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MEMORANDUM

DATE: April 26, 2008
FROM: Bob A. Rappaport, MD
Thrector

Dhvision of Anesthesia, Analgesia and Rheumatology Products
Office of Dirug Bvaluation I, CDER, FDA

T Chair, Members and Invited Guests
Anesthetic and Life Support Drugs Advisory Committee (ALSDAC)

RE: Qverview of the May 6, 2008 ALSDAC Meeting to Discuss Supplement
005 w NDA 21-847 for an Expanded Indication for Fentora for Use in
Break-Through Pain in Patients with Chronic Pain Not Caused by
Malignancy

Fentora was approved in 2006 for the treatment of breakthrough pain in patients with
cancer who are already treated with around-the-clock opicids. Actig, approved for the
same indication in 1998, was the first oral transraucosal fentanyl product developed for
this indication. Actig is a lozenge that is presented on a stick making it easily removable
from the mouth, while Fentora 15 a lozenge without a stick. Because approval of these
products represented availability of fentanyl without the necessity of intravenous access,
FDA had numerous discussions with the sponsors during the development of the products
to address our concerns regarding the potential for abuse and misuse, and the potential for
accidental exposure with these formulations. In order to prevent abuse and misuse, and
aceidental exposure to Actiq and Fentora, particularly by children, rigorous risk
management programs were included as part of the approval of the products. These nsk
management plans were designed to limit the prescribing of these products to opinid-
tolerant patients with breakthrough pain from cancer with the intent that this would Tt
the overall prescribing of the medication and, perhaps, limit the arsount of diversion for
abuse, and the nusber of accidental exposures. However, offlabel prescribing has,
unfortunately, been widely practived. In the short time that Fentora has been on the
market, and despite a limited indication for cancer patients, we have received numerous
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reports of serious adverse svents related to the product, including desths in patients,
prescribing to non-opivid toleram patients, misunderstanding of dosing instructions, and
inappropriate substitution of Fentora for Actig by pharmacists and prescribers. The
Agency Issued a Public Health Advisory regarding Fentora last September. Additionally,
we worked with the sponsor to make a number of modifications to sirengthen the
warnings in the product label.

While there are patients with chromie, non-cancer breakthrough pain who may benefit
from Fentora or similar products, controversy exists in the literature regarding the extent
of this population and the safety and efficacy of these types of products for these patients,
It s difficult at best to fully assess whether to expand the indication based on this
literature. While the prescribing of Actig, and more recently Fentora, has remained at
relatively low levels, we are concerned that the sponsor’s request to expand the current
indication for Fentora to opioid tolerant patients with breakthrough pain who do not have
cancer may greaily increase the prescribing of this product which may increase the
avatlability of the product for diversion, abuse and misuse, and increase the incidence of
aceidental exposures which, duse to the potency of the product, could potentially have
devastating effects. In this time of increasing abuse of prescription opioid products, it is
unportant to address this potential and o find effective risk mitigation strategies
intervene before it manifests as a public health crigis,

Fentanyl has an extremely narrow therapeutic window, and even in opioid tolerant
patients misuse and errors in dostng can result in significant morbidity and mortality.
Exposure to minute quantities of fentanyl in opioid nop-tolerant people, especially
children and the elderly, can be lathal in minutes. If this product is to be indicated for
increased widespread use, and if availability increases, a risk mitigation program that will
atternpt to prevent, monitor and intervens when necessary will be essential, Howsver, as
already noted, the current paradigms for sk management programs for potent opioid
drug products may not have been {ully successful,

During this meeting of the ALSDAL, we will be asking vou to help us determine the
safety and efficacy of this expanded indication for Fertora. Should you conclude that
there is, indeed, an appropriate patient population for this indication, we will ask for vour
assistance in creating new and effective risk mitigation strategies to prevent misuse,
abuse and diversion of this highly potent opioid preduct. These are difftcult questions
and we are extremely grateful that you have agreed to participate in this discussion and o
attempt to provide recommendations that will be critical in our determination regarding
the approvahility of this application. Thank you in advance for your participation,
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Background
Transmucnsal Fentanyl
Approval History

