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From: Nair, Aji </O=CEPHALON/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=AJNAIR>

To: Allen, Robert; Berns, Stefanie; Darwish, Mona; Denisa Hurtukova; Franks, Susan; Jacobs, John
C.; Larijani, Susan; Mayo, Debra; Kaper, Robert; Narayana, Arvind; Simmons, Betsy; Sterchele,
James; Victor Abler; Williams, Paula C.; Yang, Ronghua; Pippa Loupe; Andy Young; Kaper,
Robert; Derkacz, Mike; Bill M Smith; Day, Matthew

CcC: Ottinger, James; Jurkowski, Claire

Sent: 12/12/2011 1:28:50 PM

Subject: Fentora/Actiq REMS Supplement for Pain Audience Published
Attachments: SR1140_CEPHALON_REMS_FINALrev.pdf

All,

The first of 3 REMS supplements for Fentora and Actiq has been published online in 3 journals. You can view it on
the Special Reports page on all three publication websites (linked below and PDF attached). They will alsoc be
included in the December issue print publications and distributed at every pain, oncology and anesthesiology
meeting attended by the three publications for one full year.

Pain Medicine News: http://painmedicinenews.com/NewsArticles.aspx?d=Special+Reports&d_id=94

Anesthesiology News: http://www.anesthesiologynews.com/NewsArticles.aspx?d=Special+Reports&d_id=442

Clinical Oncology News: http://www.clinicaloncology.com/NewsArticles.aspx?d=Special+Reports&d id=162

In addition, the publisher included the special report in their email newsletter:

Highly Confidential TEVA_MDL_A_07068880
P-24084 _ 00003



A
AINESTHESIOLOGY NEWS

The Independent Monthly Newspaper for Anesthesiologists

Articles from the December 2011 issue of Anesthesiology News are now online. Click on the links to access these stories

and other content.

Questions, comments or story ideas? Email us at anedit@mcmahonmed.com.

SSUE: December 2011

Mounting laboratory and
epidemiologic data have
suggested a link
' between exposure to
opioids during cancer
surgery and metastasis of, and eventual death from, the
disease. Now, a major genetics study has turned up some
of the most compelling evidence yet for a connection
between opioids and malignancy, even beyond the
operating room.

read more
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Y

Is QT Prolongation A Valid
Reason To Abandon Zofran?

ISSUE: December 2011

Although the FDA announced it is
conducting a safety review of the
antinausea drug Zofran (ondansetron,
R ondansetron hydrochloride and their

2 generics) because of its potential to
Jn increase the risk for cardiac arrhythmias,
some experts say the drug is still useful in
many patients, provided it is appropriately
monitored.

read more

Uninformed
Consent:. Average
Study Participant
Likely Unaware of
Risks

ISSUE: December 2011

e e

O T 640 o o Informed consent is a
must for any clinical researcher, a legacy of Boston
anesthesiologist Henry Knowles Beecher, MD, an early
pioneer in the field of medical ethics. Dr. Beecher’'s 1966
paper in the New England Journal of Medicine exposing
widespread ethical lapses in clinical research helped lay the
foundations for the research protections that most
investigators now take for granted.

read more
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Aji Nair, Ph.D.
Manager, Scientific Communications

Teva Pharmaceuticals
41 Moores Road
Frazer, PA 19355
Direct: 610-727-6089
Mobile: 484-568-3821
ajnair@cephalon.com
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DECEMBER 2011

Brought to You by

EHEEE SR
_ANESTHESIOLOGY NEWS Clinical®

Special

An Integrated Risk Evaluation and
Mitigation Strategy for Fentanyl
Buccal Tablet (FENTORA®) and Oral

Transmucosal Fentanyl Citrate (ACTIQ®)

t is well recognized that the judicicus, use of opioids

can facilitate effective and safe management of chron-
ic pain. Nonetheless, the potential i*iékg for misuse, abuse,
addiction, and overdose myst e considered when pre-
scribing opioid medications.in an effort to manage the
risks associated with all opioidsithe FDA now requires a
Risk Evaluation and Mitigation Strategy (REMS) for certain
medications. A BEMSiis a regulatory program designed to
improve the quality ofimedication use. It contains compo-
nents that are intetided to minimize the known or poten-
tial seriousirisks associated with a particular medication
or therapeuyticiclass and to ensure that the benefits out-
weigh thoserisks.

