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Cephalon, Inc.
145 Brandywine Parkway
West Chester, PA 19380

Attention: Angela Randall
Director, Regulatory Affairs Labeling

Dear Ms. Randall:

Please refer to your supplemental new drug application (sSNDA) dated and received July
30, 2019, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act
(FDCA) for Actiq (fentanyl citrate) oral transmucosal lozenge.

We also refer to our REMS MODIFICATION NOTIFICATION letter, dated March 27,
2019, informing you that the Transmucosal Immediate Release Fentanyl (TIRF) Risk
Evaluation and Mitigation Strategy (REMS) must be modified to ensure that the benefits
of the drug outweigh its risks. This determination was based on information contained in
the REMS assessment reports suggesting many patients prescribed a TIRF medicine
may not have been opioid-tolerant when they received a new prescription for a TIRF
medicine, as well as recommendations from the August 3, 2018, joint meeting of the
Drug Safety and Risk Management, and the Anesthetic and Analgesic Drug Products
advisory committees.

This supplemental new drug application proposes REMS modifications required under
section 505-1 of the FDCA, consistent with those outlined in the March 27, 2019, letter.

We have completed our review of this supplemental application. It is approved, effective
on the date of this letter.

RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS

The REMS for TIRF products, of which Actiq is a member, was originally approved on
December 28, 2011, and the most recent REMS modification was approved on
September 7, 2017. The REMS consists of a Medication Guide, elements to assure
safe use, an implementation system, and a timetable for submission of assessments of
the REMS.

In order to ensure the benefits of Actiq outweigh its risks, we determined that you were

required to make the REMS modifications outlined in our REMS Modification letter
dated March 27, 2019.
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Your proposed modified REMS, submitted to Drug Master File (DMF)  ©®% on
December 7, 2020, and appended to this letter, is approved.

The modifications to the approved REMS must be fully implemented within 120
calendar days of the date of this letter.

The REMS uses a shared system for the elements to assure safe use, an
implementation system, and a timeable for assessments of the REMS. This shared
system, known as the TIRF REMS program, currently includes products listed on the
FDA REMS, website, available at:
https://www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=RemsDetails.page&
REMS=60

Other products may be added in the future if additional NDAs or ANDAs are approved.

The timetable for submission of assessments of the REMS must be revised to 12
months from the date of the approval of this REMS modification (December 23, 2020)
and annually thereafter.

The revised REMS assessment plan must include, but is not limited to, the following:

Program Outreach and Communication

1. Communication (1-year assessment post-modification approval only)

a. Sources of the distribution list(s) for the Dear Healthcare Provider Letter to
healthcare providers likely to prescribe TIRF medicines

b. Number of targeted healthcare providers who can prescribe

c. The number of Dear Healthcare Provider letters sent by date(s), medical
specialty, and method of distribution.

i. The number and percentage of emailed letters successfully
delivered, opened, and unopened.

ii. The number and percentage of mailed letters successfully delivered
or returned as undeliverable.

iii. The number and percentage of faxed letters successfully delivered
or returned as undeliverable.

d. The number of professional societies sent the Dear Healthcare Provider
Letter by date(s) and method of distribution. In addition, include which
professional societies distributed the Dear Healthcare Provider Letter or
the content of the letter to their respective members.

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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e. Sources of the distribution list(s) for the Dear Pharmacy Letter to inpatient
and outpatient pharmacies that dispense Schedule Il drugs and may be
involved in dispensing TIRF medicines

f. The number of pharmacies sent the Dear Pharmacy Letter date(s), type of
pharmacy, and by method of distribution

i. The number and percentage of emailed letters successfully
delivered, opened, and unopened.

ii. The number and percentage of mailed letters successfully delivered
or returned as undeliverable.

iii. The number and percentage of faxed letters successfully delivered
or returned as undeliverable.

g. The number of professional societies sent the Dear Pharmacy by dates(s)
and by method of distribution. In addition, include which professional
societies distributed the Dear Pharmacy Letter or the content of the letter
to their respective members.

h. Date(s) and name(s) of Professional meetings where TIRF REMS
materials were disseminated or displayed.

Program Implementation and Operations

2. REMS Program Implementation (1-year assessment post-modification
approval only)

a. Date when the modified TIRF REMS website went live and was fully
operational

b. Date when healthcare providers who can prescribe could become certified
in the modified REMS

c. Date when pharmacies could become certified in the modified REMS
d. Date when patients could be enrolled in the modified REMS

e. Date when distributors/wholesalers could be registered in the modified
REMS

f. Date when the REMS Call Center for the modified TIRF REMS program
went live and was fully operational

3. REMS Certification and Enroliment Statistics (provide previous, current,
and cumulative reporting periods)

a. Patients (number and percent)
i. For the one-year assessment report only:

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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1) Patients previously enrolled in the TIRF REMS Access
program (i.e. enrolled prior to implementation of the modified
REMS)

2) Patients re-enrolled (i.e., previously enrolled in the TIRF
REMS Access program and transitioned to new program)

ii. Newly enrolled into the new program

ii. Active patients (i.e., received at least one dispensation of a TIRF
product during the reporting period)

iv. For metrics 3.a.i. through iii, stratify by demographics (age, gender,
ethnicity, race, and geographic region [as defined by US Census]),
around-the-clock opioid(s) (moiety, daily dose, and duration of
greater than seven days), medical reasons related to pain (cancer
or non-cancer pain), TIRF medicine use in the prior six months, and
concomitant benzodiazepines and other central nervous system
(CNS) depressants

v. A summary of the methods of patient enrollment (e.g., online, fax)

vi. Number of patients who were unable to become enrolled,
accompanied by a summary of the reasons they were unable to be
enrolled

b. Healthcare Providers who can Prescribe (number and percent)
i.  For the one-year assessment report only:

1) Healthcare providers who can prescribe who previously
certified in the TIRF REMS Access program (i.e. enrolled
prior to implementation of the modified REMS)

2) Healthcare providers who can prescribe who re-certified (i.e.,
previously certified in the TIRF REMS Access program and
transitioned to new program)

ii. Healthcare providers who can prescribe who are newly certified

iii.  Active prescribers (i.e. who have prescribed a TIRF at least once
during the reporting period)

iv.  For metrics 3.a.i. through iii, stratify by credentials, (e.g., Doctor of
Medicine, Doctor of Osteopathic Medicine, Nurse Practitioner,
Physician Assistant, Other), medical specialty (e.g., Pain
Medicine, Oncology, Internal Medicine, Other, etc.) and
geographic region [as defined by US Census])

v. A summary of the methods of healthcare provider certification
(e.g., online, fax)

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Vi.

Vii.

Number of healthcare providers who can prescribe who were
unable to become certified, accompanied by a summary of the
reasons they were unable to be certified

For the 2-year assessment report, conduct an outreach to
healthcare providers that did not re-certify in the REMS to
ascertain the reasons why they did not re-certify. Submit the
methodology protocol 120 days prior to initiating the outreach.

c. Pharmacies (number and percent)

vi.

Vii.

For the one-year assessment report only:

1) Pharmacies previously certified in the TIRF REMS Access
program (i.e. enrolled prior to implementation of the modified
REMS)

2) Pharmacies re-certified (i.e., previously certified in the TIRF
REMS Access program and transitioned to new program)

Pharmacies newly certified into the new program

Active pharmacies (i.e., have dispensed a TIRF at least once
during the reporting period)

For metrics 3.a.i. through iii, stratify by pharmacy type (inpatient,
chain, independent [retail, mail, institutional], or closed system
[provide identity of closed system entities]) and by geographic
region [as defined by US Census])

A summary of the methods of pharmacy certification (e.g., online,
fax)

Number of pharmacies that were unable to become certified,
accompanied by a summary of the reasons they were unable to
be certified

For the 2-year REMS assessment report, conduct an outreach to
pharmacies that did not re-certify in the REMS to ascertain the
reasons why they did not re-certify. Submit the methodology
protocol 120 days prior to initiating the outreach.

d. Wholesalers-Distributors (number)

Previously enrolled (i.e. enrolled prior to implementation of the
modified REMS)

Re-enrolled (i.e., enrolled prior to implementation of the modified
REMS and transitioned to new program)

Newly enrolled into the new program
Active (i.e., distributed a TIRF product during the reporting period)

U.S. Food and Drug Administration

Silver Spring, MD 20993

www.fda.gov
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4. TIRF Utilization Data (provide previous, current, and cumulative reporting
periods)

a. Number of prescriptions/transactions authorized for dispensing and those
dispensed stratified by:

i.  Prescriber specialty, degree/credentials, and geographic region.

ii. Pharmacy type (specialty, central fill, inpatient, chain,
independent [retail, mail, institutional], or closed system [provide
identity of closed system entities])

ii.  Patient demographics (age, gender, ethnicity, race, and
geographic region [as defined by US Census])

iv.  Identify the source of this information

5. REMS Infrastructure and Performance (provide previous, current, and
cumulative reporting periods)

a. REMS Website
i.  Number of visits and unique visits to the REMS website

ii.  Number of REMS materials downloaded or printed for each
material

b. REMS program Call Center Report

i.  Number of contacts by stakeholder type (patient/caregiver,
healthcare provider, pharmacy, wholesalers/distributors, other)

ii. A table summarizing the most frequently asked questions (e.g.,
enrollment question) and by stakeholder type (e.g.,
patient/caregiver, healthcare provider, pharmacy, wholesalers/
distributors, etc.).

ii. ~ Summary of reasons for calls (e.g., enroliment question) and by
reporter (authorized representative, patient/caregiver, healthcare
provider, other)

iv.  If the summary reason for the call(s) indicates a complaint,
provide details on the nature of the complaint(s) and whether they
indicate potential REMS burden or patient access issues

v. Summary of frequently asked questions (FAQ) by stakeholder
type

vi. A summary report of corrective actions resulting from issues
identified

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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c. Infrastructure Performance

i.  Number of times a backup system was used with reason(s) for
each instance (for example, pharmacy level problem, or REMS
database problem) clearly defined and described with description
of corrective actions taken

ii.  Number of times unintended system interruptions occurred for
each reporting period. Describe the number of stakeholders
affected, how the issue was resolved, and steps put into place to
minimize the impact of future interruptions

6. REMS Compliance (current reporting period)

a. Audits of pharmacies, wholesalers/distributors, and the REMS program
Call Center) will be conducted to ensure that all REMS processes and
procedures are in place, functioning, and support the REMS program, and
will be submitted with each assessment report. The audit reports are to
include:

i. A copy of the audit plan used for the reporting period

ii. A detailed description of audit findings including the number with
no findings, minor, moderate, or serious findings; include
information about the root cause of the noncompliance

ii.  Number of audited sites in each stakeholder category listed
directly above.

iv.  Number of audits expected, and the number of audits performed

v. Number and types of deficiencies noted for each group of audited
stakeholders

vi. Include a unique ID for each stakeholder that had deviations to
track deviations by stakeholder over time.
vii.  Documentation of completion of training for relevant staff
viii.  The existence of documented processes and procedures for

complying with the REMS

ix.  Verification that at each audited stakeholder’s site, the designated
authorized representative remains the same. If different, include
the number of new authorized representatives and verification of
the site’s recertification.

x.  Forinpatient hospital pharmacies, also report:

1) The number of units of use of TIRFs ordered per inpatient
hospital pharmacy audited per 12-month period

2) Verification that processes such as order sets/protocols are
in place to assure compliance with the REMS

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Xi.

Xii.

For closed systems, also report:
1) Numbers of prescription authorizations per closed system;

2) Numbers of prescriptions dispensed that did not receive
REMS authorization

Describe any corrective actions taken for any non-compliance as
identified above during the audits as well as preventative
measures that were developed because of uncovering these non-

compliance events

1) For those with deficiencies noted, report the number that
successfully completed a corrective and preventive action
(CAPA) plan within one month of the audit.

2) For any that did not complete the CAPA within one month of
the audit, describe additional actions taken.

b. Description of number, specialties, and affiliations of the personnel that
constitute the Non-Compliance Review Team (NCRT) as well as the Non-
Compliance Working Group

c. For each non-compliance event, provide the source of the report, a
description of the event, the cause of the event, if any patient harm
resulted, and any corrective actions taken. Also provide a summary of
non-compliance identified by stakeholder, including but not limited to:

For Prescribers, provide:

1) Number of prescribing healthcare providers who were non-
compliant with TIRF REMS requirements

2) Number of prescriptions written by non-certified healthcare
providers

3) Number of healthcare providers that were suspended or de-
certified and reasons for decertification. Include if any
healthcare providers were re-certified.

For Pharmacies provide:

1) Number and types of pharmacies for which non-compliance
with the REMS is detected

2) Number and type of non-certified pharmacies that dispensed
TIRFs and the number of incidents for each

3) Number of TIRF prescriptions dispensed that were written by
non-certified prescribers and include steps taken to prevent
future occurrences

U.S. Food and Drug Administration

Silver Spring, MD 20993
www.fda.gov
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4) Number of prescriptions dispensed by non-certified
pharmacies and include steps taken to prevent future
occurrences

5) Number of times certified pharmacies dispensed TIRFs to
unenrolled patients

6) Number of times a TIRF prescription was dispensed
because a pharmacy (closed or open system) was able to
bypass REMS edits and if any such events occurred,
describe how these events occurred and were identified

7) Number of TIRF prescriptions dispensed to non-enrolled
patients and the actions taken to prevent future occurrences

8) Number of pharmacies suspended or decertified by
pharmacy type, the reasons for such actions, and actions to
address non-compliance

ii.  For Wholesalers/distributors provide:

1) The number of enrolled wholesalers/distributors for which
non-compliance with the REMS is detected

2) Number of times TIRF products were distributed to a non-
certified pharmacy or directly to patients, and actions taken
to recover the TIRF product

3) Number of wholesalers suspended or de-enrolled, reasons
for such action, and actions to address non-compliance

iv.  For patients provide:
1) Number of patients unenrolled, and reasons for such

2) Number of patients not enrolled in the REMS who were
dispensed TIRFs

d. For each non-patient stakeholder referred to in section 6.c. above:

i.  Describe any moderate or serious non-compliance with the REMS
that occurred during the first year of transitioning to the modified
REMS

i. Provide an assessment of stakeholder compliance in following the
proposed transition plan in transitioning to the modified REMS

e. For each reporting period, include a copy of the non-compliance plan used
during that reporting period

f.  Number of times a TIRF was prescribed to an opioid non-tolerant
individual by falsifying information. Include what was done to minimize
such instances; if any such events occurred, describe how these events
were identified

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Safe Use Behaviors

7. Patient Enroliment and Patient Status and Opioid Tolerance Forms

a. Report on the Patient Enroliment Form and Patient Status and Opioid
Tolerance Form (the “Forms”) (data presented for each individual form as
well as combined):

i. (Forthe 1-, 2-, and 3-year assessment reports only) The most
common modes of submission of Forms to the REMS (e.g., Fax,
online)

ii.  Number of Forms received compared to the number of TIRF
prescriptions authorized for dispensing

1) Explain any discrepancies between these two metrics

2) Provide a description of the outcome/resolution of such
event

iii.  Provide an analysis of cases where multiple submissions of a
Form for the same patient were required prior to the pharmacy
dispensing a prescription:

1) Provide the mean, median, and range of the number of re-
submissions

2) Provide the reason(s) for the re-submissions grouped by
commonly encountered situations

3) Include an analysis of the number of Forms that were
submitted that indicated that the patient was not opioid
tolerant

iv.  Number of Forms submitted to the REMS with incomplete,
erroneous, or altered fields; provide:

1) An accounting of the sections of the Forms affected

2) A description of the outcome/resolution of any incomplete,
erroneous, or altered Forms

v. For each TIRF dispense authorization (i.e., the prescriber
provided documentation of opioid tolerance), provide the
following:

1) The number of these prescriptions that were dispensed by
the pharmacy.

2) For those prescriptions that were not dispensed, provide the
reasons (e.g., patient not opioid tolerant as per the
pharmacist, insurance/financial, etc.)

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Vi.

For all dispensed TIRF prescriptions, provide an evaluation to
confirm opioid tolerance based on the specific product, strength,
frequency and duration provided on the Forms.

1) Conduct a quarterly analysis of patients prescribed TIRFs to
assess whether they met the threshold for opioid tolerance.
Provide the results of these analyses in the annual
assessment reports. The performance thresholds for this
analysis have been set as follows:

a) By the Year One assessment report, at least 80% of
prescriptions written for TIRFs will be for opioid
tolerant patients, as defined in labeling

b) By the Year Two assessment report, at least 90% of
prescriptions written for TIRFs will be for opioid
tolerant patients, as defined in labeling

c) By the Year Three assessment report, as well as for
all subsequent assessment reports, at least 95% of
prescriptions written for TIRFs will be for opioid
tolerant patients, as defined in labeling

2) Provide the number of prescriptions dispensed as well as the
number determined to have been dispensed to opioid non-
tolerant patients.

a) Describe if any such events recurred in the same
patients.

b) Conduct a follow-up in these patients for any adverse
events of special interest.

Health Outcomes and/or Surrogates of Health Outcomes (data collected per

reporting period)

8. Surveillance Data

a. Data from the REMS Patient Registry (REMS Data, Postmarketing
Adverse Event Data): Surveillance data focused on Adverse Events of
Special Interest (AESI) such as Accidental Exposure, Misuse, Abuse,
Addiction, Overdose, Death, Serious Adverse Event.

Average number of patients for each enrolled prescriber

Reports of inappropriate interchanges between TIRF products (a
switch from a TIRF product to second TIRF product that is not
initiated at the lowest dose when beginning the second TIRF)

Number and percentage of patients experiencing an Adverse
Event of Special Interest AESI

U.S. Food and Drug Administration

Silver Spring, MD 20993

www.fda.gov
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vi.

vii.

viii.

iX.

The total number of AESIs reported and total number of each
AESI (includes cases reported to the TIRF REMS by all sources
including phone, REMS Forms, and spontaneous reports received
directly by the application holders) per report source

Risk of each AESI, as a cumulative estimate from all patients
enrolled in the new program, and stratified by:

1) REMS Assessment Period

2) Patients with and without any concomitant CNS depressant
medication at enrollment, as documented on the Patient
Enrollment Form

3) Patients with each specific category of concomitant CNS
depressant medication at enroliment

4) Type of pain noted at enrollment: cancer pain, non-cancer
pain
5) Child in the home/caregiver for small children, yes or no

Summary of details of AESIs reported, and outcomes of AESIs (if
known)

Specifically, regarding the Patient Discontinuation Form:
1) The number of such forms submitted
2) The number reporting AESI or death
3) The reasons for discontinuation indicated

The number of Targeted AESI Forms expected, the number
completed, and the reasons for this discrepancy

Monitor whether the percentage of patients who experience
AESlIs is increasing or decreasing over time

b. Surveillance data to monitor events of accidental exposure, misuse,
abuse, addiction, overdose, death, and pediatric cases should also be
drawn from poison control center data, including case narratives.

Depending on results of REMS assessment reports, additional
surveillance data sources may be required

c. Healthcare data to monitor events of pediatric accidental exposure
requiring medical evaluation. FDA determined that the REMS assessment
must include a medical record review of drug-related hospitalizations and
hospital emergency department visits. Depending on the study results,
administrative claims data may be required in addition to or instead of
medical records data.

U.S. Food and Drug Administration

Silver Spring, MD 20993
www.fda.gov
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d. Death certificate data to monitor drug-related deaths, especially involving
pediatric subjects
e. Regarding spontaneous adverse event reports:
i.  AESI reports related to specific TIRF products will be reported to
the FDA in accordance with 21 CFR 314.80.

ii. AESI reports are to be linked to the registry and de-duplicated as
is possible.

ii.  AESI reports from an inpatient setting, or outpatient reports that
cannot be linked to enrolled patient data will be summarized
separately.

iv.  The FAERS public dashboard is to be utilized.

v.  TIRF product application holders will retrieve AESI reports from
their respective safety databases and calculate reporting rates.

vi.  Each TIRF product application holder is to submit MedWatch
reports in conjunction with un-blinded line listings directly to the
FDA.

Knowledge

9. Periodic Surveys of Prescribers, Pharmacists, and Patients (due with the
2-Year REMS Assessment Report and annually thereafter with each
assessment report)

A Knowledge, Attitude and Behavior (KAB) Survey will be conducted with
random samples of prescribers, pharmacists, and patients who have prescribed,
dispensed, or received a TIRF medicine.

a. Certified Prescriber KAB surveys will assess if prescribers are educated
on the following:

i.  TIRF medicines contain fentanyl. Serious, life-threatening, and/or
fatal respiratory depression has occurred.

i. Patients must be opioid tolerant to be prescribed a TIRF
Medicine.

iii.  Accidental exposure to children and others and may cause severe
or fatal respiratory depression.

iv.  Prescribers must counsel their patients on the risk of misuse,
abuse, addiction, and overdose.

b. Certified Outpatient Pharmacist KAB surveys will assess understanding of
the following key risk messages:

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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i.  TIRF medicines contain fentanyl. Serious life-threatening, and/or
fatal respiratory depression has occurred.

ii. Patients must be opioid tolerant to be prescribed a TIRF
Medicine.

iii.  For each outpatient prescription, the pharmacist must obtain a
prescription authorization number from the TIRF REMS Access
program prior to dispensing each TIRF medicine.

iv.  Accidental exposure to children and others and may cause severe
or fatal respiratory depression.

Certified Inpatient Pharmacist KAB surveys will assess understanding of
the following key risk messages:

i.  TIRF medicines contain fentanyl. Serious, life-threatening, and/or
fatal respiratory depression has occurred.

ii. Develop internal policies and procedures to verify opioid tolerant
inpatients who require TIRF medicine while hospitalized.

Patient KAB surveys will assess patient understanding of the following key
risk messages:

i.  TIRF medicines can cause you to stop breathing which can lead
to death.

ii.  Accidental poisoning by a child or others could cause harm or
even death.

10. Knowledge Assessments (provide for each reporting period and
cumulatively)

a.

C.

The number of completed post-training knowledge assessments for
healthcare providers who can prescribe and pharmacy authorized
representatives including the method of completion and the number of
attempts to complete.

A summary of the most frequently missed knowledge assessment
questions.

A summary of potential comprehension or perception issues identified with
the knowledge assessment.

11.The requirement for assessments of an approved REMS under section
505-1(g)(3) include with respect to each goal included in the strategy, an
assessment of the extent to which the approved strategy, including each
element of the strategy, is meeting the goal or whether one or more goals
or such elements should be modified.

U.S. Food and Drug Administration
Silver Spring, MD 20993

www.fda.gov
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We remind you that in addition to the REMS assessments submitted according to the

timetable in the approved REMS, you must include an adequate rationale to support a
proposed REMS modification for the addition, modification, or removal of any goal or

element of the REMS, as described in section 505-1(g)(4) of the FDCA.

We also remind you that you must submit a REMS assessment when you submit a
supplemental application for a new indication for use as described in section 505-
1(9)(2)(A) of the FDCA. This assessment should include:

a) An evaluation of how the benefit-risk profile will or will not change with the new
indication;

b) A determination of the implications of a change in the benefit-risk profile for the
current REMS;

c) Ifthe new indication for use introduces unexpected risks: A description of those
risks and an evaluation of whether those risks can be appropriately managed
with the currently approved REMS.

d) If a REMS assessment was submitted in the 18 months prior to submission of
the supplemental application for a new indication for use: A statement about
whether the REMS was meeting its goals at the time of the last assessment and
if any modifications of the REMS have been proposed since that assessment.

e) If a REMS assessment has not been submitted in the 18 months prior to
submission of the supplemental application for a new indication for use:
Provision of as many of the currently listed assessment plan items as is feasible.

f) If you propose a REMS modification based on a change in the benefit-risk profile
or because of the new indication of use, submit an adequate rationale to support
the modification, including: Provision of the reason(s) why the proposed REMS
modification is necessary, the potential effect on the serious risk(s) for which the
REMS was required, on patient access to the drug, and/or on the burden on the
health care delivery system; and other appropriate evidence or data to support
the proposed change. Additionally, include any changes to the assessment plan
necessary to assess the proposed modified REMS. If you are not proposing
REMS modifications, provide a rationale for why the REMS does not need to be
modified.

If the assessment instruments and methodology for your REMS assessments are not
included in the REMS supporting document, or if you propose changes to the submitted
assessment instruments or methodology, you should update the REMS supporting
document to include specific assessment instrument and methodology information at
least 90 days before the assessments will be conducted. Updates to the REMS
supporting document may be included in a new document that references previous
REMS supporting document submission(s) for unchanged portions. Alternatively,
updates may be made by modifying the complete previous REMS supporting document,
with all changes marked and highlighted. Prominently identify the submission containing

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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the assessment instruments and methodology with the following wording in bold capital
letters at the top of the first page of the submission:

NDA 020747 REMS CORRESPONDENCE

(insert concise description of content in bold capital letters, e.g.,
UPDATE TO REMS SUPPORTING DOCUMENT - ASSESSMENT
METHODOLOGY

An authorized generic drug under this NDA must have an approved REMS prior to
marketing. Should you decide to market, sell, or distribute an authorized generic drug
under this NDA, contact us to discuss what will be required in the authorized generic
drug REMS submission.

We remind you that section 505-1(f)(8) of FDCA prohibits holders of an approved
covered application with elements to assure safe use from using any element to block
or delay approval of an application under section 505(b)(2) or (j). A violation of this
provision in 505-1(f) could result in enforcement action.

Prominently identify any submission containing the REMS assessments or proposed
modifications of the REMS with the following wording in bold capital letters at the top of
the first page of the submission as appropriate:

NDA 020747 REMS ASSESSMENT

NEW SUPPLEMENT FOR NDA 020747/S-000/
CHANGES BEING EFFECTED IN 30 DAYS
PROPOSED MINOR REMS MODIFICATION

or

NEW SUPPLEMENT FOR NDA 020747/S-000/
PRIOR APPROVAL SUPPLEMENT
PROPOSED MAJOR REMS MODIFICATION

or

NEW SUPPLEMENT FOR NDA 020747/S-000/

PRIOR APPROVAL SUPPLEMENT
PROPOSED REMS MODIFICATIONS DUE TO SAFETY LABEL CHANGES
SUBMITTED IN SUPPLEMENT XXX

or

NEW SUPPLEMENT (NEW INDICATION FOR USE)
FOR NDA 020747/S-000/

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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REMS ASSESSMENT
PROPOSED REMS MODIFICATION (if included)

Should you choose to submit a REMS revision, prominently identify the submission
containing the REMS revisions with the following wording in bold capital letters at the
top of the first page of the submission:

REMS REVISIONS FOR NDA 020747

To facilitate review of your submission, we request that you submit your proposed
modified REMS and other REMS-related materials in Microsoft Word format. If certain
documents, such as enrollment forms, are only in PDF format, they may be submitted
as such, but the preference is to include as many as possible in Word format.

SUBMISSION OF REMS DOCUMENT IN SPL FORMAT

FDA can accept the REMS document in Structured Product Labeling (SPL) format. If
you intend to submit the REMS document in SPL format, as soon as possible, but no
later than 14 days from the date of this letter, submit the REMS document in SPL format
using the FDA automated drug registration and listing system (eLIST).

For more information on submitting REMS in SPL format, please email
FDAREMSwebsite@fda.hhs.gov.

PROMOTIONAL MATERIALS

You may request advisory comments on proposed introductory advertising and
promotional labeling. To do so, submit the following, in triplicate, (1) a cover letter
requesting advisory comments, (2) the proposed materials in draft or mock-up form with
annotated references, and (3) the prescribing information to:

OPDP Regulatory Project Manager

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road

Beltsville, MD 20705-1266

Alternatively, you may submit a request for advisory comments electronically in eCTD
format. For more information about submitting promotional materials in eCTD format,
see the draft Guidance for Industry (available at:
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guida
nces/UCM443702.pdf ).

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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You must submit final promotional materials and prescribing information, accompanied
by a Form FDA 2253, at the time of initial dissemination or publication

[21 CFR 314.81(b)(3)(i)]. Form FDA 2253 is available at
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM083570.pd
f. Information and Instructions for completing the form can be found at
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pd
f. For more information about submission of promotional materials to the Office of
Prescription Drug Promotion (OPDP), see
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.

All promotional materials that include representations about your drug product must be
promptly revised to be consistent with the labeling changes approved in this
supplement, including any new safety information [21 CFR 314.70(a)(4)]. The revisions
in your promotional materials should include prominent disclosure of the important new
safety information that appears in the revised package labeling. Within 7 days of receipt
of this letter, submit your statement of intent to comply with 21 CFR 314.70(a)(4) to the
address above, by fax to 301-847-8444, or electronically in eCTD format. For more
information about submitting promotional materials in eCTD format, see the draft
guidance for industry (available at:
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guida
nces/UCM443702.pdf ).

REPORTING REQUIREMENTS

We remind you that you must comply with reporting requirements for an approved NDA
(21 CFR 314.80 and 314.81).

If you have any questions, call LCDR Jessica Voqui, PharmD, MS; Safety Regulatory
Project Manager, at 301-796-2915.

Sincerely,
{See appended electronic signature page}

LCDR Mark A. Liberatore, PharmD, RAC

Deputy Director for Safety

Division of Anesthesiology, Addiction Medicine,
and Pain Medicine

Office of Neuroscience

Center for Drug Evaluation and Research

ENCLOSURE:
e REMS

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use ACTIQ
safely and effectively. See full prescribing information for ACTIQ.

ACTIQ® (fentanyl citrate) oral transmucosal lozenge, CII
Initial U.S. Approval: 1968

WARNING: SERIOUS AND LIFE-THREATENING RISKS FROM
USE OF ACTIQ
See full prescribing information for complete boxed warning.

o ACTIQ exposes users to risks of addiction, abuse, and misuse, which
can lead to overdose and death. Assess patient’s risk before
prescribing and reassess regularly for these behaviors and
conditions. (5.1)

o Serious, life-threatening, or fatal respiratory depression has
occurred in patients treated with ACTIQ, including following use in
opioid non-tolerant patients and improper dosing. Regularly
evaluate patients, especially upon initiation or following a dosage
increase. To reduce the risk of respiratory depression, proper dosing
and titration of ACTIQ are essential. The substitution of ACTIQ for
any other fentanyl product may result in fatal overdose. Due to the
risk of fatal respiratory depression, ACTIQ is contraindicated in
opioid non-tolerant patients and in management of acute or
postoperative pain, including headache/migraines. (1, 4, 5.2)

e Accidental ingestion of ACTIQ, especially by children, can result in
a fatal overdose of fentanyl. Keep out of reach of children. Ensure
proper storage and disposal. (2.8, 5.3)

e Concomitant use of opioids with benzodiazepines or other central
nervous system (CNS) depressants, including alcohol, may result in
profound sedation, respiratory depression, coma, and death.
Reserve concomitant prescribing for use in patients for whom
alternative treatment options are inadequate. (5.4, 7)

o If opioid use is required for an extended period of time in a
pregnant woman, advise the patient of the risk of Neonatal Opioid
Withdrawal Syndrome, which may be life-threatening if not
recognized and treated. Ensure that management by neonatology
experts will be available at delivery. (5.8)

e ACTIQ is available only through a restricted program called the
TIRF REMS. Pharmacies, outpatients, and healthcare professionals
who prescribe to outpatients are required to enroll in the program.
Patients must be opioid tolerant to receive a TIRF medicine (5.7)

e When prescribing, do not convert patients on a mcg per mcg basis
from any other fentanyl product to ACTIQ. (5.5)

e When dispensing, do not substitute with any other fentanyl
products. (5.5)

e Concomitant use with CYP3A4 inhibitors (or discontinuation of
CYP3A4 inducers) can result in a fatal overdose of fentanyl. (5.6, 7,

12.3)
— RECENT MAJOR CHANGES
Boxed Warning 12/2023
Dosage and Administration (2.1, 2.5) 12/2023
Warnings and Precautions (5.9) 12/2023
INDICATIONS AND USAGE

ACTIQ is an opioid agonist indicated for the management of breakthrough pain
in cancer patients 16 years of age and older who are already receiving and who
are tolerant to around-the-clock opioid therapy for their underlying persistent
cancer pain. (1)

Patients considered opioid tolerant are those who are taking, for one week or
longer, around-the-clock medicine consisting of at least 60 mg of oral morphine
per day, at least 25 mcg of transdermal fentanyl per hour, at least 30 mg of oral
oxycodone per day, at least 8 mg of oral hydromorphone per day, at least 25 mg
oral oxymorphone per day, at least 60 mg of oral hydrocodone per day, or an
equianalgesic dose of another opioid. Patients must remain on around-the-clock
opioids while taking ACTIQ.

Limitations of Use:

e Not for use in opioid non-tolerant patients.

e Not for use in the management of acute or postoperative pain, including
headache/migraine or dental pain. (4)

e As apart of the TIRF REMS, ACTIQ may be dispensed by outpatient
pharmacies only to outpatients enrolled in the program. (5.7) For inpatient
administration of ACTIQ, patient and prescriber enrollment are not required.

DOSAGE AND ADMINISTRATION

Reference ID: 5294148

e Patients must require and use around-the-clock opioids when taking ACTIQ.
()

e ACTIQ should be prescribed only by healthcare professionals who are
knowledgeable about the use of opioids and how to mitigate the associated
risks. (2.1)

o Use the lowest effective dosage for the shortest duration of time consistent
with individual patient treatment goals. Reserve titration to higher doses of
ACTIQ for patients in whom lower doses are insufficiently effective and in
whom the expected benefits of using a higher dose opioid clearly outweigh
the substantial risks. (2.1, 5)

o Initiate the dosing regimen for each patient individually, taking into account
the patient's underlying cause and severity of pain, patient response, prior
analgesic experience, and risk factors for addiction, abuse, and misuse. (2.1,
5.1)

e Respiratory depression can occur at any time during opioid therapy,
especially when initiating and following dosage increases with ACTIQ.
Consider this risk when selecting an initial dose and when making dose
adjustments. (2.1, 5.2)

e Discuss availability of naloxone with the patient and caregiver and assess
each patient’s need for access to naloxone, both when initiating and renewing
treatment with ACTIQ. Consider prescribing naloxone based on the patient’s
risk factors for overdose. (2.2, 5.1, 5.2, 5.4)

o Initial dose of ACTIQ: 200 mcg. Prescribe an initial supply of six 200 mcg
ACTIQ units. (2.3)

o Individually titrate to a tolerable dose that provides adequate analgesia using
single ACTIQ dosage unit per breakthrough cancer pain episode. (2.4)

e No more than two doses can be taken per breakthrough pain episode. (2.4,
2.5)

e Wait at least 4 hours before treating another episode of breakthrough pain
with ACTIQ. (2.4, 2.5)

e Limit consumption to four or fewer units per day once successful dose is
found. (2.5)

e When opioid therapy is no longer required, consider discontinuing ACTIQ
along with a gradual downward of other opioids to minimize possible
withdrawal effects. (2.7)

DOSAGE FORMS AND STRENGTHS
e Solid oral transmucosal lozenge: 200 mcg, 400 mcg, 600 mecg, 800 mcg, 1200
mcg, and 1600 mcg. (3)

CONTRAINDICATIONS

e Opioid non-tolerant patients. (4)

o Significant respiratory depression. (4)

e Management of acute or postoperative pain, including headache/migraine and
dental pain. (4)

e Acute or severe bronchial asthma in an unmonitored setting or in absence of
resuscitative equipment. (4)

e Known or suspected gastrointestinal obstruction, including paralytic ileus. (4)

e Known hypersensitivity to fentanyl or components of ACTIQ. (4)

WARNINGS AND PRECAUTIONS

e Opioid-Induced Hyperalgesia and Allodynia: Opioid-Induced Hyperalgesia
(OIH) occurs when an opioid analgesic paradoxically causes an increase in
pain, or an increase in sensitivity to pain. If OIH is suspected, carefully
consider appropriately decreasing the dose of the current opioid analgesic or
opioid rotation. (5.9)

e Serotonin Syndrome: Potentially life-threatening condition could result from
concomitant serotonergic drug administration. Discontinue ACTIQ if
serotonin syndrome is suspected. (5.10)

e Life-Threatening Respiratory Depression in Patients with Chronic Pulmonary
Disease or in Elderly, Cachectic, or Debilitated Patients: Regularly evaluate
patients, particularly during initiation and titration. (5.11)

o Adrenal Insufficiency: If diagnosed, treat with physiologic replacement of
corticosteroids, and wean patient off of the opioid. (5.12)

e Severe Hypotension: Regularly evaluate patients during dosage initiation and
titration. Avoid use of ACTIQ in patients with circulatory shock. (5.13)

e Risks of Use in Patients with Increased Intracranial Pressure, Brain Tumors
Head Injury, or Impaired Consciousness: Monitor for sedation and respiratory
depression. Avoid use of ACTIQ in patients with impaired consciousness or
coma. (5.14)

ADVERSE REACTIONS
Most common (frequency >5%): nausea, dizziness, somnolence, vomiting,
asthenia, and headache, dyspnea, constipation, anxiety, confusion, depression,
rash, and insomnia. (6.1)




To report SUSPECTED ADVERSE REACTIONS, contact Teva
Pharmaceuticals at 1-888-483-8279 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

e Mixed Agonist/Antagonist and Partial Agonist Opioid Analgesics: Avoid the
use of mixed agonist/antagonist or partial agonist analgesics in patients who
are already receiving a full opioid agonist analgesic (including ACTIQ)
because they may reduce analgesic effect of ACTIQ or precipitate withdrawal
symptoms. (7)

USE IN SPECIFIC POPULATIONS
e Pregnancy: May cause fetal harm. (8.1)
® [actation: Not recommended. (8.2)
e Renal and Hepatic Impairment: Administer ACTIQ with caution. (8.6)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 12/2023

FULL PRESCRIBING INFORMATION: CONTENTS*

WARNING: SERIOUS AND LIFE-THREATENING RISKS FROM
USE OF ACTIQ

1  INDICATIONS AND USAGE
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2.2 Patient Access to Naloxone for the Emergency Treatment of
Opioid Overdose
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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS AND LIFE-THREATENING RISKS FROM USE OF ACTIQ
Addiction, Abuse, and Misuse

Because the use of ACTIQ exposes patients and other users to the risks of opioid addiction, abuse, and
misuse, which can lead to overdose and death, assess each patient’s risk prior to prescribing and
reassess all patients regularly for the development of these behaviors and conditions /see Warnings and
Precautions (5.1)].

Life-Threatening Respiratory Depression

Serious, life-threatening, or fatal respiratory depression has occurred in patients treated with ACTIQ,
including following use in opioid non-tolerant patients and improper dosing. Evaluate patients for
respiratory depression, especially during initiation of ACTIQ or following a dosage increase. To reduce
the risk of respiratory depression, proper dosing and titration of ACTIQ are essential. The substitution
of ACTIQ for any other fentanyl product may result in fatal overdose [see Warnings and Precautions

(5.2)].

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

Accidental Ingestion

Accidental ingestion of even one dose of ACTIQ, especially by children, can result in a fatal overdose of
fentanyl. Death has been reported in children who have accidentally ingested ACTIQ. ACTIQ must be
kept out of reach of children /see Warnings and Precautions (5.3)].

Risks From Concomitant Use with Benzodiazepines or Other CNS Depressants

Concomitant use of opioids with benzodiazepines or other central nervous system (CNS) depressants,
including alcohol, may result in profound sedation, respiratory depression, coma, and death. Reserve
concomitant prescribing of ACTIQ and benzodiazepines or other CNS depressants for use in patients
for whom alternative treatment options are inadequate [see Warnings and Precautions (5.4), Drug
Interactions (7)].

Risk of Medication Errors

Substantial differences exist in the pharmacokinetic profile of ACTIQ compared to other fentanyl
products that result in clinically important differences in the extent of absorption of fentanyl and that
could result in fatal overdose [see Dosage and Administration (2.1), Warnings and Precautions (5.5)].

e  When prescribing, do not convert patients on a mcg per mcg basis from any other fentanyl products
to ACTIQ [see Dosage and Administration (2.1)].
e  When dispensing, do not substitute an ACTIQ prescription for other fentanyl products.

Cytochrome P450 3A4 Interaction
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The concomitant use of ACTIQ with all cytochrome P450 3A4 inhibitors may result in an increase in
fentanyl plasma concentrations, which could increase or prolong adverse reactions and may cause
potentially fatal respiratory depression. In addition, discontinuation of a concomitantly used
cytochrome P450 3A4 inducer may result in an increase in fentanyl plasma concentration. Evaluate
patients at frequent intervals receiving ACTIQ and any CYP3A4 inhibitor or inducer [see Warnings
and Precautions (5.6), Drug Interactions (7), Clinical Pharmacology (12.3)].

Risk Evaluation and Mitigation Strategy (REMNS)

Because of the risk for accidental exposure, misuse, abuse, addiction, and overdose, ACTIQ is available
only through a restricted program required by the Food and Drug Administration, called a Risk
Evaluation and Mitigation Strategy (REMS). Under the Transmucosal Immediate Release Fentanyl
(TIRF) REMS, pharmacies, outpatients, and healthcare professionals who prescribe to outpatients
must enroll in the program. Inpatient pharmacies must develop policies and procedures to verify
opioid tolerance in inpatients who require ACTIQ while hospitalized. Further information is available
at www. TIRFREMSAccess.com or by calling 1-866-822-1483 [see Warnings and Precautions (5.7)].

Neonatal Opioid Withdrawal Syndrome (NOWS)

If opioid use is required for an extended period of time in a pregnant woman, advise the patient of the
risk of NOWS, which may be life-threatening if not recognized and treated. Ensure that management
by neonatology experts will be available at delivery [see Warnings and Precautions (5.8)].

1 INDICATIONS AND USAGE

ACTIQ is indicated for the management of breakthrough pain in cancer patients 16 years of age
and older 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, for one week or longer, around-the-
clock medicine consisting of at least 60 mg of oral morphine per day, at least 25 mcg of
transdermal fentanyl per hour, at least 30 mg of oral oxycodone per day, at least 8 mg of oral
hydromorphone per day, at least 25 mg oral oxymorphone per day, at least 60 mg of oral
hydrocodone per day, or an equianalgesic dose of another opioid. Patients must remain on
around-the-clock opioids when taking ACTIQ.

Limitations of Use:

e Not for use in opioid non-tolerant patients.

e Not for use in the management of acute or postoperative pain, including
headache/migraine and dental pain [see Contraindications (4)].

e As apart of the TIRF REMS, ACTIQ may be dispensed by outpatient pharmacies
only to outpatients enrolled in the program [see Warnings and Precautions (5.7)]. For
inpatient administration of ACTIQ, patient and prescriber enrollment are not required.
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2.2

DOSAGE AND ADMINISTRATION

Important Dosage and Administration Instructions

Healthcare professionals who prescribe ACTIQ for outpatients must enroll in the
TIRF REMS and comply with the requirements of the REMS to ensure safe use of
ACTIQ [see Warnings and Precautions (5.7)].

Use the lowest effective dosage for the shortest duration consistent with individual
patient treatment goals [see Warnings and Precautions (5)]. Because the risk of
overdose increases as opioid doses increase, reserve titration to higher doses of
ACTIQ for patients in whom lower doses are insufficiently effective and in whom the
expected benefits of using a higher dose opioid clearly outweigh the substantial risks.

It is important to minimize the number of strengths available to patients at any time to
prevent confusion and possible overdose.

There is variability in the opioid analgesic dose and duration needed to adequately
manage pain due both to the cause of pain and to individual patient factors. Initiate
the dosing regimen for each patient individually, taking into account the patient's
severity of pain, patient response, prior analgesic treatment experience, and risk
factors for addiction, abuse, and misuse [see Warnings and Precautions (5.1)].

Respiratory depression can occur at any time during opioid therapy, especially when
initiating and following dosage increases with ACTIQ. Consider this risk when
selecting an initial dose and when making dose adjustments [see Warnings and
Precautions (5)].

Instruct patients and caregivers to take steps to store ACTIQ securely and to properly
dispose of unused ACTIQ as soon as no longer needed /see Warnings and
Precautions (5.1, 5.3)].

Other TIRF formulations and ACTIQ are not equivalent. DO NOT substitute an
ACTIQ prescription for any other TIRF formulation under any circumstances. Do not
convert patients on a mcg per mcg basis from any other fentanyl product to ACTIQ
[see Warnings and Precautions (5.5)].

Patient Access to Naloxone for the Emergency Treatment of Opioid
Overdose

Discuss the availability of naloxone for the emergency treatment of opioid overdose with the
patient and caregiver and assess the potential need for access to naloxone, both when initiating
and renewing treatment with ACTIQ [see Warnings and Precautions (5.2)].

Inform patients and caregivers about the various ways to obtain naloxone as permitted by
individual state naloxone dispensing and prescribing requirements or guidelines (e.g., by
prescription, directly from a pharmacist, or as part of a community-based program).

Consider prescribing naloxone, based on the patient’s risk factors for overdose, such as
concomitant use of CNS depressants, a history of opioid use disorder, or prior opioid overdose.
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The presence of risk factors for overdose should not prevent the proper management of pain in
any given patient [see Warnings and Precautions (5.1, 5.2, 5.4)].

Consider prescribing naloxone if the patient has household members (including children) or
other close contacts at risk for accidental ingestion or overdose.

2.3 Initial Dosage

Individually titrate ACTIQ to a dose that provides adequate analgesia and minimizes side effects.
The initial dose of ACTIQ to treat episodes of breakthrough cancer pain is always 200 mcg. The
ACTIQ unit should be consumed over 15 minutes. Patients should be prescribed an initial
titration supply of six 200 mcg ACTIQ units, thus limiting the number of units in the home
during titration. Patients should use up all units before increasing to a higher dose to prevent
confusion and possible overdose.

Repeat Dosing

a. In cases where the breakthrough pain episode is not relieved after 15 minutes after
completion of the ACTIQ unit (30 minutes after the start of the unit), patients may take
ONLY ONE additional dose using the same strength for that episode. Thus patients should
take a maximum of two doses of ACTIQ for any episode of breakthrough pain.

b. Patients MUST wait at least 4 hours before treating another episode of breakthrough pain
with ACTIQ.

2.4 Dose Titration

From an initial dose, closely follow patients and change the dosage strength until the patient
reaches a dose that provides adequate analgesia using a single ACTIQ dosage unit per
breakthrough cancer 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 ACTIQ
over several episodes of breakthrough cancer pain and review their experience with their
healthcare providers to determine if a dosage adjustment is warranted.

In cases where the breakthrough pain episode is not relieved 15 minutes after completion of the
ACTIQ unit (30 minutes after the start of the unit), patients may take ONLY ONE additional
dose of the same strength for that episode. Thus, patients should take a maximum of two doses of
ACTIQ for any breakthrough pain episode.

Patients must wait at least 4 hours before treating another episode of breakthrough pain with
ACTIQ. To reduce the risk of overdosing during titration, patients should have only one strength
of ACTIQ available at any one time.
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ACTIQ Titration Process
See Boxed Warning

Start at 200 mcg
(Dispense no more than 6 units initially)

!

1— Consume ACTIQ unit over 15 minutes
2 — Wait 15 minutes more

3 — If needed, consume ONLY ONE additional unit over 15 minutes 44—

4 — Take no more than 2 units per breakthrough pain episode

5 — Wait at least 4 hours before treating another episode of breakthrough pain
with ACTIQ

6 — Try the ACTIQ 200 mcg dose for several episodes of breakthrough pain

I

Successful Dose Increase dose to next
Determined highest strength*
(dispense no more than 6
units initially)

*Available dosage strengths include: 200, 400, 600, 800, 1200, and 1600 mcg.

2.5 Maintenance Dosing

a. Once titrated to an effective dose, patients should generally use ONLY ONE ACTIQ unit of
the appropriate strength per breakthrough pain episode.

b. On those occasions when the breakthrough pain episode is not relieved 15 minutes after
completion of the ACTIQ unit, patient may take ONLY ONE additional dose using the same
strength for that episode.

c. Patients MUST wait at least 4 hours before treating another episode of breakthrough pain
with ACTIQ. Once a successful dose has been found (i.e., an average episode is treated with
a single unit), patients should limit consumption to four or fewer units per day.

d. Dosage adjustment of ACTIQ may be required in some patients in order to continue to
provide adequate relief of breakthrough pain. If after increasing the dosage, unacceptable
opioid-related adverse reactions are observed (including an increase in pain after dosage
increase), consider reducing the dosage /see Warnings and Precautions (5)]. Adjust the
dosage to obtain an appropriate balance between management of pain and opioid-related
adverse reactions.

e. Generally, the ACTIQ dose should be increased only when a single administration of the
current dose fails to adequately treat the breakthrough pain episode for several consecutive
episodes.

f. If the patient experiences greater than four breakthrough pain episodes per day, the dose of
the maintenance (around-the-clock) opioid used for persistent pain should be re-evaluated.

2.6 Administration of ACTIQ

Open the blister package with scissors immediately prior to product use. The patient should place
the ACTIQ unit in his or her mouth between the cheek and lower gum, occasionally moving the
drug matrix from one side to the other using the handle. The ACTIQ unit should be sucked, not
chewed. A unit dose of ACTIQ, if chewed and swallowed, might result in lower peak
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concentrations and lower bioavailability than when consumed as directed [see Clinical
Pharmacology (12.3)].

The ACTIQ unit should be consumed over a 15-minute period. Longer or shorter consumption
times may produce less efficacy than reported in ACTIQ clinical trials. If signs of excessive
opioid effects appear before the unit is consumed, remove the drug matrix from the patient’s
mouth immediately and decrease future doses.

2.7 Discontinuation of ACTIQ

When opioid therapy is no longer required, consider discontinuing ACTIQ along with a gradual
downward tapering (titration) of other opioids to minimize possible withdrawal effects. In
patients who continue to take their chronic opioid therapy for persistent pain but no longer
require treatment for breakthrough pain, ACTIQ therapy can usually be discontinued
immediately [see Drug Abuse and Dependence (9.3)].

2.8 Disposal of ACTIQ

After consumption of the unit is complete and the matrix is totally dissolved, throw away the
handle in a trash container that is out of the reach of children.

e If any of the drug matrix remains on the handle, place the handle under hot running
tap water until all of the drug matrix is dissolved, and then dispose of the handle in a
place that is out of the reach of children.

e Dispose of handles in the child-resistant container (as described in steps 1 and 2) at
least once a day.

If the temporary storage bottle provided as part of the ACTIQ Child Safety Kit is available,
partially consumed units may be stored in the specially provided child-resistant container out of
the reach of children until proper disposal is possible.

Unopened units remaining from a prescription must be properly disposed as soon as they are no
longer needed.

To dispose of the unused ACTIQ units:

e Remove the ACTIQ unit from its blister package using scissors, and hold ACTIQ by
its handle over the toilet bowl.

e Using wire-cutting pliers cut off the drug matrix end so that it falls into the toilet.
e Dispose of the handle in a place that is out of the reach of children.

e Repeat steps 1, 2, and 3 for each ACTIQ unit. Flush the toilet twice after 5 units have
been cut and deposited into the toilet.

Do not flush the entire ACTIQ units, ACTIQ handles, blister packages, or cartons down the
toilet. Dispose of the handle where children cannot reach it.

In the event that a caregiver requires additional assistance in disposing of excess unusable units
that remain in the home after a patient has expired, instruct them to call the toll-free number for
Teva Pharmaceuticals (1-888-483-8279) or seek assistance from their local DEA office.
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3 DOSAGE FORMS AND STRENGTHS

Solid oral transmucosal lozenge: Each dosage unit has white to off-white color and is a solid
drug matrix on a handle. Each strength is marked on the individual solid drug matrix and the
handle tag. ACTIQ is available in 200 mcg, 400 mcg, 600 mcg, 800 mcg, 1200 mcg and 1600
mcg strengths [see How Supplied/Storage and Handling (16)].

4 CONTRAINDICATIONS
ACTIQ is contraindicated in:

¢ Opioid 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 (5.2)].

e Significant respiratory depression [see Warnings and Precautions (5.2)].

e Acute or postoperative pain including headache/migraine and dental pain, or acute
pain in the emergency department [see Indications and Usage (1)].

e Acute or severe bronchial asthma in an unmonitored setting or in the absence of
resuscitative equipment [see Warnings and Precautions (5.11)].

e Known or suspected gastrointestinal obstruction, including paralytic ileus /see
Warnings and Precautions (5.15)].

e Known hypersensitivity to fentanyl or components of ACTIQ (e.g., anaphylaxis,
hypersensitivity) [see Adverse Reactions (6.2)].

5 WARNINGS AND PRECAUTIONS

5.1 Addiction, Abuse, and Misuse

ACTIQ contains fentanyl, a Schedule II controlled substance. As an opioid, ACTIQ exposes
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
appropriately prescribed ACTIQ. Addiction can occur at recommended dosages and if the drug is
misused or abused.

Assess each patient’s risk for opioid addiction, abuse, or misuse prior to prescribing ACTIQ, and
reassess all patients receiving ACTIQ for the development of these behaviors and conditions.
Risks are increased in patients with a personal or family history of substance abuse (including
drug or alcohol abuse or addiction) or mental illness (e.g., major depression). The potential for
these risks should not, however, prevent the proper management of pain in any given patient.
Patients at increased risk may be prescribed opioids such as ACTIQ, but use in such patients
necessitates intensive counseling about the risks and proper use of ACTIQ along with frequent
reevaluation for signs of addiction, abuse, and misuse. Consider prescribing naloxone for the
emergency treatment of opioid overdose [see Dosage and Administration (2.2), Warnings and
Precautions (5.2)].
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Opioids are sought for nonmedical use and are subject to diversion from legitimate prescribed
use. Consider these risks when prescribing or dispensing ACTIQ. Strategies to reduce these risks
include prescribing the drug in the smallest appropriate quantity and advising the patient on
careful storage of the drug during the course of treatment and proper disposal of unused drug.
Contact local state professional licensing board or state-controlled substances authority for
information on how to prevent and detect abuse or diversion of this product.

5.2 Life-Threatening Respiratory Depression

Serious, life-threatening, or fatal respiratory depression has been reported with the use of
opioids, even when used as recommended. Respiratory depression, if not immediately
recognized and treated, may lead to respiratory arrest and death. Management of respiratory
depression may include close observation, supportive measures, and use of opioid antagonists,
depending on the patient’s clinical status [see Overdosage (10)]. Carbon dioxide (COz2) retention
from opioid-induced respiratory depression can exacerbate the sedating effects of opioids.

While serious, life-threatening, or fatal respiratory depression can occur at any time during the
use of ACTIQ, the risk is greatest during the initiation of therapy or following a dosage increase.

To reduce the risk of respiratory depression, proper dosing and titration of ACTIQ are essential
[see Dosage and Administration (2)]. Overestimating the ACTIQ dosage can result in a fatal
overdose with the first dose. The substitution of ACTIQ for any other fentanyl product may
result in fatal overdose [see Warnings and Precautions (5.5)].

ACTIQ 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 ACTIQ, especially by children, can result in respiratory
depression and death due to an overdose of fentanyl [see Warnings and Precautions (5.3)].

Educate patients and caregivers on how to recognize respiratory depression and emphasize the
importance of calling 911 or getting emergency medical help right away in the event of a known
or suspected overdose.

Opioids can cause sleep-related breathing disorders including central sleep apnea (CSA) and
sleep-related hypoxemia. Opioid use increases the risk of CSA in a dose-dependent fashion. In
patients who present with CSA, consider decreasing the opioid dosage using best practices for
opioid taper [see Dosage and Administration (2.7)].

Patient Access to Naloxone for the Emergency Treatment of Opioid Overdose

Discuss the availability of naloxone for the emergency treatment of opioid overdose with the
patient and caregiver and assess the potential need for access to naloxone, both when initiating
and renewing treatment with ACTIQ. Inform patients and caregivers about the various ways to
obtain naloxone as permitted by individual state naloxone dispensing and prescribing
requirements or guidelines (e.g., by prescription, directly from a pharmacist, or as part of a
community-based program). Educate patients and caregivers on how to recognize respiratory
depression and emphasize the importance of calling 911 or getting emergency medical help, even
if naloxone is administered.
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Consider prescribing naloxone, based on the patient’s risk factors for overdose, such as
concomitant use of CNS depressants, a history of opioid use disorder, or prior opioid overdose.
The presence of risk factors for overdose should not prevent the proper management of pain in
any given patient. Also consider prescribing naloxone if the patient has household members
(including children) or other close contacts at risk for accidental ingestion or overdose. If
naloxone is prescribed, educate patients and caregivers on how to treat with naloxone /see
Dosage and Administration (2.2), Warnings and Precautions (5.1, 5.4), Overdosage (10)].

53 Increased Risk of Overdose in Children Due to Accidental Ingestion
or Exposure

Death has been reported in children who have accidentally ingested ACTIQ.

Patients and their caregivers must be informed that ACTIQ contains a medicine in an amount
which can be fatal to a child. Healthcare providers and dispensing pharmacists must specifically
question patients 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.

Patients and their caregivers must be instructed to keep both used and unused dosage units out of
the reach of children. While all units should be disposed of immediately after use, partially
consumed units represent a special risk to children. In the event that a unit is not completely
consumed it must be properly disposed as soon as possible.

Detailed instructions for the proper storage, administration, disposal, and important instructions
for managing an overdose of ACTIQ are provided in the ACTIQ Medication Guide. Encourage
patients to read this information in its entirety and give them an opportunity to have their
questions answered.

5.4 Risks from Concomitant Use with Benzodiazepines or Other CNS
Depressants (including Alcohol)

Profound sedation, respiratory depression, coma, and death may result from the concomitant use
of ACTIQ with benzodiazepines and/or other CNS depressants, including alcohol (e.g., non-
benzodiazepine sedatives/hypnotics, anxiolytics, tranquilizers, muscle relaxants, general
anesthetics, antipsychotics, other opioids). Because of these risks, reserve concomitant
prescribing of these drugs for use in patients for whom alternative treatment options are
inadequate.

Observational studies have demonstrated that concomitant use of opioid analgesics and
benzodiazepines increases the risk of drug-related mortality compared to use of opioid analgesics
alone. Because of similar pharmacological properties, it is reasonable to expect similar risk with
the concomitant use of other CNS depressant drugs with opioid analgesics [see Drug
Interactions (7)].

If the decision is made to prescribe a benzodiazepine or other CNS depressant concomitantly
with an opioid analgesic, prescribe the lowest effective dosages and minimum durations of
concomitant use. In patients already receiving an opioid analgesic, prescribe a lower initial dose
of the benzodiazepine or other CNS depressant than indicated in the absence of an opioid, and
titrate based on clinical response. If an opioid analgesic is initiated in a patient already taking a

Reference ID: 5294148



benzodiazepine or other CNS depressant, prescribe a lower initial dose of the opioid analgesic,
and titrate based on clinical response. Inform patients and caregivers of this potential interaction
and educate them on the signs and symptoms of respiratory depression (including sedation).

If concomitant use is warranted, consider prescribing naloxone for the emergency treatment of
opioid overdose [see Dosage and Administration (2.2), Warnings and Precautions (5.2)].

Advise both patients and caregivers about the risks of respiratory depression and sedation when
ACTIQ is used with benzodiazepines or other CNS depressants (including alcohol and illicit
drugs). Advise patients not to drive or operate heavy machinery until the effects of concomitant
use of the benzodiazepine or other CNS depressant have been determined. Screen patients for
risk of substance use disorders, including opioid abuse and misuse, and warn them of the risk for
overdose and death associated with the use of additional CNS depressants including alcohol and
illicit drugs /see Drug Interactions (7)].

5.5 Risk of Medication Errors

When prescribing, do not convert a patient to ACTIQ from any other fentanyl product on a mcg
per mcg basis as ACTIQ and other fentanyl products are not equivalent on a microgram per
microgram basis.

ACTIQ is not a generic version of other transmucosal immediate release fentanyl (TIRF)
formulations. When dispensing, do not substitute an ACTIQ prescription for any other TIRF
formulation under any circumstances. Other TIRF formulations and ACTIQ are not equivalent.
Substantial differences exist in the pharmacokinetic profile of ACTIQ compared to other
fentanyl products including other TIRF formulations that result in clinically important
differences in the rate and extent of absorption of fentanyl. As a result of these differences, the
substitution of ACTIQ for any other fentanyl product may result in a fatal overdose.

There are no safe conversion directions available for patients on any other fentanyl products.
(Note: This includes oral, transdermal, or parenteral formulations of fentanyl.) Therefore, for
opioid tolerant patients, the initial dose of ACTIQ should always be 200 mcg. Each patient
should be individually titrated to provide adequate analgesia while minimizing side effects /see
Dosage and Administration (2.4)].

5.6 Risks of Concomitant Use or Discontinuation of Cytochrome P450
3A4 Inhibitors and Inducers

Concomitant use of ACTIQ with a CYP3A4 inhibitor, such as macrolide antibiotics (e.g.,
erythromycin), azole-antifungal agents (e.g., ketoconazole), and protease inhibitors (e.g.,
ritonavir), may increase plasma concentrations of fentanyl and prolong opioid adverse reactions,
which may cause potentially fatal respiratory depression [see Warnings and Precautions (5.2)],
particularly when an inhibitor is added after a stable dose of ACTIQ is achieved. Similarly,
discontinuation of a CYP3A4 inducer, such as rifampin, carbamazepine, and phenytoin, in
ACTIQ-treated patients may increase fentanyl plasma concentrations and prolong opioid adverse
reactions. When using ACTIQ with CYP3A4 inhibitors or discontinuing CYP3A4 inducers in
ACTIQ-treated patients, evaluate patients at frequent intervals and consider dosage reduction of
ACTIQ until stable drug effects are achieved [see Drug Interactions (7)].
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Concomitant use of ACTIQ with CYP3A4 inducers or discontinuation of a CYP3A4 inhibitor
could decrease fentanyl plasma concentrations, decrease opioid efficacy or, possibly, lead to a
withdrawal syndrome in a patient who had developed physical dependence to fentanyl. When
using ACTIQ with CYP3A4 inducers or discontinuing CYP3A4 inhibitors, evaluate patients at
frequent intervals and consider increasing the opioid dosage if needed to maintain adequate
analgesia or if symptoms of opioid withdrawal occur [see Drug Interactions (7)].

5.7 Transmucosal Immediate Release Fentanyl (TIRF) Risk Evaluation
and Mitigation Strategy (REMYS)

Because of the risk for accidental exposure, misuse, abuse, addiction, and overdose /see
Warnings and Precautions (5.1), Drug Abuse and Dependence (9)], ACTIQ is available only
through a restricted program called the TIRF REMS. Under the TIRF REMS, healthcare
professionals who prescribe to outpatients, the outpatients themselves, and pharmacies are
required to enroll in the program.

