From: Raczkowski, Victor

Sent: Tuesday, August 22, 2006 9:13 AM

To: Marchione, Carol; Cansler, Kristen; Adams, Jessica; Diaz, Simon; Warner, Jamie

Subject: Immediate Action Needed: Final Version of Actiq RMP submission (to FDA on
Tuesday August 22nd ASAP)

Attachments: Final Cover Letter for amend 3 to s-023 VR vl.doc; Actiqg RMP 04 Nov 1998

Clean.pdf; Actig RMP 09 Feb 1999 Clean.pdf; Actiq RMP 01 Aug 2001 Clean.pdf; Actiq
RMP 09 Feb 1999 vs 04 Nov 1998.pdf; Actiq RMP 01 Aug 2001 vs 09 Feb 1999.pdf;
Actiq RMP 16 Jan 2002 S009.pdf

Importance: High

Dear all,

I’ve attached a copy of the cover letter for the Actiq RMP and its attachments that need to go to FDA ASAP on
Tuesday morning (we have a teleconference scheduled with FDA later on Tuesday afternoon).

Carol: I made substantial changes to your cover letter and chronology. Please review to ensure accuracy.

All: Carol is at the FENTORA launch meeting in Las Vegas and is several (three?) time zones behind us and
may not see this until late morning Frazer time. If you have not heard from Carol by 10:00 a.m. Frazer time
(or earlier if you feel pressed) then please go forward with finalizing the document in the absence of her
input. Based on my review of the information in CentFile and CephDocs, I have sufficient confidence that the
information provided is accurate, and while perhaps not optimal given the time constraints, the submission will
be adequate to meet FDA’s immediate needs.

I recognize that the approach of extracting documents (i.e., versions of the RMP and tracked-changes between
successive RMPS) from previous submissions may not be optimal (e.g., modifications to these documents may
have occurred during the review cycle). However, [ was careful in the cover letter to describe these excerpts
accurately as being from the submission (as opposed to saying with certainty that they were the approved
documents). Again, I believe this is sufficient to meet FDA’s immediate needs given the time constraints.

Kristen and Jessica: Please coordinate to have the submission published with appropriate links to the
attachments. Please proofread for typos. Please send it by e-mail to FDA (Kim Compton) ASAP. Please
indicate and ensure that a copy of the CD (or a hard copy or hard copies of the submission) are delivered to
FDA by courier today.

Simon or Jamie: I will be at the dentist on Tuesday morning and should be back in the office by around 11:30
a.m. or noon; If I am not available to sign the letter, please sign on Carol’s behalf.

Thank you.
Victor
PLAINTIFFS TRIAL
) EXHIBIT
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Confidential

Robert A. Rappaport, M.D.

Director

Division of Anesthesia, Analgesia and
Rheumatology Products, HFD-170

Food and Drug Administration

5901-B Ammendale Rd.

Beltsville, MD 20705-1266

NDA 20-747

Actiq (Oral Transmucosal Fentanyl
Citrate)

Amendment to S-023

Dear Dr. Rappaport,

Reference is made to our Prior-Approval Supplement (S-023) that was submitted to the
Agency on March 5, 2006 to allow for a generic version of Actiq. The supplement
contained proposals for generic labeling, a generic risk management plan (RMP), and a
generic product description. Reference is also made to the August 9, 2006 teleconference
with Dr. S. Hertz, Deputy Director of the Division of Anesthesia, Analgesia and
Rheumatology Products (DAARP), and Ms. K. Compton, FDA Regulatory Health
Project Manager for Actiq, during which the Agency stated that the currently approved
RMP dated August 1, 2001 should be used as the basis for the generic RMP and during
which Dr. Hertz requested that Cephalon submit a generic RMP showing deletion of the
name “Actiq” throughout the document and replacement with “Oral Transmucosal
Fentanyl Citrate.” Finally, reference is made to an amendment to Supplement S-023
submitted on August 14, 2006 which included a proposed revised generic RMP meeting
the criteria outlined in the August 9, 2006 teleconference

On August 18, 2006, FDA personnel contacted Cephalon to request a summary of the
changes that have impacted the RMP since its initiation, including an annotated listing of
each change. This submission provides a response to the Agency’s request.

To address the Agency’s request, we are providing the following items:

¢ A chronology of the changes to the Actiq Risk Management Plan, organized
by supplement, since its first approval on November 4, 1998 ksee Attachment
S-008 and S-009) capture the changes to the RMP over time. However, for
completeness and because they provide useful context, key communications
between FDA and Cephalon about supplements pertaining to the RMP are
summarized in the chronology regardless of their approval status.

¢ Clean copies of the key versions of the Actiq Risk Management Plan:
o [Version dated November 4, 1998

- ( Comment [CI1]: Link to Attachment 1 ]

Comment [CI2]: Link to “ACTIQ RMP 04 NOV J

1998 CLEAN.pdf”

TEVA_CHI_00049234
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ACTIQ®™(Oral Transmucosal Fentanyl Citrate)
NDA 20-747 Amendment to S-023
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(Extracted from Anesta’s submission dated February 10, 1999; S-003)

o [Version dated February 9, 999
(Extracted from Anesta’s submission dated February 10, 1999; S-003)

o |Version dated August 1, 2001{ 7777777777777777777777777777777

(Extracted from Cephalon’s submission dated August 8, 2001; S-008)

¢ Red-line/Strike-out versions of the Actiq Risk Management Plan showing the
changes between successive key versions:

o [Changes between Version dated February 9, 1999 and Version dated
November 4,199
(Extracted from Anesta’s submission dated February 10, 1999; S-003)

o (Changes between Version dated August 1, 2001 and Version dated
February 9, 1999

(Extracted from Cephalon’s submission dated August 8, 2001; S-008)

¢ |A copy of Cephalon’s submission of January 16, 2002 (S-009)

in 1998 are S-003, S-008, and S-009.

Cephalon has considered the RMP submitted under S-008 as the “currently approved”
document. Because the changes approved under S-009 include a change in the name of
the sales force as well as a revised letter indicating their responsibilities pertaining to the
RMP, Cephalon believes that the RMP version of August 1, 2001, submitted under
S-008, should therefore be revised to reflect the name “Pain Care Specialists” where the
name of the sales force is specified. We have not provided a revised version of the RMP
indicating this change with this amendment since the Agency may have additional
comments that require further revisions. We can confirm this in forthcoming discussions
with the Agency, such as the teleconference scheduled for August 22, 2006.

If there are any questions concerning this submission, please do not hesitate to contact me
at (610) 738-6237.
Sincerely,

Carol S. Marchione
Sr. Director, Regulatory Affairs

_ - | Comment [CI3]: Link to “ACTIQ RMP 09 FEB
1999 CLEAN.pdf”

-~ -| Comment [CI4]: Link to “ACTIQ RMP 01 AUG
2001 CLEAN.pdf”

_ _ - | Comment [CI5]: Link to “ACTIQ RMP 09 FEB
1999 VS 04 NOV 1998.pdf”

_ -~ -| Comment [CI6]: Link to “ACTIQ RMP 01 Aug
2001 VS 09 FEB 1999.pdf”

_ - -| comment [CI7]: Link to "ACTIQ RMP 16 JAN
- 2002 S009.pdf”

Approved Changes to the Actiq Risk Management

_ . - -] Comment [CI8]: Link to “Chronology of FDA-
Program in attachment 1

TEVA_CHI_00049235
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ACTIQ®™(Oral Transmucosal Fentanyl Citrate)
NDA 20-747 Amendment to S-023
August 22, 2006

ATTACHMENT 1

Chronology of FDA-Approved Changes to the Actiq Risk Management Program

(Organized by NDA Supplement)

. The initial Actiq RMP (RMP version dated November 4, 1998) was approved

on November 4, 1998 as part of the approval action taken on the Actiq NDA
submitted by Anesta Corp. (Anesta).'

. Anesta proposed revisions to the Actiq RMP in a submission dated February

10, 1999. The proposed revisions reflected new information received from
outside consultants, deletion of information deemed to be proprietary by Abbott
Laboratories (e.g., the organizational structure within Abbott), and corrections
relating to grammar and spelling. Some of the key revisions included (a) changes
to the Carton--Back Panel Text (e.g., moving text without changing the content
and updating the pharmacist checklist), (b) changes to the Child-resistant Lock
(e.g., change from a magnetic cabinet lock to a plastic latch/lock, known as a
“double-lock™), (¢) correction of a statement about the reading level of the
Children’s Booklet, and (d) revisions to reflect current procedures at Abbott
Laboratories for adverse event investigation and follow—up. FDA approved the
revised RMP (RMP version dated February 9, 1999) on March 26, 1999
under S-003.

. In a correspondence to the NDA dated October 18, 1999, Anesta submitted a

revised RMP (RMP version dated October 18, 1999) to reflect the currently
approved version of the package insert. The content of the revised RMP was
identical to the approved February 9, 1999 version of the RMP with the exception
of Attachment 5 (i.e., the Actiq package insert). Thus, the RMP was changed
only by substituting the currently approved package insert in Attachment S of the
RMP for the outdated package insert.

. In a correspondence dated May 31, 2000, Anesta filed proposed changes to

the RMP (RMP version dated May 26, 2000) under S-007 to reflect recent
changes in responsibility for the sales and marketing of Actiq in the United
States. The submission indicated that Anesta had responsibility for the sales and
marketing of Actiq in the U.S. and that Abbott would continue to manufacture
and distribute Actiq in the U.S. Although initially a joint effort between Anesta

! On October 10, 2000, Anesta Corp of Salt Lake City, Utah became a wholly owned
subsidiary of Cephalon Inc.

TEVA_CHI_00049236
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and Abbott Laboratories, the RMP would now be the sole responsibility of
Anesta.

On October 1, 2001, FDA issued a not approvable letter for S-007. Cephalon
subsequently responded to the identified deficiencies in a submission dated
October 26, 2001, Cephalon. In its response, Cephalon noted that because of the
change in ownership of Actiq, the proposed May 26, 2000 version of the RMP
was now obsolete. Cephalon indicated that the RMP would be revised to
acknowledge the change in ownership of Actiq and to incorporate the Agency’s
comments to S-007 where still relevant while reflecting Cephalon’s current
practices. No response was received by Cephalon to its October 26, 2001
communication.

In a Cephalon submission dated August 8, 2001 (S-008)%, Cephalon
submitted a proposed revised RMP (RMP version dated August 1, 2001) to
FDA as part of a prior-approval supplement. The supplement provided for (a)
a transfer of the manufacturing site for the U.S. Actiq market from Abbott, North
Chicago to Cephalon Salt Lake City Operations; and (b) a change in the drug
product formulation from the cooked-sugar product to a compressed matrix
product. More specifically, the SNDA provided for changes of the supplier,
manufacturing process and regulatory specifications of the drug substance; as well
as for changes in the formulation, manufacturing process, facilitics, regulatory
specifications and test methods, and container and labeling of the drug product.
Consequently, the submission included proposed changes to the packaging,
labeling, and RMP. FDA approved S-008 on February 19, 2003.

In a prior-approval supplement dated January 16, 2002 (S-009), Cephalon
addressed a comment in the Agency’s not approvable letter for Supplement
S-007. Specifically, Cephalon responded to the Agency’s concern over the name
of the sales force as reflected in section 5.2 (The Oncology Specialist) of the
RMP. The submission included a proposal to name the individuals in this sector
of the sales force “Pain Care Specialists.” It also included proposed revisions to a
letter that the company sends to the Sales Specialists, which outlines their
responsibilities pertaining to the RMP. On January 29, 2003, FDA approved
S-009 changing the name used to refer to the portion of the sales force that
markets the drug product.

? Cephalon’s August 8, 2001 submission ($-008) should not be confused with Anesta’s
submission of May 31, 2000 (S-007). The Cephalon submission dated August 8, 2001 was
designated initially by Cephalon as Supplement S-007. However, FDA’s letter dated September
24,2001 acknowledging receipt of the submission referred to it as Supplement S-008.
Consequently Cephalon subsequently began to refer to the August 8, 2001 submission as
Supplement S-008 in accordance with FDA’s designation.

TEVA_CHI_00049237
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6. On November 22, 2004, Cephalon submitted a proposal to revise the RMP
(S-020). The purpose was to provide more clear and concise text, to delete the
launch activities described in the original document, to more accurately describe
the RMP processes as adopted by Cephalon, and to emphasize the three key safety
messages of the RMP even more clearly. On June 21, 2005, FDA issued a not
approvable letter for S-020.

On January 6, 2006, Cephalon amended S-020 to address the deficiencies
identified in the Agency’s not approvable letter. Noting that the review of the
entire application is not complete, FDA issued comments to Cephalon on July 24,
2006 on S-020 which had been provided by the Office of Surveillance and
Epidemiology (OSE) and the Controlled Substances Staff (CSS). An FDA action
on the amended supplement S-020 is pending.

TEVA_CHI_00049238
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FDA APPROVED RMP
(November 4, 1998)

Note: The Attached RMP Was Included In The
November 4, 1998 Facsimile From FDA
(See November 4, 1998 Approval Letter)

19- 124
Actiq Risk Management Program (RMP)
February 9, 1999
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1.0 Introduction

The Acrig Risk Management Progrem (RMP) has been designed to address three key
potential risk sitvations:

1) accidental ingestien of Actig by children

2) improper patient selection (prescriptions (o and usage by opioid non-tolerant
patients)

3) diversion or ebuse

Anesta Corp. and Abboett Laboratories have designed and developed a comprehensive
progrem with the primary goal of making every reasonable effort to reduce the risk of
potential untoward events in the unintended populations to the extent possible. This
program includes the following:

¢ suong labeling for professionals, patients and caregivers
o product specific design features to increase child safety
¢ redundant child-resistant packaging and storage containers
‘ e comprehensive professional, patient caregivers, and child educational programs
e interventions at the point of dispensing

o Acrig’s CII status

This document provides details and implementation tactics for all elements of the Actig
Risk Management Program. No single element can provide the complete answer to
reducing risk. A lengthy series of events must occur in sequence before arisk event can
occar, yet any one of multiple RMP elements can intervene to interrupt the sequence and
prevent the risk event. Redundancy of program clements is one measure used to
strengthen the effectiveness of the RMP.

The purpose of the RMP is to cnsure the safe use of this product. It is not intended that
any portions of this RMP should be used in a promoticnal context or used to promote

Actiq in a manner inconsistent with the product label.

The Risk Management Plan and &ll of its components will be fully operational at the time

of launch.
19- Actig Risk Management Frogram
123 November 4, 1988
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‘ 1.1 Key Messages for the RMP

Ttiere are several key messages repeated throughout the RMP, which are listed below.
For the balance of the document, these messages will be referenced simply as Child
Safety, Proper Patient Selection and Prevention of Diversion and Abuse messages.

e Child Safety Messages

Actig must be kept out of the reach of children

Actig could be harmfinl or fatal to a child if accidentaily ing;:sted

Actiq roust be properly stored and handled

Actig must be properly disposed of after use

Healthcare professionals must counsel patients on child safety messages

Accessible and easily understood directions on what to do in case of
accidental ingestion

e Proper Patient Selection Messages

Definition of an opieid tolerant patient

Actig is specifically contraindicated for use in opioid non-tolerant patients
Actig is specifically contraindicated for acute/postoperative pain
Directions on what to do in case of suspected overdose

Actiq is specifically indicated solely for the treatment of breakthrough cancer
pain in chronic opioid tolerant cancer patients.

» Prevention of Diversion and Abuse Messages -

Actig is a CII medication
Actig is to be used only by the patient for whom it is dispensed
Actig may be habit forming

Actig requires appropriate disposal of unused medication

2.0 Product Definition

The Actiq unit, containing dosages of fentanyl ranging from 200to 1600 mcg per unit,

consists of a raspberry-flavored lozenge on a handle (Sze Figure 1).

Actiq provides median peak fentanyl blood levels in 20-40 minutes (range of 20-480

minutes) when the unit is consumed over a 15-minhule period and fentany! is absorbed by
. a combination of transmucosal and gastrowntestinal absorption.

Highly Confidential - Attorneys' Eyes Only

Actig Risk Management Program
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. Concern has been raised that Aciig may be perceived as a lollipop. Because of the design

of the Actiq unit and its drug delivery characteristics, steps will be taken in an effort to
minimize the risk of accidental poisoning, insppropriate use and diversion.

2.1 Actiq unit

Tke Actig unit consists of an opague, white to off-white drug matrix that has been
opacified aod colored to make it look less appesling to children. Its handle has been
designed with a “paddie” with a molded “Rx” 1n the center to identify it as & produc: for
medical use. Additionally, on the backside of the paddle the word “fentanyl” is clearly
visible.

The Actiq unit complies with current drug imprinting requirements (see 21 CFR §206.10,
Imprinting of Solid Oral Dosage Form Products for Human Use). The handle carries
legible, laser-engraved product identification information (microgram content of active
drug , product code, manufacturer logo, and “fentanyl™} in 9 point, charcoal-gray type on a
pure white background. The laser-engraved impnnt on the handle is intended 1o provide
immediate documentation of drug and dose in the event of an accidental poisoning.

[nsert Figure 1

. 2.2  Actig Child-Resistant Pouch
e See Figures 2 and 3.

e Each Acrig unit is individually sealed in its own child-resistant pouch. The Actiq
pouch is made of a heavy, multi-layer laminated foil material and requires seissors
to open. [t meets the specifications provided in the Poison Prevention Packaging -
Act. The child-resistant testing was conducted in compliance with the Poison
Prevention Packaging Act of 1970, 16 CFR §1700, cited in the Federal Register
‘(Volume 38, No. 151, August 7, 1973). This package passed the child resistance
test protocol with a 99% effectiveness rating, exceeding the 80% raquirement.

e Individua! child-resistant packaging (one dosage unit in each pouch) is intended to
minimize exposure-by limiting access to just one unit at a time.

o The pouch is opaque. A child cannot see the unit when it is in its pouch, The
pouch does not resembie food or most candy wrappers.

e The dosage stength of each unit is marked on each handle, on the foil pouch, and
shelf carton. The colors are a secondary aid in product identification:

‘ Gray 200 meg

19- 131

Actiq Risk Management Prcgram
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‘ Blue 400 meg
Orange 600 mcg
Purple 8§00 mcg
Green 1200 meg

Burgundy 1600 mcg

o The front of each pouch utilizes an icon to draw atiention to warnings about child
safety and opioid tolerance, standard product identification information is also
included on the front of the pouch. The back of each pouch contains the same
icon, plain-language wamings about child safety and proper product storage, and
a reminder to read the Actig Patient Leaflet. .

e The front of each pouch coutains the CII symbol, a “May be habit forming™
warning and an “Rx only” warning.

Insert Figures2

Insert Figure 3

2.3 Actig Shelf Carton

The Actig shelf carion includes labeling messages targeting al} three at-risk populations
. (Figures 4, 6 pages). The shelf carton contains strong warnings prominently and
redundantly displayed on the front and back pharmacy label space on the back of the shelf
carton.
o The front of the shelf carton has a conspicuous icon calling attention to warnings
about child safety, and a reminder to read the Actig Patient Leaflet. There is a)so
a warning about appropriate patient selection.

s The right hand side of the back of the shelf carton contains a designated location
for the application cf the pharmacy-dispensing label. A checklist for the
pharmacist is included in this space. The checklist reminds the pharmacist to
make sure the patien: is already taking opioids chronically, to counsel the patient
about chilg safety, to encourage the patient to read the Actig Patient Leaflet, and
to discuss the Actic Welcome Kit. Below this space are prominent instructions on
what to do in case of an accidental exposure. On the left hand side of the back of
the shelf carton an icon calls attention to prominent warnings about child safety,
the need for appropriate patient selection (opioid tolerance), the importance of
appropriate disposal of partially consumec units, and & reminder to read the Acrig
Patient Leaflet. On the top of the shelf cartop is another reminder for the patient
or caregiver to read the Acrig Patient Leaflet.

* At the initiation of Actiq therapy, it is recommended that physicians prescribe an
‘ initial supply of six 200-mcg units. At each new dose of Acrig duting titration, it

Actig Risk Management Program
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. is recommended that only six units of the next higher dose be prescribed to limit
the potential for left over units in the home.

e The most prominent front panel warnings will be provided in Spanish in sticker
form to pharmacies upon request. As additional languages are identified,
appropriate stickers will be developed and distributed in similar fashion.

o Each shelf carton contains eight strips of three pouches, for a total of 24 pouches
of a single strength of Actig. The shelf carton represents approximately a ten-day
to two-week supply of Actig after the appropriate dose has been established via
titration. Except for the top panel, all printed panels of the shelf carton contain the
CII symbol.

Insert Figure 4
Insert figure 5-]

Insert figure 5-2

. Insert figure 5-3
Insert fipure 5-4

2.4 Potential Partially Consumed Actig Units

It is important to limit the availability of unused and partially consumed units in the
home. Wamings are placed on the shelf carton to remind patients to properly dispose of -
partially consumed units. The following steps will be taken to reduce the availability of
unused and partially consumed units by (1) the provision of multiple dosage strengths,
(2) proportional pricing, end (3) directions for titration and prescribing.

2.4.1 Multiple Dosage Strengths

Acrig will be made availabie in six dosage strengths (200, 400, 600, 800, 1200, 1600 mcg
units) so that patients can be titrated to the unit strength which provides adequate relief
with acceptable side effects. The directions to both healthcare professionals and patients
clearly state that Acrig dosage units are to be completely consumed.

Actlig Risk Management Program
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’ 2.42 Pricing

Pricing of Actig will provide proportionality on a per mcg basis. This pricing plan is an
attempt to minimize the economic incentive to partially consume an Actig unit and save
the remainder for a future breakthrough cancer pain episode, reducing the potential risk to
children.

2.4.3 Prescribing Directions

As per the Actig titration instructions, the initial recommended prescription size is six
units of the 200 mcg dose. If a patient requires a higher dose, the titration instructions
recommend a second prescription of six units of the 400 meg dose. This process of
prescribing six units of the next highest available dosage form is recommended until the
appropriate dose is found.

The package insert contains specific instructions recommending that physicians prescribe
a small quantity (6 units) for titration and/or dosage adjustment in an effort to minimize
the number of units in the home.

3.0 Labeling

. 3.1 CII (Schedule II Classification)

The U.S. Drug Enforcement Administration places very specific controls on the storage,
distribution, accountability, prescribing and usage of scheduled products (see 21 CFR
§1301). Actig will be-a-€1I product, consistent with other strong opioids such as
fentanyl, morphine, oxycodone, and hydromorphone-based products. CII is the most
restrictive classification available, and raises the overall leve! of vigilance and
surveillance by all parties involved with the product. These restrictions include:

» strongest tracking and controls throughout the distribution system (DEA Form
222 required for all transactions)

o 100% drug accountability by individual count is required
e most stringent physical storage requirements
e 7o refills allowed, triplicate prescriptions may be required in some states
- e registered pharmacist is required to ensure a legitimate medical purpose before

dispensing

Actig’s status as a CII product is the primary risk management element against the third
potential risk event -- the potantial for diversion and/or abuse. It is important to note,
. however, that simply the fact that a product is CII raises the level of attention devoted 1o

Actiq Risk Management Program
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. the prescribing and dispensing of the product by all parties involved in the process and
that this is expected to also reduce the risk of accidental ingestion and prescribing for
upioid non-tolerant patients because of this heightened awareness,

3.2 Patient Leaflet

A Paticnt Leaflet has been written for Actig, and three copies will be packaped in every
shetl carton (RMP Aunachment 1). Extra copics will be broadly distributed for usc by
physicians, nurses, pharmacists, caregivers, and patients. The leatlet will be included in
the Actiq Welcome Kit and in other direct to patient communication and educationa)
programs. It will be avuilable in Spanish as well.

e The first page of the ACT/Q Patient Leaflet contains a strong boxed warning and
redundant child warning with graphics for emphasis.

o The ACT/Q Patient Leaflet explicitly addresses, in plain language, preventing
access by children. These messages includc:

- Child Safety messages
- safe storage instructions for whole and partially consumed units
- Disposal directions for used and vnused units and a 1-800 number for
. additional disposal assistance. Patients calling the [-800 number will receive
a more personalized “walk through™ of disposal instructions. If additional

assistance is required, callers will be reterred to their local DEA office jor
information.

e It coatains emergency information on what should be done in case ot accidental
ingestion by a child or any opioid non-tolcrint person.

- apromplto call 911 if the patient or child is not awake and alert
- aprompt to call 1-800 Poison Control if the patient or child is awake

- instructions for care of the patient or child who is having trouble breathing or
not breuthing at all

» [t contains proper patient selection messages

o Strong language has been used throughout the Actig Patient Leatlet. 1n all
warning statements, the word “must™ is used instead of the word “"should”. The
warning language “can be harmtul or fatal to a child” and “can cause injury or
death in people who are not already taking prescription opioid pain
medicines . . .” 15 used.

3.3 Package Insert

Actig Risk Management Program
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‘ [he Actig Package [nsert (PI) [Sce RMP Anachment 2}, clearly and cxplicitly
communicatcs messages about child safety, proper patieni selection and prevention of
diversion and abuse (RMP Attachment 3). The PI highlights the scriows risks associated
with Aciig usc and mandates that the healthcare prolessional must become invalved in the
pracess of cducating patients and home caregivers. The key clements in the PI include:

o Indication: Actiq is indicated only for the management of breakthrough cancer
pain in patients with malignancies who are already receiving and who are tolerant
to opioid therapy for their underlying persistent cancer pain.

o Black box warnings:

PHYSICIANS AND OTHER HEALTHCARE PROVIDERS MUST BECOMLE
FAMILIAR WITH THE IMPORTANT WARNINGS IN THIS LABEL.

Actiq is indicated only for the management of breakthrough cancer pain in
patients with malignancics whoe sre already receiving and wha are tolerant 10
opivid therapy tor their underlving persistent cancer pain.  Patients considered

opioid tolerant are those who are taking at least 60 my morphine/day, 50 pg
transdermal featanyl/hour, or an equianalgesic dose of another opioid for a week or
longe:r.

Because Jife-threatening hypoventilation could occur at any dosc in patients not
‘ aking chronic opiates, Actig is contraindicated in the management of acute or
postoperative pain. This product must not be uscd in opioid non-tolerant patients.

Actiq is intended to be used only 1n the care of cancer patients only by oncologists
and pain speeialists who are knowledgeable ol and skilled in the use of Schedule II
opioids to treat cancer pan.

Patients and their caregivers must be instructed that Actig contains a medicine in an
amount that can be fata] to a child. Patients and their carcgivers must be instructed
to keep all unis out of the reach of children and to discard opened units properly.

Tiiration instructions which minimize the number of units in the home

‘rm v
L J

Detailed sate home handling and storage

Netailed instructions lor disposal of uscd and. unused units

Cl1 designation

4.0 Professional Medica) Education

Actig Risk Management Program
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. Ancsta and Abbott will work in conjunction with FDA {through the office of Health
Affairs) in interfacing with licensing boards and professional associations on the
development of and dissemination of educational materials related to Actiq.

4,1 Key Message Points

The education of physicians, nurses, pharmacists, caregivers and patients on the safc use
of Actig s an integral part of the Acrig Risk Management Program. These educational
messages are drawn dircetly trom the 4crig Package Insert.  ‘The key safety messages
have been described carlier in section 1.1 of this RMP:

o Child safcty messages
e Proper paticnt selection messages
s Prevention of diversion and abuse messages

The educational programs for physicians, nurses, phammacists, caregivers and patients
will also reinforce the following:

e Process for titration to an effective dose
s Proper (total) consumption of the product
' » Proper storage and disposal of the product

v Efticacy und side etfects of the product

l o Basic Life Support training and potential for certain families 1o be traincd in the
tecarment ot accidental narcotic overdose including antagonist therapy.

These key educational messages, primarily focusing on safety, will be provided to the
physicians, nurses and pharmacists through the communication vehicles, which are
discussed on the tollowing pages.

4.2 Breakthrough Cancer Pain Nursing Medical Education Monograph
This monograph is written by nurses who participated in the 4ctig-clinical trials. Iy
contains specific information about breakthrough cancer pain and the Actig key safety
messages. 1t will be distributed via direct mail and the sales force. This publication has
also received Oncology Nursing Society CEU certification for 3.5 hours of continuing
cducation. This as well as ali educational and promotional launch materials will be
submitted 10 and reviewed by FIDA prior to use.

4.3 The Actig Speakers Bureau / Medical Education Programs
Prior 10 product launch, Anesta and Abboett will formally train the following protessionals
on all aspects of 4¢tiy consistent with the package insert, purticularly the RMP elements
{Attachment 2): .

Achq Risk Management Prcgram
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‘ *  Approximately 50 prominent physician educators in pain management
-« Approximately S0 prominent nurse educarors in pain management
» Approximately 25 prominent phanmacist educators in pain management
These groups will then be called vpon to educate their respective peers and patients via
presentations in local, statc, regional and national settings.

~ 4.4 Publications

Anesta and Abbott will publish articles, in peer-reviewed journals, messages that will re-
enforce elements of this RMP. The publications selected are those that combine a
specific [ocus into the key cancer pain management audience, as well as other healthcare
groups who makc up the RMP target audience.

4.4.1 Broad-Based Publications

« Journal of the Nationul Cancer Institute (circulation 10,000+)
o Journal of Pain and Symptom Management (10,000)
o Journul of Clinical Oncology (circulation 20,000)
s Anesthesia and Analgesia (circulation §,000)
. » Seminars in Oncology (circulation 10,000)
» Journa! ot Haspice and Palliutive Care (circulation 3,000)
*  Oncology Times (circulation 20.000)
e Cancer for the Clinician (circulation 10,000)

4.4.2 Pharmaccutical Compendia

Pharmaccutical compendia will serve physicians, nurses and pharmacists in several ways.
The compendia regularly send out updates to inform about new products. The circulation
numbers for each of these publications, although proprietary, are believed to be greater
than 50,000 per publication. Abbott and Ancsta will have Aciig listed in each of the
following weli-known compendia:

o Physician’s Desk Reference (PDR)
. s American Hospital Formulary Service (AHFS)
o [ucis and Comparisons

In cases where material is excerpted from the Package Insert, Anesta wall contact these
publications (o request increased emphasis on the RMP elements.

Actig Risk Management Program
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' 4.4.3 Major Nursing Journals
e American Journal of Nursing (circulation 230,000+)
e American Journal of Hospice and Palliative Care {(circulation 100.000+)
*  Nuwrse Practitioner (circulation 100,000+)
e Home Health Carc Nurse (circutation 25.000+)
¢ Clinical Journal or Oacology Nursing (circulation 20,000+)
e Seminars in Oncology Nursing (circulation 6,000+)
¢  Oncology Nursing Forum (circulation 20,000+)
s RN Magazine (circulation 200,000+)

4.4.4 Cancer and Nursing Professional Society Newsletters
« The Oncology Nursing Society Newsleter
» Local ONS chapier newsletiers
¢ Oncology Nursing Society computer mail announcements
¢ State board of nursing newsleters
e State Cancer Pain Initiative matlings

. 4.4.5 Major Pharmacy Journais
e U.S. Pharmacist (circulation 100,000+)
»  Drup Topics /Hospital Pharmacist’s Report (circulation 100,000+)
s Formulary (circulation 100,000+)
. Jouméi of the Association of Healthsystern Pharmacists {circulation 70,000+)
¢ Joumal of the American Pharmaceutical Association (circulation 48,000 +)
« Journal of Managed Care Pharmacy (circulavion 40,000+)

4.4.6 Pharmacy Newsletters (Print and Electronic)

Abboli and Anesta will incorporate the Aciiy key safety messages and new product
reviews into the newsletters of various national, regional. state and lacal pharmacy

organizations including:

e The Pharmacist’s Letter (circulation - 100,000+) -
e Chain drugstore ncwsletiers and elcctronic updates

ND.785 PBB5/919

- CVS 4,000 stores
- Rite Aid 3.000 stores
. - Walgreens 2,200 stores
Actig Risk Management Program
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. » State board of pharmucy newsletters

4.5 Communication with DEA
Information on proper disposal of Actig will be provided to the DEA for use by their ficld
olfices on an as requested basis. Background and training materials will be designed in
concert with the Office of Diversion Control, Policy Liaison at DEA headquarters and
will be distributed to all DEA ficld offices.

5.0 Actiqg Lauach Program
Actiy wil) target a relatively small group of clinicians. The emphasis of the promotion
will be highly educational.
All educational and promotional launch marerials will be submitted to and revicwed by
FDA prior to usec.