Rapid-enset opioids, including products such as
_fentanylibuccal tablet (FENTORA®) and oral transmucosal
fentanyl ¢itrate (OTFC; ACTIQ®), are important treatment

‘pptions for opioid-tolerant patients with chronic cancer
~ pain accompanied by breakthrough pain (BTP). Recently,
the FDA adopted the more descriptive terminology of

transmucosal immediate-release fentanyl (TIRF) for the
class of rapid-onset opioids. Cephalon, Inc., is committed
to maintaining access to appropriate pain management for
the often debilitating effect of BTP in opioid-tolerant
patients without compromising patient or public safety.
Thus, Cephalon has implemented the recently FDA-
approved ACTIQ and FENTORA REMS program to help
mitigate potential safety concerns observed with opioids.
Eventually, this approved REMS will be merged with
REMS for other TIRF products to create a classwide
program.

In this supplement, we present the background to
the REMS program, a brief review of BTP along with
the clinical data supporting the use of FENTORA and
ACTIQ for BTP in appropriate opioid-tolerant patients,
and an overview of the recently approved REMS for
FENTORA and ACTIQ. Health care professionals who
prescribe opioids will be required to enroll in the
REMS program in order to prescribe these products.

McMAHON
PUBLISHING
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Although we understand that this may place an additional
burden on those involved in prescribing, distributing,
and dispensing TIRF products, we hope that these extra

steps will ensure that these important medications are
appropriately distributed to and received by the patients
who need them.

The Steering Committee for ACTIQ® and FENTORA® REMS
Randy J. Bradway, MS, RPh; Bill Campbell; Claire Jurkowski, MD; Robert F. Kaper, MD; James Ottlnger RPh

Cephalon, Inc. Frazer, Pennsylvania

The Risk Evaluation and Mitigation Strategy: Background

James Ottinger, RPh
Susan Franks, MS
Cephalon, Inc.

Frazer, Pennsylvania

In 2007, the FDA Amendments Act provided the FDA with the
authority to require pharmaceutical manufacturers to develop
a REMS to ensure that the benefits of a drug outweigh its risks.’
A REMS can be mandated for any newly approved prescription
drug or biologic product or for any previously approved drug or
biclogic product if the FDA becomes aware of new safety infor-
mation. In 2009, the FDA issued a draft “Guidance for Indus-
try” outlining the format and content of a REMS program.! Each
REMS is designed to minimize inappropriate use without hin-
dering patient access to medications.? Currently, approximately

200 REMS programs have been approved by the FDA covering a ‘
wide variety of therapeutic areas, including opioid med|cat|ons B,

REMS Components

A REMS program can have 5 components: (1} “l\/ledlcatlon
Guide” or patient package insert, (2) “Elements te. Assure
Safe Use,” (3) communication plan, (4} “implementation
system, and (5) timetable for submissign of asséssment Each
REMS, however, does not have to encompass all of these
components

The “Medication Guide” or patlent package insert component
of REMS serves as the primary-gducational tool for health care
professional-directed pahent educat|on and is distributed to
patients by the pharmacyat the fime of dispensing.! Important
elements of the “Medication” Guide” include a description
of the safety, |nclud|ng the adverse-event (AE) profile of the
medication, Warnmgs and precautions, storage requirements,
and dosing. . :

The “ Elements to Assure Safe Use” can include prescriber and
pharmagist training and certification, restrictions on where ths
medication.is dispensed, evidence of patient safe-use conditions,
patJent ‘educatlon, safety protocols, patient monitoring and
zenreliment or data collection forms, and medication monitoring
.. Procedufes.” The mechanism by which these elements ars

“disseminated is described in the communication plan. This
.#component of the REMS may include letters to health care
professionals or other stakeholders regarding medication risks
and specific protocols to foster appropriate medication use.!