Notable requirements of the TIRF REMS are:

e Prescribers for outpatient use must be certified with the REMS program by enrolling
and completing training. Prescribers must document opioid tolerance with every
ACTIQ prescription.

e Outpatients must be enrolled in the REMS program and must be opioid-tolerant to
receive ACTIQ [see Dosage and Administration (2.1)].

e Outpatient pharmacies must be certified with the REMS program and verify
documentation of opioid tolerance with every ACTIQ prescription.

e Inpatient pharmacies must be certified with the REMS program and develop policies
and procedures to verify opioid tolerance in inpatients who require ACTIQ while
hospitalized.

e Wholesalers and distributors must enroll in the REMS program and distribute only to
certified pharmacies.

Further information, including a list of certified pharmacies and enrolled distributors, is
available at www. TIRFREMSAccess.com or by calling 1-866-822-1483.

5.8 Neonatal Opioid Withdrawal Syndrome

Use of ACTIQ for an extended period of time during pregnancy can result in withdrawal in the
neonate. Neonatal opioid withdrawal syndrome, unlike opioid withdrawal syndrome in adults,
may be life-threatening if not recognized and treated, and requires management according to
protocols developed by neonatology experts. Observe newborns for signs of neonatal opioid
withdrawal syndrome and manage accordingly. Advise pregnant women using opioids for an
extended period of time of the risk of neonatal opioid withdrawal syndrome and ensure that
appropriate treatment will be available [see Use in Specific Populations (8.1)].
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5.9 Opioid-Induced Hyperalgesia and Allodynia

Opioid-Induced Hyperalgesia (OIH) occurs when an opioid analgesic paradoxically causes an
increase in pain, or an increase in sensitivity to pain. This condition differs from tolerance, which
is the need for increasing doses of opioids to maintain a defined effect /see Dependence (9.3)].
Symptoms of OIH include (but may not be limited to) increased levels of pain upon opioid
dosage increase, decreased levels of pain upon opioid dosage decrease, or pain from ordinarily
non-painful stimuli (allodynia). These symptoms may suggest OIH only if there is no evidence
of underlying disease progression, opioid tolerance, opioid withdrawal, or addictive behavior.

Cases of OIH have been reported, both with short-term and longer-term use of opioid analgesics.
Though the mechanism of OIH is not fully understood, multiple biochemical pathways have
been implicated. Medical literature suggests a strong biologic plausibility between opioid
analgesics and OIH and allodynia. If a patient is suspected to be experiencing OIH, carefully
consider appropriately decreasing the dose of the current opioid analgesic or opioid rotation
(safely switching the patient to a different opioid moiety) [see Dosage and Administration (2.7)].

5.10 Serotonin Syndrome with Concomitant Use of Serotonergic Drugs

Cases of serotonin syndrome, a potentially life-threatening condition, have been reported during
concomitant use of ACTIQ with serotonergic drugs. Serotonergic drugs include selective
serotonin reuptake inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors (SNRIs),
tricyclic antidepressants (TCAs), triptans, 5-HT3 receptor antagonists, drugs that affect the
serotonergic neurotransmitter system (e.g., mirtazapine, trazodone, tramadol), certain muscle
relaxants (i.e., cyclobenzaprine, metaxalone), and drugs that impair metabolism of serotonin
(including MAO inhibitors, both those intended to treat psychiatric disorders and also others,
such as linezolid and intravenous methylene blue) /see Drug Interactions (7)]. This may occur
within the recommended 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) and can be fatal. The onset of symptoms generally
occurs within several hours to a few days of concomitant use, but may occur later than that.
Discontinue ACTIQ if serotonin syndrome is suspected.

5.11 Life-Threatening Respiratory Depression in Patients with Chronic
Pulmonary Disease or in Elderly, Cachectic, or Debilitated Patients

The use of ACTIQ in patients with acute or severe bronchial asthma in an unmonitored setting or
in the absence of resuscitative equipment is contraindicated.

Patients with Chronic Pulmonary Disease: ACTIQ-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 respiratory drive including apnea, even at recommended dosages of ACTIQ
[see Warnings and Precautions (5.2)].
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Elderly, Cachectic, or Debilitated Patients: Life-threatening respiratory depression is more likely
to occur in elderly, cachectic, or debilitated patients because they may have altered
pharmacokinetics or altered clearance compared to younger, healthier patients [see Warnings
and Precautions (5.2)].

Regularly evaluate patients, particularly when initiating and titrating ACTIQ and when ACTIQ
is given concomitantly with other drugs that depress respiration [see Warnings and Precautions
(5.2), Drug Interactions (7)]. Alternatively, consider the use of non-opioid analgesics in these
patients.

5.12 Adrenal Insufficiency

Cases of adrenal insufficiency have been reported with opioid use, more often following greater
than one month of use. Presentation of adrenal insufficiency may 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 patient off of the opioid to allow adrenal function to recover and
continue corticosteroid 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 adrenal insufficiency.

5.13 Severe Hypotension

ACTIQ may cause severe hypotension including orthostatic hypotension and syncope in
ambulatory patients. There is increased risk in patients whose ability to maintain blood pressure
has already been compromised by a reduced blood volume or concurrent administration of
certain CNS depressant drugs (e.g. phenothiazines or general anesthetics) /see Drug Interactions
(7)]. Regularly evaluate these patients for signs of hypotension after initiating or titrating the
dosage of ACTIQ. In patients with circulatory shock, ACTIQ may cause vasodilation that can
further reduce cardiac output and blood pressure. Avoid the use of ACTIQ in patients with
circulatory shock.

5.14 Risks of Use in Patients with Increased Intracranial Pressure, Brain
Tumors, Head Injury, or Impaired Consciousness

In patients who may be susceptible to the intracranial effects of COz retention (e.g., those with
evidence of increased intracranial pressure or brain tumors), ACTIQ may reduce respiratory
drive, and the resultant CO2 retention can further increase intracranial pressure. Monitor such
patients for signs of sedation and respiratory depression, particularly when initiating therapy with
ACTIQ.

Opioids may also obscure the clinical course in a patient with a head injury. Avoid the use of
ACTIQ in patients with impaired consciousness or coma.

Reference ID: 5294148



5.15 Risks of Use in Patients with Gastrointestinal Conditions

ACTIQ is contraindicated in patients with known or suspected gastrointestinal obstruction,
including paralytic ileus.

The fentanyl in ACTIQ may cause spasm of the sphincter of Oddi. Opioids may cause increases
in serum amylase. Regularly evaluate patients with biliary tract disease, including acute
pancreatitis for worsening symptoms.

5.16 Increased Risk of Seizures in Patients with Seizure Disorders

The fentanyl in ACTIQ may increase the frequency of seizures in patients with seizure disorders,
and may increase the risk of seizures occurring in other clinical settings associated with seizures.
Regularly evaluate patients with a history of seizure disorders for worsened seizure control
during ACTIQ therapy.

517 Risks of Driving and Operating Machinery

ACTIQ may impair the mental or physical abilities needed to perform potentially hazardous
activities such as driving a car or operating machinery. Warn patients not to drive or operate
dangerous machinery unless they are tolerant to the effects of ACTIQ and know how they will
react to the medication.

5.18 Cardiac Disease

Intravenous fentanyl may produce bradycardia. Therefore, use ACTIQ with caution in patients
with bradyarrhythmias.

6 ADVERSE REACTIONS

The following serious adverse reactions are described, or described in greater detail, in other
sections:

e Addiction, Abuse, and Misuse [see Warnings and Precautions (5.1)]
e Life-Threatening Respiratory Depression [see Warnings and Precautions (5.2)]

e Interactions with Benzodiazepines and Other CNS Depressants [see Warnings and
Precautions (5.4)]

e Neonatal Opioid Withdrawal Syndrome /see Warnings and Precautions (5.8)]

e Opioid-Induced Hyperalgesia and Allodynia [see Warnings and Precautions (5.9)]
e Serotonin Syndrome [see Warnings and Precautions (5.10)]

e Adrenal Insufficiency [see Warnings and Precautions (5.12)]

e Severe Hypotension [see Warnings and Precautions (5.13)]

e Gastrointestinal Adverse Reactions [see Warnings and Precautions (5.15)]

e Seizures [see Warnings and Precautions (5.16)]
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6.1 Clinical Studies Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

The safety of ACTIQ has been evaluated in 257 opioid-tolerant chronic cancer pain patients. The
duration of ACTIQ use varied during the open-label study. Some patients were followed for over
21 months. The average duration of therapy in the open-label study was 129 days.

The most serious adverse reactions associated with ACTIQ are respiratory depression
(potentially leading to apnea or respiratory arrest), circulatory depression, hypotension, and
shock.

Because the clinical trials of ACTIQ were designed to evaluate safety and efficacy in treating
breakthrough cancer pain, all patients were also taking concomitant opioids, such as sustained-
release morphine or transdermal fentanyl, for their persistent cancer pain. The adverse event data
presented here reflect the actual percentage of patients experiencing each adverse effect among
patients who received ACTIQ for breakthrough cancer pain along with a concomitant opioid for
persistent cancer pain. There has been no attempt to correct for concomitant use of other opioids,
duration of ACTIQ therapy, or cancer-related symptoms.

Three short-term clinical trials with similar titration schemes were conducted in 257 patients
with malignancy and breakthrough cancer pain. Data are available for 254 of these patients.
Table 1 lists, by dose groups, adverse reactions with an overall frequency of 1% or greater that
occurred during titration. The ability to assign a dose-response relationship to these adverse
reactions is limited by the titration schemes used in these studies. Adverse reactions are listed in
descending order of frequency within each body system.

Table 1. Percent of Patients with Specific Adverse Events Commonly Associated with
Opioid Administration or of Particular Clinical Interest Which Occurred
During Titration (Events in 1% or More of Patients)

Dose Group Percentage of Patients Reporting Event
200-600 mcg | 800-1400 mcg 1600 mcg >1600 mcg Any Dose*
(n=230) (n=138) (n=54) (n=41) (n=254)

Body As A Whole

Asthenia 6 4 0 7 9

Headache 3 4 6 5 6

Accidental Injury 1 1 4 0 2
Digestive

Nausea 14 15 11 22 23

Vomiting 7 6 6 15 12

Constipation 1 4 2 0 4
Nervous

Dizziness 10 16 6 15 17
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Somnolence 9 9 11 20 17
Confusion 1 6 2 0 4
Anxiety 3 0 2 0 3
Abnormal Gait 0 1 4 0 2
Dry Mouth 1 1 2 0 2
Nervousness 1 1 0 0 2
Vasodilatation 2 0 2 0 2
Hallucinations 0 1 2 2 1
Insomnia 0 1 2 0 1
Thinking Abnormal 0 1 2 0 1
Vertigo 1 0 0 0 1
Respiratory
Dyspnea 2 3 6 5 4
Skin
Pruritus 1 0 0 5 2
Rash 1 1 0 2 2
Sweating 1 1 2 2 2
Special Senses
Abnormal Vision 1 0 2 0 2

* Any Dose = A patient who experienced the same adverse event at multiple doses was only counted once.

The following adverse reactions not reflected in Table 1 occurred during titration with an overall
frequency of 1% or greater and are listed in descending order of frequency within each body
system.

Body as a Whole: Pain, fever, abdominal pain, chills, back pain, chest pain, infection

Digestive: Diarrhea, dyspepsia, flatulence

Metabolic and Nutritional: Peripheral edema, dehydration

Nervous: Hypesthesia, migraine
Respiratory: Pharyngitis, cough increased

The following reactions occurred during titration with an overall frequency of less than 1% and
are listed in descending order of frequency within each body system.

Body as a Whole: Bone pain

Cardiovascular: Deep thrombophlebitis, hypertension, hypotension

Digestive: Anorexia, eructation, fecal impaction, gum hemorrhage, mouth ulceration, oral
moniliasis

Hemic and Lympbhatic: Anemia, leukopenia
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Metabolic and Nutritional: Edema, hypercalcemia, weight loss

Musculoskeletal: Myalgia, pathological fracture, myasthenia

Nervous: Abnormal dreams, urinary retention, agitation, amnesia, emotional lability, euphoria,
incoordination, libido decreased, neuropathy, paresthesia, speech disorder

Respiratory: Hemoptysis, pleural effusion, rhinitis, asthma, hiccup, pneumonia, respiratory
insufficiency, sputum increased

Skin and Appendages: Alopecia, exfoliative dermatitis

Special Senses: Taste perversion

Urogenital: Vaginal hemorrhage, dysuria, hematuria, urinary incontinence, urinary tract infection

A long-term extension study was conducted in 156 patients with malignancy and breakthrough
cancer pain who were treated for an average of 129 days. Data are available for 152 of these
patients. Table 2 lists by dose groups, adverse reactions with an overall frequency of 1% or
greater that occurred during the long-term extension study. Adverse reactions are listed in
descending order of frequency within each body system.

Table 2. Percent of Patients with Adverse Events Commonly Associated with Opioid
Administration or of Particular Clinical Interest Which Occurred During
Long Term Treatment (Events in 1% or More of Patients)

Dose Group Percentage of Patients Reporting Event
200-600 mcg | 800-1400 mcg 1600 mcg >1600 mcg Any Dose*
(n=98) (n=83) (n=53) (n=27) (n=152)
Body As A Whole
Asthenia 25 30 17 15 38
Headache 12 17 13 4 20
Accidental Injury 4 6 4 7 9
Hypertonia 2 2 2 0 3
Digestive
Nausea 31 36 25 26 45
Vomiting 21 28 15 7 31
Constipation 14 11 13 4 20
Intestinal Obstruction 0 2 4 0 3
Cardiovascular
Hypertension 1 1 0 0 1
Nervous
Dizziness 12 10 9 0 16
Anxiety 9 8 8 7 15
Somnolence 8 13 8 7 15
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Confusion 2 5 13 7 10
Depression 9 4 2 7 9
Insomnia 5 1 8 4 7
Abnormal Gait 5 1 0 0 4
Dry Mouth 3 1 2 4 4
Nervousness 2 2 0 4 3
Stupor 4 1 0 0 3
Vasodilatation 1 1 4 0 3
Thinking Abnormal 2 1 0 0 2
Abnormal Dreams 1 1 0 0 1
Convulsion 0 1 2 0 1
Myoclonus 0 0 4 0 1
Tremor 0 1 2 0 1
Vertigo 0 0 4 0 1
Respiratory
Dyspnea 15 16 8 7 22
Skin
Rash 3 5 8 4 8
Sweating 3 2 2 0 4
Pruritus 2 0 2 0 2
Special Senses
Abnormal Vision 2 2 0 0 3
Urogenital
Urinary Retention 1 2 0 0 2

* Any Dose = A patient who experienced the same adverse event at multiple doses was only counted once.

The following reactions not reflected in Table 2 occurred with an overall frequency of 1% or
greater in the long-term extension study and are listed in descending order of frequency within
each body system.

Body as a Whole: Pain, fever, back pain, abdominal pain, chest pain, flu syndrome, chills,
infection, abdomen enlarged, bone pain, ascites, sepsis, neck pain, viral infection, fungal
infection, cachexia, cellulitis, malaise, pelvic pain

Cardiovascular: Deep thrombophlebitis, palpitation, vascular disorder

Digestive: Diarrhea, anorexia, dyspepsia, dysphagia, oral moniliasis, mouth ulceration, rectal
disorder, stomatitis, flatulence, gastrointestinal hemorrhage, gingivitis, jaundice, periodontal
abscess, eructation, glossitis, rectal hemorrhage
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Hemic and Lymphatic: Anemia, leukopenia, thrombocytopenia, ecchymosis, lymphadenopathy,
lymphedema, pancytopenia

Metabolic and Nutritional: Peripheral edema, edema, dehydration, weight loss, hyperglycemia,
hypokalemia, hypercalcemia, hypomagnesemia

Musculoskeletal: Myalgia, pathological fracture, joint disorder, leg cramps, arthralgia, bone
disorder

Nervous: Hypesthesia, paresthesia, hypokinesia, neuropathy, speech disorder, migraine

Respiratory: Cough increased, pharyngitis, pneumonia, rhinitis, sinusitis, bronchitis, epistaxis,
asthma, hemoptysis, sputum increased

Skin and Appendages: Skin ulcer, alopecia

Special Senses: Tinnitus, conjunctivitis, ear disorder, taste perversion

Urogenital: Urinary tract infection, urinary incontinence, breast pain, dysuria, hematuria, scrotal
edema, hydronephrosis, kidney failure, urinary urgency, urination impaired, breast neoplasm,
vaginal hemorrhage, vaginitis

The following reactions occurred with a frequency of less than 1% in the long-term extension
study and are listed in descending order of frequency within each body system.

Body as a Whole: Allergic reaction, cyst, face edema, flank pain, granuloma, bacterial infection,
mucous membrane disorder, neck rigidity

Cardiovascular: Angina pectoris, hemorrhage, hypotension, peripheral vascular disorder, postural
hypotension, tachycardia

Digestive: Cheilitis, esophagitis, fecal incontinence, gastroenteritis, gastrointestinal disorder,
gum hemorrhage, hemorrhage of colon, hepatorenal syndrome, liver tenderness, tooth caries,
tooth disorder

Hemic and Lymphatic: Bleeding time increased

Metabolic and Nutritional: Acidosis, generalized edema, hypocalcemia, hypoglycemia,
hyponatremia, hypoproteinemia, thirst

Musculoskeletal: Arthritis, muscle atrophy, myopathy, synovitis, tendon disorder

Nervous: Acute brain syndrome, agitation, cerebral ischemia, facial paralysis, foot drop,
hallucinations, hemiplegia, miosis, subdural hematoma

Respiratory: Hiccup, hyperventilation, lung disorder, pneumothorax, respiratory failure, voice
alteration

Skin and Appendages: Herpes zoster, maculopapular rash, skin discoloration, urticaria,
vesiculobullous rash

Special Senses: Ear pain, eye hemorrhage, lacrimation disorder, partial permanent deafness,
partial transitory deafness

Urogenital: Kidney pain, nocturia, oliguria, polyuria, pyelonephritis
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6.2 Postmarketing Experience

The following adverse reactions have been identified during post approval use of ACTIQ.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

Digestive:
- Dental decay: Dental decay, including dental caries, tooth loss, and gum line erosion.

Nervous System Disorders:

- Serotonin syndrome: Cases of serotonin syndrome, a potentially life-threatening condition,
have been reported during concomitant use of opioids with serotonergic drugs.

- Hyperalgesia and Allodynia: Cases of hyperalgesia and allodynia have been reported with
opioid therapy of any duration /see Warnings and Precautions (5.9)].

Endocrine Disorders:

- Adrenal insufficiency: Cases of adrenal insufficiency have been reported with opioid use, more
often following greater than one month of use.

- Androgen deficiency: Cases of androgen deficiency have occurred with use of opioids for an
extended period of time /see Clinical Pharmacology (12.2)].

Immune System Disorders:

- Anaphylaxis: Anaphylaxis has been reported with ingredients contained in ACTIQ.

General Disorders and Administration Site Conditions:

- Application site reactions including irritation, pain, ulcer, and drug withdrawal syndrome.

Metabolic and Nutritional Disorders:

- Hypoglycemia: Cases of hypoglycemia have been reported in patients taking opioids. Most
reports were in patients with at least one predisposing risk factor (e.g., diabetes).

7 DRUG INTERACTIONS
Table 3 includes clinically significant drug interactions with ACTIQ.
Table 3: Clinically Significant Drug Interactions with ACTIQ

Inhibitors of CYP3A4

Clinical Impact: | The concomitant use of ACTIQ and CYP3A4 inhibitors can increase the plasma concentration
of fentanyl, resulting in increased or prolonged opioid effects, particularly when an inhibitor is
added after a stable dose of ACTIQ is achieved [see Warnings and Precautions (5.6)].

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 syndrome in patients who had developed physical dependence to
fentanyl.
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Intervention:

If concomitant use is necessary, consider dosage reduction of ACTIQ until stable drug effects
are achieved. Evaluate patients at frequent intervals for respiratory depression and sedation. If
a CYP3A4 inhibitor is discontinued, consider increasing the ACTIQ dosage until stable drug
effects are achieved. Evaluate for signs of opioid withdrawal.

Examples:

Macrolide antibiotics (e.g., erythromycin), azole-antifungal agents (e.g., ketoconazole),
protease inhibitors (e.g., ritonavir), grapefruit juice

CYP3A4 Inducers

Clinical Impact:

The concomitant use of ACTIQ and CYP3A4 inducers can decrease the plasma concentration
of fentanyl /see Clinical Pharmacology (12.3)], resulting in decreased efficacy or onset of a
withdrawal syndrome in patients who have developed 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.

Intervention:

If concomitant use is necessary, consider increasing the ACTIQ dosage until stable drug
effects are achieved. Evaluate for signs of opioid withdrawal. If a CYP3 A4 inducer is
discontinued, consider ACTIQ dosage reduction and evaluate patients at frequent intervals for
signs of respiratory depression and sedation.

Examples:

Rifampin, carbamazepine, phenytoin

Benzodiazepines

and Other Central Nervous System (CNS) Depressants

Clinical Impact:

Due to additive pharmacologic effect, the concomitant use of benzodiazepines or other CNS
depressants including alcohol, increases the risk of respiratory depression, profound sedation,
coma, and death.

Intervention:

Reserve concomitant prescribing of these drugs for use in patients for whom alternative
treatment options are inadequate. Limit dosages and durations to the minimum required.
Inform patients and caregivers of this potential interaction and educate them on the signs and
symptoms of respiratory depression (including sedation). If concomitant use is warranted,
consider prescribing naloxone for the emergency treatment of opioid overdose /see Dosage
and Administration (2.2), Warnings and Precautions (5.1, 5.2, 5.4)].

Examples:

Benzodiazepines and other sedatives/hypnotics, anxiolytics, tranquilizers, muscle relaxants,
general anesthetics, antipsychotics, other opioids, alcohol.

Serotonergic Drugs

Clinical Impact:

The concomitant use of opioids with other drugs that affect the serotonergic neurotransmitter
system has resulted in serotonin syndrome [see Warnings and Precautions (5.10)].

Intervention:

If concomitant use is warranted, frequently evaluate the patient, particularly during treatment
initiation and dose adjustment. Discontinue ACTIQ if serotonin syndrome is suspected.

Examples:

Selective serotonin reuptake inhibitors (SSRIs), serotonin and norepinephrine reuptake
inhibitors (SNRIs), tricyclic antidepressants (TCAs), triptans, 5S-HT3 receptor antagonists,
drugs that affect the serotonin neurotransmitter system (e.g., mirtazapine, trazodone,
tramadol), certain muscle relaxants (i.e., cyclobenzaprine, metaxalone), monoamine oxidase
(MAO) inhibitors (those intended to treat psychiatric disorders and also others, such as
linezolid and intravenous methylene blue).

Monoamine Oxidase Inhibitors (MAOIs)
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Clinical Impact: | 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 (5.2)].
Intervention: | The use of ACTIQ is not recommended for patients taking MAOIs or within 14 days of
stopping such treatment.
Examples: | Phenelzine, tranylcypromine, linezolid

Mixed Agonist/Antagonist and Partial Agonist Opioid Analgesics

Clinical Impact: | May reduce the analgesic effect of ACTIQ and/or precipitate withdrawal symptoms.
Intervention: | Avoid concomitant use.
Examples: | Butorphanol, nalbuphine, pentazocine, buprenorphine

Muscle Relaxants

Clinical Impact: | Fentanyl may enhance the neuromuscular blocking action of skeletal muscle relaxants and
produce an increased degree of respiratory depression.

Intervention: | Because respiratory depression may be greater than otherwise expected, decrease the dosage
of ACTIQ and/or the muscle relaxant as necessary. Due to the risk of respiratory depression
with concomitant use of skeletal muscle relaxants and opioids, consider prescribing naloxone
for the emergency treatment of opioid overdose [see Dosage and Administration (2.2),
Warnings and Precautions (5.2, 5.4)].

Examples: | Cyclobenzaprine, metaxalone
Diuretics
Clinical Impact: | Opioids can reduce the efficacy of diuretics by inducing the release of antidiuretic hormone.
Intervention: | Evaluate patients for signs of diminished diuresis and/or effects on blood pressure and

increase the dosage of the diuretic as needed.

Anticholinergic Drugs

Clinical Impact: | The concomitant use of anticholinergic drugs may increase risk of urinary retention and/or
severe constipation, which may lead to paralytic ileus.
Intervention: | Evaluate patients for signs of urinary retention or reduced gastric motility when ACTIQ is
used concomitantly with anticholinergic drugs.
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary

Use of opioid analgesics for an extended period of time during pregnancy may cause neonatal
opioid withdrawal syndrome /see Warnings and Precautions (5.8)]. Available data with ACTIQ
in pregnant women are insufficient to inform a drug-associated risk for major birth defects and
miscarriage. There are risks to the mother and infant associated with use of ACTIQ for an
extended period of time during pregnancy (see Clinical Considerations).

In animal reproduction studies, fentanyl administration to pregnant rats during organogenesis
was embryocidal at doses within the range of the human recommended dosing. When
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administered during gestation through lactation fentanyl administration to pregnant rats resulted
in reduced pup survival at doses within the range of the human recommended dosing. No
evidence of malformations were noted in animal studies completed to date /see Data].

The background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse
outcomes. In the U.S. general population, the estimated background risk of major birth defects
and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Use of opioid analgesics for an extended period of time during pregnancy for 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 days after birth. The duration and
severity of neonatal opioid withdrawal syndrome may vary. Observe newborns for symptoms of
neonatal opioid withdrawal syndrome and manage accordingly /see Warnings and Precautions

(5.8)].
Labor or Delivery

Opioids cross the placenta and may produce respiratory depression and psycho-physiologic
effects in neonates. An opioid antagonist, such as naloxone, must be available for reversal of
opioid-induced respiratory depression in the neonate. ACTIQ is not recommended for use in
pregnant women during or immediately prior to labor, when other analgesic techniques are more
appropriate. Opioid analgesics, including ACTIQ, 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 by an 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.

Data
Human Data

In women 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 Data

Fentanyl (25, 50, or 100 mcg/kg) citrate was administered subcutaneously to pregnant rats during
the period of organogenesis (Gestation Day, GD 6 to 17). Maternal toxicity and a decrease in
fetal weights were observed at 100 mcg/kg but no teratogenicity was seen in the study (the no
observed effect level of 50 mcg/kg is equivalent to 0.7 times the exposure of a single human dose
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of 1600 mcg per pain episode, based on an AUC comparison). Fentanyl (50, 100, or 250 mcg/kg)
was also administered subcutaneously to pregnant rabbits during the period of organogenesis
(GD 6-18). Maternal toxicity was noted at doses >100 mcg/kg. No teratogenicity was seen in the
study (250 mcg/kg dose is equivalent to 3.5 times the exposure of a single human dose of 1600
mcg per pain episode, based on an AUC comparison).

Fentanyl has been shown to be embryocidal in pregnant rats at doses of 30 mcg/kg intravenously
(0.2 times the 1600 mcg dose of ACTIQ on a mg/m? basis) from GD 6 to 18 and 160 mcg/kg
subcutaneously (1 times the 1600 mcg dose of ACTIQ based on a mg/m? basis). No evidence of
teratogenicity was reported.

No evidence of malformations or adverse effects on the fetus was reported in a published study
in which pregnant rats were administered fentanyl continuously via subcutaneously implanted
osmotic minipumps at doses of 10, 100, or 500 mcg/kg/day starting 2-weeks prior to breeding
and throughout pregnancy. The high dose was approximately 3 times the human dose of 1600
mcg ACTIQ per pain episode on a mg/m? basis and produced mean steady-state plasma levels
that are 3.4 times higher than the mean Cmax observed following administration of 1600 mcg
dose of ACTIQ in humans.

In a postnatal development study, pregnant rats were treated from GD 6 through Lactation Day
(LD) 20 with subcutaneous doses of fentanyl (25, 50, 100, and 400 mcg/kg). Maternal toxicity
was noted at doses >100 mcg/kg. A reduction in pup growth and delayed attainment of
developmental indices were observed at >100 mcg/kg. No difference in the number of live
pups/litter was seen at birth, however, pup survival at LD 4 was reduced to 48% at 400 mcg/kg
and by LD 21 pup survival was reduced to 30% and 26% at 100 and 400 mcg/kg, respectively.
During lactation, fentanyl-related clinical signs (decreased activity, skin cold to touch, and
moribund appearance) were noted in the F1 pups, most prominently in the 400 mcg/kg group.
Pups from this group also had significantly reduced body weights throughout the lactation
period. The dose of fentanyl administered to rats at which no developmental toxicity in the F1
generation was seen was 50 mcg/kg which is 0.6 times the exposure of a single human dose of
1600 mcg per pain episode, based on an AUC comparison.

8.2 Lactation

Risk Summary

Fentanyl is present in breast milk. One published lactation study reports a relative infant dose of
fentanyl of 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 respiratory depression in a
breastfed infant, advise patients that breastfeeding is not recommended during treatment with
ACTIQ.

Clinical Considerations

Monitor infants exposed to ACTIQ through breast milk for excess sedation and respiratory
depression. Withdrawal symptoms can occur in breastfed infants when maternal administration
of an opioid analgesic is stopped, or when breastfeeding is stopped.
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8.3 Females and Males of Reproductive Potential

Infertility

Use of opioids for an extended period of time may cause reduced fertility in females and males
of reproductive potential. It is not known whether these effects on fertility are reversible /see
Adverse Reactions (6.2), Clinical Pharmacology (12.2), Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

Safety and effectiveness in pediatric patients below 16 years of age have not been established.

In a clinical study, 15 opioid-tolerant pediatric patients with breakthrough pain, ranging in age
from 5 to 15 years, were treated with ACTIQ. The study was too small to allow conclusions on
safety and efficacy in this patient population. Twelve of the fifteen opioid-tolerant children and
adolescents aged 5 to 15 years in this study received ACTIQ at doses ranging from 200 mcg to
600 mcg. The mean (CV%; range) dose-normalized (to 200 mcg) Cmax and AUCo-s values were
0.87 ng/mL (51%; 0.42-1.30) and 4.54 ng-h/mL (42%; 2.37-6.0), respectively, for children ages
5to <11 years old (N = 3) and 0.68 ng/mL (72%; 0.15-1.44) and 8.38 (192%; 0.84-50.78),
respectively, for children ages >11 to <16 y (N =9).

8.5 Geriatric Use

Of the 257 patients in clinical studies of ACTIQ in breakthrough cancer pain, 61 (24%) were 65
years of age and older, while 15 (6%) were 75 years of age and older. Those patients over the
age of 65 years were titrated to a mean dose that was about 200 mcg less than the mean dose
titrated to by younger patients. No difference was noted in the safety profile of the group over 65
years of age as compared to younger patients in ACTIQ clinical trials.

Elderly patients have been shown to be more sensitive to the effects of fentanyl when
administered intravenously, compared with the younger population. Therefore, exercise caution
when individually titrating ACTIQ in elderly patients to provide adequate efficacy while
minimizing risk.

Respiratory depression is the chief risk for elderly patients treated with opioids, and has occurred
after large initial doses were administered to patients who were not opioid-tolerant or when
opioids were co-administered with other agents that depress respiration. Titrate the dosage of
ACTIQ slowly in geriatric patients and frequently reevaluate the patient for signs of central
nervous system and respiratory depression /see Warnings and Precautions (5.11)].

Fentanyl is known to be substantially excreted by the kidney, and the risk of adverse reactions to
this drug may be greater in patients with impaired renal function. Because elderly patients are
more likely to have decreased renal function, care should be taken in dose selection, and it may
be useful to regularly evaluate renal function.

8.6 Patients with Renal or Hepatic Impairment

Insufficient information exists to make recommendations regarding the use of ACTIQ in patients
with impaired renal or hepatic function. Fentanyl is metabolized primarily via human
cytochrome P450 3A4 isoenzyme system and mostly eliminated in urine. If the drug is used in
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these patients, it should be used with caution because of the hepatic metabolism and renal
excretion of fentanyl.

8.7 Sex

Both male and female opioid-tolerant patients with cancer were studied for the treatment of
breakthrough cancer pain. No clinically relevant sex differences were noted either in dosage
requirement or in observed adverse reactions.

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
ACTIQ contains fentanyl, a Schedule II controlled substance.

9.2 Abuse

ACTIQ contains fentanyl, a substance with high potential for misuse and abuse, which can lead
to the development of substance use disorder, including addiction [see Warnings and
Precautions (5.1)].

Misuse is the intentional use, for therapeutic purposes, of a drug by an individual in a way other
than prescribed by a healthcare provider or for whom it was not prescribed.

Abuse is the intentional, non-therapeutic use of a drug, even once, for its desirable psychological
or physiological effects.

Drug addiction is a cluster of behavioral, cognitive, and physiological phenomena that may
include a strong desire to take the drug, difficulties in controlling drug use (e.g., continuing drug
use despite harmful consequences, giving a higher priority to drug use than other activities and
obligations), and possible tolerance or physical dependence.

Misuse and abuse of ACTIQ increases risk of overdose, which may lead to central nervous
system and respiratory depression, hypotension, seizures, and death. The risk is increased with
concurrent abuse of ACTIQ with alcohol and/or other CNS depressants. Abuse of and addiction
to opioids in some individuals may not be accompanied by concurrent tolerance and symptoms
of physical dependence. In addition, abuse of opioids can occur in the absence of addiction.

All patients treated with opioids require careful and frequent reevaluation for signs of misuse,
abuse, and addiction, because use of opioid analgesic products carries the risk of addiction even
under appropriate medical use. Patients at high risk of ACTIQ abuse include those with a history
of prolonged use of any opioid, including products containing fentanyl, those with a history of
drug or alcohol abuse, or those who use ACTIQ in combination with other abused drugs.

“Drug-seeking” behavior is very common 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, tampering with
prescriptions, and reluctance to provide prior medical records or contact information for other
treating healthcare provider(s). “Doctor shopping” (visiting multiple prescribers to obtain
additional prescriptions) is common among people who abuse drugs and people with substance

Reference ID: 5294148



use disorder. Preoccupation with achieving adequate pain relief can be appropriate behavior in a
patient with inadequate pain control.

ACTIQ, like other opioids, can be diverted for nonmedical 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 reevaluation of therapy,
and proper dispensing and storage are appropriate measures that help to limit abuse of opioid
drugs.

Risks Specific to Abuse of ACTIOQ

Abuse of ACTIQ poses a risk of overdose and death. The risk is increased with concurrent use of
ACTIQ with alcohol and/or other CNS depressants.

ACTIQ is approved for oral transmucosal use only.

9.3 Dependence
Both tolerance and physical dependence can develop during use of opioid therapy.

Tolerance is a physiological state characterized by a reduced response to a drug after repeated
administration (i.e., a higher dose of a drug is required to produce the same effect that was once
obtained at a lower dose).

Physical dependence is a state that develops as a result of a physiological adaptation in response
to repeated drug use, manifested by withdrawal signs and symptoms after abrupt discontinuation
or a significant dose reduction of a drug.

Withdrawal may be precipitated through the administration of drugs with opioid antagonist
activity (e.g., naloxone), 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 use.

Infants born to mothers physically dependent on opioids will also be physically dependent and
may exhibit respiratory difficulties and withdrawal signs [see Use in Specific Populations (8.1)].

10 OVERDOSAGE

Clinical Presentation

Acute overdose with fentanyl can be manifested by respiratory depression, somnolence
progressing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, constricted
pupils, and, in some cases, pulmonary edema, bradycardia, hypotension, hypoglycemia, partial or
complete airway obstruction, atypical snoring, and death. Marked mydriasis rather than miosis
may be seen with hypoxia in overdose situations /see Clinical Pharmacology (12.2)].

Treatment of Overdose

In case of overdose, priorities are: removal of the ACTIQ unit, if still in the mouth, the
reestablishment of a patent and protected airway and institution of assisted or controlled
ventilation, if needed. Employ other supportive measures (including oxygen and vasopressors) in
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the management of circulatory shock and pulmonary edema as indicated. Cardiac arrest or
arrhythmias will require advanced life-support measures.

Opioid antagonists, such as naloxone, are specific antidotes to respiratory depression resulting
from opioid overdose. For clinically significant respiratory or circulatory depression secondary
to fentanyl overdose, administer an opioid antagonist.

Because the duration of opioid reversal is expected to be less than the duration of action of
fentanyl in ACTIQ, carefully monitor the patient until spontaneous respiration is reliably re-
established. If the response to an opioid antagonist is suboptimal or only brief in nature,
administer additional antagonist as directed by the product’s prescribing information.

In an individual physically dependent 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 of the antagonist administered. If a decision is made to treat serious respiratory depression
in the physically dependent patient, administration of the antagonist should be begun with care
and by titration with smaller than usual doses of the antagonist.

11 DESCRIPTION

ACTIQ (fentanyl citrate) oral transmucosal lozenge is a solid formulation of fentanyl, an opioid
agonist, intended for oral transmucosal administration. ACTIQ is formulated as a white to oft-
white solid drug matrix on a handle that is fracture resistant (ABS plastic) under normal
conditions when used as directed.

ACTIQ is designed to be dissolved slowly in the mouth to facilitate transmucosal absorption.
The handle allows the ACTIQ unit to be removed from the mouth if signs of excessive opioid
effects appear during administration.

Active Ingredient: Fentanyl citrate, 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 soluble in organic solvents and sparingly soluble in water (1:40). The
molecular weight of the free base is 336.5 (the citrate salt is 528.6). The pKa of the tertiary
nitrogens are 7.3 and 8.4. The compound has the following structural formula:

CH3CH-CON —<:>N'CHQCH2 —@ fHZCOOH

* HO-C-COOH

CH,COOH

Inactive Ingredients: Hydrated dextrates, citric acid, dibasic sodium phosphate, artificial berry
flavor, magnesium stearate, and edible glue (modified food starch and confectioner’s sugar).
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12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Fentanyl is an opioid agonist whose principal therapeutic action is analgesia.

12.2 Pharmacodynamics

Effects on the Central Nervous System

The precise mechanism of the analgesic action is unknown although fentanyl is known to be a
mu-opioid receptor agonist. Specific CNS opioid receptors for endogenous compounds with
opioid-like activity have been identified throughout the brain and spinal cord and play a role in
the analgesic effects of this drug.

Fentanyl produces respiratory depression by direct action on brain stem respiratory centers. The
respiratory depression involves a reduction in the responsiveness of the brain stem to both
increases in carbon dioxide and electrical stimulation.

Fentanyl causes miosis even in total darkness. Pinpoint pupils are a sign of opioid overdose but
are not pathognomonic (e.g., pontine lesions of hemorrhagic or ischemic origin may produce
similar findings). Marked mydriasis rather than miosis may be seen due to hypoxia in overdose
situations.

Effects on the Gastrointestinal Tract and Other Smooth Muscle

Fentanyl causes a reduction in motility associated with an increase in smooth muscle tone in the
antrum of the stomach and in the duodenum. Digestion of food in the small intestine is delayed
and propulsive contractions are decreased. Propulsive peristaltic waves in the colon are
decreased, while tone may be increased to the point of spasm resulting in constipation. Other
opioid-induced effects may include a reduction in biliary and pancreatic secretions, spasm of the
sphincter of Oddi, and transient elevations in serum amylase.

Effects on the Cardiovascular System

Fentanyl may produce release of histamine with or without associated peripheral vasodilation.
Fentanyl produces peripheral vasodilation which may result in orthostatic hypotension or
syncope. Manifestations of histamine release and/or peripheral vasodilation may include pruritus,
flushing, red eyes, and sweating, and/or orthostatic hypotension.

Effects on the Endocrine System

Opioids inhibit the secretion of adrenocorticotropic hormone (ACTH), cortisol, and luteinizing
hormone (LH) in humans /see Adverse Reactions (6.2)]. They also stimulate prolactin, growth
hormone (GH) secretion, and pancreatic secretion of insulin and glucagon [see Adverse
Reactions (6.2)]. Thyroid stimulating hormone (TSH) has been shown to be both inhibited and
stimulated by opioids.

Use of opioids for an extended period of time may influence the hypothalamic-pituitary-gonadal
axis, leading to androgen deficiency that may manifest as low 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
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stressors that may influence gonadal hormone levels have not been adequately controlled for in
studies conducted to date [see Adverse Reactions (6.2)].

Effects on the Immune System

Opioids 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 the CNS (a process with a 3- to 5S-minute half-life).

In general, the effective concentration and the concentration at which toxicity occurs increase
with increasing tolerance with any and all opioids. The rate of development of tolerance varies
widely among individuals.

The minimum effective analgesic concentration of fentanyl for any individual patient may
increase over time due to an increase in pain, the development of a new pain syndrome and/or
the development of analgesic tolerance.

Concentration-Adverse Reaction Relationships

There is a relationship between increasing fentanyl plasma concentration and increasing
frequency of dose-related opioid adverse reactions such as nausea, 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 and Administration
(2.1, 23,24, 2.5)].

Respiratory System

All opioid mu-receptor agonists, including fentanyl, produce dose-dependent respiratory
depression. The risk of respiratory depression is less in patients receiving chronic opioid therapy
who develop tolerance to respiratory depression and other opioid effects. During the titration
phase of the clinical trials, somnolence, which may be a precursor to respiratory depression, did
increase in patients who were treated with higher doses of ACTIQ. Peak respiratory depressive
effects may be seen as early as 15 to 30 minutes from the start of oral transmucosal fentanyl
citrate product administration and may persist for several hours.

Serious or fatal respiratory depression can occur even at recommended doses. Although not
observed with oral transmucosal fentanyl products in clinical trials, fentanyl given rapidly by
intravenous injection in large doses may interfere with respiration by causing rigidity in the
muscles of respiration [see Warnings and Precautions (5), Overdosage (10)].

12.3 Pharmacokinetics

Absorption

The absorption pharmacokinetics of fentanyl from the oral transmucosal dosage form is a
combination of an initial rapid absorption from the buccal mucosa and a more prolonged
absorption of swallowed fentanyl from the GI tract. Both the blood fentanyl profile and the
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bioavailability of fentanyl will vary depending on the fraction of the dose that is absorbed
through the oral mucosa and the fraction swallowed.

Absolute bioavailability, as determined by area under the concentration-time curve, of 15 mcg/kg
in 12 adult males was 50% compared to intravenous fentanyl.

Normally, approximately 25% of the total dose of ACTIQ is rapidly absorbed from the buccal
mucosa and becomes systemically available. The remaining 75% of the total dose is swallowed
with the saliva and then is slowly absorbed from the GI tract. About 1/3 of this amount (25% of
the total dose) escapes hepatic and intestinal first-pass elimination and becomes systemically
available. Thus, the generally observed 50% bioavailability of ACTIQ is divided equally
between rapid transmucosal and slower GI absorption. Therefore, a unit dose of ACTIQ, if
chewed and swallowed, might result in lower peak concentrations and lower bioavailability than
when consumed as directed.

Dose proportionality among four of the available strengths of ACTIQ (200, 400, 800, and 1600
mcg) has been demonstrated in a balanced crossover design in adult subjects (n=11). Mean
serum fentanyl levels following these four doses of ACTIQ are shown in Figure 1. The curves
for each dose level are similar in shape with increasing dose levels producing increasing serum
fentanyl levels. Cmax and AUCo—« increased in a dose-dependent manner that is approximately
proportional to the ACTIQ administered.

Figure 1. Mean Serum Fentanyl Concentration (ng/mL) in Adult Subjects Comparing
4 Doses of ACTIQ
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The pharmacokinetic parameters of the four strengths of ACTIQ tested in the dose-
proportionality study are shown in Table 4. The mean Cmax ranged from 0.39 - 2.51 ng/mL. The
median time of maximum plasma concentration (Tmax) across these four doses of ACTIQ varied
from 20 - 40 minutes (range of 20 — 480 minutes) as measured after the start of administration.
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Table 4. Pharmacokinetic Parameters® in Adult Subjects Receiving 200, 400, 800, and

1600 mcg Units of ACTIQ
Pharmacokinetic 200 mcg 400 mcg 800 mcg 1600 mcg
Parameter
Tmax, minute 40 25 25 20
median (range) (20-120) (20-240) (20-120) (20-480)
Cmax, ng/mL 0.39 (23) 0.75 (33) 1.55 (30) 2.51 (23)
mean (%CV)
AUCo-1440, 102 (65) 243 (67) 573 (64) 1026 (67)
ng/mL minute
mean (%CV)
t12, minute 193 (48) 386 (115) 381 (55) 358 (45)
mean (%CV)

*Based on arterial blood samples.

Distribution

Fentanyl is highly lipophilic. Animal data showed that following absorption, fentanyl is rapidly
distributed to the brain, heart, lungs, kidneys and spleen followed by a slower redistribution to
muscles and fat. The plasma protein binding of fentanyl is 80-85%. The main binding protein is
alpha-1-acid glycoprotein, but both albumin and lipoproteins contribute to some extent. The free
fraction of fentanyl increases with acidosis. The mean volume of distribution at steady state
(Vss) was 4 L/kg.

Elimination

The total plasma clearance of fentanyl was 0.5 L/hr/kg (range 0.3 — 0.7 L/hr/kg). The terminal
elimination half-life after ACTIQ administration is about 7 hours.

Metabolism

Fentanyl is metabolized in the liver and in the intestinal mucosa to norfentanyl by cytochrome
P450 3A4 isoform. Norfentanyl was not found to be pharmacologically active in animal studies
[see Drug Interactions (7)].

Excretion

Fentanyl is primarily (more than 90%) eliminated by biotransformation to N-dealkylated and
hydroxylated inactive metabolites. Less than 7% of the dose is excreted unchanged in the urine,
and only about 1% is excreted unchanged in the feces. The metabolites are mainly excreted in
the urine, while fecal excretion is less important.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis
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Fentanyl was evaluated for carcinogenic potential in a 104-week rat study and in a 6-month
Tg.AC transgenic mouse study. In rats, doses up to 50 mecg/kg in males and 100 mcg/kg in
females were administered subcutaneously and no treatment-related neoplasms were observed
(doses are equivalent to 1.13 and 2.7 times the exposure of a single human dose of 1600 mcg per
pain episode, respectively, based on an AUC comparison). In a 26-week transgenic mice model
(Tg.AC), at topical doses up to 50 mcg/dose/day, no increase in the occurrence of treatment-
related neoplasms was observed.

Mutagenesis

Fentanyl citrate was not mutagenic in the in vitro Ames reverse mutation assay in S. typhimurium
or E. coli, or the mouse lymphoma mutagenesis assay, and was not clastogenic in the in vivo
mouse micronucleus assay.

Impairment of Fertility

In a fertility study, female rats were administered fentanyl subcutaneously for 14 days prior to
mating with untreated males at doses up to 300 mcg/kg and no effects on female fertility were
observed. The systemic exposure at the dose of 300 mcg/kg was approximately 4.0-times the
exposure of a single human dose of 1600 mcg per pain episode, based on an AUC comparison.
Males were administered fentanyl subcutaneously for 28 days prior to mating with untreated
females at doses up to 300 mcg/kg. At 300 mcg/kg, adverse effects on sperm parameters, which
affected fertility, were observed. These effects included decreased percent mobile sperm,
decreased sperm concentrations as well as an increase in the percent abnormal sperm. The dose
in males at which no effects on fertility were observed was 100 mcg/kg, which is approximately
2.7 times the exposure of a single human dose of 1600 mcg per pain episode, based on an AUC
comparison.

Fentanyl has been shown to impair fertility in rats at doses of 30 mcg/kg I'V and 160 mcg/kg
subcutaneously. Conversion to the human equivalent doses indicates that this is within the range
of the human recommended dosing for ACTIQ.

14 CLINICAL STUDIES

ACTIQ was investigated in clinical trials involving 257 opioid tolerant adult cancer patients
experiencing breakthrough cancer pain. Breakthrough cancer pain was defined as a transient
flare of moderate-to-severe pain occurring in cancer patients experiencing persistent cancer pain
otherwise controlled with maintenance doses of opioid medications including at least 60 mg
morphine/day, 50 mcg transdermal fentanyl/hour, or an equianalgesic dose of another opioid for
a week or longer.

In two dose titration studies 95 of 127 patients (75%) who were on stable doses of either long-
acting oral opioids or transdermal fentanyl for their persistent cancer pain titrated to a successful
dose of ACTIQ to treat their breakthrough cancer pain within the dose range offered (200, 400,
600, 800, 1200, and 1600 mcg). A “successful” dose was defined as a dose where one unit of
ACTIQ could be used consistently for at least two consecutive days to treat breakthrough cancer
pain without unacceptable side effects. In these studies 11% of patients withdrew due to adverse
reactions and 14% withdrew due to other reasons.
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The successful dose of ACTIQ for breakthrough cancer pain was not predicted from the daily
maintenance dose of opioid used to manage the persistent cancer pain and is thus best
determined by dose titration.

A double-blind placebo controlled crossover study was performed in cancer patients to evaluate
the effectiveness of ACTIQ for the treatment of breakthrough cancer pain. Of 130 patients who
entered the study 92 patients (71%) achieved a successful dose during the titration phase. The
distribution of successful doses is shown in Table 5.

Table S. Successful Dose of ACTIQ Following Initial Titration

ACTIQ Dose Total No. (%)
(N=92)
200 mcg 13 (14)
400 mcg 19 (21)
600 mcg 14 (15)
800 mcg 18 (20)
1200 mcg 13 (14)
1600 mcg 15 (16)
Mean +/- SD 789 +/- 468 mcg

On average, patients over 65 years of age titrated to a mean dose that was about 200 mcg less
than the mean dose to which younger adult patients were titrated.

ACTIQ was administered beginning at Time 0 minutes and produced more pain relief compared
with placebo at 15, 30, 45, and 60 minutes as measured after the start of administration (see
Figure 2). The differences were statistically significant.

Figure 2. Pain Relief (PR) Scores (Mean+SD) During the Double-Blind Phase — All
Patients with Evaluable Episodes on Both ACTIQ and Placebo (N=86)
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16 HOW SUPPLIED/STORAGE AND HANDLING

ACTIQ is supplied in six dosage strengths. Each unit is individually wrapped in a child-resistant,
protective blister package. These blister packages are packed 30 per shelf carton for use when
patients have been titrated to the appropriate dose.

Each dosage unit has a white to off-white color. Each individual solid drug matrix is marked
with “ACTIQ” and the strength of the unit (“200, “400, “600, “800, “1200”, or “1600”). The
dosage strength is also marked on the handle tag, the blister package and the carton. See blister
package and carton for product information.

Dosage Strength Carton/Blister NDC Number

(fentanyl base) Package Color

200 mcg Gray NDC 63459-502-30

400 mcg Blue NDC 63459-504-30

600 mcg Orange NDC 63459-506-30

800 mcg Purple NDC 63459-508-30

1200 mcg Green NDC 63459-512-30

1600 mcg Burgundy NDC 63459-516-30
Note: Colors are a secondary aid in product identification. Please be sure to confirm the printed dosage before
dispensing.

Store at 20°C to 25°C (68°F to 77°F) with excursions permitted between 15°C and 30°C (59°F to
86°F) until ready to use. (See USP Controlled Room Temperature.) Protect ACTIQ from
freezing and moisture. Do not use if the blister package has been opened.

Store ACTIQ securely and dispose of properly.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Storage and Disposal of Unused and Used ACTIQ [see Medication Guide / Instructions for
Use].

Because of the risks associated with accidental ingestion, misuse, and abuse, advise patients to
store ACTIQ securely, out of sight and reach of children, and in a location not accessible by
others, including visitors to the home. Inform patients that leaving ACTIQ unsecured can pose a
deadly risk to others in the home [see Warnings and Precautions (5.1, 5.2), Drug Abuse and
Dependence (9.2)].

Advise patients and caregivers that when medicines are no longer needed, they should be
disposed of promptly. Inform patients that they can visit www.fda.gov/drugdisposal for a
complete list of medicines recommended for disposal by flushing, as well as additional
information on disposal of unused medicines.
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Disposal of Used ACTIQ Units:
Instruct patients on proper disposal of completely used and partially used ACTIQ units as
follows:

1. After consumption of the unit is complete and the matrix is totally dissolved, throw
away the handle in a trash container that is out of the reach of children.

2. If any of the drug matrix remains on the handle, place the handle under hot running
tap water until all of the drug matrix is dissolved, and then dispose of the handle in a
place that is out of the reach of children.

3. Dispose of handles in the child-resistant container (as described in steps 1 and 2) at
least once a day.

If the patient does not entirely consume the unit and the remaining drug cannot be
immediately dissolved under hot running water, the patient or caregiver must temporarily
store the ACTIQ unit in the specially provided child-resistant container out of the reach
of children until proper disposal is possible.

Disposal of Unopened ACTIQ Units When No Longer Needed:
Patients and members of their household must be advised to dispose of any unopened
units remaining from a prescription as soon as they are no longer needed.

To dispose of the unused ACTIQ units:

e Remove the ACTIQ unit from its blister package using scissors, and hold the ACTIQ
by its handle over the toilet bowl.

e Using wire-cutting pliers cut off the drug matrix end so that it falls into the toilet.
e Dispose of the handle in a place that is out of the reach of children.

e Repeat steps 1, 2, and 3 for each ACTIQ unit. Flush the toilet twice after 5 units have
been cut and deposited into the toilet.

Do not flush the entire ACTIQ units, ACTIQ handles, blister packages, or cartons down
the toilet. Dispose of the handle where children cannot reach it.

Detailed instructions for the proper storage, administration, disposal, and important
instructions for managing an overdose of ACTIQ are provided in the ACTIQ Medication
Guide. Encourage patients to read this information in its entirety and give them an
opportunity to have their questions answered.

In the event that a caregiver requires additional assistance in disposing of excess unusable
units that remain in the home after a patient has expired, instruct them to call the toll-free
number for Teva Pharmaceuticals (1-888-483-8279) or seek assistance from their local
DEA office.

Addiction, Abuse, and Misuse

Inform patients that the use of ACTIQ, even when taken as recommended, can result in
addiction, abuse, and misuse, which can lead to overdose and death [see Warnings and
Precautions (5.1)]. Instruct patients not to share ACTIQ with others and to take steps to protect
ACTIQ from theft or misuse.
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Life-Threatening Respiratory Depression

Inform patients of the risk of life-threatening respiratory depression, including information that
the risk is greatest when starting ACTIQ or when the dosage is increased, and that it can occur
even at recommended dosages.

Educate patients and caregivers on how to recognize respiratory depression and emphasize the
importance of calling 911 or getting emergency medical help right away in the event of a known
or suspected overdose [see Warnings and Precautions (5.2)].

Accidental Ingestion

o Healthcare providers and dispensing pharmacists must specifically question patients 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 (5.3)].

o Inform patients that accidental ingestion, especially by children, may result in respiratory
depression or death [see Warnings and Precautions (5.3)].

o Instruct patients to take steps to store ACTIQ securely and to dispose of unused ACTIQ
[see Dosage and Administration (2.8), Warnings and Precautions (5.3, 5.7)].

o Instruct patients and caregivers to keep both used and unused ACTIQ out of the reach of
children [see Warnings and Precautions (5.3)].

o Inform patients and their caregivers that, in the event that a unit is not completely
consumed, it must be properly disposed as soon as possible [see Warnings and Precautions

(5.3)].

ACTIQ Child Safety Kit

Provide patients and their caregivers who have children in the home or visiting with an
ACTIQ Child Safety Kit, which contains educational materials and safe interim storage
containers to help patients store ACTIQ and other medicines out of the reach of children.
To obtain a supply of Child Safety Kits, health care professionals can call 1-888-534-3119.

Interactions with Benzodiazepines and Other CNS Depressants (including Alcohol)

Inform patients and caregivers that potentially fatal additive effects may occur if ACTIQ is used
with benzodiazepines or other CNS depressants, including alcohol, and not to use these
concomitantly unless supervised by a healthcare provider [see Warnings and Precautions (5.4),
Drug Interactions (7)].

Patient Access to Naloxone for the Emergency Treatment of Opioid Overdose

Discuss with the patient and caregiver the availability of naloxone for the emergency treatment
of opioid overdose, both when initiating and renewing treatment with ACTIQ. Inform patients
and caregivers about the various ways to obtain naloxone as permitted by individual state
naloxone dispensing and prescribing requirements or guidelines (e.g., by prescription, directly
from a pharmacist, or as part of a community-based program) [see Dosage and Administration
(2.2), Warnings and Precautions (5.2)].

Educate patients and caregivers on how to recognize the signs and symptoms of an overdose.
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Explain to patients and caregivers that naloxone’s effects are temporary, and that they must call
911 or get emergency medical help right away in all cases of known or suspected opioid
overdose, even if naloxone is administered [see Overdosage (10)].

If naloxone is prescribed, also advise patients and caregivers:
e How to treat with naloxone in the event of an opioid overdose

e To tell family and friends about their naloxone and to keep it in a place where family
and friends can access it in an emergency

e To read the Patient Information (or other educational material) that will come with
their naloxone. Emphasize the importance of doing this before an opioid emergency
happens, so the patient and caregiver will know what to do.

Transmucosal Immediate-Release Fentanyl (TIRF) REMS

ACTIQ is available only through a restricted program called the Transmucosal Immediate
Release Fentanyl (TIRF) REMS [see Warnings and Precautions (5.7)]. Inform the patient of the
following notable requirements:

e Outpatients must be enrolled in the REMS program
e Patients must be opioid-tolerant to receive ACTIQ

ACTIQ is available only from certified pharmacies participating in this program.
Therefore, provide patients with the telephone number and website for information on
how to obtain the product.

Pharmacies, outpatients, and healthcare professionals who prescribe to outpatients are required to
enroll in the program. Inpatient pharmacies must develop policies and procedures to verify
opioid tolerance in inpatients who require ACTIQ while hospitalized [see Warnings and
Precautions (5.7)].

Hyperalgesia and Allodynia

Inform patients and caregivers not to increase opioid dosage without first consulting a clinician.
Advise patients to seek medical attention if they experience symptoms of hyperalgesia, including
worsening pain, increased sensitivity to pain, or new pain [see Warnings and Precautions (5.9),
Adverse Reactions (6.2)].

Serotonin Syndrome

Inform patients that opioids could cause a rare but potentially life-threatening condition called
serotonin syndrome resulting from concomitant administration of serotonergic drugs. Warn
patients of the symptoms of serotonin syndrome and to seek medical attention right away if
symptoms develop. Instruct patients to inform their healthcare providers if they are taking, or
plan to take serotonergic medications [see Warnings and Precautions (5.10), Drug Interactions

(7)].
MAOI Interaction

Inform patients to avoid taking ACTIQ while using any drugs that inhibit monoamine oxidase.
Patients should not start MAOIs while taking ACTIQ [see Warnings and Precautions (5.10),
Drug Interactions (7)].
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Important Administration Instructions /see Dosage and Administration (2)]

o Instruct patients not to take ACTIQ for acute pain, postoperative pain, pain from injuries,
headache, migraine or any other short-term pain, even if they have taken other opioid
analgesics for these conditions.

e Instruct patients on the meaning of opioid tolerance and that ACTIQ is only to be used as a
supplemental pain medication for patients with pain requiring around-the-clock opioids,
who have developed tolerance to the opioid medication, and who need additional opioid
treatment of breakthrough pain episodes.

o Instruct patients that, if they are not taking an opioid medication on a scheduled basis
(around-the-clock), they should not take ACTIQ.

o Instruct patients that, if the breakthrough pain episode is not relieved 15 minutes after
finishing the ACTIQ unit, they may take only one additional unit of ACTIQ using the same
strength for that episode. Thus, patients should take no more than two units of ACTIQ for
any breakthrough pain episode.

o Instruct patients that they MUST wait at least 4 hours before treating another episode of
breakthrough pain with ACTIQ.

o Instruct patients NOT to share ACTIQ and that sharing ACTIQ with anyone else could
result in the other individual’s death due to overdose.

o Make patients aware that ACTIQ contains fentanyl which is a strong pain medication
similar to hydromorphone, methadone, morphine, oxycodone, and oxymorphone.

e  Caution patients to talk to their healthcare provider if breakthrough pain is not alleviated or
worsens after taking ACTIQ.

o Instruct patients to use ACTIQ exactly as prescribed by their healthcare provider and not to
take ACTIQ more often than prescribed.

Driving or Operating Heavy Machinery

Inform patients that ACTIQ may impair the ability to perform potentially hazardous activities
such as driving a car or operating heavy machinery. Advise patients not to perform such tasks
until they know how they will react to the medication [see Warnings and Precautions (5.17)].

Constipation
Advise patients of the potential for severe constipation, including management instructions and
when to seek medical attention /see Adverse Reactions (6), Clinical Pharmacology (12.2)].

Dental Decay

Because each ACTIQ unit contains approximately 2 grams of sugar (hydrated dextrates),
frequent consumption may increase the risk of dental decay. The occurrence of dry mouth
associated with the use of opioid medications (such as fentanyl) may add to this risk.

Post-marketing reports of dental decay have been received in patients taking ACTIQ [see
Adverse Reactions (6.2)]. In some of these patients, dental decay occurred despite reported
routine oral hygiene. As dental decay in cancer patients may be multi-factorial, patients using
ACTIQ should consult their dentist to ensure appropriate oral hygiene.
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Adrenal Insufficiency

Inform patients that opioids could cause adrenal insufficiency, a potentially life-threatening
condition. Adrenal insufficiency may present with non-specific symptoms and signs such as
nausea, vomiting, anorexia, fatigue, weakness, dizziness, and low blood pressure. Advise
patients to seek medical attention if they experience a constellation of these symptoms /see
Warnings and Precautions (5.12)].

Hypotension

Inform patients that ACTIQ may cause orthostatic hypotension and syncope. Instruct patients
how to recognize symptoms of low blood pressure and how to reduce the risk of serious
consequences should hypotension occur (e.g., sit or lie down, carefully rise from a sitting or
lying position) [see Warnings and Precautions (5.13)].

Anaphylaxis

Inform patients that anaphylaxis has been reported with ingredients contained in ACTIQ. Advise
patients how to recognize such a reaction and when to seek medical attention /see
Contraindications (4), Adverse Reactions (6)].

Pregnancy

Neonatal Opioid Withdrawal Syndrome

Inform patients that use of ACTIQ for an extended period of time during 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 Toxicity
Inform female patients of reproductive potential that ACTIQ can cause fetal harm and to
inform their healthcare provider of a known or suspected pregnancy [see Use in Specific

Populations (8.1)].
Lactation

Advise nursing mothers to carefully observe infants for increased sleepiness (more than usual),
breathing difficulties, or limpness. Instruct nursing mothers to seek immediate medical care if
they notice these signs [see Use in Specific Populations (8.2)].

Infertility

Inform patients that use of opioids for an extended period of time may cause reduced fertility. It
is not known whether these effects on fertility are reversible /see Use in Specific Populations

(8.3)].

Diabetic Patients

Advise diabetic patients that ACTIQ contains approximately 2 grams of sugar per unit.

Dispense with Medication Guide available at: www.tevausa.com/medguides
ACT-016
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Dispense with Medication Guide available at: www.tevausa.com/medguides

Medication Guide

ACTIQ® (AK-tik)
(fentanyl citrate) oral transmucosal lozenge, CII

IMPORTANT:
Do not use ACTIQ unless you are regularly using another opioid pain medicine around-the-clock for at least one week 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 ACTIQ in a safe place away from children.
Get emergency medical help right away if:
. a child takes ACTIQ. ACTIQ can cause an overdose and death in any child who takes it.
. an adult who has not been prescribed ACTIQ uses it.
. an adult who is not already taking opioids around-the-clock, uses ACTIQ.
These are medical emergencies that can cause death. If possible, remove ACTIQ from the mouth.