5.1 Target Audience
The larget physicion audience for Actig is a group of approximately 5,000 oncologists and
pain specialists, their nurses and office staft. These physicians are already using CII
apioids to treal cancer pain, are generally knowledpeable about breakthrough cancer pain,
. and should understand the appropriate use of Actig for opioid tolerant cancer patients.
Since the majority of 4ctig use is anticipated to be in the oncology outpatient setting, the
pharmacist will play an important gate keeping role in the Actig RMP by screening for
proper patient selection (opioid tolerant cancer patients only) and by providing
inlormation on sale product use and handling to paticnts and carcgivers.
Plcase note the entire universe of practicing oncologists, oncology nurses and pharmacists
will reccive the key messages through some of ihe broad-based communication vehicles
described in the Professional Education section of this document. _

5.2 The Actig Specialist (Abbott Sales Organization)

) Abbout will place approximately 40 full time Actiy Specialists in the field to personally
call on the larget audience. The Actig Specialists will be the primary, day to day link to
the physicians, nurses and pharmacists who will be using the product. The Actig
Specialists will play a key rolc in implementing the-RMP.,

- Each 4crig Specialist must be cetified on Actig via a rigorous product education and

] sales training program. This program begins with {our home-study modules, which

i explicilly spell out the three groups of key safety messages. The home study modules arc

followed by two wecks of in-housc training at Abbott corporate headquarters and at least

one week of training in the (1cld with a field trainer or seasoned field manager. This
program is designed Lo clearly communicate the key safety messages and Abbott
expectalions regarding sales acuivity in the field. Importantly, Actig Specialists will be

. wested prior o being certified to discuss Actig.
Actig Risk Management Pregram
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[n the approximately 3 months between product approval and product availability, the
Avtig Specialisis will personally call on 1,000 of the 2,000 pharmacies dispensing the
largest volume of ClI products. In these calls they will educate the pharmacist on al
safcly issues and enlist their assistance as gatckeepers. The second group of 1.000 high
ClI dispensing pharmacies will be called on by the Actiq Specialist in the first three
months post product taunch with the same messages.

Pharmacies not included in the initial target group will be offered opporiunities to oblain
additional information through severa) elements of the Actig Risk Munagement Program.
including: Dear Pharmacist letter, pharmacy direct mail services, pharmacy journal
advertising, pharmacy newsletters, and pharmaceutical compendia. These programs will
all provide access to the 1-800 number and website for additional information about
Actig. In addition, the group of pharmacies and health care practitioners serving rural
arcas will be the target of a post approval commitment to betier understand and meet their
unigue needs through an educational outrcach program.

Upon hiring, euch Specialist will receive a letter outhining his responsibilities. This letter
will stress the requirement to himit the promotion of Actig to the approved indication,
discourage off-label use, dircet the specialist to promote enly to the target audiences.
describe the senous consequences of violaning this policy, and reinlorce the three key
messages of the RMP.  The letter must have FDA review and prior approval before issue.
‘ Moreover, the compensation program {or Actig Specialists will direct them to promote
mto only the larget audience.
Tn their personal calls to physicians, nurses, and pharmacists. the Actig Specialist will
demonstrate a variety of educational matenial which may include:

Package insert and patient lcaflet

Actig satety video

Actiy CD ROM programs for physicians, nurses, and pharmacists
Actiy Internet site

Central 1-800 poison control number

The Actiy Welcome Kit

All materials will be submitted to and reviewed by FDA prior to use.

5.3 Detail Aids

: Derail aids for 4etig will emphasize the three key satety messages. ‘T'o ensure consistent
4 attention to the key safety messages, all "leave behind™ detail aids will also prominently
display the detail flag. “T'his lag as well as all other promotional materials will be
submitted to and reviewed by FDA prior to use.

5.4 Direct Mail
1 . All materials will be submitted to and reviewed by FDA prior to usc.
Actig Risk Management Program
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5.4.1 Actiq Prufessional information Kit

Upon product launch, the target physician group will receive an Actig Information Kit
including.
e Actig Package Insert and Actig Patient Leallet
¢ Actig Safety video designed for patients which covers
- child safety
- pamient selection (opioid tolerance)
titration
- storage
- disposal
«  emergency care
e [nformation on accessing the 1-800 number. the Actig internet site and Physician
D ROM program all of which are designed to provide additional information
» [nformation on how o obtain the Aciig Welcome Kit

5.4.2 The Dear Doctor Letter

Upon product approval, a mass muailing to registered physicians in the U.S. will be
conducted. This letter will reinforce the three key messages (child safety. proper paticnt
selection and prevention of diversion and abuse) and encourage the appropriate

‘ physicians to mail in an enclosed business reply card and/or to visit the 4ctig Internet site
for more information. The ietter must have FDA review and prior approval before issue.

5.4.3 The Dear Pharmacist Letter
Upon product approval, a mass mailing to registered pharmacists in the U.S. will be
conducted. The letter must have FDA review and prior approval before issue. This letter
will reintorce proper patient selection and child safety messages and encourage the
pharmacists to mail in the enclosed business reply card and/or visit the Actig internet sitc
for more detailed information.

3.4.4 Pharmacy Dircct Mail Services
Information to pharmacists using pharmacy direct mail services will prominently feuture
the three key safety messages. All content wili be submitted (o :nd reviewed by FDA
{DDMAQ) prior 1o use.

5.5 Multimedia Programs
All content will be subminted to and reviewed by FDA (DDMAC) prior to use.

Acti Risk Management Program
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. 5.5.1 Actig CD ROM Program
A CD-ROM will be developed and made available o all Actig target audiences. [t will
include discussions of child safety. proper patient selection, prevention of diversion and
abuse, appropriate product usage, product handling, storage, and disposal. A deiailed
schematic of the separaie CD-ROM programs for physicians, nurses, and pharmacists is
presented in RMP Aviachment 7. This program will be available via mass direct mail. the
Actig Specialist and the Actig Internel site.

5.5.2 Actig Internet Site
An Acrig Tnternet site will be made available to all Actig target audiences. This will
include discussions of child safety, proper patient selection, prevention of diversion and
abusc, apprapriate product usage, product handling, storage, and disposal. Sections will
be targeted at physicians, nurses, pharmacists, patients and caregivers.

5.53 FEmergency 911 :
This number will be prominently featured in all patient education and promotional
malerials. Patients and caregivers will be instructed to call this number if Aciig has been
inappropriately consumed and the patient or child is not awake and alert or is breathing
slowly.

. 5.5.4 Central 1-860 Poison Control Number

A single 1-800-telephone number will be established at the Rocky Mountain Poison
Control Center to receive all US cmergency calls for Acrég. (Taving a central number
allows for a focused. well-trained staff to be able to deliver a consistent message (o0
ppatients and caregivers. 1t also provides for a near real-time surveillance of all poison
control calls and an opportunity for timely analysis of'any trends. This number will be
prominently featured in all patient education and promotional materials. Paticnts and
caregivers will be instructed to call this number if Actig has been inappropriately
consumed. and the patient is awake and alert.

6.0 Paticnt and Caregiver Education

= 6.1 The Actig Welcome Kit !
“Upon Jaunch. the 5,000 target oncologists and pain specialists will receive a supply of the '
Actig Welcome Kit. The Actig Welcome Kit will include the following items:
¢ Child Safety L.ock - a magnetic lock (o secure almost any existing household
cabinet or drawer for the storage of Aerig and other medications (Figure 7).
» Sccure Personal Container - a lockable pouch with a waistband (a fanny pack)
will be provided so the patient can safely and conveniently store a day or two
supply of Actiy. This pouch can be secured directly 10 the patient or to patient’s
bed or chair (Figure 8). )

Acliq Risk Management Program
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. « Child -Resistant Siorage comainer - an opaque container featuring easy-eniry, but
child-resistant removal. A waming decal will be attached to the outside of each
container. This botile will fit into the secure personal container (fanny pack) and
will be used to secure completely and/or partially used A4ctig units (should they
exist) until the patient or caregiver can properly disposc of them (Figure 9).
Temporary storage containers will be available at the point of dispensing
whenever and wherever Actiq is dispensed.

o Patient Leaflet

e [Home Warning Stickers and Magnet (detail in section 6.3)

¢ Children’s Booklet (detail in section 6.4) -
¢ Emergency treatment information

o A brightly colored flyer with a special alert to families with young children

All content will be submitted to and reviewed by FDA {DDMAC) prior to use.

Every Actig putient will receive a free Welcome Kit from his or her physician or viaa i-

800 number Tlhe kit and ordering inldrmation {or it are described in the Patient Leatlet.

Targel phacmacists will be given an Acrig Welcome Kit by an Actig Specialist and brieled

on how patients can oblain them.

Scveral components of the Welcome Kit--the Patient Leatlet and the Child Safety booklet

--will be available in Spanish, and will be distributed in those geographical areas with
. high Hispanic populations. ‘Uhese will be available on request through the 1-800 number.

(nsert Figure 7

Ilnsert Figure 8

[nsert Figure 9

6.2 Patient Oriented Actig Safety Video

A detailed patient oriented safety video will be made available (o practitioners and
patients to communicate the following messages:

o Child safety messages

e Proper patient sclection messages

« Product storape and handling in the home
o [roduct ttration

o Product disposal

e Emergency instructions

Actia Risk Management Program
November 4, 1998

19- 144

Highly Confidential - Attorneys' Eyes Only TEVA_CHI_00049259
P-11326 _ 00027



11-85/98 B81:59 FDA-OTCOM » 881 595 1486 NO.785 P@11/819

CONFIDENTIAL 21

. This video will be mailed 1o the offices of the target physicians and will also be available
to physicians and patients through the desig Specialist or [-800 number. This video will
be available in either English or Spanish.

All content wil] be submitted to and rcviewed by FDA (DDMAC) prior to use.

6.3 Homc Warning Sticker / Refrigerator Magnet

AN Actig specific home warning sticker and refrigerator magnet will be distributed to all
Actig patients through the Actiy Welcome Kit. This sticker/magnet is 1o be placed around
the home in high visibility arcas and on the telephone. They will provide wamings for
child safery and proper patient selection and contain emergency instructions lor calling
911 and the central 1-800 peison control number.

6.4 Children's Booklet

A child-friendly booklet designed by the National SAFEKIDS Cumpaign in collaberation
with the chairperson of the public education committee of the American Association of
Poison Contro! Centers, Gail Banach, M.8.Ed. to be read and be understood by younger
children will be distributed. This book has been developed at a 2™ 10 3" prade reading
level, Older children may read it on their own. The primury goal of this booklet is 1o

‘ ‘ educate children on safe handling of all medicines including Actig. The booklet will use
simplistic language, rcalistic graphics and will be interactive 1o maximize the child’s
learning. This booklet will be made available in English or Spanish in-the Acrig
Welcome Kit und in the offices of all turget physicians and pharmacists, -

All content wili be submitted to and reviewed by FDA (RDMAC) prior 1o usc.

7.0 POINT OF DISPENSING INTERVENTIONS

The following activitics will be implemented at all Ac/ig points of dispensing, Product
samples will not be made available.

7.1  Pharmacy Software Systems - Precaution Software

Tn order to prompt the pharmacist 10 inguire about the presence of children in the home
and 1o verify opioid tolcrance of the patient, Actiq warnings will be placed in the major

j commercial pharmacy precaution software systems being used in the U.S. and ity
lerritories.  Participating software systems will cover approximately 90% of the data
systems in the U.S. pharmacy market.

Examples of pharmacist warning screens and electronically produced patient information
sheets are provided as RMP Attachment 7.
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. 7.2 The Actig Welcome Kit

This kit (previously described) will be personally presented (o all targeted retail
pharmiacies by an Aciig Specialist and will be made available to any pharmacist upon
request. The pharmacist will be encouraged to explain to the patient how they can obrain
a free Actig Welcome Kit, it they do not already have one, either directly from their
physician or via a 1-800 number. Directions to obrain the Actig Welcome Kit are also
provided in the Patient Leaflel.

[n addition to being enclosed in cach Aetig shelf carton, the Patient Leallet will be
distributed in gquantity ta all target pharmacists by the Abbott Actig Specialists and be
made available to any pharmacist upon request. The package and the compuier program
screen will prompt the pharmacist to go over the Actig Patient Leaflet with every new
Actiy patient. The Patient Leaflet will also be provided in the Actiy Welcome Kit. Where
possible (e.g. the Actig Internet site and CD-ROM), the Actiy Patient Leaflet will be made
available electronically.)

7.3 Temporary Storage Container

Temporary storage containers will be available at the point of dispensing whenever and
wherever Actiq is dispensed.

8.0 Survcillance Goals and Activities

The goals of the Actig Surveillance and Monitoring Program are w:

e dotermine the effectiveness of the Aetiy Risk Management Program by
monitoring the poiential incidence and outcome of child accidental ingestion,
potential product usc among opioid non-tolcrant populauons. off-label use, and
possible diversion and abuse

e trigger intcrvention when problems are discovered
make modifications to the Actzig Risk Management Program to improve its
eftectiveness

The following pages summarize the various means by which 4ctig use and safety data
will be collated and analyzed. (In the event that any of these pharmacy organizations arc
unable to participate in this program, AnestafAbbott will commit to substituting another
potential supplier to broaden our sample in a timely manner.)

Actig Risk Management Program
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. 8.1 Direct Paticnt Feedbhack

8.1.1 Rite-Aid / Eckerd call back system
A callback system will be used to directly query Actig patients. Under this program,
patients who receive an Acfiy prescription at a participating pharmacy will receive a
follow-up phone call by a company pharmacist. During this call, the following
information will be collected:

¢ Did the patient receive an Actiy Welcome Kit?

¢ Was the patient already on a strong opioid when they received the Actig
prescription?

= Was the patient or carcgiver provided with the appropriate safety messages?

«  What titration process has been used to this point?

¢ Are there any children in the home or with access o the home?

» How is the patient or caregiver storing and disposing of the product?

s Provide achild salety reminder.

The partners included in this system include Rite-Aid, Eckerd. Walgreens, and the Merck

Medco system. This propram will capture real time trends of inappropriate patient

sclection and child safety issues during the first year of sales, interviewing up 10 1,000
. palients per chain who fill 4ctig prescriptions in each of these pharmacies.

This program will provide timely and specific data on actual patients in a significant,
geographically distributed population sample us Walgreen, Rite-Aid and Eckerd stores
arc well-distributed throughout the country, and the Merck Medca mail order system is
one of the largest in the U.S.

Afler the first year of the call back programs. the firm and the FDA may agree o
discontinue the call back programs if it can be established that there is no longer a need.

8.2 Prescription Monitoring

8.2.1 IMS Xponent

Prescription dota wiil be routincly monitored. The source of this data will be IMS
Xponeat. the largest sample available of Actig prescriptions, segmented by physician
specialty to determine prescribing srends. The IMS Xponent data sample represents
prescriptions (rom over one million prescribers and over 35,000 retail pharmacies.
Additionally, IMS Xponent capturcs 60 million mail order prescriptions per year. This
data provides the prescriber’s name, the physician specialty and «ip code. This data will
be analyzed by comparing the proportion of prescriptions being written by specialties
. such as hematologists/oncologists (appropriate patient sclection) 1o usage by specialties

Aclig Risk Management Program
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. such as surgcons (inappropriate patient selection). Abbott will receive IMS Xponent data
28 days after the end of each momh. Therefore, data will be hetween 28-58 days current.

8.2.2 IMS National Disease and Therapeutic Index

National prescription data segmented by physician specialty and by indication from IMS
National Discase und Therapeutic Index (NDTT) will be analyzed. An example of an
NDTI daa sheet is attached as RMP Auachment 6. These data will be reported 10 the
FDA on a quarterly basis as described in section 10.0.

* 8.2.3 Whaolesaler Data

Per the F'DA’s previous agreement with Abbott Laboratories. 4ctfg will not be sold
directly to retail pharmacy outlets, but will be sold only to DEA hospital and distribution
registrants.

Through its chargeback system, Abbott will receive information on retail pharmacy sales
from drug wholesalers. This information will be shared with the Acrig Specialist. The
Actig Specialist will lollow-up with these pharmacies to ensure that they are employing
the “Point of Dispensing” interventions described previously.

Additionatly, every two months an Abbott Trade Sales Specialist (wholesaler

‘ representative) will call on the high volume Acfig wholesalers. This person will reinforce
appropriate procluct usage and confirm the accuracy of the high.velune Actig pharmacy
listing on which the Aczig Specialists are visiing. [nformation from the Abbott Trade
Specialists® meetings with wholcsalers will be shared with the Actig Specialists for
follow-up. .
The sponsor will monitor for comphiance to the RMP “Point of Dispensing™ and report
violations to the FDA quarterly along with any interventions made as a result.

8.3 Adverse Events )

8.3.1 Abbott Standard Operating Procedure

Abbou hus established specific procedures Lo respond to serious adverse cvents, which
may be associated with Aclig.

A lol! free number will be staffed lo reccive adverse events reports. This system can be
aceessed 24 hours a day. Reports can-be logged by clinicians, pharmacists; home
caregivers. patients, sales representatives or others. All reports are logged into 2
computer databasc and investigated.

All serious eveats, as defined by current federal regulations, receive immediate
investigation and follow-up by Abbott. The details of this procedure are summarized

. below,

Actig Risk Management Program
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. a) The incident report is reviewed by the Actig Incident Review Team and an action
plan is developed. ‘This proup remains responsible for aversight of the process
and lor bricfing senior management as the investigation proceeds.

b) An investigation team is assigned and contact made with the reporting enlity as
= - soon as possible. On-site investigation is implemented il deemed necessary.
¢) The investigation teum report conclusions are reported 1o the Incident Review
Team, which consults with senior management to determine i/ corrective action
should be recommended and/or taken.
A schematic ol the Incident Review Team and process is attached as RMP

Attachment 7.

8.3.2 Special Safety Commitments

Reports ol all scrious adverse events to the FDA will be made in accordance with

current Federal Regulations. Based on an agreement between FDA and the sponsor,

the following type of adverse expericnces will also be reported to the FDA within 15

days:

e Any unintended pediatric exposure, whether or not serious and whether or not
unexpected, will be processed and reported to the FDA as a 15 day Alert™.

e Any serious adverse drug experience which is determined to occur in the context
of diversion (i.e.. use by an individual other than for whom it was prescribed},
whether or not the experiences is uncxpected, will be processed and reparted to
the FDA as a ™15 day Alert™,

. o Any serious adverse drug experience which is determined to oceur in the conlext
ot “off label use™ (i.c.. that is used outside of the approved indication for Actiq)
whether or not the experiences is unexpected, will be processed and reported to
the FDA as a“15 day Alert™.

Definitions of “serious adverse drup experiences,” “adverse drug experience,”

“unexpected adverse drug experiences,” and *“15-day Alert Report,” are stated in 21

CFR §314.80. Thesc Special Safety commitments are in addition to the requirement

for reporting of adverse experiences set down in 21 CFR §314.80. The above apply

to reports (tom any source (2g., call-in, literature, poison control centers, etc).

8.3.3 Litcrature Monitering
[n addition to specilic event reporting, Abbott maintains a system to morutor the hterature
for adverse events. This review is conducted monthly or at the time a specific literature
citation is reported. (Any significant findings will be included in the quarterly report (as
per 2l CFR § 314.80).

8.4 Poisoning and Overdose
Quarterly reports o FDA will include poison information, rends, and intervennans
derived from the following sources:

Actig Risk Management Program
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. 8.4.1 Ceniral 1-800 Poison Contrel Number

A single |-800-telephone number will be established to receive emergency calls when
Actiy has potentially been accidentally ingested and the patient or child is awake and
alert. “This system allows a near rcal time surveillance of all poison control calls. This
number will be highly publicized in all patient education materials. (Any significant
findings will be included in the quarterly report (as per 21 CFR § 314.80).

8.4.2 Toxic Exposures Surveillance System (TESS)
TESS reports alt contacts with (.S, Poison Control Centers. "This database will be
monitored for Acteg exposures. This data is available once yearly and wili be included in
the analysis for I'DDA guanierly reports.

8.5 Abuse

Quarterly reports to FDA will include information, trends, and interventions derived from
the [ollowing sources:

8.5.1 Routinc Ahbott Interaction with DEA

. Abbott Laboratories Corporae Regulatory Affairs maintains a proactive program to
identify possibie product diversion. Abbott routinely visits DEA District offices with
jurisdiction over Abbott distribution facilities to review information on the potential
“streat usc™ of Abbotr products. In addition, an interactive relationship has been
developed so that Abbott is alerted to specitic instances. Any incident is investigated and
resolved in conjunction with the DEA and state drug control authorities.

8.52 Abbott Exceptivns System

]

- = Actig will be ndded to Abbott’s exception reporting system 0 the DEA. Under this
svstem, any orders that exceed the norm by two or more standard deviations are reported
ta the DEA for follow-up and investigation.

8.5.3 Drug Abuse Warning Network (DAWN)

The Drup Abuse Warning Network is an ongoing national survey of non-lederal, short-
stay general haspitals that have a 24-hour emergency department (ED). A representative
sample of these hospitals EDs submit data, and national estimates of ED drug episodes or
drug mentions are generated for all such hospitals. The DAWN sysiem also collects data
on drug-related deaths from a nonrandom sample of medical examiners located in 41
metropolitan areas. The Substance Abuse and Mental Health Services Administration

| . (SAMHSA) division of the Department of Health and Human Scrvices (DHHS) supports

Actiq Risk Management Program
150 Novemter 4, 1998
19~

Highly Confidential - Attorneys' Eyes Only TEVA_CHI_00049265
P-11326 _ 00033



11-85-98 ©2:88 FDR-OTCOM > &81 S9S 1486 ND.785 P@17/819

CONFIDENTIAL 27

. DAWN This database will also be monitored to identify issucs, which have not surfaced
through standard DEA intcractions.

8.5.4 State Drug Control Autherities or State Boards of Pharmacy
Reports of diversion or abuse received from state drug control authorities will be
investigated and submitted to the FDA as part of the quarterly report.

8.6 Promotional Message Audit
Promotional message testing at six month intervals [ollowing product launch will be
conducted to ensure thal Actig Specialists are accurately delivering the key safcty
messages. This will be accomplished via telephene interviews or paper questionnaires
with physicians that are prescribing Actiq and have been calied on by the Actig specialist.
Where necessary, sales representatives will be re-trained and/or disciplined to ensurc
compliance with the targeted focused launch/promotional plan.

9.0 Intervention
9.1 Off-Label Usage
9.1.1 Individual Prescribers

. Whenever a problem of off-label usage becomes known and individual prescribers are
identified, the following activitics will take place:

1} A letter from Abbott's Medical Department wall be sent to ajl identified
prescribers 1o emphasize the approved indication and appropriaic patient selection
The leuer must have DA revisions and appraval betore it is issued.

2) Prescribing patierns will be monitored for the physicians in question. If'a
problem persists, an Actig Specialist will visit the physician/s to gather
information und remind them of appropriate prescribing of Actig.

9.1.2  Groups of Prescribers

1f groups of physicians (such as a particular specialty) are identified us having prescribed
Actiy inappropriately, and thesc prescriptions represent potential off-label usage greater
than 15% of total quarlerly Actig prescriptions, Abbolt will contact the appropriate
professional society (i.c. American College of Surgeons, American Society of
Ancsthesiologists). This letter will outline prescribing concems and offer to implement
an educational program in conjunction with the professional society in a national seuting,

Actig Risk Management Program
November 4. 1998

19- 151

Highly Confidential - Attorneys' Eyes Only o ' TEVA_CHI_00049266
P-11326 _ 00034



11,0588 ©2:10 FDAR/OTCOM > 831 595 1486 NO.785 PB18-813

CONFIDENTIAL 28

‘ Prescribing patterns will be monitorcd for the physician groups in question and should the
levzl continue 10 exceed 15% of total Actiq preseriptions for 2 additional quarters, an
apgressive cducasional program will be initiaied by mail clearly warning of the potential
liabilities of preseribing Actig 10 inappropriale paticnt populations.

9.2 Accidental Ingestion
In the event of & serious child poisoning report, Abbott will initiatc the standard operating
procedure for adverse events detailed in section 8.3.1 of this RMP and in RMP
Attachment 7.

10.0 FDA REPORTING

Adverse drug experiences will be reported in accordance with 21 CFR §314.80, with the
additional commitment that unintended pediatric exposures. and any serious adverse
cvents and deaths associated with diversion or off-label use will be handled and
processed as 15-day “Alert Reports” (See Section 8.3.2, Special Safety Commitments). In
addition to the reporting requirements of 21 CFR §314.80(c), these *15-day Alen
resorts” will be sent o Surveillance and Monitoring (OPDRA) and the Division of
Anesthetic, Critieal Care. and Addiction Drug Products.

‘ Anesta / Abbott will provide a guarterly report to the FDA compiled from all data
collected by the methods described under the Actiq Surveillance and Monitoring Program
and Interventions (see Section 8.0 and 5.0 of this document). This report will describe
and provide data on any concerns for child safety, diversion, and off-label usage.
Anesta’Abbolt will also describe any trends and assoviated interventions made as a result
of concerns raised and will also describe any proposed changes to the Actiq Risk
Management Plan. This report will be provided as part of the Actiq quarterly report to the
NDA during the first year of marketing. The sponsor and FDA will then determinc
requircmems for further reports und their frequency after the [irst year of marketing.
‘These reports will be cumulative and centain current reports and identified safety trends.

Actig Risk Management Program
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1.0 Introduction

' The Actig Risk Management Program (RMP) has been designed to address three key
potential risk situations:

1. accidental ingestion of Actig by children

2. improper patient selection (prescriptions to and usage by opioid non-tolerant
patients)

3. diversion or abuse

Anesta Corp. and Abbott Laboratories have designed and developed a comprehensive
program with the primary goal of making every reasonable effort to reduce the risk of
potential untoward events in the unintended populations to the extent possible. This
program includes the following:

e strong labeling for professionals, patients and caregivers
e product specific design features to increase child safety
¢ redundant child-resistant packaging and storage containers
e comprehensive professional, patient caregivers, and child educational programs
e interventions at the point of dispensing
. e CII status for Actig

This document provides details and implementation tactics for all elements of the Actig Risk
Management Program. No single element can provide the complete answer to reducing
risk. A lengthy series of events must occur in sequence before a risk event can occur, yet
any one of multiple RMP elements can intervene to interrupt the sequence and prevent the
risk event. Redundancy of program elements is one measure used to strengthen the
effectiveness of the RMP.

The purpose of the RMP is to ensure the safe use of this product. It is not intended that
any portions of this RMP should be used in a promotional context or used to promote Actig
in a manner inconsistent with the product label.

The RMP and all of its components should be fully operational at the time of launch.

1.1 Key Messages for the RMP

There are several key messages repeated throughout the RMP, which are listed below. For
the balance of the document, these messages will be referenced simply as Child Safety,
Proper Patient Selection and Prevention of Diversion and Abuse messages.

e Child Safety Messages

- Actig must be kept out of the reach of children
‘ - Actig could be harmful or fatal to a child if accidentally ingested

Actiq Risk Management Program (RMP)
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- Actig must be properly stored and handled
. - Actig must be properly disposed of after use
- Healthcare professionals must counsel patients on child safety messages
- Accegsible and easily understood directions on what to do in case of accidental
ingestion
e Proper Patient Selection Messages
- Definition of an opioid tolerant patient
- Actiq is specifically contraindicated for use in opioid non-tolerant patients
- Actiq is specifically contraindicated for use in acute/postoperative pain
- Directions on what to do in case of suspected overdose
- Actiq is specifically indicated solely for the treatment of breakthrough cancer
pain in chronic opioid tolerant cancer patients
e Prevention of Diversion and Abuse Messages
- Actig is a CII medication
- Actig is to be used only by the patient for whom it is dispensed
- Actig may be habit forming
. - Actiq requires appropriate disposal of unused medication

2.0 Product Definition

The Actig unit, containing dosages of fentanyl ranging from 200 to 1600 mcg per unit,
consists of a raspberry-flavored lozenge on a handle (see Attachment 1). Actig provides
median peak fentanyl blood levels in 20-40 minutes (range of 20-480 minutes) when the
unit is consumed over a 15-minute period and fentanyl is absorbed by a combination of
transmucosal and gastrointestinal absorption.

Concern has been raised that Actig may be perceived as a lollipop. Because of the design
of the Actig unit and its drug delivery characteristics, steps will be taken in an effort to
minimize the risk of accidental poisoning, inappropriate use and diversion.

2.1 Actiq Unit

The Actig unit consists of an opaque, white to off-white drug matrix that has been opacified
and colored to make it look less appealing to children. Its handle has been designed with a
“paddle” with a molded “Rx” in the center to identify it as a product for medical use.
Additionally, on the back side of the paddle the word “fentanyl” is clearly visible.

The Actig unit complies with current drug imprinting requirements (see 21 CFR §206.10,

Imprinting of Solid Oral Dosage Form Products for Human Use). The handle carries

legible, laser-engraved product identification information (ie, microgram content of active
. drug, product code, Abbott logo, and “fentanyl”’) in 9 point, charcoal-gray type on a pure
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white background. The laser-engraved imprint on the handle is intended to provide
‘ immediate documentation of drug and dose in the event of an accidental poisoning.

2.2 Actiq Child-Resistant Pouch

Each Actig unit is individually sealed in its own child-resistant pouch. The Actig pouch is
made of a heavy, multi-layer laminated foil material and requires scissors to open. It meets
the specifications provided in the Poison Prevention Packaging Act. The child-resistant
testing was conducted in compliance with the Poison Prevention Packaging Act of 1970,
16 CFR §1700, cited in the Federal Register (Volume 38, No. 151, August 7, 1973). This
package passed the child resistance test protocol with a 99% effectiveness rating, exceeding
the 80% requirement. :

Individual child-resistant packaging (one dosage unit in each pouch) is intended to
minimize exposure by limiting access to just one unit at a time.

The pouch is opaque. A child cannot see the unit when it is in its pouch. The pouch does
not resemble food or most candy wrappers.

The dosage strength of each unit is marked on each handle, and on the foil pouch and shelf
carton. The colors are a secondary aid in product identification.

Gray 200 mcg
Blue 400 mcg
Orange 600 mcg
Purple 800 mcg
. Green 1200 mcg

Burgundy 1600 mcg

The front of each pouch utilizes an icon to draw attention to warnings about child safety
and opioid tolerance, standard product identification information is also included on the
front of the pouch (see Attachment 2). The back of each pouch contains the same icon,
plain-language warnings about child safety and proper product storage, and a reminder to
read the Actig Patient Leaflet.

The front of each pouch contains the CII symbol, a “May be habit forming” warning, and
an “Rx only” warning.

2.3 Actiqg Shelf Carton

The Actig shelf carton includes labeling messages targeting all three at-risk populations
(Attachment 3). The shelf carton contains strong warnings prominently and redundantly
displayed on the front and back pharmacy label space on the back of the shelf carton.

e The front of the shelf carton has a conspicuous icon calling attention to warnings
about child safety, and a reminder to read the Actig Patient Leaflet. There is also a
warning about appropriate patient selection.

e The right hand side of the back of the shelf carton contains a designated location for
the application of the pharmacy-dispensing label. A checklist for the pharmacist is
‘ included in this space. The checklist reminds the pharmacist to make sure the
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patient is already taking opioids chronically, to counsel the patient about child
safety, to encourage the patient to read the Actig Patient Leaflet, to discuss the Actig
. Welcome Kit, and to counsel the patient about disposal of partially consumed units.

¢ On the left hand side of the back of the shelf carton an icon calls attention to
prominent warnings about child safety, the need for appropriate patient selection
(opioid tolerance), the importance of appropriate disposal of partially consumed
units, a reminder to read the Actig Patient Leaflet, and prominent instructions on
what to do in case of an accidental exposure.

¢ On the top of the shelf carton is another reminder for the patient or caregiver to read
the Actiq Patient Leaflet .

At the initiation of Actig therapy, it is recommended that physicians prescribe an initial
supply of six 200 mcg units. At each new dose of Actig during titration, it is recommended
that only six units of the next higher dose be prescribed to limit the potential for left over
units in the home.

The most prominent front panel warnings will be provided in Spanish in sticker form to
pharmacies upon request. As additional languages are identified, appropriate stickers will
be developed and distributed in a similar fashion.

