
First Name* Last Name* Title
Phone Number* Email*

Independent Outpatient Pharmacy Information:

Pharmacy Name* DEA Number*

Address* National Provider Identifier (NPI)*
City* Medicaid ID

State* ZIP* State Issued

Phone Number* NCPDP Number*

Fax Number*

*Required Fields

Preferred Method of Communication (please select one): O Fax O Email

After submitting this form, you will receive a fax or email with instructions on how to submit test
transaction(s) to the TIRF REMS Access program to ensure that your pharmacy management system
has been successfully configured to allow for communication with the TIRF REMS Access program.

After successful completion of the test transaction(s) you will receive enrollment confirmation via fax or
email.

For additional Medicaid IDs that you may use when dispensing TIRF medicines, please complete

below:

Medicaid ID State Issued
Medicaid ID State Issued,_
Medicaid ID State Issued

Pharmacist Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS

Page 2
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The TIRF REMS Access Program: Independent Outpatient Pharmacy Enrollment Form

If you have any questions or require additional information or further copies of any TIRF
REMS Access documents, please visit either www.TIRFREMSaccess.com, or call the TIRF
REMS Access program at 1-866-822-1483.

The TIRF REMS Access Program Additional Terms and Conditions

Pharmacy (“Pharmacy”) agrees to the following requirements, with respect to the Transmucosal Immediate
Release Fentanyl (TIRF) REMS program (the “Program”), sponsored by the Transmucosal REMS Industry
Group (hereinafter “TRIG” or “Program Sponsor”) and supported, under the direction of TRIG by McKesson
Specialty Arizona Inc and its affiliates including NDCHealth Corporation d/b/a RelayHealth (“RelayHealth”)
and McKesson Canada, and any other pharmacy transaction switch system (collectively, "the Providers”).

Pharmacy represents that (i) it shall perform its obligations under these terms and conditions in compliance
with all applicable laws and regulations, (ii) Pharmacy’s participation in the Program does not conflict with
its obligations under any contracts or other arrangements with any third party, and (iii) Pharmacy is
authorized to submit patient information to the Providers for purposes of verifying and tracking each
patient’s eligibility to participate in the Program and Pharmacy authorizes Providers and Program Sponsor
and their respective designees and agents to use the submitted information for such purposes.

Pharmacy agrees to the following Program Requirements: (a) If applicable, enable Pharmacy’s pharmacy
practice management system to support the Program, including submission of required data fields and
display of Program messages; (b) Respond appropriately to Program messages and alerts in order to
comply with Program requirements, including contacting the call center when an exception process occurs;
(c) Report all Program Drug dispensing activity for all transmucosal immediate release fentanyl Program
Drug NDC #'s. This includes any future drug deemed by FDA to be included in the TIRF REMS Access
Program to Providers via submission of all billing and reversal request. Please reference the following link
(www.TIRFREMSaccess.com/TirfUI/NDCList) for a detailed list of products (including their NDC numbers)
available through the TIRF REMS Access program. This document is available on the Resources tab (for
pharmacies and distributors) on the program website at www.TIRFREMSaccess.com.

Pharmacy acknowledges that billing request for the Program Drug will not pass to the payer, or cash
prescription processor, if the prescriber, pharmacy or patient registration is not verified.

Pharmacy authorizes and directs the Providers to de-identify, in accordance with the Health Insurance
Portability and Accountability Act of 1996, as amended, its historical and prospective prescriptions claims
data submitted to the Providers and/or their affiliates in connection with or related to the Program on behalf
of Pharmacy, and to use that de-identified data for purposes of (i) analyzing, identifying, designing and/or
enabling a REMS service; (ii) developing communication documentation for such services for both Program
Sponsors and Pharmacy; (iii) providing the Program Sponsors with reports and information (including any
fees paid, which will be aggregated), for purposes of implementing, maintaining, supporting, monitoring or
improving a Program, and (iv) any other purpose required by law. These reports may contain information
aggregated by NCPDP number. Further, Pharmacy authorizes Providers to deliver all of the above
enumerated data and reports otherwise to be delivered to Program Sponsor to the designee or agent of
Program Sponsor. In addition, Pharmacy authorizes Program Sponsor and its contracting Providers, to
receive from wholesaler(s) of the Program Drug(s) distribution and purchasing data, including 867 data,
with respect to the Program Drug(s).

Pharmacy acknowledges that the FDA or Program Sponsor may mandate modification, suspension or

termination of a Program. The Providers reserve the right to modify, suspend or terminate any REMS
service for any reason, without liability to Switch Systems.

Pharmacist Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS
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The TIRF REMS Access Program: Independent Outpatient Pharmacy Enrollment Form

EXCEPT FOR PROVIDER'S FRAUD OR INTENTIONAL MISCONDUCT ARISING OUT OF THE
SERVICES OR THE PROGRAM, IN NO EVENT WILL THE PROGRAM SPONSOR OR PROVIDER BE
LIABLE TO PHARMACY UNDER, IN CONNECTION WITH, OR RELATED TO THE PROGRAM OR THE
SERVICES FOR ANY DIRECT, SPECIAL, INCIDENTAL, INDIRECT, OR CONSEQUENTIAL DAMAGES,
INCLUDING, BUT NOT LIMITED TO, LOST PROFITS OR LOSS OF GOODWILL, WHETHER BASED ON
BREACH OF CONTRACT, WARRANTY, TORT, PRODUCT LIABILITY, OR OTHERWISE, AND
WHETHER OR NOT PROVIDERS OR PROGRAM SPONSOR HAS BEEN ADVISED OF THE
POSSIBILITY OF SUCH DAMAGE.

To the extent any of these terms and conditions conflict with any other written agreement between the
parties with respect to the Program, the terms and conditions of such other written agreement shall prevalil.

Pharmacist Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS
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The TIRF REMS Access Program: Chain Outpatient Pharmacy Enrollment Form

The Transmucosal Inmediate Release Fentanyl (TIRF) REMS Access Program
Chain Outpatient Pharmacy Enrollment Form, |

r real-time processing of enroliment, please go to www.TIRFREMSaccess.com.

submit this form via fax, please complete all required fields below and fax pages 1, 2,
5 to 1-866-822-1487. Please note, you must review the TIRF REMS Access Educat
gram and successfully complete the Knowledge Assessment to complete enroliment.
u have not completed the Knowledge Assessment online, please include it with t
nroliment form. You will receive enroliment confirmation via email or fax., | |

ALT

understand that TIRF medicines are only available through the TIRF REMS (Risk Evaluation an
itigation Strategy) Access program and that | must comply with the program requirements. |
ddition, as the designated authorized chain outpatient pharmacy representative, | acknowledge that:

| have reviewed the TIRF REMS Access Education Program, and | have completed the Knowled
Assessment. | understand the risks and benefits associated with TIRF medicines and the requirement
he TIRF REMS Access program for pharmacies.

ill ensure that all pharmacy staff who participate in dispensing TIRF medicines are educated
s associated with TIRF medicines and the requirements of the TIRF REMS Access pro
ribed in the Education Program. This training should be documented and is subject to audit.
rstand that converting patients from one TIRF medicine to a different TIRF medicine
n a microgram-per-microgram basis. | understand that TIRF medicines are not interchal
er, regardless of route of administration, and that conversion may result in fatal over
on is done in accordance with labeled product-specific conversion recommendation
currently approved TIRF products located on the TIRF REMS Access
REMSaccess.com/TirfUl/ProductList). Note, a branded TIRF medicine and its s
are interchangeabile.

d that TIRF medicines are contraindicated for use in opioid non-tolerant patients
d that the initial starting dose for TIRF medicines for all patients is the lowe
roduct labels provide product-specific conversion recommendations, and |
st be titrated individually.

d the importance of discussing the risks and benefits of TIRF medicines with p
and in particular the importance of taking the drug as prescribed, not sharing
osal.

d that the product-specific Medication Guide must be given to the patient or
a TIRF medicine is dispensed.

nd that a TIRF medicine will not be dispensed without verifying through
ent system that the prescriber and pharmacy are enrolled and active, and that t
inactivated in the program.

tand that ALL TIRF medicine prescriptions, regardless of the method of paym
ed through our pharmacy management system.

rstand that all dispensing locations must be enrolled in the TIRF REMS Access program
medicines.

derstand that TIRF medicines can only be obtained from wholesalers/distributors that are e
TIRF REMS Access program.

understand that our pharmacy will not sell, loan or transfer TIRF medicine inventory to any
pharmacy, institution, distributor, or prescriber.