ACTIQ is:

. A strong prescription pain medicine that contains an opioid (narcotic) that is used to manage breakthrough pain in adults (16 years of age and
older) with cancer who are already routinely taking other opioid pain medicines around-the-clock for cancer pain. ACTIQ 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 ACTIQ 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 ACTIQ:

. Get emergency help or call 911 right away if you take too much ACTIQ (overdose). When you first start taking ACTIQ, when your dose
is changed, or if you take too much (overdose), serious or life-threatening breathing problems that can lead to death may occur. Talk to your
healthcare provider about naloxone, a medicine for the emergency treatment of an opioid overdose.

. Taking ACTIQ with other 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 ACTIQ. They could die from taking it. Selling or giving away ACTIQ is against the law.

. Store ACTIQ securely, out of sight and reach of children, and in a location not accessible by others, including visitors to the home.

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

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

o talk to your healthcare provider

o understand the benefits and risks of ACTIQ
o agree to all of the instructions

o sign the Patient Enrollment Form

. ACTIQ is only available at pharmacies that are part of the TIRF REMS. Your healthcare provider can help you locate a pharmacy closest to your
home where you can have your ACTIQ prescription filled.
. Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a new medicine.

Do not take ACTIQ 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 ACTIQ. See the end of this Medication Guide for a complete list of ingredients in ACTIQ.
. You have 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 ACTIQ, tell your healthcare provider if you have a history of:
. troubled breathing or lung problems such as asthma, wheezing, or mental problems [including major depression, schizophrenia or

shortness of breath hallucinations (seeing or hearing things that are not there)]
. head injury, seizures . problems urinating
. slow heart rate or other heart problems . liver, kidney, thyroid problems
. low blood pressure . pancreas or gallbladder problems

. abuse of street or prescription drugs, alcohol addiction, opioid overdose, or mental health problems
. diabetes. Each ACTIQ unit contains about 2 teaspoon (2 grams) of sugar.

Tell your healthcare provider if you are:

. noticing your pain getting worse. If your pain gets worse after you take ACTIQ, do not take more ACTIQ without first talking to your
healthcare provider. Talk to your healthcare provider if the pain you have increases, if your feel more sensitive to pain, or if you have new
pain after taking ACTIQ.

. pregnant or planning to become pregnant. Use of ACTIQ for an extended period of time during pregnancy can cause withdrawal
symptoms in your newborn baby that could be life-threatening if not recognized and treated.

. breastfeeding. ACTIQ passes into breast milk and may harm your baby. Carefully observe infants for increased sleepiness (more than
usual), breathing difficulties, or limpness. Seek immediate medical care if you notice these signs.

. living in a household where there are small children or someone who has abused street or prescription drugs.

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

Reference ID: 5294148



When taking ACTIQ:

. Do not change your dose. Take ACTIQ 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 Patient Instructions for Use at the end of this Medication Guide for information about how to use ACTIQ.

. Finish the unit completely in 15 minutes to get the most relief. If you finish ACTIQ too quickly, you will swallow more of the medicine and
get less relief.

. Do not bite or chew. You will get less relief for your breakthrough cancer pain.

. You may drink some water before using ACTIQ but you should not drink or eat anything while using ACTIQ.

. You must not use more than 2 units of ACTIQ during each episode of breakthrough cancer pain:

o Use 1 unit for an episode of breakthrough cancer pain. Finish the unit over 15 minutes.

o If your breakthrough cancer pain is not relieved 15 minutes after you finished the ACTIQ unit, use only 1 more unit of ACTIQ at this
time.

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

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

. It is important for you to keep taking your around-the-clock opioid pain medicine.

. Talk to your healthcare provider if your dose of ACTIQ does not relieve your breakthrough cancer pain. Your healthcare provider will decide
if your dose of ACTIQ 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 ACTIQ is completely dissolved, remove ACTIQ from your mouth.

. Do not stop taking ACTIQ without talking to your 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.

. After you stop taking, or when ACTIQ is no longer needed, see "How should I dispose of ACTIQ units when they are no longer
needed?” for proper disposal of ACTIQ.

. Dispose of expired, unwanted, or unused ACTIQ by following the "How should I dispose of ACTIQ units when they are no longer
needed?” sections of this Medication Guide below. Visit www.fda.gov/drugdisposal for additional information on disposal of unused
medicines.

. DO NOT Drive or operate heavy machinery until you know how ACTIQ affects you. ACTIQ 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 ACTIQ may cause you to overdose and die.

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

The possible side effects of ACTIQ:

. constipation, nausea, sleepiness, vomiting, tiredness, headache, dizziness, abdominal pain, weakness, anxiety, depression, rash, trouble
sleeping. Call your healthcare provider if you have any of these symptoms and they are severe.

. Decreased blood pressure. This can make you feel dizzy or lightheaded if you get up too fast from sitting or lying down.

. ACTIQ contains sugar. Cavities and tooth decay can happen in people taking ACTIQ. When taking ACTIQ, you should talk to your dentist
about proper care of your teeth.

Get emergency medical help or call 911 right away if you have:

. trouble breathing, shortness of breath, fast heartbeat, chest pain, swelling of your face, tongue, or throat, extreme drowsiness, light-
headedness when changing positions, feeling faint, agitation, high body temperature, trouble walking, stiff muscles, or mental changes such
as confusion.

. These symptoms can be a sign that you have used too much ACTIQ or the dose is too high for you. These symptoms may lead to
serious problems or death if not treated right away. If you have any of these symptoms, do not use any more ACTIQ until you
have talked to your healthcare provider.

These are not all the possible side effects of ACTIQ. Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-

800-FDA-1088. For more information go to dailymed.nim.nih.gov

How should I store ACTIQ?

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

o You can use the ACTIQ Child Safety Kit to help you store ACTIQ and your other medicines out of the reach of children. It is very important
that you use the items in the ACTIQ Child Safety Kit to help protect the children in your home or visiting your home.

o If you were not offered a Child Safety Kit when you received your medicine, call 888-534-3119.
The ACTIQ Child Safety Kit contains important information on the safe storage and handling of ACTIQ.
The Child Safety Kit includes:

. A child-resistant lock that you use to secure the storage space where you keep ACTIQ (See Figure 1).

Figure 1
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. A portable locking pouch for you to keep a small supply of ACTIQ nearby. The rest of your ACTIQ must be kept in a locked storage space.

O  Keep this pouch secured with its lock and keep it out of the reach and sight of children (See Figure 2).

Figure 2

° A child-resistant temporary storage bottle (See Figure 3).

Figure 3
. Store ACTIQ at room temperature, 59°F to 86°F (15°C to 30°C) until ready to use.
. Do not freeze ACTIQ.
. Keep ACTIQ in the original sealed child-resistant blister package. Do not open the blister package until you are ready to use ACTIQ.
. Keep ACTIQ dry.
How should I dispose of ACTIQ units when they are no longer needed?
Disposing of ACTIQ units after use:

Partially used ACTIQ units may contain enough medicine to be harmful or fatal to a child or other adults who have not been prescribed ACTIQ. You
must properly dispose of the ACTIQ handle right away after use even if there is little or no medicine left on it.

After you have finished the ACTIQ unit and the medicine is totally gone, throw the handle away in a place that is out of the reach of children.
If any medicine remains on the used ACTIQ unit after you have finished:

. Place the used ACTIQ unit under hot running water until the medicine is gone, and then throw the handle away out of the reach of children and
pets (See Figure 4).

Figure 4
Temporary Storage of Used ACTIQ Units:

. If you did not finish the entire ACTIQ unit and you cannot dissolve the medicine under hot running water right away, put the used ACTIQ unit in
the temporary storage bottle that you received in the ACTIQ Child Safety Kit. Push the used ACTIQ unit into the opening on the top until it falls
completely into the bottle. Never leave unused or partially used ACTIQ units where children or pets can get to them (See Figure 5).

Figure 5
Disposing of Used ACTIQ Units from the Temporary Storage Bottle:
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You must dispose of all used ACTIQ units in the temporary storage bottle at least one time each day, as follows:

1. To open the temporary storage bottle, push down on the cap until you are able to twist the cap to the left to remove it (See Figure 6).

Figure 6
2. Remove one ACTIQ unit from the temporary storage bottle. Hold the ACTIQ by its handle over the toilet bowl.
3. Using wire-cutting pliers, cut the medicine end off so that it falls into the toilet.
4. Throw the handle away in a place that is out of the reach of children.

5. Repeat these 3 steps for each ACTIQ handle that is in the storage bottle. There should not be more than 4 handles in the temporary storage
bottle for 1 day.

6.  Flush the toilet twice.
Do not flush entire unused ACTIQ units, ACTIQ handles, or blister packages down the toilet.

Disposing of unopened ACTIQ units: Dispose of any unopened ACTIQ units remaining from a prescription as soon as they are no longer needed, as
follows:

1.  Remove all ACTIQ from the locked storage space (See Figure 7).

Figure 7

2. Remove one ACTIQ unit from its blister package by using scissors to cut off the marked end and then peel back the blister backing (See
Figures 8A and 8B).

Figure 8A Figure 8B
3. Hold ACTIQ by its handle over the toilet bowl. Use wire-cutting pliers to cut the medicine end off so that it falls into the toilet (See Figures 9A
and 9B).
Figure 9A Figure 9B

4. Throw the handle away in a place that is out of the reach of children (See Figure 10).
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Figure 10
5. Repeat steps 1 through 4 for each ACTIQ unit.

6.  Flush the toilet twice after the medicine ends from 5 ACTIQ units have been cut off (See Figure 11). Do not flush more than 5 ACTIQ units at
a time.

Figure 11

. Do not flush entire unused ACTIQ units, ACTIQ handles, or blister packages down the toilet.
If you need help with disposal of ACTIQ, call Teva Pharmaceuticals at 1-888-483-8279, or call your local Drug Enforcement Agency (DEA) office.
General information about ACTIQ

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

This Medication Guide summarizes the most important information about ACTIQ. If you would like more information, talk with your healthcare provider
or pharmacist. You can ask your pharmacist or healthcare provider for information about ACTIQ 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 of ACTIQ?
Active Ingredient: fentanyl citrate

Inactive Ingredients: sugar, citric acid, dibasic sodium phosphate, artificial berry flavor, magnesium stearate, modified food starch and confectioner’s
sugar.

Patient Instructions for Use

Before you use ACTIQ, 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 use ACTIQ the right way. Ask your healthcare provider or pharmacist if you have any questions
about the right way to use ACTIQ.

When you get an episode of breakthrough cancer pain, use the dose of ACTIQ prescribed by your healthcare provider as follows:
. You may drink some water before using ACTIQ but you should not drink or eat anything while using ACTIQ.

. Each unit of ACTIQ is sealed in its own blister package (See Figure 12). Do not open the blister package until you are ready to use
ACTIQ.

Figure 12

. When you are ready to use ACTIQ, cut open the package using scissors. Peel back the blister backing, and remove the ACTIQ unit (See Figures
13A and 13B). The end of the unit printed with "ACTIQ"” and the strength number of the unit (*200”, “400”, *600”, “800”, *1200”, or *1600") is the
medicine end that is to be placed in your mouth. Hold the ACTIQ unit by the handle (See Figure 14).
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Figurel3A Figure 13B

Figure 14
1. Place the medicine end of the ACTIQ unit in your mouth between your cheeks and gums and actively suck on the medicine.

2. Move the medicine end of the ACTIQ unit around in your mouth, especially along the inside of your cheeks (See Figure 15).

Figure 15
3. Twirl the handle often.

4.  Finish the ACTIQ unit completely over 15 minutes to get the most relief. If you finish ACTIQ too quickly, you will swallow more of the
medicine and get less relief.

5. Do not bite or chew ACTIQ. You will get less relief for your breakthrough cancer pain.

. If you cannot finish all of the medicine on the ACTIQ unit and cannot dissolve the medicine under hot tap water right away, immediately put
the ACTIQ unit in the temporary storage bottle for safe keeping (See Figure 16).

o Push the ACTIQ unit into the opening on the top until it falls completely into the bottle. You must properly dispose of the ACTIQ unit as
soon as you can.

Figure 16

See "How should I dispose of ACTIQ units when they are no longer needed?” for proper disposal of ACTIQ.

Distributed by:
Teva Pharmaceuticals USA, Inc. call 1-888-483-8279
Parsippany, NJ 07054

ACTMG-016
©2023 Cephalon, LLC.
Printed in USA

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: 12/2023
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Risk Evaluation and Mitigation Strategy (REMS) Document
Transmucosal Immediate Release Fentanyl (TIRF)
Shared System REMS Program

I. Administrative Information

Initial Shared System REMS Approval: 12/2011

Most Recent REMS Update: 12/2020

II. REMS Goals
The goals of the TIRF REMS are to:

1. Mitigate the risk of overdose by:

a) Requiring documentation of opioid tolerance with every TIRF prescription for outpatient use.

b) Requiring inpatient pharmacies to develop policies and procedures to verify opioid tolerance in
inpatients who require TIRF medicines while hospitalized.

c) Educating prescribers, pharmacists and patients that the safe use of TIRF medicines requires
patients to be opioid-tolerant throughout treatment.

2. Mitigate the risk of accidental exposure by educating prescribers, pharmacists and patients about
proper storage and disposal of TIRF medicines.

3. Monitor for accidental exposure, misuse, abuse, addiction, and overdose by enrolling all patients who
receive a TIRF medicine for outpatient use into a registry and using surveillance systems and other

data sources.

III. REMS Requirements

TIRF Applicants must ensure that healthcare providers, patients, pharmacies, and wholesalers-
distributors comply with the following requirements:

1. Healthcare Providers who prescribe TIRF medicines for outpatient use must:

To become certified to prescribe 1.

2.

Reference ID: 4721749

Review each drug’s Prescribing Information.
Review the following: Prescriber Education.

Successfully complete the Prescriber Knowledge Assessment
and submit it to the REMS program.

Enroll in the REMS by completing the Prescriber Enrollment
Form and submitting it to the REMS program.



Before treatment initiation

During treatment, before each
prescription

During treatment, every 2 years

Before treatment re-initiation,

lapse in treatment of 6 months or
longer

To maintain certification to
prescribe, every 2 years

At all times
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

Assess the patient for risk factors of opioid addiction, abuse,
and misuse.

Counsel the patient on the safe use of TIRF medicines using
the Medication Guide for the prescribed TIRF medicine and
the Patient Counseling Guide. Provide a copy of the materials
to the patient.

Assess the patient’s opioid tolerance. Document and submit
to the REMS program using the Patient Enrollment Form.

Enroll the patient by completing and submitting the Patient
Enrollment Form to the REMS program.

Assess the patient’s health status for opioid tolerance,
appropriateness of dose, misuse, abuse, addiction, and
overdose. Document and submit to the REMS program using
the Patient Status and Opioid Tolerance Form.

Counsel the patient on the safe use of TIRF medicines using
the Medication Guide for the prescribed TIRF medicine and
the Patient Counseling Guide. Provide a copy of the materials
to the patient.

Re-enroll the patient in the REMS by completing the Patient
Enrollment Form and submitting it to the REMS program.

Counsel the patient on the safe use of TIRF medicines using
the Medication Guide for the prescribed TIRF medicine and
the Patient Counseling Guide. Provide a copy of the materials
to the patient.

Review the Prescribing Information for the TIRF medicines.
Review the following: Prescriber Education.

Successfully complete the Prescriber Knowledge Assessment
and submit it to the REMS program.

Re-enroll in the REMS by completing the Prescriber
Enrollment Form.

Counsel the patient using the Medication Guide for any new
TIRF medicine not previously prescribed. Provide a copy to
the patient.

Report serious adverse events of accidental exposure,
misuse, abuse, addiction, and overdose to the REMS program
using the Adverse Events of Special Interest Reporting Form.

Report treatment discontinuations to the REMS Program using
the Patient Discontinuation Form.



2. Patients who are prescribed TIRF medicines for outpatient use:

Before treatment initiation 1. Receive counseling from the prescriber on the safe use of TIRF
medicines using the Medication Guide and the Patient
Counseling Guide.
2. Enroll in the REMS program by completing the Patient
Enrollment Form with the prescriber. Enrollment information
will be provided to the REMS program.

Before treatment re-initiation, 3. Receive counseling from the prescriber on the safe use of TIRF

lapse in treatment of 6 months or medicines using the Medication Guide and the Patient

longer Counseling Guide.

During treatment, every 2 years 4. Receive counseling from the prescriber on the safe use of TIRF

medicines using the Medication Guide and the Patient
Counseling Guide.

5. Re-enroll in the REMS program by completing the Patient
Enrollment Form with the prescriber. Enrollment information
will be provided to the REMS program.

At all times 6. Adhere to safe use conditions: taking around-the-clock opioid
pain medicine when using TIRF medicines, not sharing TIRF
medicines, properly storing and disposing your TIRF
medicines.

7. Inform the prescriber if your TIRF medicine does not relieve
your pain. Do not change your dose or take a TIRF medicine
more often than your prescriber directed.

8. Receive counseling from the prescriber on the safe use of each
new TIRF medicine you are prescribed.

9. Inform the prescriber of serious adverse events of accidental

exposure, abuse, misuse, addiction, and overdose.

3. Pharmacies that dispense TIRF medicines for outpatient use must:

To become certified to dispense
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1.

Designate an authorized representative to carry out the
certification process and oversee implementation and
compliance with the REMS program on behalf of the pharmacy.

Have the authorized representative review the Pharmacy
Education.

Have the authorized representative successfully complete the
Pharmacy Knowledge Assessment and submit it to the REMS
program.

Establish processes and procedures to assess the patient’s
medication use for a change in opioid tolerance.



Before dispensing

Have the authorized representative enroll in the REMS Program
by completing and submitting the Outpatient Pharmacy
Enrollment Form.

Train all relevant staff involved in dispensing of TIRF medicines
on the risks associated with TIRF medicines and the
requirements of the REMS program using the Pharmacy
Education.

Provide the patient with the product-specific Medication Guide.

Assess the patient’s medication use for a change in opioid
tolerant status. Document and submit the results to the REMS
Program.

Obtain authorization to dispense each prescription by
contacting the REMS program to verify that the prescriber and
the patient are enrolled, and the patient is opioid tolerant.

To maintain certification to
dispense

10.

Have any new authorized representative enroll in the REMS
Program by reviewing the Pharmacy Education, successfully
completing the Pharmacy Knowledge Assessment and the
Outpatient Pharmacy Enrollment Form and submitting both to
the REMS Program.

At all times

11.

12.

13.

14.

Not distribute, transfer, loan, or sell TIRF medicines.
Maintain records of staff training.

Comply with audits carried out by the manufacturers or a third
party acting on behalf of the manufacturers to ensure that all
processes and procedures are in place and are being followed.

Report serious adverse events of accidental exposure, misuse,
abuse, addiction, and overdose to the REMS program using the
Adverse Events of Special Interest Reporting Form.
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4. Pharmacies that dispense TIRF medicines for inpatient use must:

To become certified to dispense

Before dispensing

To maintain certification to
dispense

At all times
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10.

11.

12.

Designate an authorized representative to carry out the
certification process and oversee implementation and
compliance with the REMS program on behalf of the pharmacy.

Have the authorized representative review the Pharmacy
Education.

Have the authorized representative successfully complete the
Pharmacy Knowledge Assessment and submit it to the REMS
program.

Have the authorized representative enroll in the REMS program
by completing the Inpatient Pharmacy Enrollment Form and
submitting it to the REMS program.

Train all relevant staff involved in dispensing of TIRF medicines
on the risks associated with TIRF medicines and the
requirements of the REMS program using the Pharmacy
Education.

Establish processes and procedures to verify that the patient is
opioid tolerant.

Verify the patient is opioid tolerant through the processes and
procedures established as a requirement of the REMS program.

Have any new authorized representative enroll in the REMS
Program by reviewing Pharmacy Education, successfully
completing the Pharmacy Knowledge Assessment and the
Inpatient Pharmacy Enrollment Form and submitting both to
the REMS Program.

Not distribute, transfer, loan, or sell TIRF medicines.

Maintain records of staff training.

Comply with audits carried out by the manufacturers or a third
party acting on behalf of the manufacturers to ensure that all

processes and procedures are in place and are being followed.

Not dispense TIRF medicines for outpatient use.



5. Wholesalers-Distributors that distribute TIRF medicines must:

To be able to distribute 1. Establish processes and procedures to ensure that the drug is
distributed only to certified pharmacies.

2. Train all relevant staff involved in distributing TIRF medicines on
the procedures and the REMS program requirements.

At all times 3. Distribute only to certified pharmacies.
4. Maintain records of shipments to certified pharmacies.

5. Comply with audits carried out by TIRF Applicants or a third party
acting on behalf of the TIRF Applicants to ensure that all processes
and procedures are in place and are being followed.

TIRF Applicants must provide training to healthcare providers who prescribe TIRF medicines.
The training includes the following educational material: Prescriber Education. The training must be made
available on a website and by calling the REMS program.

TIRF Applicants must provide training to pharmacies that dispense TIRF medicines.
The training includes the following educational material: Pharmacy Education. The training must be made
available on a website and by calling the REMS program.

To inform healthcare providers about the REMS program and the risks and safe use of TIRF
medicines, TIRF Applicants must disseminate REMS communication materials according to the
table below:

Target Audience Communication Materials & Dissemination Plans

Inpatient and REMS Letter: Inpatient Pharmacy Letter with attachment Pharmacy
outpatient Education; Outpatient Pharmacy Letter with attachment Pharmacy
pharmacies that Education.

dispense Schedule II

a. Email within 30 calendar days of the approval of the REMS modification
drugs and may be

and again 1 month later.

involved in
dispensing TIRF a. Send by mail or fax within 45 calendar days of the date the
medicines second email was sent if email was undeliverable or

unopened.

b. Disseminate through the following professional societies and request the
letter or content be provided to their members:
b. American Association of Colleges of Pharmacy (AACP),

American College of Clinical Pharmacy (ACCP), Accreditation
Council for Pharmacy Education (ACPE), Academy of Managed
Care Pharmacy (AMCP), American Pharmacists Association
(APhA), American Society of Consultant Pharmacists (ASCP),
American Society of Health-System Pharmacists (ASHP),
Board of Pharmacy Specialties (BPS), Board Certified
Oncology Pharmacists (BCOP), National Association of Boards
of Pharmacy (NABP), National Community Pharmacists
Association (NCPA), National Alliance of State Pharmacy
Associations (NASPA)
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Inpatient and REMS Letter: Inpatient Pharmacy Letter with attachment Pharmacy
outpatient Education; Outpatient Pharmacy Letter with attachment Pharmacy Education
pharmacies

. 1. Mail or fax within 45 calendar days of approval of the REMS modification
previously enrolled

in the TIRF REMS (12/23/2020).

Inpatient and REMS Letter: Urgent Notification Regarding TIRF Products Stock Letter
outpatient Mail or fax within 120 calendar days of approval of the REMS modification
pharmacies, and (12/23/2020).

wholesaler-
distributors
previously enrolled
in the TIRF REMS
Healthcare providers | REMS Letter: Healthcare Provider Letter with attachment Prescriber

who are likely to Education
prescribe TIRF 1. Email within 30 calendar days of the approval of the REMS modification
medicines and again 1 month later.

a. Send by mail or fax within 45 calendar days of the date the
second email was sent if email was undeliverable or unopened.

2. Disseminate through the following professional societies and request the
letter or content be provided to their members:

a. American Academy of Hospice and Palliative Medicine, American
Academy of Pain Management, American Academy of Pain
Medicine, American Association of Poison Control Centers,
American College of Physicians, American Chronic Pain
Association, American Pain Society, American Society of Pain
Educators, National Hospice and Palliative Care Organization

Prescribers REMS Letter: Healthcare Provider Letter with attachment Prescriber

previously enrolled Education

in the TIRF REMS 1. Mail or fax within 45 calendar days of approval of the REMS modification
(12/23/2020).

To support REMS program operations, TIRF Applicants must:

1. Authorize dispensing for each patient based on receipt of the Patient Status and Opioid Tolerance
Form and pharmacy assessment for a change in opioid tolerance. The authorization is valid for one
dispensing for up to 30 calendar days from date the prescriber initiates the authorization.

2. Establish and maintain a REMS program website, www.TIRFREMSaccess.com. The REMS program
website must include the capability to complete prescriber, pharmacy, and patient enrollment online,
document Adverse Events of Special Interest, document opioid tolerance, obtain authorization to
dispense, and the option to print the Prescribing Information, Medication Guide, and REMS materials.
All product websites for consumers and healthcare providers must include prominent REMS-specific
links to the REMS program website. The REMS program website must not link back to the
promotional product website(s).

3. Make the REMS program website fully operational and all REMS materials available through the
website and coordinating center within 180 calendar days of the REMS modification (12/23/2020).

4.  Establish and maintain a REMS program coordinating center for REMS participants at
1-866-822-1483.
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10.

11.
12.

13.

14.

15.

16.
17.

18.

19.

20.

21.

Establish and maintain a validated, secure database of all REMS participants who are enrolled and/or
certified in the TIRF REMS program. The database must contain information on their enrollment
status.

Ensure that prescribers and pharmacies are able to complete enrollment by fax and online.

Ensure prescribers are able to document opioid tolerance using the Patient Status and Opioid
Tolerance Form by fax and online.

Ensure prescribers are able to report serious adverse events of accidental exposure, misuse, abuse,
addiction, and overdose using the Adverse Events of Special Interest Reporting Form by fax and
online.

Ensure pharmacies are able to report serious adverse events of accidental exposure, misuse, abuse,
addiction, and overdose using the Adverse Events of Special Interest Reporting Form by phone, fax,
and online.

Ensure pharmacies are able to enroll as an inpatient pharmacy (hospitals, in-hospital hospices, and
long-term care facilities that dispense for inpatient use) or as an outpatient pharmacy.

Ensure outpatient pharmacies are able to document changes in opioid tolerance by phone and online.

Ensure outpatient pharmacies are able to obtain authorization to dispense TIRF medicines by phone
and online.

Provide Prescriber Enroliment Form, Patient Enrollment Form, Outpatient Pharmacy Enroliment Form,
Inpatient Pharmacy Enrollment Form, Prescriber Education, Prescriber Knowledge Assessment,
Patient Counseling Guide, Pharmacy Education, Pharmacy Knowledge Assessment, and the
Prescribing Information to REMS participants who (1) attempt to prescribe/dispense/distribute TIRFs
and are not yet certified or (2) inquire about how to become certified.

Notify prescribers and pharmacies within three business days after they become certified in the
REMS program.

Notify REMS participants 30 calendar days before their enrollment expires and of the need to re-
enroll.

Provide certified prescribers access to the database of certified pharmacies and enrolled patients.

Provide certified outpatient pharmacies access to the database of certified prescribers and enrolled
patients.

Establish and maintain a registry which includes a reporting and collection system for all outpatients
to provide information on serious adverse events including accidental exposure, abuse, misuse,
addiction, and overdose.

Follow up with the healthcare provider to obtain the reason for discontinuation if the patient is not
dispensed a TIRF medicine after 2.5 times the days’ supply of their last prescription’s days’ supply.

Ensure that once a report suggestive of accidental exposure, abuse, misuse, addiction, or overdose is
received, TIRF Applicants follow up with the healthcare provider to obtain all required data for
complete adverse event reporting related to accidental exposure, abuse, misuse, addiction, and
overdose under the REMS.

Report any overdose that results in a death associated with a TIRF medicine, as soon as possible to
FDA but no later than 15 calendar days from the initial receipt of the information by the TIRF
Applicants. This requirement does not affect the applicants’ other reporting and follow-up
requirements under FDA regulations.

To ensure REMS participants’ compliance with the REMS program, TIRF Applicants must:

22.

Ensure a Patient Status and Opioid Tolerance Form is received, and the pharmacy assesses for a
change in opioid tolerance for each patient for each dispensing.
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23.

24,

25.
26.

27.

28.

Verify every two years that the pharmacy’s authorized representative’s name and information
correspond to the designated authorized healthcare for the certified pharmacy, and if different,
require the pharmacy to recertify with a new authorized representative.

Maintain adequate records to demonstrate that REMS requirements have been met, including, but

not limited to records of: TIRF distribution and dispensing; certification of prescribers, pharmacies;
enrolled patients; and audits of REMS participants. These records must be readily available for FDA
inspections.

Establish a plan for addressing noncompliance with REMS program requirements.

Monitor prescribers, pharmacies, and wholesalers-distributors on an ongoing basis to ensure the
requirements of the REMS are being met. Take corrective action if non-compliance is identified,
including de-certification.

Annually audit all certified outpatient pharmacies and 10% but no less than 50 certified inpatient
pharmacies no later than 90 calendar days after they have become certified/re-certified in the TIRF
REMS to ensure that all REMS processes and procedures are in place, functioning, and support the
REMS Program requirements. Similarly, annually audit all wholesalers-distributors no later than 90
calendar days after they become authorized to distribute TIRFs to ensure that all REMS processes
and procedures are in place, functioning, and support the REMS program requirements.

Take reasonable steps to improve operations of and compliance with the requirements in the TIRF
REMS program based on monitoring and evaluation of the TIRF REMS program.

IV. REMS Assessment Timetable

TIRF NDA Applicants must submit REMS Assessments at 12 months from 12/23/2020, 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 Applicants must submit each
assessment so that it will be received by the FDA on or before the due date.

V. REMS Materials

The following materials are part of the TIRF REMS program:
Enrollment Forms
Prescriber:

1. Prescriber Enrollment Form

Patient:
2. Patient Enrollment Form

Pharmacy:
3. Outpatient Pharmacy Enrollment Form

4, Inpatient Pharmacy Enrollment Form

Training and Educational Materials
Prescriber:
5.  Prescriber Education
6. Prescriber Knowledge Assessment

Patient:
7. Patient Counseling Guide
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8.

Medication Guides (available at www.TIRFREMSaccess.com)

Pharmacy:

o.

10.

Pharmacy Education

Pharmacy Knowledge Assessment

Patient Care Forms

11.

Patient Status and Opioid Tolerance Form

12. Adverse Events of Special Interest Reporting Form

13.

Patient Discontinuation Form

Communication Materials

14.
15.
16.
17.

Healthcare Provider Letter
Outpatient Pharmacy Letter
Inpatient Pharmacy Letter

Urgent Notification Regarding TIRF Products Stock Letter

Other Materials

18.
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Prescriber Enrollment Form Bag TIRF REMS

To become certified in the TIRF REMS and prescribe TIRF medicines:
1. Review all TIRF medicines Prescribing Information
2. Review the Prescriber Education
3. Complete and submit the Prescriber Knowledge Assessment to the TIRF REMS
4. Complete and submit this Prescriber Enroliment Form to the TIRF REMS
For real time processing of enrollment, visit www.TIRFREMSaccess.com
Or submit completed Prescriber Enroliment Form by fax to 1-866-822-1487.

1 Prescriber Information (pLeEasE TYPE OR PRINT)

First Name Middle Initial Last Name
Individual NPI # Clinic / Practice Name
Specialty Credentials
OMD ONP O PA ODO O Other

Address City State Zip
Phone Ext. Fax Email Address
( ) ( )
Preferred Time of Contact Preferred Method of Contact

O Morning O Afternoon O Evening O Text to Mobile # U Email O Phone Call
2 Office Contact Information (pLease TYPE OR PRINT)
First and Last Name Phone Fax
Email Address Preferred Time of Contact Preferred Method of Contact

O Morning O Afternoon [ Evening | O Text to Mobile # T Email O Phone Call

3 Prescriber Attestation

By signing below, you attest to the following:
| have:
* Reviewed each drug’s Prescribing Information.
¢ Reviewed the Prescriber Education.
e Successfully completed the Prescriber Knowledge Assessment and submitted it to the REMS.

Before treatment initiation, | must:
* Assess the patient for risk factors of opioid addiction, abuse, and misuse including personal and family history of
substance abuse or mental iliness.
Counsel the patient on the safe use of TIRF medicines using the Medication Guide for the prescribed TIRF medicine
and the Patient Counseling Guide.
Provide a copy of the materials to the patient.
Assess the patient’s opioid tolerance.
Document the patient’s opioid tolerance using the Patient Enroliment Form and submit to the REMS.
Enroll the patient by completing and submitting the Patient Enroliment Form to the TIRF REMS.
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During treatment, and before each prescription, | must:
o Assess the patient’s health status for opioid tolerance, appropriateness of dose, misuse, abuse, addiction, and
overdose.
e Document and submit this information to the REMS using the Patient Status and Opioid Tolerance Form.

During treatment, every 2 years, | must:
e Counsel the patient on the safe use of TIRF medicines using the Medication Guide for the prescribed TIRF medicine,
and the Patient Counseling Guide.
* Provide a copy of the materials to the patient.
* Re-enroll the patient in the REMS by completing the Patient Enrollment Form and submitting it to the REMS.

Before treatment re-initiation, after a lapse in treatment of 6 months or longer, | must:
e Counsel the patient on the safe use of TIRF medicines using the Medication Guide for the prescribed TIRF medicine
and the Patient Counseling Guide.
* Provide a copy of the materials to the patient.

At all times, | must:
e Counsel the patient using the Medication Guide for any new TIRF medicine not previously prescribed and provide a
copy to the patient.
* Report serious adverse events of accidental exposure, misuse, abuse, addiction, and overdose to the REMS using the
Adverse Events of Special Interest Reporting Form.
¢ Report treatment discontinuation to the REMS using the Patient Discontinuation Form.
To maintain certification to prescribe, every 2 years, | must:
¢ Review each drug's Prescribing Information.
e Review the Prescriber Education.
e Successfully complete the Prescriber Knowledge Assessment and submit it to the REMS.
¢ Re-enroll in the REMS by completing the Prescriber Enrollment Form.

L0 Prescriber Signature Date:

for all
prescribers / /

If you have additional practice sites that you use when prescribing TIRF medicines, you may provide this information online.
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Patient Enrollment Form Badl TIRF REMS

Transmucosal Immediate Release Fentanyl (TIRF) medicines are available only through the TIRF REMS. Prescribers must
enroll each patient in the TIRF REMS by submitting this completed form. Patients must review and sign the Patient Attestation
section.

For real-time processing of patient enroliment, visit www.TIRFREMSaccess.com.

For fax submission, complete all required fields below and submit all pages to 1-855-474-3062.
Allow one (1) business day for processing before the patient can obtain their prescription fill.
All fields with asterisks (*) are required.

1 Patient Information (pLease TYPE OR PRINT)

First Name* Middle Initial* | Last Name* Date of Birth*
/ /
Sex Race (check all that apply)
o Male o Female o Other O White O Asian O Black or African American
Ethnicity O American Indian or Alaska Native
Are you Hispanic or Latino? O Native Hawaiian or Other Pacific Islander
o Yes o No O Other (please specify):
Address* City* State* Zip*
Phone* Email Address*
( )
Preferred Time of Contact* Preferred Method of Contact*
o Morning o Afternoon o Evening o Text to Mobile # o Email o Phone Call o Postal Mail

Is there a child in the home or are you a caregiver of small children?*
o Yes o No

Do you have a safe and secure place to store your medicine?*
o Yes o No

2 Patient Representative (if required) (pLease TYPE OR PRINT)
First Name* Last Name* Relationship to Patient*

Phone* Email Address*

()

3 Patient Attestation

TIRF Medicines can cause your breathing to stop — which can lead to death.

Safety Rules for TIRF Medicines

You have agreed to take a TIRF Medicine and to follow all the safety rules to make it less likely you or others will experience
serious harm.

My healthcare provider has talked to me about the safe use of TIRF medicines using the Medication Guide and
Patient Counseling Guide.

e | will only use this medicine if | am regularly using another opioid, around-the-clock, for constant pain.
o |f | stop taking my around-the-clock-opioid pain medicine, | MUST stop taking my TIRF medicine.

e | will never share or give my TIRF medicine to anyone else, even if they have the same symptoms.

o My TIRF medicine could cause harm to others or even death. A dose that is okay for me could cause an
overdose and death for someone else.

| will store my TIRF medicine in a safe and secure place away from children. | understand that accidental use by a
child, or anyone for whom the medicine was not prescribed, can cause death.

Continued on next page
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* | have been told how to properly dispose of my partially used or unneeded TIRF medicine remaining from my
prescription. | will dispose of my TIRF medicine properly as soon as | no longer need it.

o | will contact my healthcare provider 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 healthcare provider has directed.

* | must enroll in the TIRF REMS and Patient Registry by completing the Patient Enrollment Form with my healthcare
provider.

e | understand that the TIRF REMS and its agents may use and share my personal information to manage the program,
and that information about patients who get TIRF medicines will be stored in a private and secure database. My health
information may be shared with the U.S. Food and Drug Administration (FDA) to evaluate the TIRF REMS. However,
my name will not be shared.

e | give permission for the TIRF REMS and its agents or vendors to contact me by phone, mail, or email to support the
administration of the TIRF REMS Program.

* | will tell my healthcare provider if |, or anyone else, experience an adverse event of accidental exposure, abuse,
misuse, addiction, and overdose.

e | will re-enroll in the TIRF REMS by completing the Patient Enroliment Form with my healthcare provider every two
years during treatment.

Patient or Patient Representative Signature: Date:

Required

for all
patirezts X / /

The following sections to be completed by the prescriber

4 Prescriber Information (pLease PRINT)

First Name* Last Name*
Address* City* State* Zip*
Phone* Fax* Individual NP1 #* Email Address*

5 Maedical Information
Prior TIRF Use within the last 6 months*: [ | Yes [ | No

TIRF Product Name* Strength* Dose* Frequency*

Type of Pain*
[ ] Cancer
[] Non-cancer pain
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6 Verify Opioid Tolerance*

Moiety* Formulation* Strength* Route* Dose* Frequency*

Patients must remain on around-the-clock opioids while taking a TIRF medicine.

This patient is opioid tolerant because he/she is currently prescribed (exclusive of a TIRF medicine) one or more of the
following opioid regimens daily and has been prescribed this regimen(s) for one week or longer (check all that apply)*:

(1= 60 mg oral morphine/day (1= 25 micrograms transdermal fentanyl/hour
[]= 30 mg oral oxycodone/day (1= 8 mg oral hydromorphone/day
[1=2 25 mg oral oxymorphone/day 1= 60 mg oral hydrocodone/day

[_] an equianalgesic dose of another opioid

7 Concomitant Medications
Concomitant Medications (check all that apply)*:

D Benzodiazepines D Barbiturates D Prescription Insomnia Medications
L] Gabapentinoids [] Antipsychotics [ ] Other CNS depressant

|:| Sedative Hypnotics |:| Sodium Oxybate |:| None

[] Tranquilizers [ ] Alcohol

|:] Muscle Relaxants [:| Prescription Cannabinoids

Required Prescriber Signature* Date*
for all
prescribers X / /

The following events are of special interest to the TIRF REMS: overdose, addiction, misuse, abuse, and accidental
exposure. If the patient experiences any of these events associated with a TIRF medicine, report them on the
Adverse Events of Special Interest Reporting Form which is available on the TIRF REMS website at
www.TIRFREMSaccess.com or fax the completed form to 1-855-474-3062.

If you have any questions, require additional information, or need copies of any TIRF REMS documents, visit
www.TIRFREMSaccess.com or call the TIRF REMS at 1-866-822-1483.
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Outpatient Pharmacy Enrollment Form Bad TIRF REMS

To become certified in the TIRF REMS and dispense TIRF medicines, a pharmacy must designate an Authorized Representative to:
1. Review the Pharmacy Education
2. Complete and submit the Pharmacy Knowledge Assessment to the TIRF REMS
3. Complete and submit this Pharmacy Enroliment Form to the TIRF REMS

For real time processing of enrollment, visit www.TIRFREMSaccess.com

Or submit completed Pharmacy Enrollment Form by fax to 1-866-822-1487.

1 Pharmacy Information (pLease TYPE OR PRINT)

Pharmacy Name Organizational NPl #

Address City State Zip

Phone Chain ID

2  Authorized Representative Information (pLease TYPE or PRINT)
First Name Last Name Credentials Position/Title
[0 RPh O PharmD [0 BCPS [J Other
Email Address Phone Fax

( ) ( )

Preferred Method of Contact
O Text to Mobile # O Email O Phone Call

3 Pharmacy Attestation
As the Authorized Representative, | must:
* Review the Pharmacy Education.
e Successfully complete the Pharmacy Knowledge Assessment and submit it to the REMS.
e Establish processes and procedures to check the patient’s medication use for a change in opioid tolerance.
e Train all relevant staff involved in dispensing of TIRF medicines on the risks associated with TIRF medicines and the
requirements of the REMS using the Pharmacy Education.

Before dispensing, all pharmacy staff must:
* Provide the patient with the product-specific Medication Guide.

* Assess the patient’s medication use for a change in opioid tolerant status. Document and submit the results to the
REMS.

* Obtain authorization to dispense each prescription by contacting the REMS to verify that the prescriber and the patient
are enrolled, and the patient is opioid tolerant.

All pharmacy staff must:
* Not distribute, transfer, loan, or sell TIRF medicines.

¢ Maintain records of staff training.

e Comply with audits carried out by the manufacturers or a third party acting on behalf of the manufacturers to ensure
that all processes and procedures are in place and are being followed.

¢ Report serious adverse events of accidental exposure, misuse, abuse, addiction, and overdose associated with the
TIRF medicine to the REMS using the Adverse Events of Special Interest Reporting Form.

CONTINUED ON THE NEXT PAGE
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To maintain certification to dispense, any new authorized representative must:
* Review the Pharmacy Education.

e Successfully complete the Pharmacy Knowledge Assessment and submit it to the REMS.
e Enroll in the REMS by completing the Outpatient Pharmacy Enrollment Form.

The name, location, and phone number of your pharmacy will be publicly available on www.TIRFREMSaccess.com. If you do not
want your information available, please call the TIRF REMS at 1-866-822-1483.

Required
X

Pharmacy Authorized Representative Signature

Date:

You may add additional pharmacy locations below.

Pharmacy Information (pLease TYpe oR PRINT)
Pharmacy Name

Organizational NPl #

Address

State Zip

Phone

( )

Ext.

ChainID

Pharmacy Name

Pharmacy Information (pLease TYpe oR PRINT)

Organizational NPl #

Address

State Zip

Phone

( )

Ext.

Chain ID

Pharmacy Information
Pharmacy Name

(PLEASE TYPE OR PRINT)

Organizational NPI #

Address

State Zip

Phone

()

Ext.

Chain ID

Pharmacy Name

Pharmacy Information (pLease TyPE oR PRINT)

Organizational NPI #

Address

State Zip

Phone

( )

Ext.

Chain ID

Pharmacy Information
Pharmacy Name

(PLEASE TYPE OR PRINT)

Organizational NPI #

Paﬁe 20f2
Reference ID: 4721749

Address City State Zip
Phone Ext. Fax Chain ID
( ) ( )
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Inpatient Pharmacy Enrollment Form Bad TIRF REMS

To become certified in the TIRF REMS and dispense TIRF medicines, a pharmacy must designate an Authorized Representative to:
1. Review the Pharmacy Education
2. Complete and submit the Pharmacy Knowledge Assessment to the TIRF REMS
3. Complete and submit this Pharmacy Enroliment Form to the TIRF REMS

For real time processing of enroliment, visit www.TIRFREMSaccess.com

Or submit completed Pharmacy Enrollment Form by fax to 1-866-822-1487.

1 Pharmacy Information (pLease TYPE OrR PRINT)

Pharmacy Name Organizational NPl #
Address City State Zip
Phone Ext. Fax Chain ID

2  Authorized Representative Information (pLease TYPE OR PRINT)

First Name Last Name Credentials Position/Title
O RPh O PharmD O BCPS [
Other
Email Address Phone Fax
( ) ( )

Preferred Method of Contact
O Text to Mobile # [ Email [ Phone Call
3 Pharmacy Attestation

As the Authorized Representative, | must:
e Review the Pharmacy Education.

¢ Successfully complete the Pharmacy Knowledge Assessment and submit it to the REMS.

e Train all relevant staff involved in dispensing of TIRF medicines on the risks associated with TIRF medicines and the
requirements of the REMS using the Pharmacy Education.

* Establish processes and procedures to verify that the patient is opioid tolerant.

All pharmacy staff must:
* Verify the patient is opioid tolerant through the processes and procedures established as a requirement of the REMS.

All pharmacy staff must:
* Not distribute, transfer, loan, or sell TIRF medicines.
e Maintain records of staff training.
o Comply with audits carried out by the manufacturers or a third party acting on behalf of the manufacturers to ensure
that all processes and procedures are in place and are being followed.
* Not dispense TIRF medicines for outpatient use.

To maintain certification to dispense, any new authorized representative must:
¢ Review the following: Pharmacy Education.

e Successfully complete the Pharmacy Knowledge Assessment and submit it to the REMS.
e Enroll in the REMS by completing the Inpatient Pharmacy Enroliment Form.

Pharmacy Authorized Representative Signature Date:
Required / /
X
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Bag TIRF REMS
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Bad TIRF REMS

The purpose of this educational material is to inform prescribers about the Risk
Evaluation and Mitigation Strategy (REMS) for transmucosal immediate-release
fentanyl (TIRF) medicines. This education presents important safety issues and
messages about the TIRF REMS needed to manage and counsel patients about the
safe use of TIRF products.

What is the TIRF REMS (Risk Evaluation and Mitigation Strategy)?

The TIRF REMS is a safety program to manage the risk of overdose and accidental
exposure by ensuring that patients prescribed a TIRF medicine are opioid tolerant and
ensuring that prescribers, pharmacists, and patients are educated about proper
storage and disposal of TIRF medicines. The TIRF REMS registry helps to assess
safe use and trends in accidental exposure, misuse, abuse, addiction, and overdose
by enrolling all patients who receive a TIRF medicine for outpatient use.

The TIRF REMS is required by the U. S. Food and Drug Administration (FDA) to help
ensure that the benefits of treatment with transmucosal fentanyl-containing products
outweigh the known risks of these products.

Products Covered Under This Program:

- Actiq® (fentanyl citrate) oral transmucosal lozenge
« Fentora® (fentanyl buccal tablet)

- Lazanda® (fentanyl) nasal spray

- Onsolis® (fentanyl buccal soluble film)

« Subsys® (fentanyl sublingual spray)

« Approved generic equivalents of these products

How Does the TIRF REMS Work?

The TIRF REMS requires prescribers, pharmacies, patients, and wholesaler-
distributors to enroll in the program to utilize TIRF medications. Prescribers must verify
and document that patients are opioid-tolerant before each prescription.

Steps for Prescriber Enroliment in the TIRF REMS
1. Complete the Training Program:
e review the Prescriber Education
2. Successfully complete the Knowledge Assessment; and
3. Complete and submit a signed Prescriber Enroliment Form

Page 20 Sf 232
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Bad TIRF REMS

The enroliment process may be completed online at www.TIRFREMSaccess.com
f Or

Materials and forms can be downloaded from the website on the Prescriber tab,
then completed and faxed to the program at 1-866-822-1487.

Prescribers must re-enroll in the TIRF REMS every two years. You will receive a
reminder to renew your enroliment 30 days before your current enroliment expires.

Prescribing TIRF Medicines for Inpatient Use

Prescribers who prescribe TIRF medications for inpatient use only (e.g., hospitals, in-
hospital hospices, and long-term care facilities) do not need to enroll in the TIRF
REMS.

Patient enroliment in the TIRF REMS is not required for inpatient administration of TIRF
medicines.

Prescribing TIRF Medicines for Qutpatient Use
What actions must | take as an outpatient prescriber to comply with the TIRF
REMS?

1. Enroll each patient

2. Document each patient’s opioid tolerance

3. Counsel your patients on the risks

4. Report adverse events of concern

Prescribing Naloxone
Consider prescribing naloxone for the emergency treatment of opioid overdose.

If concomitant use with benzodiazepines, other CNS depressants, or muscle relaxants
is warranted, consider prescribing naloxone for the emergency treatment of opioid
overdose.

Educate patients and caregivers on how to recognize respiratory depression and
emphasize the importance of calling 911 or getting emergency medical help right away
in the event of a known or suspected overdose. (See the patient counseling section
below.)

Discuss the availability of naloxone for the emergency treatment of opioid overdose
with the patient and caregiver both when initiating and renewing treatment with TIRF
products.

Inform patients about the various ways to obtain naloxone.
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Bad TIRF REMS

1 - Enroll each patient

Enroll each patient into the TIRF REMS prior to their first prescription for a TIRF
medicine. Inform the patient that they will be included in a registry to monitor for serious
side effects, including fatal and non-fatal overdose.

¢ Use the Patient Enroliment Form

2 — Document each patient’s opioid tolerance
T S——_—_—_—_—_—_—__——__

Document patient’s opioid tolerance before every prescription.

e Use the Patient Enrollment Form to document the patient’s opioid tolerance
for their first prescription.

e Use the Patient Status and Opioid Tolerance Form for documenting opioid
tolerance prior to each prescription thereafter.

e Documentation of the patient’s opioid tolerance must be on file with the TIRF
REMS prior to each prescription being authorized for dispensing at the
pharmacy. In addition, the program requires that the TIRF medicine
prescriptions be written by the same prescriber listed on the Patient Status and
Opioid Tolerance Form.

e The Patient Status and Tolerance Opioid Form can be submitted online from
the Prescriber Dashboard on the TIRF REMS website, or by downloading and
faxing to the TIRF REMS.

3 — Counsel your patient on the risks
D |

Counsel each patient

o Before initiating treatment with a TIRF medicine, review the product-
specific Medication Guide with patients and/or caregivers. Counsel them
on the TIRF medicine’s risks and conditions of safe use. Use the Patient
Counseling Guide to assist in the discussion and provide the materials to the
patient.

Tell the patient:

e You must be opioid tolerant to be able to take a TIRF medicine for your
breakthrough cancer pain. Opioid tolerant means that you have been using
around-the-clock daily opioid pain medicine for your persistent cancer pain for
at least 1 week immediately preceding the start of the TIRF medicine.

¢ [f you stop taking your around-the-clock opioid pain medicine for your persistent

cancer pain, you must stop taking your TIRF medicine for the breakthrough
cancer pain because you may no longer be opioid tolerant.
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Baf TIRF REMS

Note: Patients have had difficulty understanding this concept.

life-threatening and/or fatal breathing problems with their TIRF medicine
increases if they are not taking around-the-clock opioid pain medicines.

j Emphasize this requirement to your patients and explain that the risk of

. Inform patients of the risk of life-threatening and/or fatal
respiratory depression, including information that the risk is greatest when
starting the TIRF medicine, when the dosage is increased, or when changing
TIRF medicines, and that it can occur even at recommended dosages.

Tell patients exactly how to take the TIRF medicine. Instruct them to take the
TIRF medicine strictly as prescribed, with special regard to dosage, dose
titration, and administration.

Proper storage and disposal

Accidental ingestion or exposure, especially in children, may result in life-
threatening breathing problems or death.

Explain that the TIRF medicine must be stored in a secure place safely out of

sight and out of reach of all others, especially children. Encourage the use of a

lockbox or locked medication bag.

& Accidental use by a child, or anyone for whom a TIRF medicine was not

prescribed, is a medical emergency and can cause death. Use the child
safety kit if one is provided with your TIRF medicine.

abuse prescription medications or street drugs. Protect your TIRF

f TIRF medicines contain fentanyl, which can be a target for people who

medicine from theft.

from a prescription. Refer to each product’s Medication Guide for

f Properly dispose of partially used or unneeded TIRF medicine remaining

instructions for disposal.

Naloxone

Reference ID: 4721749

Naloxone rapidly reverses the effects of opioid overdose and is the standard
treatment for overdose.

An opioid overdose usually involves unconsciousness and shallow breathing.
Other signs and symptoms of an overdose include:

o Unresponsiveness

o Limpness

o Blue lips, gums or fingertips

o Show or irregular heartbeat or pulse
o Small pupils

Advise your patient to be aware of these signs and symptoms in themselves or
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Bad TIRF REMS

if someone around them may be overdosing.

o |[f there is a suspected overdose, give naloxone immediately. Call 911 or get
emergency help right away after administering the first dose of naloxone. Wait
2-3 minutes after the first dose is given to see if the overdose patient wakes up.
If they do not wake up, give another dose and continue to give another dose
every 2-3 minutes until the person wakes up. Stay with the overdose patient
until the ambulance arrives. Give another dose if the overdose patient becomes

sleepy again.
Misuse, abuse, addiction and overdose
¢ Prescribe a limited amount of medication to the patient that will last until the next
visit.
¢ Continually monitor patients for appropriateness of dosing.

e Continually assess whether benefits of treatment outweigh the risks.

o Warn patients that it is dangerous to self-administer benzodiazepines or other
CNS depressants including alcohol while taking TIRF medicines. Potentially
fatal additive effects may occur if the TIRF medicine is used with
benzodiazepines or other CNS depressants, including alcohol. Caution patients
who are prescribed benzodiazepines or other CNS depressants to use them
only as directed by their prescriber.

e The use of a TIRF medicine, even when taken as recommended, can result in
misuse, abuse, addiction, overdose and death.

¢ Opioids could cause a rare but potentially life-threatening condition resulting
from concomitant administration of serotonergic drugs — serotonin syndrome.
Seek medical attention right away if you develop the following symptoms of
serotonin syndrome: mental status changes such as confusion, agitation,
restlessness, and anxiety; high fever, seizures, rapid breathing, profuse
sweating, and irregular heartbeat.

e Avoid concomitant use of a TIRF medicine and a monoamine oxidase inhibitor
(MAOI).

Frequency of counseling

Counseling is required:
» before treatment initiation,
» after two years of continuous treatment,
» before treatment re-initiation, and
» upon any lapse in treatment of six months or longer
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Bad TIRF REMS

Effective Patient Management and Follow-up
At follow-up visits:

o Assess appropriateness of dose and make any necessary dose adjustments to
the TIRF medicine for the breakthrough cancer pain or the around-the-clock
opioid medicine for the persistent cancer pain.

o Assess for side effects or adverse effects.

e Assess for signs of misuse, abuse, or addiction.

o Assessment and reinforcement of patient’'s compliance with his/her
treatment plan.

o Assessment of appropriateness of TIRF medicine dosage prescribed
depending on tolerability and therapeutic response.

o Assessment of concomitant medications.
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Bad TIRF REMS

Check Your Knowledge - Scenario 1

Before initiating treatment with a TIRF medicine, prescribers must review the

Medication Guide with the patient. Which of the following counseling statements are
FALSE?

Select any statements which are false.
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 to treat acute or postoperative
pain, including headache/migraine, dental pain or acute pain in the emergency
department.

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.

E. Once a patient becomes familiar with the use of their TIRF medicine, if their BTCP is not
controlled they can repeat their dose every 20 minutes until their pain is relieved.

See answer on page 17

4 - Report adverse events

Report adverse events, including misuse, abuse, addiction, overdose, and
accidental exposure to TIRF medicines.

¢ Go to www.TIRFREMSaccess.com to complete the Patient Status and Opioid
Tolerance Form or the Adverse Events of Special Interest Reporting Form
online. These forms can also be obtained from the website, completed and
faxed to 1-855-474-3062; or call the TIRF REMS at 1-866-822-1483.

Report patient’s discontinuation of TIRF medicines

¢ Report discontinuation of a patient’s use of TIRF medicines to the TIRF REMS.
Go to www.TIRFREMSaccess.com to complete the Patient Discontinuation
Form online. The form can also be obtained from the website, completed and
faxed to 1-855-474-3062; or you can report by calling 1-866-822-1483.
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Bad TIRF REMS
KEY SAFETY INFORMATION

Risk of Life-threatening Respiratory Depression

Serious, life threatening, or fatal respiratory depression has been reported with the use
of opioids even when used as recommended. Respiratory depression, if not
immediately recognized and treated, may lead to respiratory arrest and death.

Indication:

TIRF medicines are indicated only for the management of breakthrough cancer pain
(BTCP) in cancer patients 18 years of age or older who are already receiving and
who are tolerant to, around-the-clock opioid therapy for underlying persistent
cancer pain.

e The only exception is for ACTIQ, and its generic equivalents, which are
approved for cancer patients 16 years of age or older.

Patients Must be Opioid Tolerant to be Prescribed a TIRF Medicine
D |

Definition of Opioid Tolerance:

Patients are considered opioid tolerant if they are currently taking (exclusive of a TIRF
medicine) one or more of the following opioid regimens daily and have been on the
regimen(s) for one week or longer:

+ 260 mg oral morphine/day » 225 mg oral oxymorphone/day
« 225 mcg transdermal fentanyl/hour « 260 mg oral hydrocodone/day
» 2 30 mg oral oxycodone/day » an equianalgesic dose of another opioid

« 2 8 mg oral hydromorphone/day

Patients must remain opioid tolerant to continue using a TIRF medicine.

TIRF medicines should only be prescribed by healthcare professionals who are
knowledgeable of and skilled in the use of Schedule Il opioids for the treatment of
cancer pain.
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Contraindications
L

TIRF medicines are contraindicated in:

e Patients who are not opioid tolerant. Life-threatening respiratory depression
could occur at any dose in patients who are not opioid tolerant, and deaths
have occurred.

e The management of acute or postoperative pain, including:

o headache/migraine;
o dental pain; or

o acute pain in the emergency department

o Patients with acute or severe bronchial asthma in an unmonitored setting or in
the absence of resuscitative equipment

e Patients with known or suspected gastrointestinal obstruction, including
paralytic ileus

e Patients with known hypersensitivity to fentanyl or components of the TIRF
medicine

Please see the Prescribing Information for each individual TIRF medicine for a
complete list of contraindications.

Check Your Knowledge - Scenario 2

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

Select any that apply:
A. Adult male with multiple myeloma who has bone pain currently managed with 50 mg oral
oxymorphone daily for the last 2 weeks.

B. 12-year-old sarcoma patient whose underlying persistent cancer pain managed with 25
mcg/hour transdermal fentanyl patches for the past 2 months.

C. 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.

D. 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.

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

See answer on page 17
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Accidental Ingestion or Exposure
T E——_—_—_—_—_——

o TIRF medicines contain fentanyl, which can put patients at risk for
overdose and death, especially in the following circumstances:

Patients who are not opioid tolerant
Children who are accidentally exposed

o Concomitant use with CYP3A4 inhibitors (or discontinuation of CYP3A4
inducers)

o Concomitant use with benzodiazepines or other CNS depressants,
including alcohol

¢ Inform patients that TIRF medicines have a rapid onset of action.

¢ Instruct patients to store their TIRF medicines in a safe and secure place,
out of the sight and out of reach of all others, especially children.

e Accidental or deliberate ingestion of a TIRF medicine by a child may cause
severe, possibly even fatal, respiratory depression. Advise patients to seek
immediate medical attention if a child is exposed to a TIRF medicine.
Immediately give the child naloxone if naloxone is available.

e Prescribers must specifically question patients or their 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 accidental exposure.

o Talk with your patients about safe and appropriate storage and disposal of TIRF
medicines.

Check Your Knowledge - Scenario 3

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.

A. TIRF medicines can be fatal if taken by children.

B. TIRF medicines can be fatal if taken by anyone for whom it is not prescribed.

C. TIRF medicines can be fatal if taken by anyone who is not opioid tolerant.

D. All of the above.

See answer on page 17
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Dosage and Administration

Reference ID: 4721749

The risk of life-threatening or fatal respiratory depression is greatest during the
initiation of therapy or following a dosage increase.

A TIRF medicine MUST be initiated at the lowest dose available for that
specific product, even if the patient is currently or has taken another TIRF
medicine in the past. Titration, if needed, starts at the lowest dose
available for that specific product. Carefully review the initial dosing
instructions in each product’s specific Prescribing Information.

Appropriate Conversion Rules:

o TIRF medicines are not interchangeable, regardless of route of
administration. Significant differences exist in the pharmacokinetic
profiles of fentanyl products that result in clinically important differences
in the extent of absorption of fentanyl that could result in a fatal overdose.

o TIRF medicines are not equivalent on a microgram-per-microgram
basis to any other fentanyl product, including another TIRF medicine. The
only exception is for substitution of a generic equivalent for a branded
TIRF medicine.

o Because of these differences, conversion of a TIRF medicine to
another TIRF medicine on a microgram-per-microgram basis may
result in fatal overdose.

o Therefore, converting from one TIRF medicine to a different TIRF
medicine must not be done on a microgram-per-microgram basis.
The new TIRF medicine must be titrated according to the labeled dosing
instructions for each new TIRF medicine the patient begins.

e The only exception is for substitutions between a branded TIRF
medicine and its generic equivalents.
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Check Your Knowledge - Scenario 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 any correct option:
A. The prescriber can safely convert to the equivalent dosage of the new TIRF medicine as
it has the same effect as other TIRF medicines.

B. The prescriber must not convert from the first TIRF medicine dose to another TIRF
medicine at the equivalent dose. The different TIRF medicines have different absorption
and bioavailability profiles, and conversion to an equivalent dose of a second TIRF
product could result in a fentanyl overdose.

C. Convert from the other TIRF medicine to the new TIRF medicine at half of the dose.

D. 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.

E. The dose that the prescriber believes is appropriate based on their clinical experience.
See answer on page 17

¢ Drug Interactions

o Fentanyl is metabolized mainly by the cytochrome P450 (CYP3A4)
isoenzyme system; therefore, potential drug interactions may occur when
TIRF medicines are administered concurrently with agents that affect
CYP3A4 activity.

e Concomitant use of TIRF medicines with CYP3A4 inhibitors (e.g.,
certain protease inhibitors, ketoconazole, fluconazole, diltiazem,
erythromycin, verapamil) may increase plasma concentrations of
fentanyl and prolong opioid adverse reactions, which may cause
potentially fatal respiratory depression.

e Patients receiving TIRF medicines who begin therapy with
or increase the dose of CYP3A4 inhibitors must be carefully
monitored for signs of opioid toxicity over an extended
period. Dosage increases should be done conservatively.

e Concomitant use of TIRF medicines with CYP3A4 inducers (e.g.,
rifampin, carbamazepine, phenytoin), can decrease the plasma
concentration of fentanyl, resulting in decreased efficacy or onset
of a withdrawal syndrome in patients who have developed
physical dependence to fentanyl.
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Note:

e If concomitant use with a CYP3A4 inducer is necessary,
consider increasing the dose of the TIRF medicine until
stable drug effects are achieved. Monitor for signs of opioid
withdrawal. If a CYP3A4 inducer is discontinued, consider
reducing the dose of the TIRF medicine and monitor for
signs of respiratory depression.

This list does not include a complete list of drug interactions with TIRF

medications. Check each drug's Pl for a complete list.

Maintenance/Dose Adjustments for all TIRF Medicines

Once a dose that provides adequate analgesia and minimizes adverse reactions
is found, that dose should be prescribed for each subsequent episode of
breakthrough cancer pain (BTCP).