Each shelf carton contains eight strips of three pouches, for a total of 24 pouches of a
single strength of Actig. The shelf carton represents approximately a ten day to two-week
supply of Actiq after the appropriate dose has been established via titration. Except for the
top panel, all printed panels of the shelf carton contain the CII symbol.

2.4 Potential Partially Consumed Actig Units

It is important to limit the availability of unused and partially consumed units in the home.
Warnings are placed on the shelf cartons to remind patients to properly dispose of partially
consumed units. The following steps will be taken to reduce the availability of unused and
partially consumed units by (1) the provision of multiple dosage strengths, (2) proportional
pricing, and (3) directions for prescribing.

2.4.1 Multiple Dosage Strengths

Actig will be made available in six dosage strengths (200, 400, 600, 800, 1200, 1600 mcg
units) so that patients can be titrated to the unit strength which provides adequate relief with
acceptable side effects. The directions to both healthcare professionals and patients clearly

state that Actig dosage units are to be completely consumed.

2.4.2 Pricing

Pricing of Actig will provide proportionality on a per mcg basis. This pricing plan is an
attempt to minimize the economic incentive to partially consume an Actig unit and save the
remainder for a future breakthrough cancer pain episode, reducing the potential risk to
children.

Actig Risk Management Program (RMP)
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2.4.3 Prescribing Directions

. As per the Actig titration instructions, the initial recommended prescription size is six units
of the 200 mcg dose. If a patient requires a higher dose, the titration instructions
recommend a second prescription of six units of the 400 mcg dose. This process of
prescribing six units of the next highest available dosage form is recommended until the
appropriate dose is found.

The package insert contains specific instructions recommending that physicians prescribe a
small quantity (6 units) for titration and/or dosage adjustment in an effort to minimize the
number of units in the home.

3.0 Labeling
3.1 CII (Schedule II Classification)

The U.S. Drug Enforcement Administration places very specific controls on the storage,
distribution, accountability, prescribing and usage of scheduled products (see 21 CFR
§1301). Actig will be a CII product, consistent with other strong opioids such as fentanyl,
morphine, oxycodone, and hydromorphone-based products. CII is the most restrictive
classification available, and raises the overall level of vigilance and surveillance by all
parties involved with the product. These restrictions include:

e strongest tracking and controls throughout the distribution system (DEA Form 222
required for all transactions)

. e strict accountability of finished units
e most stringent physical storage requirements
e no refills allowed, triplicate prescriptions may be required in some states

e registered pharmacist is required to check for a legitimate medical purpose before
dispensing

The status of Actiq as a CII product is the primary risk management element against the
third potential risk event -- the potential for diversion and/or abuse. It is important to note,
however, that simply the fact that a product is CII raises the level of attention devoted to the
prescribing and dispensing of the product by all parties involved in the process and that this
is expected to also reduce the risk of accidental ingestion and prescribing for opioid non-
tolerant patients because of this heightened awareness.

3.2 Patient Leaflet

A Patient Leaflet has been written for Actig, and four copies will be packaged in every shelf
carton (see Attachment 4). Extra copies will be broadly distributed for use by physicians,
nurses, pharmacists, caregivers, and patients. The leaflet will be included in the Actig
Welcome Kit and in other direct to patient communication and educational programs. It
will be available in Spanish as well.

‘ o The first page of the Actig Patient Leaflet contains a strong boxed warning and
redundant child warning with graphics for emphasis.
Actig Risk Management Program (RMP)
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o The Actig Patient Leaflet explicitly addresses, in plain language, preventing access
. by children. These messages include:

- Child Safety messages
- safe storage instructions for whole and partially consumed units

- Disposal directions for used and unused units and a 1-800 number for
additional disposal assistance. Patients calling the 1-800 number will receive a
more personalized “walk through” of disposal instructions. If additional
assistance is required, callers will be referred to their local DEA office for
information.

e It contains emergency information on what should be done in case of accidental
ingestion by a child or any opioid non-tolerant person.

- aprompt to call 911 if the patient or child is not awake and alert

- aprompt to call Poison Control at 1-800-690-3924 if the patient or child is
awake

- instructions for care of the patient or child who is having trouble breathing or
not breathing at all

e It contains proper patient selection messages

o Strong language has been used throughout the Actig Patient Leaflet. In all warning
statements, the word “must” is used instead of the word “should.” The waming
language ‘“‘can be harmful or fatal to a child” and “can cause injury or death in
people who are not already taking prescription opioid (narcotic) pain medicines...”

. is used.

3.3 Package Insert

The Actig Package Insert (PI) clearly and explicitly communicates messages about child
safety, proper patient selection, and prevention of diversion and abuse (see Attachment 5).
These messages (see Attachment 6) are important elements of the RMP. The PI highlights
the serious risks associated with Actig use and mandates that the healthcare professional
must become involved in the process of educating patients and home caregivers. The key
elements in the PI include:

e Indication: Actiq is indicated only for the management of breakthrough cancer pain

in patients with malignancies who are already receiving and who are tolerant to
opioid therapy for their underlying persistent cancer pain.

¢ Black box warnings, which are:

PHYSICIANS AND OTHER HEALTHCARE PROVIDERS MUST
BECOME FAMILIAR WITH THE IMPORTANT WARNINGS IN
THIS LABEL. '

Actiq is indicated only for the management of breakthrough cancer
pain in patients with malignancies who are already receiving and
. who are tolerant to opioid therapy for their underlying persistent
cancer pain. Patients considered opioid tolerant are those who are taking at
least 60 mg morphine/day, 50 mcg transdermal fentanyl/hour, or an
‘ equianalgesic dose of another opioid for a week or longer.

Actig Risk Management Program (RMP)
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Because life-threatening hypoventilation could occur at any dose in patients not
‘ taking chronic opiates, Actig is contraindicated in the management of acute or

postoperative pain. This product must not be used in opioid non-tolerant
patients.
Actiq is intended to be used only in the care of cancer patients and only by
oncologists and pain specialists who are knowledgeable of and skilled in the use
of Schedule IT opioids to treat cancer pain.
Patients and their caregivers must be instructed that Actiq
contains a medicine in an amount which can be fatal to a child.
Patients and their caregivers must be instructed to keep all units
out of the reach of children and to discard opened units properly.

¢ Titration instructions which minimize the number of units in the home

e Detailed safe home handling and storage

e Detailed instructions for disposal of used and unused units

e CI designation

4.0 Professional Medical Education

Anesta and Abbott will work in conjunction with FDA (through the Office of Health
. Affairs) in interfacing with licensing boards and professional associations on the
development of and dissemination of educational materials related to Actig.

4.1 Key Message Points

The education of physicians, nurses, pharmacists, caregivers and patients on the safe use
of Actiq is an integral part of the Actig Risk Management Program. These educational
messages are drawn directly from the Actig Package Insert. The key safety messages,
which have been described earlier in section 1.1 of this RMP, include:

o Child safety messages
e Proper patient selection messages

e Prevention of diversion and abuse messages

The educational programs for physicians, nurses, pharmacists, caregivers and patients will
also reinforce the following:

e Process for titration to an effective dose

e Proper (total) consumption of the product

. ¢ Proper storage and disposal of the product
Actiq Risk Management Program (RMP)
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e Efficacy and side effects of the product

. ¢ Basic Life Support training and potential for certain families to be trained in the
treatment of accidental narcotic overdose including antagonist therapy.

These key educational messages, primarily focusing on safety, will be provided to the
physicians, nurses and pharmacists through the communication vehicles, which are
discussed on the following pages.

4.2 Breakthrough Cancer Pain Nursing Medical Education
Monograph

This monograph is written by nurses who participated in the Actig clinical trials. It
contains specific information about breakthrough cancer pain and the Actig key safety
messages. It will be distributed via direct mail and the sales force. This publication has
also received Oncology Nursing Society CEU certification for 3.5 hours of continuing
education. This as well as all educational and promotional launch materials will be
submitted to and reviewed by FDA prior to use.

4.3 The Actig Speakers Bureau / Medical Education Programs

Prior to product launch, Anesta and Abbott will formally train the following professionals
on all aspects of Actig consistent with the package insert, particularly the RMP elements
(Attachment 6):

. e Atleast 50 prominent physician educators in pain management
e At least 50 prominent nurse educators in pain management

e At least 25 prominent pharmacist educators in pain management

These groups will then be called upon to educate their respective peers and patients via
presentations in local, state, regional, and national settings.

4.4 Publications

Manuscripts will be submitted to peer-reviewed journals for consideration. They will
include messages that reinforce elements of this RMP. The manuscripts selected for
publication are those that combine a specific focus into the key cancer pain management
audience, as well as other healthcare groups who make up the RMP target audience.

4.4.1 Broad-Based Publications

¢ Joumnal of the National Cancer Institute (circulation 10,000+)
e Joumnal of Pain and Symptom Management (circulation 10,000)
e Joumnal of Clinical Oncology (circulation 20,000)

. e Anesthesia and Analgesia (circulation 5,000)

e Seminars in Oncology (circulation 10,000)

Actig Risk Management Program (RMP)
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e Journal of Hospice and Palliative Care (circulation 3,000)
¢ e  Oncology Times (circulation 20,000)
¢ Cancer for the Clinician (circulation 10,000)

4.4.2 Pharmaceutical Compendia

Pharmaceutical compendia will serve physicians, nurses, and pharmacists in several ways.
The compendia regularly send out updates to inform about new products. The circulation
numbers for each of these publications, although proprietary, are believed to be greater than
50,000 per publication. Abbott and Anesta will have Actig listed in each of the following
well-known compendia:

e Physician’s Desk Reference (PDR)
e American Hospital Formulary Service (AHFS)

e Facts and Comparisons

In cases where material is excerpted from the Package Insert, Anesta will contact these
publications to request increased emphasis on the RMP elements.

4.4.3 Major Nursing Journals

e American Journal of Nursing (circulation 250,000+)

e American Journal of Hospice and Palliative Care (circulation 100,000+)
. e Nurse Practitioner (circulation 100,000+)

¢ Home Health Care Nurse (circulation 25,000+)

e Clinical Journal of Oncology Nursing (circulation 20,000+)

e Seminars in Oncology Nursing (circulation 6,000+)

¢ Oncology Nursing Forum (circulation 20,000+)

e RN Magazine (circulation 200,000+)

4.4.4 Cancer and Nursing Professional Society Newsletters

e The Oncology Nursing Society Newsletter

e Local ONS chapter newsletters

¢ Oncology Nursing Society computer mail announcements
e State board of nursing newsletters

e State Cancer Pain Initiative mailings

4.4.5 Major Pharmacy Journals

e U.S. Pharmacist (circulation 100,000+)
. ¢ Drug Topics /Hospital Pharmacist’s Report (circulation 100,000+)

Actiq Risk Management Program (RMP)
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e Formulary (circulation 100,000+)

. e Journal of the Association of Healthsystem Pharmacists (circulation 70,000+)
e Journal of the American Pharmaceutical Association (circulation 48,000+)
e Joumal of Managed Care Pharmacy (circulation 40,000+)

4.4.6 Pharmacy Newsletters (Print and Electronic)

Abbott and Anesta will request that the Actig key safety messages and new product reviews
be incorporated into the newsletters of various national, regional, state and local pharmacy
organizations including:

o The Pharmacist’s Letter (circulation - 100,000+)

e Chain drugstore newsletters and electronic updates

- CVS 4,000 stores
- RiteAid 3,000 stores
- Walgreens 2,200 stores

e State board of pharmacy newsletters

4.5 Communication with DEA

Information on proper disposal of Actig will be provided to the DEA for use by their field

. offices on an as requested basis. Background and training materials will be designed in
concert with the Office of Diversion Control, Policy Liaison at DEA headquarters and will
be distributed to all DEA field offices.

5.0 Actiq Launch Program

Actig will target a relatively small group of clinicians. The emphasis of the promotion will

be highly educational.
All educational and promotional launch materials will be submitted to and reviewed by FDA
prior to use.
Actig Risk Management Program (RMP)
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. 5.1 Target Audience

The target physician audience for Actiq is a group of approximately 5,000 oncologists and
pain specialists, their nurses and office staff. These physicians are already using CII
opioids to treat cancer pain, are generally knowledgeable about breakthrough cancer pain,
and should understand the appropriate use of Acrig for opioid tolerant cancer patients.

Since the majority of Actig use is anticipated to be in the oncology outpatient setting, the
pharmacist will play an important gate keeping role in the Actig RMP by screening for
proper patient selection (opioid tolerant cancer patients only) and by providing information
on safe product use and handling to patients and caregivers.

Please note the entire universe of practicing oncologists, oncology nurses and pharmacists
will receive the key messages through some of the broad-based communication vehicles
described in the Professional Education section of this document.

5.2 The Oncology Specialist (Abbott Sales Organization)

Approximately 40 full time Oncology Specialists will be placed in the field to personally
call on the target audience. The Oncology Specialists will be the primary day to day link to
the physicians, nurses and pharmacists who will be using the product. The Oncology
Specialists will play a key role in implementing the RMP.

Each Oncology Specialist must be certified on Actig via a rigorous product education and
sales training program. This program begins with four home-study modules, which
explicitly spell out the three groups of key safety messages. The home study modules are
followed by two weeks of in-house training at Abbott corporate headquarters and at least

. one week of training in the field with a field trainer or seasoned field manager. This
program is designed to clearly communicate the key safety messages and Abbott
expectations regarding sales activity in the field. Importantly, Oncology Specialists will be
tested prior to being certified to discuss Actig.

In the approximately 3 months between product approval and product availability, the
Oncology Specialists will personally call on 1,000 of the 2,000 pharmacies dispensing the
largest volume of CII products. In these calls they will educate the pharmacist on all safety
issues and enlist their assistance as gatekeepers. The second group of 1,000 high CII
dispensing pharmacies will be called on by the Oncology Specialist in the first three months
post product launch with the same messages.

Pharmacies not included in the initial target group will be offered opportunities to obtain
additional information through several elements of the Acrig Risk Management Program,
including: Dear Pharmacist letter, pharmacy direct mail services, pharmacy journal
advertising, pharmacy newsletters, and pharmaceutical compendia. These programs will
provide access to the 1-800 number and website for additional information about Actig. In
addition, the group of pharmacies and health care practitioners serving rural areas will be
the target of a post approval commitment to better understand and meet their unique needs
through an educational outreach program.

Upon hiring, each Specialist will receive a letter outlining his responsibilities. This letter

will stress the requirement to limit the promotion of Actig to the approved indication,

discourage off-label use, direct the specialist to promote only to the target audiences,

describe the serious consequences of violating this policy, and reinforce the three key

messages of the RMP. The letter must have FDA review and prior approval before issue.

Moreover, the compensation program for Oncology Specialists will direct them to promote
‘ into only the target audience.

Actig Risk Management Program (RMP) _
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In their personal calls to physicians, nurses, and pharmacists, the Oncology Specialist will
' discuss a variety of educational material which may include:

e Package insert and patient leaflet

e Actig safety video

¢ Actig CD-ROM programs for physicians, nurses, and pharmacists
e Actiq Internet site

e Central 1-800 poison control number

e The Actig Welcome Kit

All materials will be submitted to and reviewed by FDA prior to use.

5.3 Detail Aids

Detail aids for Actig will emphasize the three key safety messages. To ensure consistent
attention to the key safety messages, all “leave behind”™ detail aids will also prominently
display the detail flag. This flag as well as all other promotional materials will be submitted
to and reviewed by FDA prior to use.

5.4 Direct Mail

‘ All materials will be submitted to and reviewed by FDA prior to use.

5.4.1 Actiq Professional Information Kit

Upon product launch, the target physician group will receive an Actig Information Kit
including:

e Actig Package Insert and Actiq Patient Leaflet

e Acrig Safety video designed for patients which covers
- child safety
- patient selection (opioid tolerance)
- titration
- storage
- disposal

- emergency care

¢ Information on accessing the 1-800 number, the Actig internet site and Physician
CD-ROM program all of which are designed to provide additional information

e Information on how to obtain the Actig Welcome Kit

Actig Risk Management Program (RMP)
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5.4.2 The Dear Doctor Letter

Upon product approval, a mass mailing to registered physicians in the U.S. will be
conducted. This letter will reinforce the three key messages (child safety, proper patient
selection and prevention of diversion and abuse) and encourage the appropriate physicians
to mail in an enclosed business reply card and/or to visit the Actig internet site for more
information. The letter must have FDA review and prior approval before issue.

5.4.3 The Dear Pharmacist Letter

Upon product approval, a mass mailing to registered pharmacists in the U.S. will be
conducted. The letter must have FDA review and prior approval before issue. This letter
will reinforce proper patient selection and child safety messages and encourage the
pharmacists to mail in the enclosed business reply card and/or visit the Actig internet site
for more detailed information.

5.4.4 Pharmacy Direct Mail Services

Information to pharmacists using pharmacy direct mail services will prbminently feature the
three key safety messages. All content will be submitted to and reviewed by FDA
(DDMAC) prior to use.

5.5 Multimedia Programs

All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

5.5.1 Actig CD-ROM Program

A CD-ROM will be developed and made available to all Actig target audiences. It will
include discussions of child safety, proper patient selection, prevention of diversion and
abuse, appropriate product usage, product handling, storage, and disposal. A detailed
schematic of the separate CD-ROM programs for physicians, nurses, and pharmacists is
presented in Attachment 7. This program will be available via mass direct mail, the
Oncololgy Specialist and the Actig internet site.

5.5.2 Actiq Internet Site

An Actig internet site will be made available to all Actig target audiences. This will include
discussions of child safety, proper patient selection, prevention of diversion and abuse,
appropriate product usage, product handling, storage, and disposal. Sections will be
targeted at physicians, nurses, pharmacists, patients and caregivers.

5.5.3 Emergency 911

This number will be prominently featured in all patient educational materials. Patients and
‘ caregivers will be instructed to call this number if Actig has been inappropriately consumed
and the person (eg, a child) is not awake and alert or is breathing slowly.

Actiq Risk Management Program (RMP)
February 9, 1999

‘19~ 018

Highly Confidential - Attorneys' Eyes Only TEVA_CHI_00049285
P-11326 _ 00053



18
5.5.4 Central 1-800 Poison Control Number

. A single 1-800 telephone number will be established at the Rocky Mountain Poison Control
Center to receive all US emergency calls for Actig. Having a central number allows for a
focused, well-trained staff to be able to deliver a consistent message to patients and
caregivers. It also provides for a near real-time surveillance of all poison control calls and
an opportunity for timely analysis of any trends. This number will be prominently featured
in patient educational materials. Patients and caregivers will be instructed to call this
number if Actig has been inappropriately consumed, and the person (eg, a child) is awake
and alert.

6.0 Patient and Caregiver Education

6.1 The Actig Welcome Kit

Upon launch, the 5,000 target oncologists and pain specialists will receive a supply of the
Actiqg Welcome Kit. The Actig Welcome Kit will include the following items:

e Child Safety Lock - a lock to secure almost any existing household cabinet or
drawer for the storage of Acrig and other medications (Attachment 8).

e Secure Personal Container - a lockable pouch with a waistband (a fanny pack) will
be provided so the patient can safely and conveniently store a day or two supply of
Actig. This pouch can be secured directly to the patient or to patient’s bed or chair
(Attachment 9).

o Child-Resistant Temporary Storage Container - an opaque container featuring easy-
. entry, but child-resistant removal. A warning decal will be attached to the outside
of each container. This bottle will fit into the secure personal container (fanny
pack) and will be used to secure completely and/or partially used Actig units
(should they exist) until the patient or caregiver can properly dispose of them
(Attachment 10). Temporary storage containers will be available at the point of
dispensing whenever and wherever Actiq is dispensed.

e Patient Leaflet

e Home Warning Stickers and Magnet (detail in section 6.3)
¢ Children’s Booklet (detail in section 6.4)

e Emergency treatment information

e A brightly colored flyer with a special alert to families with young children
All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

Every Actig patient will receive a free Welcome Kit from his or her physician or via a 1-800
number. The kit and ordering information for it are described in the Patient Leaflet. Target
pharmacists will be given an Actig Welcome Kit by an Oncology Specialist and briefed on
how patients can obtain them.

Several components of the Welcome Kit--the Patient Leaflet and the Child Safety booklet --
will be available in Spanish, and will be distributed in those geographical areas with high
Hispanic populations. These will be available on request through the 1-800 number.

@ |
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6.2 Patient Oriented Actig Safety Video

. A detailed patient oriented safety video will be made available to practitioners and patients
to communicate the following messages:

e Child safety messages

¢ Proper patient selection messages

e Product storage and handling in the home
e Product titration

¢ Product disposal

¢ Emergency instructions

This video will be mailed to the offices of the target physicians and will also be available to
physicians and patients through the Oncology Specialist or 1-800 number. This video will
be available in either English or Spanish.

All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

6.3 Home Warning Sticker / Refrigerator Magnet

An Actig specific home warning sticker and refrigerator magnet will be distributed to all
Actig patients through the Actig Welcome Kit. This sticker/magnet is to be placed around

. the home in high visibility areas and on the telephone. They will provide warnings for
child safety and proper patient selection and contain emergency instructions for calling 911
and the central 1-800 poison control number.

6.4 Children’s Booklet

A child-friendly booklet designed by the National SAFEKIDS Campaign in collaboration
with the chairperson of the public education committee of the American Association of
Poison Control Centers, Gail Banach, M.S.Ed., to be read and to be understood by
younger children will be distributed. This book has been developed at a 2nd to 4th grade
reading level. Older children may read it on their own. The primary goal of this booklet is
to educate children on safe handling of all medicines including Actig. The booklet will use
simplistic language, realistic graphics and will be interactive to maximize the child’s
learning. This booklet will be made available in English or Spanish in the Actig Welcome
Kit and in the offices of all target physicians and pharmacists.

All content will be submitted to and reviewed by FDA (DDMAC) prior to use.
7.0 Point Of Dispensing Interventions

The following activities will be implemented at the Actig points of dispensing. Product
samples will not be made available.

7.1 Pharmacy Software Systems - Precaution Software

Actig Risk Management Program (RMP)
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In order to prompt the pharmacist to inquire about the presence of children in the home and
to verify opioid tolerance of the patient, vendors of major commercial pharmacy precaution

. software will be asked to place Actig warnings in their systems being used in the U.S. and
its territories. Participating software systems will cover approximately 90% of the data
systems in the U.S. pharmacy market.

Examples of pharmacy warning screens and electronically produced patient information
sheets are provided as Attachment 11.

7.2 The Actiq Welcome Kit

This kit (previously described) will be personally presented to all targeted retail pharmacies
by an Oncology Specialist and will be made available to any pharmacist upon request. The
pharmacist will be encouraged to explain to the patient how they can obtain a free Actig
Welcome Kit, if they do not already have one, either directly from their physician or via a
1-800 number. Directions to obtain the Actig Welcome Kit are also provided in the Patient
Leaflet.

In addition to being enclosed in each Actig shelf carton, the Patient Leaflet will be
distributed in quantity to all target pharmacists by the Abbott Oncology Specialists and be
made available to any pharmacist upon request. The package (eg, back panel of shelf
carton) and the computer program screen will prompt the pharmacist to go over the Actig
Patient Leaflet with every new Actig patient. The Patient Leaflet will also be provided in
the Actig Welcome Kit. Where possible (eg, the Actig Internet site and CD-ROM)), the
Actiq Patient Leaflet will be made available electronically.

. 7.3 Temporary Storage Container

Temporary storage containers will be available at the point of dispensing whenever and
wherever Actiq is dispensed.

8.0 Surveillance Goals And Activities

The goals of the Actig Surveillance and Monitoring Program are to:

e determine the effectiveness of the Actig Risk Management Program by monitoring
the potential incidence and outcome of child accidental ingestion, potential product
use among opioid non-tolerant populations, off-label use, and possible diversion
and abuse

e trigger intervention when problems are discovered

e make modifications to the Actig Risk Management Program to improve its
effectiveness

The following pages summarize the various means by which Actig use and safety data will
be collated and analyzed. (In the event that any of these pharmacy organizations are unable
to participate in this program, Abbott/Anesta will commit to substituting another potential
supplier to broaden our sample in a timely manner.)

Actiq Risk Management Program (RMP)
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8.1 Direct Patient Feedback

‘ 8.1.1 Chain Pharmacy Call Back System

A call back system will be used to directly query Actig patients. Under this program,
patients who receive an Actig prescription at a participating pharmacy will receive a follow-
up phone call by a company pharmacist. During this call, the following information will be
collected:

¢ Did the patient receive an Actig Welcome Kit?

e Was the patient already on a strong opioid when they received the Actig
prescription?

e Was the patient or caregiver prdvided with the appropriate safety messages?
e What titration process has been used to this point?

e Are there any children in the home or with access to the home?

e How is the patient or caregiver storing and disposing of the product?

¢ Provide a child safety reminder.

The partners included in this system include RiteAid, Eckerd, Walgreens, and the Merck
Medco system. This program will capture real time trends of inappropriate patient selection
and child safety issues during the first year of sales, interviewing up to 1,000 patients per
chain who fill Actig prescriptions in each of these pharmacies.

‘ This program will provide timely and specific data on actual patients in a significant,
geographically distributed population sample as Walgreen, RiteAid and Eckerd stores are
well-distributed throughout the country, and the Merck Medco mail order system is one of
the largest in the U.S.

After the first year of the call back programs, the firm and the FDA may agree to
discontinue the call back programs if it can be established that there is no longer a need.

8.2 Prescription Monitoring
8.2.1 IMS Xponent

Prescription data will be routinely monitored. The source of this data will be IMS
Xponent, the largest sample available of Actig prescriptions, segmented by physician
specialty to determine prescribing trends. The IMS Xponent data sample represents
prescriptions from over one million prescribers and over 35,000 retail pharmacies.
Additionally, IMS Xponent captures 60 million mail order prescriptions per year. These
data provide the prescriber’s name, the physician specialty and zip code. These data will be
analyzed by comparing the proportion of prescriptions being written by specialties such as
hematologists/oncologists (appropriate patient selection) to usage by specialties such as
surgeons (inappropriate patient selection). Abbott will receive IMS Xponent data 28 days
after the end of each month. Therefore, data will be between 28-58 days current.

8.2.2 IMS National Disease and Therapeutic Index

Actiq Risk Management Program (RMP)
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National prescription data segmented by physician specialty and by indication from IMS
National Disease and Therapeutic Index (NDTT) will be analyzed. An example of an NDTI

. data sheet is attached (see Attachment 12). These data will be reported to the FDA on a
quarterly basis as described in section 10.0.

8.2.3 Wholesaler Data

Per the FDA'’s previous agreement with Abbott Laboratories, Actig will not be sold directly
to retail pharmacy outlets, but will be sold only to DEA hospital and distribution
registrants.

Abbott will receive information on retail pharmacy sales. This information will be shared
with the Oncology Specialist. The Oncology Specialist will follow-up with these
pharmacies to ensure that they are employing the “Point of Dispensing” interventions
described previously.

Additionally, every two months an Abbott Trade Sales Specialist (wholesaler
representative) will call on the high volume Actig wholesalers. This person will request
information on any additional pharmacies which need to be added to the list. Information
from the Abbott Trade Specialists’ meetings with wholesalers will be shared with the
Oncology Specialists for follow-up.

The sponsor will monitor for compliance to the RMP “Point of Dispensing” and report
violations to the FDA quarterly along with any interventions made as a result.

8.3 Adverse Events
. 8.3.1 Abbott Standard Operating Procedure

Abbott has established specific procedures to respond to serious adverse events, which
may be associated with Actig.

A toll-free number will be staffed to receive adverse event reports. This system can be
accessed 24 hours a day. Reports can be logged by clinicians, pharmacists, home
caregivers, patients, sales representatives or others. All reports are logged into a computer
database and investigated.

Any adverse event, as defined by current federal regulations, receives immediate
investigation and follow-up by Abbott. The details of this procedure are summarized
below.

a) The incident report is reviewed by an investigation team, and an investigation is
initiated. This group remains responsible for oversight of the process and for
briefing senior management as the investigation proceeds.

b) The medical experience analyst assigned contacts the reporting entity as soon as
possible. On-site investigation is implemented if deemed necessary.

c) The medical investigation conclusions are discussed with Anesta to determine
reportability.

8.3.2 Special Safety Commitments

Actig Risk Management Program (RMP)
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Reports of all serious adverse events to the FDA will be made in accordance with

. current Federal Regulations. Based on an agreement between FDA and the sponsor,
the following type of adverse experiences will also be reported to the FDA within 15
days:

¢ Any unintended pediatric exposure, whether or not serious and whether or not
unexpected, will be processed and reported to the FDA as a “15 day Alert.”

e Any serious adverse drug experience which is determined to occur in the
context of diversion (ie, use by an individual other than for whom it was
prescribed), whether or not the experience is unexpected, will be processed and
reported to the FDA as a “15 day Alert.”

e Any serious adverse drug experience which is determined to occur in the
context of “off label use” (ie, that is used outside of the approved indication for
Actig) whether or not the experience is unexpected, will be processed and
reported to the FDA as a “15 day Alert.”

Definitions of “serious adverse drug experiences,” “adverse drug experience,”
“unexpected adverse drug experiences,” and “15-day Alert report ,” are stated in 21
CFR §314.80. These Special Safety commitments are in addition to the requirement
for reporting of adverse experiences set down in 21 CFR §314.80. The above apply to
reports from any source (eg, call-in, literature, poison control centers, etc).

RN 1Y

8.3.3 Literature Monitoring

In addition to specific event reporting, Abbott maintains a system to monitor the literature

. for adverse events. This review is conducted monthly or at the time a specific literature
citation is reported. Any significant findings will be included in the quarterly report (as per
21 CFR §314.80).

8.4 Poisoning and Overdose

Quarterly reports to FDA will include poison information, trends, and interventions derived
from the following sources:

8.4.1 Central 1-800 Poison Control Number

A single 1-800 telephone number will be established to receive emergency calls when Actig
has potentially been accidentally ingested and the patient or child is awake and alert. This
system allows a near real time surveillance of all poison control calls. This number will be
highly publicized in all patient education matenals. Any significant findings will be
included in the quarterly report (as per 21 CFR §314.80).

8.4.2 Toxic Exposure Surveillance System (TESS)

Toxic Exposure Surveillance System (TESS) reports all contacts with U.S. Poison Control
Centers. This database will be monitored for Actig exposures. These data are available
once yearly and will be included in the analysis for FDA quarterly reports.

Actiq Risk Management Program (RMP)
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8.5 Abuse

. Quarterly reports to FDA will include information, trends, and interventions derived from
the following sources:

8.5.1 Routine Abbott Interaction with DEA

Abbott Laboratories Corporate Regulatory Affairs maintains a proactive program to identify
possible product diversion. Abbott routinely visits DEA District offices with jurisdiction
over Abbott distribution facilities to review information on the potential “street use” of
Abbott products. In addition, an interactive relationship has been developed so that Abbott
is alerted to specific instances. Abbott will cooperate with DEA and state drug control
authorities’ investigations, as requested.

8.5.2 Abbott Exceptions System

Actig will be added to Abbott’s exception reporting system to the DEA. Under this system,
any orders that exceed the norm by two or more standard deviations are reported to the
DEA for follow-up and investigation.

8.5.3 Drug Abuse Warning Network (DAWN)

The Drug Abuse Warning Network (DAWN) is an ongoing national survey of non-federal,
short-stay general hospitals that have a 24-hour emergency department (ED). A

‘ representative sample of these hospital EDs submit data, and national estimates of ED drug
episodes or drug mentions are generated for all such hospitals. The DAWN system also
collects data on drug-related deaths from a nonrandom sample of medical examiners located
in 41 metropolitan areas. The Substance Abuse and Mental Health Services Administration
(SAMHSA) division of the Department of Health and Human Services (DHHS) supports
DAWN. This database will also be monitored to identify issues which have not surfaced
through standard DEA interactions.

8.5.4 State Drug Control Authorities or State Boards of
Pharmacy

Reports of diversion or abuse received from state drug control authorities will be
investigated and submitted to the FDA as part of the quarterly report.

Actig Risk Management Program (RMP)

) ) February 9, 1999
19- 025"

Highly Confidential - Attorneys’ Eyes Only "TEVA_CHI_00049292
P-11326 _ 00060



25

. 8.6 Promotional Message Audit

Promotional message testing at six month intervals following product launch will be
conducted to ensure that Oncology Specialists are accurately delivering the key safety
messages. This will be accomplished via telephone interviews or paper questionnaires with
physicians that are prescribing Actiq and have been called on by the Oncology Specialist.
Where necessary, sales representatives will be re-trained and/or disciplined to ensure
compliance with the targeted, focused launch/promotional plan.