Chain ID*:

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS
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The TIRF REMS Access Program: Chain Outpatient Pharmacy Enrollment Form

13. | understand that our pharmacy must re-enroll in the TIRF REMS Access program and successfully
complete the enrollment requirements every two (2) years.

14. 1 understand that TIRF medicines are only available through the REMS program. | understand that the
pharmacy must comply with the TIRF REMS Access program requirements for outpatient pharmacies and
the terms of the agreement that follow this form.

15. | understand that differences in pharmacy software may affect automation capabilities for adjudicating
prescriptions through the TIRF REMS Access program without an insurance claim (i.e.: cash claim). If
insurance is not used, pharmacy staff must manually enter the REMS Cash BIN #014780 or the designated
chain pharmacy cash bin in order for the transaction to be properly adjudicated through the TIRF REMS
Access program.

Authorized Chain Outpatient Pharmacy Representative:

Authorized Pharmacy Representative Signature* Date
First Name* Last Name* Title
Phone Number* Email*

Chain Outpatient Pharmacy Information:

Pharmacy Name* Chain ID*
Address* Phone Number*
City* Fax Number*
State* ZIP*

*Required Fields

Preferred Method of Communication (please select one): O Fax O Email

After submitting this form, you will receive a fax or email with instructions on how to submit test
transaction(s) to the TIRF REMS Access program to ensure that your pharmacy management
system has been successfully configured to allow for communication with the TIRF REMS Access
program.

After successful completion of the test transaction(s) you will receive enrollment confirmation via fax
or email.

Pharmacy sites that have been trained can then be updated to an enrolled status through the
Chain Outpatient Pharmacy Dashboard which will list all chain stores at
www.TIRFREMSaccess.com

Chain ID*;

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS
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The TIRF REMS Access Program: Chain Outpatient Pharmacy Enrollment Form

The following pharmacy information will need to be provided for each trained pharmacy site. ,

A A
Pharmacy Information:
Pharmacy Name* DEA Number*
Address* National Provider Identifier (NPI)*
City* Medicaid ID
State* ZIP State Issued
Phone Number* NCPDP Number*
Fax Number* Store Number*

*Required Fields

Chain ID*;

AL AA

If you have any questions or require additional information or further copies of any TIRF
REMS Access documents, please visit either www.TIRFREMSaccess.com, or call the
TIRF REMS Access program at 1-866-822-1483.

Chain ID*;

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS
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The TIRF REMS Access Program: Chain Outpatient Pharmacy Enrollment Form

The TIRF REMS Access Program Additional Terms and Conditions

Pharmacy (“Pharmacy”) agrees to the following requirements, with respect to the Transmucosal
Immediate Release Fentanyl (TIRF) REMS program (the “Program”), sponsored by the Transmucosal
REMS Industry Group (hereinafter “TRIG” or “Program Sponsor”) and supported, under the direction of
TRIG by McKesson Specialty Arizona Inc and its affiliates including NDCHealth Corporation d/b/a
RelayHealth (“RelayHealth”) and McKesson Canada, and any other pharmacy transaction switch system
(collectively, “the Providers”).

Pharmacy represents that (i) it shall perform its obligations under these terms and conditions in
compliance with all applicable laws and regulations, (ii) Pharmacy’s participation in the Program does not
conflict with its obligations under any contracts or other arrangements with any third party, and (iii)
Pharmacy is authorized to submit patient information to the Providers for purposes of verifying and
tracking each patient’s eligibility to participate in the Program and Pharmacy authorizes Providers and
Program Sponsor and their respective designees and agents to use the submitted information for such
purposes.

Pharmacy agrees to the following Program Requirements: (a) If applicable, enable Pharmacy’s pharmacy
practice management system to support the Program, including submission of required data fields and
display of Program messages; (b) Respond appropriately to Program messages and alerts in order to
comply with Program requirements, including contacting the call center when an exception process
occurs; (c) Report all Program Drug dispensing activity for all transmucosal immediate release fentanyl
Program Drug NDC #’s. This includes any future drug deemed by FDA to be included in the TIRF REMS
Access Program to Providers via submission of all billing and reversal request. Please reference the
following link (www.TIRFREMSaccess.com/TirfUI/NDCList) for a detailed list of products (including their
NDC numbers) available through the TIRF REMS Access program. This document is available on the
Resources tab (for pharmacies and distributors) on the program website at www.TIRFREMSaccess.com.

Pharmacy acknowledges that billing request for the Program Drug will not pass to the payer, or cash
prescription processor, if the prescriber, pharmacy or patient registration is not verified.

Pharmacy authorizes and directs the Providers to de-identify, in accordance with the Health Insurance
Portability and Accountability Act of 1996, as amended, its historical and prospective prescriptions claims
data submitted to the Providers and/or their affiliates in connection with or related to the Program on
behalf of Pharmacy, and to use that de-identified data for purposes of (i) analyzing, identifying, designing
and/or enabling a REMS service; (ii) developing communication documentation for such services for both
Program Sponsors and Pharmacy; (iii) providing the Program Sponsors with reports and information
(including any fees paid, which will be aggregated), for purposes of implementing, maintaining,
supporting, monitoring or improving a Program, and (iv) any other purpose required by law. These reports
may contain information aggregated by NCPDP number. Further, Pharmacy authorizes Providers to
deliver all of the above enumerated data and reports otherwise to be delivered to Program Sponsor to the
designee or agent of Program Sponsor.

In addition, Pharmacy authorizes Program Sponsor and its contracting Providers, to receive from
wholesaler(s) of the Program Drug(s) distribution and purchasing data, including 867 data, with respect to
the Program Drug(s).

Pharmacy acknowledges that the FDA or Program Sponsor may mandate modification, suspension or

termination of a Program. The Providers reserve the right to modify, suspend or terminate any REMS
service for any reason, without liability to Switch Systems.

Chain ID*:

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS
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The TIRF REMS Access Program: Chain Outpatient Pharmacy Enrollment Form

EXCEPT FOR PROVIDER'S FRAUD OR INTENTIONAL MISCONDUCT ARISING OUT OF THE
SERVICES OR THE PROGRAM, IN NO EVENT WILL THE PROGRAM SPONSOR OR PROVIDER BE
LIABLE TO PHARMACY UNDER, IN CONNECTION WITH, OR RELATED TO THE PROGRAM OR THE
SERVICES FOR ANY DIRECT, SPECIAL, INCIDENTAL, INDIRECT, OR CONSEQUENTIAL DAMAGES,
INCLUDING, BUT NOT LIMITED TO, LOST PROFITS OR LOSS OF GOODWILL, WHETHER BASED
ON BREACH OF CONTRACT, WARRANTY, TORT, PRODUCT LIABILITY, OR OTHERWISE, AND
WHETHER OR NOT PROVIDERS OR PROGRAM SPONSOR HAS BEEN ADVISED OF THE
POSSIBILITY OF SUCH DAMAGE.