Patients must wait at least 2 or 4 hours before treating another episode of
breakthrough pain with their TIRF medicine. Please refer to the specific TIRF
medicine’s Prescribing Information to determine the appropriate dosing interval.

Limit the use of TIRF medicines to no more than 4 doses per day.

If the prescribed dose no longer adequately manages the BTCP for several
consecutive episodes, increase the dose as described in the titration section of
the Prescribing Information.

Consider re-evaluating the dose of the around-the-clock opioid medicine used
for persistent cancer pain in patients experiencing more than 4 BTCP episodes
per day.

REPORTING ADVERSE EVENTS

Serious adverse events and adverse events of special interest, including misuse, abuse, addiction,
overdose, death or accidental exposure associated with a TIRF medicine, can be reported online at
www.TIRFREMSaccess.com by use of the:

Patient Status and Opioid Tolerance Form, or
Events of Special Interest Reporting Form

Adverse events may also be reported by contacting the TIRF REMS at 1-866-822-1483.

Reference ID: 4721749
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Products* Covered Under this Program:

Product
Initial dose
Actig® (fentanyl Always 200 mcg.
citrate) oral
transmucosal
lozenge
FENTORA® Always 100 mcg
(fentanyl buccal (unless the patient
tablet) is being converted
from 2600 mcg
ACTIQ - please see
Prescribing
Information)

Reference ID: 4721749

Dosage and Administration

Maximum Dose Per
Episode

If the breakthrough pain
episode is not relieved
after 30 minutes,
patients may take one
(1) additional dose
using the same
strength.

Patients should not
take more than two (2)
doses of ACTIQ per
breakthrough pain
episode.

If the breakthrough pain
episode is not relieved
after 30 minutes,
patients may take one
(1) additional dose
using the same
strength.

Patients should not
take more than two (2)
doses of FENTORA per
breakthrough pain
episode.

Patients must wait at
least four (4) hours
before treating another
breakthrough pain
episode with
FENTORA.
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Frequency

Patients must wait
at least

Four (4) hours
before treating
another
breakthrough pain
episode with
ACTIQ.

For patients being
converted from
ACTIQ, prescribers
must use the Initial
Dosing
Recommendations
for Patients on
ACTIQ found in
Table 1 of the
Prescribing
Information. The
doses of
FENTORA in the
table are starting
doses and not
intended to
represent equip-
analgesic doses to
ACTIQ.

Titration

Closely follow patients
and change the dosage
level until adequate
analgesia with tolerable
side effects is achieved
with angle unit.

Closely follow patients
and change the dosage
level until adequate
analgesia is achieved
with a single tablet.

During titration, patients
can be instructed to use
multiple tablets (one on
each side of the mouth
in the upper/lower
buccal cavity) until a
maintenance dose is
achieved.



Product
Initial dose
Lazanda® Always 100 mcg
(fentanyl) nasal
spray
Subsys® Always 100 mcg
(fentanyl (unless the patient
sublingual is being converted
spray) from >600 mcg
ACTIQ — please see
Prescribing
Information.

Note: This table is also available to print for use as a quick reference guide.

Dosage and Administration

Maximum Dose Per
Episode

Only use LAZANDA
once (1 time) per
cancer breakthrough
pain episode; i.e., do
not re-dose LAZANDA
within an episode.

Patients must wait at
least two (2) hours
before treating another
episode of
breakthrough pain with
LAZANDA.

If the breakthrough pain
episode is not relieved
after 30 minutes,
patients may take one
(1) additional dose
using the same
strength.

Patients should not
take more than 2 doses
of SUBSYS per
episode of
breakthrough pain.

Frequency

Limit LAZANDA

use to four (4) or
fewer doses per

day.

Patients must wait
at least four (4)
hours before
treating another
episode of
breakthrough pain
with SUBSYS.

www.TIRFREMSaccess.com for further information and resources.

* This includes approved generic equivalents of these products.

For more information about TIRF medicines, see the Prescribing Information, including the BOXED

WARNING, for each product.

Titration

If adequate analgesia
was not obtained with
the first 100 mcg dose,
continue dose escalation
in a stepwise manner
over consecutive
breakthrough pain
episodes until adequate
analgesia with tolerable
side effects is achieved.

Patients should confirm
the dose of LAZANDA
that works for them with
a second episode of
breakthrough pain.

Closely follow patients
and change the dosage
level until adequate
analgesia is achieved
using a single dose per
episode of breakthrough
cancer pain.

Please visit

Resources for More Information

REMS at 1-866-822-1483.

If you have any questions and/or need additional information or copies of any TIRF REMS
documents, please visit the program website at www.TIRFREMSaccess.com or call the TIRF

Reference ID: 4721749
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ANSWER KEY
Scenarios: Answers and Rationales

Scenario 1: Patient Counseling on use of ATC Opioids
Iltem A, B, and D Response. This statement is correct.

Item C Response: This statement is incorrect. Patients should be instructed that, if they stop taking
their around-the-clock opioid medicine, they must discontinue taking their TIRF medicine.

Iltem E Response: This statement is incorrect. Individual TIRF medicines have different and product-
specific number of times they may be repeated per BTCP occurrence. Patients should be counseled
that: they must never use more doses of their TIRF medicine than directed per instance of BTCP
occurrence due to the toxicity of fentanyl; and, when their breakthrough pain is not controlled by their
TIRF medicine, they should call their prescriber for evaluation.

Scenario 2: Patient Selection/Opioid Tolerance:
Iltem A, D, and E Response: This patient is appropriate for treatment with a TIRF medicine.

Item B Response: This patient is not appropriate for treatment with a TIRF medicine. TIRF medicines
are indicated for use in treatment of BTCP in patients who are 18 years of age or older (or 16 years of
age and older in the case of ACTIQ use.)

Iltem C Response: This patient is not appropriate for treatment with a TIRF medicine. This patient does
not meet the definition of “opioid-tolerant” which in the case of oral morphine use as her opioid
background regimen would require daily use for at least one previous week of 60 mg or more of
morphine.

Scenario 3: Accidental Ingestion or Exposure
Item D: Correct, TIRF medicines can be fatal if taken by children, by anyone for whom it is not
prescribed, or by anyone who is opioid non-tolerant.

Items A, B, C: This answer is correct however Answer D most accurate. TIRF medicines can be fatal if
taken by children, by anyone for whom it is not prescribed, or by anyone who is opioid non-tolerant.

Scenario 4: Dosage and Administration General

Iltem B and D Response: Correct. Conversions must not occur on a microgram-for-microgram basis
due to the difference in the absorption and bioavailability profiles of the different TIRF products.

Item A or C or E Response: Incorrect. The prescriber must not convert from the first TIRF medicine
dose to another TIRF medicine at the equivalent dose, a simple %2 reduction of the microgram dosage
or estimates based on prior clinical experience. Because TIRF medicines have different absorption
and bioavailability profiles, conversion to an alternate TIRF product must be done at the newly
prescribed TIRF medicine’s lowest available dose. Conversions must be based on individual product
provided product-specific guidance obtained from the Prescribing Information.
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Prescriber Knowledge Assessment Bad TIRF REMS

To submit this form via fax, please fill in the prescriber information below, answer all questions below, and fax all pages to
1-866-822-1487. You will receive enrollment confirmation via email or fax.

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

1 Prescriber Information (pLease TYPE OR PRINT)

First Name Middle Initial Last Name

Individual NPI #

Address City State Zip
Phone Ext. Fax Email Address

() ( )

2 Knowledge Assessment

Question 1

The patients described are all experiencing breakthrough cancer 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 cancer pain. ATIRF 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.
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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.

A. A history of alcohol abuse with the patient or close family members.

B. The patient has a household member with a street drug abuse problem.
C. The patient has a history of prescription drug misuse.

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

B. The prescriber must not convert from the first TIRF medicine dose to another TIRF medicine at the equivalent
dose. The different TIRF medicines have different absorption and bioavailability profiles, and conversion to an
equivalent dose of a second TIRF product could result in a fentanyl overdose.

C. Convert from the other TIRF medicine to the new TIRF medicine at half of the dose.

D. 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. An appropriate dose based on the dose of the opioid medicine used for underlying persistent cancer pain.

B. The dose that the prescriber believes is appropriate based on their clinical experience.

C. The lowest available dose, unless individual product Prescribing Information provides product-specific guidance.
D. 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 cancer pain has not been sufficiently relieved. What should they advise the patient to do?

Select one option.

A. Take another (identical) dose of the TIRF medicine immediately.

B. Take a dose of an alternative rescue medicine.

C. Provide guidance based on the product-specific Prescribing Information because the instructions are not the same for
all TIRF medicines.

D. Double the dose and take immediately.
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Question 7

A patient is taking a TIRF medicine and the doctor would like to prescribe erythromycin, a CYP3A4 inhibitor. Which
of the following statements is TRUE?

Select one option.

A. The patient can’t be prescribed erythromycin, because using it at the same time as a TIRF medicine could be fatal.

B. Use of a TIRF medicine with a CYP3A4 inhibitor may require dosage adjustment of the TIRF medicine; carefully monitor
the patient for opioid toxicity, otherwise such use may cause serious life threatening, and/or 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 and Patient
Counseling Guide with the patient. Which of the following counseling statements is FALSE?

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 to treat acute or postoperative pain, including
headache/migraine, dental pain or acute pain in the emergency department.

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 arisk of fatal overdose with inappropriate use of TIRF medicines. Which one of the following answers is
most accurate?

Select one option.

A. TIRF medicines can be fatal if taken by children.

B. TIRF medicines can be fatal if taken by anyone for whom it is not prescribed.
C. TIRF medicines can be fatal if taken by anyone who is not opioid-tolerant.

D. All of the above.

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 in a safe and secure place, out of sight and out of reach of all others, especially
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.
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Question 11:

Which of the following statements is FALSE?
Select one option.

The TIRF REMS mitigates the risk of overdose by:

A. Educating prescribers, pharmacist and patients that respiratory depression is more common in patients who are not
opioid tolerant.

Requiring that patients remain opioid-tolerant throughout their treatment with TIRF medicines.

Requiring inpatient pharmacies to verify opioid tolerance in inpatients who require TIRF medicine while hospitalized.
Requiring documentation of opioid tolerance with only the initial prescription of a TIRF medicine

ocow

Prescriber Signature Date:

Required

for all
prescribers x / /
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Prescriber Knowledge Assessment Key

Question # Answer
1 A
2 B
3 D
4 B
5 C
6 C
7 B
8 C
9 D
10 D
11 D
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Patient Counseling Guide

Bud TIRF REMS

What You need to Know about Your TIRF Medicine

Read and keep this guide and the Medication Guide that was given to you by your pharmacy with your medicine.

Go over this information with your healthcare provider and ask about anything you do not understand.

What are TIRF Medicines?

A transmucosal immediate-release fentanyl
(TIRF) medicine is a prescription medicine that
contains fentanyl, a very strong opioid pain
reliever.

TIRF medicines are used to manage breakthrough
cancer pain in patients who are already routinely
taking another opioid pain medicine around-the-
clock, for at least one week or longer.

TIRF medicines are started only after you have
been taking other opioid pain medicines and your
body has become use to them (meaning you are
opioid tolerant).

You must stop taking your TIRF medicine if you
stop taking your around-the-clock opioid pain
medicine.

What are the serious risks
of using TIRF Medicines?

Too much TIRF medicine in your body can cause
your breathing to stop—which could lead to
death.

Accidental use of a TIRF medicine by a child, or
anyone else can cause death.

Avoid accidental exposure by storing your TIRF
medicine in a place where it cannot be reached by
children, and where it cannot be stolen by other
family members or visitors to your home. Use a
lockbox or locking medication bag to keep your
TIRF medicine safe and secure.

TIRF medicines, like other opioids, have serious
risks of misuse, abuse and addiction that can lead
to death.

These serious risks can occur even when you use
your TIRF medicine as recommended.
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The risk of life-threatening breathing
problems is greatest:

if you are not opioid-tolerant

when you start your TIRF medicine,
when the dose is increased or
when changing TIRF medicines

The risk is also greater for people taking
other medicines that make them feel sleepy
or people with sleep apnea.

How can | take a
TIRF Medicine Safely?

Take your TIRF medicine exactly as your
healthcare provider has directed.

Call your healthcare provider if the TIRF
medicine is not controlling your breakthrough
cancer pain. Do not increase the dose on your
own or take the TIRF medicine more frequently
than was directed.

Unless prescribed by your healthcare provider, do
not take any of the following with a TIRF medicine.
The combination can cause severe drowsiness,
confusion, breathing problems, coma and death.

e Alcohol, including any prescription or over-the-
counter medicines containing alcohol

* Benzodiazepines, tranquilizers, and anti-
anxiety medicines (like Valium or Xanax)

e Muscle relaxants (like Soma or Flexeril)

e Sleep medicines (like Ambien or Lunesta)
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Patient Counseling Guide

Do not switch from your TIRF medicine to
another medicine containing fentanyl without
talking to your healthcare provider first.

It is against the law to share your TIRF medicine
or give it to anyone else even if they have the
same symptoms.

If you become aware that a child or anyone else
takes your TIRF medicine, get emergency medical
help immediately. These are medical emergencies
that can cause death. A dose that is okay for you
could cause an overdose and death in someone
else.

How can | dispose of my
TIRF Medicine safely?

When you no longer need your TIRF medicine,
dispose of it properly and as quickly as possible.

NEVER dispose of an unused TIRF medicine in an
open trash bin where children, family or pets may
accidentally come into contact with the TIRF
medicine. Accidental exposure to a TIRF medicine
by anyone who is not opioid tolerant is a medical
emergency.

A The Medication Guide received

from your pharmacy with your TIRF
medicine, tells the proper way to
dispose of the unused portion of your
TIRF medicine. Follow the disposal
instructions provided in the Medication
Guide exactly.
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What is Naloxone and
When should | use it?

Naloxone is a medicine that helps reverse an
opioid overdose. It is sprayed inside your nose or
injected into your body. Some naloxone products
are designed for people to use in their home.

If either of the following occurs, immediately use
naloxone:

o You or someone else has taken an opioid
medicine, including a TIRF medicine, and is
havingtrouble breathing, is short of breath, or
is unusually sleepy

A child has accidentally taken an opioid medicine,
including a TIRF medicine, or you think they might
have.

Giving naloxone to a person, even a child, who has
not taken an opioid medicine will not hurt them.

Naloxone is never a substitute for emergency
medical care. Always call 211 and go to the
emergency room if the patient or someone else
has used or been given naloxone. This is because
they may have had an opioid overdose.

Ask your healthcare provider how you can get
naloxone. Naloxone is available in pharmacies,
and in some states, you may not need a
prescription.

Keep naloxone in a place where you, your family,
or friends can quickly get to it in an emergency.



Patient Counseling Guide Badl TIRF REMS

What should | know about What if | have
the specific TIRF Medicine more questions?
| am taking?

e Talk to your healthcare provider or pharmacist
and ask them any questions you may have.

e Read the Medication Guide that comes with your
TIRF medicine prescription for specific
information about your medicine.

e Visit www.fda.gov/opioids for more information
about opioid medicines.

e You or your healthcare provider can write notes
below about things you should know about your
TIRF medicine. (This might include dosing
instructions, other medicines that you should
avoid when taking your specific TIRF medicine, or
anything else that you or your healthcare
provider want to write down.)

NOTES:

For information about the TIRF REMS call 1-866-822-1453 or visit www.TIRFREMSAccess.com
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Bad TIRF REMS

The purpose of this educational material is to inform pharmacies about the Risk
Evaluation and Mitigation Strategy (REMS) for transmucosal immediate-release
fentanyl (TIRF) medicines. This education provides important safety issues and
messages about the TIRF REMS required to dispense and counsel patients about the
safe use of these products.

What is the TIRF REMS (Risk Evaluation and Mitigation Strategy)?

The TIRF REMS is a safety program to manage the risk of life-threatening and/or fatal
respiratory depression and increased risk of overdose, especially in children, due to
accidental ingestion or exposure.

The TIRF REMS is required by the U. S. Food and Drug Administration (FDA) to help
ensure that the benefits of treatment with transmucosal immediate-release fentanyl-
containing products outweigh the known risks of these products.

Products Covered Under This Program:

- Actiq® (fentanyl citrate) oral transmucosal lozenge
« Fentora® (fentanyl buccal tablet)

- Lazanda® (fentanyl) nasal spray

« Onsolis® (fentanyl buccal soluble film)

« Subsys® (fentanyl sublingual spray)

« Approved generic equivalents of these products

How Does the TIRF REMS Work for Pharmacies?

The TIRF REMS requires prescribers, pharmacies, patients, and wholesaler-
distributors to enroll in the program in order to utilize TIRF medications.

¢ The outpatient pharmacy must establish policies and procedures to assess the
patient’s medication use for a change in opioid tolerance. This could include
reviewing data from various sources (e.g. - available state Prescription Drug
Monitoring Programs (PDMPs), the patient’'s records in the pharmacy’s
management system, and information provided by the TIRF REMS.) The
pharmacist will document and submit results to the REMS for any discrepancies.

¢ The outpatient pharmacy is required to obtain authorization to dispense each
prescription online or by contacting the TIRF REMS Call Center at 1-866-822-
1453 to verify that the prescriber and the patient are enrolled, and the patient
is opioid tolerant.

¢ Enrolled wholesaler-distributors will verify the current enroliment status of the
pharmacy prior to shipment of TIRF medicines.

¢ Inpatient hospital pharmacies are required to develop policies and procedures
to verify the patient's opioid tolerance prior to dispensing. This could include
reviewing data from various sources (e.g. - available state Prescription Drug
Monitoring Programs (PDMPs), the patient’'s records in the pharmacy’s
management system, and information provided by the TIRF REMS.)
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What Actions Must Be Taken in an Qutpatient Pharmacy to Comply with the

TIRF REMS?
e Pharmacies must be enrolled in the program to be able to dispense TIRF
medicines

Steps for Pharmacy Enroliment in the TIRF REMS

1. Designate an authorized representative to carry out the enroliment
process and oversee the implementation and compliance with the TIRF
REMS on behalf of the pharmacy.

2. Complete the Training Program:

e review the Pharmacy Education
3. Successfully complete the Pharmacy Knowledge Assessment; and
Complete and submit a signed Outpatient Pharmacy Enroliment Form

5. Train all relevant staff involved in dispensing of TIRF medicines on the
risks associated with TIRF medicines and the requirements of the REMS.

>

The enrollment process may be completed online at www.TIRFREMSaccess.com

Or
f Materials and forms can be downloaded from the website on the Pharmacy tab,
then completed, and faxed to the program at 1-866-822-1487.

Requirements for Dispensing TIRFs

e Pharmacies must establish policies and procedures to assess the patient’s
opioid tolerance prior to dispensing. This could include reviewing data from
available various sources (e.g. state Prescription Drug Monitoring Programs
(PDMPs), the patient’s records in the pharmacy’s management system, and
information provided by the TIRF REMS.)

o Data found during this review must be compared against the opioid
tolerance verification data provided by the prescriber. This can be done
online while obtaining a REMS Dispense Authorization or by calling the
TIRF REMS Call Center at 1-866-822-1453.

o Contact the prescriber if there is a discrepancy in data or if the data
indicates that the patient is not opioid tolerant.

e For each outpatient prescription, obtain a REMS Dispense Authorization
number from the TIRF REMS prior to dispensing each TIRF medicine
prescription. This verifies that the patient, prescriber, and pharmacy are
enrolled, and the prescriber has confirmed that the patient is opioid tolerant.

o A REMS Dispense Authorization can be obtained online or by calling the
TIRF REMS Call Center at 1-866-822-1453.
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To obtain a REMS Dispense Authorization online at
www.TIRFREMSaccess.com:

f 1. Log in to the TIRF REMS website
2. Select the Obtain a Patient RDA option
3. Enter the patient’s name and date of birth; the patient’s phone or email
address, the prescriber's name and NPI number; and the NDC code

and the number of days’ supply being dispensed
4. Select the Obtain RDA button

If any requirements are not satisfied when obtaining an RDA, the system will
generate a rejection and the prescription must not be dispensed.

¢ Provide a Medication Guide with every refill of a TIRF medicine and discuss the
risks and side effects associated with fentanyl-containing products, including
what to do if patients experience side effects.

Other TIRF REMS Requirements

e Pharmacies must obtain TIRF medicine product stock only from an enrolled
wholesaler-distributor.

e |[f the pharmacy’s authorized representative changes, the new authorized
representative must enroll in the TIRF REMS by reviewing the Pharmacy
Education, successfully completing the Pharmacy Knowledge Assessment
and the Outpatient Pharmacy Enrollment Form and submitting both to the
TIRF REMS.

e Outpatient pharmacies must comply with audits carried out by the
manufacturers or a third party acting on behalf of the manufacturers to ensure
that all processes and procedures are in place and are being followed.
Outpatient pharmacies must maintain records of staff training and records of
opioid tolerance verification data for each dispensing including moiety,
formulation, strength, route, dose, and frequency of around-the-clock opioids for
the patient. These records must be available for audits.

What Actions Must be Taken in an Inpatient Pharmacy to Comply with the

TIRF REMS?
e Pharmacies must be enrolled in the program to be able to dispense TIRF
medicines

Steps for Pharmacy Enrollment in the TIRF REMS

1. Designate an authorized representative to carry out the enroliment
process and oversee the implementation and compliance with the TIRF
REMS on behalf of the pharmacy.

2. Complete the Training Program:
e review the Pharmacy Education
Successfully complete the Knowledge Assessment; and
4. Complete and submit a signed Inpatient Pharmacy Enroliment Form

w
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5. Train all relevant staff involved in dispensing of TIRF medicines on the
risks associated with TIRF medicines and the requirements of the REMS
using the Pharmacy Education.

The enrollment process may be completed online at www.TIRFREMSaccess.com

‘—or

Materials and forms can be downloaded from the website on the Resources tab,
then completed, and faxed to the program at 1-866-822-1487.

e Pharmacies must obtain TIRF medicine product stock only from an enrolled
distributor.

¢ Inpatient pharmacies are required to develop policies and procedures to verify
the patient's opioid tolerance in patients who require TIRF medicines while
hospitalized prior to dispensing. This could include reviewing data from various
sources (e.g. - available state Prescription Drug Monitoring Programs (PDMPs)
the patient's records in the pharmacy's management system, and information
provided by the TIRF REMS.) Inpatient pharmacies do not need to obtain a
REMS Dispense Authorization to dispense a TIRF medicine within the inpatient
setting.

o |If the pharmacy’s authorized representative changes, the new authorized
representative must enroll in the TIRF REMS by reviewing the Pharmacy
Education, successfully completing the Pharmacy Knowledge Assessment
and the Inpatient Pharmacy Enroliment Form and submitting both to the TIRF
REMS.

¢ [npatient pharmacies must comply with audits carried out by the manufacturers
or a third party acting on behalf of the manufacturers to ensure that all processes
and procedures are in place and are being followed. Inpatient pharmacies must
maintain records of staff training. These records must be available for audits.

KEY SAFETY INFORMATION

Risk of Life-threatening Respiratory Depression
L ———

Serious, life threatening, or fatal respiratory depression has been reported with the use
of opioids even when used as recommended. Respiratory depression, if not
immediately recognized and treated, may lead to respiratory arrest and death.

Indication:

TIRF medicines are indicated only for the management of breakthrough cancer pain
(BTCP) in cancer patients 18 years of age or older who are already receiving and
who are tolerant to, around-the-clock opioid therapy for underlying persistent
cancer pain.

e The only exception is for ACTIQ, and its generic equivalents, which are
approved for cancer patients 16 years of age or older.
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Patients Must be Opioid Tolerant to be Prescribed a TIRF Medicine

Definition of Opioid Tolerance:

Patients are considered opioid tolerant if they are currently taking (exclusive of a TIRF
medicine) one or more of the following opioid regimens daily and have been on the
regimen(s) for one week or longer:

o 260 mg oral morphine/day o 2 25 mg oral oxymorphone/day
o 2 25 mcg transdermal fentanyl/hour o 2 60 mg oral hydrocodone/day
o = 30 mg oral oxycodone/day o an equianalgesic dose of another opioid

o = 8 mg oral hydromorphone/day

e Patients must remain opioid tolerant to continue using a TIRF medicine.

¢ TIRF medicines are intended for use only by opioid-tolerant patients with cancer.
They should only be prescribed by healthcare professionals who are
knowledgeable of and skilled in the use of Schedule |l opioids for the treatment
of breakthrough cancer pain.

Check Your Knowledge - Scenario 1

The patients described are experiencing breakthrough pain. A TIRF medicine is NOT
appropriate for some of them. Which patients should NOT receive a TIRF medicine?

Select any that apply:
A. Adult male with multiple myeloma who has bone pain currently managed with 50 mg oral
oxymorphone daily for the last 2 weeks.

B. 12-year-old sarcoma patient whose underlying persistent cancer pain managed with 25
mcg/hour transdermal fentanyl patches for the past 2 months.

C. 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.

D. 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.

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

See answer on page 18

Page 50 8f 232

Reference ID: 4721749



Bad TIRF REMS

Contraindications

TIRF medicines are contraindicated in:

e Patients who are not opioid tolerant. Life-threatening respiratory depression
could occur at any dose in patients who are not opioid tolerant, and deaths
have occurred.

¢ The management of acute or postoperative pain, including:
o headache/migraine;
o dental pain; or
o acute pain in the emergency department

e Patients with acute or severe bronchial asthma in an unmonitored setting or in
the absence of resuscitative equipment

e Patients with known or suspected gastrointestinal obstruction, including
paralytic ileus

o Patients with known hypersensitivity to fentanyl or components of the TIRF
medicine

Please see the Prescribing Information for each individual TIRF medicine for a
complete list of contraindications.

Accidental Ingestion or Exposure
D |

o TIRF medicines contain fentanyl, which can put patients at risk for
overdose and death, especially in the following circumstances:
o Patients who are not opioid tolerant
o Children who are accidentally exposed

o Concomitant use with CYP3A4 inhibitors (or discontinuation of CYP3A4
inducers)

o Concomitant use with benzodiazepines or other CNS depressants,
including alcohol

¢ TIRF medicines have a rapid onset of action.

¢ Instruct patients to store their TIRF medicines in a safe and secure place,
out of the sight and out of reach of all others, especially children.

¢ Accidental or deliberate ingestion of a TIRF medicine by a child may cause
severe, possibly even fatal, respiratory depression. Advise patients to
seek immediate medical attention if a child is exposed to a TIRF medicine.
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e Prescribers must specifically question patients or their 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 accidental exposure.

o Talk with your patients about safe and appropriate storage and disposal of TIRF
medicines.

Check Your Knowledge - Scenario 2

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.

A. TIRF medicines can be fatal if taken by children.

B. TIRF medicines can be fatal if taken by anyone for whom it is not prescribed.

C. TIRF medicines can be fatal if taken by anyone who is not opioid tolerant.

D. All of the above.

See answer on page 18
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Dosage and Administration

Reference ID: 4721749

The risk of life-threatening or fatal respiratory depression is greatest during the
initiation of therapy or following a dosage increase.

A TIRF medicine MUST be initiated at the lowest dose available for that
specific product, even if the patient is currently taking a TIRF medicine or
has taken another TIRF medicine in the past. Titration, if needed, starts at
the lowest dose available for that specific product. Carefully review the initial
dosing instructions in each product’s specific Prescribing Information.

Appropriate Conversion Rules:

o TIRF medicines are not interchangeable, regardless of route of
administration. Significant differences exist in the pharmacokinetic
profiles of fentanyl products that result in clinically important differences
in the extent of absorption of fentanyl that could result in a fatal overdose.

o TIRF medicines are not equivalent on a microgram-per-microgram
basis to any other fentanyl product, including another TIRF medicine. The
only exception is for substitution of a generic equivalent for a branded
TIRF medicine.

o Because of these differences, conversion of a TIRF medicine to
another TIRF medicine on a microgram-per-microgram basis may
result in fatal overdose.

o Therefore, converting from one TIRF medicine to a different TIRF
medicine must not be done on a microgram-per-microgram basis.
The new TIRF medicine must be titrated according to the labeled dosing
instructions for each new TIRF medicine the patient begins.

o The only exception is for substitutions between a branded TIRF medicine
and its generic equivalents.
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Check Your Knowledge - Scenario 3

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

B. The prescriber must not convert from the first TIRF medicine dose to another TIRF
medicine at the equivalent dose. The different TIRF medicines have different absorption
and bioavailability profiles, and conversion to an equivalent dose of a second TIRF
product could result in a fentanyl overdose.

C. Convert from the other TIRF medicine to the new TIRF medicine at half of the dose.

D. 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.

E. The dose that the prescriber believes is appropriate based on their clinical experience.
See answer on page 18

Drug Interactions

o Fentanyl is metabolized mainly by the cytochrome P450 (CYP3A4)
isoenzyme system; therefore, potential drug interactions may occur when
TIRF medicines are administered concurrently with agents that affect
CYP3A4 activity.

= Concomitant use of TIRF medicines with CYP3A4 inhibitors (e.g.,
certain protease inhibitors, ketoconazole, fluconazole, diltiazem,
erythromycin, verapamil) may increase plasma concentrations of
fentanyl and prolong opioid adverse reactions, which may cause
potentially fatal respiratory depression.

e Patients receiving TIRF medicines who begin therapy with
or increase the dose of CYP3A4 inhibitors must be carefully
monitored for signs of opioid toxicity over an extended
period. Dosage increases should be done conservatively.

= Concomitant use of TIRF medicines with CYP3A4 inducers (e.g.,
rifampin, carbamazepine, phenytoin) can decrease the plasma
concentration of fentanyl, resulting in decreased efficacy or onset
of a withdrawal syndrome in patients who have developed
physical dependence to fentanyl.

e [f concomitant use with a CYP3A4 inducer is necessary,
consider increasing the dose of the TIRF medicine until
stable drug effects are achieved. Monitor for signs of opioid
withdrawal. If a CYP3A4 inducer is discontinued, consider
reducing the dose of the TIRF medicine and monitor for
signs of respiratory depression.
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Note: This list does not include a complete list of drug
interactions with TIRF medications. Check each drug's
Prescribing Information for a complete list.

Maintenance/Dose Adjustments for all TIRF Medicines

¢ Once a dose that provides adequate analgesia and minimizes adverse reactions
is found, that dose should be prescribed for each subsequent episode of
breakthrough cancer pain (BTCP).

e Patients must wait at least 2 or 4 hours before treating another episode of
breakthrough pain with their TIRF medicine. Please refer to the specific TIRF
medicine’s Prescribing Information to determine the appropriate dosing interval.

¢ Limit the use of TIRF medicines to no more than 4 doses per day.

o If the prescribed dose no longer adequately manages the BTCP for several
consecutive episodes, increase the dose as described in the titration section of
the Prescribing Information.

¢ Consider increasing the dose of the around-the-clock opioid medicine used for
persistent cancer pain in patients experiencing more than 4 BTCP episodes per
day.

Naloxone

o Prescribers should consider prescribing naloxone for the emergency treatment
of opioid overdose.

¢ If concomitant use with benzodiazepines, other CNS depressants, or muscle
relaxants is warranted, prescribers should consider prescribing naloxone for the
emergency treatment of opioid overdose.

e Educate patients and caregivers on how to recognize respiratory depression
and emphasize the importance of calling 911 or getting emergency medical help
right away in the event of a known or suspected overdose. (See patient
counseling section below).

e Discuss the availability of naloxone for the emergency treatment of opioid
overdose with the patient and caregiver both when initiating and renewing
treatment with TIRF products.

¢ [nform patients about the various ways to obtain naloxone.

Counsel Patients Concerning Risks of TIRF Medicines

o Tell patients exactly how to take the TIRF medicine. Instruct them to take the
TIRF medicine strictly as prescribed, with special regard to dosage, dose
titration, administration and proper disposal of partially used or unneeded TIRF
medicine.

¢ Remind patients they must be opioid tolerant to be able to take a TIRF medicine
for their breakthrough cancer pain. Opioid tolerant means that the patient is
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already using around-the-clock daily opioid pain medicine for constant pain for
1 week or longer.

o If the patient stops taking around-the-clock opioid pain medicine for their
constant pain, the patient must stop taking their TIRF medicine because they
may no longer be opioid tolerant.

o Note: Patients have had difficulty understanding this concept.
Emphasize this requirement to your patients and explain that the risk of
life-threatening and/or fatal breathing problems with their TIRF medicine
increases if they are not taking around-the-clock opioid pain medicines.

e TIRF medicines can cause serious side effects, including life-threatening
breathing problems that can lead to death. The patient must take the TIRF
medicine exactly as prescribed.

¢ |Instruct patients to store their TIRF medicines in a safe and secure place, out of
the sight and reach of all others, especially children. Accidental or deliberate
ingestion of a TIRF medicine by a child may cause severe, possibly even fatal,
respiratory depression. Advise patients to seek immediate medical attention if a
child is exposed to a TIRF medicine.

e Talk with patients about Naloxone.

o Naloxone is a medicine that helps reverse opioid overdose. It is sprayed
inside the nose or injected into the body. Some naloxone products are
designed for people to use in their home.

o The patient should immediately use naloxone if they have it and call 911
and wait for emergency medical services if:

= The patient or someone else has taken an opioid medicine,
including a TIRF medicine, and is having trouble breathing, is short
of breath, or is unusually sleepy.

= A child has accidentally taken an opioid medicine, including a TIRF
medicine, or if it is suspected that they might have.

o Giving naloxone to a person, even a child, who has not taken an opioid
medicine will not hurt them.

o Naloxone is never a substitute for emergency medical care. Always call
911 and go to the emergency room if the patient or someone else has
used or been given naloxone.

o Ask your healthcare provider how you can get naloxone. Naloxone is
available in pharmacies, and in some states, you may not need a
prescription.

o Keep naloxone in a place where the patient, the patient’s family or friends
can get to it in an emergency.

e Talk with patients about safe and appropriate disposal of TIRF medicines.

Page 56 of 232
13

Reference ID: 4721749



Reference ID: 4721749

Baf TIRF REMS

Inform patients that TIRF medicines have a rapid onset of action.

Pharmacists and prescribers must specifically question patients or their
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.

Refer patients to their prescribing healthcare provider if they have additional
qguestions about their regimen(s) or dosing.

Inform patients that TIRF medicines have significant risks for drug-drug
interactions:

o Fentanyl is metabolized mainly by the cytochrome P450 (CYP3A4)
isoenzyme system; therefore, potential drug interactions may occur when
TIRF medicines are administered concurrently with agents that affect
CYP3A4 activity. Concurrent use of TIRF medicines with CYP3A4
inhibitors such as certain protease inhibitors, ketoconazole, fluconazole,
diltiazem, erythromycin, verapamil may increase plasma concentrations
of fentanyl and prolong opioid adverse reactions, which could lead to
potentially fatal respiratory depression. Concomitant use of TIRF
medicines with CYP3A4 inducers (e.g., rifampin, carbamazepine,
phenytoin) can decrease the plasma concentration of fentanyl, resulting
in decreased efficacy or onset of a withdrawal syndrome in patients who
have developed physical dependence to fentanyl.

o Due to the additive pharmacologic effect, the concomitant use of
benzodiazepines or other CNS depressants, including alcohol, increases
the risk of respiratory depression, profound sedation, coma, and death.
Warn patients that it is extremely dangerous to self-administer non-
prescribed benzodiazepines or other CNS depressants including alcohol
while taking TIRF medicines. Caution patients who are prescribed
benzodiazepines or other CNS depressants to use them only as directed
by their prescriber.

o The concomitant use of opioids with other drugs that affect the
serotonergic neurotransmitter system can induce serotonin syndrome.

o Monoamine oxidase inhibitors (MAOIs) interactions with opioids may
manifest as serotonin syndrome.

o Mixed agonist/antagonist and partial agonist opioid analgesics may
reduce the analgesic effect of TIRF medicines and/or precipitate
withdrawal symptoms.

o Fentanyl may enhance the neuromuscular blocking action of skeletal

muscle relaxants and produce an increased degree of respiratory
depression.
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Check Your Knowledge - Scenario 4

Before initiating treatment with a TIRF medicine, prescribers must review the
Medication Guide with the patient. Which of the following counseling statements are
FALSE?

Select any statements which are false.
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 to treat acute or postoperative
pain, including headache/migraine, dental pain or acute pain in the emergency
department.

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.

E. Once a patient becomes familiar with the use of their TIRF medicine, if their BTCP is not
controlled they can repeat their dose every 20 minutes until their pain is relieved.

See answer on page 18

REPORTING ADVERSE EVENTS

Serious Adverse events, including adverse events of special interest, including the misuse, abuse,
addiction, overdose, death or accidental exposure of a TIRF medicine, should be reported online at
www.TIRFREMSaccess.com by use of the:

o Patient Status and Opioid Tolerance Form, or

¢ Adverse Events of Special Interest Reporting Form

Adverse events may also be reported by contacting the TIRF REMS at 1-866-822-1483.
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Products* Covered Under this Program:

Product

Actig® (fentanyl
citrate) oral
transmucosal
lozenge

FENTORA®
(fentanyl buccal
tablet)

Reference ID: 4721749

Initial dose

Always 200 mcg.

Always 100 mcg
(unless the patient
is being converted
from 2600 mcg
ACTIQ - please see
Prescribing
Information)

Dosage and Administration

Maximum Dose Per
Episode

If the breakthrough pain
episode is not relieved
after 30 minutes,
patients may take one
(1) additional dose
using the same
strength.

Patients should not
take more than two (2)
doses of ACTIQ per
breakthrough pain
episode.

If the breakthrough pain
episode is not relieved
after 30 minutes,
patients may take one
(1) additional dose
using the same
strength.

Patients should not
take more than two (2)
doses of FENTORA per
breakthrough pain
episode.

Patients must wait at
least four (4) hours
before treating another
breakthrough pain
episode with
FENTORA.
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Frequency

Patients must wait
at least

Four (4) hours
before treating
another
breakthrough pain
episode with
ACTIQ.

For patients being
converted from
ACTIQ, prescribers
must use the Initial
Dosing
Recommendations
for Patients on
ACTIQ found in
Table 1 of the
Prescribing
Information. The
doses of
FENTORA in the
table are starting
doses and not
intended to
represent equip-
analgesic doses to
ACTIQ.

Titration

Closely follow patients
and change the dosage
level until adequate
analgesia with tolerable
side effects is achieved
with angle unit.

Closely follow patients
and change the dosage
level until adequate
analgesia is achieved
with a single tablet.

During titration, patients
can be instructed to use
multiple tablets (one on
each side of the mouth
in the upper/lower
buccal cavity) until a
maintenance dose is
achieved.



Product
Initial dose
Lazanda® Always 100 mcg
(fentanyl) nasal
spray
Subsys® Always 100 mcg
(fentanyl (unless the patient
sublingual is being converted
spray) from >600 mcg
ACTIQ — please see
Prescribing
Information.

Note: This table is also available to print for use as a quick reference guide.

Dosage and Administration

Maximum Dose Per
Episode

Only use LAZANDA
once (1 time) per
cancer breakthrough
pain episode; i.e., do
not re-dose LAZANDA
within an episode.

Patients must wait at
least two (2) hours
before treating another
episode of
breakthrough pain with
LAZANDA.

If the breakthrough pain
episode is not relieved
after 30 minutes,
patients may take one
(1) additional dose
using the same
strength.

Patients should not
take more than 2 doses
of SUBSYS per
episode of
breakthrough pain.

Frequency

Limit LAZANDA

use to four (4) or
fewer doses per

day.

Patients must wait
at least four (4)
hours before
treating another
episode of
breakthrough pain
with SUBSYS.

www.TIRFREMSaccess.com for further information and resources.

* This includes approved generic equivalents of these products.

For more information about TIRF medicines, see the Prescribing Information, including the BOXED

WARNING, for each product.

Titration

If adequate analgesia
was not obtained with
the first 100 mcg dose,
continue dose escalation
in a stepwise manner
over consecutive
breakthrough pain
episodes until adequate
analgesia with tolerable
side effects is achieved.

Patients should confirm
the dose of LAZANDA
that works for them with
a second episode of
breakthrough pain.

Closely follow patients
and change the dosage
level until adequate
analgesia is achieved
using a single dose per
episode of breakthrough
cancer pain.

Please visit

Resources for More Information

REMS at 1-866-822-1483.

If you have any questions and/or need additional information or copies of any TIRF REMS
documents, please visit the program website at www.TIRFREMSaccess.com or call the TIRF

Reference ID: 4721749
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ANSWER KEY
Scenarios: Answers and Rationales

Scenario 1: Patient Counseling on use of ATC Opioids
Iltem A, B, and D Response. This statement is correct.

Item C Response: This statement is incorrect. Patients should be instructed that, if they stop taking
their around-the-clock opioid medicine, they must discontinue taking their TIRF medicine.

Iltem E Response: This statement is incorrect. Individual TIRF medicines have different and product-
specific number of times they may be repeated per BTCP occurrence. Patients should be counseled
that: they must never use more doses of their TIRF medicine than directed per instance of BTCP
occurrence due to the toxicity of fentanyl; and, when their breakthrough pain is not controlled by their
TIRF medicine, they should call their prescriber for evaluation.

Scenario 2: Patient Selection/Opioid Tolerance:
Iltem A, D, and E Response: This patient is appropriate for treatment with a TIRF medicine.

Item B Response: This patient is not appropriate for treatment with a TIRF medicine. TIRF medicines
are indicated for use in treatment of BTCP in patients who are 18 years of age or older (or 16 years of
age and older in the case of ACTIQ use.)

Iltem C Response: This patient is not appropriate for treatment with a TIRF medicine. This patient does
not meet the definition of “opioid-tolerant” which in the case of oral morphine use as her opioid
background regimen would require daily use for at least one previous week of 60 mg or more of
morphine.

Scenario 3: Accidental Ingestion or Exposure
Item D: Correct, TIRF medicines can be fatal if taken by children, by anyone for whom it is not
prescribed, or by anyone who is opioid non-tolerant.

Iltems A, B, C: This answer is correct however Answer D most accurate. TIRF medicines can be fatal if
taken by children, by anyone for whom it is not prescribed, or by anyone who is opioid non-tolerant.

Scenario 4: Dosage and Administration General

Iltem B and D Response: Correct. Conversions must not occur on a microgram-for-microgram basis
due to the difference in the absorption and bioavailability profiles of the different TIRF products.

Iltem A or C or E Response: Incorrect. The prescriber must not convert from the first TIRF medicine
dose to another TIRF medicine at the equivalent dose, a simple %2 reduction of the microgram dosage
or estimates based on prior clinical experience. Because TIRF medicines have different absorption
and bioavailability profiles, conversion to an alternate TIRF product must be done at the newly
prescribed TIRF medicine’s lowest available dose. Conversions must be based on individual product
provided product-specific guidance obtain from the Prescribing Information.
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Pharmacy Knowledge Assessment B TIRF REMS

To submit this form via fax, please fill in the authorized representative information, answer all questions, and fax all pages to
1-866-822-1487. You will receive enrollment confirmation via email or fax.

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

1 Authorized Representative Information (pLease Tvpe or PRINT)
First Name Last Name Credentials

1 RPh O PharmD I BCPS [C Other
Email Address Phone Fax Position/Title

ge Assessment

Question 1

The patients described are all experiencing breakthrough cancer 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 25 mcg/hour transdermal fentanyl patches 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 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.
E. Adult female with advanced sarcoma who has been taking a daily dose of 12 mg oral hydromorphone for the last 3
weeks.
Question 2

Pharmacists can assist in prevention of diversion or accidental exposure of TIRF medicines by people for whom
they are not prescribed. Which of the following statements is TRUE?

Select one option.

A. Pharmacists should counsel TIRF medicine users to keep their TIRF medicine out of reach of children and pets.

B. Pharmacists should counsel TIRF medicine users to refer to safe disposal guidelines in the TIRF product-specific
Medication Guide.

C. Pharmacists should counsel patients not to share their TIRF medicine with anyone else even if their symptoms are the
same as it could result in serious life threatening and/or fatal respiratory depression.

D. Remind patients to call their prescriber if they have questions about usage of their TIRF medicine.

E. Allof the above.
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Question 3

A patient’s prescriber has ordered a new TIRF medicine for the patient. What dose must they start with?

Select one option.

A. An appropriate dose based on the dose of the opioid medicine used for underlying persistent cancer pain.
B. The dose the prescriber believes is appropriate based on the previous clinical history of TIRF medicine use.
C. The lowest available dose, unless individual product Prescribing Information provides product-specific guidance.
D. The median available dose.
E. The dose the prescriber believes is appropriate based on their clinical experience.
Question 4

Select the following statement which is FALSE.

Select one option.

A. Before dispensing, the pharmacy must check the patient’'s medication use for a change in opioid tolerance. This could
include reviewing data from various sources (e.g. -available state Prescription Drug Monitoring Programs (PDMPs), the
patient’s records in the pharmacy’s management system, and information provided by the TIRF REMS.)

B. When a patient’s breakthrough cancer pain is not relieved by their TIRF medicine, he/she may repeat their dose of
TIRF medicine every 20 minutes until they achieve pain relief.

C. TIRF medicines are not interchangeable on a microgram-per-microgram basis.

D. The prescriber must not convert from the first TIRF medicine dose to another TIRF medicine at the equivalent dose.
The different TIRF medicines have different absorption and bioavailability profiles, and conversion to an equivalent
dose of a second TIRF product could result in a fentanyl overdose.

Question 5

Which of the following is not a pharmacy requirement in the TIRF REMS?

Select one option.

A. The authorized representative must train all relevant staff involved in dispensing of TIRF medicines on the risks
associated with TIRF medicines and the requirements of the TIRF REMS using the Pharmacy Education.

B. The authorized representative must re-enroll in the TIRF REMS by completing the Outpatient Pharmacy Enroliment
Form.

C. Before dispensing, the pharmacy must check the patient’'s medication use for a change in opioid tolerance. This could
include reviewing data from various sources (e.g. - available state Prescription Drug Monitoring Programs (PDMPs),
the patient’s records in the pharmacy’s management system, and information provided by the TIRF REMS.)

D. The pharmacy may dispense the first prescription to the patient before the patient is enrolled in the TIRF REMS as
long as the patient is enrolled before the next dispensing.

Question 6

A patient is taking a TIRF medicine and the doctor would like to prescribe erythromycin, a CYP3A4 inhibitor.
Which of the following statements is TRUE?

Select one option.

A. The patient cannot be prescribed erythromycin, because using it at the same time as a TIRF medicine could be fatal.
B. Use of a TIRF medicine with a CYP3A4 inhibitor may require dosage adjustment of the TIRF medicine; 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.
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Question 7

Before dispensing a TIRF medicine, pharmacists must provide a patient with the Medication Guide. Which of the
following counseling statements is FALSE?

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 to treat acute or postoperative pain, including
headache/migraine, dental pain or acute pain in the emergency department.

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 8

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.

A. TIRF medicines can be fatal if taken by children.

B. TIRF medicines can be fatal if taken by anyone for whom it is not prescribed.
C. TIRF medicines can be fatal if taken by anyone who is not opioid-tolerant.

D. Allof the above.

Question 9
Which of the following statements is FALSE?
Select one option.

A. A REMS Dispense Authorization is required before dispensing TIRF medicines at all outpatient pharmacies.

B. A REMS Dispense Authorization is not required when the patient is paying by cash rather than submitting a traditional
pharmacy benefit claim.

C. A REMS Dispense Authorization is not required prior to dispensing TIRF medicines to hospital inpatients.

D. A REMS Dispense Authorization at an outpatient pharmacy confirms that the required opioid tolerance verification is
on file with the TIRF REMS prior to dispensing.

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 stored in a safe and secure place, out of sight and out of reach of all others, especially
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.
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Question 11:
As an authorized representative for my pharmacy, which of the following is not my responsibility?
Select one option.

A. Make sure that my staff and | confirm pharmacy, patient and prescriber enroliment in the TIRF REMS and patient
opioid tolerance by obtaining a REMS Dispense Authorization prior to every outpatient dispensing of a TIRF medicine.

B. Enroll and train all sub-stores if my pharmacy acts as a chain headquarters pharmacy in the TIRF REMS.

C. Provide a Patient Status and Opioid Tolerance Form to the TIRF REMS for every prescription prior to dispensing.

D. My pharmacy must not sell, loan or transfer TIRF medicine inventory to any other pharmacy, institution, distributor, or

prescriber.
Pharmacy Authorized Representative Signature Date:
Required
X I
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Pharmacy Knowledge Assessment Key

Question # Answer
1 A
2 E
3 C
4 B
5 D
6 B
7 C
8 D
9 B
10 D
11 C
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Bad TIRF REMS

Patient Status and Opioid Tolerance Form

INSTRUCTIONS:

o

» Patients receiving TIRF medicines for outpatient use must be enrolled in the TIRF REMS prior to
receiving their first TIRF prescription.

Y

This form must be completed by the prescriber and submitted to the TIRF REMS prior to each
subsequent prescription for outpatient use.

> All fields with asterisks (*) are required.

Y

For real time processing, complete this form online at TIRFREMSaccess.com.

> The form may also be faxed to the program at 1-855-474-3062. If faxed, allow one (1) business day
for processing.

> Prescriptions will not be authorized for dispensing until this continuation form is on file at the

TIRF REMS.
1 I Patient Information (please type or print)
First Name* M.1.* JLast Name* Date of Birth* (Mm/pDD/YYYY) JZip Code*
TIRF Product Name* Strength* Dose* Frequency*

p |Concomitant Medications

Check all that apply*:

[:l Benzodiazepines |:| Barbiturates |:| Prescription Insomnia Medications
[ ] Gabapentinoids [] Antipsychotics [ ] Other CNS depressant

[:l Sedative Hypnotics |:| Sodium Oxybate |:| None

[ ] Tranquilizers (] Alcohol

[:l Muscle Relaxants |:| Prescription Cannabinoids

3 IMedicaI Information

Type of Pain*:
[] Cancer pain

[] Non-cancer pain

4 |Prescriber Information (please type or print)
First Name* M. Last Name* Individual NPl #*

IPhone* Extension* Fax*

JEmail Address*
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5 |Adverse Events of Special Interest

Adverse events that MUST be reported to the TIRF REMS:
Accidental exposure

Overdose

Addiction

Abuse

Misuse

Other serious adverse events

[To your knowledge, has the patient experienced an adverse event of special interest while they have been using their TIRF
Imedicine? *

[CJ NO® Continue to section 6 (Verify Opioid Tolerance)

[ YES - Complete and submit the Adverse Events of Special Interest Reporting Form. This form is available via
www. TIRFREMSaccess.com or by contacting 1-866-822-1483.

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.
6 |Verify Opioid Tolerance*

Moiety* Formulation* Strength* Route*

Dose* Frequency*

Patients must remain on around-the-clock opioids while taking a TIRF medicine.

This patient is opioid tolerant because he/she is currently prescribed (exclusive of a TIRF medicine) one or more of the
following opioid regimens daily and has been prescribed this regimen(s) for one week or longer (check all that apply)*:

[ ] = 60 mg oral morphine/day [ ] = 25 micrograms transdermal fentanyl/hour
[ ] = 30 mg oral oxycodone/day [ ] = 8 mgoral hydromorphone/day
[ ] = 25 mg oral oxymorphone/day [ ] = 60 mgoral hydrocodone/day

[] An equianalgesic dose of another opioid

| understand the risks of TIRF medicines and my obligations as a TIRF medicines prescriber to educate my patients about
he TIRF REMS and about safe storage and disposal, and to monitor my patients appropriately.

7 |Prescriber Signature

Prescriber Signature*: Date*:

Complete this form online at TIRFREMSaccess.com or fax the completed form to 1-855-474-3062.
Please visit TIRFREMSaccess.com or call 1-866-822-1483 for more information about the TIRF REMS.
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Bad TIRF REMS

Adverse Events of Special Interest Reporting Form

INSTRUCTIONS:

» Adverse events related to accidental exposure, misuse, abuse, addiction, overdose or other serious adverse events must be
reported to the TIRF REMS.

» Thisform must be completed to report an adverse event of special interest to the TIRF REMS for any patient taking a TIRF medicine.

» For real-time processing, complete this form online at www.TIRFREMSaccess.com by logging on, selecting the patient, and reporting
the Adverse Event of Special Interest.

» The form may also be faxed to the program at 1-855-474-3062. If faxed, allow one (1) business day for processing.

*Indicates required field

1 | Patient Information (please print)
First Name* M.l.  JLast Name* Date of Birth* (MM/DD/YYYY) JZip Code*

TIRF Product Name (if known) Strength (if known) Dose (if known) Frequency (if known)

First Name* MI. Last Name* Individual NPI # (if applicable)
IPhone* Extension* Fax*
Email Address* Best Time to Contact:

(m) Morning O Afterncon [ Evening

3 |Adverse Events of Special Interest

Adverse events related to accidental exposure, misuse, abuse, addiction, overdose or other serious adverse events must be reported

o the TIRF REMS.

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.

ICheck all that apply below

[C] Experienced an overdose of their TIRF medicine (Overdose - ingestion of an excessive amount of drug that is considered
lethal or toxic, either intentionally or accidentally)

[0 Shown signs or symptoms of addiction to their TIRF medicine (Addiction - a cluster of behavioral, cognitive, and physiological
phenomena that develop after repeated substance. Signs and symptoms include: a strong desire to take the drug, difficulties in
controlling its use, persisting in its use despite harmful consequences, a higher priority given to drug use than to other activities
and obligations, increased tolerance, and sometimes a physical withdrawal)

[[J] Misused or been suspected of misusing their TIRF medicine (Misuse - the use of a medicinal product without a prescription or
in a manner other than as directed by a physician, including use without a prescription of one’s own; use in greater amounts to
feel euphoria (i.e. to get high), more often, or for a period longer than prescribed; or use in any other way not directed by the
prescribing physician)

[[J] Abused or been suspected of abusing their TIRF medicine (Abuse - intentional non-therapeutic use of a medicinal product,
even once, for its rewarding psychological or physiological or euphoric effect, and often associated with physical dependence)

[[] Someone else has been accidentally exposed to the patient’s TIRF medicine (Accidental exposure - unintended exposure of a
medicinal product to someone other than to whom it was prescribed)

[0 Another serious adverse event (Serious Adverse Event - any adverse event at any dose that results in death, is life-
threatening, requires inpatient hospitalization, or causes prolongation of existing hospitalization)

4 |Reporter Signature
Reporter Signature™*: Date*:

Complete this form online at www.TIRFREMSaccess.com or fax the completed form to 1-855-474-3062.
Please visit TIRFREMSaccess.com or call 1-866-822-1483 for more information about the TIRF REMS.
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“ TIRF REMS

Patient Discontinuation Form
INSTRUCTIONS:

# This form must be completed and submitted to the TIRF REMS by the prescriber when a patient
discontinues treatment with TIRF medicines for any reason.

> For real time processing, complete this form online at TIRFREMSaccess.com.

> The form may also be faxed to the program at 1-855-474-3062. If faxed, allow one (1) business day
for processing.

» Adverse events related to accidental exposure, misuse, abuse, addiction, overdose or other
serious adverse events must be reported to the TIRF REMS by the Adverse Events of Special
Interest Reporting Form.

*Indicates required field
1 | Patient Information (please type or print)

e

2 I Prescriber Information (please type or print)
First Name* . Individual NPI #*

IPhone*

Extension* Fax*

JEmail Address*

3 |Discontinuation of a TIRF Medicine

Was the TIRF medicine discontinued? O YES O NO

Date TIRF medicine was discontinued:

Reason for discontinuation (check all that apply):
O Nolonger required to manage pain
O No longer on around-the-clock Opioid
O Death B Date: Cause of Death:
O Adverse event B Complete Section 4
O Other (financial reasons, patient preference, etc.)
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4 |Adverse Events of Special Interest

Adverse events related to accidental exposure, misuse, abuse, addiction, overdose or other serious
adverse events must be reported to the TIRF REMS.

Has this patient experienced one or more of the following adverse events of special interest
associated with the use of their TIRF medicine? *

O NO#® Continue to Section 5 Prescriber Signature
O YES - Check all that apply below (Adverse Events of Special Interest)

Experienced an overdose of their TIRF medicine (Overdose - ingestion of an excessive
amount of drug that is considered lethal or toxic, either intentionally or accidentally)

Shown signs or symptoms of addiction to their TIRF medicine (Addiction - a cluster of
behavioral, cognitive, and physiological phenomena that develop after repeated substance.
Signs and symptoms include: a strong desire to take the drug, difficulties in controlling its use,
persisting in its use despite harmful consequences, a higher priority given to drug use than to
other activities and obligations, increased tolerance, and sometimes a physical withdrawal)

Misused or been suspected of misusing their TIRF medicine (Misuse - the use of a medicinal
product without a prescription or in a manner other than as directed by a physician, including
use without a prescription of one’s own; use in greater amounts to feel euphoria (i.e. to get
high), more often, or for a period longer than prescribed; or use in any other way not directed
by the prescribing physician)

Abused or been suspected of abusing their TIRF medicine (Abuse - intentional non-
therapeutic use of a medicinal product, even once, for its rewarding psychological or
physiological or euphoric effect, and often associated with physical dependence)

Someone else has been accidentally exposed to the patient’s TIRF medicine (Accidental
exposure - unintended exposure of a medicinal product to someone other than to whom it was
prescribed)

Another serious adverse event (Serious Adverse Event - any adverse event at any dose that
results in death, is life-threatening, requires inpatient hospitalization, or causes prolongation of
existing hospitalization)

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.

5 |Prescriber Signature

Prescriber Signature*:

Date*:

Complete this form online at TIRFREMSaccess.com or fax the completed form to 1-855-474-3062.
Please visit TIRFREMSaccess.com or call 1-866-822-1483 for more information about the TIRF REMS.
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The TIRF REMS: Dear Healthcare Provider Letter re: Modification

<Date>

Changes to Requirements of the TIRF REMS

Subject: - Program changes effective (DATE)
- Current prescribers must re-enroll in TIRF REMS
- Prescribers must document that patients are opioid-tolerant
- Patients who are not opioid-tolerant must be transitioned to alternate therapy

Dear Healthcare Provider:

The TIRF REMS Access Program, now called the TIRF REMS, has been modified and the
requirements of the program have changed. You will need to take action within the TIRF REMS system
in order to continue to prescribe TIRF medicines.

You will need to re-certify in order to continue dispensing TIRF medicines. Only patients who are
opioid-tolerant (see definition below) will be able to receive a TIRF medicine.

Key Modifications:
Only prescribers enrolled and certified in the modified TIRF REMS, effective <DATE>, will be able to
prescribe TIRF medicines for outpatient use.

o The prescriber must document and provide verification of the patient’s opioid tolerance, per the
product labeling, to the TIRF REMS prior to each prescription being authorized for dispense at
an outpatient pharmacy every time a TIRF medicine is prescribed.

o As of <DATE>, patients who are not opioid-tolerant will not be able to obtain a TIRF medicine;
they must be transitioned off of their TIRF medicine, and to an alternate therapy if appropriate.

o All patients in the outpatient setting must be enrolled into the new TIRF REMS registry to
assess safe use and trends in accidental exposure, misuse, abuse, addiction, and overdose.

Starting (DATE), prescriptions will only be filled when:
1. The prescriber is enrolled in the new TIRF REMS,
2. The patient has been enrolled in the new TIRF REMS, and
3. The patient’s opioid tolerance has been documented.

What must | do to participate in the modified TIRF REMS?

All current prescribers must re-enroll and re-certify into the modified program

Prescribers must review the modified Prescriber Education, complete the Knowledge Assessment
and sign the Prescriber Enroliment Form.

Go to www.TIRFREMSAccess.com to re-enroll and become certified online. You can also find all the
materials you need to download and fax to the TIRF REMS to become certified.

Prescribers must enroll all OUTPATIENTS prior to prescribing a TIRF medicine
Products covered under the TIRF REMS include: 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
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The TIRF REMS: Dear Healthcare Provider Letter re: Modification

All outpatients must be enrolled, including those currently receiving a TIRF medicine, starting on <Date>.

Prescribers must complete and submit a Patient Enrollment Form before prescribing a TIRF medicine
for every patient in an outpatient setting. This will automatically enroll the patient into the TIRF REMS
registry.

Prescribers must document Patient’s Opioid Tolerance per the labeling definition
Patients are considered opioid-tolerant if they are currently taking (exclusive of the TIRF medicine) one
or more of the following opioid regimens daily and they have been on the regimen(s) for one week or

longer:
o 2 60 mg oral morphine/day o 2 25 mcg transdermal fentanyl/hour
o 2 30 mg oral oxycodone/day o = 8 mg oral hydromorphone/day
o = 25 mg oral oxymorphone/day o =2 60 mg oral hydrocodone/day

o an equianalgesic dose of another opioid

What if my patient is not opioid-tolerant?

You must transition a patient who is not opioid-tolerant from a TIRF medicine to another
treatment if needed.

Under the modified program as of <DATE>, the patient will no longer be able to receive a TIRF
medicine at the pharmacy.

All materials can be found at www.TIRFREMSAccess.com

For additional information related to the TIRF REMS and recent program modifications, please call
1-866-822-1483.

Sincerely,

TIRF REMS

Products covered under the TIRF REMS include: 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
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The TIRF REMS: Dear Outpatient Pharmacy Letter re: Modification

<Date>

Changes to Requirements of the TIRF REMS

Subject: - Current outpatient pharmacies must re-certify in TIRF REMS
- Currently stocked TIRF medicines must be returned if you do not re-certify
- Program changes effective (DATE).

Dear Outpatient Pharmacy:

The TIRF REMS Access Program, now called the TIRF REMS, has been modified and the
requirements of the program have changed. You will need to take action in order to continue
dispensing TIRF medicines.

You will need to re-certify in order to continue dispensing TIRF medicines if you remain as a
qualified dispenser.

Key Modifications:
Only pharmacies certified in the modified TIRF REMS, effective <DATE>, will be able to
dispense TIRF medicines to patients.

¢ All pharmacies will be required to obtain an authorization to dispense from the TIRF
REMS, online or over the phone, for every prescription for a TIRF medicine.

o As of <DATE>, pharmacies that are not certified in the TIRF REMS will not be able to
dispense TIRF medicines and will be required to return all currently stocked TIRF
products to the distributor or manufacturer.

¢ TIRF medicines can only be obtained from qualified wholesalers/distributors that are
enrolled in the TIRF REMS.

Starting (DATE), you may only fill prescriptions when:
1. Your pharmacy has re-certified in the modified TIRF REMS,

2. You obtain stock of TIRF medicines from a qualified and enrolled wholesale distributor,
and

3. You obtain a TIRF REMS dispense authorization issued by the TIRF REMS prior to
dispensing a prescription for a TIRF medicine.

What must | do to participate in the modified TIRF REMS?

All current pharmacies must re-certify in the modified program.