9.0 Intervention
9.1 Off-Label Usage
9.1.1 Individual Prescribers

Whenever a problem of off-label usage becomes known and individual prescribers are
identified, the following activities will take place:

1) A letter from Abbott’s Medical Department will be sent to all identified prescribers
to emphasize the approved indication and appropriate patient selection. The letter
must have FDA review and approval before it is issued.

2) Prescribing patterns will be monitored for the physicians in question. If a problem
persists, an Oncology Specialist will visit the physician/s to gather information and
' remind them of appropriate prescribing of Actig.

9.1.2 Groups of Prescribers

If groups of physicians (such as a particular specialty) are identified as having prescribed
Actiqg inappropriately, and these prescriptions represent potential off-label usage greater
than 15% of total quarterly Actig prescriptions, Abbott will contact the appropriate
professional society (ie, American College of Surgeons, American Society of
Anesthesiologists). This letter will outline prescribing concerns and offer to implement an
educational program in conjunction with the professional society in a national setting.

Prescribing patterns will be monitored for the physician groups in question and should the
level continue to exceed 15% of total Actig prescriptions for two additional quarters, an
aggressive educational program will be initiated by mail clearly warning of the potential
liabilities of prescribing Actig to inappropriate patient populations.

9.2 Accidental Ingestion

In the event of an unintended pediatric exposure, Abbott will initiate their standard
operating procedure for adverse events detailed in section 8.3.1 of this RMP.

Actig Risk Management Program (RMP)
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10.0 FDA Reporting

Adverse drug experiences will be reported in accordance with 21 CFR §314.80, with the
additional commitment that unintended pediatric exposures, and any serious adverse events
and deaths associated with diversion or off-label use will be handled and processed as 15-
day Alert reports (see Section 8.3.2, Special Safety Commitments). In addition to the
reporting requirements of 21 CFR §314.80(c), these 15—day Alert reports will be sent to
the Division of Prescription Drug Compliance and Surveillance (HFD-330) and the
Division of Anesthetic, Critical Care, and Addiction Drug Products.

Anesta/Abbott will provide a quarterly report to the FDA compiled from all data collected
by the methods described under the Actig Surveillance and Monitoring Program and
Interventions (see Sections 8.0 and 9.0 of this document). This report will describe and
provide data on any concerns for child safety, diversion, and off-label usage.
Anesta/Abbott will also describe any trends and associated interventions made as a result of
concerns raised and will also describe any proposed changes to the Actig Risk Management
Plan. This report will be provided as part of the Actig quarterly report to the NDA during
the first year of marketing. The sponsor and FDA will then determine requirements for
further reports and their frequency after the first year of marketing. These reports will be
cumnulative and contain current reports and identified safety trends.

Actiq Risk Management Program (RMP)
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. List of Attachments

1 Actig Dosage Unit (example: 200 mcg)
Labeling - Foil Pouch (example: 400 mcg)
Labeling - Shelf Carton (example: 400 mcg)
Actig Patient Leaflet

Actig Package Insert

Elements of RMP to be Included in Speaker Bureau Training

NN e AW

Actig CD-ROM Schematic

8 Child Safety Lock

9 Secure Personal Container (ie, “fanny pack”™)
10 Child-resistant Temporary Storage Container
11 Pharmacy Computer Warning screens

12 IMS National Disease and Therapeutic Index example page

Actiq Risk Management Program (RMP)
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1.0 Introduction

The Actig Risk Management Program (RMP) has been designed to address three key
potential risk situations:

1. accidental ingestion of Actig by children

2. improper patient selection (prescriptions to and usage by opioid non-tolerant
patients)

3. diversion or abuse
Anesta Corporation, a subsidiary of Cephalon, Inc. has designed and developed a
comprehensive program with the primary goal of making every reasonable effort to
reduce the risk of potential untoward events in the unintended populations to the extent
possible. This program includes the following:

e strong labeling for professionals, patients and caregivers

e product specific design features to increase child safety

¢ redundant child-resistant packaging and storage containers

e comprehensive professional, patient caregivers, and child educational programs

e interventions at the point of dispensing

e CII status for Actiq
This document provides details and implementation tactics for all elements of the Actig
Risk Management Program. No single element can provide the complete answer to
reducing risk. A lengthy series of events must occur in sequence before a risk event can
occur, yet any one of multiple RMP elements can intervene to interrupt the sequence and

prevent the risk event. Redundancy of program elements is one measure used to
strengthen the effectiveness of the RMP.

The purpose of the RMP is to ensure the sate use of this product. It is not intended that
any portion of this RMP should be used in a promotional context or used to promote
Actig in a manner inconsistent with the product label.

The RMP and all of its components should be fully operational at the time of launch.
1.1 Key Messages for the RMP

There are several key messages repeated throughout the RMP, which are listed below.
For the balance of the document, these messages will be referenced simply as Child
Safety, Proper Patient Selection and Prevention of Diversion and Abuse messages.

Actig Risk Management Program (RMP)
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e Child Safety Messages

Actig must be kept out of the reach of children

Actig could be harmful or fatal to a child if accidentally ingested

Actig must be properly stored and handled

Actig must be properly disposed of after use

Healthcare professionals must counsel patients on child safety messages

Accessible and easily understood directions on what to do in case of
accidental ingestion

e Proper Patient Selection Messages

Definition of an opioid tolerant patient

Actiq is specifically contraindicated for use in opioid non-tolerant patients
Actiq s specifically contraindicated for use in acute/postoperative pain
Directions on what to do in case of suspected overdose

Actiq is specifically indicated solely for the treatment of breakthrough cancer
pain in chronic opioid tolerant cancer patients

e Prevention of Diversion and Abuse Messages

Actiq is a CIl medication
Actiq is to be used only by the patient for whom it is dispensed
Actig may be habit forming

Actiq requires appropriate disposal of unused medication

2.0 Product Definition

The Actiq unit, containing dosages of fentanyl ranging from 200 to 1600 mcg per unit,
consists of a berry-flavored lozenge on a handle (see Attachment 1). Actiq provides
median peak fentanyl blood levels in 20-40 minutes (range of 20-480 minutes) when the
unit is consumed over a 15-minute period and fentanyl is absorbed by a combination of
transmucosal and gastrointestinal absorption.

Concern has been raised that Actig may be perceived as a lollipop. Because of the design
of the Actiq unit and its drug delivery characteristics, steps will be taken in an effort to
minimize the risk of accidental poisoning, inappropriate use and diversion.

Highly Confidential - Attorneys' Eyes Only
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2.1  Actiq Unit

The Actig unit consists of an opaque, white to oft-white solid drug matrix that appears
medicinal to make it look less appealing to children. The solid drug matrix and the tag at
the end of the handle indicate the dosage strength. The handle tag is intended to provide
immediate documentation of drug and dose in the event of an accidental poisoning. A
yellow triangle icon is also imprinted on the handle tag as a reminder of the child safety
precautions.

The Actiq unit complies with current drug imprinting requirements (see 21 CFR §206.10,
Imprinting of Solid Oral Dosage Form Products for Human Use).

2.2 Actig Child-Resistant Blister Package

Each Actiq unit is individually sealed in its own child-resistant blister package. This
blister package is made of thick PVC/Aclar blister packaging material with a strongly
sealed foil/paper lidding that requires scissors to open. It meets the specifications
provided in the Poison Prevention Packaging Act. The child-resistant testing was
conducted in compliance with the Poison Prevention Packaging Act of 1970, 16 CFR
§1700, cited in the Federal Register (Volume 38, No. 151, August 7, 1973). This package
passed the child resistance test protocol with a 100% effectiveness rating, exceeding the
80% requirement.

Individual child-resistant packaging (one dosage unit in each blister package) is intended
to minimize exposure by limiting access to just one unit at a time.

The blister package is opaque so that a child cannot see the unit when it is in the blister
package. The blister package does not resemble food or candy wrappers.

The dosage strength of each unit is marked on the solid drug matrix, on each handle tag,
on the blister package and on the shelf carton. The handle tags, blister packages and
cartons have colored markings that are a secondary aid in product identification.

Gray 200 mcg
Blue 400 mcg
Orange 600 mcg
Purple 800 mcg
Green 1200 mcg

Burgundy 1600 mcg

The blister package utilizes an icon to draw attention to warnings about child safety and
opioid tolerance and standard product identification information. (see Attachment 2). It
also contains a reminder to read the Actiq Patient Leaflet. In addition the blister package
label contains the CII symbol, a “May be habit forming” warning, and an “Rx only”

warning,
Actig Risk Management Program (RMP)
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2.3  Actiq Shelf Carton

The Actig shelf carton includes labeling messages targeting all three at-risk populations
(Attachment 3). The shelf carton contains strong warnings prominently and redundantly
displayed on the front and back pharmacy label space on the back of the shelf carton.

e The front of the shelf carton has a conspicuous icon calling attention to warnings
about child safety, and a reminder to read the Actiq Patient Leaflet. There is also a
warning about appropriate patient selection.

e The back of the shelf carton contains a checklist for the pharmacist. The checklist
reminds the pharmacist to make sure the patient is already taking opioids
chronically, to counsel the patient about child safety, to encourage the patient to
read the Actiq Patient Leaflet, to discuss the Actig Welcome Kit, and to counsel
the patient about disposal of partially consumed units.

¢  On the left hand side of the back of the shelf carton an icon calls attention to
prominent warnings about child safety, the need for appropriate patient selection
(opioid tolerance), the importance of appropriate disposal of partially consumed
units, a reminder to read the Actig Patient Leaflet, and prominent instructions on
what to do in case of an accidental exposure.

e On the top of the shelf carton is another reminder for the patient or caregiver to
read the Actiq Patient Leatflet.

At the initiation of Acfiq therapy, it is recommended that physicians prescribe an initial
supply of six 200 mcg units. At each new dose of Actig during titration, it is
recommended that only six units of the next higher dose be prescribed to limit the
potential for left over units in the home.

The most prominent front panel warnings will be provided in Spanish in sticker form to
pharmacies upon request. As additional languages are identified, appropriate stickers will
be developed and distributed in a similar fashion.

Each shelf carton contains ten strips of three blister packages, for a total of 30 blister
packages of a single strength of Actig. Each carton will also include five patient leaflets
and one package insert. The shelf carton represents approximately a ten day to two-week
supply of Actiq after the appropriate dose has been established via titration. Except for
the top panel, all printed panels of the shelf carton contain the CII symbol.

2.4  Potential Partially Consumed Actiq Units
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It is important to limit the availability of unused and partially consumed units in the
home. Warnings are placed on the shelf cartons to remind patients to properly dispose of
partially consumed units. The following steps will be taken to reduce the availability of
unused and partially consumed units by (1) the provision of multiple dosage strengths, (2)
proportional pricing, and (3) directions for prescribing.

2.4.1 Multiple Dosage Strengths

Actiq is made available in six dosage strengths (200, 400, 600, 800, 1200, 1600 mcg
units) so that patients can be titrated to the unit strength which provides adequate relief
with acceptable side effects. The directions to both healthcare professionals and patients
clearly state that Actig dosage units are to be completely consumed.

2.4.2 Pricing

Pricing of Actiq will provide proportionality on a per mcg basis. This pricing plan is an
attempt to minimize the economic incentive to partially consume an Actig unit and save
the remainder for a future breakthrough cancer pain episode, reducing the potential risk to
children.

2.4.3 Prescribing Directions

As per the Actiq titration instructions, the initial recommended prescription size is six
units of the 200 mcg dose. If a patient requires a higher dose, the titration instructions
recommend a second prescription of six units of the 400 mcg dose. This process of
prescribing six units of the next highest available dosage form is recommended until the
appropriate dose is found.

The package insert contains specific instructions recommending that physicians prescribe
a small quantity (6 units) for titration and/or dosage adjustment in an effort to minimize
the number of units in the home.

3.0 Labeling

3.1 CII (Schedule II Classification)

The U.S. Drug Enforcement Administration places very specific controls on the storage,
distribution, accountability, prescribing and usage of scheduled products (see 21 CFR
§1301). Actig will be a CII product, consistent with other strong opioids such as fentanyl,
morphine, oxycodone, and hydromorphone-based products. CII is the most restrictive
classification available, and raises the overall level of vigilance and surveillance by all
parties involved with the product. These restrictions include:

Actig Risk Management Program (RMP)
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¢ strongest tracking and controls throughout the distribution system (DEA Form
222 required for all transactions)

e strict accountability of finished units
e most stringent physical storage requirements
e o refills allowed, triplicate prescriptions may be required in some states

e registered pharmacist is required to check for a legitimate medical purpose before
dispensing

The status of Actiq as a CII product is the primary risk management element against the
third potential risk event -- the potential for diversion and/or abuse. It is important to
note, however, that simply the fact that a product is CII raises the level of attention
devoted to the prescribing and dispensing of the product by all parties involved in the
process and that this is expected to also reduce the risk of accidental ingestion and
prescribing for opioid non-tolerant patients because of this heightened awareness.

3.2 Patient Leaflet

A Patient Leaflet has been written for Actig, and five copies will be packaged in every
shelf carton (see Attachment 4). Extra copies will be broadly distributed for use by
physicians, nurses, pharmacists, caregivers, and patients. The leaflet will be included in
the Actig Welcome Kit and in other direct to patient communication and educational
programs. It will be available in Spanish as well.

e The first page of the Actig Patient Leaflet contains a strong boxed warning and
redundant child warning with graphics for emphasis.

e The Actig Patient Leaflet explicitly addresses, in plain language, preventing access
by children. These messages include:

- Child Safety messages
- safe storage instructions for whole and partially consumed units

- Disposal directions for used and unused units and a 1-800 number for
additional disposal assistance. Patients calling the 1-800 number will receive
a more personalized “walk through” of disposal instructions. If additional
assistance is required, callers will be referred to their local DEA office for
information.

e It contains emergency information on what should be done in case of accidental
ingestion by a child or any opioid non-tolerant person.

- aprompt to call 911 if the patient or child is not awake and alert

- aprompt to call Poison Control at 1-800-690-3924 if the patient or child is

awake
Actig Risk Management Program (RMP)
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- instructions for care of the patient or child who is having trouble breathing or
not breathing at all

e It contains proper patient selection messages

e Strong language has been used throughout the Actig Patient Leaflet. In all
warning statements, the word “must” is used instead of the word “should.” The
warning language “can be harmful or fatal to a child” and “can cause injury or
death in people who are not already taking prescription opioid (narcotic) pain
medicines...” is used.

3.3 Package Insert

The Actiq Package Insert (PI) clearly and explicitly communicates messages about child
safety, proper patient selection, and prevention of diversion and abuse (see Attachment
5). These messages (see Attachment 6) are important elements of the RMP. The PI
highlights the serious risks associated with Acfig use and mandates that the healthcare
professional must become involved in the process of educating patients and home
caregivers. The key elements in the PI include:

e Indication: Actiq is indicated only for the management of breakthrough cancer
pain in patients with malignancies who are already receiving and who are tolerant
to opioid therapy for their underlying persistent cancer pain.

¢ Black box warnings, which are:

PHYSICIANS AND OTHER HEALTHCARE PROVIDERS MUST
BECOME FAMILIAR WITH THE IMPORTANT WARNINGS IN
THIS LABEL.

Actiq is indicated only for the management of breakthrough cancer pain
in patients with malignancies who are already receiving and who are
tolerant to opioid therapy for their underlying persistent cancer pain.
Patients considered opioid tolerant are those who are taking at least 60 mg
morphine/day, 50 mcg transdermal fentanyl/hour, or an equianalgesic dose of
another opioid for a week or longer.

Because life-threatening hypoventilation could occur at any dose in patients
not taking chronic opiates, Actiq is contraindicated in the management of
acute or postoperative pain. This product must not be used in opioid non-
tolerant patients.

Actiq is intended to be used only in the care of cancer patients and only by
oncologists and pain specialists who are knowledgeable of and skilled in the
use of Schedule II opioids to treat cancer pain.

Actig Risk Management Program (RMP)
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Patients and their caregivers must be instructed that Actiq contains a
medicine in an amount which can be fatal to a child. Patients and their
caregivers must be instructed to keep all units out of the reach of children
and to discard opened units properly.

¢ Titration instructions which minimize the number of units in the home
¢ Detailed safe home handling and storage
e Detailed instructions for disposal of used and unused units

e CII designation

The Actiq insert will be included in each shelf carton.

4.0 Professional Medical Education

Cephalon, Inc. will work in conjunction with FDA (through the Office of Health Affairs)
in interfacing with licensing boards and professional associations on the development of
and dissemination of educational materials related to Actig.

4.1  Key Message Points

The education of physicians, nurses, pharmacists, caregivers and patients on the safe use
of Actiq s an integral part of the Actiq Risk Management Program. These educational
messages are drawn directly from the Actig Package Insert. The key safety messages,
which have been described earlier in section 1.1 of this RMP, include:

¢ Child safety messages
e Proper patient selection messages

¢ Prevention of diversion and abuse messages

The educational programs for physicians, nurses, pharmacists, caregivers and patients
will also reinforce the following:

e Process for titration to an effective dose
e Proper (total) consumption of the product
e Proper storage and disposal of the product
e Efficacy and side effects of the product

¢ Basic Life Support training and potential for certain tamilies to be trained in the
treatment of accidental narcotic overdose including antagonist therapy.

Actig Risk Management Program (RMP)
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These key educational messages, primarily focusing on safety, are provided to the
physicians, nurses and pharmacists through the communication vehicles, which are
discussed on the following pages.

4.2 Breakthrough Cancer Pain Nursing Medical Education Monograph

This monograph is written by nurses who participated in the Actig clinical trials. It
contains specific information about breakthrough cancer pain and the Acfiq key safety
messages. It will be distributed via direct mail and the sales force. This publication has
also received Oncology Nursing Society CEU certification for 3.5 hours of continuing
education. This as well as all educational and promotional launch materials will be
submitted to and reviewed by FDA prior to use.

4.3  The Actiqg Speakers Bureau / Medical Education Programs

Prior to product launch, Anesta and Abbott formally trained the following protessionals
on all aspects of Actig consistent with the package insert, particularly the RMP elements
(Attachment 6):

e Atleast 50 prominent physician educators in pain management
e Atleast 50 prominent nurse educators in pain management

e Atleast 25 prominent pharmacist educators in pain management

These groups will then be called upon to educate their respective peers and patients via
presentations in local, state, regional, and national settings.

4.4 Publications

Manuscripts will be submitted to peer-reviewed journals for consideration. They will
include messages that reinforce elements of this RMP. The manuscripts selected for
publication are those that combine a specific focus into the key cancer pain management
audience, as well as other healthcare groups who make up the RMP target audience.

4.4.1 Broad-Based Publications

e Journal of the National Cancer Institute (circulation 10,000+)

¢ Journal of Pain and Symptom Management (circulation 10,000)
¢ Journal of Clinical Oncology (circulation 20,000)

¢ Anesthesia and Analgesia (circulation 5,000)

e Seminars in Oncology (circulation 10,000)
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e Journal of Hospice and Palliative Care (circulation 3,000)
e Oncology Times (circulation 20,000)

¢ Cancer for the Clinician (circulation 10,000)

4.4.2 Pharmaceutical Compendia

Pharmaceutical compendia will serve physicians, nurses, and pharmacists in several
ways. The compendia regularly send out updates to inform about new products. The
circulation numbers for each of these publications, although proprietary, are believed to
be greater than 50,000 per publication. Cephalon, Inc. will have Actig listed in each of
the following well-known compendia:

e Physician’s Desk Reference (PDR)
e American Hospital Formulary Service (AHFS)

¢ Facts and Comparisons

In cases where material is excerpted from the Package Insert, Cephalon, Inc. will contact
these publications to request increased emphasis on the RMP elements.

4.4.3  Major Nursing Journals
e American Journal of Nursing (circulation 250,000+)
e American Journal of Hospice and Palliative Care (circulation 100,000+)
e Nurse Practitioner (circulation 100,000+)
e Home Health Care Nurse (circulation 25,000+)
¢ C(Clinical Journal of Oncology Nursing (circulation 20,000+)
e Seminars in Oncology Nursing (circulation 6,000+)
e Oncology Nursing Forum (circulation 20,000+)
e RN Magazine (circulation 200,000+)

4.4.4  Cancer and Nursing Professional Society Newsletters

¢ The Oncology Nursing Society Newsletter

¢ Local ONS chapter newsletters

¢ Oncology Nursing Society computer mail announcements
e State board of nursing newsletters

e State Cancer Pain Initiative mailings

4.4.5 Major Pharmacy Journals

e U.S. Pharmacist (circulation 100,000+)
e Drug Topics /Hospital Pharmacist’s Report (circulation 100,000+)
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¢ Formulary (circulation 100,000+)

e Journal of the Association of Healthsystem Pharmacists (circulation 70,000+)
e Journal of the American Pharmaceutical Association (circulation 48,000+)

e Journal of Managed Care Pharmacy (circulation 40,000+)

4.4.6  Pharmacy Newsletters (Print and Electronic)

During the initial launch of Actiq, requests were made that the Actig key safety messages
and new product reviews were to be incorporated into the newsletters of various national,
regional, state and local pharmacy organizations including:

e The Pharmacist’s Letter (circulation - 100,000+)

e Chain drugstore newsletters and electronic updates

- CVS 4,000 stores
- RiteAid 3,000 stores
- Walgreens 2,200 stores

e State board of pharmacy newsletters
4.5  Communication with DEA

Information on proper disposal of Actig will be provided to the DEA for use by their field
offices on an as requested basis. Background and training materials will be designed in
concert with the Office of Diversion Control, Policy Liaison at DEA headquarters and
will be distributed to all DEA field offices.

5.0 Actig Launch Program

Actiq will target a relatively small group of clinicians. The emphasis of the promotion
will be highly educational.

All educational and promotional launch materials will be submitted to and reviewed by

FDA prior to use.
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5.1 Target Audience

The target physician audience for Actiq is a group of approximately 5,000 oncologists and
pain specialists, their nurses and office statf. These physicians are already using Cl1
opioids to treat cancer pain, are generally knowledgeable about breakthrough cancer pain,
and should understand the appropriate use of Actig for opioid tolerant cancer patients.

Since the majority of Actig use is anticipated to be in the oncology outpatient setting, the
pharmacist will play an important gate keeping role in the Actig RMP by screening for
proper patient selection (opioid tolerant cancer patients only) and by providing
information on safe product use and handling to patients and caregivers.

Please note the entire universe of practicing oncologists, oncology nurses and pharmacists
will receive the key messages through some of the broad-based communication vehicles
described in the Professional Education section of this document.

5.2 The Oncology Sales Specialist (Cephalon, Inc. Sales Organization)

Full time Oncology Sales Specialists have been placed in the field to personally call on
the target audience. The Oncology Sales Specialists are the primary day to day link to the
physicians, nurses and pharmacists who will be using the product. The Oncology Sales
Specialists play a key role in implementing the RMP.

Each Oncology Sales Specialist must be certified on Actig via a rigorous product
education and sales training program. This program begins with home-study modules,
which explicitly spell out the three groups of key safety messages. The home study
modules are followed by one week of in-house training at Cephalon, Inc. corporate
headquarters and at least by one week of training in the field with a field trainer or
seasoned field manager. This program is designed to clearly communicate the key safety
messages and Cephalon, Inc. expectations regarding sales activity in the field.
Importantly, Oncology Sales Specialists are tested prior to being certified to discuss
Actiq.

In the approximately 3 months between product approval and product availability, the
Oncology Specialists personally called on 1,000 of the 2,000 pharmacies dispensing the
largest volume of CII products. In these calls they educated the pharmacist on all safety
issues and enlist their assistance as gatekeepers. The second group of 1,000 high CII
dispensing pharmacies were called on by Oncology Specialists in the first three months
post product launch with the same messages.

Pharmacies not included in the initial target group were offered opportunities to obtain
additional information through several elements of the Acfig Risk Management Program,
including: Dear Pharmacist letter, pharmacy direct mail services, pharmacy journal
advertising, pharmacy newsletters, and pharmaceutical compendia. These programs
provide access to the 1-800 number and website for additional information about Actiq.
In addition, the group of pharmacies and health care practitioners serving rural areas will
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be the target of a post approval commitment to better understand and meet their unique
needs through an educational outreach program.

Upon hiring, each Specialist will receive a letter outlining his responsibilities. This letter
will stress the requirement to limit the promotion of Actig to the approved indication,
discourage off-label use, direct the specialist to promote only to the target audiences,
describe the serious consequences of violating this policy, and reinforce the three key
messages of the RMP. This letter will be slightly revised from the currently approved one
to reflect Cephalon’s practices. It will be reviewed by FDA for prior approval before
issue. Moreover, the compensation program for Oncology Specialists will direct them to
promote into only the target audience.

In their personal calls to physicians, nurses, and pharmacists, the Oncology Sales
Specialist will discuss a variety of educational material which may include:

e Package insert and patient leaflet

o Actiq safety video

e Actiq CD-ROM programs for physicians, nurses, and pharmacists

o Actiq Internet site

e Central 1-800 poison control number

e The Actig Welcome Kit

All materials will be submitted to and reviewed by FDA prior to use. Revisions to these
materials to reflect the new packaging will also be submitted to FDA prior to use.

5.3 Detail Aids

Detail aids for Actig will emphasize the three key safety messages. To ensure consistent
attention to the key safety messages, all “leave behind” detail aids will also prominently
display the detail flag. This flag as well as all other promotional materials will be
submitted to and reviewed by FDA prior to use.

5.4 Direct Mail
All materials will be submitted to and reviewed by FDA prior to use.

5.4.1  Actiq Professional Information Kit

Upon product launch, the target physician group will receive an Actig Information Kit
including:

e Actiq Package Insert and Actiq Patient Leaflet
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o Actiq Safety video designed for patients which covers
- child safety
- patient selection (opioid tolerance)
- titration
- storage
- disposal
- emergency care

¢ Information on accessing the 1-800 number, the Actig internet site and Physician
CD-ROM program all of which are designed to provide additional information

¢ Information on how to obtain the Actig Welcome Kit

5.4.2 The Dear Doctor Letter

Upon product approval, a mass mailing to registered physicians in the U.S. will be
conducted. This letter will reinforce the three key messages (child safety, proper patient
selection and prevention of diversion and abuse) and encourage the appropriate
physicians to mail in an enclosed business reply card and/or to visit the Actiq internet site
for more information. The letter must have FDA review and prior approval before issue.

5.4.3 The Dear Pharmacist Letter

Upon product approval, a mass mailing to registered pharmacists in the U.S. will be
conducted. The letter must have FDA review and prior approval before issue. This letter
will reinforce proper patient selection and child safety messages and encourage the
pharmacists to mail in the enclosed business reply card and/or visit the Actiqg internet site
for more detailed information.

5.4.4  Pharmacy Direct Mail Services

Information to pharmacists using pharmacy direct mail services will prominently feature
the three key safety messages. All content will be submitted to and reviewed by FDA
(DDMAC) prior to use.

5.5  Multimedia Programs

All content will be submitted to and reviewed by FDA (DDMAC) prior to use.
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5.5.1  Actig CD-ROM Program

A CD-ROM will be developed and made available to all Actig target audiences. It will
include discussions of child safety, proper patient selection, prevention of diversion and
abuse, appropriate product usage, product handling, storage, and disposal. A detailed
schematic of the separate CD-ROM programs for physicians, nurses, and pharmacists is
presented in Attachment 7. This program will be available via mass direct mail, the
Oncololgy Specialist and the Actiq internet site.

5.5.2  Actiq Internet Site

An Actiq internet site will be made available to all Actig target audiences. This will
include discussions of child safety, proper patient selection, prevention of diversion and
abuse, appropriate product usage, product handling, storage, and disposal. Sections will
be targeted at physicians, nurses, pharmacists, patients and caregivers.

5.5.3 Emergency 911

This number will be prominently featured in all patient educational materials. Patients
and caregivers will be instructed to call this number if Acfig has been inappropriately
consumed and the person (eg, a child) is not awake and alert or is breathing slowly.

5.5.4 Central 1-800 Poison Control Number

A single 1-800 telephone number will be established at the Rocky Mountain Poison
Control Center to receive all US emergency calls for Actiq. Having a central number
allows for a focused, well-trained staff to be able to deliver a consistent message to
patients and caregivers. It also provides for a near real-time surveillance of all poison
control calls and an opportunity for timely analysis of any trends. This number will be
prominently featured in patient educational materials. Patients and caregivers will be
instructed to call this number if Actig has been inappropriately consumed, and the person
(eg, a child) is awake and alert.

6.0 Patient and Caregiver Education

6.1 The Actiq Welcome Kit

Upon launch, the 5,000 target oncologists and pain specialists will receive a supply of the
Actiq Welcome Kit. The Actig Welcome Kit will include the following items:

e Child Safety Lock - a lock to secure almost any existing household cabinet or
drawer for the storage of Actig and other medications (Attachment 8).
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e Secure Personal Container - a lockable pouch with a waistband (a fanny pack) will
be provided so the patient can safely and conveniently store a day or two supply of
Actig. This pouch can be secured directly to the patient or to patient’s bed or chair
(Attachment 9).

¢ Child-Resistant Temporary Storage Container - an opaque container featuring
easy-entry, but child-resistant removal. A warning decal will be attached to the
outside of each container. This bottle will fit into the secure personal container
(fanny pack) and will be used to secure completely and/or partially used Actig
units (should they exist) until the patient or caregiver can properly dispose of them
(Attachment 10). Temporary storage containers will be available at the point of
dispensing whenever and wherever Actiq is dispensed.

e Patient Leaflet

e Home Warning Stickers and Magnet (detail in section 6.3)

e Children’s Booklet (detail in section 6.4)

e Emergency treatment information

¢ A brightly colored flyer with a special alert to families with young children
All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

Every Actiq patient will receive a free Welcome Kit from his or her physician or via a 1-
800 number. The kit and ordering information for it are described in the Patient Leaflet.
Target pharmacists will be given an Actig Welcome Kit by an Oncology Sales Specialist
and briefed on how patients can obtain them.

Several components of the Welcome Kit--the Patient Leaflet and the Child Safety booklet
--will be available in Spanish, and will be distributed in those geographical areas with
high Hispanic populations. These will be available on request through the 1-800 number.

6.2  Patient Oriented Actiq Safety Video

A detailed patient oriented safety video will be made available to practitioners and
patients to communicate the following messages:

¢ Child safety messages

e Proper patient selection messages

e Product storage and handling in the home

¢ Product titration

¢ Product disposal

e Emergency instructions
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This video will be mailed to the offices of the target physicians and will also be available
to physicians and patients through the Oncology Sales Specialist or 1-800 number. This
video will be available in either English or Spanish.

All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

6.3 Home Warning Sticker / Refrigerator Magnet

An Actiq specific home warning sticker and refrigerator magnet will be distributed to all
Actiq patients through the Actig Welcome Kit. This sticker/magnet is to be placed around
the home in high visibility areas and on the telephone. They will provide warnings for
child safety and proper patient selection and contain emergency instructions for calling
911 and the central 1-800 poison control number.

6.4 Children’s Booklet

A child-friendly booklet designed by the National SAFEKIDS Campaign in collaboration
with the chairperson of the public education committee of the American Association of
Poison Control Centers, Gail Banach, M.S.Ed., to be read and to be understood by
younger children will be distributed. This book has been developed at a 2nd to 4th grade
reading level. Older children may read it on their own. The primary goal of this booklet
is to educate children on safe handling of all medicines including Actiq. The booklet will
use simplistic language, realistic graphics and will be interactive to maximize the child’s
learning. This booklet will be made available in English or Spanish in the Actig
Welcome Kit and in the offices of all target physicians and pharmacists.

All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

7.0 Point of Dispensing Interventions

The following activities will be implemented at the Actig points of dispensing. Product
samples will not be made available.

7.1 Pharmacy Software Systems - Precaution Software

In order to prompt the pharmacist to inquire about the presence of children in the home
and to verify opioid tolerance of the patient, vendors of major commercial pharmacy
precaution software will be asked to place Actig warnings in their systems being used in
the U.S. and its territories. Participating software systems will cover approximately 90%
of the data systems in the U.S. pharmacy market.

Examples of pharmacy warning screens and electronically produced patient information
sheets are provided as Attachment 11.