To the extent any of these terms and conditions conflict with any other written agreement between the
parties with respect to the Program, the terms and conditions of such other written agreement shall
prevail.

Chain ID*;

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS

Page 5
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The TIRF REMS Access Program: Closed System Outpatient Pharmacy Enrollment Form

The Transmucosal Inmediate Release Fentanyl (TIRF) REMS Access Program
Closed System Outpatient Pharmacy Enroliment Form, |

o enroll in TIRF REMS Access, please complete all required fields below and fax pages 1 an
to 1-866-822-1487. You may also scan the completed form and email to:
ormation@TIRFREMSAccess.com. Please note, you must review the TIRF REMS Access
ucation Program and successfully complete the Knowledge Assessment to complete
roliment. If you have not completed the Knowledge Assessment online, please include it
ith this enrollment form. You will receive enroliment confirmation via email or fax., |, |

understand that TIRF medicines are only available through the TIRF REMS (Risk Evaluation an
itigation Strategy) Access program and that | must comply with the program requirements. |
ddition, as the designated authorized closed system outpatient pharmacy representative,
cknowledge that:

| have reviewed the TIRF REMS Access Education Program, and | have completed the Knowled
Assessment. | understand the risks and benefits associated with TIRF medicines and the requirement
he TIRF REMS Access program for pharmacies.

ill ensure that all pharmacy staff who participate in dispensing TIRF medicines are educated
s associated with TIRF medicines and the requirements of the TIRF REMS Access pro
ribed in the TIRF REMS Access Education Program. This training should be document
t to audit.

stand that converting patients from one TIRF medicine to a different TIRF medicine
a microgram-per-microgram basis. | understand that TIRF medicines are not interch
er, regardless of route of administration, and that conversion may result in fatal ove
n is done in accordance with labeled product-specific conversion recommendatio
urrently approved TIRF products located on the TIRF REMS Acces
REMSaccess.com/TirfUl/ProductList). Note, a branded TIRF medicine and its
re interchangeable.

that TIRF medicines are contraindicated for use in opioid non-tolerant patient
that the initial starting dose for TIRF medicines for all patients is the low
oduct labels provide product-specific conversion recommendations, and |
t be titrated individually.

the importance of discussing the risks and benefits of TIRF medicines with
nd in particular the importance of taking the drug as prescribed, not sharing
sal.

d that the product-specific Medication Guide must be given to the patient o
TIRF medicine is dispensed.

d that a TIRF medicine will not be dispensed without obtaining a TIRF
n authorization number issued by the TIRF REMS Access program prior to
n. A TIRF REMS Access prescription authorization number verifies that the
are enrolled and active, and that the patient has not been inactivated in the progra

and that all dispensing locations must be enrolled in the TIRF REMS Access progra

stand that TIRF medicines can only be obtained from wholesalers/distributors that are
RF REMS Access program.

derstand that our pharmacy will not sell, loan or transfer TIRF medicine inventory to a
rmacy, institution, distributor, or prescriber.

understand that our pharmacy must re-enroll in the TIRF REMS Access program and succe
complete the enrollment requirements every two (2) years.

Closed System Chain ID*:

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS
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The TIRF REMS Access Program: Closed System Outpatient Pharmacy Enrollment Form

13. 1 understand that TIRF medicines are only available through the REMS program. | understand that the
pharmacy must comply with the TIRF REMS Access program requirements for outpatient closed system
pharmacies.

Authorized Closed System Outpatient Pharmacy Representative:

Authorized Pharmacy Representative Signature* Date
First Name* Last Name* Title
Phone Number* Email*

Closed System Outpatient Pharmacy Information:

Pharmacy Name* Closed System Chain ID*
Address* Phone Number*

City* Fax Number*

State* ZIP*

*Required Fields

Preferred Method of Communication (please select one): O Fax O Email |

A
After submitting this form, you will receive a fax or email with your enrollment confirmation an

instructions on how your pharmacy staff can complete the training process and how your close
system outpatient pharmacy dispensing locations may obtain a TIRF REMS Access Prescripti
Authorization, |

If you have any questions or require additional information or further copies of any TIRF
REMS Access documents, please visit either www.TIRFREMSaccess.com, or call the
TIRF REMS Access program at 1-866-822-1483.

Closed System Chain ID*;

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS

Page 2
Reference ID: 3863786
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The TIRF REMS Access Program: Inpatient Pharmacy Enrollment Form

The Transmucosal Inmediate Release Fentanyl (TIRF) REMS Access Program

Inpatient Pharmacy Enroliment Form (e.g. hospitals, in-hospital hospices, and long-term
care facilities that dispense for inpatient use) |

r real-time processing of enroliment, please go to www.TIRFREMSaccess.com.

submit this form via fax, please complete all required fields below and fax pages 1 and 2 to
66-822-1487. Please note, you must review the TIRF REMS Access Education Program and
cessfully complete the Knowledge Assessment to complete enroliment. If you have not
mpleted the Knowledge Assessment online, please include it with this enroliment form. You
ill receive enrollment confirmation via email or fax., | |

AAT

understand that TIRF medicines are only available through the TIRF REMS (Risk Evaluation an
itigation Strategy) Access program and that | must comply with the program requirements. In additio
s the designated authorized inpatient pharmacist, | acknowledge that:

| have reviewed the TIRF REMS Access Education Program, and | have completed the Knowled
Assessment. | understand the benefits and risks associated with TIRF medicines and the requirements of
IRF REMS Access program for pharmacies.

ill ensure that our inpatient pharmacists are educated on the risks associated with TIRF medicines
irements of the TIRF REMS Access program, as described in the TIRF REMS Access Education P,

rstand that converting patients from one TIRF medicine to a different TIRF medicine must not b
gram-per-microgram basis. | understand that TIRF medicines are not interchangeable with
ss of route of administration, and that conversion may result in fatal overdose, unless ¢
accordance with labeled product specific conversion recommendations (refer to the list
TIRF products located on the TIRF REMS Access
IRFREMSaccess.com/TirfUl/ProductList. Note, a branded TIRF medicine and its sp
are interchangeable.
d that TIRF medicines are contraindicated for use in opioid non-tolerant patients.

d that the initial starting dose for TIRF medicines for all patients is the lowest dose, u
els provide product-specific conversion recommendations, and | understand that p
idually.

that pharmacies within or associated with the healthcare facility that dispense to o
ly enrolled in and comply with the TIRF REMS Access program to dispense TIR

d that our inpatient pharmacy must not dispense TIRF medicines for outpatient use.

d that a prescriber who wants to discharge a patient with a TIRF medicine prescripti
ed by an outpatient pharmacy, will be required to enroll in the TIRF REMS Access pr

lish, or oversee the establishment of, a system, order sets, protocols and/or other me
propriate patient selection and compliance with the requirements of the TIRF REMS Acc

tand that our pharmacy will not sell, loan or transfer any TIRF medicine inventory t
cy, institution, distributor, or prescriber.

stand that TIRF medicines can only be obtained from wholesalers/distributors that are enr
REMS Access program.

erstand that our pharmacy must re-enroll in the TIRF REMS Access program every two (2) years.

nderstand that TIRF medicines are available only through the TIRF REMS Access program. | und
nd agree to comply with the TIRF REMS Access program requirements for inpatient pharmacies.