The pharmacy must designate an authorized representative to complete the certification
process and oversee implementation and compliance with the REMS on behalf of the
pharmacy. To re-certify the pharmacy, the authorized representative must review the modified
Education Program, successfully complete the Knowledge Assessment, and complete the
Outpatient Pharmacy Enrollment Form through the TIRF REMS website, or complete and fax
the signed Knowledge Assessment and enroliment form to the TIRF REMS.
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The TIRF REMS: Dear Outpatient Pharmacy Letter re: Modification

Go to www.TIRFREMSAccess.com to re-enroll and become certified online. You can also find
all the materials you need to download and fax to the TIRF REMS to become certified.

Pharmacies must re-certify prior to dispensing a TIRF medicine
Pharmacies must complete and submit an Outpatient Pharmacy Enrolilment Form before
dispensing a TIRF medicine.

Pharmacies must check the Patient’s Opioid Tolerance
Before obtaining a dispense authorization, the pharmacy must check the patient’s opioid
tolerance. This could include reviewing data from various sources, for example:

e available state Prescription Drug Monitoring Programs (PDMPs),

o the patient’s records in the pharmacy’s management system, and

¢ information provided by the TIRF REMS.

Talk to Patients who are Not Opioid-tolerant

e Tell patients who are not opioid-tolerant to work with their doctors to transition off of their
TIRF medicine.

What if the Pharmacy does not re-certify in the modified TIRF REMS?

e The pharmacy will not be able to dispense TIRF medicines and will be required to return
all currently stocked TIRF products to the distributor or manufacturer by (date).

e You may need to assist patients in finding a pharmacy certified in the TIRF REMS.

All materials can be found at www.TIRFREMSAccess.com

For additional information related to the TIRF REMS and recent program modifications, please
call 1-866-822-1483.

Sincerely,

TIRF REMS
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The TIRF REMS: Dear Inpatient Pharmacy Letter re: Modification

<Date>

Changes to Requirements of the TIRF REMS

Subject: - Current inpatient pharmacies must re-certify in TIRF REMS
- Currently stocked TIRF medicines must be returned if you do not re-certify
- Program changes effective (DATE).

Dear Inpatient Pharmacy:

The TIRF REMS Access Program, now called the TIRF REMS, has been modified and the
requirements of the program have changed. You will need to take action in order to continue
dispensing TIRF medicines.

You will need to re-certify in order to continue dispensing TIRF medicines if you remain as a
qualified dispenser.

Key Modifications:
Only pharmacies certified in the modified TIRF REMS, effective <DATE>, will be able to
dispense TIRF medicines to patients.

¢ All pharmacies will be required to verify the patient is opioid tolerant through the
processes and procedures established as a requirement of the TIRF REMS.

o As of <DATE>, pharmacies that are not certified in the TIRF REMS will not be able to
dispense TIRF medicines and will be required to return all currently stocked TIRF
products to the distributor or manufacturer.

¢ TIRF medicines can only be obtained from qualified wholesalers/distributors that are
enrolled in the TIRF REMS.

Starting (DATE), you may only fill prescriptions when:
1. your pharmacy has re-certified in the modified TIRF REMS,

2. you obtain stock of TIRF medicines from a qualified and enrolled wholesale distributor
and

3. you verify the patient is opioid tolerant through the processes and procedures
established as a requirement of the REMS.

What must | do to participate in the modified TIRF REMS?

All current pharmacies must re-certify in the modified program.
All currently enrolled pharmacies must re-certify in the TIRF REMS and attest to the modified
program requirements to be eligible to dispense TIRF medicines to patients.

The pharmacy must designate an authorized representative to complete the certification
process and oversee implementation and compliance with the REMS on behalf of the
pharmacy. To re-certify the pharmacy, the authorized representative must review the modified
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The TIRF REMS: Dear Inpatient Pharmacy Letter re: Modification

Education Program, successfully complete the Knowledge Assessment, and complete the
Inpatient Pharmacy Enroliment Form through the TIRF REMS website, or complete and fax
the signed Knowledge Assessment and enroliment form to the TIRF REMS

Go to www.TIRFREMSAccess.com to re-enroll and become certified online. You can also find
all the materials you need to download and fax to the TIRF REMS to become certified.

Pharmacies must re-certify prior to dispensing a TIRF medicine
Pharmacies must complete and submit an Inpatient Pharmacy Enrollment Form before
dispensing a TIRF medicine.

Pharmacies must verify the Patient’s Opioid Tolerance
Inpatient pharmacies are required to develop policies and procedures to verify the patient's opioid
tolerance prior to dispensing. This could include reviewing data from various sources, for
example:

e available state Prescription Drug Monitoring Programs (PDMPs),

o the patient’s records in the pharmacy’s management system, and

¢ information provided by the TIRF REMS.

What if the Pharmacy does not re-certify in the modified TIRF REMS?

e The pharmacy will not be able to dispense TIRF medicines and will be required to return
all currently stocked TIRF products to the distributor or manufacturer.

All materials can be found at www.TIRFREMSAccess.com

For additional information related to the TIRF REMS and recent program modifications, please
call 1-866-822-1483.

Sincerely,

TIRF REMS
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Urgent Notification Regarding TIRF Products Stock

Subject: Returning TIRF products from wholesaler-distributor or pharmacy
stock to the manufacturer for wholesalers-distributors not enrolled in
the modified TIRF REMS or pharmacies not certified in the modified
TIRF REMS.

Dear Wholesaler-Distributor or Pharmacy:

The purpose of this letter is to inform wholesalers-distributors not enrolled in the modified
TIRF REMS and pharmacies not certified in the modified TIRF REMS to immediately
return TIRF products from stock to the manufacturer.

You have been identified as a previously enrolled wholesaler-distributor or certified
pharmacy in the TIRF REMS.

If you plan to re-enroll/re-certify:

If you are planning on re-enrolling/re-certifying, please visit the TIRF REMS website at
www.TIRFREMSaccess.com for information about enrollment in the modified REMS,
including Frequently Asked Questions.

If you do not plan to re-enroll/re-certify:

Wholesalers-Distributors must be enrolled in the modified TIRF REMS to purchase and
distribute TIRF products. Wholesalers-Distributors not enrolled in the modified TIRF
REMS must immediately return TIRF products from stock to the manufacturer. Only
enrolled Wholesalers-Distributors can purchase and distribute TIRF products.

Pharmacies must be certified in the modified TIRF REMS to dispense TIRF products.
Pharmacies not certified in the modified TIRF REMS must immediately return TIRF
products from stock to the manufacturer. Only certified pharmacies can dispense TIRF
products. Patients will no longer be able to fill prescriptions at pharmacies not certified
in the modified TIRF REMS.

TIRF medicines are sold in the following presentation:

Product Description NDC Package Size
2\832(7@) ég%n:gggl citrate) oral transmucosal lozenge (NDA 63459-0502-30 | 30 lozenge per box
Actig® (fentanyl citrate) oral transmucosal lozenge (NDA
20747) 400 mcg
Actig® (fentanyl citrate) oral transmucosal lozenge (NDA
20747) 600 mcg
Actig® (fentanyl citrate) oral transmucosal lozenge (NDA
20747) 800 mcg
Actig® (fentanyl citrate) oral transmucosal lozenge (NDA
20747) 1200 mcg

63459-0504-30 | 30 lozenge per box

63459-0506-30 | 30 lozenge per box

63459-0508-30 | 30 lozenge per box

63459-0512-30 | 30 lozenge per box
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Product Description

NDC

Package Size

Actig® (fentanyl citrate) oral transmucosal lozenge (NDA
20747) 1600 mcg

63459-0516-30

30 lozenge per box

Authorized generic (fentanyl citrate) oral transmucosal lozenge
(NDA 20747) 200 mcg

00093-7865-65

30 lozenge per box

Authorized generic (fentanyl citrate) oral transmucosal lozenge
(NDA 20747) 400 mcg

00093-7866-65

30 lozenge per box

Authorized generic (fentanyl citrate) oral transmucosal lozenge
(NDA 20747) 600 mcg

00093-7867-65

30 lozenge per box

Authorized generic (fentanyl citrate) oral transmucosal lozenge
(NDA 20747) 800 mcg

00093-7868-65

30 lozenge per box

Authorized generic (fentanyl citrate) oral transmucosal lozenge
(NDA 20747) 1200 mcg

00093-7869-65

30 lozenge per box

Authorized generic (fentanyl citrate) oral transmucosal lozenge
(NDA 20747) 1600 mcg

00093-7870-65

30 lozenge per box

Fentora® fentanyl buccal tablet (NDA 021947) 100 mcg 63459-0541-28 | 28 tablets per box
Fentora® fentanyl buccal tablet (NDA 021947) 200 mcg 63459-0542-28 | 28 tablets per box
Fentora® fentanyl buccal tablet (NDA 021947) 400 mcg 63459-0544-28 | 28 tablets per box
Fentora® fentanyl buccal tablet (NDA 021947) 600 mcg 63459-0546-28 | 28 tablets per box

Fentora® fentanyl buccal tablet (NDA 021947) 800 mcg

63459-0548-28

28 tablets per box

Authorized generic fentanyl buccal tablet (NDA 021947) 100
mcg

51862-634-28

28 tablets per box

Authorized generic fentanyl buccal tablet (NDA 021947) 200
mcg

51862-635-28

28 tablets per box

Authorized generic fentanyl buccal tablet (NDA 021947) 400
mcg

51862-636-28

28 tablets per box

Authorized generic fentanyl buccal tablet (NDA 021947) 600
mcg

51862-637-28

28 tablets per box

Authorized generic fentanyl buccal tablet (NDA 021947) 800
mcg

51862-638-28

28 tablets per box

Lazanda (fentanyl nasal spray), 100 mcg

71500-110-01

1 unitin 1 carton

Lazanda (fentanyl nasal spray), 400 mcg

71500-140-01

1 unitin 1 carton

Onsolis, fentanyl buccal soluble film, 200 mcg strength

0037-5200-30

30 units per carton

Onsolis, fentanyl buccal soluble film, 400 mcg strength

0037-5400-30

30 units per carton

Onsolis, fentanyl buccal soluble film, 600 mcg strength

0037-5600-30

30 units per carton

Onsolis, fentanyl buccal soluble film, 800 mcg strength

0037-5800-30

30 units per carton

Onsolis, fentanyl buccal soluble film, 1200 mcg strength

0037-5120-30

30 units per carton

Subsys (fentanyl) sublingual spray, 100 mcg

71500-001-10

10 units in 1 carton

Subsys (fentanyl) sublingual spray, 200 mcg

71500-002-30

30 unitsin 1 carton

Subsys (fentanyl) sublingual spray, 400 mcg

71500-004-30

30 unitsin 1 carton

Subsys (fentanyl) sublingual spray, 600 mcg

71500-006-30

30 unitsin 1 carton

Subsys (fentanyl) sublingual spray, 800 mcg

71500-008-30

30 unitsin 1 carton

Subsys (fentanyl) sublingual spray, 1200 mcg

71500-012-15

15 count (15
blisters of 2x 600
mcg)

Subsys (fentanyl) sublingual spray, 1600 mcg

71500-016-15

15 count (15
blisters of 2x 800

mcg)
Oral Transmucosal Fentanyl Citrate 200 mcg 0406-9202-30 30 units
Oral Transmucosal Fentanyl Citrate 400 mcg 0406-9204-30 30 units
Oral Transmucosal Fentanyl Citrate 600 mcg 0406-9206-30 30 units
Oral Transmucosal Fentanyl Citrate 800 mcg 0406-9208-30 30 units
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Product Description NDC Package Size
Oral Transmucosal Fentanyl Citrate 1200 mcg 0406-9212-30 30 units
Oral Transmucosal Fentanyl Citrate 1600 mcg 0406-9216-30 30 units

If you are not enrolled or certified in the modified TIRF REMS, you need to stop
distributing and immediately quarantine all listed TIRF medicines. Please examine your
inventory and return all units of the listed TIRF medicines to your wholesaler within 21

days.

If you have any questions or require additional information, please call the TIRF REMS

Call Center at 1-866-822-1483.

Sincerely,

TIRF REMS

Reference ID: 4721749
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Wholesaler

Home Find >~ Pharmacy Patient

What is the Transmucosal Immediate-Release Fentanyl (TIRF) REMS?

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 REMS is to

Prescribing Information v Medication Guide v

Prescriber Contact Us © Login | Register

mitigate the misuse, abuse, addiction, overdose, and serious complications due to medication errors with the use of TIRF medicines.

You must enroll in the TIRF REMS to prescribe, dispense, or distribute TIRF medicines.

Toreceive treatment, a patient must be enrolled
inthe TIRF REMS by a certified doctor.

[E Enrollment Information

Pharmacy

Pharrmacies must be certified in the TIRF REMS
to receive and dispense TIRF medicines.

If you are the designated authorized

representative of a pharmacy, you can certify
below.

[E Certify Pharmacy

Prescriber

Prescribers must be certified in the TIRF REMS
to prescribe TIRF medicines for outpatient use.

If you are a TIRF medicines prescriber, you can
certify below.

[E Certify Prescriber

‘ TIRF REMS

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http:/www.fda.gov/medwatch.
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Home Find ~ Pharmacy Patient

What is the Transmucosal Immediate-Release Fentanyl (TIRF) REMS?

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 REMS is to
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Prescriber ContactUs © Login | Register

mitigate the misuse, abuse, addiction, overdose, and serious complications due to medication errors with the use of TIRF medicines.

You must enroll in the TIRF REMS to prescribe, dispense, or distribute TIRF medicines.

Toreceive treatment, a patient must be enrolled
inthe TIRF REMS by a certified doctor.

[E Enrollment Information

Pharmacy

Pharrmacies must be certified in the TIRF REMS
to receive and dispense TIRF medicines.

If you are the designated authorized

representative of a pharmacy, you can certify
below.

[E Certify Pharmacy

Prescriber

Prescribers must be certified in the TIRF REMS
to prescribe TIRF medicines for outpatient use.

If you are a TIRF medicines prescriber, you can
certify below.

[E Certify Prescriber

‘ TIRF REMS
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Contact the TIRF REMS Call Center

Phone
o) 1-866-822-1483 Hours of Operation
MONDAY - FRIDAY 8:00-8:00ET
Fax
I 1-866-822-1487 SATURDAY - SUNDAY Closed

Or
Contact a participating company about a specific product
Branded Products
Trade Name Generic Name Company Links
Product1® Oral Transmucosal Fentanyl Citrate Lozenge Company1 U.S. Prescribing Information and Medication Guide
Product3® Oral Transmucosal Fentanyl nasal spray Company2 U.S. Prescribing Information and Medication Guide
Product4® Oral Transmucosal Fentanyl sublingual spray Company3 U.S. Prescribing Information and Medication Guide
Product8® Oral Transmucosal Fentanyl sublingual tabletsL Company7 U.S. Prescribing Information and Medication Guide
Generic Products
Trade Name Generic Name Company Links
Product5 Oral Transmucosal Fentanyl Citrate Lozenge Company4 U.S. Prescribing Information and Medication Guide
Producté Oral Transmucosal Fentanyl Citrate Lozenge Company5 U.S. Prescribing Information and Medication Guide
Product?7 Oral Transmucosal Fentanyl Citrate Buccal Tablets Companyé U.S. Prescribing Information and Medication Guide

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
iy TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http:/www.fda.gov/medwatch.
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I Find Speciality Pharmacies

Specialty pharmacies certified to dispense TIRF medicines.

QutPat Test Pharmacy
538 Deanna Forks
Filibertobury, VA 10726-7773

XM Test Screen Shot Pharmacy
575 Lonly Forks
Johnstown, TN 54543-7773

oJ 628-987-6364

o) B826-644-0463

XM Test Sub01 Pharmacy
| 815 Daisy Gate
West Palls, ME 40254-1274

XM Test Pharmacy
358 Gorgia Forks
Filbury, MA 10726-7773

o 377-720-7654 o 628-644-6364

// &\\ QutPat Test Sub01 Pharmacy
\ I.I | 815 Enos Lock
\—/ East Dannie, DE 40254-1274

o 367-720-5767

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS
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8% Find Retail Pharmacies

Locate a retail pharmacy certified to dispense TIRF medicines near you.

® Philadelphia

Find Retail Pharmacies Locations

Alexandria Disc
OQutPat Test Sub02 Pharmacy, n Golf Course

22333 Jammie Squares
Philadelphia, PA 19002

XM Test Sub02 Pharmacy ? q;“\}
22 Rittenhouse Square m ey,

Philadelphia, PA 19002 b
o 5 2.
@ 5y,
< %
Fd ' &
=
£

ia First 0 ) s s "R
wyterian ek /

Buzzing Acres Farm Q

) Alexandria
Park

py A
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MbVerify Shipping Address

Generate receipts for proof of shipping destination verification

Wholesaler DEA
Your wholesaler's DEA Number
Destination Organizational NPI Destination Name, Address

NPI Number Search Healthcare Settings or Pharmacy...

Q Find

Certified Shipping Endpoints
NPI Name Address Action

9999999991 Test Pharmacy One, LLC. 111 Somewhere street, Somewhere, 11123 Bl Generate Receipt

29999959929 Test Healthcare Setting Inc. 566 Somewhere Else Drive, Somewhere Else, 13123 Bl Generate Receipt

9999999993 Test Pharmacy Two, LLC. 766 Somewhere Different Street, Somewhere Different, 13123 Bl Generate Receipt

If you cannot find the shipping destination, refine your search criteria and try again. Alternatively, contact the TIRF REMS Call Center 1-866-822-1483.

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
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Shipping Verification Receipt

re this

Destination:

Test Healthcare Setting Inc

566 Somewhere Else Drive
Somewhere Else, YA nnnnn-nnnn

UTC Date and Time:
9/24/2020 6:58 PM

0f29701d-82a8-4d44-82b3-58faBadd0dc5
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&, Prescriber

Prescribers must be certified in the TIRF REMS to prescribe TIRF medicines for outpatient use.

To certify as a prescriber:

Prescriber Materials

Review the Prescribing Information

Review each drug's Prescribing Information Prestfiber Educstion L
¢ CompanyPl1 * CompanyPI3 s CompanyPl5 . +
5 CompanyPI2 * CompEaiia v Gompaia Prescriber Knowledge Assessment =
Prescriber Enrollment Form 3
Review the Prescriber Materials Patient Counseling Guide X
Review the Prescriber Education. Patient Status and Opioid Tolerance Form &
Patient Discontinuation Form 3

Complete the Prescriber Knowledge Assessment Adverse Events of Special Interest
3 Successfully complete the Prescriber Knowledge Assessment and submit it to the TIRF Reporting Form £3
REMS. Prescriber FAQs £3

.
Complete the Prescriber Enrollment Form
4 Enroll in the TIRF REMS by completing the Prescriber Enrollment Form and submitting it to

the TIRF REMS.
:

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
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Pharmacy

Pharmacies must be certified in the TIRF REMS to receive and dispense TIRF medicines.

To certify your pharmacy:

Pharmacy Materials

Designate an Authorized Representative

Designate an authorized representative to carry out the certification process and oversee Pharmacy Education &
implementation and compliance with the TIRF REMS on behalf of the pharmacy.

Pharmacy Knowledge Assessment 3

2 & i 3

Review the Pharmacy Information Inpatient Pharmacy Enrollment Form =

Have the authorized representative review the Pharmacy Education. Outpatient Pharmacy Enrollment Form &

Pharmacy FAQ 3

Complete the Pharmacy Knowledge Assessment
Have the authorized representative successfully complete the Pharmacy Knowledge
Assessment and submit it to the TIRF REMS.

-

Enroll Pharmacy
Have the authorized representative enroll in the TIRF REMS by completing the Pharmacy
Enrollment Form and submitting it to the TIRF REMS.

or & Print Inpatient or & Print Outpatient

Non-Compliance Policy | Privacy Policy | TermsofUse| ContactUs
by TIRF REMS
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& Patient

To receive treatment, a patient must be enrolled in the TIRF REMS by a certified doctor.

How do patients enroll in the TIRF REMS?

Talk with your TIRF REMS Certified doctor
1 Receive counseling from your doctor on the safe use of TIRF medicines using the Patient

Patient Materials

Patient Counseling Guide X
Counseling Guide and the appropriate Medication Guide.
* Company1MG o Company3MG e Company5MG Patient Enrollment Form &
e Company2MG = Company4MG * Company6MG Patient FAQs X
‘ Make sure you understand
You must do the following: You must inform the doctor of serious %
» Take around-the-clock opioid pain adverse events
medicine when using TIRF medicines e Accidental exposure
Important Terms
* Donot share TIRF medicines e Abuse
* Properly store and dispose of your TIRF e Misuse
medicines e Addiction What is a REMS? i
s QOverdose L .
You must receive counseling from the doctor on the safe use of each new TIRF medicine you N L AR e .
are prescribed. What is Opioid Tolerant? i
What is Naloxone? i

Enroll
Together with your doctor, complete and sign the Patient Enrollment Form. Your doctor or

their staff can assist you in completing the enrollment either online or by using the paper
form.

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
iy TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.
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What is a REMS?

How to say REMS in English

» 0:00/0:00 <)
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What are TIRF medicines?

TIRF medicines are used to manage breakthrough cancer pain in patients who are
already routinely taking another opioid pain medicine around-the-clock.

TIRF medicines are started only after you have been taking other opioid pain
medicines and your body has become used to them (meaning you are opioid
tolerant).

Brand Name Products Generic Products

Product1® * Oral Transmucosal Fentanyl

Product2® Citrate Lozenge

Product3® * Oral Transmucosal Fentanyl
Citrate Buccal Tablets




=

What is Opioid Tolerant?




=

What is Naloxone?

Naloxone is sprayed inside your nose or injected into r body. Some naloxone
products are designed for people to use in their home.

Naloxone is never a substitute for emergency medical care. Get emergency help or
call 911 right away if you take too much of your TIRF medicine, because you may
have had an opioid overdose.

See the Patient Counseling Guide for more information.




Contact us @ nnn-nnn-nnnn

Bad] TIRF REMS

SITE IS UNDER MAINTENANCE

Please check back soon.

Why is the site down? What is the expected downtime? Do you need support?

The site is under maintenance because we are We are usually back within 10-15 minutes, but it You may call the TIRF REMS Call Center at 866-

working on improving it. depends on the issue. 822-1483 if you need support.




Buf TIRF REMS

Create Account

User Type Selection

REMS User Types

@® Pharmacy Authorized Representative
A pharmacy authorized representative is an individual designated for each pharmacy location to carry out the

certification process and oversee implementation and compliance with the TIRF REMS.

() Prescriber
A prescriber is an individual who may prescribe Transmucosal Immediate-Release Fentanyl medicines in

compliance with the TIRF REMS.

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.
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Bag TIRF REMS

Create Account

Pharmacy Authorized Representative

Username and Password

Username

testr18306@examoto.net

First Name Last Name
RxAuth Represenative
Password

990080000000

Confirm Password

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.
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Create Account

Prescriber

Username and Password

Individual National Provider ID (NPI) Number

1310000086

| am Test Prescriber86
If the name above is incorrect, please re-enter your NPl number.

Password

®essessecsesse @

Confirm Password

oo--....c---‘ @ ‘

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.
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Create Account
Verify ldentity

Choose verification method

We will send you a code to verify your identity. The code may only be used
once and is time sensitive.

@ =4 Email me the code

verifytest6726@examoto.net

After logging in, use preferences to add password reset options and/or enable
multi-factor authentication.

‘ TIRF REMS

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
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Create Account
Verify Identity

Enter Verification Code

Please enter your code.

670194
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Create Account

Complete

testr18306@examoto.net, your account has been
created.

You may now login to perform REMS functions online.

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
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Login Register

Username i To perform REMS functions online, you must have an account. Creating
an account involves creating unique login credentials (username and
‘Username
password). Register to create an account.
Password

s @

[IRemember my login

Forgot your password?

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
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Reset Password

& Username

‘ User ID | NPI number ‘
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Reset Password
Verify Identity

Choose verification method

We will send you a code to verify your identity. The code may only be

used once and is time sensitive.

O B Email Txxxxxxxxxx@EXAMOTO.NET
) @ Text (SMS) xxx-xxx-7766
O o Call xxx-xxx-7766

@ & Approve request on my Authenticator App

After logging in, use preferences to add password reset options and/or

enable multi-factor authentication.
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Reset Password
Verify Code

We sent you a code to verify your identity; please enter it here.

Code

367132

Password

Confirm password

9000000080000
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Reset Password
Completed

Your password has been reset.
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My Account

Preferences

Identity
& Username: 1310000000

You may only change your username by calling the coordinating center at 1-866-

822-1483.

& Password:
Verification Methods

X Email: testr56420@examoto.net
oJ Phone: 610-248-8636
& Authenticator App: Configured

Two-Factor Authentication

Two-factor authentication (2FA) improves security. 2FA adds a
second level of authentication to an account login. With 2FA enabled,
the user is required to enter their username, password and a code.
The code can be provided via several methods.

Use Two-Factor Authentication to improve security

=& Two-Factor Authentication: Disabled

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.




Baf TIRF REMS

Change Account Information
Verify and Update

Current Password

Current Password

New Password

Password

Confirm Password

Password

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
plly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http:/www.fda.gov/medwatch.




Baf TIRF REMS

Change Account Information
Completed

Your password has been changed.

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.




Baf TIRF REMS

Change Account Information
Email Address

We will send you a code to verify your identity. The code may only be

used once and is time sensitive.

=4 Enter Email

Email

Non-Compliance Policy | PrivacyPolicy | TermsofUse|
pilly TIRF REMS

Contact Us

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.




Baf TIRF REMS

Change Account Information
Phone Number

We will send you a code to verify your identity. The code may only be

used once and is time sensitive.

o/ Phone

nnn-nnn-nnnn

@ Text (SMS) me with the code () Call me with the code

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.




T
Buf TIRF REMS

Change Account Information
Verify Email Address

We sent you a code to verify your identity; please enter it here.

Code

‘ 301620 |

I didn't receive the code

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.




Baf TIRF REMS

Change Account Information
Verify Phone Phone Number

We sent you a code to verify your identity; please enter it here.

Code

‘ 917381 |

I didn't receive the code m

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.




Bag TIRF REMS

Account Options
Configure Authenticator App

Follow these steps to use an authenticator app:

1. Download a two-factor authenticator app, like Microsoft Authenticator or Google
Authenticator for Android or iOS.

2. Scan the QR Code or enter this key into your two-factor authenticator app:

YXJ7 FNTY GWRB 45QA OMIC CCKU DRPQ 2ZXHW

The spaces are not required, and the code is not case-sensitive.

3. Once you have scanned the QR code or input the key above, your two-factor authentication

app will provide you with a unique code. Enter the code in the confirmation box below and
select VERIFY.

Code

nnnnnn

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pily TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.




TIRF REMS

Logged Out

You are now logged out.

Click here to return to the TIRF REMS application.

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs

TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.
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H TlRF REMS Home Find ¥ Pharmacy Patient Prescriber ContactUs © Login|Register

& Enroll Patient

Complete this form to enroll in the TIRF REMS. A patient must be enrolled in the TIRF REMS to receive treatment.

Confirm your Date of Birth

Date of Birth

MM/DD/YYYY

# sign B3 Type Signature

pilly TIRF REMS oo o

Toreport any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-B66-822 FDA-1088 or http:/




Wholesaler  Prescribing Information ~  Medication Guide ~

H TlRF REMS Home Find ¥ Pharmacy Patient Prescriber ContactUs © Login|Register

® July 1965 »
Su Mo Tu We Th Fr Sa
28 29 30 1 2 3

4 5 6 7 8 9 10
in the TIRF REMS. A patient must be enrolled in the TIRF REMS to receive treatment.
11 12 13 14 E 16 17

18 19 20 21 22 23 24

!25 26 27 28 29 30 31

07/15/1969)

# Sign B3 Type Signature

pilly TIRF REMS oo o

Toreport any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at FDA-1088 or http/
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H TlRF REMS Home Find ¥ Pharmacy Patient Prescriber ContactUs © Login|Register

& Enroll Patient

Complete this form to enroll in the TIRF REMS. A patient must be enrolled in the TIRF REMS to receive treatment.

Confirm your Date of Birth

Date of Birth

07/15/1965

# sign B3 Type Signature

pilly TIRF REMS oo o

Toreport any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-B66-822 FDA-1088 or http:/




Wholesaler  Prescribing Information v Medication Guide v

H TIRF REMS Home Find ¥ Pharmacy Patient Prescriber ContactUs © Login| Register

& Patient Information Complete

Patient Enroliment Complete

Your enrollment is complete. You may download your copy below.

& Download Form

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.
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& Prescriber - Knowledge Assessment

TIRF Prescriber KA

1L aTIRF Which

12-year using har undedlying persistent cancer pain.

daiby foe i 4w

L e 25 meghowur far
the past 3 month.

Adult made with i Batchan
Tar the past 2 montha.

- s i » i pain mansged

Adul —— over the lart 2 weeks, his hean prescribed 100 mg oral marphine daily for
ain dus 1o bone metastaris

1 12 m oral th Liat 3 wawks,

Ahixtaey of alshal abuse with the gatieat or closs family members.
The patient with

Thoe putient has & history of prascription drug mivee.

All of the sbove,

option.

Thoe peeseriber can sateh asage of the new Tl it s ather TIRF
medicines

anyther TIRF medicine at the egstvalent dove. The different
5 i & setond TIRF product

‘coubd reswit In a fentamyl o

Convert from ihe athes TIRF medicias ta the sew TIRF medicine 31 kalf of the dose.

¥ prescribed TIHE
wndurlying parsistent cancer 5
H 3
An sppropeis the epsid el
The daie o iber believes i heir clinical expesience.
Thet berwest ! st individual preduct Preseribing i
Tht median availible dose.
5 TIRF sadicine. However, after 30 minutes, the breaktheough
The: 4 the TIRF
Take 3 data of an alternativs rescus medicine.
o Ific Presoribing are not the same far 38 TIRF
mediines
Dsuble the dose and take immediately,
L acy
statements s TRUE? Select one option.
The v wsing It at the same time 50 5 TIRF medicine could b fatal.
Use of 2 TIRF i at I THRF medici ites the pationt
Hor opi ieity, i ¥ i

Thete is 0o passible deug interuction between CYPIAL inkinitars and TIEF medicines.
Tt Sase of the TIRF medicine must be reduced by sne halt i 5 CYPRA4 shibitor i preveribed in the came patiant

8 . Ea
patient.
— " - - Mk " wham they ware wt
prescribed. sad in those who are not aplold tolerant.
hat TIRF o treat soute oo dental pai
o acute pain s the emergency department.
Instruet path hat, i they he TIRF madicine.
Instruet pati ahare their TIRF i i #hie, even if that i » ympl
0 hich
‘ane optian.

TIRF medicines can bt fatal if takes by children
TIRF medicinet ean ba futal if takes by syone for whes it i ast presesibed.
TIRF madicines can be fatal if takes by sayone who i not apicid-tolerart.

AN ol tha sbave,
10,
ink f ., out of sight all atsars, ially ehibdh
TIRF madicines should be protected from thedt.
L unnesded TIRF i o 1pae 1 Msdication
Gulde
Al of the abave.
",
harmacht i not
tieat thalr TIRF madicios.
- P bo reguice TIRF

oy TIRF REMS
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Prescriber - Knowledge Assessment

TIRF Prescriber KA

Knowledge Assessment Incomplete

10 caerect arwers ou of 11 Faed)

iy TIRF REMS




Wholesaler  Prescribing Information v Medication Guide v

H TIRF REMS Home Prescriber ¥ Contact Us PRTom PRSmith ~

&, Prescriber - Knowledge Assessment

A There are errors, please correct the items below:

* You have exceeded the maximum number of allowed attempts to pass the knowledge assessment

* Toreattempt the knowledge assessment you must first review the Prescriber Education and then call the TIRF REMS Call Center at 1-866-822-1483 to reset
your account

¢ You will be denied enrollment into the TIRF REMS after six failed attempts to complete the knowledge assessment

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.
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H TIRF REMS Home Prescriber ¥ Contact Us PRPat PRDoe ~

& Prescriber - Knowledge Assessment

A There are errors, please correct the items below:

* You have exceeded the maximum number of allowed attempts to pass the knowledge assessment and have been denied enrollment into the TIRF REMS

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
‘ TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Localization_Version

Page 12301232

Reference ID: 4721749



HTIRF REMS beome  Broscriber - CostactUs  PRisne PRDSs

Prescriber - Knowledge Assessment

TIRF Prescriber KA

Knowledge Assessment Complete

11 comect anewery out of

‘ TIRF REMS




Hrmp REMS HiE PHSCHIBEE™  CONUREUS RIGIEPROGE

& Prescriber Enrollment

To be completed by the prescriber b Il in the TIRF R
restricted distribution program. Only prescribers, and patient lled in the
Immediate-Release Fentanyl medicines

vl medicines are only available through the TIRF REMS. a
7 be, dispense, and/or receive Transmucosal

Prescriber Info

(VAN Himbyr (Select address type to populate farm)

Use individual NP1 to poplute form: 1310000000 ® Office Address Mailing Address
Flrst Name* ML Last Name*

Test A PrescriberQ0OD000
Specialty® Credentials®

Internal Medicine ™MD NP A Do Other

Clinic / Practice Name*

Clinic / Practice Name

Address Line 1* Address Line 2
1111 LION ROAD Address Line 2
City* State” Zip Code"
SomeWhere Pennsylvania ol 11111
Number® Extension Fax Emall Address*
111-111-1111 nnn... 111-111-1111 PR1310000000@examoto.net
Preferred Time of Contact® Preferred Method of Contact*
Morning (1 Afterncon () Eveniing # Emall () Text toMabile# () Phone Call
First Name* Last Name*
PRSally StaffJones
Number® Fax Email Address®
378-407-4338 Fax PRS:affBexamato.net
Preferred Time of Contact® Preferred Method of Contact®
Morming Afternoon Evening Email Text to Mobile# @ Phone Call

Prescriber Agreement

By signing below, you attest to the following:
T have:

drug's Prescribing
* Reviewed the Prescriber Education.
» Suceessfully completed the Prescriber led; and itted it to the REMS.

Before treatment Initiation, | must:
= Assess the pathent for risk factors of opioid addiction, abuse, and misuse including personal and family history of substance abuse or mental lllness.
= Counsel the patient on the safe use of TIRF medicines using the Medication Guide for the prescribed TIRF medicine and the Patient Counseling Guide.
= Provide a copy of the materials to the patient.
* Assess the patient's oplold tolerance.
= Document the patient's opiold tolerance using the Patient Enrollment Form and submit to the REMS.

* Enrall the patient by Form to the REMS.
i and b h iption, | must:
- A he p ‘s health status f f dose, misuse, abuse, addiction, and overdose.

* Document and submit to the REMS using the Patlent Status and Opilold Tolerance Form.
During treatment, every 2 years, | must:

- G the saf of TIRF medicis ing the Medicati ide for the prescribed TIRF medicine, and the Patlent Counseling Guide.
* Provide acopy of the materials to the patient.
* Re-envoll the patient in the REMS by the Pati Form and subemitting it to the REMS.

Before treatment re-initiation, after a lapse in treatment of & months or longer, | must:
« Counsel the patient on the safe use of TIRF medicines using the Medication Guide for the prescribed TIRF medicine and the Pathent Counseling Guide.
= Provide a copy of the materials to the patient.

At all times, | must:

* G pati Sing icati lide for any new TIRF medicine not pres i ide a copy patient.
* Report sericus adverse events of accidental exposure, misuse, abuse, addiction, anc overdose to the REMS using the Adverse Events of Special Interest
Reporting Form.

= Report treatment discontinuation to the REMS using the Patient Discontinuation Form.

To maintain certification to prescribe, every 2 years, | must:

's
* Review the Preseriber Education

. o Preseriber and submit it to the REMS.
= Re-enroll in the REMS by

Fsign  ENType Signat
PRlane PRDoe: Please use your mouse of stylus to sign below m
O — e [

My TIRF REMS




Wholesaler  Prescribing Information v Medication Guide v

&, Prescriber
1310000000

H TIRF REMS Home Prescriber ¥ ContactUs PRJane PRDoe ~

Prescriber Certification
You are currently certified.

Prescriber Materials

PRJane PRDoe
f Certified as of 4/20/2020 Prescriber Education

Edit Prescriber Knowledge Assessment

Prescriber Enrollment Form

Catinsel Pattent Patient Counseling Guide

Before you enroll, counsel the patient on the safe use of TIRF medicines using the

Patient Status and Opioid Tolerance Form

Medication Guide for the prescribed TIRF medicine and the Patient Counseling Guide. Patient Discontinuation Form

Remember to provide a copy of these materials to the patient. .
Adverse Events of Special Interest

Reporting Form

Prescriber FAQs

* Company1lMG * Company3MG ¢ Company5MG
* Company2MG s Company4MG s Company6MG

fe fe e fe le [

fe le

£ Print Patient Counseling Guide

Enroll Patients in the TIRF REMS
Complete this form with your patient to enroll them in the TIRF REMS. A patient must be

enrolled in the TIRF REMS to receive treatment.
Upload Enrollment Form

- Enroll Patient

Uploads must be in PDF format.

Manage Patients Or drop files h
Manage your patients. Enter Patient Status and Opioid Tolerance, Discontinuation, and Bk

Adverse Events of Special Interest Reporting Forms.

Non-Compliance Policy | PrivacyPolicy | TermsofUse|

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Reference ID: 4721749
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Wholesaler  Prescribin

H TIRF REMS Home Prescriber * ContactUs PRPat PRDoe ~

&, Prescriber

1310000001

Prescriber Certification ‘

Prescriber Materials

| 1 | Review the Prescriber Materials

Review each drug's Prescribing Information Prescriber Education x
* CompanyPI1 e
PRy Prescriber Knowledge Assessment £
+ CompanyPI2
« CompanyPI3 Prescriber Enrollment Form &
* CompanyPI4 Patient Counseling Guide &
* CompanyPI5 g v
pany Patient Status and Opioid Tolerance Form &
* CompanyPlé
Patient Discontinuation Form x
Review the Prescriber Education.
Adverse Events of Special Interest
2 | Complete the Prescriber Knowledge Assessment Reporting Form X
" o Prescriber FAQs
Successfully complete the Prescriber Knowledge Assessment and submit it to-the TIRF Brescriber FAQs <
REMS.
:
@

< Complete the Prescriber Enrollment Form

Upload Enroliment Form

Uploads must be in PDF format.

Or drop files here

PRPat PRDoe

Counsel Patient

Enroll Patients in the TIRF REMS

Manage Patients

E REACTIONS, itact the TIRF RE




Wholesaler  Prescribin

H TIRF REMS Home Prescriber * ContactUs PRPat PRDoe ~

&, Prescriber

1310000001

Prescriber Certification ‘

Prescriber Materials

| 1 | Review the Prescriber Materials

Review each drug's Prescribing Information Prescriber Education x
* CompanyPI1 e
PRy Prescriber Knowledge Assessment £
+ CompanyPI2
« CompanyPI3 Prescriber Enrollment Form &
* CompanyPI4 Patient Counseling Guide &
* CompanyPI5 . v
pany Patient Status and Opioid Tolerance Form &
* CompanyPlé
Patient Discontinuation Form x
Review the Prescriber Education.
= Adverse Events of Special Interest
Complete the Prescriber Knowledge Assessment Reporting Form £ 3
Prescriber FAQs X

3 | Complete the Prescriber Enrollment Form

Enroll in the TIRF REMS by completing the Prescriber Enrollment Form and sLbmitting it to

the TIRF REMS.
:

Upload Enroliment Form

Uploads must be in PDF format.

Or drop files here

PRPat PRDoe

Counsel Patient

Enroll Patients in the TIRF REMS

Manage Patients

E REACTIONS, itact the TIRF RE




Wholesaler  Prescrib

H TIRF REMS Home Prescriber * ContactUs PRJane PRDoe ~

&, Prescriber

1310000000

. " -4 l
Re-Certify Notice

Prescriber Materials

| 1 | Review the Prescriber Materials

Review each drug's Prescribing Information Prescriber Education x
* CompanyPI1 e
PRy Prescriber Knowledge Assessment £
+ CompanyPI2
« CompanyPI3 Prescriber Enrollment Form &
* CompanyPl4 Patient Counseling Guide &
* CompanyPI5 g v
pany Patient Status and Opioid Tolerance Form &
* CompanyPlé
Patient Discontinuation Form x
Review the Prescriber Education.
Adverse Events of Special Interest
2 | Complete the Prescriber Knowledge Assessment Reporting Form X
" o Prescriber FAQs
Successfully complete the Prescriber Knowledge Assessment and submit it to-the TIRF Brescriber FAQs <
REMS.
:
@

3 Complete the Prescriber Enrollment Form

Upload Enroliment Form

Uploads must be in PDF format.

o dmp e

PRJane PRDoe
B Certified as of 4/20/2020

Counsel Patient

Before you enroll, counsel the patient on the safe use of TIRF medicines using the
Medication Guide for the prescribed TIRF medicine and the Patient Counselirg Guide.
Remember to provide a copy of these materials to the patient.

* CompanylMG * Company3MG * Company5MG

* Company2MG * Company4MG * Company6MG

& Print Patient Counseling Guide

Enroll Patients in the TIRF REMS
Complete this form with your patient to enroll them in the TIRF REMS. A patient must be
enrolled in the TIRF REMS to receive treatment.

= Enrall Patient

Manage Patients
Manage your patients. Enter Patient Status and Opiocid Tolerance, Discontinuation, and

- Manage Patients

Adverse Events of Special Interest Reporting Forms.

by TIRF REMS

E REACTIONS
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H TIRF REMS Home Prescriber * ContactUs PRJane PRDoe ~

&, Prescriber

1310000000

. " -4 l
Re-Certify Notice

Al i e S

| 1 | Review the Prescriber Materials

Prescriber Materials

Review each drug's Prescribing Information Prescriber Education x
* CompanyPI1 e
PRy Prescriber Knowledge Assessment £
+ CompanyPI2
« CompanyPI3 Prescriber Enrollment Form &
* CompanyPI4 Patient Counseling Guide &
* CompanyPI5 . v
pany Patient Status and Opioid Tolerance Form &
* CompanyPlé
Patient Discontinuation Form x
Review the Prescriber Education.
Adverse Events of Special Interest
2 Complete the Prescriber Knowledge Assessment Reporting Form £ 3
Prescriber FAQs X

3 | Complete the Prescriber Enrollment Form

Enroll in the TIRF REMS by completing the Prescriber Enrollment Form and sLbmitting it to

the TIRF REMS.
= -

Upload Enroliment Form

Uploads must be in PDF format.

o dmp e

PRJane PRDoe
ff Certified as of 4/20/2020

Counsel Patient
Before you enroll, counsel the patient on the safe use of TIRF medicines using the
== —' Medication Guide for the prescribed TIRF medicine and the Patient Counseling Guide.
Remember to provide a copy of these materials to the patient.
* Company1lMG * Company3MG * Company5MG
* Company2MG * Company4MG * Company&MG

& Print Patient Counseling Guide

[ Enroll Patients in the TIRF REMS
E Complete this form with your patient to enroll them in the TIRF REMS. A patient must be

enrolled in the TIRF REMS to receive treatment.

= Enrall Patient

| Manage Patients
Manage your patients. Enter Patient Status and Opiocid Tolerance, Discontinuation, and

p— —' Adverse Events of Special Interest Reporting Forms.

E REACTIONS
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H TIRF REMS Home Prescriber * Contact Us PRTom PRSmith ~

&, Prescriber

1310000002

. " b4 l
Re-Certify Notice

| 1 | Review the Prescriber Materials

Prescriber Materials

Review each drug's Prescribing Information Prescriber Education x
* CompanyPI1 e
PRy Prescriber Knowledge Assessment £
+ CompanyPI2
« CompanyPI3 Prescriber Enrollment Form &
* CompanyPI4 Patient Counseling Guide &
* CompanyPI5 g v
pany Patient Status and Opioid Tolerance Form &
* CompanyPlé
Patient Discontinuation Form x
Review the Prescriber Education.
Adverse Events of Special Interest
2 | Complete the Prescriber Knowledge Assessment Reporting Form X
" o Prescriber FAQs
Successfully complete the Prescriber Knowledge Assessment and submit it to-the TIRF Brescriber FAQs <
REMS.
:
@

< Complete the Prescriber Enrollment Form

Upload Enroliment Form

Uploads must be in PDF format.

Or drop files here

PRTom PRSmith

Counsel Patient

Enroll Patients in the TIRF REMS

Manage Patients

E REACTIONS, itact the TIRF RE




Wholesaler  Prescribin

H TIRF REMS Home Prescriber * Contact Us PRTom PRSmith ~

&, Prescriber

1310000002

—— %
o i v <

Prescriber Materials

| 1 | Review the Prescriber Materials

Review each drug's Prescribing Information Prescriber Education x
* CompanyPI1 e
PRy Prescriber Knowledge Assessment £
+ CompanyPI2
« CompanyPI3 Prescriber Enrollment Form &
* CompanyPI4 Patient Counseling Guide &
* CompanyPI5 . v
pany Patient Status and Opioid Tolerance Form &
* CompanyPlé
Patient Discontinuation Form x
Review the Prescriber Education.
= Adverse Events of Special Interest
Complete the Prescriber Knowledge Assessment Reporting Form £ 3
Prescriber FAQs X

3 | Complete the Prescriber Enrollment Form

Enroll in the TIRF REMS by completing the Prescriber Enrollment Form and sLbmitting it to

the TIRF REMS.
:

Upload Enroliment Form

Uploads must be in PDF format.

Or drop files here

PRTom PRSmith

Counsel Patient

Enroll Patients in the TIRF REMS

Manage Patients

E REACTIONS, itact the TIRF RE
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H TIRF REMS Home Prescriber * ContactUs PRPat PRDoe ~

. .
& Prescriber

1310000001

Prescriber Certification

3

Prescriber Materials

‘ 1 | Review the Prescriber Materials

Review each drug's Prescribing Information Prescriber Education £3
* C PI1 .
el Prescriber Knowledge Assessment kA
« CompanyPI2
« CompanyPI3 Prescriber Enrollment Form k3
« CompanyPl4 Patient Counseling Guide X
C PI5 . .
SA-empany Patient Status and Opioid Tolerance Form &
« CompanyPlé
Patient Discontinuation Form £ 3
Review the Prescriber Education,
Adverse Events of Special Interest
‘ 2 l Complete the Prescriber Knowledge Assessment Reporting Form &
Prescriber FAQs E

Successfully complete the Prescriber Knowledge Assessment and submit it to the TIRF

REMS.
. I

3 | Complete the Prescriber Enrollment Form

L

Upload Enrollment Form

Enroll in the TIRF REMS by completing the Prescriber Enrollment Form and submitting it to

the TIRF REMS.
.

Uploads must be in PDF format.

Or drop files here

PRPat PRDoe

Counsel Patient

Enroll Patients in the TIRF REMS

Manage Patients




Wholesaler Medication Guide v

Prescribing Information ~

Bag TIRF REMS

& Prescriber

PRJane PRDoe

Home Prescriber ~ Contact Us PRJane PRDoe ~

Individual NPl Number*

1310000000

First Name* Middle Initial Last Name*
PRJane Middle Initial PRDoe
Clinic / Practice Name*
Test Prescriber Practice
Specialty* Credentials*
Specialty ) MD O NP O PA O DO () Other
Address Line 1* Address Line 2
12 Parker Avenue Addess Line 2
City* State* Zip Code*
Chambersburg Pennsylvania L 17201
Number* Extension Fax Email Address*
420-689-9443 nnn... 209-772-0961 PR1310000000@examoto.net

Preferred Time of Contact*

() Morning () Afternoon () Evening

Preferred Method of Contact*

® Email () TexttoMobile# () Phone Call

Office Contact

First Name*

PRSally

Number* Fax

378-407-4338 Fax

Preferred Time of Contact*

) Morning (_) Afternoon (_) Evening

iy TIRF REMS

To report any SUSPECTED ADVERSE REACTI

Last Name*

Stafflones

Email Address*

PRStaff@examoto.net

Preferred Method of Contact*

) Text to Mobile# @ Phone Call

m

Email ¢

Non-Compliance Policy Privacy Policy | Termsof Contact Us

, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http:
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H TIRF REMS Home Prescriber ~ Contact Us PRJane PRDoe -

& Manage Patients

| PRJane PRDoe

&

| B Certified: 15t

. Find Patient
@™ | Youcan search for a patient already registered in the TIRF REMS and transfer them to your care.

|i| Find a patient by entering the patient's information below:

First Name Last Name Date of Birth

First Name MNotFound mm/dd/yyyy

Phone Or Email

Phone Or Email

A There are errors, please correct the items below:

» Patient cannot be found, please contact the TIRF REMS Call Center or enroll the patient.

&3 3

| Manage Patients
am™ | Manage your patients. Enter Patient Status and Opioid Tolerance, Discontinuation, and Adverse Events of Special Interest Reporting Forms.

© Enroll Patient

Show 10 = entries Search My Patient List:

1l 11 Date of Birth Tl Phone || Action

& PatientJulie Williams 6/13/1970 Bilacentinaation
- PatientTerry Smith 9/22/1989 T Cortiuation DlEcatinuation
- PatientPat Smith 7/15/1965 Continuation | | Discontinuation [ Report AESI l
- PatientPat Smith 6/27/1954 Discontinuation
:P’ PatientAli Smith 4/4/1962 Continuation Discontinuation Report AESI
| = Edit
|
Showing 1to 5 of 5 entries Previous Next

Non-Compliance Policy Terms of Use | Contact Us
iy TIRF REMS ot g

Toreport any SUSPECTED ADVERSE R 1ONS, contact the TIRF REMS Call Center at 1-8566 2- 3 or FDA at 800-FDA-1088 or ht v.fda, medwatch.



Wholesaler  Prescribing Information ~  Medication Guide +~

H TIRF REMS Home Prescriber ~ Contact Us PRJane PRDoe -

& Manage Patients

PRJane PRDoe
| | B Certified: 15th July

— Find Patient
@™ | Youcan search for a patient already registered in the TIRF REMS and transfer them to your care.

!i| Find a patient by entering the patient's information below:

First Name Last Name Date of Birth

First Name Miller mm/dd/yyyy

Phone Or Email

Phone Or Email

Match Found

@® patientJenn Miller (DOB:10/31/1985)

[ ? l You may now add this patient to your Managed Patients. To reset search, hit Clear.

e Manage Patients
@™ | Manage your patients. Enter Patient Status and Opioid Tolerance, Discontinuation, and Adverse Events of Special Interest Reporting Forms.

© Enroll Patient

Show 10 = entries Search My Patient List:

Edit T. 1l Date of Birth Tl Phone || Action

- PatientJulie Williams 6/13/1970 Discontinuation
- PatientTerry Smith 9/22/1989 Continuation Discontinuation Report AESI ]
& PatientPat Smith 7/15/1965 Discontinuation
& PatientPat Smith 6/27/1954 @ Discontinuation
& PatientAli Smith 4/4/1962 Contlnuation Discontinuation Report AESI
& Edit
Showing 1to 5 of 5 entries Previous n Next

Non-Compliance Policy | Privacy Policy | TermsofUse| ContactUs
iy TIRF REMS e e

USPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Cer at 1-866-822-1483 or FDA at 800-FDA-1088 or htt v.fdz medwatch.




Wholesaler  Prescribing Information ~  Medication Guide v~

H TIRF REMS Home Prescriber ~ Contact Us  PRJane PRDoe ~

& Manage Patients

| PRJane PRDoe

&

B Certified: 15tk

— Find Patient
@™ | You can search for a patient already registered in the TIRF REMS and transfer them to your care.

1 | Find a patient by entering the patient's information below:

First Name Last Name Date of Birth
First Name Last Mame mm/dd/yyyy
Phone Or Email

Phone Or Email

m

Ma e Patient
oe nag atients

@™ | Manage your patients. Enter Patient Status and Opiocid Tolerance, Discontinuation, and Adverse Events of Special Interest Reporting Forms.

© Enroll Patient

Show 10 ¢ entries Search My Patient List:
Edit T, Name 1| Dateof Birth 1l Phone 1| Action 11l
- PatientJulie Williams 6/13/1970 Continuation Discontinuation [ Report AESI

- PatientTerry Smith 9/22/1989

Continuation Discontinuation Report AESI

il

PatientPat Smith 7/15/1965 Continuation Discontinuation

=

& PatientPat Smith 6/27/1954 l Continuation ] Discontinuation [ Report AESI

- PatientAli Smith 4/4/1962 BlESHEINGEtsE
& Edit |
Showing 1to 5 of 5 entries Previous Next

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs

-1483 or FDA at 800-FDA-1088 or htt|




Wholesaler  Prescr nformation Medication Guide ~

H TIRF REMS Home Prescriber ~ ContactUs PRJane PRDoe ~

&, Patient Discontinuation Form

Patient Discontinuation Form

& PatientTerry Smith Enrolled as of 6/26/2019
Date of Birth: 9/22/1989 Mabile Phaone: 920-727-3214
Address: 273 New Saddle Lane Hickory, NC 284601 Home Phone:

B Discontinuation of a TIRF Medicine

Date TIRF medicine was discontinued:
MM/DDIYYYY

Reason for discontinuation (check all that apply):

i:i Mo longer required to manage pain
[] Mo longer on around-the-clock Opioid
[ Death

Date of Death: Cause of Death:

] Adverse event (if AESI, list below)
|_| Other (financial reasons, patient preference, etc.)

A Adverse Events of Special Interest (AESI)

Adverse events that MUST be reported to the TIRF medicines REMS:

* Accidental exposure * Addiction * Misuse

* Overdose * Abuse » Other serious adverse event
To your knowledge, has the patient experienced an adverse event of special interest while they have been using their TIRF
medicine?*

) Yes () No

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.

P sign E4E Type Signature

cl
PRJane PRDoe: Please use your mouse or stylus to sign below

| authorize the above sighature to be the legally binding equivalent of my handwritten signature. IEESIEGIELT BT

oy TIRF REMS NonConi

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1- 1483 or FDA at BOO-FDA-1088 or http




H TIRF REMS Home Prescriber ~ Contact Us PRJane PRDoe ~

&, Patient Discontinuation Form

PRJane PRDoe: Please use your mouse or stylus to sign below

Patient Discontinuation Form

& PatientTerry Smith Enrolled as of 6/26/2019
Date of Birth: 9/22/1989 Mobile Phone: 920-727-3214
Address: 273 New Saddle Lane Hickory, NC 28601 Home Phone:

U@ Discontinuation of a TIRF Medicine

Date TIRF medicine was discontinued:
MM/DDVYYYY

Reason for discentinuation (check all that apply):

Mo longer required to manage pain
Mo longer on around-the-clock Opioid
Death

Date of Death: Cause of Death:

Adverse event (if AESI, list below)
Other (financial reasons, patient preference, etc.)

A Adverse Events of Special Interest (AESI)

Adverse events that MUST be reported to the TIRF medicines REMS:

* Accidental exposure * Addiction * Misuse

* Overdose * Abuse » Other serious adverse event
To your knowledge, has the patient experienced an adverse event of special interest while they have been using their TIRF
medicine?*

® Yes No

Check all that apply

Experienced an overdose of their TIRF medicines medicine (Overdose - ingestion of an excessive amount of drug that is considered lethal or toxic,
either intentionally or accidentally)

Shown signs or symptoms of addiction to their TIRF medicines medicine (Addiction - a cluster of behavioral, cognitive, and physiological
phenomena that develop after repeated substance. Signs and symptoms include: a strong desire to take the drug. difficulties in controlling its use,
persisting in its use despite harmful consequences, a higher priority given to drug use than to other activities and obligations, increased tolerance,
and sometimes a physical withdrawal)

Misused or been suspected of misusing their TIRF medicines medicine (Misuse - the use of a medicinal product without a prescriptionor ina
manner other than as directed by a physician, including use without a prescription of one's own; use in greater amounts to feel euphoria (i.e. to get
high), more often, or for a period longer than prescribed:; or use in any other way not directed by the prescribing physician)

Abused or been suspected of abusing their TIRF medicines medicine (Abuse - intentional non-therapeutic use of a medicinal product, even once,
for its rewarding psychological or physiclogical or euphoric effect, and often associated with physical dependence)

Someone else has been accidentally exposed to the patient’s TIRF medicires medicine (Accidental exposure - unintended exposure of a
medicinal product to someone other than to whom it was prescribed)

Another serious adverse event (Other serious adverse event - any adverse event at any dose that results in death, is lifethreatening, requires
inpatient hospitalization, or causes prolongation of existing hospitalization)

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.

[ Type Signature

| authorize the above signature to be the legally binding equivalent of my handwritten signature. m




Wholesaler  Prescribing Information ~  Medication Guide ~

H TIRF REMS Home Prescriber * ContactUs PRJane PRDoe ~

& Adverse Events of Special Interest Reporting Form

Adverse Events of Special Interest Reporting Form

& PatientTerry Smith Enrolled as of 6/26/2019
Date of Birth: 9/22/1989 Mobile Phone: 920-727-3214
Address: 273 New Saddle Lane Hickory, NC 28601 Home Phone:
Product Name Product Strength Dose* Frequency*

-- Select Product -- w

A Adverse Events of Special Interest (AESI)

Adverse events that MUST be reported to the TIRF medicines REM35:
* Accidental exposure * Addiction ¢ Misuse

¢ Overdose * Abuse * Other serious adverse event

To your knowledge, has the patient experienced an adverse event of special interest while they have been using their TIRF
medicine?*

Yes () No

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.

# sign B3 Type Signature

Clear
PRJane PRDoe: Please use your mouse or stylus to sign below -

| authorize the above signature to be the legally binding equivalent of my handwritten signature. JEEIFOEDT AT

Non-Compliance Policy | Privacy Policy | TermsoflUse| ContactUs
pilly TIRF REMS dlachid bl s e e

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http:/www.fda.gov/medwatch.




H TIRF REMS Home Prescriber ~  Contact Us  PRJane PRDoe -

& Patient Status and Opioid Tolerance Form

Patient Status and Oplold Tolerance Form

Prescriptions will not be authorized for dispensing until this continuation form s on file at the TIRF REMS.

& PatientTerry Smith Enrolled as of 6/26/2019
Date of Birth; 9/22/1989 Mobile Phone: 920-727-3214
Address: 273 New Saddle Lane Hickory, NC 28601 Home Phone:
Product Name* Preduct Strength* Dose* Frequency*®

- Sebect Product "

Concomitant Medications (check all that apply):*

Benzodiazepines Barbiturates Preseription Insomnia Medications
Gabapentinoids Antipsychotics Other CNS depressant

Sedative Hypnotics Sodium Oxybate None

Tranquilizers Alcohal

Muscle Relaxants Prescription Cannabinoids

B Medical Information

Type of Pain:*

Cancer Pain Non-Cancer Pain

A\ Adverse Events of Special Interest (AESI)

Adverse events that MUST be reported to the TIRF medicines REMS:
¢ Accidental exposure * Addiction * Misuse
= Overdose * Abuse = Other sericus adverse event

To your knowledge, has the patient experienced an adverse event of special interest while they have been using their TIRF

medicine?*

Yes Mo

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.

i verity Opioid Tolerance

Opicid Moiety"
~Moilety-- e

Maolety/Strength/Route/Formulation®

Quantity* Units* Frequency®

Formulation Strength Route Frequency

Patients must remain on around-the-clock opioids while taking a TIRF medicine.

This patient is opicid tolerant because he/she is currently prescribed (exclusive of a TIRF medicine) one or more of the following
opioid regimens daily and has been prescribed this regimen(s) for one week or longer (check all that apply):*

= &0 mg oral morphine/day # 25 micrograms transdermal fentanyl/hour
2 30 mg aral cxycodone/day = B mg oral hydromerphone/day
2 25 mg oral exymorphone/day z 60 mg oral hydrocodoneday

An equianalgesic dose of another oploid

| understand the risks of TIRF medicines and my obligations as a TIRF mecicines prescriber to educate my patients about the TIRF REMS and
about safe storage and disposal, and to monitor my patients appropriately.

P ETypeSigrature

i ar
PRJane PRDoe: Please use your mouse or stylus to sign below -

| authorize the above signature to be the legally binding equivalent of my handwritten signature. m

oy TIRF REMS




H TIRF REMS Home Prescriber = ContactUs PRJane PRDge -

& Patient Status and Opioid Tolerance Form

Patient Status and Opioid Tol

1 form 3 00 tile at the TIRF REMS,

Prescriptions will not b

& PatientTerry Smith Enrolled as of 6/26/2019
Date of Birtt 2211989 Mabile Phone: $20-727-3214
Address: 273 Mew Saddle Lane Hickory, NC 28601 Hesnie Phore:
Product Name* Product Strength® Dose* Frequency®

Select Product b

Concomitant Medications (check all that applyl:*

Benzadiazepines Barbiturates Prestription Insomnia Medications
Gabapentinoks Antipsychotics Othver CNS depressant
Sedative Hypnotics Sodium Choybate Nore
Alobal
Muscie Relacants Prescription Cannabinaids

B Medical Information

Type of Pain:*

Cancer Pain ) Mon-Cancer Pain

A Adverse Events [AESH)

Adverse events that MUST be reported to the TIRF medicines REMS:

* Accidental exposure * Addiction * Misuse
* Overdose * Abuse * Other serous adverse svent
To your has the patient B an adverse event of special Interest while they have been using thelr TIRF

& Yes Ne

Check all that apply

Experiencs i their TIRF i icine (Overdose - i i ive senoant of drug that is considered kethal or toxic
wither intentionally or accidentaliy]

Shown signs or symptams of addiction to their TIRF medicines medicine (hddiction - a chuster of behavioral, cognitive, and physiological

aftar rep Signs Inchude: ! the drug. difficulties in controlling its use.
persisting inits pite harmi ahigher priority given to drug use than to ather activities. and obligations, increased tolerance,

and sametimes a physical withdrawal]

Misused or been suspected of misusing their TIRF medicines medicine (Msuse - the use of P Pth ina
manner other than as directed by a physi chuding i i one's own; use in g ialle toget
hitghl. mesre aften, of for a period lorger than g O LS in amy ather way not di by th

Abused or boen susp ' thedr TIRF medicines medicine (Abuse - intentional non peutic Lse of 3 medicinal praduct, even ance,
for | i dcal or i ffect. and ofs with

E been ace Ve w0 the ‘s TIRF medicines i a
muedicinal product to somaon otfer than to whom It was prescribed)

Another [Dither serious ach it - any adverse event a2 any dese that results in death, ks Bfethreatening, requires

wpatient O cause:

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.

i Verify Oplold Tolerance

Opicid Maiety*
Holaty- -

Maioty/Strength/Raute/Formulation®

Units* Freguency®

ength Route

Patlents must remaln on around-the-clock oploids while taking a TIRF medicine.