Actig Risk Management Program (RMP)
08/01/01

1-159

Highly Confidential - Attorneys' Eyes Only TEVA_CHI_00049316
P-11326 _ 00084



CONFIDENTIAL 22

7.2 The Actig Welcome Kit

This kit (previously described) will be personally presented to all targeted retail
pharmacies by an Oncology Sales Specialist and will be made available to any pharmacist
upon request. The pharmacist will be encouraged to explain to the patient how they can
obtain a free Actig Welcome Kit, if they do not already have one, either directly from
their physician or via a 1-800 number. Directions to obtain the Actig Welcome Kit are
also provided in the Patient Leaflet.

In addition to being enclosed in each Actiq shelf carton, the Patient Leaflet will be
distributed in quantity to all target pharmacists by the Cephalon, Inc. Oncology Sales
Specialists and be made available to any pharmacist upon request. The package (eg, back
panel of shelf carton) and the computer program screen will prompt the pharmacist to go
over the Actiq Patient Leaflet with every new Actig patient. The Patient Leaflet will also
be provided in the Actig Welcome Kit. Where possible (eg, the Actig Internet site and
CD-ROM), the Actiq Patient Leaflet will be made available electronically.

7.3 Temporary Storage Container

Temporary storage containers will be available at the point of dispensing whenever and
wherever Actiq is dispensed.

8.0 Surveillance Goals And Activities

The goals of the Actiq Surveillance and Monitoring Program are to:

e determine the effectiveness of the Actig Risk Management Program by monitoring
the potential incidence and outcome of child accidental ingestion, potential
product use among opioid non-tolerant populations, oft-label use, and possible
diversion and abuse

e trigger intervention when problems are discovered

¢ make modifications to the Actig Risk Management Program to improve its
effectiveness

The following pages summarize the various means by which Acfiq use and safety data
will be collated and analyzed. (In the event that any of these pharmacy organizations are
unable to participate in this program, Cephalon, Inc. will commit to substituting another
potential supplier to broaden our sample in a timely manner.)

8.1 Direct Patient Feedback

8.1.1 Chain Pharmacy Call Back System
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A call back system will be used to directly query Actig patients. Under this program,
patients who receive an Actig prescription at a participating pharmacy will receive a
follow-up phone call by a company pharmacist. During this call, the following
information will be collected:

¢ Did the patient receive an Actig Welcome Kit?

e Was the patient already on a strong opioid when they received the Actig
prescription?

e Was the patient or caregiver provided with the appropriate safety messages?
e What titration process has been used to this point?

¢ Are there any children in the home or with access to the home?

e How is the patient or caregiver storing and disposing of the product?

e Provide a child safety reminder.

The partners included in this system include RiteAid, Eckerd, Walgreens, and the Merck
Medco system. This program will capture real time trends of inappropriate patient
selection and child safety issues during the first year of sales, interviewing up to 1,000
patients per chain who fill Actig prescriptions in each of these pharmacies.

This program will provide timely and specific data on actual patients in a significant,
geographically distributed population sample as Walgreen, RiteAid and Eckerd stores are
well-distributed throughout the country, and the Merck Medco mail order system is one
of the largest in the U.S.

After the first year of the call back programs, the firm and the FDA may agree to
discontinue the call back programs if it can be established that there is no longer a need.

8.2 Prescription Monitoring

8.2.1 IMS Xponent

Prescription data will be routinely monitored. The source of these data will be IMS
Xponent, the largest sample available of Actig prescriptions, segmented by physician
specialty to determine prescribing trends. The IMS Xponent data sample represents
prescriptions from over one million prescribers and over 35,000 retail pharmacies.
Additionally, IMS Xponent captures 60 million mail order prescriptions per year. These
data provide the prescriber’s name, the physician specialty and zip code. These data will
be analyzed by comparing the proportion of prescriptions being written by specialties
such as hematologists/oncologists (appropriate patient selection) to usage by specialties
such as surgeons (inappropriate patient selection). Cephalon, Inc. will receive IMS
Xponent data 28 days after the end of each month. Therefore, data will be between 28-58
days current.
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8.2.2  IMS National Disease and Therapeutic Index

National prescription data segmented by physician specialty and by indication from IMS
National Disease and Therapeutic Index (NDTI) will be analyzed. An example of an
NDTI data sheet is attached (see Attachment 12). These data will be reported to the FDA
on a quarterly basis as described in section 10.0.

8.2.3 Wholesaler Data

Per the FDA’s previous agreement with Abbott Laboratories, Actig will not be sold
directly to retail pharmacy outlets, but will be sold only to DEA hospital and distribution
registrants.

Cephalon, Inc. will receive information on retail pharmacy sales. This information will
be shared with the Oncology Sales Specialist. The Oncology Sales Specialist will follow-
up with these pharmacies to ensure that they are employing the “Point of Dispensing”
interventions described previously.

Additionally, every two months a Cephalon, Inc. Trade Sales Specialist (wholesaler
representative) will call on the high volume Actiq wholesalers. This person will request
information on any additional pharmacies which need to be added to the list. Information
from the Cephalon’s meetings with wholesalers will be shared with the Oncology Sales
Specialists for follow-up.

The sponsor will monitor for compliance to the RMP “Point of Dispensing” and report
violations to the FDA quarterly along with any interventions made as a result.

8.3 Adverse Events

8.3.1 Cephalon, Inc. Standard Operating Procedure

Cephalon, Inc. has established specific procedures to respond to serious adverse events,
which may be associated with Actiq.

A toll-free number will be staffed to receive adverse event reports. This system can be
accessed 24 hours a day. Reports can be logged by clinicians, pharmacists, home
caregivers, patients, sales representatives or others. All reports are logged into a
computer database and investigated.

Any adverse event, as defined by current federal regulations, receives immediate
investigation and follow-up by Cephalon, Inc.. The details of this procedure are
summarized below.

a) Theincident report is reviewed by an investigation team, and an investigation is
initiated. This group remains responsible for oversight of the process and for
briefing senior management as the investigation proceeds.
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b) The medical experience analyst assigned contacts the reporting entity as soon as
possible. On-site investigation is implemented if deemed necessary.

¢) The medical investigation conclusions are discussed with Cephalon, Inc. to
determine reportability.

8.3.2  Special Safety Commitments

Reports of all serious adverse events to the FDA will be made in accordance with current
Federal Regulations. Based on an agreement between FDA and the sponsor, the
following type of adverse experiences will also be reported to the FDA within 15
days:

¢ Any unintended pediatric exposure, whether or not serious and whether or not
unexpected, will be processed and reported to the FDA as a “15 day Alert.”

¢ Any serious adverse drug experience which is determined to occur in the
context of diversion (ie, use by an individual other than for whom it was
prescribed), whether or not the experience is unexpected, will be processed
and reported to the FDA as a “15 day Alert.”

¢ Any serious adverse drug experience which is determined to occur in the
context of “off label use” (ie, that is used outside of the approved indication
for Actiq) whether or not the experience is unexpected, will be processed and
reported to the FDA as a “15 day Alert.”

2 ¢

Definitions of “serious adverse drug experiences,” “adverse drug experience,”
“unexpected adverse drug experiences,” and “15-day Alert report ,” are stated in 21
CFR §314.80. These Special Safety commitments are in addition to the requirement
for reporting of adverse experiences set down in 21 CFR §314.80. The above apply
to reports from any source (eg, call-in, literature, poison control centers, etc).

8.3.3  Literature Monitoring

In addition to specific event reporting, Cephalon, Inc. maintains a system to monitor the
literature for adverse events. This review is conducted monthly or at the time a specific
literature citation is reported. Any significant findings will be included in the quarterly
report (as per 21 CFR §314.80).

8.4 Poisoning and Overdose

Quarterly reports to FDA will include poison information, trends, and interventions
derived from the following sources:

8.4.1 Central 1-800 Poison Control Number

Actig Risk Management Program (RMP)
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A single 1-800 telephone number will be established to receive emergency calls when
Actiq has potentially been accidentally ingested and the patient or child is awake and
alert. This system allows a near real time surveillance of all poison control calls. This
number will be highly publicized in all patient education materials. Any significant
findings will be included in the quarterly report (as per 21 CFR §314.80).

8.4.2 Toxic Exposure Surveillance System (TESS)

Toxic Exposure Surveillance System (TESS) reports all contacts with U.S. Poison
Control Centers. This database will be monitored for Actiq exposures. These data are
available once yearly and will be included in the analysis for FDA quarterly reports.

8.5 Abuse

Quarterly reports to FDA will include information, trends, and interventions derived from
the following sources:

8.5.1 Routine Cephalon Interaction with DEA

Cephalon, Inc. will maintain communications with DEA and state drug control
authorities.

8.5.2 Drug Abuse Warning Network (DAWN)

The Drug Abuse Warning Network (DAWN) is an ongoing national survey of non-
federal, short-stay general hospitals that have a 24-hour emergency department (ED). A
representative sample of these hospital EDs submit data, and national estimates of ED
drug episodes or drug mentions are generated for all such hospitals. The DAWN system
also collects data on drug-related deaths from a nonrandom sample of medical examiners
located in 41 metropolitan areas. The Substance Abuse and Mental Health Services
Administration (SAMHSA) division of the Department of Health and Human Services
(DHHS) supports DAWN. This database will also be monitored to identify issues which
have not surfaced through standard DEA interactions.

8.5.3 State Drug Control Authorities or State Boards of Pharmacy

Reports of diversion or abuse received from state drug control authorities will be
investigated and submitted to the FDA as part of the quarterly report.
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8.6 Promotional Message Audit

Promotional message testing at six month intervals following product launch will be
conducted to ensure that Oncology Sales Specialists are accurately delivering the key
safety messages. This will be accomplished via telephone interviews or paper
questionnaires with physicians that are prescribing Acfig and have been called on by the
Oncology Sales Specialist. Where necessary, sales representatives will be re-trained
and/or disciplined to ensure compliance with the targeted, focused launch/promotional
plan.

9.0 Intervention
9.1 Off-Label Usage

9.1.1 Individual Prescribers

Whenever a problem of off-label usage becomes known and individual prescribers are
identified, the following activities will take place:

1) A letter from Cephalon, Inc.’s Medical Department will be sent to all identified
prescribers to emphasize the approved indication and appropriate patient
selection. The letter must have FDA review and approval before it is issued.

2) Prescribing patterns will be monitored for the physicians in question. If a problem
persists, an Oncology Sales Specialist will visit the physician/s to gather
information and remind them of appropriate prescribing of Actiq.

9.1.2  Groups of Prescribers

If groups of physicians (such as a particular specialty) are identified as having prescribed
Actiq inappropriately, and these prescriptions represent potential off-label usage greater
than 15% of total quarterly Actiq prescriptions, Cephalon, Inc. will contact the
appropriate professional society (ie, American College of Surgeons, American Society of
Anesthesiologists). This letter will outline prescribing concerns and offer to implement
an educational program in conjunction with the professional society in a national setting.

Prescribing patterns will be monitored for the physician groups in question and should the
level continue to exceed 15% of total Actig prescriptions for two additional quarters, an
aggressive educational program will be initiated by mail clearly warning of the potential
liabilities of prescribing Actig to inappropriate patient populations.
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9.2  Accidental Ingestion

28

In the event of an unintended pediatric exposure, Cephalon, Inc. will initiate their
standard operating procedure for adverse events detailed in section 8.3.1 of this RMP.

Highly Confidential - Attorneys' Eyes Only
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10.0 FDA Reporting

Adverse drug experiences will be reported in accordance with 21 CFR §314.80, with the
additional commitment that unintended pediatric exposures, and any serious adverse
events and deaths associated with diversion or off-label use will be handled and
processed as 15-day Alert reports (see Section 8.3.2, Special Safety Commitments). In
addition to the reporting requirements of 21 CFR §314.80(c), these 15—day Alert reports
will be sent to the Division of Prescription Drug Compliance and Surveillance (HFD-330)
and the Division of Anesthetic, Critical Care, and Addiction Drug Products.

Cephalon, Inc. will provide a quarterly report to the FDA compiled from all data collected
by the methods described under the Actig Surveillance and Monitoring Program and
Interventions (see Sections 8.0 and 9.0 of this document). This report will describe and
provide data on any concerns for child safety, diversion, and off-label usage. Cephalon,
Inc. will also describe any trends and associated interventions made as a result of
concerns raised and will also describe any proposed changes to the Actig Risk
Management Plan. This report will be provided as part of the Actig quarterly report to the
NDA during the first year of marketing. The sponsor and FDA will then determine
requirements for further reports and their frequency after the first year of marketing.
These reports will be cumulative and contain current reports and identified safety trends.
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List of Attachments

1 Actiq Dosage Unit (example: 200 mcg)

2 Labeling — Blister Package (example: 200 mcg)
3 Labeling - Shelf Carton (example: 200 mcg)

4 Actiq Patient Leaflet

5 Actiq Package Insert

6 Elements of RMP to be Included in Speaker Bureau Training
7 Actiqg CD-ROM Schematic

8 Child Safety Lock

9 Secure Personal Container (ie, “fanny pack™)
10 Child-resistant Temporary Storage Container
11 Pharmacy Computer Warning screens

12 IMS National Disease and Therapeutic Index example page

Actig Risk Management Program (RMP)
08/01/01

1-168

Highly Confidential - Attorneys' Eyes Only TEVA_CHI_00049325
P-11326 _ 00093



“Red-Lined” Copy of RMP

19- (78

Actig Risk Management Program (RMP)
February 9, 1999

Highly Confidential - Attorneys' Eyes Only TEVA_CHI_00049326
P-11326 _ 00094



| CONEIDENTIAL

Actiq®

(oral transmucosal fentanyl citrate)

Risk Management Program

(Nevember41998February 9. 1999)

NDA Number: 20-747

Sponsor:

Anesta Corp.

4745 Wiley Post Way
Plaza 6, Suite 650
Salt Lake City, UT 84116
801-595-.595.1405

Marketing Partner:

Abbott Laboratories
Hospital Products Division
Abbott Park, IL 60064

19- (079

| FBA-Approved-Version—HH4/98ebruary 9, 1999

Highly Confidential - Attorneys' Eyes Only ’ TEVA_CHI_00049327
P-11326 _ 00095



CONEIDENTIAL
TABLE OF CONTENTS
1.0 INTRODUCTION...... oottt icceci i reccee st rre s ir e s se srne e e eeaeas 56
1.1 Key Messages for the RMP. .. ..ot i ieeeeeeaieeaananaas 55
2.0 PRODUCT DEFINITION.......... . Cersereranserieieranns ceraeemiesnararnes 66
2.0 Actiq UnDitieuseioriiienensiaiiosetseranrecarssasonsesarsesasoessasesssonsonsesseossscossnnacas 66
2.2 Actig Child-Resistant Pouch .......oiiveiiiiiiiiiiiiiiiieeriiiieieiesieieioissssssnnoanes 73
2.3 Actig Shelf Cartomn c.couiviieeeeeeietieisieressoiosssnsssssstassaionssrssssssssasesscsssonaes 97
2.4 Potential Partially Consumed Actig Units.......ccoeiiiiiiiiiiiiieiiiiiinniieenne.., 198
2.4.1 Multiple DOSage SIENBIAS. ....uvuurn it e e et e e e eem e e ce it e aaraeeaeetnn e aenaaaaas 198
P O A o 4 e | - P S TR USROSV P OO SRR 198
2.4.3 Prescribing DITECHOMS ... .viiiiiiiiiiiiiiii ettt ae e eerae e e aae s eas e e s et aa s snncs 199
3.0 LABELING.............. ereeeeerrannes Cereresrersesissersarerraiiessaresnas Cereeremaraen 199
3.1 CII (Schednle II Classification).......ccoveuiiiiiriiiiiiiiiiiienenisneeerenesceennns 199
. 3.2 Patient Leaflet .....covvriiiieiieieiiiinieteioiiiseieisencssressossesossososssesssonseoenas 209
3.3 Package InSert. . ucieiiieieniierosrareioreresaesnsasronsosassosocsossssssssansasossssaneas 2210
4.0 PROFESSIONAL MEDICAL EDUCATION.......cccceueenns veeneen2 244
4.1 Key Message Points.....oiiieeeeieiiiiiierersssiesioeeessoioresiocssssssssssssssasenense 2313
4.2 Breakthrough Cancer Pain Nursing Medical Education Monograph............ 2312
4.3 The Actig Speakers Bureau / Medical Education Programs...........c.cevveen... 231>
4.4 PublicationS.....ceveiureiurieerenniuniinnneienneierssieissereesiarorsacsscetassnsssessens 24312
4.4.1 Broad-Based PubliCAtIONS ......eevvuenivniinieeieiiier et ereentea s e e aes e e sesseeeseeereenrarennnens 2442
4.4.2 Pharmaceutical ComPpendia.......oiivuiuiriiiie i ee ettt ee e eee e e e e 2443
4.4.3 Major Nursing JOUNAlS . ......ooiivuiiiiiiiiiiiiiiiie ittt s ee e s tare e vrees s e eeiaas 2543
4.4.4 Cancer and Nursing Professional Society Newsletters.........covvviiviiiiiiiiniiiiiiiiin s 258
4.4.5 Major Pharmacy Journals..........cccciiiiiimmniiiiiiiiiiiiii e 2543
4.4.6 Pharmacy Newsletters (Print and Electronic) ..........ooviiiviiiiiiiie e 2544
4.5 Communication with DEA....ciciiiiiieiiiiiiernereteseerorsensersorerassesocsessarens 2 614
. 5.0 ACTIQ LAUNCH PROGRAM......c.cccciieiiiircctrvecnerr e rena e, 2614
Actig Risk Management Program_(RMP)
19= C80 rbAAppreved Version—Hd/S8ebruary 9, 1999
Highly Confidential - Attorneys' Eyes Only TEVA_CHI_00049328

P-11326 _ 00096



3349
CONFIPENTAL
5.1 Target AuUdience......c.iieiiiiuiiiuiiiieieeiiieartioiretseoeesnsecesoracsnassansonsonsnns 2815
. 5.2 The Oncology Specialist (Abbott Sales Organization)...............c.oiiiaaan 2815
5.3 Detail ARdS..ccenieeiuriiiiiiiiiiiiiiiiiiiitiiiietieieieietstasisereretrsasessseissnenens 2916
5.4 Direct Mail . .oeueioiniiiiiiireieniereieneeseasiortaisossesssncassorarssssssssssrsenrnsnons 2916
5.4.1 Actig Professional Information Kit.........ccooooiiiii 2916
5.42 The Dear DOCtOr Leter ... ..c.iiiiiiiiiiiiiiiiiii e e 304+
5.4.3 The Dear Pharmacist Letter ........uieeierniinei it e eec i eeen i e e e 347
5.4.4 Pharmacy Direct Mail SEIvViCes ..........ccocuiiiiiiiiiiiiiiiiiiiic e 30+
5.5 Multimedia Programs.....ciceeeeeieiseissesocssseesossnscscsassscssssssesssassoassnsrss I
5.5.1 Actig CD-ROM Program ..ot e 304+
5.5.2 Actig INTEIMEE SHEE ....evvviniiiiiiii i e e e 304+
S553EMErgency 911 ..ot 3047
5.5.4 Central 1-800 Poison Control NUMDET .........coivriiiiniiiiiiirnieiae et e ee e eeeienens 3148
6.0 PATIENT AND CAREGIVER EDUCATION............... cerererenne3 148
6.1 The Actig Welcome Kiti.oouiviiiiiiiiiiirierieriieireeetinnseisrosncsessssssrsesnsssoas 3118
6.2 Patient Oriented Actig Safety Video.........covveveniiiiiiiiiiiieiiiiiiiiiiie. 3249
I 6.3 Home Warning Sticker / Refrigerator Magnet...........cccciviiiiiiiiiiiiiiennnen 3 619
6.4 Children’s BooKlet .....coooviiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiieerararinioseneee 3 639
7.0 POINT OF DISPENSING INTERVENTIONS.........cccsuuenee. a3 618
7.1 Pharmacy Software Systems - Precaution Software.........c.veveeeiieiniieeennns 3 619
7.2 The Actig Welcome Kitiooooiiiiiiiiiiiireiiieieiossetsnsonisieisssesosnassarssscsssnns 37260
7.3 Temporary Storage Container .........cocveviiimiierieienieniotincccreonrvassasessens 3726
8.0 SURVEILLANCE GOALS AND ACTIVITIES.....ccccoevmiruraimrnnnns 3720
8.1 Direct Patient FeedbBack .c.cvvieriiereerioeeiorecsecaserssseiossoosssossorosssncsscsns 372
8.1.1 Chain Pharmacy Call Back System.............ooumumiimeiiniiiiii e, 382+
8.2 Prescription Monitoring......covviiiiiiiiiieieiiiiiiiiiiiiiiiiiiiiiiinieniiiieieeeenes 3831
821 IMS XPODENE ...ciiiiiiiiiiiii ettt e e e e er et e e et e eeein e erene e e e, 3824+
8.2.2 IMS National Disease and Therapeutic IndeX...........cooeviiiiiiiiiiiiiniiiiieniier e e, 382+
8.2.3 WhOleSaler DAtA.......ccviiiieniiiiieiiieei e e e et e ettt erneenren st ee st easaeanaesaesanes 3922
8.3 Adverse EvVemlS.....iivieiiiieeeiniecsecsosssssiorossossssssscsesessesansasessesersanssoss 3922
8.3.1 Abbott Standard Operating Procedure. ..............cocuuiaiiiii e 3922
‘ 8.3.2 Special Safety COMMItMENES ......cuuvviiiiiiiiiiii e coei e e 4022
Actig Risk Management Program_(RMP)
BA-Approved-Verstor—4/98¢! v9,
19~ 081 F bruary 9, 1999
Highly Confidential - Attorneys' Eyes Only - TEVA_CH|_00049329

P-11326 _ 00097



4419

CONFIDBENTIAL
8.3.3 Literature MOMITOTING. .. .cevuruunniriiuiierererie e emeieierrer e et ebas e e snii e e cr e s neserrnaeensaes 4023
. 8.4 Poisoning and OverdosSe...........ceiiiiiiiiieieiouniesiiisttioiiseeeessannsssssonsns 4023
8.4.1 Central 1-800 Poison Control NUMbBer......c.oivuiiiiieriiie e erees i et reree e ene e 4023
8.4.2 Toxic Exposure Surveillance System (TESS) ..c..oiviiiiiiniiiii e 4123
TR T N 1 7Y 3 4224
8.5.1 Routine Abbott Interaction with DEA ... ... e aaeeas 4224
8.5.2 Abbott EXCEPtIONS SYSIEML .. iuuiiriiiiiiiiiiii et et e 4224
8.5.3 Drug Abuse Warning Network (DAWN) ........cooviiiiiiiiiiii e 4224
8.5.4 State Drug Control Authorities or State Boards of Pharmacy ...............ccoooiiiine 4224
8.6 Promotional Message AuUdit.........oiieueiinioisninneessnierereciarssressersrsessanns 4325
9.0 INTERVENTION.............. Crerrisestieserssiararrarnsaass Cereeressasrseninrrarans 4325
9.1 Off-Label UsSage....cciivieieeeerotiiiiieisiensiiieteroiessererassseeeransarorsssoesorsnss 4325
9.1.1 Individual Prescribers .........couiiiiiiiiiiiiii i e 4335
9.1.2 Groups Of Prescribers.......ccourmiiiiiiiiiiie ittt et er e 4325
9.2 Accidental Ingestion ......ccooivuuiiiiuiniiiiiiiiieiiiiiieriiiiriiiereeniereeniiernnnens 4325
10.0 FDA REPORTING ......ccovvuiruvanane rerersaseseserrarnnanennnns crrerereninan 4426
- \ Actig Risk Management Program_(RMP)
19 ¢82 FBAApproved-Yersion—H/4/98cbruary 9. 1999
Highly Confidential - Attorneys' Eyes Only - 7 TEVA_CHI_00049330

P-11326 _ 00098



519

CONFIDENHAL

1.0 Introduction

The Actig Risk Management Program (RMP) has been designed to address three key
potential risk situations:

1. accidental ingestion of Actig by children

2. improper patient selection (prescriptions to and usage by opioid non-tolerant
patients) .

3. diversion or abuse

Anesta Corp. and Abbott Laboratories have designed and developed a comprehensive
program with the primary goal of making every reasonable effort to reduce the risk of
potential untoward events in the unintended populations to the extent possible. This
program includes the following:

strong labeling for professionals, patients and caregivers

e product specific design features to increase child safety

¢ redundant child-resistant packaging and storage containers

e comprehensive professional, patient caregivers, and child educational programs

e interventions at the point of dispensing

. | o Actig's-CHstatusCII status for Actig

This document provides details and implementation tactics for all elements of the Actig Risk
Management Program. No single element can provide the complete answer to reducing
risk. A lengthy series of events must occur in sequence before a risk event can occur, yet
any one of multiple RMP elements can intervene to interrupt the sequence and prevent the
risk event. Redundancy of program elements is one measure used to strengthen the
effectiveness of the RMP.

The purpose of the RMP is to ensure the safe use of this product. It is not intended that
any portions of this RMP should be used in a promotional context or used to promote Actig
in a manner inconsistent with the product label.

| The Risk-Management-PlanMP and all of its components wiHshould be fully operational at
the time of launch.

1.1—_ Key Messages for the RMP

There are several key messages repeated throughout the RMP, which are listed below. For
the balance of the document, these messages will be referenced simply as Child Safety,
Proper Patient Selection and Prevention of Diversion and Abuse messages.

e Child Safety Messages
. - Actig must be kept out of the reach of children

Actig Risk Management Program_(RMP)
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- Actig could be harmful or fatal to a child if accidentally ingested
. - Actig must be properly stored and handled
- Actig must be properly disposed of after use
- Healthcare professionals must counsel patients on child safety messages
- Accessible and easily understood directions on what to do in case of accidental
ingestion
¢ Proper Patient Selection Messages
- Definition of an opioid tolerant patient
- Actig is specifically contraindicated for use in opioid non-tolerant patients
- Actig is specifically contraindicated for use in acute/postoperative pain
- Directions on what to do in case of suspected overdose
- Actiq is specifically indicated solely for the treatment of breakthrough cancer
pain in chronic opioid tolerant cancer patients
e Prevention of Diversion and Abuse Messages
- Actig is a CII medication
- Actig is to be used only by the patient for whom it is dispensed
. - Actig may be habit forming

- Actiq requires appropriate disposal of unused medication

2.0 Product Definition

The Actig unit, containing dosages of fentanyl ranging from 200 to 1600 mcg per unit,
consists of a raspberry-flavored lozenge on a handle (see EigureAttachment 1). Actig |
provides median peak fentanyl blood levels in 20-40 minutes (range of 20-480 minutes)

when the unit is consumed over a 15-minute period and fentanyl is absorbed by a
combination of transmucosal and gastrointestinal absorption.

Concern has been raised that Actig may be perceived as a lollipop. Because of the design
of the Actiq unit and its drug delivery characteristics, steps will be taken in an effort to
minimize the risk of accidental poisoning, inappropriate use and diversion.

2.1— Actig Unit

The Actig unit consists of an opaque, white to off-white drug matrix that has been opacified
and colored to make it look less appealing to children. Its handle has been designed with a
“paddle” with a molded “Rx” in the center to identify it as a product for medical use.
Additionally, on the back side of the paddle the word “fentanyl” is clearly visible.

The Actig unit complies with current drug imprinting requirements (see 21 CFR §206.10,
. Imprinting of Solid Oral Dosage Form Products for Human Use). The handle carries

Actig Risk Management Program_(RMP)
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legible, laser-engraved product identification information (ie. microgram content of active

drug, product code, manufacturerAbbott logo, and “fentanyl”) in 9 point, charcoal-gray
. type on a pure white background. The laser-engraved imprint on the handle is intended to

provide immediate documentation of drug and dose in the event of an accidental poisoning.
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. | 2.2— Actiq Child-Resistant Pouch

Each Actig unit is individually sealed in its own child-resistant pouch. The Actig pouch is
made of a heavy, multi-layer laminated foil material and requires scissors to open. It meets
the specifications provided in the Poison Prevention Packaging Act. The child-resistant
testing was conducted in compliance with the Poison Prevention Packaging Act of 1970,
16 CFR §1700, cited in the Federal Register (Volume 38, No. 151, August 7, 1973). This
package passed the child resistance test protocol with a 99% effectiveness rating, exceeding
the 80% requirement.

Individual child-resistant packaging (one dosage unit in each pouch) is intended to
minimize exposure by limiting access to just one unit at a time.

The pouch is opaque. A child cannot see the unit when it is in its pouch. The pouch does
not resemble food or most candy wrappers.

The dosage strength of each unit is marked on each handle, and on the foil pouch and shelf
carton. The colors are a secondary aid in product identification.

Gray 200 mcg
Blue 400 mcg
Orange 600 mcg
Purple 800 mcg
. Green 1200 mcg
Burgundy 1600 mcg

The front of each pouch utilizes an icon to draw attention to warnings about child safety
and opioid tolerance, standard product identification information is also included on the

| front of the pouch_(see Attachment 2). The back of each pouch contains the same icon,
plain-language warnings about child safety and proper product storage, and a reminder to
read the Actig Patient Leaflet.

The front of each pouch contains the CII symbol, a “May be habit forming” warning, and
an “Rx only” warning.
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. 2.3— _Actiq Shelf Carton

The Actig shelf carton includes labeling messages targeting all three at-risk populations

asesAttachment 3). The shelf carton contains strong warnings prominently
and redundantly displayed on the front and back pharmacy label space on the back of the
shelf carton.

e The front of the shelf carton has a conspicuous icon calling attention to warnings
about child safety, and a reminder to read the Actig Patient Leaflet. There is also a
waming about appropriate patient selection.

e The right hand side of the back of the shelf carton contains a designated location for
the application of the pharmacy-dispensing label. A checklist for the pharmacist is
included in this space. The checklist reminds the pharmacist to make sure the
patient is already taking opioids chronically, to counsel the patient about child
safety, to encourage the patient to read the Actig Patient Leaflet,-and to discuss the
Actiqg Welcome Kit, and to counsel the patient about disposal of partially consumed
units.

. i i i t € acci n the left hand side of
the back of the shelf carton an icon calls attention to prominent warnings about child
safety, the need for appropriate patient selection (opioid tolerance), the importance
of appropriate disposal of partially consumed units,-and a reminder to read the Actig
Patient Leaflet:, and-Below-this-space-are prominent instructions on what to do in
case of an accidental exposure.

¢ On the top of the shelf carton is another reminder for the patient or caregiver to read
the Actig Patient Leaflet .

At the initiation of Actig therapy, it is recommended that physicians prescribe an initial
supply of six 200 mcg units. At each new dose of Actig during titration, it is recommended
that only six units of the next higher dose be prescribed to limit the potential for left over
units in the home.

The most prominent front panel warnings will be provided in Spanish in sticker form to
pharmacies upon request. As additional languages are identified, appropriate stickers will
be developed and distributed in a similar fashion.

Each shelf carton contains eight strips of three pouches, for a total of 24 pouches of a
single strength of Actig. The shelf carton represents approximately a ten day to two-week
supply of Actiq after the appropriate dose has been established via titration. Except for the
top panel, all printed panels of the shelf carton contain the CII symbol.

Actiq Risk Management Program_(RMP)
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. 2.4— Potential Partially Consumed Actiq Units

It is important to limit the availability of unused and partially consumed units in the home.
Warnings are placed on the shelf cartons to remind patients to properly dispose of partially
consumed units. The following steps will be taken to reduce the availability of unused and
partially consumed units by (1) the provision of multiple dosage strengths, (2) proportional
pricing, and (3) directions for-titration-and prescribing.

2.4.1— Multiple Dosage Strengths

Actig will be made available in six dosage strengths (200, 400, 600, 800, 1200, 1600 mcg
units) so that patients can be titrated to the unit strength which provides adequate relief with
acceptable side effects. The directions to both healthcare professionals and patients clearly

state that Actig dosage units are to be completely consumed.

I 2.4.2— Pricing

Pricing of Actig will provide proportionality on a per mcg basis. This pricing plan is an
attemnpt to minimize the economic incentive to partially consume an Actig unit and save the
remainder for a future breakthrough cancer pain episode, reducing the potential risk to
children.

‘ | 2.4.3— Prescribing Directions

As per the Actig titration instructions, the initial recommended prescription size is six units
of the 200 mcg dose. If a patient requires a higher dose, the titration instructions
recommend a second prescription of six units of the 400 mcg dose. This process of
prescribing six units of the next highest available dosage form is recommended until the
appropriate dose is found.