The first formudation of orgd transmoucosal i‘emazzyi citrate 1o be approved was Oralet. It
was approved in 1993 {for preoperative sedation in children, snd was for use only in a
hospital setting in an effort 1o avoid serious hazards associated with off-label use. The
product was Formulated as & raspberry flavored lozenge on g stick so that it would be
acceptable to the pediatric population. However, Oralet was withdrawn from the market
when it became evident that the opioid-ngive children who recelved # could not tolerate
the associated adverse events of nauses and vomiting,

In November 1998, Auiq was approved for a novel indication; the treatment 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. The
approval process for Actig brought to light a situation where the nead for a new therapy
for cancer breakthroush pain had o be balanced with the management of the potential
public rsk assoctated with the marketing of & potent narcotic. This represented a unique
girpumstance where the population ot greatest nisk for adverse effects was oot the
population that would benefit from approval.  Actig was the same formulation as Oraler,
s raspberry flavored lozenge on a stick, but was available in doses much higher than
spproved for Oualet. In contrast to Oralet, Actig was intended for use in the home and

there was great concern about the appeal of this dosage to children in the household.

This matier was the subject of an ALSDAC mesting in September of 1997, The
gommittes voted unanimously that there should be & way found to make Actiq available
1o those patients who would potentially benefit from it while managing the poiential risks
to public health. While the rizsks related 1w the approval of Actiq and its use in an
outpatient setting included those common to all high-potency opioids including misuse
{particularly in opicid-naive patients), abuse, and diversion, & very important and unique
rigk stood out; the scaadental or intentional ingestion of the product by children who have

mistaken the lollipop formulation for candy. The issue of partially consumed units lefl

Iving arcund the house was of particular concern 1o the Agency.

The Agency issued a Nonapproval Action for Actig in November, 1997, based partly
upon the lack of development of an adequate program to protect the safety of those
individuals who may sccidentally or intentiopally ingest the product by mistaking i for
candy, use it licity, or have it inappropriately pzescnheé off-label Actigwas ultimately
approved in 1998 under 2ICFRE314.20 (Subpart H “Approva)l with restriction 1o assure
safe use” which states:

“If FDA concludes that a diog product shows to be effective can be safely used only if

digtribution or use is restricted, FDA will require such postmarketing restrictions as are
needed to assure safe use of the drug praduct”
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The Agency approved the NDA with restriction for use 1o the treatment of breakthrough
pain associated with malignancy in opioid-tolerant cancer patients {(slso limiting
pharmaceutical marketing detailing to Oncology and Pain Medicine specialists) and with
the final printed labeling and Risk Management Program as a condition of approval.

The regulations under which this product was approved provide for accelerated
withdrawal of the product if the Sponsor does not adhere to the agreed upon marketing
resirictions.

There have been several labeling changes for Actig since the time of approval. Those of
significance include the addition of a statement advising diabetic patients that Actig
contains two grams of sugar per unit (Jung 10, 2002}, statements added 1o Iabel hased on
post-marketing experience vegarding the association of Actig with dental caries, tooth
loss, and gum line erosion {September 24, 2004}, formulation change to sugar-free (never
marketed, September 9, 2003); conversion of patient leaflet (patient package insert) to
MedGuide {September 6, 2000}, and the addition of pharmacokinetic data for patients 3-
15 years of age based on a study carried out in the pediatric population (February 7,
2007

Fantora was approved for the treatment of cancer breakthrough patn on September 25,
2006. Both a Risk Management Plan and MedGuide were part of the approval, The
originally approved dosage units of Fentora included 100, 200, 400, 600, and 800mog,
and in March, 2007, a 300mog strength was approved,

The table below, excerpted from the currently approved Fentors lsbel, illusirates the
difference in bivavailability between Actiq and Fentors, Because of the almost 30%
difference in their bipavailability, caution must be exercised in converting patients o
Fentora from Actig. Since the two products have some dosage units in common (208,
400, 600, 800 mog), and are comprised of the same drug moiety, It is orucial that
prescribers and pharmacists understand this difference.