Pharmacist Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS |

Reference ID: 3863786
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The TIRF REMS Access Program: Inpatient Pharmacy Enrollment Form

Authorized Inpatient Pharmacist

Signature* Date
First Name* Last Name* Title
Phone Number* Email*

*Required Fields

Inpatient Pharmacy Information

Pharmacy Name*

Address* DEA Number*
City* Pharmacy License Number*
State* ZIP* Phone Number*

Fax Number*

*Required Fields

Preferred Method of Communication (please select one): O Fax O Email

If you have any questions or require additional information or further copies of any TIRF
REMS Access documents, please visit either www.TIRFREMSaccess.com, or call the TIRF
REMS Access program at 1-866-822-1483.

Pharmacist Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS

Reference ID: 3863786
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The TIRF REMS Access Program: Dear Outpatient Pharmacy Letter

Important Drug Warning
Subject: Announcement of a single shared REMS (Risk Evaluation and Mitigation
Strategy) program for all Transmucosal Immediate Release Fentanyl (TIRF)
products due to the potential risk of misuse, abuse, addiction, overdose and
serious complications due to medication errors

The TIRF REMS Access program is a Food and Drug Administration (FDA) required risk
management program

Dear Outpatient Pharmacy:

The purpose of this letter is to make you aware of a change from individual REMS programs to
a shared REMS program (the TIRF REMS Access program) and to provide guidance on
enrollment into the new shared REMS program beginning mm/dd/yyyy. The individual REMS
programs are being converted to the TIRF REMS Access program to reduce the burden on the
healthcare providers and the healthcare system of having multiple individual programs. The
products covered under this new program include:

« Abstral® (fentanyl) sublingual tablets

« Actig® (fentanyl citrate) oral transmucosal lozenge

« Fentora® (fentanyl citrate) buccal tablet

« Lazanda® (fentanyl) nasal spray

« Onsolis® (fentanyl buccal soluble film)

e Subsys™ (fentanyl sublingual spray)

» Approved generic equivalents of these products are also covered under this program

This new shared program replaces the individual product REMS that were previously available,
and any prescribers, pharmacies, patients and distributors enrolled in these programs will be
automatically transitioned to the new shared REMS. Outpatient pharmacies from individual
product REMS will be automatically transitioned to the new shared REMS, beginning
mm/dd/yyyy, but will need to agree to shared program terms and conditions before they can
order and dispense all TIRF medicines. If you have not enrolled in one or more of these
individual REMS programs and, if any of these products are dispensed for outpatient use in your
pharmacy, you must enroll your pharmacy in the shared TIRF REMS Access program.

Outpatient Pharmacy Action:

Option 1: If you are already enrolled in at least one individual REMS program
* Your enrollment information will be automatically entered into the new shared TIRF REMS
Access program, but you will need to agree to the shared program terms and conditions
before you can order and dispense all TIRF medicines. Your enrollment in the shared TIRF
REMS Access program allows dispensing of all TIRF medicines that are covered under the
TIRF REMS Access program. The website for the shared TIRF REMS Access program can
be accessed at www.TIRFREMSaccess.com.
= Once the program is available, you will have six months to agree to the shared
program terms and conditions. Until you agree to the shared program terms and
conditions, you will be able to dispense those TIRF medicines with an individual
REMS program, in which you were previously enrolled. However, if you do not agree
to the shared program terms and conditions within six months, you will no longer be
able to order or dispense any TIRF medicine.

outpatient-pharm-letter Page 1 of 9
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The TIRF REMS Access Program: Dear Outpatient Pharmacy Letter

* You can use your existing secure user ID and password from any one of your individual
REMS programs to access the TIRF REMS Access website at www.TIRFREMSaccess.com.
® The user ID and password you use to initially log on will become your permanent

user ID and password for the shared TIRF REMS Access program.

 Once you have logged in, review your account information and make any necessary
updates. You are required to agree to the shared program terms and conditions to complete
enrollment for the new shared program.

* You will be required to re-enroll in the shared TIRF REMS two (2) years after your last
enrollment in an individual REMS program if you wish to continue dispensing these
products. You will be notified by the TIRF REMS Access program in advance of the need to
re-enroll.

Option 2: If you do not have an existing enrollment in any individual REMS program

e Select an authorized pharmacy representative to establish and oversee the TIRF REMS
Access program requirements.

* Access the TIRF REMS Access program at www.TIRFREMSaccess.com to create an
account.

e Review the TIRF REMS Access Education Program materials available at
www.TIRFREMSaccess.com and successfully complete the Knowledge Assessment.

e Enable the pharmacy management system to support communication with the TIRF
REMS Access program, using established telecommunication standards, and run the
standardized validation test transactions to validate the system enhancements.

e Enroll in the TIRF REMS Access program by completing the Outpatient Pharmacy
Enrollment Form and re-enroll every two (2) years. You will be notified by the TIRF
REMS Access program in advance of the need to re-enroll.

e If you are unable to enroll online, please call the TIRF REMS Access program call center
at 1-866-822-1483 for further assistance.

The goals of the TIRF REMS Access program are to mitigate the risk of misuse, abuse,
addiction, overdose and serious complications due to medication errors by:
1. Prescribing and dispensing TIRF medicines only to appropriate patients, which includes
use only in opioid-tolerant patients.
2. Preventing inappropriate conversion between fentanyl products.
3. Preventing accidental exposure to children and others for whom it was not prescribed.
4. Educating prescribers, pharmacists, and patients on the potential for misuse, abuse,
addiction, and overdose of TIRF medicines

TIRF medicines are opioid analgesics indicated only for the management of breakthrough pain
in cancer patients 18 years of age and older (16 years of age and older for Actiq® brand and
generic equivalents) who are already receiving and who are tolerant to around-the-clock opioid
therapy for their underlying persistent pain.

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

To help you understand the TIRF REMS Access program the following program materials
are available at www.TIRFREMSaccess.com or can be ordered by calling 1-866-822-1483:
* Overview for Outpatient Pharmacies

outpatient-pharm-letter Page 2 of 9
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The TIRF REMS Access Program: Dear Outpatient Pharmacy Letter

e TIRF REMS Access Education Program

* Knowledge Assessment

e Frequently Asked Questions

e Qutpatient Pharmacy Enrollment Form

e Full Prescribing Information and Medication Guides for each TIRF medicine

Inpatient pharmacies have different REMS requirements. Please see the TIRF REMS Access
program - An Overview for Inpatient Pharmacies available at wwvw.TIRFREMSaccess.com.

To access the above information and to enroll in the TIRF REMS Access program, visit
www.TIRFREMSaccess.com or call 1-866-822-1483 to have enroliment materials sent to
you.

outpatient-pharm-letter Page 3 of 9
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The TIRF REMS Access Program: Dear Outpatient Pharmacy Letter

Selected Important Safety Information
IMPORTANCE OF PROPER PATIENT SELECTION, DOSING, and POTENTIAL FOR ABUSE

TIRF medicines contain fentanyl, an opioid agonist and a Schedule Il controlled
substance, with an abuse liability similar to other opioid analgesics. TIRF medicines can
be abused in a manner similar to other opioid agonists, legal or illicit. Consider the potential for
abuse when prescribing or dispensing TIRF medicines in situations where the physician or
pharmacist is concerned about an increased risk of misuse, abuse or diversion. Schedule Il
opioid substances which include morphine, oxycodone, hydromorphone, oxymorphone, and
methadone have the highest potential for abuse and risk of fatal overdose due to respiratory
depression.

Serious adverse events, including deaths, in patients treated with some oral transmucosal
fentanyl medicines have been reported. Deaths occurred as a result of improper patient
selection (e.g., use in opioid non-tolerant patients) and/or improper dosing. The substitution of a
TIRF medicine for any other fentanyl medicine, including another TIRF medicine, may result in
fatal overdose.