In the implementation system, the drug manufacturer
must take reasonable steps to monitor and evaluate the

Highly Confidential

implementation of REMS by the stakeholders (eg, health care
providers, pharmaaists)who are responsible for executing its
various REMS elments.” In the timetable for submission of
assessment)seétion,’an assessment of the effectiveness of the
REMS rmigst be.stbmitted to the FDA no less frequently than
18 months, 3 years, and 7 years after REMS approval.' This
is theionly gomponent mandated for all REMS programs. The
FDA:may;/at its discretion, require more frequent submission

- tof REMS assessments.

REMS: Implications for Opioids

The use of opioid medications is an essential part of pain
management for many patients with chronic pain. However,
these medications have serious potential risks, including misuse,
abuse, addiction, and overdose. For example, according to the
most recent data available from the National Drug Intelligence
Center and US Department of Justice, deaths caused by
unintentional overdose involving prescription opioids increased
114% between 2001 (3,994 cases) and 2005 (8,541 cases).* In
an effort to manage these risks, certain classes of opioids have
been included in the federal mandate to develop a REMS.

In February 2009, the FDA contacted the manufacturers
of all long-acting opioids (LAOs) and extended-release (ER)
opioid formulations, including oxymorphone, oxycodone,
morphine, methadone, transdermal buprenorphine,
transdermal fentanyl, and hydromorphone, and mandated
that the manufacturers design a classwide REMS program to
accommodate all of these products.? To date, the FDA has
approved several individual REMS programs for these opioid
medications while the classwide REMS is being designed.® In
April 2011, the FDA sent notification letters to all manufacturers
of LAOs and ER opioids informing them of the need to
submit a single-system REMS to provide training to health
care professionals who prescribe opioids and to develop
information for them to use when counseling patients about
the risks and benefits of opioids.® Although specific medical
education is not mandatory for prescribing ER opioids and
LAOs in the REMS, separate legislation has been proposed
in the US House of Representatives that would link mandatory
training or certification to the Drug Enforcement Administration
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registration number that already is required to prescribe
controlled substances.®

In October 2010, the FDA contacted the manufacturers of
TIRF products in order to harmonize individual TIRF-product
REMS that were approved or under active review. In parallel,
the FDA requested that the manufacturers work together
to create a single, shared system for all TIRF products.
In contrast to the REMS for LAOs and ER opioids, TIRF-
product REMS programs contain a mandatory education
element. A REMS mesting the new FDA requirements has
been approved for the fentanyl buccal tablet (FENTORA)

and OTFC lozenge (ACTIQ).” Cephalon, Inc., has launched
a Web site, www.ReadyForREMS.com, to raise awareness
of and provide updates to the REMS program and to serve
as a resource for stakeholders looking for information about
the FDA-mandated REMS for opioids. Additionally, REMS
programs that meet the new FDA requirements are available
for the fentanyl sublingual tablet (Abstral®) and fentafyl
nasal spray (Lazanda®). Revisions to the existing REMS:for
fentanyl buccal soluble film (Onsolis®) are under review, as
of this writing.® To date, the FDA has not requited REMS
programs for non-TIRF, short-acting opioid prp_d‘Ll‘c;ts';“

Breakthrough Pain in Cancer and Noncancer Patients:”An OVerview

Arvind Narayana, MD
Cephalon, Inc.
Frazer, Pennsylvania

Patients with chronic pain often experience transitory exac-
erbations of pain despite long-term treatment with an
around-the-clock (ATC) opioid. These exacerbations, or flares,
that occur on a background of otherwise well-controlled, per-
sistent, chronic pain are defined as BTP.? BTP can escalate
rapidly and unpredictably, reaching peak intensity within a
median of 10 minutes.®'? The prevalence of BTP is high; in

a recent survey of community-dwelling patients with chronic '
cancer pain or chronic noncancer pain (CNCP), 33% and ™

48%, respectively, experienced BTP!" The appropriateiman-
agement of BTP is of particular clinical and socioecondmic
importance. In patients with chronic pain who have'gontrolled
persistent pain, the presence of BTP has beeri@gsociated with
increased health care costs due to hospitalizations:and emer-
gency department visits,”® and patients:with BTR:have greater
functional impairment, disability, depression apd anxiety, and
decreased quality of life than patierits.withotit BTP.1014
Physicians and other health Qai*e mb,rofessionals caring for
patients with pain often supplement:the ATC opioid with short-
acting oral opioids (eg, “‘c?xycodo‘rié, hydrocodone) for the
management of BTP2151% However, many BTP episodes reach
peak intensity within finutes, far sooner than the onset of
analgesia producedawith canventional, orally administered, short-
acting opioid medications{30-80 minutes),”°'® thus limiting their
therapeutic us_efu‘lhesr‘s.‘f’vTvLRF products have been developed to
address theneeg for opioids with a rapid onset of analgesia that
more closely fhatches the time profile of a typical BTP episode.