2
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Within a year of its approval, in September 2007, a Public Health Advisory was issued

for Fentora.

Reports of serious adverse events, including deaths in patients taking

Fentora had been reported to the Agency. The reports described prescribing to non-
opioid tolerant patients, misunderstanding of dosing instructions, or inappropriate
substitution of Fentora for Actiq by pharmacists and preseribers. Additionally, as a result
of these reports, changes to the Package Insert and MedGuide were made in February
2008, These modifications, including changes to the Box Warning, strengthen the
warnings regarding the use of Fentora in opioid non-tolerant patients including patients
with migraines, correct dosing, and the conversion of patients from Actig to Fentora.
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EXECUTIVE SUMMARY

The Thvision of Anesthesia, Analgesia, and Rhcumatology Products ix holding an 4 Advisory
Canmzms,a meeting on May &, 2008, in which an expanded indication for Fentora® , NDA 21-
947, for non-cancer related pain will be discussed.

Thig review deseribes the estimated ;zsmpmtmn of patients who are on concurrant thempy with
Actiq® or Fentora® with products in the pam market . We examined the annual number of
paticnts who filled a preseription for Actiq® or Peatora® in the outpatient retail phanmacy setting
and who also réceived concurrent prescrption products within tizfz pain market, Anabeses
included theee calendar years from 2008 through 2007 for Actig”, and vear 2007 for Fentora®.

The Venspan, Vator Oue™: Concurrency {YOCON) ton] was used 1o constout this anabysis. Data
from VOUON mre unprojected patient counts and may not be generalized to all ULS. pationts.

s In year 2005, approximately 40% of patients who filled a prescription for Actig” were
onconcurrent therapy with a product from the pain market, where the product from the
pain market wag filled first,

* Inyear 2007, approximately 26% of patients who filled a preseription for Actig® were
on concurrent therapy with a product from the pain market, where the product from the
pain market was flled Srst.

*  Inyear 2007, approximately $9% of patients who filled a prescription for Fentors® were
on poncurrent therapy with a produet from the pain mardket, where the product from the
pato markst was Hlled first ‘ ‘

*  The majority of disgnoses associated with Actiq® and Fentora® during vear 2007 were
non-cancer related.

+  Anesthesicdogy (17%), Physioal Medicine and Rehabilitation (0 6%} and Family
Medicing {1290) were the leading prescribing spevialties for Actig” during year 2007

«  Physical Medicine and Rehabilitation {21%), Ancsthesiclogy {i%%} and Anesthesiolngy,
wther {16%) weore the leading prescribing specialties Tor Fentora® during vear 2007,

The :mais iz found a hxg&ar prevalence of concurrent therapy with products in the pain market for
Fentora™ than Acﬁq The duta alse suggosts that off-labol prosonbing s not uncommon with
Fentora® and Actiq™

1 BACUKGROUND
L1 INTRODUCTION

Actig® was ppproved on November 47, 1998, under MDA 20-747 for the management of
breakthrough cancer pain in patients with maligrancies who are already &Qﬂi&m&, y and who ans
tolerant to opicid therapy for thelr undsriying persistent cancer pain. Fentora® was appmv&d o
September 25, 2006, under NDA 21-847 for the nanagement of treskthrough pain in patients
with cancer who are already recetving and who are tolerant o opioid therapy for their underlying
persistent cancer pain. Both Actig™ and Fentors™ have risk management plans in place that
include minimizing use by opioid non-tolerant individuals, Results of this concurrency analysis
may be presested gt the Division of &mathema, Anslgesia, pod Rbevmatology ?mdn&s Adwvisoay
Commitiee scheduled for May 6, 2008, in which an expanded indication for Fentora® for non-
cancer relnted painwill be discussed,

Confidential TEVA_MDL_A 07864378

CONFIDENTIAL TEVA_AAMD_00855447
P-24297 _ 00009



06955.10

2 METHODS AND MATERIALS

Using the currently avatlable data resources, this r?\mw dswrzb% the sxtimated proportion of
patients who are on concurrent therapy with Actig™ or Fentars® with the pain market, and thus
potentially zange use among now-opioid ol }Edﬁifﬁﬁs Propngtary drug use databases
Heensed by the Agency were used to-condect this analysiz.