TIRF medicines are indicated only for the management of breakthrough pain in adult
cancer patients 18 years of age and older (16 years of age and older for Actiq® brand and
generic equivalents) who are already receiving and who are tolerant to around-the-clock
opioid therapy for their underlying persistent cancer pain.

Patients considered opioid-tolerant are those who are taking:
e at least 60 mg of oral morphine/daily
e at least 25 mcg transdermal fentanyl/hour
e at least 30 mg of oral oxycodone daily
e at least 8 mg oral hydromorphone daily
e atleast 25 mg oral oxymorphone daily
e Or an equianalgesic dose of another opioid daily for a week or longer.

TIRF medicines are contraindicated in opioid non-tolerant patients and are contraindicated
in the management of acute or postoperative pain, including headache/migraine and dental
pain, or use in the emergency room. Please see the individual medicine prescribing information
for a full list of specific situations in which TIRF medicines are not indicated or are
contraindicated. Life-threatening respiratory depression could occur at any dose in opioid non-
tolerant patients. Deaths have occurred in opioid non-tolerant patients treated with some TIRF
medicines.

When prescribing, do not convert patients on a mcg per mcg basis from another fentanyl
medicine to a TIRF medicine, except for substitutions between a branded TIRF medicine and its
generic equivalent. Patients beginning treatment with TIRF medicines must begin with titration
from the lowest available dose for that specific medicine. Carefully consult the Initial Dosing
Instructions in the TIRF medicine-specific Full Prescribing Information.
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The TIRF REMS Access Program: Dear Outpatient Pharmacy Letter

When dispensing, TIRF medicines are not interchangeable with each other, regardless of route
of administration. Differences exist in the pharmacokinetics of TIRF medicines resulting in
clinically important differences in the amount of fentanyl absorbed that could cause a fatal
overdose. Converting patients from one TIRF medicine to a different TIRF medicine must not
be done on a microgram-per-microgram basis, and must be titrated according to the labeled
dosing instructions each time they begin use of a new TIRF medicine. The only exception is for
substitution between a branded TIRF medicine and its specific generic equivalent.

Special care must be used when dosing TIRF medicines. Refer to the Full Prescribing
Information for the individual TIRF medicine for guidance on the maximum number of doses that
can be taken per breakthrough pain episode and the time that patients must wait before treating
another episode of breakthrough pain with the TIRF medicine.

TIRF medicines are intended to be used only in the care of opioid-tolerant cancer patients and
only by healthcare professionals who are knowledgeable of, and skilled in, the use of Schedule
Il opioids to treat cancer pain.

Patients and their caregivers must be instructed that TIRF medicines contain a medicine
in an amount which can be fatal in children, in individuals for whom it is not prescribed,
and in those who are not opioid-tolerant. All medicines must be kept out of the reach of
children.

The concomitant use of TIRF medicines with cytochrome P450 3A4 inhibitors may result in an
increase in fentanyl plasma concentrations, and may cause potentially fatal respiratory
depression.

Adverse Reactions

The most commonly observed adverse reactions with TIRF medicines include typical opioid
adverse reactions, such as nausea, vomiting, constipation, somnolence, dizziness, and
headache. Refer to individual medicine prescribing information for all adverse reactions. Expect
opioid side effects and manage them accordingly.

Please see the individual Full Prescribing Information for each TIRF medicine for all information
including boxed warnings, and Medication Guide for important safety information for each TIRF
medicine.

Adverse Event Reporting

Promptly report suspected adverse events including misuse, abuse, addiction and overdoses
directly to the TIRF REMS Access program at 1-866-822-1483. You also may report adverse
event information to the FDA MedWatch Reporting System by telephone at 1-800-FDA-1088 or
by mail using Form 3500, available at www.fda.gov/medwatch.

Medication Guide

It is important that you discuss the risks of TIRF medicines with your patients and encourage
them to read the relevant Medication Guide. The Medication Guide provides important
information on the safe and effective use of TIRF medicines and you will need to review the
appropriate Medication Guide for the TIRF medicine you prescribe/dispense to your patient.
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The TIRF REMS Access Program: Dear Outpatient Pharmacy Letter

Patients should be counseled on the need to store TIRF medicines safely out of the reach of
children and other persons for whom the medicine is not prescribed.

Provide your patient with a copy of the appropriate Medication Guide for the TIRF medicine you
prescribe. Medication Guides will be provided to you by the manufacturers of individual TIRF
medicines. If you require additional Medication Guides you can:
e Print copies from the TIRF REMS Access program website at
www.TIRFREMSaccess.com.
e Contact the TIRF REMS Access program at 1-866-822-1483.

Sincerely,

TIRF REMS Access Industry Group
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The TIRF REMS Access Program: Dear Outpatient Pharmacy Letter

Attachment 1:
List of TIRF Medicines Available Only through the TIRF REMS Access Program

ABSTRAL® (fentanyl) sublingual tablets

ACTIQ® (fentanyl citrate) oral transmucosal lozenge

FENTORA® (fentanyl citrate) buccal tablet

LAZANDA® (fentanyl) nasal spray

ONSOLIS® (fentanyl buccal soluble film)

SUBSYS™ (fentanyl sublingual spray)

= Approved generic equivalents of these products are also covered under this program.
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The TIRF REMS Access Program: Dear Outpatient Pharmacy Letter

Attachment 2

Standardized validation test transaction required to validate pharmacy system
enhancements

Participating pharmacies must demonstrate that their pharmacy management system can
receive and display program reject codes and messages. The software certification process
requires the pharmacy to submit several test transactions via their pharmacy management
system.

Pharmacies will not be able to successfully process transactions for TIRF medicines through the
pharmacy management system until these system changes have been implemented.

Test Transaction Flow

TEST #1 REQUIRED DATA FIELDS - PHARMACY SUBMITS THE REQUIRED DATA FIELDS:

° Submits a prescription billing request to RelayHealth BIN # 014780, PCN REMS with the following
data fields populated;

e Patient First Name........cococoovvvveeiiiiiinnnnnnn. TIRFREMSTEST

e Patient Last Name..........ccccoveeeeevvevneeeeeeenn, Smithers

eDate of Birth........ooovvveiiiiiiiieeeeeeeeeee 19841105

e Patient ZIP/Postal Zone.............cccceceeeeee. 07921

o Drug Name.......ooovvviiiiiiiiiiies TIRFPRODUCT 800 mcg — NDC # 49884-0462-55
* Quantity Dispensed...........cccceeeeiiinnnnnnnns 12

* Days SUPPIY..coeeeiiiiiiiee e 4

e Prescriber ID......ccooovvveeiiiiie e, BA1111119

e Prescriber Last Name...........cccceeeeevevnnnnnnn. REMSTEST

» Test #1 Response

° A Successful Expected Response will look like this:

° Transaction Response Status.................. “R” (Rejected)

°Reject Code.......ooovveeiici e “NN”

° Additional Message Information: *REMS* — This is certification test message # 1 for TIRF
REMS. Resubmit this transaction with the following value in the in the Intermediary
Authorization ID or Patient ID field — [NNNNNNNNNN]

° Next Step — Proceed to Test #2

° An Unsuccessful Response will look like this:

° Transaction Response Status.................. “R” (Rejected)

°Reject Code.......oooveeiiiiei i “Will vary based upon missing/invalid required field”
° Additional Message Information: Missing/ Invalid [field]

° Next Step — Call your software vendor and provide the vendor the field provided in the reject
message, request the vendor to enable the submission of that field in your pharmacy management
system. Once, this has been resolved Test 1 needs to be resubmitted.
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The TIRF REMS Access Program: Dear Outpatient Pharmacy Letter

TEST #2 RE-SUBMIT CLAIM WITH OVER-RIDE PROVIDED - PHARMACY RE-SUBMITS CLAIM
WITH OVERRIDE PROVIDED FROM TEST #1.