Fentanyl Buccal Tablet:
Clinical Data Review

_ The fentanyl buccal tablet is a rapid-onset, Schedule ||
.<'opioid approved by the FDA in 2006 for the treatment of BTP
in patients with cancer who are already receiving and are
tolerant to opioid therapy for their underlying persistent cancer

Highly Confidential

pain.” Fentanyl bticcal tablet uses OraVescent® drug delivery
technolegy, which-employs a chemical reaction to enhance the
rate and extent:of absorption of fentanyl through the buccal
mucosa, + As-a result, the pharmacokinetic profile of fentanyl
buecal.tablet is characterized by greater bioavailability and

. resultd N a higher early systemic exposure than OTFC and
“otherfentanyl tablet formulations.

19-21

“The clinical efficacy and safety program for fentanyl buccal

“tablet encompasses 8 well-designed, peer-reviewed, published

clinical studies. Three of these studies included patients
with cancer-related BTP,2224 and 5 included patients with
noncancer-related BTP (eg, neuropathic or low back pain).2%
2° An overview of these studies is summarized in the Table,
and the analgesic response to fentanyl buccal tablet in these
studies (as measured by the percentage of episodes of BTP
with a 233% improvement in pain intensity [Pl]) is presented
in Figure 1.° In general, the inclusion and exclusion criteria
in these studies are representative of the patient-selection
standards that can be employed in clinical practice. Each
study included opioid-tolerant patients who were receiving
ATC opioids for their controlled persistent pain.?*° In some
studies, patients had to have an average Pl score of 6 or
less (or in some studies, <7222529) on a numeric rating scale
ranging from O (no pain) to 10 (worst pain imaginable) for their
chronic pain during the previous 24 hours to confirm that their
persistent pain was reasonably well controlled.?%:%5-29 Patients
also had to report experiencing 1 to 4 BTP episodes per day
that were at least partially relieved with a traditional short-
acting opioid. Patients with a recent (within 5 years) history of
alcohol or substance abuse or positive urine drug test for illicit
substances were excluded.

Studies in Patients With Cancer

Two randomized, double-blind, placebo-controlled studies
assessed the safety and efficacy of fentanyl buccal tablet
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Table. Summary of Clinical Studies for Fentanyl Buccal Tablet

Study and
Population
Evaluated
for Safety

Patient
Population

Study Design

Primary Outcome
Measure

Primary Results
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P<0.0001

Open=labet titration?
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neurologic examinations,
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LUStS
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Mean (SE):

| 963(0.75)

P<0.001
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T
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= controlled, crossove

. SPIDeo

Mean (SD):

77 (62)vs

(fentan

. placek

P<0.000

treatment phase

O Iabal-fitrationd

£

Nz ranort
T

CNCP witt

pen-tapel titration

& S RV maents
DAIG LY aooCoS[ TGSy

LNt
MIOSTCOMMOontY- repo:

(=}

(BR8]

followed by open-label

including AEs, physical/

- AEs were nausea

maintenance phase of up

: neuro\ogio examinations;

Foy

FoAg 1At ¥
and: clinic al laboratory

(17%) back pain (19%)

o
to: 18 mo

Faks Ly

;LL)L\J

- with BIP

Chronic cancer

Open-label titration

21Dis

pain and CN

followed by randomized,

fentanyl

A
o

double-blind, active

controlled, crossover

_ oxycodons

 release)

phase

2 This study enrolled patients who completed 1 of 2 previous double-blind, placebo-controlled, short-term studies. It also enrolled new
patients who were being managed with around-the-clock opioids at time of enroliment but were naive to fentanyl buccal tablet.