The package insert contains specific instructions recommending that physicians prescribe a
small quantity (6 units) for titration and/or dosage adjustment in an effort to minimize the
number of units in the home.

3.0 Labeling
3.1—_CII (Schedule II Classification)

The U.S. Drug Enforcement Administration places very specific controls on the storage,
distribution, accountability, prescribing and usage of scheduled products (see 21 CFR
§1301). Actig will be a CII product, consistent with other strong opioids such as fentanyl,
morphine, oxycodone, and hydromorphone-based products. CII is the most restrictive
classification available, and raises the overall level of vigilance and surveillance by all
parties involved with the product. These restrictions include:

e strongest tracking and controls throughout the distribution system (DEA Form 222

' required for all transactions)
19—~ C9%7 Actig Risk Management Program_(RMP)
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¢ 100%-drug-aceountability by-individual-countisrequiredstrict accountability of ‘

. finished units

e most stringent physical storage requirements

¢ no refills allowed, triplicate prescriptions may be required in some states

o registered pharmacist is required to ensurecheck for a legitimate medical purpose |
before dispensing

Aetig>sThe status of Actig as a CII product is the primary risk management element against |
the third potential risk event -- the potential for diversion and/or abuse. It is important to
note, however, that simply the fact that a product is CII raises the level of attention devoted

to the prescribing and dispensing of the product by all parties involved in the process and

that this is expected to also reduce the risk of accidental ingestion and prescribing for opioid
non-tolerant patients because of this heightened awareness.

3.2—_ Patient Leaflet |

A Patient Leaflet has been written for Actig, and threefour copies will be packaged in every
shelf carton (RMPsee Attachment 14). Extra copies will be broadly distributed for use by
physicians, nurses, pharmacists, caregivers, and patients. The leaflet will be included in
the Actiq Welcome Kit and in other direct to patient communication and educational
programs. It will be available in Spanish as well.

o The first page of the Actig Patient Leaflet contains a strong boxed warning and
. redundant child warning with graphics for emphasis.

o The Actig Patient Leaflet explicitly addresses, in plain language, preventing access
by children. These messages include:
- Child Safety messages
- safe storage instructions for whole and partially consumed units

- Disposal directions for used and unused units and a 1-800 number for
additional disposal assistance. Patients calling the 1-800 number will receive a
more personalized “walk through” of disposal instructions. If additional
assistance is required, callers will be referred to their local DEA office for
information.

e It contains emergency information on what should be done in case of accidental
ingestion by a child or any opioid non-tolerant person.
- aprompt to call 911 if the patient or child is not awake and alert

- aprompt to call +-8300-POISON-CONTROLPoison Control at 1-800-690-3924 |
if the patient or child is awake

- instructions for care of the patient or child who is having trouble breathing or
not breathing at all

¢ [t contains proper patient selection messages
+—Strong language has been used throughout the Actig Patient Leaflet. In all warning

. statements, the word “must” is used instead of the word “should.” The warning

Actig Risk Management Program_(RMP)
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language “can be harmful or fatal to a child” and “can cause injury or death in

. people who are not already taking prescription opioid-pain-medicines—-is-used-

e (narcotic) pain medicines...” is
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. 3.3 Package Insert

The Actig Package Insert (PI)fsee RMP-Attachment2]; clearly and explicitly

communicates messages about child safety, proper patient selection, and prevention of
diversion and abuse (see-RMP Attachment 3)5). These messages (see Attachment 6) are
important elements of the RMP. The PI highlights the serious risks associated with Actig
use and mandates that the healthcare professional must become involved in the process of
educating patients and home caregivers. The key elements in the PI include:

e Indication: Actig is indicated only for the management of breakthrough cancer pain
in patients with malignancies who are already receiving and who are tolerant to

opioid therapy for their underlying persistent cancer pain.

e Black box warnings, which are:

PHYSICIANS AND OTHER HEALTHCARE PROVIDERS MUST
BECOME FAMILIAR WITH THE IMPORTANT WARNINGS IN
THIS LABEL.

Actiq is indicated only for the management of breakthrough cancer
pain in patients with malignancies who are already receiving and
who_are tolerant to opioid therapy for their underlying persistent
cancer pain. Patients considered opioid tolerant are those who are taking at

least 60 60-mg morphine/day, 50 tmcg transdermal fentanyl/hour, or an
‘ equianalgesic dose of another opioid for a week or longer.

Because life-threatening hypoventilation could occur at any dose in patients not
taking chronic opiates, Actig is contraindicated in the management of acute or
postoperative pain. This product must not be used in opioid non-tolerant
patients.

Actiq is intended to be used only in the care of cancer patients and only by |
oncologists and pain specialists who are knowledgeable of and skilled in the use
of Schedule II opioids to treat cancer pain.

Patients and their care-givers must be instructed that Actiq

contains a medicine in an amount which can be fatal to a child.

Patients and their caregivers must be instructed to keep all units
out of the reach of children and to discard opened units properly.

¢ Titration instructions which minimize the number of units in the home
o Detailed safe home handling and storage
e Detailed instructions for disposal of used and unused units

e (I designation

4.0 Professional Medical Education

Actiq Risk Management Program_(RMP)
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Anesta and Abbott will work in conjunction with FDA (through the Office of Health

Affairs) in interfacing with licensing boards and professional associations on the
. development of and dissemination of educational materials related to Actig.

’ 4.1— Key Message Points

The education of physicians, nurses, pharmacists, caregivers and patients on the safe use
of Actiq is an integral part of the Actig Risk Management Program. These educational
messages are drawn directly from the Actig Package Insert. The key safety messages,
which have been described earlier in section 1.1 of this RMP, include:

e Child safety messages
¢ Proper patient selection messages

¢ Prevention of diversion and abuse messages

The educational programs for physicians, nurses, pharmacists, caregivers and patients will
also reinforce the following;:

e Process for titration to an effective dose

¢ Proper (total) consumption of the product
. e Proper storage and disposal of the product

e Efficacy and side effects of the product

e Basic Life Support training and potential for certain families to be trained in the
treatment of accidental narcotic overdose including antagonist therapy.

These key educational messages, primarily focusing on safety, will be provided to the
physicians, nurses and pharmacists through the communication vehicles, which are
discussed on the following pages.

4.2—_Breakthrough Cancer Pain Nursing Medical Education —
Monograph

This monograph is written by nurses who participated in the Actig clinical trials. It
contains specific information about breakthrough cancer pain and the Actig key safety
messages. It will be distributed via direct mail and the sales force. This publication has
also received Oncology Nursing Society CEU certification for 3.5 hours of continuing
education. This as well as all educational and promotional launch materials will be
submitted to and reviewed by FDA prior to use.

' 4.3—_ The Actiq Speakers Bureau / Medical Education Programs

Prior to product launch, Anesta and Abbott will formally train the following professionals
) on all aspects of Actig consistent with the package insert, particularly the RMP elements
‘ I (Attachment 26):

, Actiq Risk Management Program_(RMP)
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o Appreximatelyt least 50 prominent physician educators in pain management
. o Approximatelyt least SO prominent nurse educators in pain management

o Approximatelyt least 25 prominent pharmacist educators in pain management

These groups will then be called upon to educate their respective peers and patients via
presentations in local, state, regional, and national settings.

4.4— Publications

AR

witManuscripts will be submitted to peer-reviewed journals for consideration. They will
include messages that reinforce elements of this RMP. The publications
selectedmanuscripts selected for publication are those that combine a specific focus into the
key cancer pain management audience, as well as other healthcare groups who make up the
RMP target audience.

4.4.1— Broad-Based Publications

e Journal of the National Cancer Institute (circulation 10,000+)
e Joumal of Pain and Symptom Management (circulation 10,000)
o Journal of Clinical Oncology (circulation 20,000)
. e Anesthesia and Analgesia (circulation 5,000)
e Seminars in Oncology (circulation 10,000)
e Journal of Hospice and Palliative Care (circulation 3,000)
¢ Oncology Times (circulation 20,000)
e Cancer for the Clinician (circulation 10,000)

4.4.2—__Pharmaceutical Compendia

Pharmaceutical compendia will serve physicians, nurses, and pharmacists in several ways. |
The compendia regularly send out updates to inform about new products. The circulation
numbers for each of these publications, although proprietary, are believed to be greater than
50,000 per publication. Abbott and Anesta will have Actig listed in each of the following
well-known compendia:

e Physician’s Desk Reference (PDR)
e American Hospital Formulary Service (AHFS)

e Facts and Comparisons

In cases where material is excerpted from the Package Insert, Anesta will contact these
publications to request increased emphasis on the RMP elements.

Actiqg Risk Management Program_(RMP)
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4.4.3— Major Nursing Journals
‘ * American Journal of Nursing (circulation 250,000+)

e American Journal of Hospice and Palliative Care (circulation 100,000+)
¢ Nurse Practitioner (circulation 100,000+)

¢ Home Health Care Nurse (circulation 25,000+)

¢ Clinical Journal of Oncology Nursing (circulation 20,000+)

e Seminars in Oncology Nursing (circulation 6,000+)

e Oncology Nursing Forum (circulation 20,000+)

e RN Magazine (circulation 200,000+)

4.4.4— Cancer and Nursing Professional Society Newsletters

e The Oncology Nursing Society Newsletter

¢ Local ONS chapter newsletters

¢ Oncology Nursing Society computer mail announcements
e State board of nursing newsletters

e State Cancer Pain Initiative mailings

4.4.5— Major Pharmacy Journals

‘ e U.S. Pharmacist (circulation 100,000+)
e Drug Topics /Hospital Pharmacist’s Report (circulation 100,000+)
e Formulary (circulation 100,000+)
e Journal of the Association of Healthsystem Pharmacists (circulation 70,000+)
e Joumal of the American Pharmaceutical Association (circulation 48,000+)

e Joumal of Managed Care Pharmacy (circulation 40,000+)

l 4.4.6—_Pharmacy Newsletters (Print and Electronic)

Abbott and Anesta will incorperaterequest that the Actig key safety messages and new
product reviews be incorporated into the newsletters of various national, regional, state and
local pharmacy organizations including:

e The Pharmacist’s Letter (circulation - 100,000+)

¢ Chain drugstore newsletters and electronic updates

I - CVS- 4,000 stores
- RiteAid 3,000 stores
- Walgreens 2,200 stores
‘ e State board of pharmacy newsletters
' Actiq Risk Management Program_(RMP)
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4.5— Communication with DEA I
‘ Information on proper disposal of Actig will be provided to the DEA for use by their field
offices on an as requested basis. Background and training materials will be designed in
concert with the Office of Diversion Control, Policy Liaison at DEA headquarters and will
be distributed to all DEA field offices. l
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5.0 Actiq Launch Program

Actig will target a relatively small group of clinicians. The emphasis of the promotion will
be highly educational.

All educational and promotional launch materials will be submitted to and reviewed by FDA

Prior to use.
. Actiq Risk Management Program_(RMP)
| 19~ 105 FBA-Approved-Yerston—H/4/98ebruary 9, 1999
Highly Confidential - Attorneys' Eyes Only TEVA_CHI_00049353

P-11326 _ 00121



282819

CONEIDENTIAL
. 5.1—_Target Audience

The target physician audience for Actiq is a group of approximately 5,000 oncologists and
pain specialists, their nurses and office staff. These physicians are already using ClI
opioids to treat cancer pain, are generally knowledgeable about breakthrough cancer pain,
and should understand the appropriate use of Actig for opioid tolerant cancer patients.

Since the majority of Actig use is anticipated to be in the oncology outpatient setting, the
pharmacist will play an important gate keeping role in the Actig RMP by screening for
proper patient selection (opioid tolerant cancer patients only) and by providing information
on safe product use and handling to patients and caregivers.

Please note the entire universe of practicing oncologists, oncology nurses and pharmacists
will receive the key messages through some of the broad-based communication vehicles
described in the Professional Education section of this document.

5.2 TheActigq The Oncology Specialist (Abbott Sales
Organization)

Abbe&wiﬂ—plaeeappm*mm{ely%&ﬂmeﬁ&aq&pee&ahs&sovmmmatelv 40 full time
Oncology Specialists will be placed in the field to personally call on the target audience.
The AetigOncology Specialists will be the primary; day to day link to the physicians,
nurses and pharmacists who will be using the product. The AetigOncology Specialists will
play a key role in implementing the RMP.

Each AetigOncology Specialist must be certified on Actig via a rigorous product education |
. and sales training program. This program begins with four home-study modules, which

explicitly spell out the three groups of key safety messages. The home study modules are

followed by two weeks of in-house training at Abbott corporate headquarters and at least

one week of training in the field with a field trainer or seasoned field manager. This

program is designed to clearly communicate the key safety messages and Abbott

expectations regarding sales activity in the field. Importantly, Aeti¢Oncology Specialists |

will be tested prior to being certified to discuss Actig.

In the approximately 3 months between product approval and product availability, the
AetigOncology Specialists will personally call on 1,000 of the 2,000 pharmacies |
dispensing the largest volume of CII products. In these calls they will educate the

pharmacist on all safety issues and enlist their assistance as gatekeepers. The second group
of 1,000 high CII dispensing pharmacies will be called on by the AetigOncology Specialist |
in the first three months post product launch with the same messages.

Pharmacies not included in the initial target group will be offered opportunities to obtain
additional information through several elements of the Actig Risk Management Program,
including: Dear Pharmacist letter, pharmacy direct mail services, pharmacy journal
advertising, pharmacy newsletters, and pharmaceutical compendia. These programs will
alt provide access to the 1-800 number and website for additional information about Actig.
In addition, the group of pharmacies and health care practitioners serving rural areas will be
the target of a post approval commitment to better understand and meet their unique needs
through an educational outreach program.

Upon hiring, each Specialist will receive a letter outlining his responsibilities. This letter
will stress the requirement to limit the promotion of Actig to the approved indication,
discourage off-label use, direct the specialist to promote only to the target audiences,

‘ describe the serious consequences of violating this policy, and reinforce the three key
messages of the RMP. The letter must have FDA review and prior approval before issue.

Actig Risk Management Program_(RMP)
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| Moreover, the compensation program for AetigOncology Specialists will direct them to
‘ promote into only the target audience.

In their personal calls to physicians, nurses, and pharmacists, the Ae#ig¢Oncology Specialist
will demenstrateiscuss a variety of educational material which may include:

e Package insert and patient leaflet

e Acriqg safety video

e Actig CD-ROM programs for physicians, nurses, and pharmacists
e Actig Internet site

e Central 1-800 poison control number

e The Actig Welcome Kit

All materials will be submitted to and reviewed by FDA prior to use.

| 5.3—_ Detail Aids

Detail aids for Actig will emphasize the three key safety messages. To ensure consistent
attention to the key safety messages, all “leave behind” detail aids will also prominently
display the detail flag. This flag as well as all other promotional materials will be submitted
to and reviewed by FDA prior to use.

‘ 5.4— Direct Mail

All materials will be submitted to and reviewed by FDA prior to use.

5.4.1— Actiqg Professional Information Kit

Upon product launch, the target physician group will receive an Actig Information Kit
including: :

o Actiq Package Insert and Actig Patient Leaflet

e Actig Safety video designed for patients which covers
- child safety
- patient selection (opioid tolerance)
- titration
- storage
- disposal
- emergency care

e Information on accessing the 1-800 number, the Actig internet site and Physician
CD-ROM program all of which are designed to provide additional information

‘ ¢ Information on how to obtain the Actig Welcome Kit

Actiq Risk Management Program_(RMP)
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5.4.2— The Dear Doctor Letter

Upon product approval, a mass mailing to registered physicians in the U.S. will be
conducted. This letter will reinforce the three key messages (child safety, proper patient
selection and prevention of diversion and abuse) and encourage the appropriate physicians
to mail in an enclosed business reply card and/or to visit the Actig internet site for more
information. The letter must have FDA review and prior approval before issue.

5.4.3— The Dear Pharmacist Letter

Upon product approval, a mass mailing to registered pharmacists in the U.S. will be
conducted. The letter must have FDA review and prior approval before issue. This letter
will reinforce proper patient selection and child safety messages and encourage the
pharmacists to mail in the enclosed business reply card and/or visit the Actig internet site
for more detailed information.

5.4.4— Pharmacy Direct Mail Services ‘

Information to pharmacists using pharmacy direct mail services will prominently feature the
three key safety messages. All content will be submitted to and reviewed by FDA
(DDMAC) prior to use.

‘ 5.5— Multimedia Programs I

All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

5.5.1—_Actig CD-ROM Program '

A CD-ROM will be developed and made available to all Actig target audiences. It will
include discussions of child safety, proper patient selection, prevention of diversion and
abuse, appropriate product usage, product handling, storage, and disposal. A detailed
schematic of the separate CD-ROM programs for physicians, nurses, and pharmacists is
presented in-RME Attachment 47. This program will be available via mass direct mail, the
AetigOncololgy Specialist and the Actig intemet site.

5.5.2— Actiq Internet Site

An Actig internet site will be made available to all Actig target audiences. This will include
discussions of child safety, proper patient selection, prevention of diversion and abuse,
appropriate product usage, product handling, storage, and disposal. Sections will be
targeted at physicians, nurses, pharmacists, patients and caregivers.

5.5.3—_Emergency 911 |

Actig Risk Management Program_(RMP)
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| This number will be prominently featured in all patient education-and-prometienal
materials. Patients and caregivers will be instructed to call this number if Actig has been
" | inappropriately consumed and the patient-er-ehilderson (eg, a child) is not awake and alert
or is breathing slowly.

| 5.5.4— Central 1-800 Poison Control Number

A single 1-800 telephone number will be established at the Rocky Mountain Poison Control
Center to receive all US emergency calls for Actig. Having a central number allows for a
focused, well-trained staff to be able to deliver a consistent message to patients and
caregivers. It also provides for a near real-time surveillance of all poison control calls and
an opportunity for timely analysis of any trends. This number will be prominently featured

| in al-patienteducation-and-promepatient educational materials. Patients and caregivers will
be instructed to call this number if Actig has been inappropriately consumed, and the

I patienterson (eg, a child) is awake and alert.

6.0 Patient and Caregiver Education

| 6.1—_ The Actig Welcome Kit

Upon launch, the 5,000 target oncologists and pain specialists will receive a supply of the
Actig Welcome Kit. The Actig Welcome Kit will include the following items:

¢ Child Safety Lock - a-magnetie lock to secure almost any existing household cabinet
or drawer for the storage of Actig and other medications (Figure-SAttachment 8).

e Secure Personal Container - a lockable pouch with a waistband (a fanny pack) will
‘ be provided so the patient can safely and conveniently store a day or two supply of
Actig. This pouch can be secured directly to the patient or to patient’s bed or chair

, (Eigure-6Attachment 9).

e Child-Resistant Temporary Storage Container - an opaque container featuring easy-
entry, but child-resistant removal. A warning decal will be attached to the outside
of each container. This bottle will fit into the secure personal container (fanny
pack) and will be used to secure completely and/or partially used Actig units
(should they exist) until the patient or caregiver can properly dispose of them
(Figure-FAttachment 10). Temporary storage containers will be available at the
point of dispensing whenever and wherever Actiq is dispensed.

¢ Patient Leaflet

e Home Warning Stickers and Magnet (detail in section 6.3)
e Children’s Booklet (detail in section 6.4)

¢ Emergency treatment information

e A brightly colored flyer with a special alert to families with young children
All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

Every Actig patient will receive a free Welcome Kit from his or her physician or via a 1-800
number. The kit and ordering information for it are described in the Patient Leaflet. Target
| pharmacists will be given an Actig Welcome Kit by an AetigOncology Specialist and
. briefed on how patients can obtain them.
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Several components of the Welcome Kit--the Patient Leaflet and the Child Safety booklet --

will be available in Spanish, and will be distributed in those geographical areas with high
. Hispanic populations. These will be available on request through the 1-800 number.
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. 6.2—_Patient Oriented Actiq Safety Video

A detailed patient oriented safety video will be made available to practitioners and patients
to communicate the following messages:

e Child safety messages

e Proper patient selection messages

e Product storage and handling in the home
e Product titration

e Product disposal

¢ Emergency instructions

This video will be mailed to the offices of the target physicians and will also be available to
physicians and patients through the AefigOncology Specialist or 1-800 number. This video |
will be available in either English or Spanish.

All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

6.3— Home Warning Sticker / Refrigerator Magnet ’

An Actiq specific home warning sticker and refrigerator magnet will be distributed to all

. Actiq patients through the Actig Welcome Kit. This sticker/magnet is to be placed around
the home in high visibility areas and on the telephone. They will provide warnings for
child safety and proper patient selection and contain emergency instructions for calling 911
and the central 1-800 poison control number.

6.4— Children’s Booklet |

A child-friendly booklet designed by the National SAFEKIDS Campaign in collaboration
with the chairperson of the public education committee of the American Association of
Poison Control Centers, Gail Banach, M.S.Ed., to be read and to be understood by
younger children will be distributed. This book has been developed at a 2nd to 3rd4th
grade reading level. Older children may read it on their own. The primary goal of this -
booklet is to educate children on safe handling of all medicines including Actig. The
booklet will use simplistic language, realistic graphics and will be interactive to maximize
the child’s learning. This booklet will be made available in English or Spanish in the Actig
Welcome Kit and in the offices of all target physicians and pharmacists.

All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

7.0 Point Of Dispensing Interventions

The following activities will be implemented at the Actig points of dispensing. Product
samples will not be made available.

Actiq Risk Management Program_(RMP)
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. 7.1—_Pharmacy Software Systems - Precaution Software

In order to prompt the pharmacist to inquire about the presence of children in the home and
to verify opioid tolerance of the patient, Actiq-warnings-will-be-placed-m-thevendors of
major commercial pharmacy precaution software will be asked to place Actig warnings in
their systems being used in the U.S. and its territories. Participating software systems will
cover approximately 90% of the data systems in the U.S. pharmacy market.

Examples of pharmacisty warning screens and electronically produced patient information
sheets are provided as Attachment 511.

7.2—_The Actig Welcome Kit

This kit (previously described) will be personally presented to all targeted retail pharmacies

| by an AetigOncology Specialist and will be made available to any pharmacist upon request.
The pharmacist will be encouraged to explain to the patient how they can obtain a free Actig
Welcome Kit, if they do not already have one, either directly from their physician or via a
1-8%0 number. Directions to obtain the Actig Welcome Kit are also provided in the Patient
Leaflet.

In addition to being enclosed in each Actig shelf carton, the Patient Leaflet will be
distributed in quantity to all target pharmacists by the Abbott AetigOncology Specialists and
be made available to any pharmacist upon request. The package (eg. back panel of shelf
carton) and the computer program screen will prompt the pharmacist to go over the Actig
Patient Leaflet with every new Actig patient. The Patient Leaflet will also be provided in
| the Actig Welcome Kit. Where possible (e-g-g, the Actig Interet site and CD-ROM), the
‘ Actig Patient Leaflet will be made available electronically.

| 7.3—_Temporary Storage Container

Temporary storage containers will be available at the point of dispensing whenever and
wherever Actig is dispensed.

8.0 Surveillance Goals And Activities

The goals of the Actig Surveillance and Monitoring Program are to:

¢ determine the effectiveness of the Actig Risk Management Program by monitoring
the potential incidence and outcome of child accidental ingestion, potential product
use among opioid non-tolerant populations, off-label use, and possible diversion
and abuse

¢ trigger intervention when problems are discovered

e make modifications to the Actig Risk Management Program to improve its
effectiveness

The following pages summarize the various means by which Actig use and safety data will

be collated and analyzed. (In the event that any of these pharmacy organizations are unable

to participate in this program, Abbott/Anesta will commit to substituting another potential
' supplier to broaden our sample in a timely manner.)
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8.1—_Direct Patient Feedback

. 8.1.1— Chain Pharmacy Call Back System

A call back system will be used to directly query Actig patients. Under this program,
patients who receive an Actig prescription at a participating pharmacy will receive a follow-
up phone call by a company pharmacist. During this call, the following information will be
collected:

e Did the patient receive an Actig Welcome Kit?

e Was the patient already on a strong opioid when they received the Actig
prescription?

e Was the patient or caregiver provided with the appropriate safety messages?
e  What titration process has been used to this point?

e Are there any children in the home or with access to the home?

e How is the patient or caregiver storing and disposing of the product?

¢ Provide a child safety reminder.

The partners included in this system include RiteAid, Eckerd, Walgreens, and the Merck
Medco system. This program will capture real time trends of inappropriate patient selection
and child safety issues during the first year of sales, interviewing up to 1,000 patients per
chain who fill Actig prescriptions in each of these pharmacies.

. This program will provide timely and specific data on actual patients in a significant,
geographically distributed population sample as Walgreen, RiteAid and Eckerd stores are
well-distributed throughout the country, and the Merck Medco mail order system is one of
the largest in the U.S.

After the first year of the call back programs, the firm and the FDA may agree to
discontinue the call back programs if it can be established that there is no longer a need.

8.2— Prescription Monitoring
8.2.1—_IMS Xponent

Prescription data will be routinely monitored. The source of this data will be IMS
Xponent, the largest sample available of Actig prescriptions, segmented by physician
specialty to determine prescribing trends. The IMS Xponent data sample represents
prescriptions from over one million prescribers and over 35,000 retail pharmacies.
Additionally, IMS Xponent captures 60 million mail order prescriptions per year. This-data
providesese data provide the prescriber’s name, the physician specialty and zip code. |
Thisese data will be analyzed by comparing the proportion of prescriptions being written by
specialties such as hematologists/oncologists (appropriate patient selection) to usage by
specialties such as surgeons (inappropriate patient selection). Abbott will receive IMS
Xponent data 28 days after the end of each month. Therefore, data will be between 28-58
days current.
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. I 8.2.2— IMS National Disease and Therapeutic Index

National prescription data segmented by physician specialty and by indication from IMS
National Disease and Therapeutic Index (NDTI) will be analyzed. An example of an NDTI

| data sheet is attached as RMP(see Attachment 612). These data will be reported to the
FDA on a quarterly basis as described in section 10.0.

I 8.2.3— Wholesaler Data

Per the FDA'’s previous agreement with Abbott Laboratories, Actig will not be sold directly
to retail pharmacy outlets, but will be sold only to DEA hospital and distribution
registrants.

from-drug-whelesalers. This information will be shared with the AetigOncology Specialist.
The Aet-thncology Specialist will follow-up with these pharmacies to ensure that they are

‘ Through-its-chargebaeksystem-Abbott will receive information on retail pharmacy sales
employing the “Point of Dispensing” interventions described previously.

Additionally, every two months an Abbott Trade Sales Specialist (wholesaler
representatlve) w1ll call on the h1gh volume Acth wholesalers This person w1ll rem#efee

pharmacies which need to be added to the list. Information from the Abbott Trade
Specialists’ meetings with wholesalers will be shared with the AetigOncology Specialists
for follow-up.

‘ The sponsor will monitor for compliance to the RMP “Point of Dispensing” and report
violations to the FDA quarterly along with any interventions made as a result.

8.3— _Adverse Events
8.3.1—_Abbott Standard Operating Procedure

Abbott has established specific procedures to respond to serious adverse events, which
may be associated with Actig.

A toll-free number will be staffed to receive adverse event reports. This system can be
accessed 24 hours a day. Reports can be logged by clinicians, pharmacists, home
caregivers, patients, sales representatives or others. All reports are logged into a computer
database and investigated.

| Alserious-eventsny adverse event, as defined by current federal regulations, receives
immediate investigation and follow-up by Abbott. The details of this procedure are
summarized below.

a) The incident report is reviewed by

phan-is-developan investigation team, and an investigation is initiat ed ThlS group
remains responsible for oversight of the process and for briefing senior

management as the investigation proceeds.

b) Ad-ivestigation-teatiris-assigned-and eontactmade-withThe medical experience

. analyst assigned contacts the reporting entity as soon as possible. On-site
investigation is implemented if deemed necessary.
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¢ medical investigation conclusions are discussed with Anesta to
determine reportability.

8.3.2— Special Safety Commitments

Reports of all serious adverse events to the FDA will be made in accordance with
current Federal Regulations. Based on an agreement between FDA and the sponsor,
the following type of adverse experiences will also be reported to the FDA within 15
days: ‘

e Any unintended pediatric exposure, whether or not serious and whether or not
unexpected, will be processed and reported to the FDA as a “15 day Alert.”

e Any serious adverse drug experience which is determined to occur in the
context of diversion (e-g, use by an individual other than for whom it was [
prescribed), whether or not the experience is unexpected, will be processed and
reported to the FDA as a “15 day Alert.”

e Any serious adverse drug experience which is determined to occur in the
context of “off label use” (i-e-e, that is used outside of the approved indication
for Actig) whether or not the experiences is unexpected, will be processed and
reported to the FDA as a “15 day Alert.”

. Definitions of “serious adverse drug experiences,” “adverse drug experience,”
“unexpected adverse drug experiences,” and “15-day Alert report ,” are stated in 21
CFR §314.80. These Special Safety commitments are in addition to the requirement
for reporting of adverse experiences set down in 21 CFR §314.80. The above apply to
reports from any source (e-g-g, call-in, literature, poison control centers, etc).

29 46

8.3.3—_Literature Monitoring

In addition to specific event reporting, Abbott maintains a system to monitor the literature
for adverse events. This review is conducted monthly or at the time a specific literature
citation is reported. Any significant findings will be included in the quarterly report (as per
21 CFR §314.80).

8.4—_Poisoning and Overdose I

Quarterly reports to FDA will include poison information, trends, and interventions derived
from the following sources:

8.4.1— Central 1-800 Poison Control Number |

A single 1-800 telephone number will be established to receive emergency calls when Actig
has potentially been accidentally ingested and the patient or child is awake and alert. This
. system allows a near real time surveillance of all poison control calls. This number will be
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highly publicized in all patient education materials. Any significant findings will be
. included in the quarterly report (as per 21 CFR §314.80).
Actiq Risk Management Program_(RMP)
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8.4.2 —Texie-Kxposures, Toxic Exposure Surveillance System
[ (TESS)

TESSoxic Exposure Surveillance System (TESS) reports all contacts with U.S. Poison
Control Centers. This database will be monitored for Actig exposures. Thisese data isare
available once yearly and will be included in the analysis for FDA quarterly reports.

8.5—_ Abuse

Quarterly reports to FDA will include information, trends, and interventions derived from
the following sources:

8.5.1— Routine Abbott Interaction with DEA

Abbott Laboratories Corporate Regulatory Affairs maintains a proactive program to identify
possible product diversion. Abbott routinely visits DEA District offices with jurisdiction
over Abbott distribution facilities to review information on the potential “street use” of
Abbott products. In addition, an interactive relatlonshlp has been developed so that Abbott
is alerted to specific instances. A

with-thebbott will cooperate with DEA and state drug control authorities” investigations. as

requested.

8.5.2— Abbott Exceptions System

. Actig will be added to Abbott’s exception reporting system to the DEA. Under this system,
any orders that exceed the norm by two or more standard deviations are reported to the
DEA for follow-up and investigation.

8.5.3— Drug Abuse Warning Network (DAWN)

The Drug Abuse Warning Network (DAWN) is an ongoing national survey of non-federal, |
short-stay general hospitals that have a 24-hour emergency department (ED). A
representative sample of these hospital EDs submit data, and national estimates of ED drug
episodes or drug mentions are generated for all such hospitals. The DAWN system also
collects data on drug-related deaths from a nonrandom sample of medical examiners located
in 41 metropolitan areas. The Substance Abuse and Mental Health Services Administration
(SAMHSA) division of the Department of Health and Human Services (DHHS) supports
DAWN. This database will also be monitored to identify issues which have not surfaced
through standard DEA interactions.

8.5.4— State Drug Control Authorities or State Boards of
Pharmacy

Reports of diversion or abuse received from state drug control authorities will be
investigated and submitted to the FDA as part of the quarterly report.
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. | 8.6—_ Promotional Message Audit

Promotional message testing at six month intervals following product launch will be

| conducted to ensure that Ae#gOncology Specialists are accurately delivering the key safety
messages. This will be accomplished via telephone interviews or paper questionnaires with
physicians that are prescribing Actig and have been called on by the Aetig-sOncology
Specialist. Where necessary, sales representatives will be re-trained and/or disciplined to
ensure compliance with the targeted, focused launch/promotional plan.