° Receives and reviews the prescription billing request reject code and message for override value

° Inputs the identified code value provided in the reject message:

° Intermediary Authorization ID, or

° Patient ID

° Resubmits the prescription billing request.

* Test #2 Response

° A Successful Expected Response will look like this:

° Transaction Response Status.................. “P” (Paid)

° Additional Message Information: *REMS* — This is certification test message # 2 for TIRF
REMS. Submit a reversal request for this prescription to complete TIRF REMS certification
testing

° Next Step — Proceed to Test #3

° An Unsuccessful Response will look like this:

° Transaction Response Status.................. “R” (Rejected)

°Reject Code.......ooovviiiiceeee e “Will vary based upon missing/invalid required field”
° Additional Message Information: Missing/ Invalid [field]

° Next Step — Call your software vendor and request the vendor enable the submission of either the
Patient ID or Intermediary Authorization ID field in your pharmacy management system.

TEST #3 REVERSE CLAIM- PHARMACY SUBMITS

° Receives and reviews the prescription billing request and message

° Submits the prescription reversal request for the previously approved billing request.

* Test #3 Expected Response

° A Successful Expected Response will look like this:

° Transaction Response Status = “A” (Approved)

° Additional Message Information: *REMS* — This is certification test message # 3 for TIRF
REMS. TIRF REMS certification testing for NCPDP Telecommunication Standard is complete.

° Next Step — Vendor Verification Test complete.

° An Unsuccessful Response will look like this:

° Transaction Response Status.................. “R” (Rejected)

°Reject Code.......ooovviiiiiiie e “NN”

° Additional Message Information: “Invalid test transaction sequence”
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The TIRF REMS Access Program: Dear Inpatient Pharmacy Letter

Important Drug Warning
Subject: Announcement of a single shared REMS (Risk Evaluation and Mitigation
Strategy) program for all Transmucosal Immediate Release Fentanyl (TIRF)
products due to the potential risk of misuse, abuse, addiction, overdose and
serious complications due to medication errors

The TIRF REMS Access program is a Food and Drug Administration (FDA) required risk
management program

Dear Inpatient Pharmacy:

The purpose of this letter is to make you aware of a change from individual REMS programs to
a shared REMS program (the TIRF REMS Access program) and to provide guidance on
enrollment into the new shared REMS program beginning mm/dd/yyyy. The individual REMS
programs are being converted to the TIRF REMS Access program to reduce the burden on the
healthcare providers and the healthcare system of having multiple individual programs. The
products covered under this new program include:

« Abstral® (fentanyl) sublingual tablets

« Actig® (fentanyl citrate) oral transmucosal lozenge

« Fentora® (fentanyl citrate) buccal tablet

« Lazanda® (fentanyl) nasal spray

« Onsolis® (fentanyl buccal soluble film)

e Subsys™ (fentanyl sublingual spray)

» Approved generic equivalents of these products are also covered under this program

This new shared program replaces the individual product REMS that were previously available.
Any prescribers, pharmacies, patients and distributors enrolled in these programs will be
automatically transitioned to the new shared TIRF REMS Access program beginning
mm/dd/yyyy. If you have not enrolled in one or more of these individual REMS programs, and
if any of these products are prescribed and dispensed in your healthcare facility (e.g., hospitals,
in-hospital hospices, and long-term care facilities that dispense for inpatient use), you must
enroll your inpatient pharmacy in the shared TIRF REMS Access program.

For inpatient administration of these products, patient and prescriber enroliment in the TIRF
REMS Access program is not required.

Inpatient Pharmacy Action:

Option 1: If you are already enrolled in at least one individual REMS program

e Your enrollment information will be automatically entered into the new shared TIRF
REMS Access program. Your enrollment in the shared TIRF REMS Access program
allows dispensing of all TIRF medicines that are covered under the TIRF REMS Access
program. The website for the shared TIRF REMS Access program can be accessed at
www.TIRFREMSAccess.com.

* You can use your existing secure user ID and password from any one of your individual
REMS programs to access the TIRF REMS Access website at
www.TIRFREMSaccess.com.
= The user ID and password you use to initially log on will become your permanent

user ID and password for the shared TIRF REMS Access program.
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The TIRF REMS Access Program: Dear Inpatient Pharmacy Letter

 The TIRF REMS Education Program is also available on the shared TIRF REMS Access
website. Alternatively, you can request this information by calling 1-866-822-1483.

* You will be required to re-enroll in the shared TIRF REMS two (2) years after your last
enrollment in an individual REMS program if you wish to continue dispensing these
products. You will be notified by the TIRF REMS Access program in advance of the
need to re-enroll.

Option 2: If you do not have an existing enrollment in any individual REMS program

» Select an authorized pharmacist to establish and oversee the TIRF REMS Access
program requirements.

e Access the TIRF REMS Access program at www.TIRFREMSaccess.com to create an
account.

e Review the TIRF REMS Access Education Program materials available at
www. TIRFREMSaccess.com and successfully complete the Knowledge Assessment.

e Enroll in the TIRF REMS Access program by completing the Inpatient Pharmacy
Enroliment Form and re-enroll every two (2) years. You will be notified by the TIRF
REMS Access program in advance of the need to re-enroll.

* If you are unable to enroll online, please call the TIRF REMS Access program call center
at 1-866-822-1483 for further assistance.

The goals of the TIRF REMS Access program are to mitigate the risk of misuse, abuse,
addiction, overdose and serious complications due to medication errors by:
1. Prescribing and dispensing TIRF medicines only to appropriate patients, which includes
use only in opioid-tolerant patients.
2. Preventing inappropriate conversion between fentanyl products.
3. Preventing accidental exposure to children and others for whom it was not prescribed.
4. Educating prescribers, pharmacists, and patients on the potential for misuse, abuse,
addiction, and overdose of TIRF medicines.

TIRF medicines are opioid analgesics indicated only for the management of breakthrough pain
in cancer patients 18 years of age and older (16 years of age and older for Actiq® brand and
generic equivalents) who are already receiving and who are tolerant to around-the-clock opioid
therapy for their underlying persistent cancer pain, unless otherwise indicated in the product
label.

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

To help you understand the TIRF REMS Access program, the following program
materials are available at www.TIRFREMSaccess.com or can be ordered by calling 1-866-
822-1483:

e Overview for Inpatient Pharmacies

TIRF REMS Access Education Program

Knowledge Assessment

Frequently Asked Questions

Inpatient Pharmacy Enrollment Form

e Full Prescribing Information and Medication Guides for each TIRF medicine

inpatient-pharm-letter Page 2 of 7

Reference ID: 3863786



Compare: Replace�

text

The following text attributes were changed: 
   fill color



Compare: Replace�

text

The following text attributes were changed: 
   fill color





The TIRF REMS Access Program: Dear Inpatient Pharmacy Letter

Outpatient pharmacies within the facility providing dispensing services to discharged inpatients
or outpatients have different REMS requirements. In order to dispense TIRF medicines to
outpatients, a separate enrollment in the TIRF REMS Access program is required (see the TIRF
REMS Access program - An Overview for Outpatient Pharmacies available at
www. TIRFREMSaccess.com).