AE, adverse event; BTP, breakthrough pain; CNCP, chronic noncancer pain; LS, least squares; PID1s, pain intensity differences at
15 minutes; SD, standard deviation; SE, standard error; SPIDso, sum of pain intensity differences at 30 minutes; SPIDeo, sum of pain
intensity differences at 60 minutes
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Episodes, %

Study 1:
Cancer pain®

Study 2:
Cancer pain®

Noncancer
neuropathic pain®

Study Population

Il Fentanyl buccal tablet

Placebo

Sfudy 5:
Noncancer
pain”v b

Study 3: Study 4:
Noncancer .

low back pain® i

Figure 1. Percentage of BTP episodes with 233% improvement in:R| at 30 minutes in randomized,

double-blind, placebo-controlled, fentanyl buccal tablet studles“ .

Al P<0.05, fentanyl- buccal tablet vs placebo.

“L)L,Il‘ll'lq douple-bling:period:3

BTP, breakthrough:pain: PI; pain intensity

Adapted with permission from Fine et al, 2010

in opioid-tolerant patients with cancer.???® After an gpen-
label dose-titration phase, patients were then randomized
to sequences of 10 tablets (7 fentanyl buccal“tablet, 3
placebo) to treat 10 successive episodes gFBIP. The sum
of pain intensity differences at 30 minutes (SFIDs?) and
80 minutes (SPIDs0?®), the primary efficacy measures, was
significantly greater for BTP episodes treated with fentanyl
buccal tablet compared with plagebo (P<0.0001) in both
studies. Pl differences also favored fentanyl buccal tablet in
these 2 studies, with S|gn|flcamt dlfferences versus placebo
seen as early as 10 to 15:minutes’(P<0.01) and maintained
through 1 to 2 hours (R<0.61).%2%® AEs reported in 5% or
more of patients in thé:2 stugdies included nausea, dizziness,
headache, fatigusshormiiting, constipation, asthenia, and
somnolence.*” Mast AEs were typical of events observed
with opioids, #milé. t6" moderate in intensity, and transient
in nature. No lnoldents of respiratory depression or other
serious Aks felated to fentanyl buccal tablet were reported
in eitherstudy.:

Patients who'completed either of these 2 studies were offered
the Optlon to enroll in a long-term (>12 months), open-label
extensmn study to assess the ongoing safety and tolerability
of fentanyl buccal tablet.?* This third study also enrolled new

+patients with cancer who were being managed with ATC opioids
at study entry but were naive to fentanyl buccal tablet. As in the
2 short-term studies, the most frequently reported AEs in the
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extension study were of the type and severity typically observed
in cancer patients treated with chronic opioid therapy. Only 1
study drug-related serious AE, drug withdrawal syndrome, was
reported in this long-term safety study.

Studies in Patients Without Cancer

Of the & published studies of fentanyl buccal tablet that have
been conducted in patients with CNCP, 1 study assessed the
safety and efficacy of fentanyl buccal tablet for BTP in opioid-
tolerant patients with chronic low back pain,®® and another
assessed fentanyl buccal tablet for neuropathic pain.?® In these
2 studies, after an open-label titration phase, patients were
randomized to treat 9 consecutive episodes of BTP (6 fentanyl
buccal tablet, 3 placebo). Mean SPIDso, the primary efficacy
measure, was significantly greater for BTP episodes treated
with fentanyl buccal tablet than those treated with placebo
(P<0.001) in both studies. Statistically significant differences
in Pl (P<0.05) also were observed as early as 10 minutes after
administration of fentanyl buccal tablet, an effect that was
maintained through 2 hours in these studies.

The third study consisted of 3 randomized, double-
blind, placebo-controlled periods designed to assess the
effectiveness of fentanyl buccal tablet in patients with CNCP
over 12 weeks.?” After completing a dose-titration phase,
patients continued to a 12-week, open-label treatment phase,
during which they received 6 doses of fentanyl buccal tablet
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and 3 doses of placebo in a randomized sequence every 4
weeks. During the last of the 3 randomized treatment periods
SPIDeo, the primary efficacy measure, was significantly greater
for fentanyl buccal tablet compared with placebo (P<0.0001).
Differences in Pl reached statistical significance at 15
minutes (P<0.05) and were maintained through 120 minutes.
Additionally, a significantly higher proportion of episodes
treated with fentanyl buccal tablet resulted in any pain relief
beginning as early as 5 minutes after administration of fentanyl
buccal tablet (P=0.018).