9.0 Intervention
9.1—_Off-Label Usage
9.1.1— Individual Prescribers

Whenever a problem of off-label usage becomes known and individual prescribers are
identified, the following activities will take place:

1) Aletter from Abbott’s Medical Department will be sent to all identified prescribers
to emphasize the approved indication and appropriate patient selection. The letter
| must have FDA revistersew and approval before it is issued.

2) Prescribing patterns will be monitored for the physicians in question. If a problem
| persists, an AetigOncology Specialist will visit the physician/s to gather information
‘ and remind them of appropriate prescribing of Actig.

I 9.1.2—Groups of Prescribers

If groups of physicians (such as a particular specialty) are identified as having prescribed
Actig inappropriately, and these prescriptions represent potential off-label usage greater
than 15% of total quarterly Actig prescriptions, Abbott will contact the appropriate

| professional society (i-e-¢, American College of Surgeons, American Society of
Anesthesiologists). This letter will outline prescribing concerns and offer to implement an
educational program in conjunction with the professional society in a national setting.

Prescribing patterns will be monitored for the physician groups in question and should the

| level continue to exceed 15% of total Actig prescriptions for 2two additional quarters, an
aggressive educational program will be initiated by mail clearly warning of the potential
liabilities of prescribing Actig to inappropriate patient populations.

9.2—_Accidental Ingestion

In the event of a-serious-child-poisening-repertn unintended pediatric exposure, Abbott will
initiate their standard operating procedure for adverse events detailed in section 8.3.1 of

this RMP. L
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10.0 FDA Reporting

Adverse drug experiences will be reported in accordance with 21 CFR §314.80, with the
additional commitment that unintended pediatric exposures, and any serious adverse events
and deaths associated with diversion or off-label use will be handled and processed as 15-
day “AdertReperis=Alert reports (see Section 8.3.2, Special Safety Comnntments) In
addmon to the reporting requirements of 21 CFR §3 14.80(c), these =

15-day Alert reports will be sent to the
Division of Prescription Drug Compliance and Surveillance (HFD-330) and the Division of
Anesthetic, Critical Care, and Addiction Drug Products.

kAl

Anesta/Abbott will provide a quarterly report to the FDA compiled from all data collected
by the methods described under the Actig Surveillance and Monitoring Program and
Interventions (see Sections 8.0 and 9.0 of this document). This report will describe and
provide data on any concerns for child safety, diversion, and off-label usage.
Anesta/Abbott will also describe any trends and associated interventions made as a result of
concerns raised and will also describe any proposed changes to the Actig Risk Management
Plan. This report will be provided as part of the Actig quarterly report to the NDA during
the first year of marketing. The sponsor and FDA will then determine requirements for
further reports and their frequency after the first year of marketing. These reports will be
cumulative and contain current reports and identified safety trends.
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. List of Attachments

SDosage Unit (example: 200 mcg)

2 Labeling - Foil Pouch (example: 400 mcg)

3 Labeling - Shelf Carton (example: 400 mcg)

4 Actig Patient I eaflet

5 Actig Package Insert

6 Elements of RMP to be Included in Speaker Bureau Training

7 Actig CD-ROM Schematic
8 Child Safety Lock

. 9 Secure Personal Container (ie, “fanny pack™)

10 Child-resistant Temporary Storage Container

11 Pharmacy Computer Warning screens
| 612 IMS National Disease and Therapeutic Index example page
| 7 IncidentT l .
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1
2
3
4 Actiq®
5 (oral transmucosal fentanyl citrate)
6
7
Risk Management Program
9
10 (Eebraary-O-b- OO e 28 Apoyst 12001
11
12
13
14
15 NDA Number: 20-747
16
17
18
19
20
21 Sponsor:
22
23 Anesta Corp.,
24 a Subsidiary of
25 Cephalon. Inc.
26 e s e Bast-Shia
27 Prpisgy-frSntbe-GH0
28 bbb g
29 BGH-505-1405
30 145 Brandywine Parkway
31 West Chester, PA 19380
32
33
34 Marketing Partnes:
35
36 Adbbott-baberatories
37 Feospitabdiadpete-bivison
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1.0 Introduction

The Actig Risk Management Program (RMP) has been designed to address three key
potential risk situations:

1. accidental ingestion of Actig by children

2. improper patient selection (prescriptions to and usage by opioid non-tolerant
patients)

3. diversion or abuse

Anesta-Corp—and-Abbet-Laborateries-Anesta Corporation, a sSubsidiary of Cephalon

Inc, kave-hass designed and developed a comprehensive program with the primary goal of
making every reasonable effort to reduce the risk of potential untoward events in the
unintended populations to the extent possible. This program includes the following:

e strong labeling for professionals, patients and caregivers

e product specific design features to increase child safety

e redundant child-resistant packaging and storage containers

e comprehensive professional, patient caregivers, and child educational programs
e interventions at the point of dispensing

e ClI status for Actig

This document provides details and implementation tactics for all elements of the Actig
Risk Management Program. No single element can provide the complete answer to
reducing risk. A lengthy series of events must occur in sequence before a risk event can
occur, yet any one of multiple RMP elements can intervene to interrupt the sequence and
prevent the risk event. Redundancy of program elements is one measure used to
strengthen the effectiveness of the RMP.

The purpose of the RMP is to ensure the safe use of this product. It is not intended that -
any portions of this RMP should be used in a promotional context or used to promote
Actiq in a manner inconsistent with the product label.

The RMP and all of its components should be fully operational at the time of launch.
1.1 Key Messages for the RMP ‘

There are several key messages repeated throughout the RMP, which are listed below.
For the balance of the document, these messages will be referenced simply as Child
Safety, Proper Patient Selection and Prevention of Diversion and Abuse messages.

Actig Risk Management Program (RMP)
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e Child Safety Messages

Actig must be kept out of the reach of children

Actig could be harmful or fatal to a child if accidentally ingested

Actig must be properly stored and handled

Actig must be properly disposed of after use

Healthcare professionals must counsel patients on child safety messages

Accessible and easily understood directions on what to do in case of
accidental ingestion

e Proper Patient Selection Messages

Definition of an opioid tolerant patient

Actiq is specifically contraindicated for use in opioid non-tolerant patients
Actiq s specifically contraindicated for use in acute/postoperative pain
Directions on what to do in case of suspected overdose

Actiq is specifically indicated solely for the treatment of breakthrough cancer
pain in chronic opioid tolerant cancer patients

e Prevention of Diversion and Abuse Messages

Actiq is a CIl medication
Actiq is to be used only by the patient for whom it is dispensed
Actig may be habit forming

Actiq requires appropriate disposal of unused medication

2.0 Product Definition

The Actiq unit, containing dosages of fentanyl ranging from 200 to 1600 mcg per unit,
consists of a saspberry-flavored lozenge on a handle (see Attachment 1). Actiq provides
median peak fentanyl blood levels in 20-40 minutes (range of 20-480 minutes) when the
unit is consumed over a 15-minute period and fentanyl is absorbed by a combination of
transmucosal and gastrointestinal absorption.

Concern has been raised that Actig may be perceived as a lollipop. Because of the design
of the Actiq unit and its drug delivery characteristics, steps will be taken in an effort to
minimize the risk of accidental poisoning, inappropriate use and diversion.

Actig Risk Management Program (RMP)
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2.1  Actiq Unit

The Actig unit consists of an opaque, white to off-white solid drug matrix that g ppears

medicinal h&&bee&epae}ﬁeéraﬁéeak%eﬁkto make it look less appeallng to chlldren

%ﬁ%aﬁﬂi—fs—eleﬁf}y—ws&%}& The sohd dmg matrix and the tag at the end of the handle

wit-indicate the dosage strength. The handle tag is intended to provide immediate
documentation of drug and dose in the event of an accidental poisoning. A vellow

triangle icon is also imprinted on the handle tag as a reminder of the child safety
precautions.

The Actiq unit complies with current drug imprinting requirements (see 21 CFR §206.10,
Imprlntlng of Sohd Oral Dosage Form Products for Human Use) :Fhehaﬂé%e%ames-

2.2 Actiq Child-Resistant Blister PouchPackage

Each Actiq unit is individually sealed in its own child-resistant -peuehblister package.

Th An'%yul}'sw\ld th YFMHI 1nmv11-(1p‘xr\‘i'r ! ,I'I‘hlsbhster

package is made of thick PVC/A-aclar blister packaging material with a strongly sealed
foil-/paper lidding that requires scissors to open. It meets the specifications provided in
the Poison Prevention Packaging Act. The child-resistant testing was conducted in
compliance with the Poison Prevention Packaging Act of 1970, 16 CFR §1700, cited in
the Federal Register (Volume 38, No. 151, August 7, 1973). This package passed the
child resistance test protocol with a 92100% effectiveness rating, exceeding the 80% |
requirement.

Individual child-resistant packaging (one dosage unit in each -peuehblister package) is |
intended to minimize exposure by limiting access to just one unit at a time.

The peueh-blister package 1s opaque-_so that—A- a child cannot see the unit when it is in #s
the peuekblister package. The peweh-blister package does not resemble food or srest-
candy wrappers.

Actig Risk Management Program (RMP)
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The dosage strength of each unit is marked on the solid drug matrix, on each handle tag,
on the blister package and on the feth-peneh-and-shelf carton._The handle tags. blister

packages and cartons have colored markings that-that Fhe-eslors-are a secondary aid in

product identification.

Gray 200 mcg
Blue 400 mcg
Orange 600 mcg
Purple 800 mcg
Green 1200 mcg

Burgundy 1600 mcg

The frent-efeach-poueh-blister package utilizes an icon to draw attention to warnings
about child safety and opioid tolerance: and standard product identification information,

h—&%&e&fﬂaé@d—@&%he—ﬁteﬂ—eﬁhe—@etﬁh—(see Attachment 2) +he-baek-ot-each-ponch

S%@F&g%ﬂdﬁ&t also contams a remlnder to read the Acth Patlent Leaﬂet

In addition the blister package label Fhe-front-of-each-poueh-contains the CII symbol, a

“May be habit forming” warning, and an “Rx only” warning.

2.3  Actiq Shelf Carton

The Actig shelf carton includes labeling messages targeting all three at-risk populations
(Attachment 3). The shelf carton contains strong warnings prominently and redundantly
displayed on the front and back pharmacy label space on the back of the shelf carton.

The front of the shelf carton has a conspicuous icon calling attention to warnings
about child safety, and a reminder to read the Actig Patient Leaflet. There is also a
warning about appropriate patient selection.

The right-hand-side-ef-the-back of the shelf carton contains-a-desicnated-tocation-
for-the-application-of-the-pharmasy-dispensing-label: -A-a checklist for the
pharmacist, is-retudedin-this-space—The checklist reminds the pharmacist to
make sure the patient is already taking opioids chronically, to counsel the patient
about child safety, to encourage the patient to read the Actig Patient Leaflet, to
discuss the Actig Welcome Kit, and to counsel the patient about disposal of
partially consumed units.

On the left hand side of the back of the shelf carton an icon calls attention to
prominent warnings about child safety, the need for appropriate patient selection
(opioid tolerance), the importance of appropriate disposal of partially consumed
units, a reminder to read the Actig Patient Leaflet, and prominent instructions on
what to do in case of an accidental exposure.

Actig Risk Management Program (RMP)
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350

351 ¢ On the top of the shelf carton is another reminder for the patient or caregiver to
352 read the Actig Patient Leaflet .

353

354  Attheinitiation of Acfig therapy, it is recommended that physicians prescribe an initial
355  supply of six 200 mcg units. At each new dose of Actigq during titration, it is

356  recommended that only six units of the next higher dose be prescribed to limit the

357  potential for left over units in the home.

358

359  The most prominent front panel warnings will be provided in Spanish in sticker form to
360 pharmacies upon request. As additional languages are identified, appropriate stickers will
361  be developed and distributed in a similar fashion.

362

363  Each shelf carton contains eteht-ten strips of three -peuehesblister packages, for a total of
364  24-peuehes-30 blister packages of a single strength of Actig. Each carton will also

365 include five patient leaflets and one package insert. The shelf carton represents

366  approximately a ten day to two-week supply of Actiq after the appropriate dose has been
367  established via titration. Except for the top panel, all printed panels of the shelf carton
368  contain the CII symbol. |
369

370 2.4  Potential Partially Consumed Actiq Units

371

372 ltis important to limit the availability of unused and partially consumed units in the

373  home. Warnings are placed on the shelf cartons to remind patients to properly dispose of
374  partially consumed units. The following steps will be taken to reduce the availability of
375  unused and partially consumed units by (1) the provision of multiple dosage strengths, (2)
376  proportional pricing, and (3) directions for prescribing.

377 2.4.1 Multiple Dosage Strengths

378

379  Actiq wit-be-is made available in six dosage strengths (200, 400, 600, 800, 1200, 1600 |
380  mcgunits) so that patients can be titrated to the unit strength which provides adequate

381 relief with acceptable side effects. The directions to both healthcare professionals and

382  patients clearly state that Actig dosage units are (o be completely consumed.

383 2.42  Pricing

384

385  Pricing of Actig will provide proportionality on a per mcg basis. This pricing plan is an
386  attempt to minimize the economic incentive to partially consume an Actig unit and save
387  the remainder for a future breakthrough cancer pain episode, reducing the potential risk to
388  children.

Actig Risk Management Program (RMP)
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2.4.3  Prescribing Directions

As per the Actiq titration instructions, the initial recommended prescription size 1s six
units of the 200 mcg dose. If a patient requires a higher dose, the titration instructions
recommend a second prescription of six units of the 400 mcg dose. This process of
prescribing six units of the next highest available dosage form is recommended until the
appropriate dose is found.

The package insert contains specific instructions recommending that physicians prescribe
a small quantity (6 units) for titration and/or dosage adjustment in an effort to minimize
the number of units in the home.

3.0 Labeling

3.1 CII (Schedule II Classification)

The U.S. Drug Enforcement Administration places very specific controls on the storage,
distribution, accountability, prescribing and usage of scheduled products (see 21 CFR
§1301). Actig will be a CII product, consistent with other strong opioids such as fentanyl,
morphine, oxycodone, and hydromorphone-based products. CII is the most restrictive
classification available, and raises the overall level of vigilance and surveillance by all
parties involved with the product. These restrictions include:

e strongest tracking and controls throughout the distribution system (DEA Form
222 required for all transactions)

e strict accountability of finished units

e most stringent physical storage requirements

e no refills allowed, triplicate prescriptions may be required in some states

e registered pharmacist is required to check for a legitimate medical purpose before

dispensing

The status of Actig as a CII product is the primary risk management element against the
third potential risk event -- the potential for diversion and/or abuse. It is important to
note, however, that simply the fact that a product is Cll raises the level of attention
devoted to the prescribing and dispensing of the product by all parties involved in the
process and that this is expected to also reduce the risk of accidental ingestion and
prescribing for opioid non-tolerant patients because of this heightened awareness.

3.2 Patient Leaflet

Actig Risk Management Program (RMP)
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426 A Patient Leaflet has been written for Actig, and feusfive copies will be packaged in |
427  every shelf carton (see Attachment 4). Extra copies will be broadly distributed for use by
428  physicians, nurses, pharmacists, caregivers, and patients. The leaflet will be included in
429  the Actig Welcome Kit and in other direct to patient communication and educational

430  programs. It will be available in Spanish as well.

431 e The first page of the Actiq Patient Leaflet contains a strong boxed warning and
432 redundant child warning with graphics for emphasis.

433 e The Actig Patient Leaflet explicitly addresses, in plain language, preventing access
434 by children. These messages include:

435 - Child Safety messages

436 - safe storage instructions for whole and partially consumed units

437 - Disposal directions for used and unused units and a 1-800 number for

438 additional disposal assistance. Patients calling the 1-800 number will receive
439 a more personalized “walk through” of -disposal instructions. If additional |
440 assistance is required, callers will be referred to their local DEA office for

441 information.

442 ¢ It contains emergency information on what should be done in case of accidental
443 ingestion by a child or any opioid non-tolerant person.

444 - aprompt to call 911 if the patient or child is not awake and alert

445 - aprompt to call Poison Control ¢at 1-800-690-3924-number-is-provided) if the |
446 patient or child is awake

447 - instructions for care of the patient or child who is having trouble breathing or
448 not breathing at all

449 e It contains proper patient selection messages

450 e Strong language has been used throughout the Actig Patient Leaflet. In all

451 warning statements, the word “must” is used instead of the word “should.” The
452 warning language “can be harmful or fatal to a child” and “can cause injury or

453 death in people who are not already taking prescription opioid (narcotic) pain

454 medicines...” 1s used.

455 3.3 Package Insert

456

457  The Actiq Package Insert (PI) clearly and explicitly communicates messages about child
458  safety, proper patient selection, and prevention of diversion and abuse (see Attachment
459 5). These messages (see Attachment 6) are important elements of the RMP. The PI
460  highlights the serious risks associated with Actig use and mandates that the healthcare
461  professional must become involved in the process of educating patients and home

462  caregivers. The key elements in the Pl include:

Actig Risk Management Program (RMP)
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463 ¢ Indication: Actiq is indicated only for the management of breakthrough cancer
464 pain in patients with malignancies who are already receiving and who are tolerant
465 to opioid therapy for their underlying persistent cancer pain.

466 e Black box warnings, which are:

467

468 PHYSICIANS AND OTHER HEALTHCARE PROVIDERS MUST
469 BECOME FAMILIAR WITH THE IMPORTANT WARNINGS IN
470 THIS LABEL.

471 Actiq is indicated only for the management of breakthrough cancer pain
472 in patients with malignancies who are already receiving and who are
473 tolerant to opioid therapy for their underlying persistent cancer pain.
474 Patients considered opioid tolerant are those who are taking at least 60 mg
475 morphine/day, 50 mcg transdermal fentanyl/hour, or an equianalgesic dose of
476 another opioid for a week or longer.

477

478 Because life-threatening hypoventilation could occur at any dose in patients
479 not taking chronic opiates, Actiq is contraindicated in the management of
480 acute or postoperative pain. This product must not be used in opioid non-
481 tolerant patients.

482

483 Actiq is intended to be used only in the care of cancer patients and only by
484 oncologists and pain specialists who are knowledgeable of and skilled in the
485 use of Schedule II opioids to treat cancer pain.

486

487 Patients and their caregivers must be instructed that Actig contains a
488 medicine in an amount which can be fatal to a child. Patients and their
489 caregivers must be instructed to keep all units out of the reach of children
490 and to discard opened units properly.

491

492 e Titration instructions which minimize the number of units in the home

493

494 e Detailed safe home handling and storage

495

496 ¢ Detailed instructions for disposal of used and unused units

497

498 e CII designation

499

500 The Actig insert will be included in each shelf carton.

501

502 4.0 Professional Medical Education

503

504  Anesta-and-Abbett-Cephalon, Inc. will work in conjunction with FDA (through the Office |
505  of Health Affairs) in interfacing with licensing boards and professional associations on
506  the development of and dissemination of educational materials related to Actiq.

Actig Risk Management Program (RMP)
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4.1  Key Message Points

The education of physicians, nurses, pharmacists, caregivers and patients on the safe use
of Actiq is an integral part of the Actiq Risk Management Program. These educational
messages are drawn directly from the Actiq Package Insert. The key safety messages,
which have been described earlier in section 1.1 of this RMP, include:

e Child safety messages
e Proper patient selection messages

¢ Prevention of diversion and abuse messages

The educational programs for physicians, nurses, pharmacists, caregivers and patients
will also reinforce the following:

¢ Process for titration to an effective dose
e Proper (total) consumption of the product
¢ Proper storage and disposal of the product
e Efficacy and side effects of the product

e Basic Life Support training and potential for certain families to be trained in the
treatment of accidental narcotic overdose including antagonist therapy.

These key educational messages, primarily focusing on safety, s#H-be-are provided to the
physicians, nurses and pharmacists through the communication vehicles, which are
discussed on the following pages.

4.2 Breakthrough Cancer Pain Nursing Medical Education Monograph

This monograph is written by nurses who participated in the Actig clinical trials. It
contains specific information about breakthrough cancer pain and the Actiq key safety
messages. It will be distributed via direct mail and the sales force. This publication has
also received Oncology Nursing Society CEU certification for 3.5 hours of continuing
education. This as well as all educational and promotional launch materials will be
submitted to and reviewed by FDA prior to use.

4.3  The Actiq Speakers Bureau / Medical Education Programs

Prior to product launch, Anesta and Abbott w#-formally traingd the following
professionals on all aspects of Actig consistent with the package insert, particularly the
RMP elements (Attachment 6):

Actig Risk Management Program (RMP)
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542 ¢ Atleast 50 prominent physician educators in pain management
543 e Atleast 50 prominent nurse educators in pain management

544 e Atleast 25 prominent pharmacist educators in pain management
545

546  These groups will then be called upon to educate their respective peers and patients via
547  presentations in local, state, regional, and national settings.

548 4.4 Publications

549

550  Manuscripts will be submitted to peer-reviewed journals for consideration. They will
551  include messages that reinforce elements of this RMP. The manuscripts selected for
552 publication are those that combine a specific focus into the key cancer pain management
553  audience, as well as other healthcare groups who make up the RMP target audience.

554

555 4.4.1 Broad-Based Publications

556 e Journal of the National Cancer Institute (circulation 10,000+)
557 ¢ Journal of Pain and Symptom Management (circulation 10,000)
558 e Journal of Clinical Oncology (circulation 20,000)

559 ¢ Anesthesia and Analgesia (circulation 5,000)

560 ¢ Seminars in Oncology (circulation 10,000)

561 e Journal of Hospice and Palliative Care (circulation 3,000)
562 ¢ Oncology Times (circulation 20,000)

563 ¢ Cancer for the Clinician (circulation 10,000)

564 4.4.2 Pharmaceutical Compendia

565

566  Pharmaceutical compendia will serve physicians, nurses, and pharmacists in several

567  ways. The compendia regularly send out updates to inform about new products. The

568  circulation numbers for each of these publications, although proprietary, are believed to

569  be greater than 50,000 per publication. AbbettandAnesta-Cephalon, Inc. will have Actig |
570  listed in each of the following well-known compendia:

571 e Physician’s Desk Reference (PDR)

572 e American Hospital Formulary Service (AHFS)
573 e Facts and Comparisons

574

575  In cases where material is excerpted from the Package Insert, AnestaCephalon, Inc. will |
576  contact these publications to request increased emphasis on the RMP elements.

Actig Risk Management Program (RMP)
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4.4.3  Major Nursing Journals

¢ American Journal of Nursing (circulation 250,000+)

e American Journal of Hospice and Palliative Care (circulation 100,000+)
e Nurse Practitioner (circulation 100,000+)

¢ Home Health Care Nurse (circulation 25,000+)

¢ Clinical Journal of Oncology Nursing (circulation 20,000+)

e Seminars in Oncology Nursing (circulation 6,000+)

¢ Oncology Nursing Forum (circulation 20,000+)

e RN Magazine (circulation 200,000+)

4.4.4 Cancer and Nursing Professional Society Newsletters

e The Oncology Nursing Society Newsletter

¢ Local ONS chapter newsletters

e Oncology Nursing Society computer mail announcements
e State board of nursing newsletters

e State Cancer Pain Initiative mailings

4.4.5  Major Pharmacy Journals

e U.S. Pharmacist (circulation 100,000+)

¢ Drug Topics /Hospital Pharmacist’s Report (circulation 100,000+)

e Formulary (circulation 100,000+)

e Journal of the Association of Healthsystem Pharmacists (circulation 70,000+)
¢ Journal of the American Pharmaceutical Association (circulation 48,000+)

e Journal of Managed Care Pharmacy (circulation 40,000+)

4.4.6  Pharmacy Newsletters (Print and Electronic)

Abbett-and-Anesta-Cephaton—tae-During the initial launch of Actiq, requests were
madew-request that the Actig key safety messages and new product reviews were to
bebeare incorporated into the newsletters of various national, regional, state and local
pharmacy organizations including:

e The Pharmacist’s Letter (circulation - 100,000+)

¢ Chain drugstore newsletters and electronic updates

- CVS 4,000 stores
- RiteAid 3,000 stores
- Walgreens 2,200 stores

Actig Risk Management Program (RMP)
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610 o State board of pharmacy newsletters

611 4.5 Communication with DEA

612

613  Information on proper disposal of Actiq will be provided to the DEA for use by their field

614  offices on an as requested basis. Background and training materials will be designed in

615  concert with the Office of Diversion Control, Policy Liaison at DEA headquarters and

616  will be distributed to all DEA field offices.

617

618 5.0 Actiq Launch Program

619

620  Actig will target a relatively small group of clinicians. The emphasis of the promotion

621  will be highly educational.

622  All educational and promotional launch materials will be submitted to and reviewed by

623  FDA prior to use.

624 |
Actig Risk Management Program (RMP)
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5.1 Target Audience

The target physician audience for Actiq is a group of approximately 5,000 oncologists and
pain specialists, their nurses and office statf. These physicians are already using Cl1
opioids to treat cancer pain, are generally knowledgeable about breakthrough cancer pain,
and should understand the appropriate use of Actig for opioid tolerant cancer patients.

Since the majority of Actig use is anticipated to be in the oncology outpatient setting, the
pharmacist will play an important gate keeping role in the Actig RMP by screening for
proper patient selection (opioid tolerant cancer patients only) and by providing
information on safe product use and handling to patients and caregivers.

Please note the entire universe of practicing oncologists, oncology nurses and pharmacists
will receive the key messages through some of the broad-based communication vehicles
described in the Professional Education section of this document.

5.2 The Oneology-SpecialistOncology Sales Specialist (AbbettCephalon,

Inc. Sales Organization)

Apprescmatel-40-FFull time Oncology Sales Specialists w#t-have beenbe placed in the
field to personally call on the target audience. The Oncology Sales Specialists w-beare
the primary day to day link to the physicians, nurses and pharmacists who will be using
the product. The Oncology Sales Specialists wwH-play a key role in implementing the |
RMP.

Each Oncology Sales Specialist must be certified on Actiq via a rigorous product
education and sales training program. This program begins with fews-home-study
modules, which explicitly spell out the three groups of key safety messages. The home
study modules are followed by onetwe weeks of in-house training at AbbettCephalon
Inc. corporate headquarters and at least by one week of training in the field with a field
trainer or seasoned field manager. This program is designed to clearly communicate the
key safety messages and AbbettCephalon, Inc. expectations regarding sales activity in the
field. Importantly, Oreeles-SpectakistOncology Sales Specialists waH-be-are tested prior
to being certified to discuss Actiq.

In the approximately 3 months between product approval and product availability, the
Oncology Sates Specialists s personally called on 1,000 of the 2,000 pharmacies
dispensing the largest volume of CII products. In these calls they s educated the
pharmacist on all safety issues and enlist their assistance as gatekeepers. The second
group of 1,000 high CII dispensing pharmacies werett be called on by the-Oncology
Specialists in the first three months post product launch with the same messages.

Pharmacies not included in the initial target group s=H-bewere offered opportunities to
obtain additional information through several elements of the Actiq Risk Management
Program, including: Dear Pharmacist letter, pharmacy direct mail services, pharmacy
journal advertising, pharmacy newsletters, and pharmaceutical compendia. These

Actig Risk Management Program (RMP)
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664  programs wit-provide access to the 1-800 number and website for additional information |
665  about Acfig. In addition, the group of pharmacies and health care practitioners serving

606  rural areas will be the target of a post approval commitment to better understand and meet
667  their unique needs through an educational outreach program.

668  Upon hiring, each Specialist will receive a letter outlining his responsibilities. This letter
669  will stress the requirement to limit the promotion of Acfig to the approved indication,

670  discourage off-label use, direct the specialist to promote only to the target audiences,

671  describe the serious consequences of violating this policy, and reinforce the three key

672  messages of the RMP. The-is letter will be slightlv revised from the currently approved
673  one to reflect Cephalon’s practices. It will be reviewed must-haveby FDA for review and-
674  prior approval before issue. Moreover, the compensation program for Oncology

675  Specialists will direct them to promote into only the target audience.

676  In their personal calls to physicians, nurses, and pharmacists, the Saesltesy
677  SpeerakistOncology Sales Specialist will discuss a variety of educational material which
678  may include:

679

680 e Package insert and patient leaflet

681 o Actiq safety video

682 e Actiq CD-ROM programs for physicians, nurses, and pharmacists
683 o Actiq Internet site

684 e (Central 1-800 poison control number

685 e The Actig Welcome Kit

686  All materials will be submitted to and reviewed by FDA prior to use._Revisions to these
687  materials to reflect the new packaging will also be submitted to FDA prior to use.

688 5.3 Detail Aids

689

690  Detail aids for Actig will emphasize the three key safety messages. To ensure consistent
691  attention to the key safety messages, all “leave behind” detail aids will also prominently
692  display the detail flag. This flag as well as all other promotional materials will be

693  submitted to and reviewed by FDA prior to use.

694 5.4 Direct Mail

695
696  All materials will be submitted to and reviewed by FDA prior to use.

697 5.4.1  Actiq Professional Information Kit
698

Actig Risk Management Program (RMP)
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699  Upon product launch, the target physician group will receive an Actiq Information Kit
700  including:

701 o Actiq Package Insert and Actig Patient Leaflet

702 e Actig Safety video designed for patients which covers

703 - child safety

704 - patient selection (opioid tolerance)

705 - titration

706 - storage

707 - disposal

708 - emergency care

709 ¢ Information on accessing the 1-800 number, the Actig internet site and Physician
710 CD-ROM program all of which are designed to provide additional information
711 ¢ Information on how to obtain the Actig Welcome Kit

712 5.4.2 The Dear Doctor Letter

713

714 Upon product approval, a mass mailing to registered physicians in the U.S. will be

715  conducted. This letter will reinforce the three key messages (child safety, proper patient

716  selection and prevention of diversion and abuse) and encourage the appropriate

717  physicians to mail in an enclosed business reply card and/or to visit the Actiq internet site
718  for more information. The letter must have FDA review and prior approval before issue.

719 5.4.3 The Dear Pharmacist Letter
720

721  Upon product approval, a mass mailing to registered pharmacists in the U.S. will be

722 conducted. The letter must have FDA review and prior approval before issue. This letter
723  will reinforce proper patient selection and child safety messages and encourage the

724  pharmacists to mail in the enclosed business reply card and/or visit the Actiqg internet site
725  for more detailed information.

726

727 S5.4.4  Pharmacy Direct Mail Services

728

729  Information to pharmacists using pharmacy direct mail services will prominently feature
730  the three key safety messages. All content will be submitted to and reviewed by FDA
731  (DDMAC) prior to use.

Actig Risk Management Program (RMP)
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5.5  Multimedia Programs
All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

5.5.1  Actig CD-ROM Program

A CD-ROM will be developed and made available to all Actig target audiences. It will
include discussions of child safety, proper patient selection, prevention of diversion and
abuse, appropriate product usage, product handling, storage, and disposal. A detailed
schematic of the separate CD-ROM programs for physicians, nurses, and pharmacists is
presented in Attachment 7. This program will be available via mass direct mail, the
Oncololgy Specialist and the Actig internet site.

5.5.2  Actiq Internet Site

An Actiq internet site will be made available to all Actig target audiences. This will
include discussions of child safety, proper patient selection, prevention of diversion and
abuse, appropriate product usage, product handling, storage, and disposal. Sections will
be targeted at physicians, nurses, pharmacists, patients and caregivers.

5.5.3 Emergency 911

This number will be prominently featured in all patient educational materials. Patients
and caregivers will be instructed to call this number if Acfig has been inappropriately
consumed and the person (eg, a child) is not awake and alert or is breathing slowly.

5.54 Central 1-800 Poison Control Number

A single 1-800 telephone number will be established at the Rocky Mountain Poison
Control Center to receive all US emergency calls for Acfig. Having a central number
allows for a focused, well-trained staff to be able to deliver a consistent message to
patients and caregivers. It also provides for a near real-time surveillance of all poison
control calls and an opportunity for timely analysis of any trends. This number will be
prominently featured in patient educational materials. Patients and caregivers will be
instructed to call this number if Actig has been inappropriately consumed, and the person
(eg, a child) is awake and alert.