To access the above information and to enroll in the TIRF REMS Access program, visit
www.TIRFREMSaccess.com or call 1-866-822-1483 to have enrolilment materials sent to
you.
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The TIRF REMS Access Program: Dear Inpatient Pharmacy Letter

Selected Important Safety Information
IMPORTANCE OF PROPER PATIENT SELECTION, DOSING, and POTENTIAL FOR ABUSE

TIRF medicines contain fentanyl, an opioid agonist and a Schedule Il controlled
substance, with an abuse liability similar to other opioid analgesics. TIRF medicines can
be abused in a manner similar to other opioid agonists, legal or illicit. Consider the potential for
abuse when prescribing or dispensing TIRF medicines in situations where the physician or
pharmacist is concerned about an increased risk of misuse, abuse or diversion. Schedule Il
opioid substances which include morphine, oxycodone, hydromorphone, oxymorphone, and
methadone have the highest potential for abuse and risk of fatal overdose due to respiratory
depression.

Serious adverse events, including deaths, in patients treated with some oral transmucosal
fentanyl medicines have been reported. Deaths occurred as a result of improper patient
selection (e.g., use in opioid non-tolerant patients) and/or improper dosing. The substitution of a
TIRF medicine for any other fentanyl medicine, including another TIRF medicine, may result in
fatal overdose.

TIRF medicines are indicated only for the management of breakthrough pain in adult
cancer patients 18 years of age and older (16 years of age and older for Actiq® brand and
generic equivalents) who are already receiving and who are tolerant to around-the-clock
opioid therapy for their underlying persistent cancer pain.

Patients considered opioid-tolerant are those who are taking:
e at least 60 mg of oral morphine/daily
e at least 25 mcg transdermal fentanyl/hour
e at least 30 mg of oral oxycodone daily
e at least 8 mg oral hydromorphone daily
e atleast 25 mg oral oxymorphone daily
e Or an equianalgesic dose of another opioid daily for a week or longer.

TIRF medicines are contraindicated in opioid non-tolerant patients and are contraindicated
in the management of acute or postoperative pain, including headache/migraine and dental
pain, or use in the emergency room. Please see the individual medicine prescribing information
for a full list of specific situations in which TIRF medicines are not indicated or are
contraindicated. Life-threatening respiratory depression could occur at any dose in opioid non-
tolerant patients. Deaths have occurred in opioid non-tolerant patients treated with some TIRF
medicines.

When prescribing, do not convert patients on a mcg per mcg basis from another fentanyl
medicine to a TIRF medicine, except for substitutions between a branded TIRF medicine and its
generic equivalent. Patients beginning treatment with TIRF medicines must begin with titration
from the lowest available dose for that specific medicine. Carefully consult the Initial Dosing
Instructions in the TIRF medicine-specific Full Prescribing Information.
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The TIRF REMS Access Program: Dear Inpatient Pharmacy Letter

When dispensing, TIRF medicines are not interchangeable with each other, regardless of route
of administration. Differences exist in the pharmacokinetics of TIRF medicines resulting in
clinically important differences in the amount of fentanyl absorbed that could cause a fatal
overdose. Converting patients from one TIRF medicine to a different TIRF medicine must not
be done on a microgram-per-microgram basis, and must be titrated according to the labeled
dosing instructions each time they begin use of a new TIRF medicine. The only exception is for
substitution between a branded TIRF medicine and its specific generic equivalent.

Special care must be used when dosing TIRF medicines. Refer to the Full Prescribing
Information for the individual TIRF medicine for guidance on the maximum number of doses that
can be taken per breakthrough pain episode and the time that patients must wait before treating
another episode of breakthrough pain with the TIRF medicine.

TIRF medicines are intended to be used only in the care of opioid-tolerant cancer patients and
only by healthcare professionals who are knowledgeable of, and skilled in, the use of Schedule
Il opioids to treat cancer pain.

Patients and their caregivers must be instructed that TIRF medicines contain a medicine
in an amount which can be fatal in children, in individuals for whom it is not prescribed,
and in those who are not opioid-tolerant. All medicines must be kept out of the reach of
children.

The concomitant use of TIRF medicines with cytochrome P450 3A4 inhibitors may result in an
increase in fentanyl plasma concentrations, and may cause potentially fatal respiratory
depression.

Adverse Reactions

The most commonly observed adverse reactions with TIRF medicines include typical opioid
adverse reactions, such as nausea, vomiting, constipation, somnolence, dizziness, and
headache. Refer to individual medicine prescribing information for all adverse reactions. Expect
opioid side effects and manage them accordingly.

Please see the individual Full Prescribing Information for each TIRF medicine for all information
including boxed warnings, and Medication Guide for important safety information for each TIRF
medicine.

Adverse Event Reporting

Promptly report suspected adverse events including misuse, abuse, addiction and overdoses
directly to the TIRF REMS Access program at 1-866-822-1483. You also may report adverse
event information to the FDA MedWatch Reporting System by telephone at 1-800-FDA-1088 or
by mail using Form 3500, available at www.fda.gov/medwatch.

Medication Guide
It is important that you discuss the risks of TIRF medicines with your patients and encourage

them to read the relevant Medication Guide. The Medication Guide provides important
information on the safe and effective use of TIRF medicines and you will need to review the
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The TIRF REMS Access Program: Dear Inpatient Pharmacy Letter

appropriate Medication Guide for the TIRF medicine you prescribe/dispense to your patient.
Patients should be counseled on the need to store TIRF medicines safely out of the reach of
children and other persons for whom the medicine is not prescribed.

Provide your patient with a copy of the appropriate Medication Guide for the TIRF medicine you
prescribe. Medication Guides will be provided to you by the manufacturers of individual TIRF
medicines. If you require additional Medication Guides you can:
e Print copies from the TIRF REMS Access program website at
www.TIRFREMSaccess.com.
» Contact the TIRF REMS Access program at 1-866-822-1483.

Sincerely,

TIRF REMS Access Industry Group
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The TIRF REMS Access Program: Dear Inpatient Pharmacy Letter

Attachment 1:
List of TIRF Medicines Available Only through the TIRF REMS Access Program

ABSTRAL® (fentanyl) sublingual tablets

ACTIQ® (fentanyl citrate) oral transmucosal lozenge

FENTORA® (fentanyl citrate) buccal tablet

LAZANDA® (fentanyl) nasal spray

ONSOLIS® (fentanyl buccal soluble film)

SUBSYS™ (fentanyl sublingual spray)

Approved generic equivalents of these products are also covered under this
program.
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The TIRF REMS Access Program: Dear Distributor Letter

Important Drug Warning
Subject: Announcement of a single shared REMS (Risk Evaluation and Mitigation
Strategy) program for all Transmucosal Immediate Release Fentanyl (TIRF)
products due to the potential risk of misuse, abuse, addiction, overdose and
serious complications due to medication errors

The TIRF REMS Access program is a Food and Drug Administration (FDA) required risk
management program

Dear Wholesaler/Distributor:

The purpose of this letter is to make you aware of a change from individual REMS programs to
a shared REMS program (the TIRF REMS Access program) and to provide guidance on
enrollment into the new shared REMS program beginning mm/dd/yyyy. The individual REMS
programs are being converted to the TIRF REMS Access program to reduce the burden on the
healthcare providers and the healthcare system of having multiple individual programs. The
products covered under this new program include:

 Abstral® (fentanyl) sublingual tablets

« Actig® (fentanyl citrate) oral transmucosal lozenge

« Fentora® (fentanyl citrate) buccal tablet

« Lazanda® (fentanyl) nasal spray

« Onsolis® (fentanyl buccal soluble film)

e Subsys™ (fentanyl sublingual spray)

e Approved generic equivalents of these products are also covered under this program.

This new shared program replaces the individual product REMS that were previously available,
and any prescribers, pharmacies, patients and distributors enrolled in these programs will be
automatically transitioned to the new shared TIRF REMS Access program. If you have not
enrolled in one or more of these individual REMS programs and you wish to purchase these
products in order to fulfill orders from enrolled pharmacies, you must enroll in the TIRF REMS
Access program.