The fourth study assessed the safety and efficacy of
fentanyl buccal tablet compared with immediate-release
oxycodone in the treatment of BTP in opioid-tolerant patients
with chronic cancer pain or CNCP.2® After an open-label
titration period during which patients identified successful
doses of fentanyl buccal tablet and oxycodone, patients
entered double-blind, randomized treatment period 1,
during which they treated 10 BTP episodes with 1 of the 2
blinded study medications at the successful dose identified.
During double-blind treatment period 2, patients treated 10
subsequent BTP episodes with the other blinded study drug.
Significant differences in Pl were observed as early as 5
minutes after fentanyl buccal tablet administration compared
with oxycodone (P=0.0081) and were maintained through 60
minutes post dose (P<0.0001).

Patients who completed either of the first 2 noncancer
studies were offered the option to enroll in a long-term (=12

60 —

B study 5: Noncancer pain?’

100 200

months), open-label extension study to assess the ongaing ‘
safety and tolerability of fentanyl buccal tablet.?® This studys, =

Study Population.
. min 22
50 | B Study 1 Camer pain

] 7] Study™2: Gancer pain®
< 40 — E3 Study 3::“‘ Nonoancer neuropathic pain?

& Bl Study 4: Noncancer low back pain?®

£ 30 '

2L

©

[a

Dose of fentanyl buccal tablet, mcg

also enrolled new patients with CNCP who were being
managed with ATC opioids at study entry but were naive to
fentanyl buccal tablet.

AEs in these 5 studies®®?° were those typically observed '

in patients with CNCP treated with a potent opioid analgesic, »

and were similar to those observed in the studies. that
included patients with cancer and chronic pain with:BTP.In a
combined analysis of the 3 double-blind, placebo-eontrelled
studies (Farrar et al,2” Portenoy et al,2® and, Sitnpsen et al?®),
the long-term, open-label extension study. (Fine et:al?®), and
an open-label, 4-week study in patients withichronic pain
(Webster et al,®> not presented herg), the: most frequently
reported AEs (>10%) were nauséa, vemiting, dizziness,
and headache.®® Applicationssitsreactions or abnormalities
were reported in 12% of patients; thése incidents tended to
occur early in treatment, wefe transitory, and led to study
discontinuation in approximately 1% of patients. Serious AEs
that were considered:possibly related or definitely related to
study drug were reporteelin 2 of the 3 double-blind, placebo-
controlled studiggideseribed earlier. One patient experienced
accidental overdose resulting in a loss of consciousness.®
This patient was admitted to the hospital and fully recovered.
Another,. patient experienced pneumonia and had an
agcidentalioverdose of opioid medication, and in another
patient, abuse of opioid medications resulting in withdrawal

© _symptoms was reported.’” During the long-term safety study,

“gerioUs AEs occurred in 18% of patients, the most common
of"'which included chest pain, pneumonia, and vomiting (5
patients each).?®

b

400 600

Figure 2. Distribution of successful doses achieved during titration in clinical studies with

fentanyl buccal tablet.

Adapted with-permission from Fine et al: 2010; o
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Oral Transmucosal Fentanyl Citrate:
Clinical Data Review

OTFC is a TIRF formulation approved by the FDA in 1998
for the treatment of BTP in patients with cancer who are
already receiving and are tolerant to ATC opioid therapy for
their underlying persistent cancer pain.®* Each OTFC lozenge
consists of fentanyl, incorporated in a swestened matrix and
attached to a handle. The patient administers OTFC by rubbing
the lozenge along the inside of the cheek, which causes the
lozenge to dissolve in the mouth, allowing rapid absorption of
fentanyl through the buccal mucosa.®*®