2.1 PRODUCTS AND DATA SOURCES

Umwng the Vg,mpfm Veetor One™: Concurrency {(VOCON) tool, we querted for concurrent use
of Amzq or Fentora® with pméucts within the pain marker, The LSC classes and products that
comprise the pain market are Hsied 1 Appendix 2, Table 1. Twelve sots of reports were
generated from coneureney scenarios that were set up using a 10% grase perdod of overlapping
davs supply CONCUrRnLY mothod. Analvses muim&d three calenday years from 2003 through
2007 for Actig®, and vear 2007 for Fentora®, Data were analvzed for concurrency with Actig® o
Fentora® and the entire pain market defined by Verispan, stratifisd by USC Class and product.

An episode of concarrency is identified when a preseription in the Base group {Actig® or
Fentora™) overfaps with the days supply for a dispensed prescription in the Concurrent group
{pain market or UBC/product within the pain markety. The davs suppdy is calenlated by adding the
number of therapy dayy to the tme of prescription disponsing. The number of therapy daye is
estimated by dividing e sumber of tabletz or units dispeased by the number of tablets or wnils
consumed per day. A grace period of 1% is allowed for the dayy supply Hime window e adjust
for delavs in prescription filling. For epch sepo, the Bl sequence was defined as {anumnt
group {};?w market, or USC or product within pain market fitled before Base group {Actig” or
Fentora

Outpatient nse stratified by physician specialty was moasared using Verspan, LLC Vector One™
National (VONA). Indications for use were obiained from the Verispan, Physician Drug and
Diagnosis Audi (PIDAY database. Complete deseriptions of the databases used can be found
Appendix {

3 RESULTR
3.1 PAr MARKET CONCURRENMCY

Fable 34 see Appendix 2y shows the number (and percentage) of patients on conenrrent therapy
with Actiq® and the entire pain market from vear 2008 through 2007,

»  The number of patients that filled o presoription for Actig®™ in retail pharmacies decreased
froam 27 031 patients n yoar 2008 t0 24,147 in year 2006, down 1o 6,724 patioms in year
2007,

«  {herall, the mzmbu of patients on concurrent therapy with a prodoct from the pain
market and ﬁsmq * has decreased from approximately 10,869 patients (40%) in year 2003
to 1,758 patients {26%) in vear 2007,

+ The average number of concurrent days in vear 2005 was 41 days, which represented
approximately 17% of the total days «uppix for Actiq” preseriptions. Tn year 2007, the
average number af conourrent cims was 35 davs, reprosenting 1% of the otad da&s
supply for Actig” preseriptions.

Confidential TEVA _MDL_A_07864379

CONFIDENTIAL TEVA_AAMD_00855448
P-24297 _ 00010



06955.11

Table 3 {see a‘ipp&‘mkx 2y shorws the the number {and pareontage) of patients 68 conourrent
therapy with Fontora™ and the ontire pain market for vear 2007

»  ln year 2007, approsimately 5,636 paticars (39%) filled a preseription iar a meghcatinn
from the pain market then con»umx&tiv filled a prescription for Fentora™,

*  The average number of concurrent days was 53 days, which represented approximately
42% of the total days supply for Fentora™ preseriptions.

3.2 CoONCURRERCY pY CLASS

Table 4 {sese Appmﬁ’m 2} shows the nomber {and poreentage) of patients on copsurrent therapy
with Actiq”™ and the pain market stratified by USC Class during vears 2005 through 2007,

o During vears 2008 and 2006, patients identified as having filled 3 prescriptiog for Actig®
were more Fequently on concusrent therapy with a product froem USC Clasg 02232
“Codging and Combination, Non-injectable”. Approximately 8,019 patients (22%) and
3,130 patients {21%), during vears 2003 and 2006, respectively, had already filled 2
prescription for a product from this class prios to receiving a preseription for Actig®,

»  In vear 2007, patients identified as having filled a preseription for Actig® were more
frequently on concurrent therapy with a product from USC Clags 02222 *Morphing and
Optem, Non-djectable”™. Approadimately 1,071 pationts (16%) had already filled 2
prescription for a product from this class prior to receiving a prescription for Actiq®.