This patient Is oploid tolerant becauss ha/she Is currantly pres ive of a TIRF medicine) one or more of the following
opioid regimens dally and has been prescribed this regimenis) for ane week or longer (check all that apply):*

& &0 mg oral morphine iday 2 25 micragrams transdermal fentanylhour
* 30 mg oral axyeodonerday & 8 mg oral Iydromorphone/day
2 25 mg aral axymarphans/day = 40 mg oral hydrocodone day

An equianaigesic dose of anather opiold

L understand th sisks of TIRF

nes and my obligations 3¢ 3 TIRF medicines prescriber to educate my patients about the TIRF REMS and
sbout st Storag i Fmy patient ty.

FSign  H Type Signature

PRiane PRDoe: Piease wse your mouse ar stylus 1o sign below m

P

‘ TIRF REMS




H TIRF REMS Home Prescriber = ContactUs PRJane PRDge -

& Patient Status and Opioid Tolerance Form

Patient Status and Opioid Tol

1 form 3 00 tile at the TIRF REMS,

Prescriptions will not b

& PatientTerry Smith Enrolled as of 6/26/2019
Date of Birtt 2211989 Mabile Phone: $20-727-3214
Address: 273 Mew Saddle Lane Hickory, NC 28601 Hesnie Phore:
Product Name* Product Strength® Dose* Frequency®

Select Product b

Concomitant Medications (check all that applyl:*

B Benzodiazepines Barbiturates Prescription Insamnia Medications
Gabapentinolds Antipsychotics Othver CNS depressant
Sedative Hypnotics Sodium Choybate Nore
Akobol
Muscie Relacants Preseription Cannabinakis

B Medical Information

Type of Pain:*

Cancer Pain ) Mon-Cancer Pain

A Adverse Events [AESH)

Adverse events that MUST be reported to the TIRF medicines REMS:

* Accidental exposure * Addiction * Misuse
* Overdose * Abuse * Other serous adverse svent
To your has the patient B an adverse event of special Interest while they have been using thelr TIRF

& Yes Ne

Check all that apply

Experiencs i their TIRF i icine (Overdose - i i ive senoant of drug that is considered kethal or toxic
wither intentionally or accidentaliy]

Shown signs or symptams of addiction to their TIRF medicines medicine (hddiction - a chuster of behavioral, cognitive, and physiological

aftar rep Signs Inchude: ! the drug. difficulties in controlling its use.
persisting inits pite harmi ahigher priority given to drug use than to ather activities. and obligations, increased tolerance,

and sametimes a physical withdrawal]

Misused or been suspected of misusing their TIRF medicines medicine (Msuse - the use of P Pth ina
manner other than as directed by a physi chuding i i one's own; use in g ialle toget
hitghl. mesre aften, of for a period lorger than g O LS in amy ather way not di by th

Abused or boen susp ' thedr TIRF medicines medicine (Abuse - intentional non peutic Lse of 3 medicinal praduct, even ance,
for | i dcal or i ffect. and ofs with

E been ace Ve w0 the ‘s TIRF medicines i a
muedicinal product to somaon otfer than to whom It was prescribed)

Another [Dither serious ach it - any adverse event a2 any dese that results in death, ks Bfethreatening, requires

wpatient O cause:

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.

i Verify Oplold Tolerance

Opicid Maiety*
Holaty- -

Maioty/Strength/Raute/Formulation®

Units* Freguency®

ength Route

Patlents must remaln on around-the-clock oploids while taking a TIRF medicine.

This patient Is oploid tolerant becauss ha/she Is currantly pres ive of a TIRF medicine) one or more of the following
opioid regimens dally and has been prescribed this regimenis) for ane week or longer (check all that apply):*

& &0 mg oral morphine iday 2 25 micragrams transdermal fentanylhour
* 30 mg oral axyeodonerday & 8 mg oral Iydromorphone/day
2 25 mg aral axymarphans/day = 40 mg oral hydrocodone day

An equianaigesic dose of anather opiold

L understand th sisks of TIRF

nes and my obligations 3¢ 3 TIRF medicines prescriber to educate my patients about the TIRF REMS and
sbout st Storag i Fmy patient ty.

FSign  H Type Signature

PRiane PRDoe: Piease wse your mouse ar stylus 1o sign below m

P

‘ TIRF REMS
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Bad TIRF REMS

Home Prescriber =

& Patient Status and Opioid Tolerance Form

Contact Us

PRJane PRDoe -

Patlent Status and Oplold Tolerance Form

this cantl fem is on fle at the TIRF REMS.

| ot be di
& PatientTerry Smith Enrolled as of 6/26/2019
Date of Birth: 221989 Mabile Phone: 920-727-3214
Atciress: 273 Mew Saddie Lane Hickory, NC 28601 Hoene Phore:
Product Name* Product Strength® Dose* Frequency*
Satect Product hd

Cencomitant Medications (check all that apply):*

B Benzcdiazepines
Gabapentinoids

Sedative Hypnotics

Barbiturates

B Antipsychotics

Prescription Insomnis Medications

Other CNS depressant

Sadium Oxybate Nome
Trancuilizers Aleohol
Muscle Retaxants Prescription Cannabinids
B Medical Information
Type of P; =
Cancer Pain Non-Cancer Pain
A Adverse Events of Special Interest (AESI)
Adverse events that MUST be reported to the TIRF medicines REMS:
* Accidental exposure * Addiction . Misie
¢ Overdose ¢ Abuse * Other serious adverse evenl
To your k ledge, has the patient an adverse event of special interest while they have been using their TIRF
medicine?
o Yes Mo

Check all that apply

Experienced of their TIRF

either intentionally or accidentally)

aenount of drug that i considered lethal or o,

Shown signs of symptoms of addiction to their TIRF medici icit e achuster ogniti [ g

B op after rep . Signs and symg intlude: i the drug. dificulties in controlling its use.
persisting in it i . & higher @ g use than to other activities and cbligations, Increased tolerance,
and sometimes a physical withdrawall

Misissed or bien suspected of missing their TIRF medi dicine (Misuse - the use of t without igtioner ina

manrer ather than as directed by a physiclan, inchuding use without a prescription of ooe's own: use in greater amounts tofeel euphoria (Le. te get
igh}. mere often, or for 3 pericd longer than prescribect or e in any other way not directed by the prescribing physiclan)

Abiused or
fo it: i or

- Intenftional non-therapeutic use of a medicinal produt, even once,
ith

peathent’s THRF medi el

medicingl product Lo somecne other than 1o whom it was prescribed]

Ancther serious

Inpatient hospit

- any

o causes

edsting

at any dose that

1 g requires

If adverse events of special interest are reported, you will be contacted an behalf of the TIRF REMS for follow-up.

i Verity Oploid Tolerance

Opiold Maloty®
Codeine »

Maiety/Strength/Route/Formulation®

Select—
Quantity* Units* Frequency®
Makety Foemulation Strength Route

Patients must remain on around-the-clock opioids while taking a TIRF medicine.

This patient is opioid tolerant because hefshe is currently prescribed (exclusive of a TIRF medicine) one or more of the following
apioid regimens daily and has bean prescribed this regimenis) for ore week or longer [check all that apply):*

= &0 mg oral mosphineday
= 30 mgoral axycodonelay
x 25 mg oral axymor phone/day

An ecplanalgesic dose of ancther opioid

& 2% microgram transdermal fentamdhour

B mgoral hydromorphone/dsy

2 60 mg oral ydrocedone/day

Runderstand the risks of TIRF medich

about safe storage and di .

TIRF m

#sign  EType Sgnature

VOUF melse o

¥ abeut the TIRF REMS and

lauthorize the above signature to be the legalt




Bad TIRF REMS

& Patient Status and Opioid Tolerance Form

Patient Status and Opioid Tolerance Form

Prascriptions will mot be suthorized for dispanaing untll this cemtinuation form s on file at the TIRF REMS.

Home

Prescriber -

Contact Us  PRJane PRDoe ~

& PatientTerry Smith Enrolled as of 6/26/2019
Diate of Birth: 92211989 Mabite Phore: 920-727-3214
Address: 273 New Saddle Lane Hickory, NC 28601 Hame Phane:

Product Name*® Product Strength® Dose* Frequency®

Select Product »
Concomitant Medications (check all that apply):*

Benzodiarepines Barbiturates

Gabapentingids B antipsyeratics
Sedative Hypnotics Sodium Cnybate
Tranguilizers Alconhol
Muscle Relaoants Prescription Cannabincids

1B Medical Information

Prescription Insomnia Medications
Other CNS depressant

Mene

Type of Paln:*

Cancer Pain () Man-Cancer Pain

A\ Adverse Events of Special Interest [AESI)

Adverse events that MUST be reported to the TIRF medicines REMS:
= Accidental exposure

* Owerdase

Ta your has the patlent

medicine?*

" Yes Ko

Check all that apply

e

* Other serious adverse event

Experienced their TIRF dose - ingxstion of amount of drug that Is tone,
either intentionally or sccidentally]
Sherw s pt f addicti heir TIRF medici dicine (Addiction - a chuster of behavioral, cognitive, and physiclogical
phencenen that develop after Tapeated substsnce, Signs. ¢ intluude: & difficult B
L g desiy o . a higher Ehven tn drug use than to ather d o
and sometimes 3 physical withdrawall
Misusedd or been suspected of misusing their TIRF medicines medicing (Misuse - the use of ! ina
manner other th ted by a physician, incl i one's .. amcunts to feel iafie toget
highi, . o for a period longer i usein any o el ing phyys
Abused or been 4 TIRF icis irve (Aby f | even once.
for i i ical or physiclogical or euphaoric effect. and of

be: < posed to the patient’s TIRF medi edicine s
medicinal product her than to whoem
Arather [Orther seris - arvy sy ot any dose that results in death, is lifethreatening. requires.
inpatient hospitalization, or cause: isting hospitalization)

It adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.

i Veerity Oplold Tolerance

Oploid Molety*
Codeine -
Moiety/Strength/Route/Formulation®

ACETAMINOPHEN/CODEINE ANHYDROUS (300 mg/60 mg) ORAL TABLET

Cuantity* Units* Fraguency®
3 ~Select- ¥
Formulation Strength Route

Patients must remain on around-the-clock opioids while taking a TIRF medicine.

This patient is opioid tolerant because hefshe is currently prescribed (exclusive of a TIRF medicine] one or more of the following
oplold regimens dally and has been prescribed this regimen(s) for ore week or longer (check all that apply):*

2 60 mg oral morphineday
& 30 mg oral corycodone/day
=25 mg oral cymonphane/day

Anequianalgesic dose of ancther oplold

& 25 micrograms transdermal fentanyl/hour
= Bmg oral ydromorphonelday

& 60 mg oral hydrocodone/day

| understand the risks of TIRF medicines and my obilig s

age v ¥ .
#Sign B Type Signaturs

PRJare PROoE: Please use your mouse or stylus 1o 5ign below

prescribes

ot the TIRF REMS and

| suitharize the mbe £




H TIRF REMS Mome Prescriber - ContactUs PRJane PRDOe -

& Patient Status and Opioid Tolerance Form

Patient Status and Opioid Tolerance Form

ip nat be rod tor dispensing until thi i 100 file at the TIKF REMS,

& PatientTerry Smith Enrolled as of 6/26/2019
Date of Birth: W22/1989 Mabile Phone: 920-727-3214
Address: 273 New Saddle Lane Hickory, NC 28601 Hoene Phone:
Product Name* Product Strength® Dose® Frequency”

- Sefect Product — o

Cancomitant Medications [check all that apply):*

B Benzodiazepines Barbiturates Preseription Irscennia Medications
Gabapentinaids B Antipsychotics Oither CNS depressant
Sadative Hypnotics Sodium Cxybate Nane
Tranculizers Alcohal
Muscie Retaxants Prescription Cannabinids
B Medical Information
Type of Pain:*

Cancer Pain MNon-Cancer Pain

Ak Adverse Events of Special Interest (AEST)

Adverse events that MUST be reported to the TIRF medicines REMS:

* Accidental exposure * Addiction . Misuse
* Overdose * Abuse = Other serious adverse event
To your has the patient i an adverse event of special interest while they have been using their TIRF
medicine?
® Yes O Mo
Check all that apply
Experienced their TIRF medici ine (Overdose - Ingsstion of vm aeneunt af drug that # eonuidered lethal of e,

wither intertionally or accidentally)

Shown Signs or symproms of addiction ta their TIRF medicines A - achuster it
[ op after repeat . Signs and symg indlude: g chesi ake the drug. difficulties in controfling ils use.
persistinginits pite harmfi a higher pri to drug acthities i increased tolerance,

and sometimes a physical withdrawal]

Misused or been suipected of misusing ir TIRF medicines nwdi

e [Mitsuse - the use of & medicinal product without & prescription or in s

Fmanrwes ather than s ditected by  physician. inchuding i prescription of coe's cwn: use in g amounts phoria (Lo, to get
highl. mese aften, of for 3 pericd longer than p : o Lse in any ay ot directed by the p ing piysh
Abused o been suspected of TIRF inal noe-th tic use of & meedicinal product, even ance,
for it o harle effect. and oft {ated with physical dap

it h fer patient’s THRF medi " a

medicingl product to someone other than Lo whom it was prescribed)

Ancther serious [Other serh any at any dose that . requires
Inpatient o causes g

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.

[ Verity Opiold Tolerance

Oplold Molety®

Codeine :

Melety/Strength/Route/Formulation®

ACETAMINOPHENCODEINE ANHYDROUS {300 mg/60 mg] ORAL TABLET -
Quantity* uy Frequency®
2 tablet(s) o Select. hd
Fermulation trength Rout Frequency

Patients must remain on around-the-clock opicids while taking a TIRF medicine.

This patient is opioid tolerant because hefshe is currently prescribed (exclusive of a TIRF medicine) one or more of the following
opioid regimens daily and has been prescribed this regimen(s] for ore week or longer [check all that apply):

 60mg oral morphine/day » 25 micrograms transdermal fertanylhour
= M mgoral axycodana/iday = 8mg oral iydromorphone/day
=25 mg oral axymorphone/iay & 60 mg oral hyddrocodone/day

Aneguianalgesic dose of ancther opild

understand the risks of TIRF medicines as a TIRF medicl i ¥ P about the TIRF REMS and

about sali stosage and di ! i [patient: 1
#Sign  ERType Sgnsture

i i e A g [iciri]

| authorize the above signature to be the ¥ iR m




Bag TIRF REMS

& Patient Status and Opioid Tolerance Form

Hame

Praseri

PRIane PROCE -

Contact Us

Patlent Status and Oplold Tolerance Fo

Prescriptions will not be sethorized for di 1 this fem i on fila 34 the TIRF REMS.
= PatientTerry Smith Enrolled as of 6/26/201%
Diatw of Rarth: 221989 Mokile Phane: F20-727-3214
Address: 273 Mow Saddle Lane Hickory, NC 28601 Horme Phone:
Product Name® Product Strength® Dose* Frequency*
Select Product -
Concomitant Medications [check all that apply]:*
Benzodlarepines Barhiturates Prescription Imsomnia Medications

Gabapentinolds 8 antipsychatics Other CNS depressant

Sedative Hypnotics Sadium Coybate Hene

Tranquilizers Meatiol

Muscle Relaxants Prescription Cannabincids
B Medical Information
Type of Paln:*

Cancer Pain ) Non-Cancer Pain
A\ Adverse Events of Special Interest (AESI)
Adverse events that MUST be reported to the TIRF medicines REMS:

* Accidental exposure + Addiction * Misuse
* Overdose . Abuse * Other serious adverse svent
To your has the patient an adverse event of special interest while they have been using their TIRF
medicine?*
® Yes (0 No

Check all that apply

E ed h of their TIRF

I Ingesti i t o druag that s considered bethal or toade,

either intentionally or accidentally}

gres or

TIRF medicires madicine [Addiction - 3 cluster
phencmena that develop after repeated substance. Signs intfude: '3 ;s
isting i & higher priority ghvwen ty drug Lise than to ather activities and cbligations, Increased tolerance.

L cognitive.

fiffculth

andd sometimes a physical withdrawal)

Misused or misusing TIRF suse - the wse of a medicinal product without a prescription of ina
manner other than s directed by a physician, including use without a prescription of one's own; use In greater amounts tofeel suphoria (Le. to get
ighl, more often, or for a period longer than prescribed: o use b hy w not directed by it ici
Abused o their TIRF (A therapeutic use of 1, even once.
tor it | or physsological or suphoric effect, and often associated with physical dependence]

L sdentall patient's TIRF medic diciie [Aceid e ’
medicinal product pr
Another serk chv t {Other serit arry. at any dose that its in death requires
ingathent hospitalization, or scngation of itallzation)

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for follow-up.

§Verity Opioid Tolerance

Oplold Molety*
Molety %

Moiety/Strength/Route/Formulation®

Quantity* Units* Frequency®
Maiety Formulation  Strength Route  Dose Frequency
ACETAMINOPHEN/CODEINE ANHYDROUS TABLET 00mg/60mg  ORAL 2 tablets)

Patients must remain on around-the-clock opicids while taking a TIRF medicine.

TheeeTimesaDwy 3

This patient is opioid tolerant because hefshe is currently prescribe] (exclusive of a TIRF medicine) one or more of the follewing
opioid regimens daily and has been prescribed this regimen(s) for ore week or longer (check all that apply):*

60 g o3l e phinaday
& 30 mg oral owyrodone day
& 25 mg oral axyrmorphone/day

An eguianalgesic dose of anciher oplold

& 25 mierograms transdermal fentaeyimous
£ B mg oral hydramonphone day

& &0 mg oral ydrocodone/day

umderstand the risks of TIRF medicines and

asaTIRF v

about ge and di and to monitar

Fsign B Type Signature

PRlane PRDot: Please usse your mouse or stylus to sign below.

bosut the TIRF REMS and

tabe the legally bi ival



PRJane PRDoe

I' TIRF REMS s T

stihe TIRFREMS.

& PatientTerry Smith

= Birth Sr22/198%

930-727-3214

dciress: 273 New Sadéle Lane Hickary, MO 28601
Praduct Name™ Product Strength® Dose* Frequency”
Produs b
Concomitant Medications [check /1 that applyl=*
O gari
O Antipsychoss
O sagiumOxraate O mare
O sz
O erescriptiar Cani

B Medical Information

Type of Pain:

o

cer Pain (O Moa-Cancer

Ak Adwerss Events of Special Interest (AESH)

Adwverse events that MUST be reported to the TIRF medicimes REMS:

= Acoderss esoosure = Addiction s Misuse

s Oimrdase = fouze » . Diher seraus sdvers=ey

To your knowledze, has the patient experienced an adverse event of specizl interest while they have been using their TIRF

medicine?

O Y O N

If sdverse evants of spacial interese sre regorted, vou will be contactes on bahalf of tha TIRF REMS for follaw-un.

i Verify Opicid Toleranca

Opiaid Maiety*

Caceine by o
i y/Strength/Route/|

ACETAMINCPHEN/CODEINE ANUYEROUS 1500 me/60mzi ORAL TABLET s
Quantity® Units® Frequency®

Patients must re non around-the-ci TIRF medicine

opipid tolerant because | bed (exciusive of 2 TIRF medicin,

This patien ne or more of the fallowing

epicid regimens daily and has been pr= one week or longer {check sl that sppiyl

O+ 83 mi ot marphiine:day O 225 micrograms trsnsdermsl fentsmihaur

owycadoneiday rrdromar phareday

crymermhone cay

#3gn E Tvoe Sgnamure

PRlane PRDos: Fizase use vo

arize the sbove signsture to be the ez

it of my henoeritten sznatu

Sign and Submit

‘ TIRF REMS

Toreport sy SUSPECTED ADVERS




Wholesler  Presoribing Information Medication

H TIRF REMS Horme Prescriber BRlane PROce

& Patient Status and Opioid Tolerance Form

Patiznt Status and Opioid Talzrance Form
e G

= PatientTarry Smith

Dizze o Birthe $r22/1929

Adcracs: 272 Neww Szddle Lare Hickory, NC 28601

Product Name*® Product Strength® Cose* Frequency®
bt Prodisct— s <

Cencomitant Medications (check 2l that applyl:®

(] O nsarmniz Medizations
(] O Antipeychintics

(] O Sodium Ooybate O Hare

(m] O Asesha

[} O Preseription Cean

£ Miedical Information

Type of Pain

O CaacerPain O Mom-Cancer Pain

A Adversa Events of Special Interest [AESH)

Adverse events that MUST be reparted ta the TIRF medicines REMS:

s Misuse

Ao expasure * Adg

Cheerdase ® Aouze s Ocherserigus adv

adwerse event of special interest while they have been using their TIRF

the patient experiznced a

Ta your knowledze,
medicine?*

O Y= O No

K sdverse events of special inperest are reported, you wifl be contacted on behslf of the TIRF REMS for foliow-un.

¥ Verify Opicid Tolerance

Dpiaid Moiety*

Frequency*

| R e ER e R = S e |

e-clock opigids while taking 2 TIRF meds

les= hejshe is currently prescribed (exciusive of a TIRF medicine] one ar more of the following

scribed this regimanis) for one week or longd

= marghineiday

[ -2 30 mg arsl oxveodsneday

edicnes orescr

the risks of TIRF medicines and my abligations 2.3

tomonitor oy B priatehy

#5 i Tvoe Sgnawre

PRJane PROoe: Fiaase Ls: 5 to sign belaw

natdre to ke the legaty Dinding &

iy TirF REMS

EDWADVERSE REACTIOMNS, contact the TIRFREMS Call Coner 2t 1-B546- 433




Wholesaler  Presribing Infiormstio Medication Guide

Us PRlane PRDoe

Bug TIRF REMS

& Patient Status and Opioid Tolerance Form

Patiant 5tatus and Opioid Tolerance Form

9722/1989 F20-727-2214
273 New Saddle Lane Hickary, NC 28601
Product Name* Product Strenzth’ Dose* Frequency’
--Selact Proguct — 4 . =

Cencomitant Medications {check all that applyl:
O Barsituratas O Prescription insarnia Medi
O antipsychotics O Other CNS depressant
B Crevate O %ane
O Aicoha

iscie Relaants O Prescription Cannasingids

B Medical Information

Type of Pain:"

O Cancer Psin O Mon-Canoer Fain

dk Adversa Events of Special Interest [AESH)

Adverse events that MUST be repartec to the TIRF medicines REMS:

s Azoderts sxposure - » Mizuze

s Crverdose ® Abuse .

rserious sdverse

Ta yaur knowledze, has the patient experiznced an adverse event of special interest while they have been using their TIRF
medicine?*

O ¥es O No

If sdverse events of special nterest are reported, you will be contacted on bel

of the TIRF REMS for foliow-up.

¥ Verify Opioid Tolerance

Opiaid Moiety®
Buprencrohine '

Moiety/Strength/Route/Farmuiation”

£t TRAMSDERAMAL PATCH, EX
z) TRANSDERMAL PATCH,
15 og) TRANSDERMAL PATCH,
£ TRANSDERMAL PATCH,
TCH

TENDED RELEASE

BUPRENORPHIMN

EU ORPHINE |20 ug) TRANSDERMAL PATCH

rts sbaut the TIRF REMS and

O | uncerstand the risks of TIRF ma;
abat safe ctorage and disposal

vas anid vy oblizations 25 2 TIRY dicines prescriber to educal

< Ty patients sopeopriately

#FSgn @ TyoeSignature

PRiane PRDps: Pisgce Lseyour mouse or sty

sutharize the 3bave signsture to be the lsza%y i fent of ten sipnanae n and Submit

O, comtact the THRF REMES Cill Center o 1-B66- 483 or FI




Bag TIRF REMS

& PatientTerry Smith ed 26/201F
Diate of Eirthe /2201988 Phoae 920-727-3214
Address: 273 New Sadcle Lane Hickary, NC 22601 Hzme Fhzne:

Product Name* Product Strangth® Doca? Frequency*

b

- Select Product

Concomitant Medications (check 31l that applyl:®

O eartiturates O Frescription insam
O antipsychotics O otherc

O sadium Oxy O mane

O Akeaha:

O son Cannaingids

B Medical Informaticn

Type of Pain:®

O Canc

zn O Non-Cancer Fain

ik Adverse Events of Special Interest [AESH)

Adverse events thar MUST be reported to the TIRF medicines REMS:

® Accidenisi expasure . » Misase

= Crardose 0

= Otherserocs sdverseew

Tayaur knowledze, has the patient experiznced an adwerse event of speciad interest while they have been using their TIRF
medicine?*

O ¥= O No

IF afverse events of special interest are reported, you wiil be contacted on behalf of the TIRF REMS for foliow-ua.

i Verify Opioid Tolerance

Dipiaid Moiery®

Codeine W

Moiety/Strength/Route/Farm;

Fthe following

/325 me 40 mz/ 30 me; ORAL CAPSULE
m) 0 mz/30me ORAL TAP:
mefdd me/30 mei ORAL CAPSULE

BROMETHAZINE CODEINE ANHYDROLIS el ORAL SOLUTION
O & 30mg oest oytodoneday O 28 mzorsi ydromorphane day

0 2 25mzees

O 220mzarsl brsrocsdane ds

[ | ungerstang the risks of TIRF medicines
sbaut safe starage and disposal, and ta monit

vy atients about the T

#Sgn  E Tyes Sgnawre

i35 ot vour s o st ta Sz b (=

PRJzne PROos:

1zutharize th st re to b the lezalh

My TIRF REMS

Toreport sy SUSPECTEDNADVERSE REACT) conduct-the TIRF REN

—_toraaton Vemger,




Baj] TIRF REMS

PRJame PRDos

9/22/1988
273 New Sadéle Lane Hickary,

Product Nama® Product Strenzth® Doca* Fraquency*

--Seiact Produs W ase Fre

Cencomitant Medications (check all that applyl:*

O gercodiazepines O Bartiturstes O Pemseription inearnia Medicstions
O Gabapenti O antipsychots O Other CNS seoressant
e} O Hane
O
(]
B Medical Information
Tyoe of Pain:*
O CancerPsin ) Noa-Cancer Fain
£\ Adverss Events of Special Intarest [AESI)
Adverse events thaz MUST be reparted to the TIRF medicines REMS:
» Asdiderss moosure = Addicsion o Misuse

®  Otherserious adv

= Chverdose -

Ta your knowledze, has the patient experiznced an adverse event of special inverest while they have been using their TIRF
medicine?”

C %= O No

If adverse events of special interest are reported, you will be contacted on behal! of the TIRF REMS for foliow-ua.

B Verify Opioid Tolerance

Dpioid Moiety*

Fantry v

Muoiety/Strength/Route/Formul

RELEASE
D RELEASE
i TRANSDERMAL PATCH, EXTEND

RELEASE
TRANSDERMAL PATCH, EXTE! EASE

TAN &) TRANSDERMAL PATCH, EXTENDED RELEASE
SEfEnts MUSE TEMEIN O STound-the-TIoCK DRITIds While tIKINg 3 FTHE medrcine:

TIRF me:
cpicid regimens daily and hias been prescribed this regimenis] for one week ar fonger {check afl th

This patient is opicid tolerant because ha/she is currently prescribed (exciusive of ne} one ar more of the fallowing

smaiy

0O 225

cromrams ransderm| fentanyihaur

O 28 mzorsi bydromorshane day

O 2 s0mgaral

O
O
O
O
(]

jerits abaut

#5En & Tyee Signature

PRJzne PRDce: B

| sutharize the sbave i Binding =

Tareport oy SUSPEL




Bag TIRF REMS Home  Preseicer

= PatientTerry Smith

Diatmof Birth: Sraz/1989
Addrass: 273 New Saddie Lane Hickory, NC 226071
Product Name* Product Strength® Dose* Frequency’

raduct — e = Fresueno

Cencomitant Medications [check zll that apply)-

O 2=rcodiazepines O garsi

Oe¢

pentingics AntipsyThotics

O Sedstive Hyonatics Sagium Owylate

O Tranquitizers Aizohat

(]
(]
o
O Muscle Relaars O

Prescriptian Cannabinceds:

8 Medical Information

Type of Pain="

O CancerPsn O Non-Canes

i Adversa Events of Special Intarest (AESH)

Adverse events that MUST be reperted to the TIRF madi

* Ac

s expagure .

v Cregrdase "

Ta your knowledge, has the patient sxperienced an adverse event of speris

medicine?

O Y= O Mo

If sdverse events of special interest are reported, you will be contacted on behzif of the TIRF REMS for foliow-un

B Verify Opioid Tolerance

Opiaid Maiety®

Hyzrocodone b

Moiety/Strength/Route/Far

= ——)

HYDROCODD
HYDROCODO:

fthe fallowing

00 mgi ORAL TABLET,
120 CRALTAR

about safe starage and dispos

#FFen 8 Tyoe Signature

PRlane PRDos: Pizase useyaurr

| stharize the ure to e the |lmzafly Binding eoul

ent of my hancw

LIRS GPRELY  Sizn and Sabmit

‘ TIRF REMS

report sy SUSPECTED ADVERSE REACTIONS, contact the: TIRF REN




‘Wholerdler  Presoribing information Mexdication

Bad TIRF REMS g R T

s PRlane PRDoe

& Patient Status and Opioid Tolerance Form

Patiant 5tatus and Cpioid Tolerance Form

d as of 5/2

er22/198%
273 New Saddle Lane Hickary, NC 22601 Home Phone:

920-727-3214

Product Name* Product Strength* Dose* Frequency”

- Setact Praduct— W Dizz: B

Concamitant Medications [check aif that appiy):"

O e=

Lrstas

Antipsychotics

Sagium Qxyaats

(5 [T s s

O wuscis Gaizzrdz

B Medical Information

Type of Pain=*

rPxin O Non-Cancer Bain

Ak Adverss Events of Special Interest [AESH)

Adverse events that MUST be reported 1o the TIRF medicines REMS:

erze e

Ta your knowledze, has the patient experienced an adverse event of special interest while they have been using their TIRF
medicine?*

O Y= O Mo

If adverse events of special interest are renorted, you will be contacted on behslf of the TIRF REMS for foliow-un.

B Verify Opioid Tolerance

Opiaid Maiety®
Hydrocodone A

Moiety/Strength/Route/Formulation®

—Sefect— W

HYDROCODC

HEN [7.5 mx/325 mz] ORALTABLET
/525 mel ORALTABI
AMINOPHEN 13 mz 200 mg) ORAL TABLET

EN 7.5 RALTABLET

Fthe foliowing

CETAMINOPHEN | =300 me] ORALSYR!
NEACETAMINOPHEN (7.5 mg/3: s ORAL SYRUP
LCETAMI EN [

CETAMINOPHEN (25 me/1DE )
CETAMINOPHEN 15 mg 217 mg) ORAL

FEN (7.5 mg200
EN (Smei200
PROFEN 25 mg/ w
RALTABLET Erooa

et @ v SO e wveak REMS 302

rmouse or stylus to sign belaw ﬂ

PRiane PRDoe: Fizase Lse v

grature to be the legathy

Toreport sy SUSPECTED ADNERSE REACTIONS, comtact the: TIRE AEMS Call Ceonder o 1-055-2




Bag TIRF REMS e e

fled as of §725./2019
b F22/1989 930-727-3214
Addrags: 272 New Szddie Lane Hickory, NC 22601
Product Name* Product Strength’ Dose* Frequency®
—Ealatt Prodisct— b

Cencamitant Madicztions (chack all that zpply]:”

[ Barkitirstas [ Prascrigticn Insamaiz Madi
O Antipsychotics [ Otther CNS deoreszant
O Sadium O O war=

O Tranquifzees O #icoka

O Muzcie Sulzvzrtz O Preseription Cannssingids

B Medical Information

Type of Pain:*

O Cancer Psin O Non-Cancer Pain

A\ Adverse Events of Special Interest {AESH)

Advers= svents that MUST be reparted v the TIRF medicines REMS:
= Azcidents’ expasure = Addiction = Misuge

= Cherdass = Aouse = Qsherserious adverse

Ta your knowledze, has the patient experienced an adverse event of special interest while they have been using their TIRF
medjcine?*

O v¥s O Ne

If adverse events of special interest are reported, you will be contacted on bel of the TIRF REMS for follow-un.

B Verify Opicid Tolerance

Opioid Morety*

CRALTABLET
RALTABLET
ORAL TABLET, EXTENDED RELEASE

ORALTABLET, EXTENDED RELEASE
RAL TAELET, EXTENDED RE|
ORAL TABLET, EXTENDED RELEASE

ik

=i marphite/day [ -2 25 micrograms wransderma| femtampdhacr

O zéome

O 2 30 me oral meendoneiday O 22 mz st bidromorphaneiday

O 2 50mzaral byrocodoneday

[ | underszand the risks of TIRF ines and rry abh ts abaut the TIRF REMS and

Decucate mypsl

abaout safe storage and disposal. snd to monitor my patients sopropriztely

FSn @ Tyoe Sgnature

koot ==

PRiane PRDoe: Fiease use your mouse or sty

£ the sbave signature to be the legaity Sindin

‘ TIRF REMS

Tareport sy SUSPECTED ADVERSE REM




Bag TIRF REMS e

= is on file at o

& PatientTerry Smith Enofled as of /2572
Date ofEi 9723/1980 Phone: $30-727-3214
Addrass: 273 New Saddle Lane Hickary, BC 28801 Hzrme Phone:
Product Name* Product Strength*® Dose* Frequency®

-~ Select Product — b =

Concomitant Medications [check aif that apply):®

O Barbitirstes

O ware

v Hypnatics

O Teanquiaers

o 1 e e

O susci=

Prescriptian Cannabinaids

B Medical Informiztion

Tyme of Pain:"

O C=n

Paim O Mon-Cance:

ik Adverss Events of Special Interest [AESH)

Adverse events that MUST be reported to the TIRF medicines REMS.

ents sxposure - . Misuse

® Chardszs -

»  Other serious s

varse mmnt

your knowledze, has the patient experienced an adverse event of spec nterest while they have been using their TIRF

medicine?*

O e O he

f zdverse events of specizl interest dre reporred, you will be contacted on behsi¥ of the TIRF REMS for foliow-un.

B Verify Opicid Tolerance

Opiaid Maiery®
Leverphanat 5

ulation®

Moiety/Strength/Route/Far

Patients must remain on around -the-clock opioids while taking = TIRF medicine

This patient is opicid talerant because ha/she is currently prescribed fexclusive of 3 TIRF medicine} one or more of the following

epicid regimens daily and has been prescribed this reg I far one week ar fonzer {check all that apphy):*

ransderm

O 2 63 me orsé marphires:day YL

irogTs

O = 30 me orsi oorendoneiday O 22 rz et brdramorshanaiday

O = 75 miz orsi mieymorohanels £ aral hydrocodone day

[ Anequiznaizesic dase of anather opicid

[0 lncerstand the risks of TIRF megicines and rmy obiiz:

sbout safe storage and dispossl, and to mox

FSmm & Tyee Sonature

et s [z

sathari

SUSPECTECFADVERS!




Bug TIRF REMS s

Prescriber PRlane PRDce

Disteof Birth /2271989

Address: 273 New Saddle Lane Hickdry, NC 28601

Product Name*® Product Strength® Dose*
- Smiact Produc:— g Dre

Cencomitant Madications icheck zll that applyi-*

O Zarcodiazepines O e= wtes
Antipsyonotics

Sodium Oxybate

Alzoha!

Prescripzion Cannsbinaids

O tuscie Rl

B Medical Information

Mokile Phone: 920-727-2214
Horme Phone:

Frequency™

[ Prescrigtion Insamnia Medicstians

O Dther
O tare

epressant

Type of Pain:®

QO CaacerPsin O Noa-Cancer Pain

i Adverss Events of Special Interest [AESH)

Adverse gvents that MUST be repérted to the TIRF medicines REMS:

. A 43 expasare

»  Owerdose

If adverse events of special interest are reported, you witl be contacted onbel

§ Verify Opioid Tolerance

interest while they

isuse

»  Other seriaus adh

f the TIRF REMS for follow-un.

Opioid Maiety”

M

e

Moiety/Strength/Route/Farmulation®

-Selmet—

Patients must remain on around-the-ciock opicids while taking 2 TIRF medicine

s patient is apioid tolerant because he/she is currently prescril

opioid regimens daily and has been prescribed this regimenis) for one week or lonzer (check 3l that apoby}

O ze0mg=
O.230

mg orsl cxpmorphanelt

O sneg

nalgesic dose of anather o

[ | umcierstand the risks of TIRF medicines and my abfzstons

afe storage and disposal, 3

#5920 B Tvee Sgnawre

PRiane PRDoe: Fi=ase use your mouse or sty lus 1o sign belaw

ed {exciusive of 2 TIRF madicing

mopcodonelday O 22 mzors! bdromarshansd

marghiredsy O 225 micrograms fransderms | fertaryl hawr

azure to be the legaly Dinding

By TIRF REMS

.

report sy SUSPECTED ADVERSE REACTIOMS, comtact the: TIRF REMS Call Center ot 1-B56-2

ittensznam

Terms of Use

P& 3088 o bettrwwrw Fola.cowimedwatch.

ne ar more of the fallowing



PRJane PRDoe

Cont:

Badl TIRF REMS

97221929 920-727-3214
Adcress: 272 New Saddle Lane Hickary, NC 28601 Home Phone:
Product Name® Product Strength* Dose* Frequency*
— Select Product — b Do =te

Cencamitant Medications [check all that apply)=®

Oe O Prescrition insarmnis Medi
O Othert

O sosium Owvsats O %one

O ficoha

O reseription Cannsiingids

B Medical Information

Type of Painz"

O CancerPzin O Noa-Csnoer Pain

£ Adversa Events of Special Interest [AEST)

MUST be reported to the TIRF medicines REMS:

. = Addiction -

f * linuze .

Ta your knowliedge, has the patient experienced an adverse event of special interest while they have been using their TIRF
medicine?*

O ¥e O Mo

If scivarse avents of special interest are renorted, yeu will be contacted on behalf of the TIRF REMS for foliow-un

¥ Verify Opioid Tolerance

Opiaid Maiety”

Mathadane e

Moiety/Strength/Route/Formul.

S) ORALTABLET, FOR SUSPENSION -
GAMLE DRAL CONCENTRATE

TIRF madicine} cne ar more of the

owing

zer icheck ail that apaly

25 micrograms wransdermal fe hawr

3l hydromorphone/day.

Erocodoneday

‘patients about the TIR2

abaut safe starage snd disposs

d ta monitor rmy patiends soceopriataly

#FSen i Tvoe Spnawre

PRlane PRDoe: Fimase usey

zutharize $he sbave signature 2 batha 2zs

‘ TIRF REMS

ar=port amy SUSPECTED ALVERSE REACTIONS, contack the: TIRF REMS Call C




H TIRF REMS Hame Prescriser - Contsctls  PRIane PROoc

& Patient Status and Opioid Tolerance Form

Patient 5tatus and Opieid Telerance Form

# PatientTerry Smith
Date of Ei 9/22/1989 930-727-2214
Adcrass: 272 New Saddle Lane Hickory, NC 28601
Product Mame® Product Strangth® Doce® Fraquency”®
—Selett Product— b Caze Fragus

Concamitant Medications (check all that applyl:"

O Zercodizzepines O O Frescription insam: edicstians
[} naics O Antipsychotics O Oither CNS deoressant

= O Sadium Cwxya: O #ane

El O ficoka

(] O Prescription Cannaingids

O Medical Information

Type of Pain:*

O CancerPain O Noa-Car

& Adverss Events of Special Interest [AESH)

Adverse events that MUST be repartec to the TIRF medicines REMS.

denis! expasune = Add

erious sdverse evens

= Chmrdoss = Amize .
Ta your knoveledze, has the patient experienced an adverse event of special interest while they have been using their TIRF
medicine?*

O ¥= O No

If adverse events of special interest are reported, you will be contacted on behalf of the TIRF REMS for foliow-un.

B Verify Opicid Tolerance

Opiaid Marety®

Marphine W

Meiety/Strength/Route Farmu.

ect--. o |

fthe following

-

merenF LEMS 2000

#SEn i Tyoe Signature

PRlizne PRDe: e oeyous misse oty s toszn b =

he sbove signature to be the legsily Sindin

I zathari

‘ TIRF REMS

Tareport amy SUSPECT ED ADVERSE REACTIONS, contact: the TIRF REMS Call Center 2 1-B66- -F - 3088 or bty




Wholsler  Precoribing Information Medecation:

H TIRF REMS Home Prescriber PRIznz PROze

& Patient Status and Opioid Tolerance Form

Patiznt Status and Opioid Tolerance Form

922/1989 Ionile Phone:
272 New Saddle Lane Hickory, NC 22601 4

Product Name* Product Strength® Dose® Frequency*

A

—Select Produs

Cencomitant Medications [chack a1l that zpply):”

O O gar

(] O Antipsychotics

O O Sagium Dyt

O 0O #icoho

O O Preseriptian Cannsbingids

@ Medical Information

Twoe of Fain:"

O CancerPain O Non-Cancer Fain

Ak Adversa Events of Special Interest [AESI)

Adverse svents that MUST ba reported to the TIRF medicines REMS:

antsl svmasire .

s » Aouse
To your knowledze, has the patient experiznced an sdverse event of special interest while they have been using their TIRF

medicine?

Q Ya O Ne

rest are regorted, you will be contacted on behalf of the TIRF REMS fi

If adverse events of specia

§ Verify Opicid Tolerance

Dpioid Molety®
Marphine b

Mpiety/Strength/Reute/Farmulation”

ENDED RELEASE

fthe following
MORPHINE
ACRPHINE

MORPHINE |

ORALTABLET
ORAL CAPSULE EXTENDED RELEAS

#FS5zn. @ Tvpe Sgnawre

PRiane PROpe: Fiagse use vour

DERPPEN  Sacn and Subm

Tareport sy SUSPECTED ADV]




report sy SUSPECTELLADVERS

e TIRF REMS

Hame

Prescriber

PRlane PRD0e

rofled as of 6/26/201

972271989
Adcrass: 272 New Saddle Lane Hickory, NC 28601
Product Name™ Product Strength” Dose”
~ Sefiect Produ hd Cioce

Concomitant Medications [check all that apply]:"

920-727-3214

Fraquency®

a Oe =
o O Antipsychotics O Sther
m} O sadumOx O are
(] O icoho
m ] O Prescipsion Canssingids
B Medical Information
Type of Pain:”
() Cancer Fsin O Non-Canos
dh Adverss Events of Special Interest [AESH)
Adverse events that MUST be reported to the TIRF medicines REMS
s Azzderis exposure s Addiczion o Misuse

verdose * Asuse

Ta your knowledz)

, has the patient experienced an adverse evens of special interestwh

er serigus sdverseevent

e they have besn using their TIRF

If adverse events of special interest are regorted, you will be contacted on behalf of the TIRF REMS for follow-uo.

B Verify Opicid Tolerancs

Dipiaid Moiety®

Chryendone b

ET

XTENDED RELEASE
EXTENDED RELEASE
TENDEC RELEASE
EXTENDED RELEASE

#Tzn @ Ty Sgaawre

PRlane PRDoe:

s et e b ey e e

REMS and

| sutharize the sbave 5i

Call Center ot 1-866-207-148% or FDA 22 3

0PI 1008 or by

Sign amd Sobmit




Ba TIRF REMS

Patiant Status and Opioid Telerance Form

Home

Prescriger

TIRF REMS.

PRlane PRDwe

& PatientTerry Smith
Diate = Birthe 9221958 HMziile Phone 920-727-2214
Address: 373 New Saddle Lans Hickary, NC 22601 Hame Phzas:
Product Name* Product Strength® Cosce® Freguancy”
- Salect Product— v =aiie

Ceoncomitant Medications [check all that applyi="

O Eercodizzepines

apentinaids

pnatics

Tranguifizers

s Mo R o |

B Medical Information

Muscie Relaxaras O Prescription Csnnsaingits

O Frescriptioninsam
O Oithier CNS deprasart
O %ane

Type of Pain-*

O CancerPain O Moa-Cance:

&b Adversa Events of Special Interest [AESH)

Adverse events that MUST be reparted ta the TIRF medicines REMS.

s Adg

s=rousadverse

Ta your knowledze, has the patient experienced an adverse event of special interest while they have been using their TIRF

miedicine?

O ¥= 0O Mo

If adverse events of special interest are reported. you will be contacted on beh

BVerify Opicid Tolerance

the TIRF REMS for follow-up.

Opiaid Moiety®

Cocycodone b

LET, EXTEND!

TABLET

{25 me/325 mei ORAL TAS
5mz/ 225 me} GRAL TAB!
mE325 me) ORAL TABLET

QT OO NEACETAMING

T CONEACETANMINGF 10 mz/323 mzl ORAL TABLET

DO NEACETAMING 325 mz ORALSOLUTION

DO NEACETAMING 10 mg/300 mg) ORAL SOLUTION

ORALTABLET

325 mgi GRALTABLET

/400 mz ORAL TABLET, FILM COATED
£ -

ELEASE
LET, EXTENDED RELEASE

and tomanitor iy patients anpropriatety

#Sgn i Tvpe Signamre

PRJane PROpe: Plagse 1o use o stylus 1o sign below

fthe following

i3 ant

My TIRF REMS

Torzport

ISPECTED ADWVERSE REACTIONS,

sture o be the lezaity binding ecui

ent.of my ham

Non-Compliznce Policy. | Privacy Plicy |




Wholesaler  Presoribing Information Meciication Gusde:

PRlane PRDoe

Bug TIRF REMS T

& Patient Status and Opioid Tolerance Form

Patient Statuz and Opioid Tolerance Form

uatics feem is o fi

E ed a5 of 2019
Sr22/1989 hone: 920-727-2214
272 New Saddle Lane Hickory, NC 28601 Hame Pha
Product Hame® Product Strength’ Dose® Frequency”
--Seiact Pradus W Dose en

Cencomitant Medications icheck all that apply):”

o O Barbiturstes

(] O astipsychotics eoreman:
O = O sodium Gxyhiate O ware

O O Ajcoha

O Muscie Reizeants B, sinn Cannabinaics

Medical Information

Tvpe of Fain-

O Cancerpzn O

dh Adverse Events of Special Interest (AESH)

Adverse events that MUST be reported to the TIRF medicines REMS:

» Adgiction » Misose

» Abuse = Diherserous sdve

Ta your knowledge, has the patient experienced an adverse event of special interest while they have bean using sheir TIRF

medicine?

D %= O No

IF advarse events of special intecrest are reparted, you will be centacted on behal A5 for follow-un

¥ Verify Opicid Tolerance

Dipiaid Moiety®

Cacymorphane ~

Fthe following

margHine:day O 2 25 micrograms trancdermal fentamy hour

oxyeodone/day O 28 mzorsihrdromorphaneday

ciymzraben O 250 mgiarsl hyrocodonaiday

ients sbout the TIRF REMS and

about safe storage snd disposal, and ta monitor ry patients spprapei ateky

#3mn & Type Senaure

e =

PRJane PRDoe: F

sbors signature to be tha e




Bag TIRF REMS

PRlane PRDce

Patient Status and Opioid Tolerance Form

Prescriptions will nos be auzhari

& PatientTerry Smith Enrolled as of 6/26/201F
of Birthe Sr22/1920 9H0-727-3214
rass: 272 NewSaddle Lane Hickory, NC 28501

Product Name* Product Strength® Dosze® Frequency*

- Select Frodu e

Cencomitant Medications [check all tha

O Z=rcodiszepines

O Frescrition insamnia Medizatians

O antipsychotics O Other CNS dearesant
O soium Owists O %ore
O aicohe
7
B Medical Information
Tyvpe of Pain="
O CancerPain O Noa-Cance
Ak Adverss Events of Special Interest [AESH)
Adverss events that MUST be reported ta the TIRF medicines REMS:
*  Accderisexposurs: * Adgiction . Misuse
s Cardess 8 Aousa s Othersanoussdversssyen:

Tao your knowledze, has the patient experienced an adverse event of special interest while they have besn using cheir TIRF

medicine?*

O Yes O Mo

W sdvarse events of specizl interest are reported, vou will ke contacted on bel

¥ Verify Opicid Tolerance

of the TIRF REMS far follow-up.

Oipinid Mai

Pertzzocine b

Moiety/Strength/Route/Formulation®

ENALOXO ORALTARI

Patients must remain on around-the-ciock opigids while taking a TIRF medicine.

This p: it is opioid tolerant becaise he/she is currenth

prescribed (exclusive of a TIRF medicine} one ar more of the fallowing

opicid regimens daily and has been prescribed this regimenis) far one week or lonzer (check all that apolyl:*

O =0me

o

O = 20mgors

O & 25meomt

i Tvoe Signature

# 5

PRJane PRDos: &

O & 25 micropems transderms| fentamyhour
O 22 mzorsi hydromorphaneiday

O & 80mz arsthyorocodoneidsy

ture £ b the e

Coll Conber 2t 1-R64-




Bal TIRF REMS s A

& PatientTarry Smith
ate of Birth 92271988
Address: 273 New Saddle Lans Hickary, NMC 28601
Product Name*® Product Strength® Dose® Frequency’

-= Sehact Prodi W soen

Concomitant Medications [check all that appivi=”

O Tranguifzers

0l 5 2 A

O MiscieRetzans Prescription Cannsaingits

B Medical Information

Type of Pain

O CancerPain O Non-Cancs

A Adversa Events of Special Intarest [AESH)

Adverce events that MUST be reported ta the TIRF medicines REMS:

= Add = Misuse

= Abuse = Other senoos sdverse

Ta yaur krowledze, has tha patiant exneriznced an zdverss avent of spacial interese while they have bean uging thair TIRF
madicine?*

O Ve O Mo

If adverse events of special interest are reported. you will be contacted on behsif of the TIRF REMS for follow-up.

B'Verify Opicid Telerance

Opigid Moiety®

A

Tapent:

Moiety/Strength/RewteFormal

ORALTABLET

ORALTABLET
{10084G] DRAL TABLET

S0MG] ORALTABLET, EXTENDED RELEASE
BLET, EXTENDED &

MG ORAL TABLET, EXTENDED RELEASE

This patient is apioid taierant because he/she is currently prescribed (exciusive of a TIRF medicine] ene ar more of the fallowing

cpicid regimens daily and has been prescribed this regimenis) for one weekar ionger {check all that appiyl:®

O 2 80mg oezk marghineiday O 225 microzrms sransdermal fent

O 2 30meers owyeodoneiday O 23mzoes! hydromer shaneday

O ==

tuiroced;

iines prescriber b

rits sopropriately

#5en & Tyee Spnature

PRiane PROpe: Pledse L2

he above signature to be the lezaty binding ecu

=n Sz

‘ TIRF REMS

[ ADVERSE REACTIONS, contack the TIRF REMS Call Cender 2t 1-055-




Badl TIRF REMS e SRR B

PRJane PRDce

& Patient Status and Opioid Tolerance Form

& PatientTerry Srrith

Date of Birth W22/192%.

Address: 272 New Saddle Lans Hickary, RC 22601

Praduct Name*® Product Strength® Dose* Frequency®
— Samiact Product — W 1

Concomitant Medications (check all that spply):”

venatics
O Tranquiiizers

O suseie el

Alicaho

o
O s
O
(]

Prazcription Cannssingids

8 Medical Information

Type of Pain:"

O CancerPain O MNon-Cancer

A\ Adverse Events of Special Interest [AESI)

Adverse events thar MUST be reported ta the TIRF medicines REMS:

®  Acocerty expasure = Adgicsion = Misuse

roose = Abyse . LS 3

Ta youwr knowledge, has the patient experisnced an adverse event of special interest while they have been using their TIRF
medicine?*

O ¥=:0 N

if adverse events of soecial interest are resorted, you will be contacted on behal? of the TIRF REMS for foliow-uo.

B Verify Opicid Tolerance

Opioid Moiety*

AMINOPHENTRAMADOL {275 mg/
TRAMADOL 3 ORAL TABLET
RAL TABLI
A, L 2AL TABLET, FILM COATED
TRAMADOL [ RAL TABLET, EXTENDE -
TRAMADOL | 1p=) 1
TRAMADOL
TARAMADCL

Fthe foliowing

LE. EXTENDED RELEASE
3 FALTABLET, FILM COATED
2 e ol torcodone a5y O s m e idromorphana day

O 225 mg orat cogmorahans:

#Fgn @ TyoeSpere

PRlane PRDpe: Please use your mouse or.

Ensture to b the legaty

af b

Tareport sy SUSPECTECFADVERSE REACTIONS, comiact the TIRFREMS Cal o FIbA- 2008 or bty




PRiane PRDce

Ba TIRF REMS

Patiznt Status and Opioid Tolzrance Form

= PatientTerry Smith

Diste of Sirth: /2201989 920-727-3214
Address: 273 New Saddle Lane Hickary, NC 22601 Hzme Phne:
Praduct Name” Product Strength® Dote” Freguenicy*
- Selmct Praduct ~ Dot =
Concomitant Medications (check all that applyl:®
O eartiturates O Prescription insamniz Medicatians
Antipsychatics orazant

Son

Oy

Aleaha

B Medical Information

Tyne of Pain:®

0 Cancer Pain O Non-Cancer Fain

dh Adverse Events of Special Interest [AESH)

Adverse events that MUST be reported to the TIRF medicines REMS:

expasure ®  Adgcs » Misoss

» Aouse » Otherseracs sdverseew

Ta your knowledze, has the patient experienced an adverse event of special interest while they have been using their TIRF

medicine?*

O ¥= O No

of the TIRF REMS for foliow-up.

erse eventsof special interest are regorted, you will be contacted on bel

i Verify Opioid Tolerance

Dipiaid Moiery”

Codeine e

O mp/60 mz] ORALTABLET b d

Units* Frequency”

Stients MUSt remai e-clock opigids while taking 3 TIRF medicine
This patient is opioi kese he/she is currently prescribed (exclusive of a TIRF medicine} one or mere of the followi:
opicid rey prescribed th enis) for one week ar ionger {check all that apo!

O = 80 mearal mar [0 225 microgesms ranzdermz| famamd haur

5 about the TIRE AEMS and

sbats
#5gn & Tyoe Sgnawre

PRione PRios: Faass ey sy sl s sambean =3

By TIRF REMS

Taregort any SUSPECTEDADNI




Bag TIRF REMS

& Patient Enrollment

Moms  Preserlber < Costact Us  PRIne PADee -

Flrst Name* M Latt Mame® Bt of itk
Firnt Hama it Last bam P
San Are you Hispanic or Lating?
Maly  Female  Other s o
Race [check all that spsly)
Wehize. i i o Alaka Hative
ok Hathee Hawaiian os thes Pacic hiander
Blackor Abrican American Other pbsase spectyl
Address Ling 1+ Address Line 2
Adaresstinn | Adsesa Line 2
ity seate ZipCode®
ciry e “ Deced
Email Address® Numbat*
Email Address nnecnan-ann Mome Phone  * Mabile Phone
Preferred Time of Contact® Prefucred Methad of Contact®
Morsing . Afverneon ) Bvering Kl ) Tt b Moo () Phone Cal () Postal Mall

B theve a child in the home of s7¢ you 8 caregiver of small childeen? Do you have a wale and secure place to sore your medicine®
s 1 o e 0 Mo
First Name Last Mame Relationship
Firu Last Mase e, Father
Mumber Email Addross

et nnen Esrast Acidrans.

“ou have four aptl atain the patient’s signature. Sharing y

device or providing the patient 3 GR Code will allow for them to sign

e agreement in your sffice. It may take more time for 2 patient
complate, sign and wither upload or fax the form te

he farm, ey take wp

12 twa {2) Betiness days from receipt,

. The ¢all canter

&

eint BF

oblowing

| Verity Opaced Tolerance

& TIRF REMS




Bag TIRF REMS

Home  Prescriber Contact Us  PRJane PRDow -

& Patient Enrollment

Fiest Name* ML Lust Name® Date of Blrth®
egan Mida e 071143000
Sex Are you Hispasic or Latina?
Ml Femala Othar Vi L
Race [check all that apply]
i Yflan o Ak Hative
Asian Bathve Hunwaicin o Ether Pacife blarster
Black or Adrican American Ot [phewne specify]
Address Line 1 Address Line 2
Adei Line 1 Adidress Line 7
City" sty Tip Code®
iy Stitn = Tetod
Emall Addr Number®
Began Brovrdenamoto st Home Phane Mobils Phone

Preferred Time of Contact® Preferred Methed of Contact®

Morming ) Mismocn () Evening Emiah () Tt i bhobiied (7 Phone Call ) Pental sl
16 there 3 child Im the hesss o6 are you 8 caregiver of ymsll ehildrant” Y afw and o your medicinar
e O M v O Mo

Last Hame Relationship

Email Address.

optians patieat’s signature. Sharing v patieat 4 QR Code will sliow for them ta sign
Whe agreement in your office. It may take more ime for & patient 1o seceive in ssil. To use & printed form. you will need 1o peint,
compiéte, shgm and sither spload or he call then pi
2 two (2] Busimess days from receint.

Rake up

o by

Use within the last 6 mont|
™

Product Name* Praduet Strength® Dess® Frequaney*
Sebect Procuct — =

Type of Pain:*
Cancer Puin Horr-Cances Pain

Concomitant Medications [eheck all that appiy)

Sensasasepnes r— Pemscription Insomeia Mesiation

Catuaganitinoads Antipuprhobics. Othae CNS depreveant

Sacathr Hypmotics Soduen Onybiate tone

Franqudizers dopal

Mhacie Relsontt Frapoription Lannabincidy
i Verity Opioid Tolerance:
!-)Blﬂ MW. . i

Moty b
Malety/Strength/Route/Farmulation®

Usits® Fregqueney®

Patbests must remain an around-the-chock apboids white

This patient i ¥ pr lexchuthes of 3 TIRF
ragimens duily and hias bewn praveribed 1his cegimanis] for ane wesk oe longer fchack all that spplyl

king & TIRF madicine.

maee of th 2 0p

& 80 mgoral mer phine:dary = 25 mwierengratea W arises il (st sl hour

2 Fymg seal amycadoniay 2 B gt 0kl Paromorphone iy

2 2% mg oral onymorphone sy =40 g or sl Iwarocedoneiay.
Ansilanalgesic dose of snother opioid

TIRF medict . slbenst e TIRF REMES st st Ll dhiseage
A

Fugn BTy Sgnere

PRIane PRDo#: Fieane uue

oy TiIRF REMS




~ TIRF REMS

& Patient Enrollment

bome  Breseriber = ContsctUs  PRA PRDoS -

First Mame® ML Last Name*
Mg phda fircn
Sex
Male Female Other

Rasce {check all that apply)

s
Aalan,
Black of African American

Address Line 1°

Addees Line 1

Emall Address” Number"
Mgan Bromessmatn et S—
Prefurred Time of Contact®
Meosnieg () Alerncon () Evening
I thewe a child in th ¥ gl hi 3

Yes ) Mo

Diate of Birth®

071472000

Arrserican I of Abisica Bith
Hatee Haweailan or Other Pacific iulander
Ctrer (ptease specity]

Address Line 2

Addrevs Line 2

State® Tip Code®
Seate . TipCode
Haome Phone Maobile Phone

Praferred Method of Contact

Ema ) et b baskteR ) Pene Call () Postal Mal

Do you have 3 safe and secure place 10 store your medicine?”

Yes O Mo

Last Name

Email Address

Relationship

fou have four aptions to obtain the patient’s 5l
the apreemest in your office. it may take mor,

ature. Sharing your device or providing the pathent a R Code will allow for them to sign
me for a patient to receive an emall. To use 3 primted form, you will need to print,

complete. sign and either upload or fax the form to the call center. The call center will then process the form. The processing may take up

o tws [2) butiness days from receipt.

Prior THRF Use within the [as1 & months:®
Yau 1 Mo

Product Mame* Product Strangth® Date*

—Salact Product - =
Type of Pain:®

Cancer Pain (1 Man-Canger Pain

Concomitant Madication fcheck ol that spalyl:*

Bensediasepines Bartiturare
Gabagentingids
Sedache Hypnatics

B antipaycraties
Soxfhum Creytrane.
Tranguilizers

Mhuscle Retasanty

§ Verity Cipioid Tolerance
Chalold Molety*

Mty .
Meiory/Sirangih/Roure Formulation®

Units* Frequency”

Guantity"

Fraquesey®

Prescription lesossnia Madications
Dither CNS Seprevant
Hone

Prescription Cannabincids

Patients must resmain on arcund-the-clock oplolds while taking s TIRF medic

i s currently
naeras iy dinch B b regimensl fer k

» 840 mg el morphine ity

& M mgoral owpcodoneiday

# 34 mgoral cpmorphonaiday.

A ncianaipesic doas of mnother opioid

Iunder 3 TIRF e

# TIRF medicine}l one or more of 1k following oplald

langer [check all that spplyl

+ 25 micrograms trander mal festam\ our
+ B g oral rvdromorshone ey

» 40 g o i ooy

abcut the TIRF REM:

3 disposal,and 10 manHos ey gatients soprosriately

Fogn e siganee

Phans PRIGE: Pieiie uie yous mouta of vk 16 shin bekow

Mly TIRF REMS




nTIRF REMS Woma  Brosceiber < Contact Uy PRlane PRDoe -

& Patient Enrollment

First Name* M Latt Mame® Bt of Risth
Megan Ml Brown iAo
San Are you Hispanic or Lating?
Maly  Female  Other s o

Raca [check ail that spgly)

White. Aumepe bt an Inchian or Alaks Mathe.
Aian Hathee Hawailan or Other Pacific lander
Back o Adrican American Other ipbease specty]
Adéress Line 1* Address Line 2
AddsesiLion | Aderesa i 2
ity State® Zip Code®
cite State L
Email Address’ Numbar*
Wegan lrowrdbesamoto ne R Home Phone Mabile Phane
Freferred Time of Contact® Prefarrad Method of Contact”
Morming ) Alsernoon (1 Beering Bl ) Tt toMcbiied () Phooe Call () PostalMad

B there a child in the home af 4e¢ you s caregiver of small childesn?™ Do you have  ate and securs place to sore your medicine®

s 3 Mo wes O Ho

First Name Last Mame Relationship

Mumber il Addrass
“ou have four aptl atain the patient’s sipnature. Sharing your device or providing the pathent 3 GR Codw will allow for them to sign
the agreement in your effice. It may take more time for 2 patient to L ¥ 3
o n and either upload or fax the form to the call " The call conter ha form, may take wp

12 two {2) Buriness days from receipt,

The pleted by 18

Prior TIRF Use within the last & months:®
Yo T Mo

Product Name® Praduct strength” Dose* Freauency”
Sehec Prociut— =

Type of Pain:®

Cancer Pain (1 Mon-Cancer Pain

Concomitant Medicationn fcheck o1l that applyl:*

Bensadasegnes Barbiturates 7] Prescrintion nseonnia Medications
Gabageninaits B amspsychotics Dther CHS depresant

Sactashor Hypeotics Soddhem Chopbate (.