The efficacy and safety of OTFC were assessed in a
randomized, double-blind, placebo-controlled study of opioid-
tolerant patients with cancer.?® After an open-label titration
period to identify an effective dose of OTFC, 92 patients
entered a double-blind, crossover phase, where they were
given 10 randomly ordered treatments (7 doses of OTFC at the
effective dose identified and 3 placebo) in the form of identical
lozenges to treat 10 BTP episodes. Significant differences in
Pl were observed at all time points after OTFC administration
compared with placebo (P<0.0001). AEs were typical of
those observed in patients with chronic pain and cancer
treated with a potent opioid analgesic and included dizziness,
nausea, somnolence, constipation, and asthenia. In addition, 2
randomized, open-label, dose-titration studies have assessed
the use of OTFC for the treatment of BTP in opiocid-tolerant
cancer patients with persistent, chronic pain.®"*® In these
studies, 74% to 76% of patients with BTP successfully titrated

to an effective dose of OTFC. AEs were typical of opioid-related '

events in both studies. ‘
Patients successfully completing any of the 3 short-term

cancer studies described earlier as well as new patients were
eligible to enroll in a long-term, open-label extension study to
assess the ongoing safety and tolerability of OTFC.%® Rollover
patients received OTFC at the effective dose determined in the
short-term study. As expected, the most commonly reported
AEs were typical of those reported with opioids (somnolence;
constipation, nausea, dizziness, and vomiting). Six patients.
dropped out of the study due to an AE that was at least""‘
possibly related to OTFC.
Fentanyl buccal tablet has been shown to be eff Il.ve in
the treatment of BTP associated with multiple Gﬂa‘uses"'of pain.
Nonetheless, TIRF products such as fentanyliuccal tablet and
OTFC have been associated with potential.risks+for misuse,
abuse, addiction, and overdose. Aecordingto an analysis
of clinical studies of fentanyl buooal ‘tablgt in CNCP, 17%
of patients had an aberrant behavmr (eg, overadministration
of study medication, medication theft, overdose), with 11%
considered by the investigator to be possibly related to the
study medication.?® The incidence of aberrant behaviors
in this study was low*&empared with previously published
studies (32%-51%),%%*" thus highlighting the importance of
appropriately Sglecting patients who are most likely to benefit
from treatment, [tialso is important to carefully titrate fentanyl
buccal ‘tablét ahd OTFC to identify the most appropriate dose
for each. patient to achieve acceptable analgesia without
unageeptable AEs. In clinical studies of fentanyl buccal
tablet;: 65% to 81% of patients identified a successful dose,
with the majority identifying a successful dose between 400

:"‘and 800 mcg (Figure 2).°° Employing appropriate patient
-selection, treatment, and monitoring can help ensure that
“the benefits of fentanyl buccal tablet and OTFC treatment

outweigh the risks.

REMS for ACTIQ and FENTOI-?A

Randy J. Bradway, MS, RPh
Claire Jurkowski, MD b e
Robert F. Kaper, MD -

James Ottinger, RPh

Cephalon, Inc.
Frazer, Pennsylva‘m

As part of, rts commﬂment to patient safety, and in compli-
ance wiith'the FDA guidance, Cephalon, Inc., has devel-
oped a - REMS for ACTIQ (OTFC) and FENTORA (fentanyl
buccal'tablet). The goals of this REMS, which was approved by
the FBA inuly2011, are to mitigate the risk for misuse, abuse,
) addlctlon{ overdose, and serious complications resulting from

madlcatlon errors by following the steps described here:

e Prescribing and dispensing FENTORA and ACTIQ only to

" appropriate patients (ie, only opiocid-tolerant patients).

¢ Preventing inappropriate conversion between fentanyl
products.

Highly Confidential

¢ Preventing accidental exposure to children and others for
whom the medication was not prescribed.

¢ Educating prescribers, pharmacists, and patients on the
potential for misuse, abuse, addiction, and overdose.

The REMS integrates available technology to help ensure
appropriate patient selection and education, checks and
balances within the distribution channel, and dispensing of the
medication for the appropriate, intended use. The ACTIQ and
FENTORA REMS:

e Ensures that appropriate patients have access to their
medicines while preserving availability at retail pharmacies.
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* Enrolls prescribers and pharmacies through education about
appropriate patient selection and additienal key safety infor-
mation in order for patients to receive medications they need.

¢ Enhances the dialogue abiout patient safety at the point of
prescribing through reqUIred patlent education about safe
and appropriate use. .