Table § shows the number {and percentage) of patiznts on concurrent therapy with Fentora® and
the pain market strtified by USC Class during year 2007,

»  Patients identified as having filled a prescription for Featora® in vear 2007 were more
frequently on concurrent therapy with 2 produst fom USC Class 02222 “Morphing and
Opivm, Nonelngectable™.  Approximately 3,876 patisants (39%) had abroady filled s
preseription for g product from this class prior to receiving & prescription for Fentora®.

s USC Class “Codeine and Combination, Non-Injectable™ was the scmrzd most frequent
class of products that patients were on concurrent therapy with Fentora™, Approsunately
3 pmmms {34%1 ware on a product from this class prior lo megiving & prescription
for Fentora™,

3.3 CONCURRENCY BY PRODUCT

Table 6 shows the number {and percentage) of paticonts on concarrent thorapy with Actiq” and the
pai market stratified by top ten products during vears 3005 through 2007,

= O ;:raﬁ from vears 20052007, patonts identifind a5 baving filled s prescription for
Actig” were more Frequently on concwrent therapy with » hvdrosadone/apap product,
Apprasimately 2672 patients (10%) i pear 2005, 2257 patients (9% in vear 2005, and
407 patients (6%} in year 2007 were on prioy ziwragﬁ with & bvdrocodone/apap product
before filling a prescription for Actig®.
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» ?zm&m’ transdermal was the sevond most frequent product o the pain market that
Actiq® patients wers on concurrent therapy with. Approximately 1,613 patients (5%) in
year 2005, 1,795 (7% 1o vear 2006, and 407 paticnts (6%} in vear 2007 were on }::m:zr
therapy w jitha fentanyl travsdermal product before filling a preseription for Actig®.

*  Ohyeodone { ;mmg@dmg refease) was the third most frequent product n the pain markst
product that Actig® patients were on concurrent therapy with, Approximataly 1,238
patients {396} in vear 2005, 1,283 patients (3%} in vear 20006, aud 242 paticnts (4%6) in
woar 2007 were on prioy therapv with an imiediate release vuveadone product prior o
filling a prescription for Actig”,

Table 7 shows the sumber (and percentage) of patients on concusrent therapy with Fentora® and
the patn market stratified by top ten products during year 2007,

e Patients identified as having filled a prescription for Fentora® in vear 2007 were more
frequently on concurrent therapy with a fentanyd transdesmal product.  Approximately
1. 400 pationts {15%) were on pmr therapy with a fentany! transdermal product before
filling a preseription for Fentora®.

#  Hydrocodone/APAP was the second most Heguent produet in the pain market product
that Fentora™ patients were on concurrent therapy with. Approximately 1,296 pationts
{14%:) b vear 2007 werg r;m prior therapy with & bydrocodone/apap product before filling
a prescription for Fentora®,

= Onycodong (xmmedzat@ release) was the third most frequent product in the pain market
product that Fentora™ patients were on concurrent therapy with, Approximately 1,029
patients {1196} in vear 3007 were on prior theragx with an immediate relesse mxg:csdant
produst befors ﬁlimg a prescription for Fentora”,

Table § (see Appendix 23 shows the overall concurrency between Actiq” and hydrocodone/apap
products from vear 2005 through 2007,

s Overall, the number of Actiq” patients on concurrent therapy with hydrocodone/apag
products has decreased from approximately 2,672 pationts (1096} in voar 2008 10 407
{696} patients m year 2007,

+  The average number of concurrent days between Actiq” and hydrocodone/apap products
in yuar 2005 was 23 days, which represented approsimately 2% of the total days supply
for Actig” preseriptions. In vear 2007, the average numbe:r of concorrent daw was 21
davs, representing 2% of the total davs supply for Actiq® preseriptions,

Table 9 (ser Appendix 2) shows the overall concurtency between Fentora® and fertanyl
transdermal products for vear 2007,

s In vear 2007, approximately 15% of patients whe filled 2 prescription for Fentora® were
on concurrent therapy with 2 fentany! transdermal product
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»  There was an average 46 concument days between Fentora™ and fentany! transdermal
products which represented approximately 9% of the total days supply for Fentora™
prescriphons.