Tranguitzers ey

Mhsicle Relasarity | Preseriotion Cannabiessisy

Molety/Steength/Rosute/formulation®

Quantity” Unizs* Frequency”

Patients munt remadn on sreund-the-tlock oplolds while taking 3 TIRT madicine,

This patiant is opisid talerant becauss hafshe is curtently prescribed (sschesive of a TIRF medicine) one or more of the following opisid

and has baan e waek of lomper (chack a1l that spplyk"

b Mg aral marphingday | 423 micrograms transsermal Testany\ o
# Homgorsl moveodone day 1 8mgaral hdrnmorhone oy

& 5 mporal momorphonaisy # 80 oral vk ocossormidey

Aneeuiansigesic deone of snather opiold

TR medizne TRE TERF BEM gy
nd isgrcnal, ancl ts o ey patents aponcoristely.

Fign Wy et

L o . m

& TIRF REMS




nTIRF REMS Woma  Brosceiber < Contact Uy PRlane PRDoe -

& Patient Enrollment

First Name* M Latt Mame® Bt of Risth
Megan Ml Brown iAo
San Are you Hispanic or Lating?
Maly  Female  Other s o

Raca [chock ail that spgly)

White. Aumepe bt an Inchian or Alaks Mathe.
Aian Hathee Hawailan or Other Pacific lander
Back o Adrican American Other ipbease specty]
Adéress Line 1* Address Line 2
AddsesiLion | Aderesa i 2
ity State® Zip Code®
cite State L
Email Address’ Numbar*
Wegan lrowrdbesamoto ne R Home Phone Mabile Phane
Freferred Time of Contact® Prefarrad Method of Contact”
Morming ) Alsernoon (1 Beering Bl ) Tt toMcbiied () Phooe Call () PostalMad

B there a child in the home af 4e¢ you s caregiver of small childesn?™ Do you have  ate and securs place to sore your medicine®

s 3 Mo wes O Ho

First Name Last Mame Relationship

Mumber il Addrass
“ou have four aptl atain the patient’s sipnature. Sharing your device or providing the pathent 3 GR Codw will allow for them to sign
the agreement in your effice. It may take more time for 2 patient to L ¥ 3
o n and either upload or fax the form to the call " The call conter ha form, may take wp

12 two {2) Buriness days from receipt,

The pleted by 18

Prior TIRF Use within the last & months:®
Yo T Mo

Product Name® Praduct strength” Dose* Freauency”
Sehec Prociut— =

Type of Pain:®

Cancer Pain (1 Mon-Cancer Pain

Concomitant Medicationn fcheck o1l that applyl:*

Bensadasegnes Barbiturates 7] Prescrintion nseonnia Medications
Gabageninaits B amspsychotics Dther CHS depresant

Sactashor Hypeotics Soddhem Chopbate (.

Tranguitzers ey

Mhsicle Relasarity | Preseriotion Cannabiessisy

Molety/Strength/Route/formulation®
~lext- -
Quantity” Unizs* Frequency”

Patients munt remadn on sreund-the-tlock oplolds while taking 3 TIRT madicine,

This patiant is opisid talerant becauss hafshe is curtently prescribed (sschesive of a TIRF medicine) one or more of the following opisid

and has baan e waek of lomper (chack a1l that spplyk"

b Mg aral marphingday | 423 micrograms transsermal Testany\ o
# Homgorsl moveodone day 1 8mgaral hdrnmorhone oy

& 5 mporal momorphonaisy # 80 oral vk ocossormidey

Aneeuiansigesic deone of snather opiold
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Buyg TIRF REMS

& Patient Enrollment

Mome  Prescriber Contact Us  PRIane PRDor

Fiest Name* X Last Name* o Btk
Megan Ml Beowm B742000
Sex Are you Hispanic of Lating?
Male Female Other o No
Race [eheck all that apply)
wmae American Ingkan or Alaka Nathe
haan ative Hawatian or Other Pacibe Islarder
Binck or Adshciom Aot ican Ot gheave spcity]
Address Line 1° Addrest Line 3
Adaress Line 1 Address Line 2
Cliy" State®
ity Seste w
Email Address® Numbes*
Magan Browegeaamato.net Hame Phone Mablle Phone
Prefarred Time of Contact® Praforrad Method of Contact®
Maoming (| Aleosn | Evesing Emall ) Tewt toMokiled ) Phone Cal ! Prstal s

I3 there a child In the home o are you s caregiver of small children?

Yo 0 W

Do you have & safe and secure place to store your medicine?"

Yoo 0 Me

First Hame

Nusber Email Addeess

Relationship

‘Weu hive four aptisns to obtain the patient's sipnature. Sharing your device or previding the patient a QR Cede will allew for them to sign

the agreement in yeur office. It may take more time far  p

complete, sign and eithes upioad or fax the farm Lo the cal center. T!

10 two (2] business days from recelpt.

‘Provide QR Coné

Prior TIRF Use within the last § months®
Yes ) Mo

Product Name* Praduct Strength®

Select Presiuet -

Troe of Pai

Cancer Pain | Ben-Cances Pain

Concomitant Medications [check all that spply):*

Benzodiarepines Barbiturates

Gabanentinaids B Assisvchatics
Sectative Hypootics Scxihum Creybace
Tranquitzers Macohol

Mscle Relsants.

§ Verify Opioid Tolerance:

ant £0 receive an smail. To wse & printed farm, you will need 1o print,

the form. The pe. ng may "

Frequency”

Prescriprion Insomeda Medicacions

Other 15 depressant

Prescription Cannabinoids

Opioid Mok

Cotmine -

Molety/Strength/ Route/ Formulation®

A orEmE

Quantity® Units* Froguency”

Ed Sadect- -

remainan

inidy while taking & TIRF medicine,

This patinnt is oplld tolarant becwurs hefihe Is currantly

2 80 mg aesl marphinesday
& My mgoral anycodone ey
= 7% my oral ouymorphone day

A equisraigTsic dove of anasher opioid

aTIRF .
longer (check all that appiyl:*

the fallawing opbold

® 25 micragrams transsenmal fentasyd s
B mg oral Iydenmanphoneay

® ) mg el Inrocodoneiday

kol TIRE i i
4 gl anel (o mosstor Ty patients spprpEatel.

P @Tgesipuss

PiJiss PROw: Plee ume vour mose o vk o sign beow

ale storage

oy TIRF REMS




HT"‘F REMS Home Presctiber < ContactUs  PRIsne PROoS -

& Patient Enrollment

First Mame* M, Lant Mame* Date of Birth*
g (] Erown 0771472000
Sex Are you Hispasic or Latine?
Male Fesmale Other Yeu Mo

Race (check 3l that apply|

Waite Amesican Inglan e Alisia Nattve
Adisn Pt Hwwisian or Otber Piacife hiseder
Bisck o Alvican American O [penss secityl
Address Ling 1* Address Line 2
Address Line 1 AddressLine 2
(=11 State” Iip Code”
ity State v DeCods

Emall Address

Mg B camenmmess et Home Phose Mobile Phons

Preferred Time of Contact* Preferred Method of Contact®
Mormikg ) Alarrcon () Evaring sl ) Tot b bhokibed ) Phore Call ) Postal Mall

I3 Uere & ehald in the bame oF 4es you & caregives of i " anale plac vour medicine?"
Yes (1 Mo o ) Mo

First Mase Last Mame:

Numbes Email Address

You have fowr options to ablain the patlent’s sipnatere. Sharing your device ar i 3 11 allow tor th iz
the apretment In your affice. It may take mare time for a patient to recelve an emall. Touse a printed form, you will need to arint,
complete, ¢ wplaad of fax the farm < The call conter . The take up

to twe [2) business days from receipt.

Pyioe TIRF Use within the (a5t 6 menthe
Yes O W

Preduct Mama* Praduet Strength® Dose* Frequency”

Seboet Proghst = =

Troe of Painc*

s Py (1 Mo Caness Pain

‘Concomitant Medications (check ail that appiy):*

Benzodiasepines Barbiturates Prescription insamnla Medcaiions
Gabapentinaids, 8 Antigeyvhatics Ot €S depremsant
Sectative Hyprtics Sodiarn Cheyhste Hore
Teandpuifizers Aeshel
Musche Felanaots Preseription Camabinoids

B Verity Opioid Tolerance

Opioid Malety*

Eadeing “

Melety/Strength/Route/Formelation®

ACE TRELET »

Cuantity* Units* Frequescy®

Patient d-the-clock oplaids while taking a TIRF medicine.

This satient is oploid toleramt besauss hefsh
regimens dally and has bean prescribad this

s currently a TikF more of
gimens) for one week or lonper (check ol that apply):®

+ 800 g o3 oy 25 micTograms transsenmal feranyl how
© 20 mg orl siepcosdone ey & Bmgval hydromerphorm day
' 3% mg el snopmorphone ey & 0 mgral e poodorneitay

e pepulanslipruic dose of snather oplokd

of TIRF medic . TR stos the TIRE
aretfrpoesi, and o manior my paslents appropriately.

Fgn B Type Sigaaturs.

Pitlane PROGE Pesse s - =

& TIRF REMS




nTIRF REMS Woma  Brosceiber < Contact Uy PRlane PRDoe -

& Patient Enrollment

First Name* M Latt Mame® Bt of Risth
Megan Ml Brown iAo
San Are you Hispanic or Lating?
Maly  Female  Other s o
Raca [check all 1
Wehize. i i o Alaka Hative
ok Hathee Hawaiian os thes Pacic hiander
Blackor Abrican American Other pbease specty)
Address Ling 1+ Address Line 2
Adaresstinn | Adsesa Line 2
ci seate ZipCode®
ciry sste “ Deced
Email Address® Numbat*
Megan lirowrdberamato net nnecnan-ann Mome Phone  * Mabile Phone
Preferred Time of Contact® Prefucred Methad of Contact®
Morming 0 Afvernoon ) Evering Kl ) Vet boMskied () honeCall () Postalbad

oew your medicine®

B there a child in the home ar 408 you s careghver of amall childesn?™ Do you have & tafe and pecurs pla

es 0 Mo ves 0 Ho

First Name Last Mame Relatianship

Mumber Emudl Address

“ou have four aptl itain the patient’s sipnature. Sharing your device or providing the pathent 3 GR Code will allow for them to sign
the agreement in your effice. It may take more time for 2 patient to L il To wie ¥

complete. sign and sither uplcad or fax the form ta the call " The call conter ha form,
e twa {2) Butiness dayi from receiat,

Prior TIRF Use within the last & months:
Yo T Mo

Product Name® Praduct strength” Dose* Freauency”
Sehec Prociut— =

Type of Pain:®

Cancer Pain (1 Mon-Cancer Pain

Concomitant Medicationn fcheck o1l that applyl:*

Bensadasegnes Barbiturates 7] Prescrintion nseonnia Medications
Gabageninaits B amspsychotics Dther CHS depresant

Sactashor Hypeotics Soddhem Chopbate (.

Tranguitzers ey

Mhsicle Relasarity | Preseriotion Cannabiessisy

Molety/Strength/Route/formulation®

ME TABLET -

Units* Frequency”

Patients munt remadn on sreund-the-tlock oplolds while taking 3 TIRT madicine,

This patiant iv-opisid talerant because haishe is currently prescribed (sschasive of a TIRF medicina) ane o mare of the fallowing opisid
and has baan e waek of lomper (chack a1l that spplyk"
b Mg aral marphingday | 423 micrograms transsermal Testany\ o
# Homgorsl moveodone day 1 8mgaral hdrnmorhone oy
& 5 mporal momorphonaisy # 80 oral vk ocossormidey

Aneeuiansigesic deone of snather opiold

TR medizne TRE TERF BEM gy
nd isgrcnal, ancl ts o ey patents aponcoristely.
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“ TIRF REMS fome  Prescriver - ContaciUs PRIane PRDoe -

& Patient Enrollment

First Mame* (7 Last Name* Date of Birth
Magan e Brown 0Rr1AT2000
Sox Are you Hispanic or Lating?
Male Female Gther ves o

Rate feheck all that apply)

Whits A s o Abiikes Nt
Aaian Hitive Hemmian ov Other Pacii: stacer
Bk o Adiican At s Oiher [pbabse spevity]
Addrass Line 1+ Adareds Line 2
Adtcess Line 1 AddesvilLing 2
city" Zip Cod
Chy Stute > DpCode
Emall Address* Number*
Mg fromniessotn e e Home Phane Mabile Phane
Preterred Thne of Contact Praferned Method of Contact®
Merring () Aftwenocn (1 Evesing Ervall ) Vot to Mobiled ) Prone Call () Postal Ml
Is theee @ child im the home & are yeu 3 caregiver of small childran™ Do  sate and Bhac your mediche?”
Yo O Mo Yo O e
S
First Mame Last Hame

Numbes Emall Address

i btaim th i wvice or providing the patiant s QR Code will sllow for them to tign
the sgresment in yeur office. It may taks mare time for 3 patient 1o receive o0 smail. To uwe 3 printed form., you will need 12 print,
complete, sign and & upl or fax the form er. The call center will then process the form. The processing may take up
10 tw (2] business days from recelpt.

Prior TIRF Use within the last & months:*
Yes O Ma

Product Name* Product Stresgth® Dee* Frequency
Sedect Proct - ¥

Tywe of Pai

Camers Pain T bin-Canter Pain

Concemitant Medic. awplyl®
Beruodiarepnes B it et Prescriotion lsomns Medicalion
Gabapentinais. B antipeprhotics [ ——
Sedative Hyprotics Scfham Cruylte Hoea
Tranmuiizers Aaconal
[rRere— [ ——
i vrity Opioid Toberance
Opinid Maiety*
ke -
Maiety/Strengrh/Roure Farmalation®
Quamtity” Units* Fregquency”

ACETAMINOPHEN/CODEINE ANHYDROUS TABLET WOmpstmg  ORAL  Jisbietl]  Thims Tiewss Doy ]
Patl remain en d-the. whille taking & TIRF medicine.
This patient Is oadoid currently Pa TIRF mare

regimens daily and has been prescribed this regimen{s) for ane week or longer (check alf that agply)*

£ 84 g vk merpiinm iy 25 micsogramma ansdermal et s o
& X orab avendoneriey & Bmgoral irromonphanatday
£ 25 g o ol Eorymror phase ey S orl tpsvotedone iy

A sudsnalgesic dove of another optoid

st the TIRF AEMS and sbout sahe storage
‘ard dinposal. asd 1o meonkios e pacients s opriately.

P Bielipates

PRiane PRDOS: Plesoe e vour mause or st g g el =x
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Wholesaler  Prescribing Information +  Medication Guide

H TIRF REMS Home Prescriber ~ ContactUs PRJane PRDoe ~

& Patient Enrollment

Patient Information

First Name* M.L Last Name* Date of Birth*
Megan Middl Brown 07/14/2000
Sex Are you Hispanic or Latino?
'Male  Female ) Other J¥Yes 'No

Race (check all that apply)

_| White | American Indian or Alaska Native
| Asian [ Mative Hawaiian or Other Pacific Islander
Black or African American [ Other (please specify)
Address Line 1* Address Line 2
Address Line 1 Address Line 2
City* State* Zip Code*
City State ¥ Zip Code
Email Address® Number*
Megan.Brown@examoto.net ANN-NAN-nnnn _'Home Phone _'Mobile Phone
Preferred Time of Contact* Preferred Method of Contact*
Marning () Afterncon Evening ) Email Text to Mobile# Phone Call () Postal Mail

Is there a child in the home or are you a caregiver of small children?* Do you have a safe and secure place to store your medicine?*

Yes No Yes ) No

Patient Representative [if required)

First Name Last Name Relationship

Number Email Address

Patient / Guardian Agreement

You have four options to obtain the patient’s signature. Sharing your device or providing the patient a QR Code will allow for them to sign
the agreement in your office. It may take more time for a patient to receive an email. To use a printed form, you will need to print,
complete, sign and either upload or fax the form to the call center. The call center will then process the form. The processing may take up

to two (2) business days from receipt.
1
Print PDF




[ TIRF "

serious harm.

* My T aitnane provider hart (aked (0 me about the tafe Lise of TIRF medicines using me Madication Gulde and Patient

Gulde
| will ey s this medicine If | am reguiarly using anotfer opboi. ancund-the-clock, lor constant pain
.l he-ciock IMUST ing my TIRF medicine.
|l e s or give y TIRE medicine to anyone else. even If they fue the same symptoms.

My
death for somesne sl

L
o amyone for e ot prescribed

prascription T ope
# oy TIRF

TIRF REMS

TR R and
My Parsith
TIIRF REMS, Heever, iy

tuarme will et e shas et
| ghvw periniyslens $r the TIRF REMS an it apeety o o oy i, s, o the

acdminbiaration of e TIRF REMS Prigram

ider Lo arvvos etue.
adeietion, and everdene.

1 will se-gee sl in the TIRF RE
e theing eatmens
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Use this sption in present a QR Code 10 your patient. Your patient can scan
the G Code with their phone and sign the pathent agresment.

Cliek the buttan below 1o perserate a OR code Tor this patient, This will
ereate s custom invite link that the patient cas s2an to complate the
enraliment.




Condlrm Emall
Megan Beoeniesamote st

HIPAA Acknawledgement

this email may ¥
Infermation and confirm that | have the spprepriate HIPAK
agreements In place with 1his patiant,




Use this option to print a paper copy of the agresment for signature.
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Counsel Patient




Wholessler

Preccibing Informasian «

Mecfiction Guide +

Bag TIRF REMS

& Patient Enroliment

Home Prescriber - Contactis  PRIane PROoe

First Name* ML Last Name* Dateof Birth*
Megan Midd) Broeen 077142000
Sex Are you Hispanic or Latino?
Cmate  OFemsle O 0ther Oves Ono
Race [check ail that apaly]
O vt O Amerizan Inian or Alszica Native
O ssizn O Natiie Haveaiizn or Othes Facific siancer
O Biack or tfriczn Amerizan O other iptesse zaecity
Address Line 1 Address Line 2
Ardrezz Line 1 Aderesziine2
Ciry* State’ Zin Code
Stn v o
Emsil Addrecs® Numbar~

Megan BrsvmReamstanst ann-nreenann

Preferred Time of Cantact’
O Mominz O ‘Aftermaon: O Evening

Is there 3 child in the home ar are you caregiver of small children?:

DHome Phone ) Mobile Phane

Praferred Method of Contact’
O Ems? O TextioMobiles O PhaneCs3 O Pastsi Ml

Do you have a safe and secure place ta store your medicine?”

O Yes O:%a O ives O Na

First Name Last Name Reistionship

Number Email Addrass

You have faur options o abtain the natient's signature. Sharing your device or provi
the azreement in yaur office. It may take mare time far 3 patient to receive an email. To use 2 printed farm. you will need ta print,
comalete. sizn and either upload or fax the farm to the call center. The call center will then process the Farm. The processing may take up
ta tw (2) Buziness davs fram receipt.

nE the patient 3 QR Code vill sllaw fer them tosicn

Send Email

The faliowing cectians to be completed by the prescriber

Priar TIRF Use within the laz1 6 monthe:

O e O ha

Product Name® Product Strenzth® Frequency’

~SelectProdic W

Type of Pa:

© CancerPain O Nan-Camesr ain

Cancomitant Medicatians lcheck all that apalyl:’

O Benzaciazenine O Barbiturstes O Erescription knsamaia Megications

Gabasentinoid O ntoschotics O Other CiSdeprassant

Sedative Hypnotics Dxybite O None

O Acchst

Tranguilizars

a
a
o
o

Muscle Retzants O Prascrigtion Cannatingids:

i Verify Opioid Tolerance

Onioid Mojaty
Codeine ~
Moiery/Strangrh/Route/Formulation®
ACETAMINGPHEN/CODEINE ANHYDROUS (300 mp30 mg CRAL TABLET ~

Quaintity’ Units*

2 me ~

Trizez Dy
Thres Times 2 Day
FourTimes3 Day

Patients must remain on sround-the-clock 4 tedicine.
tolerant Becauce hel

d has been prezcribed thig

Thiz aatient iz oy
regimens da

Ecluzive of 2 TIRF medicine) ane or more of the follwing o
|enger {chackall that 2pak

O 3 s0mearsimorchin O = 25 rmiicrograms transdermat fersmy hour

O = 30mz aral veadane/cay O z@mears! reromormhane

O 225mzarmisymarshansiay O =
O An ecuisnaizesic dse of ancther aois
(i Z isks of TIRF medici & T ibarie: = o TIRF REMS and

‘and Siepacsl, and tamanitar iy patents aparaped

F

o B TybeSematere

PRUare PROGe: Plesserise your mause or stylurts sisniselon

Ml TIRF REMS

Toreoortan




Prescriber - Contactls PRlane PRDoe

Baj TIRF REMS e

& Patient Enroliment

Patient Information

First Name® ML Last Name® Date of Birth®
Megzn i Erown 07142000
Sex Are you Hisparic or Latina?
Omate  Ofemale  COther Oves  One
Race [check all that apply]
O white O americanin
O Asjan O
O Bisck or Africn Americsn O Cther
Addrass Line £ AddressLine 2
Address Line 1 Adéressiine
&ty Staet Zia Code®
ity State ~ ZanCode
Email Addracs™ Number-

Mezan Brown@ecmotane: finanaenann OHame Phane ) Mobile Phane

Prefesred Time of Cantact® Breferred Method of Contact®

© Moming © Altermaca O Evens O Ersil O TectoMobie O PhoneCal O Foss

Is there a child in the home ac are you acaregiver of small children™ Do you have 2 safe and secure place o stors your medicine?

0 Yes O ha O ¥es O Mo

Patient Representative (i reguired)

First Name Last Name Relationship
Number

Vou have four aptions to obtsin the p.
the azrzement in yaur office. [t may take mare time far = patient to receive an email. Ta use 3 arinted farm, yau wil| need o print,
complete, signand either uplaad or fax the form to the call center. The call center will then process the form. The processing may take up
ta two (2) business davs from receipt.

enature Sharing your device or provifing the patient a OR Code will allow for them to'sizn

Send Email

The faliowing sections to be completed by the prescriber

Priar TIRE Use
O ez O N

thin the a5t 8 manthe:

Praduct Name® Produst Strangth’ Dare® Fraguency®

~Selectfrodic W

Tyae of Pain

QO CancerPsin O Nos-Cancer Fain

Concomitant Medicatians [check il that apaly}:

O Beuochasine Sarniturszes O Prescrigtion insamnia Mecicztians
O Gabsnentmcids Antinsychotics O Other CNSdepressant
O Sedative Hypnotics SodiLen Cheybate O Noae:

Ricohol

ogooooao

O Muscle Retmants. Prescrintion Carnatinsids

§Verity Opioid Tolerznce

Opicid Moizty”

bk epioics while taking 3 TIRE medicine

fshe iz currently prescribed (sxclusive of 3 TIRF medicine) ane or more of the following epicid
thiz regimenis] far one week ar longer (chack 31l that apaiy):"

O 280w ol morphineica)
O = 20mg aral swveodanelday

Oax

'z oral axymarphone day

O Aaecuisnzizesicdoseaf ancther opiaic

O 2 25 micrograme transcermat fenamyithaoe
O 2 gmgarabydromambanetay
O =80

val indrocadane/day

#5m ETpeSgrane

PRJane PRDoe: Fless use your mouse o styius iz Below

TIRF magici

‘educsoe vy ptiants 304t the TIRF REMS and soout safe starage

I zatharize the abaie signature to be the lezaly binding eouivalent of my handviritten sz

oly TIRF REMS

he TIRF REMS Call Coner




Wholemsler | Prescribing information v Medication Guide

NTIRF REMS Hsme Fresziber - Camtsls  PAane PRDas

& Patient Enrollment

First Name® ML Date of Birth*
Megan Midd) Brown

Sex Are you Hisganic or Latina?

OMate  OFemale  O0ther OYes Oho

Race (chack 3/ that apply]

O vimie= O ‘american indian sr Alzsia Native

O asian O Native Hawaiian ar Other Pacific lsiangzr

O gizckar Africin Arericn 1 Orther {pieze specify
Address Linel" Address Line 2

Acdressiinel Aderemsine?
Ciry' State” Zip Cade”
St ~ T Code
Email Address™ Mumber™
330 Brzen Beamotne ARa-nnA-nnnn OHome Phone O Mobile Phone

Preferred Time of Cantact® Preferred Method of Contact®

O Morming O Atemoon O Evening O Emalt O Textts Mobiles O Phane Cad O Fastst Mail
Iz there 2 child ir the Aome o are you 3 caregiver of small children?  Dayou have 3 safe and secure place 1 stare your medicine
O ¥es- O Na O ves O o

Patient Representative ifrecuired]
Firer Name Last Name Relztionzhic

Number Email Address

You hisve four entions to obtsin the patient's signatire. Sharing your device of provi

£ the patient 3 OR Code will allow for them to sign
the agreement in your office. It may take mare time for 2 patient to receive an email. To use 3 printed form, you will need to print,
comalete, sign and either upload or fax the form to the call center. The call center will then process the farm. The processing may take up
ta'two (2) business days from receint.

The faflowinz sectians ta be campleted by the prescriber

Prior TIRF Use withi
O Yes O'Na

the |351 & manthe:®

Praduct Name~ Pradust Strangeht Doce’ Erequancy”

~SeleciFrodic W ~

Tyme of Pain"

O Cancer Pain O Non-Cancer Fain

Concomitant Medications {check all that apaivi’

O Benzociazesines O Barbiturstes O Frescription Insamais Medicstions
O’ Gabasenacids O sntmsrchatics O’ Other CNS depraszant

O sedative Hypnotiss O Sedium Qybat= O Nane

O Tranguilizers: m

o O Prescrigtion Camnabinsics

# Verity Opioid Tolerance

Opicid Moiety®

Buprenarphine A

Maiery/Strangth/Raute/Farmulation”

) B
ELPRENGRPHINE 1150 uzi Bl
EUPRENORPHINE (300 ug BUCCAL

ELPRENORFHING (5 vz TRANSDERMAL FATCH
BUPRENORPHINE 5 izt TRANSDERMAL FATCH, EXTENDED RELEASE
EUPRENORPHING

EUPRENORPHINE

NDEDRELEASE

D RELEASE

EUPRENDRPHING |
EUPRENORFHIN
EUPRENORPHINE

2 ) TRANSDERMAL PATCH
5 g} TRANSDERMAL PATCH
7 ux) TRANSDERMAL PATCH

|Ey] risis o TIRF TIRF me: criber

. 2 TIRFREMS and.
3nd Sispassl, 3nd ta monitor T patents 2prD)

PS5 ETpeSenatae

Rsne —_— =

SO, ......... |

| zutharize the sbave sizrature o be

il T1RF REMS




Prescribing Information = Mesdication G

" TIRF REMS Home Prescriber - Comczls PRlane PRDoe

& Patient Enrollment

Patisnt Informatian

Fiest Name® ML Last Mame® Date of Birth*
Megan Brown o 3

Sex Are you Hisparic or Latino?

Omate.  OFemale O Other Oves ONo

Race (check 3/l thatapply]

O white: D imerican indiian o Afzska Native.
Asian O Hative Havsitanor Dther Facific Isiancer

O Biack ac Affizzn American O oterimesss mesity|
Addrezs Line 1 Address Line 2

Address Lipe Adfressiine
city* State* Tin Code*

= Stae N Zotode
Emaii Adéress® Number

MeganSrounieamatanet Ara-na-rann OHome Phane O Mobile Phane
Preferred Time of Contact Praferred Mathad of Contact”

© Moming O ARemaon 3 Evening: O Email O TeetoMotile2 O PhaneCall O Possl Ma

i therz 2 child in the hame arare you 3 caregiver of small children? Do you have @ 3afe and secure pisce o store your medicine?”

0 Yes O Na O Yes O Mo
First Name' Last Name Relationship

Mumber Email Addrese

You have four options ta obtain the patient’s sigasture. Sharing your device or providing the patient a QR Code will sflow for them to sizn

she azreement in your office. It may take more time for 3 pstient to receive an email To use 2 printed farm, you will need to print,
comalete,

izn and sither uplaad or fax the form to the call center. The call center will then pracess the farm. The processing may take up

Send Email

The foliowing cectians to be completed by the prascriber

Prias TIRF Use within the last & months:*
O Ves O Na

Product Name® Praduct Srang Fraguency’

~SeactProcu W

Type of Pain-"

O CancerPain ) ‘Nan-Cancer £3i

Cancomitant Medicstians (check ail that apalyl”

O Benrdazenine O gargiturstes O Erescrigtian insamnia Medicatans
O Gabasensncids O artsvehstics O Other ONSdepresant
O secative Hypaosies O sodiven Qxvbate O ane
O Tranauilizers 0O deche
O Muscle Retmants O Preseration Cannabinsids
# Varify Opioid Tolerance
Opioid Molaty”
Codeine ~

Maisty/Strenzth/Raute/Formelstion”

ACETAMINOPHEN/CODEINE ANHYDRDUS (300 mg/ L3 mz, ORAL TASLEY

ACETAMINOPHENE ODEINE ANHYDRDUS (300 me/ 30 me) CRAL TABLEY

ACETAMINGPHEN/COOEINE ANHYDROUS (300 me/50me! ORAL TABLET

ACETAMMOPHEN/EODEINE ANHYDIROUS (120 mg/ L2 mg) AL LIGUID

ASHIRIN CARISOPRODOL! CODEINE FHOSPHATE (325 200ms/ 1 fme) ORAL TABLET _
BLITALEITALACETAMINGEHEN CAFFEINE/CODEINE ANHYDACUS [S0me/325 me 40 me/ 30 me ORAL CAPSULE

BLTALEITAL ACETAMINDSHEN CAFFEINE/CODEING ANHYDRDUS (53me/350 me/40 mp/ 30 me, ORAL CAPSUILE
BLTAIBITALASPIRIN-CARFEINE CODEINE ANHVDROUS (50 mei325 me 48 me3me} ORAL CAPSULE

ng opiaid

CODEINE AT AIFENESIN (10 mgi 100 iz} ORAL LIQUID
PACMETHAZINE CODEINE ANHYDROUS [6.25 L SOLUTION

O 230 mz oral axyoadane O = @mgarstbydiomseshoneay

O -2 25 mz oral cxvmarphaneiday O =50 mz oral drooadone/dsy

O ane gesic dose af snother opiaic

o

2 TIRF megic sducemp rere TIRE REMS ang

P B TypeSgnatare

PRizne PRDe:¢ S — E=D




Wholesier  Preoribing Information v Medication Guids

“ TIRF REMS Home Prescriber - Contactis PRUane PROoe

& Patient Enroliment

Patient Information

Firct Name' ML Lact Name* Date of Birth®
Mezsn Midd) Eeown 07447000

Sex Are you Hispanic or Latina?

OmMaie  OFemale O other Oves  Ono

Race [check 3ll that apply)

O Aemiesicsn indiso or Alasks Native

O Mative Hayesiian ar Other Pacific

D Biackor hfrican Americn D Cther (pease soecifit
Address Line 10 AddressLine 2

Address Line £ Adidress Line 7
City® Statet

City Staze v
Email Address Number

MezinBromn@eamomae: nenen-naon OHamePhane O Mabile Phane
Preferred Time of Contact! Breferred Mathod of Contact!

© Mominz O Alermoon O Evening © Emsl O TexttoMogiie# O PhoneCat (O Pastsl Mal
I there a child in the Rome:ar are you 3 caregiver af small children?™ Do yau have a safe and secure alace to store your medic
O Yes O Na © ¥es O No
FiestName Lact Name Resarionship

ture. Sharing your device of providing the patient 2 OR Code will allow for them to sign
your office. It may take more time for 2 patient to receive an email. To use 2 printed form. yau will need 1o print,
i either iplaad or fax the form ta the call center The call center will then process the form. The processing may take up

The foliowing cectians to be campleted by the prescriber

Brior TIRE Use within the [ast & manths:*
O ¥es O Na

Praduct Name* Froduct Strenzth® Diose® Fregquency’

~Select Produc W

Tyoe of Pai

Q) CancerPain O Non-Cancer Fain

Cancomitant Medications {check all that spalyl*

O Bemzocizzepines O Barbiturstes O Prescription nsomnis Medications
O Gabapentinics O trospchotics O Other CNSdepressant

O sedative ypastics O sodivonQoevbats O Mane

O Transuilzers O Aot

O uscle Relmants. O Pressristion Cannabmids

i Verify Opioid Tolerance

Opioid Moiety®

Fentay| ~

Maicty/Strenzth/Route/Formulation’

~Semci- v

FENTANYL (12 oz TRANSDERMAL PATCH, EXTENDED RELEASE

FENTANYL (35 Ui TRANSDERMAL PATCH, EXTENGED RELEASE
FENTANYL(100 1) TRANSDERMAL PATCH, EXTENDED RELEAST
FENTANVLTS Uz TRANSDERMAL RATCH EXTENDED RELEASE
FENTANYLI37.5 up) TRANSDERMAL PATCH, EXTENDED RELEASE -
FENTANYL{S25 ugi TRANSDERMAL PATCH, EXTENDED RELEASE
FENTANYL (87.5 ug) TRANSDERMAL PATCH, EXTENDED RELL
atients must remaln on Srourd-the-clock spiords while taling s TIRF medicine:

Thiz patient iz opiaid tolerant becauze ha/she iz currently praccribed [awclusive of 3 TIRF medicine) ane or more of the follawing opi
regimens d3ily and hat been praceribed thiz regimenic) for one week ar ionger (check il that 2mRivl

O 240 mgarsimarphines O 225 micrograms transcermal fencamyl haur

O 230 mgarslacodonsitsy 00 z22mgarsibycramorshane s

O 225 mzorlaxgmorphoaeiday O = 80mzorslydrocadane’dsy

O &n ecuiansigesic dose of anctheray

m Pl rigks af T icines andimy asiigat TIRF medicines prascriber: TIRFREMS
2ncicizpassi, and ta manitor iy patients JpAraRZtey:

F5z ETpeSganr

S =

PRlJane PREoe: Flesse wse your mouse or styius

1 fzeth i 5 be the lezafy Binding exdivalent it
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Wholecier  Prescribing information v Mediction Guids

“TIRF REMS Hems Fressiber  CamtastlUs  PRiane PROe

& Patient Enrollment

First Name* M Last Name* Date of Birth*
Miegan Middi Erown 07/1473000
Sex Are you Hizpanic or L:

OMate  OFemsle O Gther Oves Oho

Rzce [check ail that 3pply]

O ‘merican indian e Afzsis Native.

D0 Native Havaitan o Other Bacific isiancer

O Blackor African American O Ower (ease smecity
Addrezs Line 1* Addrecs Line 2
Acdress Line 1 Adfemssline T
Ciy* State® Tin Cod=*
ate ~ TaCode

Email Address® Number®

MegnBrovndecmoianst arnearnenarn OHomePhane  O'Mbile Phone
Preferced Time of Cantact® Preferred Mathod of Contact

O Meminz O Aftemace O Evening O Email O TexttoMasiles O PhaneCall O Pastsl Mad

|5 there 2 child in the home ar are you 3 caregiver of small children?™ Do you have 3 s3fe and secure place to store your medicinal”

Q Yes O Na O ¥es O Nz
Patiemt Representative (if required])
First Name Last Name Relationshin

Number Email Addrezs

Patient/

usrdian Agreement

You have faur aptions to obtain the patient's signature Sharing your device or providing the patient 2 QR Code will sllow for them o sign

the azreement in your office. It may take more time for 3 patient to receive 30 email. To use 3 printed form, you will aeed to print,
camglete, sizn and cither upload o fax the form ta the call center. The call censer will then process the farm The processing may take up
53 days fram receint.

Send Email

The faliowing sections ta be completed by the presciiber

Priar TIRF Use within the 2t § monthe:
O ¥ O Na

Praduct Name™ Product Strenzth’ Dose? Frequency”

—SeactProdis W

Tyne af Pain:*

O CancerFain O Non-Cancer Fin

Concomitant Medicstions (check all that aapiy}:*

DO Benzaciazesines O eaesiturstes O Prescription Insamsiis Medications
DO Gatacentincids DO ‘antosychatics O Other CNSdepressant
O Sedstive Hyprctics O Sodiim Cxybat O Nore
O Trenguliz=rs O Alechal
O Pressristion Cannabinsids

i Verity Opioid Tolerance

Opisid Moiezy™
Hydrocacane ~

Maiety/Strencth/RouteiFormulation”

Ssiect

$YDROCODIONE (10 rz) ORAL CAPSULE EXTENDED RELEASE -

HYDROCOIDONE (15 mgl CORAL CAPSULE DXTENDED RELEASE

LYDROCODONE {20 ) GRAL CAPSLILE, EXTENDED) RELEASE

$YDROCODONE {20 mz) ORAL CAPSUILE EXTENDED RELEASE

HYDROCODONE (40 mg) ORAL CAPSUILE, EXTENDED RELEASE _
E (53 mz) GRAL CAPSULE EXTENDED RELEASE

+YDROCODGNE BITARTRATE (20 me) ORAL TASLET, EXTENDED RELEASE

HYDROCODONE EITARTRATE {50 mz) ORAL TASLET, EXTENDED RELEASE

HYDROCODONE EITARTAATE (A0 mz! OR AL TABLET, EXTENDED AELEASE

}YDROCODONE BITARTRATE (40 mz) ORAL TABLET, EXTENDED RELEASE

+(DROCODONE SITARTRATE (S5 mg) ORAL TABLET EXTENDED AELEASE

$YDROCODONE BITARTRATE (100 me: ORAL TABLET, EXTENDEG RELEASE

HYDROCODONE EITARTAA XTENDED RELEASE

HYDROCODONERACETAMINGPHEN (5 mz/225 me) GRAL TABLET

CETAMINGPHEN (7.5 me/225 mz ORAL TABLET

HYDROCODONEACETAMINGPHEN (10 mer325 mg) ORALTAD

HYDROCODIONEACETAMINOPHEN [5mmz/300 me) ORAL TABLET

HYDROCODONE/ACETAMINPHEN (7.5 mz/ 300 me) ORALTABLET -

g 300 g ORAL TAGLET

nz opisid

£ msniior iy patientz aparapristery,
#Sim B TypeSenatere

BRJane PROge: Flaszs us your molss oranius t2 sign Seloe [ =]

Izutharize the sbave ignssure

ST ..........
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Wholemsler | Prescribing Information v Medication Gui

~ TIRF REMS Home Prescriser - Cantactls  PRiane PRDoe

& Patient Enrolime

Patient Information

First Name' ML Last Name* Date of Birth®
Megan Brown 077142000

Sex Aseyou Hispanic or Latina?

OMate  OFemale O Other Oves  ONo

Rzce (check 311 that 2pply)

O wmit= O Ame

O sian O Native Havasitan ar Othes Fci

O Biack o dfrican American O Cther ptease smecify

Addresc Line 1° Addrecs Line 2

Address Line £

Seatet
Stize ~
nail Address® Numbar®
MaganBrovmBeamatze: nnaananaen OHonePligne - OMobilePhoge
Freferred Time of Contact! Praferred Method of Contact!
O Maming O Aftemoon O Evening © Erail (O TesttoMosiie# ) PhoneTan (O Pastal b
Iz there a child In the Rome ar sre you 3 caregiver of small children?  Da yau have 3 £3fe 3nd secure pisce o store your medicine?
O Y O Na O ves O Mo
Patient Reprecenttive (if required]
FirstName Last Name Relationzhin

Number Emsil Addrezs

have folir options to obtsin the patient's signature. Sharl

cur device of providing the patient = QR Code will allaw for them tosign
theagreement in your offi

. It may take mare time for 3 patient to rec

e-an email. Ta use 2 printed farm, yau will need 10 print,
camalete. sizn snd either upload or fax the form to the call center. The call center will thea pracess the form. The processing may take up
13 owe (2} Business days fram receipe.

Send Email

The fallowinz sectiens to be completed by the prescriber

Priar TIRF Use within the I35t § manths:"

© ez O Na

Praduct Name" Praduct Strenzeh” Dose Frequency’

= SelestProduc. W

Tyme of Bain:’

O CancerPsin O Won-Cancer Fain

Cancomitant Medications fcheck a1l that spalyl:*

O Beodizepines O Frescription lasamaia Medications

O Gabapentingids O Other CNSdepressant
O Sedative Hypactics O Hare

O Teznzuilizers:

O Muscle Retanis

i Veriy Opioid Tolerance

Oioid Maiaty”
Hydracadone v

Moiesy/Strenzth/Route/Formul ation*

T ~

HYDROCODONE EITARTRATE (B0 mz) ORAL TABLET, EXTENDED RELEASE
EARTRATE (300 me; GRAL TABLET, EXFENDED RELEASE e
HYDROCODONE EITARTRATE (120 mg) GRAL TABLET, EXTENDED RELEASE
HYDROCODONEACETAMINOPHEN (5 me/325 me) ORAL TAZLET
HYDROCODONEACE TAMINGPHEN |

w2325 mei ORAL SOLUTION
DO /108 mgi ORAL SOLUTION
YDROCODONEACETAMINOPHEN (5 mgi217 mz) ORAL SOLUTION

HYDROCODONE i
HYDROCODONEBUFAOFEN 15 me/200 mel ORAL TABLET
HYDROCODGNE/1BUPROFEN (25 me/200 mz) ORAL TABLET

HYDROCODONE ISUFROFEN [10mg 300 mp] ORAL TABLET
o

20 Szpass, and tamanitor my ptients IpARaRztey

FS B TwsSenee

frzen sgnanore




Home Prescricer - ContactlUs  PRlane PRDoc

Bag] TIRF REMS

& Patient Enroliment

Pabient |nformstion

First Name' ML LartName’ Dateof Birth'

Megzn Mick Brown 07443000
Sex Are you Hispanic of Latine?
DOMale  OFemale O Other Qv ONs
Riace {check sl that apply)
O whie O American indisn or Alsshs Native
O &sizn O Nasive Havaaiian or Other Pacific isancer
O Biack or African Americn 01 Cther ipiesee smecity)
Address Line 1* Address Line 2

Address Line AddressLin

State
Stte ~

Email Address” Number

MeganBroumBecmatanet Arevarn-rann OHome Brone  OMobile Pone

Preferrad Time of Contact” Praferred Method of Contact”

O Moring O Aftersoon O Evening O Emsil O TextioMobilef O PhoreCal O Postal Msi

Iz there 2 child in the home ar are you a caregives af small children?”  Dayau have & safe and secure placs to store yaur medicine?”

O Y= O Na O ves @ N2

Patient Representative {if reaured)

Relationshic

Last Name

£ Name

Patient / Guordian Agresment

You have faur options ta ohtain the patient s s|snature. Sharing your device or prowiding the patient 3 QR Code will allaw for them to sign
the agreement in your office. It may take mare time far 2 patient to receive an email. Ta use 2 orinted farm, vou will need 1o print,
comalete, sizn and either uplaad o fax the form ta the call center. The call center will then pracess the form. The processing may take up
t3 two (2) Business davs from receipt.

The falleving sections to be completed by the prescrinar

Priar TIRF Use within the |35t § months:"

O¥Ys ONa

Praduct Name" Praduct Strangeh’ Doz

~SeectProduc W

Type of Pain

0 Cancer P O Noo-Canoer

Cancomitant Medications {check 31l that apalyl*

O Benzocizepines O Barsiturstes O Frescription Insomnia Medicstions
O Gabasentincids O anipsychotics DO Other NS depressant
01 Sedative Hypnotics O Sodivm Cuybat= O None
O Franzuilizers O aiecha
o

O Muscle Retaxzats Prescription Cannsbinsids

#Verify Opinid Tolerance

Omioid Moicty”
Hydromarphane b

Moiesy/Strangth/Route/Farmuation*

g OFUAL TASLET
g} ORAL TABLET
iz ORAL TABLET EXTENDED RELEASE

HYDROMORPHONE
HYDROMORPHONE HYDROCHLORIDE (SMG/SML DRAL SOLUTION
This patient is opieid tolerant because hefshe is currently srescribed [exclusive of = TIRF medicine] ane or more of the follawing opisid
spoly]

regimens daily and has been prescribed this regimenis) for ane week oc longer (check il

O 250 mz orsl morphineigay
O 2 30mzorsl oxveodone/dar

O 2 35mz orsl axymorphoneiday

snsizesic dose of sncther apiaid

O 225 micragrams trirsdermal Fentsmlhour
O 2 2mzorsyéromomhone/dzy

O 2 &8 rzorl fvdracidaneldsy

PRJsne PROGe: Please e your mouse or styius s sign bl

aducate my patients soout the TIRE REMS and sbout safa starage




“ TIRF REMS Home Bresciber - Comtscils  PRlane PRDoe

& Patient Enroliment

FiretMame® ML LastName™ Date of Birth®
Megsn Midct Brown 07142900

Sex Are you Hisparicor Latina?

Omatle OFemate O Other Oves One

Race (check 2fl that 2pply)

O wirit= O aimerican indian v Atzsi Native
O asfan D) Native Hawaifan or Other Sacific lsiander
O Bizck or African American O Otner measemesifd
Adracs Line 1° AddreszLine 2
Address Line Adiress ine 2
Gty Stare’ Zia Code®
Citv state ~ ZnCode
Email Address™ Number"
MeganErovmdeamoanes ARA-ana-naen OHome Phone O Mobile Phane
Preferrad Time of Contact” Praferred Mathod of Contact

O Moming O Afternoon O Evenins O Ersit O TexztoMobiie# O PhaneCall O Pastsi Mas

Iz there 2 child in the home ar are you a caregives af small children?”  Dayau have 2 safe and secure place 23 stare your medicine™

O Y= O Na Q Yez O Nz
Patient Representstne {if requared)]
First Name Last Name Refationship

‘You have faur options 1o cbiain the

ure. Sharing your device or providing the patient 3 QR Code wiil silow for them to sign
the agreement in your office. It may take more time for 3 patient to receive an email, To use 3 printad farm, you will need to print,
comalete, sign 3nd either uplaad o fax the form ta the call center, The call center wil| then process the form. The processing may take up
£3-two (2) B

Send Email

The faliowing sectians to be completed by the prescriner

Priar TIRF Use within the |23t § months:"
O Yes O%a

Praduct Name* Product Strensth® Dose*

~Selectfrodic W

Tune of Pain:"*

© CancerPain O Mon-Canoer Fain

Concomitant Medicatians check 3l tha apalyy:’

O gemzociasgine: O Prescriprian nsamnis Mecistians
O Gabznertin O Other CNSdepreszant
O sedztive Hypaotics O’ Nars

0" Tram

=

O Muscle Retzmants Prescrigtion Cannabinsids.

#Verify Opiaid Tolerance

Opioid Moiety*
Lewsirphanal w

Moiety/Strenzth/Route/Formul ation”

LEVORPHANGL{Zmg) ORALTABLET

LEVORPHANOL {2 mz] ORAL TABLE

Route [ Fremuency

®atients muzt remain on aroune-the-clock apiaics while 13king 3 TIRF med

This patient i opiaid telerant because hefshe is currently prescribed lexclusive of 3 TIRF medicinel ane or mare of the follawing opiaid
segimens daily and has bees prescribed this regiments) for one weak ar fonger check all that apafy}

O 2 80 mzoral moephinerday O 2 25micrograms transcermst fertamyihour
O 2 30me orslmamdoneiday O & g oest bydromaepboniefay
O 225 mzarsl axymorphone/day O 2 60 meoral nirocasanedsy

O Anecuisnsigesic deceaf snather opiaic.

(=] rigicz SETIRE med a TIRE magii iber ta-aducse s prtients 3oout the TIRF REMS and ssoutsafe suarage
20 Sizpdeal 2nd 1o montor my patiants Snoropriately:

#Scn B Type Serane

PRUans PRDoe: Flesze ure your mouss or soyius to sign Selow [ == ]

Izutharize

PO .. ... |




Wholeier  Prescribing Informason «  Medication Guide

" TIRF REMS Hame Prescriber - ContactUs  PRIanc PRDoe

& Patient Enrollment

Patient informatian

First Name® i Last Name* Dateof Birth®
Megan Midd! Browa 07/142000

Sex Arevou Hispanic or Latine?

OMaie  Ofemale  O0Other Q¥ One

Race (check 21| that spply)

O American indian o Alashs Native
O Native Hawaisn arOther PacifizIssncer
D Bizckar Adriczn Amaricn [0 Other (pieee smecityf
Addrazs Line 1* Address Line &
Acdressline L sdgressined
City’ State” Zip Cade”
City s ~ ToCode
Email Address Number
MeginSeoungeamaiane: Amnnn-nnn OHame Phane (O Mabile Phane
Prefersed Time of Cantact' Preferred Method of Cantact'
© Moming O Aitermeon O Evening O Email O TexttoMotiled O PhaneCall O Pastsl
Iz there 3 child in the home or are you 3 caregiver of smali childran®™  Doyou have s cafe and cecure piace ta store yaur medicing?™
© Yes O No O Yez O Mz
FirstName Last Name Reiationship

Number Email Address

You have four aptions to obtain the patient's

Enature Sharing your device or previding the patient 3 QR Code will allaw for them 1o sizn
the azreement in your office. [t may take more fime for 2 patient o receive 3 emsil. Ta use 2 printed form, yau will need to print,

camalete, sizn and either upload or fax the form ta the call center. The call center will then process the farm. The processing may take up

£a two (2) business days fram receipt.

The following cections to be complated by the preseri

Priar TIRE sz within the last & months:*

O'Yes O Ba

Product Name” Praduct Strenzth® Dose” Freauency’

~SeactProdu W

Type of Fain:

O CancerPain 31 Non-Canzer F3in

Concomitant Medicatians {check all that apply)

O Renzciazesines Barbiturstes O Frescription nsarmaiah

Gabasensiacids Antpsichotics O Other TN depressant

Sedztive Hypnoties Sodiirn Onybate O Hone

Tranquilivers Aicohol

oooagoao

o
o
o
o

Miscle Retacnts: Prescription Canaabinoids

i Varify Opioid Tolerance

Opioid Moicty”
Meperigine. ~

Moiety/Strength/Route/Farmulation”

Strengsh

Batients must cemain on areund-the-clock opioids while taking a TIRF medicine.

Thiz patient is oplaid tolerant Because hesshe is currently arescribed (excluzive of 3 TIRF medicine) ane or mare of the follawing opicid
regimens dail

v and haz been prescribed this regiments: for ane week of fonger (check 21l that apaivi:’

O 240 mzaral morshineizar O 25 ricrograms transdermai fentsavlhaur

O 230 mzom voadaneis: O z8mears heromerhoreiar

O 225 rzoml svmarshensiday O 250 mz oral hydracedeneidsy

O dnequiznsizsicdoseaf snctherspiaic

L] Iunderstand the risks of TIRE medicines snd i TIRF madici iber to educsts my pafients sbout the TIRF REMS and sbout safe storaze
‘3 Baposal, and to monitr v patients aparopristel

#Se @ TpeSgnane

it s orstyis ozl =]

PRane PADoe: Flass:

|suthari

Binding eauivalent of my handinr

iy TIRF REMS




Wholemler  Prescribing Informasion ~  Medication Guide

~ TIRF REMS Home Frescriber - ContactUs  PRlane PRDoe

& Patient Enroliment

FirstName® ML Last Name" Dateof Birth'
Megzn Erown 7142000

Sex Are you Hispanic or Latina?

OMate  OFemzle O Other Oves Ono

ace (check il that zpaly)

D) Americen indi;
D1 Wative Havsgitan or Gther acific Isiander
D Cther (tease soecifyl

e Alasica Native

Address Line 17 Address Line 2
Acdressline 1 Aderessiine 2
City* Zip Cade’
= St W z
Email Address® Number:
i Beoum@exematane: Arna-pann OHomePhane . © Mabile Phane
Freferred Time of Cantact’ Preferred Method of Cantact*
@ Moming O Aftermaon ) Bvening O Erait O Testto Matile 0 Phore Catl O Fastal M
iz there a child in the hame or are You a caregiver of smail ehildren?” Do vou have 2 3afe and secure nlace to store your medicine?"
O Y= OS2 O ¥es O Ne
Patient Represertative (F required)
First Hame Last Name Retationship

Number Email Address

Patiant./ Guardian igresment

¥ou have four aptions sa abtain the natient's siznatere. Sharing your device or provi

g the patient 3 QR Code will allaw for them to sign
the szreement in yaur office. [t may take mare time far 3 patient to receive an email. Ta use 3 arinted form, yau will need to print,
camalete. sizn and either upload or fax the form to the call center. The call center will then pracess the farm. The processing may take up
to two {2} business days fram receipt.

The followinz sections to be completed by the prescriser

Medicsd Infarmation

Priar TIRF Use with
Q¥ O e

the last § manths:

Praduct Name® Praduct Strength® Dose

~SelectPradi: W

Type of P

O CancerPan O Nan-Cancer 55

Concomitant Medications (check ail that znniy)”

O Bevmocizzenine O Bartiturates O Freseription nsomnis Medicstions
O Gabasentincids O Angosychotics O Other CNScepressant
O Sedative Hypnot O Sodium Owybate O Nace
O Tranguilizers O sieoh
O Muscle Refocnts O Prescription Cannabincids
i Veerify Opioid Tolerance
Opioid Mojey®
Methadone ~
Moiety/Strenzth/Raute/Formulaticn”
- o

METHADONE:

ozl ORAL TABLET
METHADONE (S mz) ORAL TARLET

METHADONE (5 mzi ORAL SOLUTION
METHADONE {10 mz] ORALSOLUTION

METHADONE HYDROCHLORIDE (40MG) ORAL TAELET, FOR SUSPENSION _
GMEMLI ORALCONCENTRATE

METHADONE HYDROCHLORIDE |
Patiznts must remain on aroend-the-clock apioids whils taking a TIRF medicine.

This patient is opiaid tolerant Because heishe s currently prescribed (exelusive of 3 TIRF medicine] ane or mare of the follawing ceivid

regimens daily and has been prezcribed shis regiments] far one week ar

O =80

nger {check 2!l that anaivk?

mz oral morchmeiday 0O =25 mizrees

m transserms fenmmylhaur

O = 30 me oral cyeadaneiay O :amearshyeramorshaneiday

oral symarphaneday mz aral jdracagansiday

zesic dese af anothier opeaid

[ Lunderstand the riss of TIRF medicines snd my caligati TIRF madi duz3ne My pasents It TIRFRE! L
28 epass), and ta menltor my patants agarapr

FSim B TypeSenatee

Phiane Do e =

iy Bineling euivah ¥ SRR Sicn and Sabesi

By TIRF REMS




Comtactiis  PRianc PRDoe

Bag TIRF REMS

& Patient Enrollment

Patient Information

First Name* ML Last Name* Date of Birth"
Mezsa Brown 07342000
Sex se you Hispanic or Latina?
Omate  OFemale O Other Ov=  Ona
Race (check all that apphy
0 white O tmericzn Indlian ar Alssks Native
O ssian O Native Havs
O gizckar Africen Amerizn O Ctrer (prezse secifyi
AddrassLine 1" Address Line 2
ress Line 1
Ciey State! Zip Codet
it ~ ZnCode
Email Address Numbar*
MeganSrumBesmotane: amamenaen OHometione O Mabile Bione
Preferred Time of Cantace' Preferred Method of Contact'

© Moming O Afternson D) Evening

O Emall O TexrtaMosile2 O PhoneCall O Paszst M2

{s there a child in the hame ar are you a careziver of small children? Do vas have 2 safe and secure alace to stare your medicine®™
O Yes O Na O e O o
Pabiont Represestative (f reguired]

Firse Name Last Name Resationship

Mumber Email Address

You have four aptions te obtain the astient’s sig

ture. Sharing your device or providing the patient 3 QR Code will allow for them tosign

she azreement in your office. |t may take mace time for 3 patient 10 receive an emil. To use 3 printed form, you will need to print;

comalete. sizn and either upload or fax the form to the call center. The call center will then process the farm. The processing may take up

£0 two 2] business days fram receipt.

Send Email

The following sections ta be completed by the prescriber

Priar TIRF Use within the |25t 6 months:*

O Yes O Na
Product Name* Praduce Strenzeh® Dose* Frequency®
~SeiectFrodic W - Bos= Zreser
Tyoe of Pain

© CancerPain O Non-Cancer Fain

Cancomitant Medicatians icheck ail that sasivl:!

O Beareisrenine O garsicurat=s O ereseriation insamnia Medicstions
O Gabagens O antissyenetics O other CNSdepreszant
O sedative Hypnstics O sodiim Oyoate O Nane

O ascore

O Prescrstion Camabincids

i Verity Opioid Tolerznce

Opinid Moiety"

Morshine v

/Strength/Route/Formulation”

SDRPHINE (50 ) ORAL CAPS
HIORFHINE (75 mg ORAL CAFSULE EXTENDED RELEASE
MOAPHINE (70 me) DRAL CAPSULS
MOAPHINE (120
SAORFHINE (15 mg) DRAL TABLET, FILM COATED,
MOAFHINE {30 me! DRAL TABLETFILM COATED,

EXTENDED RELEASE

 ne opinid

MIORPHINE (10 mg; ORAL CAPSULE, EXTENDED RELEASE
MORPHINE (20 mg) CRAL CAPSULE, EXTENDED RELEASE

MOAPHINE (20 mg) ORAL CAPSULE, EXTENDED RELEASE
FAOAPHINE (100 mgi ORAL CAPSULE, EXTENDED RELEASE
S4ORPHINE (200 mz) ORAL CAPSULE EXTENDED RELEASE
SADAPHINE (15 e ORAL TABLET

0 RFHINE (40 mg) ORAL A

XTERDED RELEASE

‘370 disposs!, and 3 maniter my patents aparopriate
#Sien B Type Sgnatune

PRian PADo Plesse seyour mause s o s st =

| utharize the i = b the leg3y binding zul  hancuttan cignator

iy TiIRF REMS




Wholessler  Preccribing Informagion ~  Medicarion Guide

ContactUs PRlznc PRDoc

B TIRF REMS s st

& Patient Enroliment

Patient Information

First Name" ML Last Name" Date of Birth"
Megzn Midal Brown 07/14/2000

Sax Are you Hizpanic or Latina?

OmMale  OFemale O Other Oves: ONo

Race (check 2i1 that 2paly]

O whine D) Aemericzn indian or Auzsicz hiative.
O asian [ Wative Haviianor Other Facificizander
O Biack or Adrican Amasican O Orer (giease coecify!
Address Line 17 Address Line 2
AcdressLine 1 Adgrensiine 2
ity State®
- Suae v
Email Address Nurmbar
Megan Brown@examotanst ann-arn-nann OMHome Phone O Mobile Phans
Preférred Time of Contact” Preferred Method of Contact
O Mzrming O Akermaon O Bvning O Ersil O TettaMotiled O PhanaCsl O Pars
15 there = child in the bame dr are you a caregiver of smali children?™  Doyou have = safe 3nd secure place ta store yaar medici
O ¥es O Na O ¥es O No
First Name Lart Name Re:ationchip

Number Email Address

You Rave faur agtions ta obtain the

ent's signature. Sharing your device or providing the patient 3 QR Code will allow for them to sign
the agreement in your office. It may take more time for 3 patient to receive an email. To use 3 printed farm, you will need 1o p
complete, sign 2nd aither upload or fax the form ta the cal| center. The &

to two (2] business days from receipe

enzer will then process the farm. The processing may take up

The Sallowing sections ta be completed by the prescriber

Medical farmation

Prior TIRF Use within the 1ast & months:™
0O ¥es O Na

Product Name* Dose*

~SelectProds W

Type ot P

O CancerPain O Noa-Cancer Fain

Concomitant Medications [check all that applyk®

D Beodizesines O Bacsiturzes O Frescription Insamaiz Medicstions
O Gabspentnoids O datpsychotics O Othes ONSdepressant

O Sedative Hypostics O Sodiven Cxybte O Nons

O Tranauiizzrs O aicchai

O Muscle Reizants O prescrstion Cannabinsics

§ Verify Opioid Tolerance

Opioid Meisty®
sorphine ~

Maiety/Strenzth/Route/ Formulation®

~Select— v

MWORPEHINE [15 me: DRAL TABLET, FILM COATED, EXTENDED RELEASE

MORFEHINE (30 mg! ORAL TABLET, FILV COATED, EXTENDED RELEASE -

MOR PHINE (30 mz} DRAL TABLET, FILM COATED, EXTENDED RELEASE

MORPEHINE (200} ORAL TABLET. FILM COATED. EXTENDED RELEASE

MORPEHNE (200 mg) ORAL TABLET, FILM COATED, EXTENDED RELEASE

MORFHINE (10l mz: ORAL CAPSULE, EXTENDED RELEASE _

MOSFHINE (20 me: DRAL CAPSULE, EXTENDED RELEASE

MORPHHINE (50 mz; ORAL CAPSULE, EXTENDED RELEASE

MORPEHINE (20 mz! DRAL CAPSULE, EXTENDED RELEASE

PEHINE (100 mz) ORAL CAPSULE, EXTENDED RELEASE
MORPHINE (200 mg) GRAL CAPSULE, EXTENDED RELEASE
MORPHINE (45 m aBLET
MORPEHNE (40 mic! ORAL CAPSULE, EXTENDED RELEASE
MORFHINE (30 mz} DRAL TASLET
MOSOHINE (70 me! ORAL CAPSULE. EXTENDED RELEASE
MORPRHINE (120 mg] ORAL CAPSUILE, EXTENDED RELEASE
MORPSHINE (150 mz) ORAL CAPSULE. EXTENDED RELEASE
MORPEHINE SULFATE (10MG/SHLI ORAL SOLUTION
MORPHINE SULFATE (20MG/SML) DRAL SOLUTION
MORPHINE SLILEATE (100M/SMLI GRAL SOLUTION

e e

35 Sspasal. and o monitor e patients apprapistely

#5p e S

ine i =D

Tsuthorize alent of

aly TIRF REMS




Wholemsler | Prescribing Information ~ | Medication Guids ~

Bad TIRF REMS

& Patient Enroliment

Mome Prescriber - Contactls PRIane PRDoe

First Name® ML Last Name' Date of Birth”
Megzn Midel EBrown 07/14/2000
Sex Are you Hispanic or Latino?
OMate  OFemale O Othe O¥es: ONa
Race [check all that 2pply]
O write O American indian e Atzzks Mative
O azian O Native Havaaiian ar Other Facife lsiander
O Biackar Afficen American O Gther (plezee specifyi
Bddress Line 1 Address Line 2
Acdress Line 1 Adgrats Line 2
ity Seate’ Zip Cade’
Stz w Tolode
Email Address® Mumber

MegnErovmBacmotanet annennnennnn
Praferred Time of Cantace’

© Maoming O Aftermacn O Evering

Iz there 2 child in the hame or are you 3 caregiver of smali childran?