¢ Uses existing andzfamiliar technology within the normal
pharmacy stakeholder workflow to minimize disruption.
Elements of:'the approved ACTIQ and FENTORA REMS

that will be mgst rélevant to health care professionals are the

“Medicafion ‘Guide? and “Elements to Assure Safe Use” tools

discussed earlier: he “Medication Guide” is an education tool for

pat|ents that contains specific product-related information such

as adm!nlstrat\on guidelines, warnings and contraindications,
#AEs. andproper dosing written in easy-to-understand language
.. for pon-health care professionals. Health care professionals

“ whag_prescribe these products will be responsible for reviewing
sthe “Medication Guide” with, and providing a copy of it to,
each patient at the time FENTORA or ACTIQ is prescribed,
and pharmacists dispensing these products will be required to
provide the guide to each patient with each prescription. The
“Elements to Assure Safe Use” will require that FENTORA and

Highly Confidential

ACTIQ be accessed through a single, closed system that requires
stakeholders to complete specific education, assessment, and
enrollment requirements (Figure 3).

Health care professionals who want to prescribe FENTORA
or ACTIQ for outpatient use must enroll in the ACTIQ and
FENTORA REMS program. Although prescriber enrollment
is not required for inpatient use, it is required when health
care professionals wish to prescribe FENTORA or ACTIQ
upon patients’ discharge. Health care professionals may
enroll online by accepting the program’s requirements and
completing an education program and knowledge assessment
and an enrollment form. Additionally, health care professionals
must complete and sign a patient-prescriber agreement form
for each new patient before the first prescription is written.
This form confirms that the patient is opioid-tolerant and
has been receiving ATC treatment with an opiocid medication
for more than 1 week. It also acknowledges that the health
care professional has provided and reviewed the “Medication
Guide” with the patient and that the patient has been informed
about the risks, benefits, and appropriate use of FENTORA
or ACTIQ. The patient also must sign the patient-prescriber
agreement form.
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| prescription via PMS

Figure 4. Medication prescription flow with the AGﬁ"l‘Id“and FENTORA REMS.

BTP; breakihrough pain; PMS; pharmacy management svstémj Ry, prescription

N\
N

Pharmacies must assign a designated. pharmacist to
complete a pharmacy-specific education program:to train other
pharmacy staff, a knowledge assessment, ang-an enroliment
form. To ensure a controlled distrilsttion model, the pharmacy
will be eligible to purchase FENFORA and ACTIQ from enralled
distributors and dispense these medications to eligible patients
only on completion of thesg stepsTFurthermore, the existing
pharmacy management,system of enrolled pharmacies will
be used to communicate with the REMS database. Through
this communicationfichiannel, prescriber enroliment and
completion of the patient—prescriber agreement form can be
verified instantly. Brescription labels will be printed only once
these conditiong.have been met. Enrollment in the ACTIQ and
FENTOR#AREMS program may be completed online at www.
ACTIQarngFENTORArems.com. Enrollment must be renewed
every 2 years 6r sooner in the event of major safety updates to

.. the produgt labeling or major program changes.

“iThe ACTIQ and FENTORA REMS program is a controlled,
integrated system that is designed to ensure the safe and

% “appropriate distribution, prescribing, and dispensing of these

medications. Furthermore, the ACTIQ and FENTORA REMS
program requires key stakeholders to work collaboratively

Highly Confidential

(Figure 4). Doing so will help to enhance the dialogue
between health care professionals and patients, preserve
the local prescriber-pharmacy relationship, and coordinate
patient counseling to support the safe use of FENTORA and
ACTIQ.

According to provisions of the ACTIQ and FENTORA REMS,
beginning March 2012, all stakeholders will need to be enrolled
in order for a prescription to be filled. Cephalon, Inc., is also
participating in the development of a classwide REMS for all
TIRF products.“? Although the specific details of this classwide
REMS are under negotiation with the FDA, the system is
likely to be similar to that of the recently approved ACTIQ
and FENTORA REMS. Once it is approved, Cephalon, Inc.,
will work to ensure a smooth transition to the shared system
while maintaining access to appropriate treatments for BTP in
opioid-tolerant patients with cancer.
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