Actig Risk Management Program (RMP)
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6.0 Patient and Caregiver Education

6.1 The Actig Welcome Kit

Upon launch, the 5,000 target oncologists and pain specialists will receive a supply of the
Actig Welcome Kit. The Actig Welcome Kit will include the following items:

e Child Safety Lock - a lock to secure almost any existing household cabinet or
drawer for the storage of Actig and other medications (Attachment 8).

e Secure Personal Container - a lockable pouch with a waistband (a fanny pack) will
be provided so the patient can safely and conveniently store a day or two supply of
Actig. This pouch can be secured directly to the patient or to patient’s bed or chair
(Attachment 9).

e Child-Resistant Temporary Storage Container - an opaque container featuring
easy-entry, but child-resistant removal. A warning decal will be attached to the
outside of each container. This bottle will fit into the secure personal container
(fanny pack) and will be used to secure completely and/or partially used Actig
units (should they exist) until the patient or caregiver can properly dispose of them
(Attachment 10). Temporary storage containers will be available at the point of
dispensing whenever and wherever Actiq is dispensed.

e Patient Leaflet

¢ Home Warning Stickers and Magnet (detail in section 6.3)

e Children’s Booklet (detail in section 6.4)

e Emergency treatment information

e A brightly colored flyer with a special alert to families with young children
All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

Every Actiq patient will receive a free Welcome Kit from his or her physician or via a 1-
800 number. The kit and ordering information for it are described in the Patient Leaflet.
Target pharmacists will be given an Actig Welcome Kit by an Oreslogy-
speerabstOncology Sales Specialist and briefed on how patients can obtain them.

Several components of the Welcome Kit--the Patient Leaflet and the Child Safety booklet
--will be available in Spanish, and will be distributed in those geographical areas with
high Hispanic populations. These will be available on request through the 1-800 number.

6.2  Patient Oriented Actiq Safety Video

A detailed patient oriented safety video will be made available to practitioners and
patients to communicate the following messages:

e Child safety messages

Actig Risk Management Program (RMP)
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e Proper patient selection messages
e Product storage and handling in the home
e Product titration
¢ Product disposal
¢ Emergency instructions
This video will be mailed to the offices of the target physicians and will also be available

to physicians and patients through the Daeetesy-SpeetatistOncology Sales Specialist or 1-
800 number. This video will be available in either English or Spanish.

All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

6.3 Home Warning Sticker / Refrigerator Magnet

An Actiq specific home warning sticker and refrigerator magnet will be distributed to all
Actiq patients through the Actig Welcome Kit. This sticker/magnet is to be placed around
the home in high visibility areas and on the telephone. They will provide warnings for
child safety and proper patient selection and contain emergency instructions for calling
911 and the central 1-800 poison control number.

6.4 Children’s Booklet

A child-friendly booklet designed by the National SAFEKIDS Campaign in collaboration
with the chairperson of the public education committee of the American Association of
Poison Control Centers, Gail Banach, M.S.Ed., to be read and to be understood by
younger children will be distributed. This book has been developed at a 2nd to 4th grade
reading level. Older children may read it on their own. The primary goal of this booklet
is to educate children on safe handling of all medicines including Acfig. The booklet will
use simplistic language, realistic graphics and will be interactive to maximize the child’s
learning. This booklet will be made available in English or Spanish in the Actig
Welcome Kit and in the offices of all target physicians and pharmacists.

All content will be submitted to and reviewed by FDA (DDMAC) prior to use.

7.0 Point oOf Dispensing Interventions

The following activities will be implemented at the Actig points of dispensing. Product
samples will not be made available.

Actig Risk Management Program (RMP)
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833 7.1 Pharmacy Software Systems - Precaution Software

834

835  In order to prompt the pharmacist to inquire about the presence of children in the home
836  and to verify opioid tolerance of the patient, vendors of major commercial pharmacy

837  precaution software will be asked to place Actig warnings in their systems being used in
838  the U.S. and its territories. Participating software systems will cover approximately 90%
839  of the data systems in the U.S. pharmacy market.

840  Examples of pharmacy warning screens and electronically produced patient information
841  sheets are provided as Attachment 11.

842 7.2 The Actig Welcome Kit

843

844  This kit (previously described) will be personally presented to all targeted retail

845  pharmacies by an Onreelogy-SpeetatistOncology Sales Specialist and will be made |
846  available to any pharmacist upon request. The pharmacist will be encouraged to explain
847  to the patient how they can obtain a free Actig Welcome Kit, if they do not already have

848  one, either directly from their physician or via a 1-800 number. Directions to obtain the

849  Actig Welcome Kit are also provided in the Patient Leaflet.

850  In addition to being enclosed in each Actiq shelf carton, the Patient Leaflet will be

851  distributed in quantity to all target pharmacists by the AsbettCephalon, Inc. Bneelosy-
852  SpeetnlistOncology Sales Specialists and be made available to any pharmacist upon

853  request. The package (eg, back panel of shelf carton) and the computer program screen
854  will prompt the pharmacist to go over the Actig Patient Leaflet with every new Actig

855  patient. The Patient Leaflet will also be provided in the Actig Welcome Kit. Where

856  possible (eg, the Actig Internet site and CD-ROM), the Actiq Patient Leaflet will be made
857  available electronically.

858 7.3  Temporary Storage Container

859

860  Temporary storage containers will be available at the point of dispensing whenever and
861  wherever Actiq is dispensed.

862

863 8.0 Surveillance Goals And Activities

864

865  The goals of the Actig Surveillance and Monitoring Program are to:

866 o determine the effectiveness of the Actig Risk Management Program by monitoring
867 the potential incidence and outcome of child accidental ingestion, potential

868 product use among opioid non-tolerant populations, off-label use, and possible
869 diversion and abuse

870 e trigger intervention when problems are discovered

Actig Risk Management Program (RMP)
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¢ make modifications to the Actig Risk Management Program to improve its
effectiveness

The following pages summarize the various means by which Actiq use and safety data
will be collated and analyzed. (In the event that any of these pharmacy organizations are
unable to participate in this program, AbbettAnesta-Cephalon, Inc. will commit to
substituting another potential supplier to broaden our sample in a timely manner.)

8.1 Direct Patient Feedback

8.1.1 Chain Pharmacy Call Back System

A call back system will be used to directly query Actiq patients. Under this program,
patients who receive an Actiq prescription at a participating pharmacy will receive a
follow-up phone call by a company pharmacist. During this call, the following
information will be collected:

e Did the patient receive an Actiq Welcome Kit?

¢ Was the patient already on a strong opioid when they received the Actig
prescription?

e Was the patient or caregiver provided with the appropriate safety messages?
e What titration process has been used to this point?

e Are there any children in the home or with access to the home?

e How is the patient or caregiver storing and disposing of the product?

e Provide a child safety reminder.

The partners included in this system include RiteAid, Eckerd, Walgreens, and the Merck
Medco system. This program will capture real time trends of inappropriate patient
selection and child safety issues during the first year of sales, interviewing up to 1,000
patients per chain who fill Actig prescriptions in each of these pharmacies.

This program will provide timely and specific data on actual patients in a significant,
geographically distributed population sample as Walgreen, RiteAid and Eckerd stores are
well-distributed throughout the country, and the Merck Medco mail order system is one
of the largest in the U.S.

After the first year of the call back programs, the firm and the FDA may agree to
discontinue the call back programs if it can be established that there is no longer a need.

Actig Risk Management Program (RMP)
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906 8.2  Prescription Monitoring
907 8.2.1 IMS Xponent
908

909  Prescription data will be routinely monitored. The source of theseis data will be IMS |
910  Xponent, the largest sample available of Actig prescriptions, segmented by physician

911  specialty to determine prescribing trends. The IMS Xponent data sample represents

912  prescriptions from over one million prescribers and over 35,000 retail pharmacies.

913  Additionally, IMS Xponent captures 60 million mail order prescriptions per year. These
914  data provide the prescriber’s name, the physician specialty and zip code. These data will
915  be analyzed by comparing the proportion of prescriptions being written by specialties

916  such as hematologists/oncologists (appropriate patient selection) to usage by specialties

917  such as surgeons (inappropriate patient selection). AbbettCephalon. Inc. will receive IMS |
918  Xponent data 28 days after the end of each month. Therefore, data will be between 28-58
919  days current.

920 8.2.2 IMS National Disease and Therapeutic Index

921

922  National prescription data segmented by physician specialty and by indication from IMS
923  National Disease and Therapeutic Index (NDTI) will be analyzed. An example of an

924  NDTI data sheet is attached (see Attachment 12). These data will be reported to the FDA
925  ona quarterly basis as described in section 10.0.

926 8.2.3 Wholesaler Data

927

928  Per the FDA’s previous agreement with Abbott Laboratories, Actig will not be sold

929  directly to retail pharmacy outlets, but will be sold only to DEA hospital and distribution
930  registrants.

931  AbbetCephalon, Inc. will receive information on retail pharmacy sales. This information
932  will be shared with the Oncology Sales Specialist. The Ouneelesy-SpectatistOncology
933  Sales Specialist will follow-up with these pharmacies to ensure that they are employing
934  the “Point of Dispensing” interventions described previously.

935  Additionally, every two months as AbbettCephalon, Inc. Trade Sales Specialist |
936  (wholesaler representative) will call on the high volume Acfig wholesalers. This person
937  will request information on any additional pharmacies which need to be added to the list.

938 Information from the Abbet-Trade-Speetabists™Cephalon’s meetings with wholesalers
939  will be shared with the Oncology Sales Specialists for follow-up.

940  The sponsor will monitor for compliance to the RMP “Point of Dispensing” and report
941  wviolations to the FDA quarterly along with any interventions made as a result.

Actig Risk Management Program (RMP)
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942 8.3  Adverse Events
943 8.3.1 AbbettCephalon, Inc. Standard Operating Procedure
944

945  Abbe#tCephalon, Inc. has established specific procedures to respond to serious adverse |
946  events, which may be associated with Actig.

947

948 A toll-free number will be staffed to receive adverse event reports. This system can be
949  accessed 24 hours a day. Reports can be logged by clinicians, pharmacists, home

950  caregivers, patients, sales representatives or others. All reports are logged into a

951  computer database and investigated.

952

953  Any adverse event, as defined by current federal regulations, receives immediate

954  investigation and follow-up by AbbettCephalon, Inc.. The details of this procedure are
955  summarized below.

956

957 a) Theincident report is reviewed by an investigation team, and an investigation is
958 initiated. This group remains responsible for oversight of the process and for
959 briefing senior management as the investigation proceeds.

960 b) The medical experience analyst assigned contacts the reporting entity as soon as
961 possible. On-site investigation is implemented if deemed necessary.

962 ¢) The medical investigation conclusions are discussed with A#nestaCephalon, Inc. to
963 determine reportability.

964 8.3.2 Special Safety Commitments

965

966  Reports of all serious adverse events to the FDA will be made in accordance with current
967 Federal Regulations. Based on an agreement between FDA and the sponsor, the

968 following type of adverse experiences will also be reported to the FDA within 15

969 days:

970 e Any unintended pediatric exposure, whether or not serious and whether or not
971 unexpected, will be processed and reported to the FDA as a “15 day Alert.”
972 ¢ Any serious adverse drug experience which is determined to occur in the

973 context of diversion (ie, use by an individual other than for whom it was

974 prescribed), whether or not the experience is unexpected, will be processed
975 and reported to the FDA as a “15 day Alert.”

976 e Any serious adverse drug experience which is determined to occur in the

977 context of “off label use” (ie, that is used outside of the approved indication
978 for Actiq) whether or not the experience is unexpected, will be processed and
979 reported to the FDA as a “15 day Alert.”

Actig Risk Management Program (RMP)
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980 Definitions of “serious adverse drug experiences,” “adverse drug experience,”

981 “unexpected adverse drug experiences,” and “15-day Alert report ,” are stated in 21
982 CFR §314.80. These Special Safety commitments are in addition to the requirement
983 for reporting of adverse experiences set down in 21 CFR §314.80. The above apply
984 to reports from any source (eg, call-in, literature, poison control centers, etc).

985 8.3.3  Literature Monitoring

986

987  In addition to specific event reporting, AbbettCephalon, Inc. maintains a system to |
988  monitor the literature for adverse events. This review is conducted monthly or at the time
989  a specific literature citation is reported. Any significant findings will be included in the
990  quarterly report (as per 21 CFR §314.80).

991 8.4 Poisoning and Overdose

992

993 Quarterly reports to FDA will include poison information, trends, and interventions
994  derived from the following sources:

995 8.4.1  Central 1-800 Poison Control Number

996

997 A single 1-800 telephone number will be established to receive emergency calls when

998  Actig has potentially been accidentally ingested and the patient or child is awake and

999  alert. This system allows a near real time surveillance of all poison control calls. This
1000  number will be highly publicized in all patient education materials. Any significant
1001  findings will be included in the quarterly report (as per 21 CFR §314.80).

1002 8.4.2 Toxic Exposure Surveillance System (TESS)

1003

1004  Toxic Exposure Surveillance System (TESS) reports all contacts with U.S. Poison
1005  Control Centers. This database will be monitored for Actig exposures. These data are
1006  available once yearly and will be included in the analysis for FDA quarterly reports.

1007 8.5 Abuse

1008
1009 Quarterly reports to FDA will include information, trends, and interventions derived from
1010  the following sources:

1011 8.5.1 Routine Abbett-Cephalon Interaction with DEA ’

1012
1013

1014

Actig Risk Management Program (RMP)
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8.5.23 Drug Abuse Warning Network (DAWN)

The Drug Abuse Warning Network (DAWN) is an ongoing national survey of non-
federal, short-stay general hospitals that have a 24-hour emergency department (ED). A
representative sample of these hospital EDs submit data, and national estimates of ED
drug episodes or drug mentions are generated for all such hospitals. The DAWN system
also collects data on drug-related deaths from a nonrandom sample of medical examiners
located in 41 metropolitan areas. The Substance Abuse and Mental Health Services
Administration (SAMHSA) division of the Department of Health and Human Services
(DHHS) supports DAWN. This database will also be monitored to identify issues which
have not surfaced through standard DEA interactions.

8.5.34 State Drug Control Authorities or State Boards of Pharmacy

Reports of diversion or abuse received from state drug control authorities will be
investigated and submitted to the FDA as part of the quarterly report.

Actig Risk Management Program (RMP)
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1040 8.6 Promotional Message Audit

1041

1042 Promotional message testing at six month intervals following product launch will be

1043 conducted to ensure that Oneelegy-SpectatistOncology Sales Specialists are accurately |
1044  delivering the key safety messages. This will be accomplished via telephone interviews
1045 or paper questionnaires with physicians that are prescribing Actig and have been called on
1046 by the Oacelogy-SpeeiatistOncology Sales Specialist. Where necessary, sales |
1047  representatives will be re-trained and/or disciplined to ensure compliance with the

1048  targeted, focused launch/promotional plan.

1049 9.0 Intervention

1050 9.1 Off-Label Usage
1051 9.1.1 Individual Prescribers
1052

1053  Whenever a problem of off-label usage becomes known and individual prescribers are
1054  identified, the following activities will take place:

1055

1056 1) A letter from Abbe#Cephalon, Inc.’s Medical Department will be sent to all |
1057 identified prescribers to emphasize the approved indication and appropriate

1058 patient selection. The letter must have FDA review and approval before it is

1059 issued.

1060

1061 2) Prescribing patterns will be monitored for the physicians in question. If a problem
1062 persists, an Oneetosy-SpeetatistOncology Sales Specialist will visit the |
1063 physician/s to gather information and remind them of appropriate prescribing of
1064 Actig.

1065

1066 9.1.2  Groups of Prescribers

1067

1068  If groups of physicians (such as a particular specialty) are identified as having prescribed
1069  Actiq inappropriately, and these prescriptions represent potential off-label usage greater
1070 than 15% of total quarterly Actig prescriptions, AbbettCephalon, Inc. will contact the |
1071  appropriate professional society (ie, American College of Surgeons, American Society of
1072 Anesthesiologists). This letter will outline prescribing concerns and offer to implement
1073 an educational program in conjunction with the professional society in a national setting.
1074

1075 Prescribing patterns will be monitored for the physician groups in question and should the
1076  level continue to exceed 15% of total Actig prescriptions for two additional quarters, an

Actig Risk Management Program (RMP)
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1077  aggressive educational program will be initiated by mail clearly warning of the potential
1078  liabilities of prescribing Actiq to inappropriate patient populations.

1079 9.2  Accidental Ingestion
1080

1081  In the event of an unintended pediatric exposure, AbbettCephalon, Inc. will initiate their |
1082  standard operating procedure for adverse events detailed in section 8.3.1 of this RMP.

1083

Highly Confidential - Attorneys' Eyes Only
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1083 10.0 FDA Reporting
1084

34

1085  Adverse drug experiences will be reported in accordance with 21 CFR §314.80, with the
1086  additional commitment that unintended pediatric exposures, and any serious adverse

1087  events and deaths associated with diversion or off-label use will be handled and

1088  processed as 15-day Alert reports (see Section 8.3.2, Special Safety Commitments). In
1089  addition to the reporting requirements of 21 CFR §314.80(c), these 15—day Alert reports
1090  will be sent to the Division of Prescription Drug Compliance and Surveillance (HFD-330)
1091  and the Division of Anesthetic, Critical Care, and Addiction Drug Products.

1092

1093 AnestaAbbettCephalon, Inc. will provide a quarterly report to the FDA compiled from |
1094  all data collected by the methods described under the Actig Surveillance and Monitoring
1095  Program and Interventions (see Sections 8.0 and 9.0 of this document). This report will
1096  describe and provide data on any concerns for child safety, diversion, and off-label usage.
1097  AnestatAbbett-Cephalon, Inc. will also describe any trends and associated interventions
1098  made as a result of concerns raised and will also describe any proposed changes to the

1099  Actiq Risk Management Plan. This report will be provided as part of the Actiq quarterly
1100  report to the NDA during the first year of marketing. The sponsor and FDA will then

1101  determine requirements for further reports and their frequency after the first year of

1102 marketing. These reports will be cumulative and contain current reports and identified

1103  safety trends.
1104
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1104

1105  List of Attachments

1106

1107

1108 1 Actig Dosage Unit (example: 200 mcg)
1109

35

1110 2 Labeling - Feil-ReuehBlister Package (example: 2400 mcg) |

1111

1112 3 Labeling - Shelf Carton (example: 2400 mcg)
1113

1114 4 Actiq Patient Leaflet

1115

1116 5 Actiq Package Insert

1117

1118 6 Elements of RMP to be Included in Speaker Bureau Training

1119

1120 7 Actiqg CD-ROM Schematic

1121

1122 8 Child Safety Lock

1123

1124 9 Secure Personal Container (ie, “fanny pack”™)
1125

1126 10 Child-resistant Temporary Storage Container
1127

1128 11 Pharmacy Computer Warning screens

1129

1130 12 IMS National Disease and Therapeutic Index example page

1131
1132
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(&1 Cephalon

~

January 16, 2002

Cynthia McCormick, M.D.

Division Head

Division of Anesthetic, Critical Care,
and Addiction Drug Products

Food and Drug Administration

Office of Drug Evaluation II

Center for Drug Evaluation and Research

FDA HFD-170; Doc.Cont. Rm. 9B23

5600 Fishers Lane

Rockville, MD 20857

NDA 20-747
Actig® (Oral Transmucosal Fentanyl

Citrate)
. Prior Approval Supplement:
Revision to Risk Management Program

Dear Dr. McCormick:

Reference is made to Section 5.2 (The Oncology Specialist) of the Risk Management
Program (RMP) document that refers to a letter that the company sends to the Sales
Specialist that outlines the Specialists’ responsibilities as they relate to the RMP. The
only approved letter was that associated with the February 9, 1999 filing of the RMP (S-
003). Subsequent to that supplement, a revised letter was submitted in association with
the revised RMP dated May 31, 2000 in supplement S-007. On October 16" 2001,
Cephalon received a letter from the Agency that contained comments associated with
Section 5.2 of the RMP (submitted in S-007) and a response was submitted on October
26, 2001. There has been no further correspondence from the Agency regarding this
supplement but we have readdressed this concern in this supplement (see below) since
the Agency’s concern, the name of the sales force, is reflected in our proposed letter.

In this supplement, Cephalon is providing a revised letter to be sent to the sales force in
order to reflect Cephalon, Inc.’s sales and marketing responsibilities for Actiq, as
acknowledged in the November 30, 2000 letter to NDA 20-747 that discussed the transfer
of responsibilities from Anesta. For ease of review, we are providing a “red-lined”
version using the approved letter from the Feb. 9, 1999 submission showing the proposed
. revisions. In addition, a letter that incorporates the proposed text is also provided so that

JAREGAFF\Anesta Reg\FDA\FDA Submissions\NDAs (HFD-170)\NDA 20-747\2002\01 January\Prior Approval Suppl. sales force
letter\Letter.doc

Cephalon, Inc. » 145 Brandywine Parkway ® West Chester, PA 19380-4245 « (610) 344-0200 » Fax (610) 344-0065
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Prior Approval Supplement: Revision to Risk Management Program
January 16, 2002

. the reviewer can see the final formatted version. The changes reflect the Cephalon name
along with textual edits that reinforce Cephalon’s commitment to the RMP principles. In
addition, a paragraph was removed to eliminate redundant information. Please note that
comments from the Agency (see FDA letter dated October 16, 2001) regarding the name
of the sales force has been received. In this regard, please refer to the Cephalon response
letter dated October 26, 2001 that states:

The Cephalon sales force has been reorganized to accommodate sales in the
broader pain area since this sector of the force will support not only Actiq
but also products that will be acquired in pending acquisitions. It is our
intention, therefore, to name the individuals in this sector of the sales force
“Pain Care Specialists” which can be applicable to more than the sales of
Acliq.

We acknowledge your concern regarding the implication of off-label use;
however, the title of the sales force is a business organizational decision that
has been established based upon company goals. The title of the sales
representative does not impact how the sales force is instructed to sell the
product or any other aspect of the implementation of the Risk Management
Program which safeguards the sales of Actiq from off-label use.

We acknowledge that all changes to the RMP require prior approval. Due to

. obvious business concerns associated with the acquisition of the product, a letter
reflecting the Cephalon name needs to be implemented as soon as possible;
therefore, we are requesting an expedited review.

If you have any questions regarding this supplement, please contact me by phone
at (610) 738-6237 or by fax at (610) 738-6642.

Sincerely,

(Cwt S pdin

Carol S. Marchioné
Senior Director,
Regulatory Affairs
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved* OMB No 0910-0338

Expiration Date March 31, 2003
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, AFETICATIGN NFS,\':B';[;A USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE

(Title 21, Code of Federal Regulations, 314 & 601)
APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION
Anesta Corp. 1/16/02
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
610-344-0200 610-738-6642
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail | AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City,
Code, and U.S. License number if previously issued): State, ZIP Code, telephone & FAX number) IF APPLICABLE
c/o Cephalon, Inc.
145 Brandywine Parkway
West Chester, PA 19380-4245

PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) NDA 20-747
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
oral tansmucosal fentanyl citrate, OTFC Actiq
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) CODE NAME (/f any)
1-phenethyl-4-piperidyl propionanilide citrate
DOSAGE FORM. STRENGTHS: ROUTE OF ADMINISTRATION
solid, cooked matrix 200, 400, 600, 800, 1200, 1600 ug oral transmucosal

(PROPOSED) INDICATION(S) FOR USE:
Actiq 1s indicated for the management of breakthrough cancer pain, in patients with malignancies who are already receiving and

who are tolerant to opioid therapy
APPLICATION INFORMATION
APPLICATION TYPE

.check one) & NEW DRUG APPLICATION (21 CFR 314.50) I:] ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314 94)
[] BIOLOGICS LICENSE APPLICATION (21 CFR Part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE & 505 (b) (1) {1505 (b) (2)

IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Holder of Approved Application

TYPE OF SUBMISSION (check one) D ORIGINAL APPLICATION D AMENDMENT TO A PENDING APPLICATION D RESUBMISSION
D PRESUBMISSION D ANNUAL REPORT D ESTABLISHMENT DESCRIPTION SUPPLEMENT D EFFICACY SUPPLEMENT
I:l LABELING SUPPLEMENT D CHEMISTRY, MANUFACTURING AND CONTROLS SUPPLEMENT & OTHER

iIF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER OF DATE OF AGREEMENT TO PARTIAL SUBMISSION.
IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O cBE O cBE-30 I3 Prior Approval (PA)
REASON FOR SUBMISSION Revision to RMP-related document

PROPOSED MARKETING STATUS (check one) B3 PRESCRIPTION PRODUCT (Rx) {J OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED THIS APPLICATION IS g PAPER D PAPER AND ELECTRONIC D ELECTRONIC

ESTABLISHMENT INFORMATION (Fuli establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e g. Final dosage form, Stability testing)
conducted at this site. Please indicate whether the site is ready for inspection or, if not, when it will be ready

Information previously submitted -- avaiiable upon request

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

DMF 5038 Fentanyi Citrate Johnson Matthey, Inc.
MF 8906 Artificial Raspberry Flavor #906.014/WC Flavors of North America, inc
MF 1218 Plant Master File Abbott Laboratories, North Chicago, IL

IND 27,428 Oral Tansmucosal Fentanyl (OTFC)
NDA 20-195 Fentanyl Oralet (Oral Transmucosal Fentanyl Citrate) 100, 200, 300, 400 ug fentany! base

FORM FDA 356h (4/00) PAGE 1
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This application contains the following items™ (Check all that apply)

1 Index

2  Labeling (check one) D Draft Labeling D Final Printed Labeling
3 Summary (21 CFR 314.50 (c))

4.  Chemistry section

A. Chemistry, manufactunng, and controls information (e.g , 21 CFR 314.50(d)(1), 21 CFR 601 2)
B Samples (21 CFR 314.50 (e)(1); 21 CFR 601 2 (a)) (Submit only upon FDA's request)

C Methods validation package (e.g , 21 CFR 314.50(e)(2){(i); 21 CFR 601 2)

Nonchnical pharmacology and toxicology section (e g., 21 CFR 314.50(d)(2), 21 CFR 601.2)
Human pharmacokinetics and bioavailability section (e.g , 21 CFR 314 50(d)(3), 21 CFR 601 2)
Clinical Microbiology (e.g , 21 CFR 314 50(d)(4))

Clinical data section (e.g , 314.50(d)(5); 21 CFR 601.2)

9.  Safety update report (e g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601.2)

10. Statistical section (e.g , 21 CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g, 21 CFR 314.50(f)(1); 21 CFR 601.2)

12. Case reports forms (e.g., 21 CFR 314.50 (f)(2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or (j}(2)(A))
15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.50 (k)(3))

18. User Fee Cover Sheet (Form FDA 3397)

18.  Financial Information (21 CFR Part 54)

20. OTHER (Specify)
CERTIFICATION

o|~N|o|on

recautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as requested by FDA. If this
pplication is approved, | agree to comply with all applicable laws and regulations that apply to approved applications, including, but not imited to the following
1. Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations Parts 608, and/or 820
Biological establishment standards in 21 CFR Part 600.
Labeling regulations 1n 21 CFR Parts 201, 606, 610, 660 and/or 809.
. In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
. Regulations on making changes n application in FD&C Act Section S06A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12
. Regulations on Reports in 21 CFR 314 80, 314.81, 600.80, and 600.81.
. Local, state and Federal environmental impact laws.
if this application applies to a drug product that FDA has proposed for scheduling under the Controlted Substances Act | agree not to market the product until
the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate
Warning: a willfully false statement is a criminal offense, U S. Code, title 18, section 1001.
SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
Kenneth L. White, Pharm.D.

{g y 7 R 4 Z é LT Vice President, Regulatory Affairs 1/16/02

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications, warnings,

NOoOOhAWON

ADDRESS (Street, Cily, State, and ZIP Code) Telephone Number
145 Brandywine Parkway
West Chester, PA 19380-4245 (610)344-0200

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing instructions,
searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send comments
regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to

Department of Health and Human Services An agency may not conduct or sponsor, and a person is not
Food and Drug Administration required to respond to, a collection of information unless it
CBER, HFM-99 displays a currently valid OMB control number.

1401 Rockvilie Pike
Rockville, MD 20852-1448

lease DO NOT RETURN this form to this address
FORM FDA 356h (4/00) PAGE 2
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Sales Force Letter Showing Proposed Revisions from
FDA-Approved Letter of March, 1999

To: Abbettlaboratories H-P-D--Sales-Representatives
Pain Carc Spccialists
Pain Carc Arca Managers
Medical Liaisons
National Account Managcrs

RE:  Promotion of ActigCTIQ® CH-(oral transmucosal fentanyl citrate) C-11 |

Ce: — Field Sales Management |

We are all very excited about the success ACTIQ-aunch-of -Aetrg -CH-(oral-transmucosal
fentanvleitrate)is having in the market place. This product serves an important clinical need in

its intended patient population, ;--the cancer pain patient with breakthrough pain. and we are

proud to bc promoting its propcer uschbring-the-produect-te-market.

It 1s important—hewever- that we remember our responsibility to promote this unique product
df%@%ﬁﬂ#&ﬁ%@%ﬂéﬁm&ﬁeﬁﬂaﬂmﬁﬁﬂmﬂe@nly for
the management of breakthrough cancer pain in patients with malignancies who are already
receiving and who are tolerant to opioid therapy for their underlying persistent cancer pain.
Promotion of Aet+¢-ACTIQ for other indications or patient populations is clearly a violation of
. Abbett—Ccphalon s policy and_thercfore makes violators subject to disciplinary action-neluding

terrnination. As-with-all-drupgsve-have-an-ethical responsibilitv-to-assure-aceessto-ourproduet
the—appmpﬂ&Ee—paﬁeﬁ—pepu%a&emﬁeed—-hmAdd:honally you-must-assure-thai-vou-provide

the-preseribing-while discussing ACTIQ with clinicians. vou must provide-with- a balanced
representation of the Risk Management Program -faets-regarding #s-the indications, patient
sclection,-contraindications; side effects, use, and-safc handling, child safctv. disposal. prevcention

of diversion and abuse.

mfermaﬂen and—ether Hﬂpertanbdwectleﬂsr

Even though your targeted physician population consists of Qoncologists and Ppain_management

Sspecialists, it is inevitable that you will be contacted by or become aware of other physicians

who wish to use ACTIQAe#g outside of indication. It is your responsibility to assure that these

physicians are instructed on the appropriate use of ACTIQA¢f4 and the potential dangers

associated with its use outside #s-the intended patient population. Again, tFhis instruction should

covcr inelude-proper use, storage, handling, and disposal requirements in the home as well as
. indications, contraindications, and side effects.
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Aetiqr ACTIQ offers a substantial improvement in the treatment of patients suffering daily from |

. episodes of breakthrough cancer pain which are uncontrolled by their current opioid therapy. We
are confident that you will be successful in aiding your clinicians in satisfying this critical unmet
need.

ResardsSmcercly,

LA SR L

Vice President. Sales

Attachment

ATTACHMENT

cC: Mike Wetherholt
Mike Thiem
Chuck DcWildt
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. Proposed Sales Force Letter

To:
Pain Care Specialists
Pain Care Area Managers
Medical Liaisons
National Account Managers

RE:  Promotion of ACTIQ® (oral transmucosal fentanyl citrate) C-II

We are all very excited about the success ACTIQ is having in the market place. This product
serves an important clinical need in its intended patient population, the cancer pain patient with
breakthrough pain, and we are proud to be promoting its proper use.

It is important that we remember our responsibility to promote this unique product only for the
management of breakthrough cancer pain in patients with malignancies who are already receiving
and who are tolerant to opioid therapy for their underlying persistent cancer pain. Promotion of
ACTIQ for other indications or patient populations is clearly a violation of Cephalon’s policy and
therefore makes violators subject to disciplinary action. Additionally, while discussing ACTIQ
with clinicians, you must provide a balanced representation of the Risk Management Program
rcgarding the indication, patient selection, side effects, use, safe handling, child safety, disposal,
. prevention of diversion and abuse.

Even though your targeted physician population consists of oncologists and pain management
specialists, it is inevitable that you will be contacted by or become aware of other physicians who
wish to use ACTIQ outside of indication. It is your responsibility to assure that these physicians
are instructed on the appropriate use of ACTIQ and the potential dangers associated with its use
outside the intended patient population. Again, this instruction should cover proper use, storage,
handling, and disposal requirements in the home as well as indications, contraindications, and
side effects.

ACTIQ offers a substantial improvement in the treatment of patients suffering daily from
episodes of breakthrough cancer pain which are uncontrolled by their current opioid therapy. We

are confident that you will be successful in aiding your clinicians in satisfying this critical unmet
need.

Sincerely,

Roy Craig
Vice President, Sales

ce: Mike Wetherholt

Mike Thiem
. Chuck DeWildt
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