Distributor Action:

Option 1: If you are already enrolled in at least one individual REMS program

* Beginning mm/dd/yyyy, your enrollment information will be automatically entered into the
new shared TIRF REMS Access program. The website for the shared TIRF REMS Access
program can be accessed at www.TIRFREMSaccess.com.

e You can use your existing secure user ID and password from any one of your individual
REMS programs to access the TIRF REMS Access website at wwvw.TIRFREMSaccess.com

0 The user ID and password you use to initially log on will become your permanent
user ID and password for the shared TIRF REMS Access program.

* You will be required to re-enroll in the shared TIRF REMS within two years after your last
enrollment in an individual REMS if you wish to continue distributing these products. You
will be notified by the REMS program in advance of the need to re-enroll.

e By enrolling in the shared TIRF REMS Access program a distributor/wholesaler may
distribute all of the TIRF medicines. However, the decision to maintain a direct selling
relationship with the wholesaler/distributor is at the sole discretion of each individual TIRF
manufacturer.
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The TIRF REMS Access Program: Dear Distributor Letter

Option 2: If you do not have an existing enrollment in any individual REMS program

* Review and understand the requirements of the TIRF REMS Access program.

* Verify that relevant staff are trained on the TIRF REMS Access program requirements and
procedures

e Complete the Distributor Enrollment Form. Forms are available at
www.TIRFREMSaccess.com or by calling 1-866-822-1483.

» By enrolling in the shared TIRF REMS Access program a distributor/wholesaler may
distribute all of the TIRF medicines. However, the decision to maintain a direct selling
relationship with the wholesaler/distributor is at the sole discretion of each individual TIRF
manufacturer.

Distributor Responsibilities in the TIRF REMS Access Program:

Verification of TIRF REMS Access program Pharmacy Enrollment Prior to Distributing
TIRF medicines
* Obtain the current list of enrolled pharmacies by:
o Downloading (daily) a complete electronic registry of enrolled pharmacies from a
secure FTP site (you will be contacted regarding the TIRF REMS Access secure
FTP site once your enrollment is complete), or
0 Receiving (daily) a complete electronic registry, or
0 Accessing the website (www.TIRFREMSaccess.com) using a user ID and
password, or
0 Calling the TIRF REMS Access program call center at 1-866-822-1483.
 Ensure that pharmacies are enrolled in the TIRF REMS Access program before
distributing TIRF medicines.
e If a pharmacy places an order for a TIRF medicine, but is not listed on the enrolled list
for the TIRF REMS Access program, do not distribute TIRF medicines.

Provide periodic distribution data
e Provide weekly product activity data (i.e. EDI 867 transmission) to the TIRF REMS
Access program including complete (unblinded/unblocked) information to validate
compliance with the TIRF REMS Access program.

Please note that a manufacturer of products included in Attachment 1 cannot ship TIRF
medicines to distributors who have not completed and signed the Distributor Enrollment Form.
Refer to the ‘List of TIRF Medicines Available only through the TIRF REMS Access program’ in
Attachment 1.

Adverse Event Reporting

Promptly report suspected adverse events including misuse, abuse, addiction and overdoses
directly to the TIRF REMS Access program at 1-866-822-1483. You also may report adverse
event information to the FDA MedWatch Reporting System by telephone at 1-800-FDA-1088 or
by mail using Form 3500, available at www.fda.gov/medwatch.

To access the above information and to enroll in the TIRF REMS Access program, visit
www.TIRFREMSaccess.com or call 1-866-822-1483 to have enrollment materials sent to
you.

Sincerely,

TIRF REMS Access Industry Group
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The TIRF REMS Access Program: Dear Distributor Letter

Attachment 1:
List of TIRF Medicines Available Only through the TIRF REMS Access Program

ABSTRAL® (fentanyl) sublingual tablets

ACTIQ® (fentanyl citrate) oral transmucosal lozenge

FENTORA® (fentanyl citrate) buccal tablet

LAZANDA® (fentanyl) nasal spray

ONSOLIS® (fentanyl buccal soluble film)

SUBSYS™ (fentanyl sublingual spray)

Approved generic equivalents of these products are also covered under this
program.
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The TIRF REMS Access Program: Wholesaler / Distributor Enrollment Form

The Transmucosal Inmediate Release Fentanyl (TIRF) REMS Access Program
Wholesaler / Distributor Enrollment Form |

o enroll in TIRF REMS Access, complete all required fields below and fax pages 1 and 2 t
-866-822-1487. You will receive enrollment confirmation via email or fax. |

TIRF medicines are available only through a FDA mandated REMS (Risk Evaluation and
Mitigation Strategy), a restricted distribution program, called the TIRF REMS Access program.
Under the TIRF REMS Access program, only prescribers, pharmacies, wholesalers / distributors
and patients enrolled in the program are able to prescribe, dispense, distribute, purchase or
receive TIRF medicines. Refer to the list of currently approved TIRF products located on the
TIRF REMS Access website at www. TIRFREMSaccess.com/TirfUl/ProductList.

Under the TIRF REMS Access program, wholesalers / distributors must verify the current
enrollment of a pharmacy in the TIRF REMS Access program prior to distributing a TIRF
medicine to that pharmacy. If the pharmacy location is not enrolled, the distributor must not fill
any orders for TIRF medicines until enrollment can be confirmed.

The current list of enrolled pharmacies may be accessed via:

receipt of a complete pharmacy registry daily in a mutually agreed format,

a daily download from a secure FTP site,

a password protected section of the website (www.TIRFREMSaccess.com), or
by calling 1-866-822-1483.

Your company will receive login information (unique secure user ID and password) to access the
TIRF REMS Access program website and you will be contacted regarding the secure FTP site
once your enroliment is complete. |

he Wholesaler / Distributor understands that TIRF medicines are only available through the TIRF REM
ccess program and acknowledges that they will comply with the following program requirements:

1. The Wholesaler / Distributor will ensure that relevant staff are trained on the TIRF REMS Acces
program procedures and will follow the requirements of the TIRF REMS Access program.

The Wholesaler / Distributor will ensure that TIRF medicines are only distributed to pharmacies wh
enrollment has been verified in the TIRF REMS Access program.

The Wholesaler / Distributor will provide complete unblinded and unblocked data (i.e. EDI
transmission) to the TIRF REMS Access program, including information on shipments to enro
pharmacies.

The Wholesaler / Distributor will cooperate with periodic audits or non-compliance investigations
ensure that TIRF Medicines are distributed in accordance with the program requirements. |

Authorized Representative Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS |
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The TIRF REMS Access Program: Wholesaler / Distributor Enrollment Form

Authorized Wholesaler / Distributor Representative:

Signature* Date
First Name* Last Name*
Phone Number* Email*

*Required Fields

Wholesaler / Distributor Information:

Corporate Wholesaler / Distributor Name* DEA*
Address*

City*

State* ZIP* Email*

Phone Number* Fax Number*

*Required Fields

Preferred Method of Communication (please select one): O Fax O E-mail

" If a DEA number is not available at corporate enter N/A for DEA number in the field above and
please provide a list of Distribution Centers with their DEA numbers below.

Distribution Centers (DC) Information
Please populate the information below for each of your Distribution Centers.

DC information:

DC DEA | Address | City State | Zip Title Contact Contact Fax Email
Name Code First Name Last Name | Number

If you have any questions or require additional information or further copies of any TIRF
REMS Access documents, please visit either www.TIRFREMSaccess.com, or call the TIRF
REMS Access program at 1-866-822-1483.

Authorized Representative Name* (please print):

For more information about TIRF medicines, please see Full Prescribing Information, including BOXED WARNINGS
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

SHARON H HERTZ
12/21/2015
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