O Yes O 8a

OHome Phone O Mobile Phane

Prafarred Method of Cantact®

O Bmsil O TestoMatiles O Phare Call O Fasst Mai

Dayou have 3 safe 2nc secure place ta stare your medicing?™

O e T N2

Fiatient Reprecentative {if required)

First Name Last Name

Number

Refationzhia

‘You have faur oations ta obtain the p;

ture. Sharing your device or prov

&z the patient 3 QR Code o for them to sign

the sgreement in your office. it may take more time far 2 patient to receive an amil. Ta uze 3 printed form, yau will need 1o pring,

camplete,
%0 two (2) business days from raceipt.

n and either uplasd or fax she form to the call center. The call center will then process the form. The process)

may take up

The faliowinz sections to be campl=ted by the prescriner

Mecica Information

Briar TIRF Use
O s O o

the 2zt 6 manths

Product Name® Praduct Strangth’ Dose*

~Seectfrodic W

Tyoe of Pain

Q CancerPain O Mon-Cancer Fain

Cancomitant Medications icheck ail that apalyl:’

Fraquency’

O] Frascriptian Insamaia tegications

o

thar ONS depresaant

O Haone

O enzacizzesine O Barsiturazes

O Gabsentinoids O amspechosic

O Sedstive Hypnatics O sodicm Tybate

O Trancuilizers O aicoho

O Muscle Retacats: O Prescrigtion Cannatinaids:

i Verify Opiaid Tolerance

Opioid Maisty”
Oxycocane ~

Moiesy/Strenzth/Route/Formulation®

—Select—

ACETAMINOPHEN CVCODONE (325 myp
CONTODONE 5 mz) ORAL SOLUTION
CHCYCODONE (10 e ORAL TABLET FILM COATED, ENTENDED RELEASE
CNVCODONE (20 mg; CRALTASLET, FILM COATED, ENTENDED RELEASE
CINYEDDONE (4 me! DRALTASLET, FILM COATED, EXTENDED RELEASE
OXYCODONE 50 me! GRAL TASLET, FLM COAFED, EXTENDED RELEASE
CIYCODONE (5 mz! ORAL TABLET

OXOYCODONE (10 me! ORAL TABLET
COCVCDDONE {15 mg! ORAL TAELET

CONTCODONE (20 mel DIAL TABLET

DRALTABLET

OXYCODONE (30 mg ORAL TASLET

| CRALTABLET
] ORAL CAPSLLE, EXTENDED AELEASE
MG

OIVCDDONE (27MG} DAAL CAPSULE, EXTENDED RELEASE
CONTODONE (38MG; DAAL CAFSULE, EXTENDED RELEASE

OXYCODONE HYDAOCHLORIDE [15MS) DAAL TABLET, EXTENDED RELEASE

nc apiaid

‘2nc dpasst and ta monitar my RRtents aoaroprtey:

#Sim B Type Seranes

PR speyzurmosear,

|sutharize the sbave o

* TIRF REMS

re £ bathe legsl

incing scuivalént of iy he




Wholesaler  Prescribing Information ~  Medication Guide v

~ TIRF REMS Home Prescriber - Cantastls  PRlane PRDse

& Patient Enroliment

Patient Information

First Name' ML Last Name* Date of Birth”
Megzn sl Eroun 074147000

Sex Are you Hispanic or Latina?

OmMate OFemale Oother Oves Ono

Race [check 3ll that apply]

O O American indian or Alzzkcs Native
O azian O Mative Havaiian ar Other Zacific lsander
O Bizck or Adrican American O Giner (ezee soecifyt
Addreszline 1° Address Line 2
Acdresz Line 1 AdgrascLine 2
Ciey* State’ Zin Cade*
City Stae w T Code
Email Addresst Number™
MeganBrovnBecmomne: nenanannnn OMomePhishe: O 'Mabile Phose
Prefarrad Time of Contact! Braferred Mathod of Contact’
© Maminz © Aftermaon ) Everinz O Ersst O TextioMotiied (O Phone st (O Pastal Mal
15 there a child in the home ar are you 3 caregiver of small children?” Do you have & safe and secure nlace to store yaur medi
O Yo O N © ¥es © No
Patient Reprecentati
FirstName Last Name Retationshin

‘You have four aations ta obtain the your device o providing the patient 3 QR Code will allaw for them to sign

he sgresment in yaur office. It may take more time for = patient to receive an email. To use 2 printed farm, yau will need 1o print,
comalete. sizn and either uplaad or fax the form ta the call center. The call center will then process the farm. The processing may take up
13 owa (2) Business d3vs fram receine

The fallowing se

nz ta be campleted by the prescricer

Priar TIRF Use within the (33t 6 manths:"
O ¥ O No

duct Name* Product Strenzth® Diose® Frequency’

~SeectProdie W

Type of Paim:"

Q) CancerPain O Non-Cancer Fain

Cancomitant Medications {check all that spplyl®

O Bereoazenines O Barbiturstes O Prescription lasomnis Medications
O Gabspentincids O trosychotics O Other CNSepressant

O sedative Hypastics O sodiven Qvbate O Hane

O lizzrs O ateoho

O Muscle Relnants O Prescrimtion Cannabiids

i Verity Opioid Tolarznce

Opioid Maiery”

Dixyeodane ~

Maiesy/Strenzth/Raate/Formulation”

—Seec- v
-~
COVCDDONE (354G DRAL CAFSULE, EXTENDIED RELEASE
OKYCODONE HYDAOTHLORIDE (15MG: DRAL TABLET, EXTENDED RELEASE -
COYCODONE HYDROCHLORIDE (30MG; ORAL TASLET, EXTENDED RELEASE

CXYCODONEACETAMINGPHEN 2.5 me/300 mz) ORAL TABLET
CXNYCODONE/ACETAMINDPHEN (10 mg'200 mrl ORAL TABLET
CNVEDDONEACETAMINGSHEN (5 mg/330 me] GRAL TABLET
OXYCODONEACETAMINDPHEN (2.5 mer325 me) ORAL TASLET
CUVCODONEACETAMINGSHEN {5 Mg 322 mg] ORAL TABLET
OXYCODONEATETAMINDSHEN (7.5 mer325 ) ORAL TABLET
OXYCODONEACETAMINOPHEN (10 mg/325 mzi ORAL TABI
OXYCODONE/ACETAMINDSHE! 5 mzj ORAL SOLUTION
QXYCODONEACETAMINGPHEN (10 mz 300 mz) ORAL SOLUTION
COOYCDDONEACETAMINGFHEN (7.5 mg/300 mg] ORAL TASLET
CNVEDDONEASFIRIN (4 8355 mz 325 mzl ORAL TABLET
CNOCODONE/IBUPROFEN (5 me/400 me) ORAL TABLET, FILM COATED

3 Spasal, and o monitee My patients apAroEnstEy
P T Serabee

s A [==]

1 zathar

the abave signature tobe the [ezafy Sinding eauhvalent of my hancvritte

oy TIRF REMS




Whalemsler | Prescriting Information ~  Medication Guide

sscriber - CastactUs  PRlane PRDae

Bag TIRF REMS

& Patient Enroliment

First Name* ML Last Name* Date of Birth*
Megan Middl Brown GA14/2000

Sex Arevou Hispanic or Latino?

OmMate OFemale  Oo0zher Ove  One

Race (check 3il that applv]

O White O tmerizsnindizn or Alusks Native
O dgian O Native Havmiizn ar Gther Sacifc lsizncer
O Biack o African Amerizan O Other iptesse soecifyl
AddressLine 1* Address Line 2
Ardrezz Line 1 AddrarzLine2
ciny State Zia Cade’
State w Talode
Email Address Number®
Megan Brown@eamotanet amanacnann OHomePhone O Mabile Prane
Preferred Time of Cantact! Preferred Method of Cantact’
O Meoming O Aftermaon O Evering Q Emzt O TostsMobile? O PhaneCzd O PostiMall
Ix there:a childin the home or are yaua caregiver of smafl children? Do you have  safe snd secure place tostore your medicine?
O Yes O:%e O ives O Na
First Name Last Name Relationship

Nember Email Address

You have faur oations 1a obtain the patient's signature. Sharing your device or pre)

g the patiznt 3 QR Code vill 3llaw fer them 1o zign
the 3grasment in yaur office. Iz may take mare time far = patient 1o receive 3n email. Ta uze 2 printad farm, you will nesd o print,

camalete, =i
£0 twe (2) bust

2nd ither uplazd or fax the farm 12 the c2il canter. The c2il canter will then pracess the farm. The proceseing may take up
nece daye fram rece

The faliowing sections ta be campleted by the prescriber

Priar TIRF Usew
O Y O'Na

in the [a51 6 manthe:"

Praduct Name® aduct Strength® Daser Frequency!

~SeacPraduc W

Type of Pain:

Q) CancerPain O Non-Cancer Fain

Concomitant Medications lcheck all that spalyl*

O Benzocizzesines O Rarbiturstes

O Gabssentinoids

O Sedative Hypnotics

o

a O Freserigtion Cannabincids.

#Verify Opioid Tolerance

Oaioid Moizty”
Dymarphanz: '3

Maiesy/Strength/Route/ Formulation”

izl ORALTABLET
10 mg ORAL TARLET
153G} ORLAL TABLET, EXTENDED RELEASE

opiaid

CRALTAELET, EXTENDED RELEASE
OMORPHONE HYDROE WG] OR AL TAELET, EXTENDED RELEASE

regimens dzily 3nd hac been prescribed this regimenic] far onewaek or longer (chack all that spaivl:”

O 3 s0mgoral morphine

O 2 25 micrograms tranedesmii fertsaylhaur

O 2 30mgorsl avvzadonaicay O 28 mears heromamhoneiésy

5 mg oral aymarphoneiday g aral yzracadanaday

wgesic doceaf anctheragisic

O nd therigis af TIAF & i ibartas £nts szt the TIRF REMS and.
‘anc Sizpass, and to monitae my Retiens aparac

»

o Tye Sigture

S
PRAarse PROGe: Pleass wseypar mavse ar styiusto sizn selon




Wholeler  Preccribing information v Medication Guide

“ TIRF REMS Home Prescriber - CantsctUs  PRisne PROoe

& Patient Enrollment

First Name® ML Last Name" Dateof Birth’
Magan Midd Erovn 07/14/2000
Sex Are you Hizpznic or Lagine?

OMate  OFem; O Other Ovs Oho

Race {check 3l thatapply)
O Americzn indian or dizzis Wative
O Native Hava
O Biack or African Amerizan O Cother ieace secifyl

o Other Pacific lstand!

Address Line 1°

ress Line 4

City*

Zip Cade®

Sezze W ZeCode

Email Addresc Numbgr
MegznBrownZeamotanes DHame Prone O Mabile Phane
Preferred Time of Contact’ Praferred Method of Cantact”

© Meming () Aftemoon () Evening O Ema? O TeatoMosier O PhoneCad (O Pastal M
Is there a child in the Rome or are you a caregiver of smail children?  Da yoi have = safe snd sécure alace to stare your med

Q Y O %a O Ves O o

Pationt Representstive (Frequired]

£ Mame Lazz Name Retationchip

Wou have faur optiens to obizin the patient’s rignaturs. Sharing your device or providing the patient 3 QR Code witl SHlow for them to zign
the agreement in your office: It may take mare time far = patient 1o receive an email. Ta uze 2 arintad form, yau will nesd 1o print,
campiate, sign and either uplaad or fax the farm to the call center. The <3l center will then process the farm. The procescing may sake up
£o two (2) business days from receipt.

ections to be completed by the prescriber

Mecticsi Information

Priar TIRF Use vithin the last & manths:"
Q¥ O Na

Praduct Name* Praduct Strength® Dase® Fregquency’

~SclectPradis W

Type of P

O CancerPany O Non-Caneer Fain

Cancomitant Medicatians {check all that apalyl*

O Berzadizresines O Bartiturates O Frescription Insamnia Medicstians
O Gabmoentinoids O Antemchotics O Other NS depressant
O Sedstive Hypnotics O Sodium Dybate O None
O Franuilizers O aieznzi
O Muscle Remmants O Presrotion Cannabincids
i Verify Opioid Tokerance
Onioid Mojaty*
Fentazacie ~

Moiesy/Strenzth/Route/Formulation*

—Seieci— v

FENTAZOCINE/NALOKONE [0 me/C.5 mg] CRAL TABLET

Formalation Strencth

Dase Fremuency.

Batients muzt remain on arounc-the-clock spioids whils taking 3 TIRF madizine.
This patient is opioid tolerant because he/she is currently prescribed [exclusive of 2 TIRF medicine] one or moce of the following spioid

regimens daily and has been preseribed this regiments] for ane week or lonzer {check 2!l that apaivk*

O 2 s8mzoraimorphine sy O 2 25 rmicrograms transderms! fenmmylihour

O = 30mzorsl axycodane/ar O =amearshveromarshaneidsy

aral armarphonsiday O =sCmzarsimidrocasansiday

raiz=tic dase of ancther opais

[my rishs of TIRF medicines snd my saligati TIRF medici iber toeducsta my patients 2k TIRF FE i

‘snd dpass|, and tomsaitor my petents spproprste:

F5im ETypeSinanee

PRsne Do B et =

Tauthorizs the i iy incing esui ¥ SEPRE iz aod Sabmit

oy TIRF REMS




Whalesaler Medication Guide

Prencribing Informaion

Bag] TIRF REMS

& Patient Enrollment

Hame Prescriber - Contactls  PRiane PRDoe

Pabient Information

First Name' ML Last Name* Datecaf Birth"

Wegan Brown
Sex Areyou Higpanic or Latino?
@Male  OFemale  OOther O¥es. OMNo
Race {check all that 2ppiy)
O wmit= O American indian srdlssia Native
O asizn O Native Havalizn or Other Sscific lsanger
O Braeh ae African American O other iniesse smecifl
Addrezs Line 1° Address Line 2

AedressLine 1 AddresaLin

State
Stte ~

Email Address” Number

MegznErounieomotane Ann-ARA-nAn OHome Phone O Mobile Phane

Preferred Time of Contact”
O Meming' O Aftemasn © Evening

Iz here 3 child in the hame or 2re yau 3 caregiver of smail children?~

O Y= O Ko

Preferred Method of Contact®
O Emsil © TesttsMotile® O PhoreCsl O Postal Ma

Daoyau have 3 safe 3nd cecure place ta store yaur medicine?

O Yes O Mg

Fatient Representative (i requires]

Lasz Name

First Name

Relationshic

Patient/ Gusrdian Agresment

You have four oations ta obtain the patient's signaturs. Sharing yoir device or provid

allaw for them 1o sizn

the agreement in your office It may take mare time for 3 patient to receive an email. Ta use 2 printed form, you will need 1o print,

comalete, sizn and either upload or fax the form to the call center. The call center will then process the farm. The rocessi

ay take up

The fallewing sections ta be completed by the prescriber

the [ag2 & manth

Praduct Name® Product Strenzth” Dose”

SeectProdic W

Type of Fain:"

10 CancerPain O Non-Cancer Fain

Cancomitant Medications {check 3l that apaly]

O Benzodizzesines o
O Gabicentnoids O mtmgchstics
O Sedative Hypootics O SodivmOeybate
O Franguliz=rs [m

o

O Musele Relomats

W Verity Opioid Tolerance

O Freseription fnsamaia Medcatians

=]

Oither NS depressant

O Nooe

Prestrintion Cannabingids

Opicid Moiery”
Tepercsdsl ~

Moiety/Strenzth/Route/Formulation®

~Selact

Tanenzids! (50mz) ORAL TABLET
Teoerasdo! FEMG} ORALTABLET

Teperacol {1DIMG] ORAL TABLET

‘Tenentadsl (S0MG) DRAL TABLET, SXTENDED RELEASE

‘Tapenmdo! [200MG) ORAL TABLET, EXTENDED RELEASE

Taperzsdol (250MG] DRAL TABLET, EXTENDED AELEASE
Thiz patient iz opicid tolarant becauze ha/she iz curremly arescribed feucluzive of 3 TIRF medicine] one or more of the follawing cpisid
regimens daily and hac been prazcribed this regimenis: for ane wesk or longer (chack 3l that 3paivk:”

O 2 50mz orslmorphinesay

ol qoyoadane/day
O 2 35 mz orsl ceymorphoneiday

O Anequiznsigesic doseof sncther apioid

O 225 imioragrams transderms) fentamylhour
O 2 2mzorsyéromarphoneidar

O 2 &8 rzolfvdracidoneidsy

(m g TIRF
and czpaca!
ETroe Serature

#sizm

PRJane PROGe: Plescs useyodr mause ar styiue o sign seloi

aducate my patients sacut the TIRF REMS and sacut s3fe sharsge

iy TIRF REMS

ibvalent e




~ TIRF REMS Hame Sressiber - CantastUs  PRizne PROse

& Patient Enrollment

Patient Information

First Name' ML Last Name™ Date'of Birth"
Mezzn iz Erown 071473000

Sex Are you Hizpanic or Lating?

OMzle OFemale  O0tter Ovez: ONg

Race [check 311 that apply]

O wmie= O Ammerican indian or Atzzkz Native

O azian O Mative Havagitan ariOther Eacific s

O mizck or tirican American O Gher (eace secifi
Address Live 1* Address Line 2

Acdress Line 1 dgressiine 2

State’
Sizze ~

Email Addresst Number

MeganBrownZeamorane: nenaca-naon OMHamePhane O Makile Phans
Preferred Time of Contact! Preferred Method of Contact!

© Maming © Aftemaon ) Evening © Emsil (3 Teto Moniled O PhaneCsd ) Pt Ml
s there a child in the hame ar are you 2 caregiverof small children? Do you have 2 safe and secure alace ta store your med
O Y O ™o O Yes O o

Patient Representative
FirstName Lact Name Reiationchip

‘You have folir aations ta obtain the patient's signature. Sharing your device of providing the patient 3 QR Code will aflow for them to sign
& 3gre=ment in yaur office. it may take more time for 2 patient 1o rec o uze 3 printed farm, you will need to print,
comaiste, sign and either uplazd or fax the form ta the call centar. The cail center will then pracess the farm. The processing may take up
10 twa (2} Business davs from receipe.

The fallowing sections ta be campleted by the prescriber

Priar TIRF Use within the (3t 6 manths:"
O ¥es O o

Product Name* Product Strenzth® Dose®

SelectProduc W

Type of Pain:

O CancerPain O Non-Cancer Fain

Cancomitant Medications {check all that spplyl®

O Bereodizzenines O Barbiturstes O Frescriptian Insamniz Mesications
O Gabspentincids O srospchotis O Other CNSdepressant
O Sedative Hypostics O sadiueiOxybate O Nare
O Sranzuilizzrs O aeoho
O Muscle Reinants O PrescristionCamabincids
i Verify Opioid Tolerance
Opioid Malety
Tramadal ~
Moiety/StrenzthiRoate/Formulation®
~Setect—~ v

ACETAMINOPHEN TRAMADOL{ 125 g

TRAMADOL (50 me] ORALTABLET

TRAMADOL (200 me! ORAL TABLET, EXTENDED RELEASE

TRAMADOL (50 ) ORAL TABLET FILM COATED

TRAMADOL (300 mg) ORAL TABLET, EXTENDED RELEASE _

TRAMADOL 100 me) ORAL TABLET, EXTENDED RELEASE

TRAMADOL (50 mg) ORAL TABLET. COATED

TRAMADIOL (5 mz! ORAL SOLUTION

TRAMADOL (100 ms) ORAL TABLET

TRAMADOL HYDROCHLORIDE [100MG) ORAL CAPSULE. EXTENDED RELEASE

COME) ORAL CAPSLILE, EXTENDED RELEASE

MG DRAL CAPSULE EXTENDED RELEASE

2225 mig) DRAL TABLET, FILM COATED
T I s b amarehana B

£ ORAL TABLE

P opiaid

TRAMADOUACETAMISOPHEN (3

B aral S cadane!

O =25 mz arsl axmarphoneiday O =50mzrs ryaracadaneidsy

O anesianszesicdzse afanctherapaiz

ol ek f T) e ligati TIRF medicines prescrber) _ TIAF REMS.

30 Gispasal, and to monitor

Fip Ty Spones

o v i A G =

\atborize th

TP ————

ol TIRF REMS




Bag TIRF REMS

& Patient Enrollment

Wholesaler

Prescribing Information

Mecfication Gaide ~

Home Srazcriber - G Us PRIane PRDae

Patient Information

FirstName® ML, Last Name® Cate of Birth"
Micel Brawn 67/14/2000
Sex Are you Hispanic or Latina?
Omate  OFemsle O Other Oves  One
Race (check afl that apply)
O White: O timericznindian ¢ Aiica Native:
O asian O Mative Haveaiian or Dther Zacifiz sncar
D Biackar African America DI Other (pleass seciy
Address Line 1 Address Line 2
Acdressline Adddress Lne 2
ity State® Zin Code™
city Stane ~ TiCode
Email Agdrazs Murmber

HeganBesunGersmatanet ann-ann-rann

Preferred Time of Contact”

O Mzrming O Afternaon O Evening

i the hame-ar are you 2 caregiver of small children?*

OHome Phone O Mobile Phane
Preferred Method of Contact”
Q Email O TextoMobies O PhaneCzl O PorsiMa

Do you have 2 s3fe and secure place to store your medicine?

O Yes O No

Pationt Representative (i required)

FirstName Lact Name

Emiail Address

Reistionship

Fafient/ Gusrdian fgresment

You have four aptions to obtain the patient's signaturs. SRaring your device or provi

&he azreement in your office. [t may take mare time for b3

£a two 2) buzinecs days from receipe

fent to receive an emai

nE the patient 3 OR Code vill allow for them 1o sign
- To use 3 arinted farm, you will need 1o print,

fax the form ta the call ceater. The call center will then process the farm. The precessing may take up

Send Emai

The fallowing sectians ta be camaleted by the prescriber

Priar TIRF Use wi
O Ves O Ko

the last & manths:*

Product Name® Product Strength” Dose’
~SelectProdic. W . oz
Type of Pain-*
O CancerPain O Non-Cancer Pain
Concemitant Medications check sil that analvh’
O Bemeazenines O Barsiturstes

O Gabssentingids O srtmsychetics

O sedative Hypnotics O sediven Qxybt=
O Trnzulizers e

O Muscle Retmants

Fraquency®

O Prescription insomaia Metications
O Other ONS depressant
O Hane

O Precorigtion Cannzbimsids

# Verity Opioid Tolersnce
Opioid Moiety®

Codeine. w~
Maiety/Strencth/Route/Formulation™

ACETAMNOPHEN/CODEINE ANHYDRCUS (300 mz/ 30 me) GRALTASLET

Quantity” Units®

Fraguenzy’

Batients must remain

This g
regimens daily and hal

ntis opigid

O 225 mz oral sermarphanziday

O 4 cawansizsic dase af ancther apiaic

3ck apioies while 1aking 3 TIRF madicine.

hesshe is currently prescribed [exclusive of 2 TIRF medicine) one or more of the following o

|this regimenis) for one week ar longer (check 3il that 2paivl*

ertam/hour
O = amgarat hygrmarhaneidzy

O = 50mz ral ygrocazansiday

O of TIR

iz ETpe g

PRJane PRlioe Flesse use your mouse orstyius to sizn Selow

scriber 1o adis Sients sbot the TIRF REMS and soout safestarsze

TR —————— |

* TIRF REMS




Wholesaler  Prescribing Information v Medication Guide v

H TIRF REMS Home Pharmacy ¥ Contact Us RxInPatJane AuthRepDoe ~

Pharmacy

Inpatient Pharmacy Group

To certify your pharmacy: ©
Your pharmacy is currently certified.
Pharmacy Materials
Pharmacy Personnel
A pharmacy can have multiple personnel with online accounts. You may invite personnel, Pharmacy Education
reset their passwords, or remove them. Pharmacy Knowledge Assessment

S MunagePersoninel Inpatient Pharmacy Enrollment Form

Qutpatient Pharmacy Enrollment Form

Pharmacy FAQ

fe fe le fe Qe

Pharmacies
A pharmacy can have multiple pharmacies grouped together under the responsibility of a

Pharmacy Authorized Representative.

—> Manage Pharmacies

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Localization_Version
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H TIRF REMS Home Pharmacy ¥ Contact Us RxOutPatJane AuthRepDoe ~

Pharmacy

Outpatient Pharmacy Group

To certify your pharmacy: ©
Your pharmacy is currently certified.
Pharmacy Materials
Obtain a Patient's REMS Dispense Authorization (RDA)
An RDA is areceipt from the TIRF REMS signifying that the REMS requirements to dispense Pharmacy Education
for this patient are currently met. Pharmacy Knowledge Assessment

Inpatient Pharmacy Enrollment Form

- Obtain Patient RDA

Qutpatient Pharmacy Enrollment Form

Pharmacy FAQ

fe fe le fe Qe

Pharmacy Personnel
A pharmacy can have multiple personnel with online accounts. You may invite personnel,

reset their passwords, or remove them.

-> Manage Personnel

Pharmacies
;%; A pharmacy can have multiple pharmacies grouped together under the responsibility of a

Pharmacy Authorized Representative.

=> Manage Pharmacies

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Localization_Version




Wholesaler  Prescribing Information v Medication Guide v

H TIRF REMS Home Pharmacy ¥ Contact Us RxOutPatJane AuthRepDoe ~

Pharmacy

Outpatient Pharmacy Group

To certify your pharmacy: ©
Your pharmacy is currently certified.
Pharmacy Materials
Obtain a Patient's REMS Dispense Authorization (RDA)
An RDA is areceipt from the TIRF REMS signifying that the REMS requirements to dispense Pharmacy Education
for this patient are currently met. Pharmacy Knowledge Assessment

Inpatient Pharmacy Enrollment Form

- Obtain Patient RDA

Qutpatient Pharmacy Enrollment Form

Pharmacy FAQ

fe fe le fe Qe

Pharmacy Personnel
A pharmacy can have multiple personnel with online accounts. You may invite personnel,

reset their passwords, or remove them.

-> Manage Personnel

Pharmacies
;%; A pharmacy can have multiple pharmacies grouped together under the responsibility of a

Pharmacy Authorized Representative.

=> Manage Pharmacies

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Localization_Version
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H TIRF REMS Home Pharmacy ¥ Contact Us RxOutPatJane AuthRepDoe ~

Pharmacy

Qutpatient Pharmacy Group

Site Biennial Confirmation Notice £
m Your pharmacy’s TIRF REMS biennial confirmation is expiring soon. To dispense Transmucosal
ediate-Release Fentanyl medicines y nust: .
mmediate-R se Fentanyl medicines you mu Pharmacy Materials
Authorized Representative Biennial Confirmation
For your Pharmacy or Pharmacies to remain certified, you must confirm that you are the Pharmacy Education
Authorized Representative every two years.
. ¥ ¥ Pharmacy Knowledge Assessment
[ 11, RxOutPatJane AuthRepDoe, am the REMS Authorized Representative for Inpatient Pharmacy Enrollment Form

Outpatient Pharmacy Group Outpatient Pharmacy Enrollment Form

Pharmacy FAQ

fe fe fe fe le

An RDA is a receipt from the TIRF REMS signifying that the REMS requirements to dispense
for this patient are currently met.

‘E Obtain a Patient's REMS Dispense Authorization (RDA)

- Obtain Patient RDA

Pharmacy Personnel
A pharmacy can have multiple personnel with online accounts. You may invite personnel,
reset their passwords, or remove them.

-> Manage Personnel

Pharmacies
;%; A pharmacy can have multiple pharmacies grouped together under the responsibility of a
Pharmacy Authorized Representative.

-> Manage Pharmacies

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Localization_Version
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H TIRF REMS Home Pharmacy ¥ Contact Us RxScreenPatJane AuthRepDoe ~

Pharmacy

Examoto Pharmacy

Site Biennial Confirmation Notice X
m Your pharmacy's TIRF REMS biennial confirmation has expired. To dispense Transmucosa
ediate-Release Fentanyl medicines y nust: =
mmediate-R se Fentanyl medicines you mu Pharmacy Materials
Authorized Representative Biennial Confirmation
For your Pharmacy or Pharmacies to remain certified, you must confirm that you are the Pharmacy Education X
Authorized Representative every two years.
P Y ¥ Pharmacy Knowledge Assessment X
[ 11, RxScreenPatJane AuthRepDoe, am the REMS Authorized Representative Inpatient Pharmacy Enrollment Form X
for Examoto Pharmacy Group Outpatient Pharmacy Enrollment Form &
Pharmacy FAQ X

Obtain a Patient's REMS Dispense Authorization (RDA)

E Pharmacy Personnel

- Manage Personnel

Pharmacies

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Localization_Version




" TIRF REMS

1R Pharmacy - Knowledge A

Mo Pharmacy - Costactil  RaOutPstians AuthBepDos -

S5€:

TIRF Pharmacy KA

et 11 questions in progress

12 vaas-atd

Adult fornale wi

manths.
Adult

patahes for the past 3

Adult forale wilh

T Eht st 2 weehs.

g o dally doss o the a3 meas

2. Y prople ¥
Which of the following statements i TRUET
Phi i TIRF i heep theie red
Pharmacsts i e v
Phi {! M b he same i It
could result b like the el
L [ thay have t thalr TIRF medicine.
AR ol the sbave
3 patia
pain
T .
o peidince
& Sebect the following stasement which s FALSE.
the the patient #change This cowid inchade
{POMPs). the patient’s records in
TRF REMS)
pata b ot Kb may sapest thalr dons of TIRE medicing
wvary 30 minutes entil they schiave pain rellef
TIRF medis e 3
st ot convert TIRF THRl medicis dzae. The &itferent
TIRF medich b i ! & secand TIRF geodect
coud result in s fentamyl overdss
5. Which of REMS?
The il i i g of TIRF TIRF
e ol the e r
T Farm.
h: This could inchede
leg. - arwailsble (2 L2 L the pathent's recards in
TRF REMS.}
The TIRF REMS it looneg ot the
patient I enrailed befors the sent dispensing.
&
statements i TRUET
at 52 TIRF
Use of & TIRF Ll Tief the pationt
far apiesd tawicity. s
b o THUF meficine.
The dase of the. it 2 CYPIA4 nhibéitor
T
statements i FALSET

prascribed, sad in thase

tatal

wh are nat apiod toleran

Infarm patients that TIRF medicings must nst be used 1 ireat scute or postoperative pain. including hesdacheimigraing, dental pain

f tute pain in the enerpeney depastmest.

Ingtruct patients tha

Pty stop taking their
whare theis TIRE

acouad-the-clock opald medicine, Dhey s comtinue 1o 1ake Dheir TIRF medicine.

arying slse, evwa if that pares has the sime vymatoms.

TIRF medicinrs ¢ ba 1328 if Lakan by thiléres

TIRF medicines cam be {3131 if Laken by anyane for whom i i net preserised.

TIRE

AN ol the sbave.

9. Wihich of the fiollowisg statements i FALSEY

TIRF medcines at all sutpatient pharmacies.

biant is payisg by cah rather than submitting & traditions] pharmacy

benetit clsim.
A REMS G F
A " rarap—— i with
the TIRF REMS prior to dixpeniing.

10 e
TIRF madic t ot sight snd B othes, iy chibd

TIRF medicines sheuld be protected from thelt

Dispase of partislly wiad or unsseded TIRF medicine by folbawing the TI1F med
Guide.

AR o1 the sbove.

114

Make sure that my studl snd | confire pharmacy. patient

tha TIRT REMS talersnce by

whsing

ol and train ail veb-viores  my pharmacy

o TIRF medicine.
ctu a a chaln asdguarters pharmacy in the TIRF REMS.

Provide s Patiant $13tus and Oplsid

My

Tias e

lean o transier

oy TiRF REMS

stabilation, datributes, of praseribes.




H TIRF REMS omm  Farmacy < Cosdact Us  EaOutPatians AuthRrgDse
181 Pharmacy - Knowledge Assessment
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Knowledge Assessment Incomplete

9 cormect answers sutof 11 [Falled]
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H TIRF REMS Home Pharmacy ¥ Contact Us RxScreenPatJane AuthRepDoe ~

Pharmacy - Knowledge Assessment

A There are errors, please correct the items below:

* You have exceeded the maximum number of allowed attempts to pass the knowledge assessment

* Toreattempt the knowledge assessment you must first review the Pharmacy Education and then call the TIRF REMS Call Center at 1-866-822-1483 to reset
your account

¢ You will be denied enrollment into the TIRF REMS after six failed attempts to complete the knowledge assessment

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Localization_Version
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H TIRF REMS Home Pharmacy ¥ ContactUs RxScreenPatJohn AuthRepDoe ~

Pharmacy - Knowledge Assessment

A There are errors, please correct the items below:

* You have exceeded the maximum number of allowed attempts to pass the knowledge assessment and have been denied enrollment into the TIRF REMS

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Localization_Version
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181 Pharmacy - Knowledge Assessmen
TIRF Pharmacy KA

Knowledge Assessment Complete

11 ccerect warwers oot of 11 (Passed]

‘ TIRF REMS




Bag TIRF REMS

Pharmacy

Qutpatient Pharmacy Group

Wholesaler

Home Pharmacy >~

Prescribing Information v

Medication Guide v

RxQutPatJane AuthRepDoe ~

Additional Pharmacy

Organizational NPl Number*

Use organizational NPI to populate form:

Pharmacy Name*
Pharmacy Name
Address Line 1*
Address Line 1
City*
City
Phone*

nnn-nhn-nnnn

Extension

Organizational NPl Number

Fax*

nnn-nnn-nnnn

You may assign this pharmacy to one or more staff members

below:

Show 10 =2 entries

Name

RxOutPatJane AuthRepDoe
RxOutPatJohn StaffSmith
RxOutPatMike StaffGreen

RxOutPatSally StaffJones

Search:

a0 Authorized Representative & Staff

‘ TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

(Select address type to populate form)

() Office Address

Address Line 2
Address Line 2
State*
State

Chain ID

Chain ID

Non-Compliance Policy

(O Mailing Address

Privacy Policy |

Zip Code*

Zip Cade

TermsofUse| ContactUs

Localization Version
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H TIRF REMS Home Pharmacy ¥ Contact Us RxOutPatJane AuthRepDoe ~

I Pharmacy

Outpatient Pharmacy Group

Pharmacies

é; A pharmacy can have multiple pharmacies grouped together under the responsibility of a Pharmacy Authorized Representative.

© Add Pharmacy

You may add, remove, or edit the pharmacies in this pharmacy group.

Show 10 # entries Search:

Action l Pharmacy Type 1l Consumer Type 71 Status

m 2110000000 OutPat Test Pharmacy Outpatient Pharmacy Mail Order Certified as of 4/20/2020
m 2110000002 QutPat Test Sub02 Pharmacy Inpatient Pharmacy Walk-in Certified as of 4/20/2020
m 2110000001 QOutPat Test Sub01 Pharmacy Inpatient Pharmacy Mail Order Certified as of 4/20/2020

E3 Delete Edit

Showing 1 to 3 of 3 entries Previous Next

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
by TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Localization_Version
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H TIRF REMS Home Pharmacy ¥ Contact Us RxOutPatJane AuthRepDoe ~

ikl Pharmacy

Outpatient Pharmacy Group

RxQutPatJane AuthRepDoe
Autharized Representative

B Certified as of 4/20/2020

Edit View Enrollment PDF

Pharmacy Personnel

@®™ | A pharmacy can have multiple personnel with online accounts. You may invite personnel, reset their passwords, or remove them. You may add an

© Add Authorized Representative or Staff

Show 10 % entries Search:

authorized representative or staff to your pharmacy.

Action Role || Name | Email Address [l Status 1] Il Dayslnactive 7.
m 20 RxOutPatJane AuthRepDoe RxAuthRepOutPat@examoto.net Certified as of 4/20/2020 4/20/2020 O

m - RxOutPatJohn StaffSmith RxStaffOutPat@examoto.net Authorized 4/20/2020 191

m - RxOutPatMike StaffGreen RxStaffOutPat02@examoto.net Authorized 4/20/2020 191

n - RxOutPatSally StaffJones RxStaffOutPat01@examoto.net Authorized 4/20/2020 191

E3 Delete Edit &o Authorized Representative & Staff

Showing 1 to 4 of 4 entries Previous Next

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
iy TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http:/www.fda.gov/medwatch.

Localization_Version
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181 Pharmacy

Outpatient Pharmacy Group

Wholesaler Prescribing Information v Medication Guide v

Home Pharmacy ¥ Contact Us RxOutPatJane AuthRepDoe ~

Additional Staff

Personnel Type:

®

Authorized Representative Information

First Name Last Name Title
First Name Last Name Title
Credentials Phone Fax
O RPh (O PharmD (O BCPS (O Other o — Fax
Email Address Preferred Method of Contact
Email Address (O Email () TexttoMobile# () Phone Call
You are the Authorized Representative for the following:
Show | 10 #+ entries Search:
Name 1l ZipCode T/
OutPat Test Pharmacy: 2110000000 10726-7773
OutPat Test Sub02 Pharmacy: 2110000002 19002
QutPat Test SubO1 Pharmacy: 2110000001 40254-1274

Previous Next

Showing 1 to 3 of 3 entries

Send Invite

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs

‘ TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http:/www.fda.gov/medwatch.

Localization_Version
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H TIRF REMS Home Pharmacy ¥ Contact Us RxOutPatJane AuthRepDoe -

181 Pharmacy

Qutpatient Pharmacy Group

Additional Staff

Personnel Type:

@
Pharmacy Staff Information
First Name Last Name Title
First Name Last Name Title
Credentials Phone Fax
O RPh O PharmD (O BCPS (O Other hEE E5i
Email Address Preferred Method of Contact
Email Address O Email O Textto Mobile# () Phone Call

You may assign this staff member to one or more pharmacies
below:

Show 10 4« entries Search:

[l ZipCode
QutPat Test Pharmacy: 2110000000 10726-7773
[ OutPat Test Sub02 Pharmacy: 2110000002 19002
(] OutPat Test Sub01 Pharmacy: 2110000001 40254-1274
Showing 1 to 3 of 3 entries Previous Next

Send Invite

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
My TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Localization_Version
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Pharmacy Enrollment

To become certified in the TIRF REMS and dispense TIRF medicines, a pharmacy must designate an Authorized Representative to:
1. Review the Pharmacy Education
2. Complete and submit the Pharmacy Knowledge Assessment to the TIRF REMS
3. Complete and submit this Pharmacy Enrollment Form to the TIRF REMS

Pharmacy Type (Please pick a Pharmacy Type. Different pharmacies have different REMS requirements.)

(O Inpatient Pharmacy ) Outpatient Pharmacy

Non-Compliance Policy | PrivacyPolicy | TermsofUse| ContactUs
pilly TIRF REMS

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http:/www.fda.gov/medwatch.

Localization_Version
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H TlRF REMS Home Pharmacy = Contact Us RxOutPatJane AuthRepDoe -

181 Pharmacy Enrollment

To become certified in the TIRF REMS and dispense TIRF medicines. a pharmacy must designate an Authorized Representative to:
1. Review the Pharmacy Education
2. Complete and submit the Pharmacy Knowledge Assessment to the TIRF REMS
3. Complete and subsmit this Pharmacy Enrollment Form to the TIRF REMS

Inpatient Pharmacy @ Outpatient Pharmacy

Organizational RE) Humbar? (Select address type to populate form)

Use organizational NPI to populate form:  Organizational NPI Number Office Address Mailing Address

Pharmacy Name*

Pharmacy Mame

Address Line 1* Address Line 2
Address Line 1 Adidess Line 2
City* State® Zip Code*
City State ol Zip Code
Phone* Extension Fax* Chain ID
nan-nnn-nnnn nnn. NIRRT Chain 1D

The name, location, and phone number of your pharmacy will be publicly available on TIRFREMSaccess.com. If you do not want your information available, please call

the TIRF REMS Call Center at 1-866-822-1483,

Authorized Representative Information

First Name* Last Name*
RxOutPatJane AuthRepDoe
Credentials* Title or Position®
RPh PharmD BCPS Other Title or Pesition
Phone* Fax* Email Address

nnnn

n-nnnn RxAthRepOutPat@examoto.net

Preferred Method of Contact®

Email Text to Mobile# Phane Call

As the Authorized Representative, | must:
* Review the Pharmacy Education.
» Successfully complete the Pharmacy Knowledge Assessment and submit it to the REMS.
s E
= Train all relevant staff involved in dispensing of TIRF medicines on the risks associated with TIRF medicines and the requirements of the REMS using the
Pharmacy Education.

blish processes and procedures to check the patient's medication use for a change in opioid tolerance.

Before dispensing, all pharmacy staff must:

T Medicati id

* Provide the patient with the

= Assess the patient’s medication use for a change in opioid tolerant status. Decument and submit the results to the REMS.

= Obtain authorization to dispense each prescription by contacting the REMS to verify that the prescriber and the patient are enrolled, and the patient is
oploid tolerant.

t-specific

All pharmacy staff must:

» Mot distribute, transfer, loan, or sell TIRF medicines.

* Maintain records of staff training.

* Comply with audits carried out by the manufacturers or a third party acting on behalf of the manufacturers to ensure that all processes and procedures are in
place and are being followed.
Report serious adverse events of accidental exposure, misuse, abuse, addiction, and overdose assoclated with the TIRF medicine to the REMS using the
Adverse Events of Special Interest Reporting Form.

To t tification to di any new ive must:

* Review the Pharmacy Education.
Successfully complete the Pharmacy Knowledge Assessment and submit it to the REWS,
+ Enroll in the REMS by ing the O jent Pharmacy Enroll Form

#sign B Type Signature

RxOutPatlane AuthRepDoe: Please use your mouse or stylus to sign below “

| authorize the above signature to be the legally binding equivalent of my handwritten signature.




Prescribing Information - Medication Guide

H TIRF REMS Home Pharmacy * Contact Us RxInPatJane AuthRepDoe -

Pharmacy Enrollment

To become certified in the TIRF REMS and dispense TIRF medicines. a pharmacy must designate an Authorized Representative to:
1. Review the Pharmacy Education
2. Complete and submit the Pharmacy Knowledge Assessment to the TIRF REMS
3. Complete and submit this Pharmacy Enroliment Form to the TIRF REMS

® Inpatient Pharmacy Qutpatient Pharmacy

Organizatianal NPy Number* (Select address type to populate form)

Use organizational NPl to populate form:  Organizational NP1 Number Office Address Mailing Address

Pharmacy Name*

Pharmacy N

Address Line 1* Address Line 2
Address Line 1 Addess Line 2
City* State® Zip Code*
City State o Zip Code
Phone* Extension Fax*
ANA-RNR-ANNA gy ANM-NAN-RNNN

The name, location, and phane numbser of your pharmacy will be publicly available on TIRFREMSaccess.com. If you do not want your information available, please call

the TIRF REMS Call Center at 1-866-822-1483.

Authorized Representative Information
First Name* Last Name*
RulnPat Jane AuthRepDoe
Credentials® Title or Position*
RPh PharmD BCPS Other Title or Position
Phone* Fax* Email Address
ANA-RAN-NNNN ANR-ARN-NRND RxA.thRepinPat@examoto.net

Preferred Method of Contact*

Email Text to Mabile# Phane Call

As the Authorized Representative, | must:
* Review the Pharmacy Education.
* Successfully complete the Pharmacy Knowledge Assessment and submit it to the REMS.
= Train all relevant staff involved in dispensing of TIRF medicines on the risks associated with TIRF medicines and the requirements of the REMS using the
Pharmacy Education
= Establish processes and procedures to verify that the patient is opioid tolerant.

All pharmacy staff must:
» Verify the patient is oplold tolerant through the processes and procedures

vedasar it of the REMS.

All pharmacy staff must:
= Mot distribute. transfer, loan, or sell TIRF medicines.
= Maintain records of staff training.
= Comply with audits carried out by the manufacturers or a third party acting on behalf of the manufacturers to ensure that all processes and procedures are in
place and are being followed.
* Mot dispense TIRF medicines for outpatient use,

To maintain certification to di any new ized repr must:

Review the Pharmacy Education.

Successfully complete the Pharmacy Knowledge Assessment and submit it to the REMS.
+ Enroll in the REMS by completing the Inpatient Pharmacy Enrollment Form.

.

#sign B Type Signature

RainPatlane AuthRepDoe: Please use your mouse or stylus to sign below m

| authorize the above signature to be the legally binding equivalent of my handwritten signature.

ct the TIRF REM




Wholesaler  Prescribing Information v Medication Guide v

H TIRF REMS Home Pharmacy ¥ Contact Us RxOutPatJane AuthRepDoe ~

I Pharmacy

Outpatient Pharmacy Group

Obtain a Patient's REMS Dispense Authorization (RDA)
Q An RDA is areceipt from the TIRF REMS signifying that the REMS requirements to dispense for this patient are currently met.

Find an enrolled patient below:

9
KL Find a patient by entering the patient's information below:

First Name Last Name Date of Birth

First Name wil mm/dd/yyyy

Phone Or Email

Phone Or Email

Match Found
®PpatientJulie Williams (DOB:6/13/1970)

=

Privacy Policy | TermsofUse| ContactUs

‘ TIRF REMS Non-Compliance Policy |

To report any SUSPECTED ADVERSE REACTIONS, contact the TIRF REMS Call Center at 1-866-822-1483 or FDA at 800-FDA-1088 or http://www.fda.gov/medwatch.

Localization_Version




H TlRF REMS Home Pharmacy * Contact Us RxOQutPatJane AuthRepDoe ~

Pharmacy

itpatient Pharma

Obtain a Patient’'s REMS Dispense Authorization (RDA)
E An RDA is a receipt from the TIRF REMS signifying that the REMS requirements to dispense for this patient are currently met.

= Patient Enrolled as of 4/20/2020 @
MName: PatientJulie Williams Zip Code: 30180
Date of 6/13/1970 Phone: 204-896-4439
Birth: Email Address: Patient@examoto.net
& Prescriber Certified as of 4/20/2020 @
Prescriber: PRJane PRDoe NPI: 1310000000
Address: 12 Parker Avenue
Chambersburg, PA 17201
181 Pharmacy Verification (7]

| provided the patient with the product-specific Medication Guide and I:

Checked the patient's opioid tolerance by reviewing data from available state Prescription Drug Monitoring Programs (PDMPs),
the patient's records in the pharmacy's management system, and information provided by the TIRF REMS.

Or

Do not have access to Prescription Drug Monitoring Program data for this patient. | have reviewed the opioid tolerance data
provided by the prescriber for this patient, the patient's records in the pharmacy's management system, and information provided
by the TIRF REMS.

Reviewed the following REMS data:
Prescriber Reported:

= 8 mg oral hydromorphone/day

Adverse Events of Special Interest Reported

Abused or been suspected of abusing their TIRF medicine 9/11/2020

Followed my pharmacy's procedures for TIRF medicines.

Based on the information provided, is the medication appropriate for the patient? i Opioid Tolerance Criteria

Yes, the medication is appropriate for the patient

No

E REMS Dispense Authorization (RDA) @

A REMS Dispense Authorization is a receipt from the TIRF REMS indicating that the safe use conditions managed by the REMS are currently in place. Store this
receipt with your records. This verifies that all requirements have been satisfied and that a REMS Dispense Authorization (RDA) has been issued.

iy TIRF REMS

To report any Sl ECTED ADVERSE REACTIONS e TIR h 5 -B22- A-1088 tpe/f a ‘medwatch.




H TlRF REMS Home Pharmacy * Contact Us RxOQutPatJane AuthRepDoe ~

Pharmacy

itpatient Pharma

Obtain a Patient’'s REMS Dispense Authorization (RDA)
E An RDA is a receipt from the TIRF REMS signifying that the REMS requirements to dispense for this patient are currently met.

= Patient Enrolled as of 4/20/2020 @
MName: PatientJulie Williams Zip Code: 30180
Date of 6/13/1970 Phone: 204-896-4439
Birth: Email Address: Patient@examoto.net
& Prescriber Certified as of 4/20/2020 @
Prescriber: PRJane PRDoe NPI: 1310000000
Address: 12 Parker Avenue
Chambersburg, PA 17201
181 Pharmacy Verification (7]

| provided the patient with the product-specific Medication Guide and I:

{® Checked the patient's opioid tolerance by reviewing data from available state Prescription Drug Monitoring Programs (PDMPs),
the patient's records in the pharmacy's management system, and information provided by the TIRF REMS.

Or

Do not have access to Prescription Drug Monitoring Program data for this patient. | have reviewed the opioid tolerance data

provided by the prescriber for this patient, the patient's records in the pharmacy's management system, and information provided
by the TIRF REMS.

Reviewed the following REMS data:
Prescriber Reported:

= 8 mg oral hydromorphone/day

Adverse Events of Special Interest Reported

Abused or been suspected of abusing their TIRF medicine 9/11/2020

Followed my pharmacy's procedures for TIRF medicines.

Based on the information provided, is the medication appropriate for the patient? i Opioid Tolerance Criteria

@ Yes, the medication is appropriate for the patient

No

E REMS Dispense Authorization (RDA) @

A REMS Dispense Authorization is a receipt from the TIRF REMS indicating that the safe use conditions managed by the REMS are currently in place. Store this
receipt with your records. This verifies that all requirements have been satisfied and that a REMS Dispense Authorization (RDA) has been issued.

iy TIRF REMS

To report any Sl ECTED ADVERSE REACTIONS e TIR h 5 -B22- A-1088 tpe/f a ‘medwatch.




H TlRF REMS Home Pharmacy * Contact Us RxOQutPatJane AuthRepDoe ~

Pharmacy

itpatient Pharma

Obtain a Patient’'s REMS Dispense Authorization (RDA)
E An RDA is a receipt from the TIRF REMS signifying that the REMS requirements to dispense for this patient are currently met.

= Patient Enrolled as of 4/20/2020 @
MName: PatientJulie Williams Zip Code: 30180
Date of 6/13/1970 Phone: 204-896-4439
Birth: Email Address: Patient@examoto.net
& Prescriber Certified as of 4/20/2020 @
Prescriber: PRJane PRDoe NPI: 1310000000
Address: 12 Parker Avenue
Chambersburg, PA 17201
181 Pharmacy Verification (7]

| provided the patient with the product-specific Medication Guide and I:

Checked the patient's opioid tolerance by reviewing data from available state Prescription Drug Monitoring Programs (PDMPs),
the patient's records in the pharmacy's management system, and information provided by the TIRF REMS.

Or

® Do not have access to Prescription Drug Monitoring Program data for this patient. | have reviewed the opioid tolerance data

provided by the prescriber for this patient, the patient's records in the pharmacy's management system, and information provided
by the TIRF REMS.

Reviewed the following REMS data:
Prescriber Reported:

= 8 mg oral hydromorphone/day

Adverse Events of Special Interest Reported

Abused or been suspected of abusing their TIRF medicine 9/11/2020

Followed my pharmacy's procedures for TIRF medicines.

Based on the information provided, is the medication appropriate for the patient? i Opioid Tolerance Criteria

@ Yes, the medication is appropriate for the patient

No

E REMS Dispense Authorization (RDA) @

A REMS Dispense Authorization is a receipt from the TIRF REMS indicating that the safe use conditions managed by the REMS are currently in place. Store this
receipt with your records. This verifies that all requirements have been satisfied and that a REMS Dispense Authorization (RDA) has been issued.

iy TIRF REMS

To report any Sl ECTED ADVERSE REACTIONS e TIR h 5 -B22- A-1088 tpe/f a ‘medwatch.




2

Patients must remain on around-the-clock opioids while taking a TIRF
medicine.

To be opioid tolerant, a patient must be currently prescribed (exclusive
of a TIRF medicine) one or more of the following opicid regimens daily
and have been prescribed this regimen(s) for one week or longer:

2 &0 mg oral morphine/day = 25 micrograms transdermal
30 mg oral oxycodone/day fentanyl/hour
5 mg oral oxymorphone/day = 8 mg oral hydromorphone/day
An equianalgesic dose of another opioid = 60 mgoral hydrocodone/day




@ success

H TIRF REMS Home Pharmacy ~  Contact U gy i ot perorded

181 Pharmacy

Obtain a Patient's REMS Dispense Authorization (RDA)
E An RDA s a receipt from the TIRF REMS signifying that the REMS requirements to dispense for this patient are currently met.

& Patient Enrolled as of 4/20/2020 @
Mame: PatientJulie Williams Zip Code: 30180

Date of 6/13/1970 Phone: 204-896-4439

Birth: Email Address: Patient@examoto.net

& Prescriber Certified as of 4/20/2020 ©
Prescriber: PRJane PRDoe NPI: 1310000000

Address: 12 Parker Avenue

Chambersburg, PA 17201

18I Pharmacy Verification ®

d toler m available

e pharmacy nd information p

Do not have access to Prescription Drug Monitoring Program data for this patient. | have revi

ad the opioid

¢ the prescriber for this patient, the patient's records

IRF REMS.

in the pharmacy's management system, and information prov

ved the follow

Prescriber Reported:
: Bmg

z oral hydromorp

one/day

Abusec

suspected of g their TIRF medicine 9/11/2020

F

r TIRF r

ed my pharmacy's |

Based on the information provid

® Yes, the medication is

No

B REMS Dispense Authorization (RDA) [

A REMS Dispense Authorization is a receipt from the TIRF REMS indicating that the safe use conditions managed by the REMS are currently in place. Store this
receipt with your records. This verifies that all requirements have been satisfied and that = REMS Dispense Authorization (RDA) has been issued.

RDA: dSfbbeld Copy  Print m

Obtained by RxOutPatJane AuthRepDoe on 10/28/2020 at &:12 PM Coordinated Universal Time
© Detail

@© safe Use Conditions:

+ Patientis Enrolled: PatientJulie Williams

To PRJane PRDoe’s knowledge, Patient, PatientJulie Willlams, is Opioid Tolerant

Pharmacy Personnel is Certified: RxOutPatJane AuthRepDoe

Pharmacy Is Certified

Pharmacy Personnel, RxOutPatJane AuthRepDoe, verified Opioid Tolerance for Patient. PatientJulie Willlams
Prescriber is Certified: PRJane PRDoe

e R o

Dispensation Information

Date Manufacturer NDC Code Days Supply Quantity

mmdd/yyyy Manufacturers e




@ success
Rx Verification Recorded

H TIRF REMS Home Pharmacy ~ Contact L

Pharmacy

Outpatient Pharmacy Group

Obtain a Patient's REMS Dispense Authorization (RDA)
E An RDA is a receipt from the TIRF REMS signifying that the REMS requirements to dispense for this patient are currently met.

& Patient Enrolled as of 4/20/2020 @
Mame: PatientJulie Williams Zip Code: 30180
Date of &6/13/1970 Phone: 204-896-4439
Birth: Email Address: Patient@examoto.net
& Prescriber Certified as of 4/20/2020 @
Prescriber: PRJane PRDoe NPI: 1310000000
Address: 12 Parker Avenue
Chambersburg, PA 17201
1Bl Pharmacy Verification (]
0}

from available rograms (PDMPs

2m, and inform:

he TIRF REMS

o Prescriptio Aonitoring Progra

for this patient. | have revi the opioid tolerance data
/ the pres

TIRF REMS

criber for this pz , the patient's recorc

in the pharmacy's management system, and information p.

Adverse Events of Special Interest Reported

Abused or been susg

cted of abusing their TIRF medicine F/11/2020

d my pharmacy's procedures for TIRF medicines

appropriate for the

B REMS Dispense Authorization (RDA) (]

A REMS Dispense Authorization is a receipt from the TIRF REMS indicating that the safe Lse conditions managed by the REMS are currently in place. Store this
receipt with your records. This verifies that all requirements have been satisfied and that : REMS Dispense Authorization (RDA) has been issued,

. ==

Obtained by RxOutPatJane AuthRepDoe on 10/28/2020 at 6:12 PM Coordinated Universal Time
© Detail

@ safe Use Conditions:

~ Patient is Enrolled: PatientJulie Willlams

To PRJane PRDoe’s knowledge, Patient, PatientJulie Williams, is Opioid Tolerant

Pharmacy Personnel is Certified: RxDutPatJane AuthRepDoe

Pharmacy is Certified

Pharmacy Personnel, RxOutPatJane AuthRepDoe, verified Opioid Tolerance for Patient, PatientJulie Willlams
Prescriber is Certified: PRJane PRDoe

CALS s

Dispensation Information

Date Manufacturer NDC Code Days Supply Quantity

10/28/2020 Company4 ™ 05640-0407-45 ¥ 3d =

Save




H TIRF REMS Home Pharmacy * ContactUs RxOutPatlane AuthRepDoe

181 Pharmacy

Obtain a Patient's REMS Dispense Authorization (RDA)
E An RDA is a receipt from the TIRF REMS signifying that the REMS requirements to dispense for this patient are currently met.

= Patient Enrolled as of 4/20/2020 &
Mame: PatientJulie Williams Zip Code: 30180

Date of 6/13/1970 Phone: 204-896-4439

Birth: Email Address: Patient@examoto.net

& Prescriber Certified as of 4/20/2020 @
Prescriber:  PRJane PRDoe NPI: 1310000000

Address: 12 Parker Avenue

Chambersburg, PA 17201

1Kl Pharmacy Verification )

cess to Pres

y the prescriber

REMS

No

B REMS Dispense Authorization (RDA) o

RDA: dsfbbe1d

© Detail

@ Safe Use Conditions:

B Prescription dispense recorded for this RDA.




H TIRF REMS Home Pharmacy * Contact Us RxOutPatlane AuthRepDoe ~

1Rl Pharmacy

it Pharm

Obtain a Patient's REMS Dispense Authorization (RDA)
E An RDA is a receipt from the TIRF REMS signifying that the REMS requirements to dispense for this patient are currently met.

- Patient Enrolled as of 4/20/2020
Name: PatientJulie Williams Zip Code: 30180

Date of 6/13/1970 Phone: 204-896-4439

Birth: Email Address: Patient@examoto.net

& Prescriber Certified as of 4/20/2020 &
Prescriber: PRJane PRDoe MNPI: 1310000000

Address: 12 Parker Avenue

Chambersburg, PA 17201

1B1 Pharmacy Verification (2]

| provided the patient with the product-specific Medication Guide and |-

Checked the patient’s opioid tolerance by reviewing data from available state Prescription Drug Monitoring Programs (PDMPs),
the patient's records in the pharmacy's management system, and information provided by the TIRF REMS.

Or

® Do not have access to Prescription Drug Monitoring Program data for this patient. | have reviewed the opioid tolerance data
provided by the prescriber for this patient, the patient's records in the pharmacy's management system, and information provided
by the TIRF REMS.

Reviewed the following REMS data:

Prescriber Reported:

= 8 mg oral hydromorphone/day

Adverse Events of Special Interest Reported

Abused or been suspected of abusing their TIRF medicine 9/11/2020

Followed my pharmacy's procedures for TIRF medicines.

Based on the information provided, is the medication appropriate for the patient?

Yes, the medication is appropriate for the patient
@ No
Please describe the reason for discrepancy below

reason for discrepancy gets added herel

El REMS Dispense Authorization (RDA) (2]

A REMS Dispense Authorization is a receipt from the TIRF REMS indicating that the safe use conditions managed by the REMS are currently in place. Store this
receipt with your records. This verifies that all requirements have been satisfied and that a REMS Dispense Authorization (RDA) has been issued.

Obtain RDA

Contact Us




Medication Guide

H TIRF REMS Home Pharmacy * ContactUs RxOutPatJane AuthRepDoe -

Pharmacy

Outpatient Pharm:

Obtain a Patient's REMS Dispense Authorization (RDA)
E An RDA is a receipt from the TIRF REMS signifying that the REMS requirements to dispense for this patient are currently met,

& Patient Enrolled as of 4/20/2020 @
Name: PatientJulie Williams Zip Code: 30180

Date of 6/13/1970 Phone: 204-896-4439

Birth: Email Address: Patient@examoto.net

& Prescriber Certified as of 4/20/2020 @
Prescriber: PRJane PRDce NPI: 1310000000

Address: 12 Parker Avenue

Chambersburg, PA 17201
IB1 Pharmacy Verification Q
| provided the patient with the product-specific Medication Guide and I:

® Checked the patient's opioid tolerance by reviewing data from available state Prescription Drug Monitoring Programs (PDMPs),
the patient's records in the pharmacy's management system, and information provided by the TIRF REMS.

Or

Do not have access to Prescription Drug Monitoring Program data for this patient. | have reviewed the opioid tolerance data
provided by the prescriber for this patient, the patient's records in the pharmacy's management system, and information provided
by the TIRF REMS.

Reviewed the following REMS data:

Prescriber Reported:

= 8 mg oral hydromorphone/day

Adverse Events of Special Interest Reported

Abused or been suspected of abusing their TIRF medicine 9/11/2020

Followed my pharmacy's procedures for TIRF medicines.

Based on the information provided, is the medication appropriate for the patient?

Yes, the medication is appropriate for the patient
® No
Please describe the reason for discrepancy below

reason for discrepancy gets added here

El REMS Dispense Authorization (RDA) e

A REMS Dispense Authorization is a receipt from the TIRF REMS indicating that the safe use conditions managed by the REMS are currently in place. Store this
receipt with your records. This verifies that all requirements have been satisfied and that a REMS Dispense Authorization (RDA) has been issued.

Obtain




9 success

H TIRF REMS Home Pharmacy ¥ Contact Us , RxQutPatiane AythRepDoe

Pharmacy

Obtain a Patient's REMS Dispense Authorization (RDA)
E An RDA is a receipt from the TIRF REMS signifying that the REMS requirements to dispense for this patient are currently met.

& Patient Enrolled as of 4/20/2020 @
Name: PatientJulie Williams Zip Code: 30180
Date of 6/13/1970 Phone: 204-896-4439
Birth: Email Address: Patient@examoto.net
& Prescriber Certified as of 4/20/2020 @
Prescriber: PRJane PRDoe NPI: 1310000000
Address: 12 Parker Avenue
Chambersburg, PA 17201
18I Pharmacy Verification (1]

® Checked the patient’s opioid tolerance by reviewing data from available state Prescription Drug Monitoring Programs (PDMPs),
the patient's records in the pharmacy's management system, and information provided by the TIRF REMS.

Do not have access to Prescription Drug Monitoring Program data for this patient. | have reviewed the opicid tolerance data
provided by the prescriber for this patient, the patient's records in the pharmacy's management system, and information provided
by the TIRF REMS.

Reviewed the following REMS data:

= 8 mg oral hydromorphone/day

Adverse Events of Special Interest Reported

Abused or been suspected of abusing their TIRF medicine 9/11/2020

Followed my pharmacy's procedures for TIRF medicines.

Based on the information provided, is the medication appropriate for the patient?

Yes, the medication is appropriate for the patient
® No

Please describe the reason for discrepancy below

or discrepancy gets add

£\ STOP! Do Not Dispense

Please contact the patient's prescriber to discuss the discrepancy in the opioid tolerance information. After the discussion with
the prescriber, if you agree that the medication is appropriate for the patient, please attempt to obtain the RDA again. Based on
this discussion, the prescriber may need to submit a new Patient Status and Opioid Tolerance Form to update the opioid tolerance
information for this patient.

E REMS Dispense Authorization (RDA) Q

A REMS Dispense Authorization is a receipt from the TIRF REMS indicating that the safe use conditions managed by the REMS are currently in place. Store this
receipt with your records. This verifies that all requirements have been satisfied and that a REMS Dispense Authorization (RDA) has been issued.

Obtain RDA

C Cancel




Signature Page 1 of 1

This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.

s/

MARK A LIBERATORE
12/23/2020 04:05:28 PM

Reference ID: 4721749