Tuble 10 {see Appendiv 2) shows the projecied uses, stratified by diagnosis, of Actig® and
Fentora™ during patient visits in nffice-based physivian practives.

o The majority of diagnoses assoctated with Actiq® or Fentora® during vear 2007 were
nem~eancer related,

Fable 11 Esee Appeﬁzdw 2 shows the projected mumber of prescdptions, by physician specialty,
for Fentora™ and Actiq® dizpensed from U 5. Reail Pharmacios during vear 2007,

*  Ancsthosiology (17%), Physical Medicine and Rehabilitation {16%), and Family
Medicras {13%) were the If:admg presoribing specialties for Actiq” during vear 2007,

#  Physical Medicine and Rebabilitaion (1%, Anssthesiology (18%), and Ancghesiology,
other {16%) were the leading preseribing speciaities for Fentora® during year 2007,

4 DISCUSSION

The findings from this consult should be interprated in the context of the knows Hmitations of the
dotabases used. When examining 81 sequense, several ssgormptions are made: (1) that a patient
15 taking the presoriptionis) as recormended; and (2) the days supply for a prescription is
reeorded to reflest how the patient 15 actuadly taking the prascription,

T this analygis, e quemd for concurrent wse of & produst within the pam market, specifically an
opioid, with Actiq” or Fentora®, und used this as 3 surmogate for examining opioid tolerance. Oral
transmucosal fentanyl ciirate, the g&mnc formulation of Actiq”, was not included in the base
group along with Amq i this analysiz. During the most mmm salendar year 2007,
approximately 26% of patients receiving & preseription for Actig”™ were un concurrent therapy
with s product within the pain warket, a3 mmpami te 40% during vear 20058, The decrease in the
proportion of conourreney betwoon Actin®™ and the pain market over the yoars may be due to the
increased off-Jabed use of this product in non-apioid tolerant populations, Examination of
poncurment usage of the generis ol transmucosyl fantany! citrats product with the pain market
will be undertakon 1n 2 ater anadysis for comparative purposes,

Although n&&ﬁ; 60% of Fentora® patients are v concurrens therapy with a gmdnm in the pain
market, the maiority of this product s used off-labol in the non-canvor population (we Table 19,
Appendix 23 Furthermore, this product is most commonly presoribed by Physicad Medicine and
Rehabilitation specialists in the outpatient setting which further reflects off-label use {see Table
11, Appendix 23,

Verispan's Veotor One™ Concurrency does not capture data from inpatient hospitals, {I}Xlili}ii,)é,‘v
clinics, same~day surgfsraf sentars, or mail order pharmacies. Although nearly 87% of Fentora™
and 8496 of ﬁm{xﬁ; products were distributed o outpationt retail pharmacy settings during yeor
2007, true oploid tlerance/mon-tolerance cannst be determined within the confines of this
anabysis, 58 3 patient muk& Begin opiokd trestinent as an mpatent or In o clinke, and continug
therapy as an wig:«a.mm {dota not shown), Further epidomiclogical smalvsiz would be reuired 1o

! IR HEALTH, B8 Natlonsd Beles Fervpoative T8, Jsea D WHIT, data smdisoted TR, Suwoe File KEPO 3005236 Fentana
Setiig wales 32808 G813 acke s
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study pationts” courses of therapy across these settings. The data prosented inn this review an all
bascd on analysis of unprejected patisnt counts and they cannot be goneralizated to the national
fevel,

5  CONCLUSIONS

From vears 2005-2007, the number of patients that filled 2 ;}resmptmn for Actig® has deereased
a8 well as the percentage of patierts on concurrent therapy with Actiq™ and a product from tﬁe
pain market, In viar 2008, approximately 40% of patients who filled a prescription for Actig®
also filled a preseription from the pain market, This proportion deoreased to 'ippmxxmat’aiy 26%
i year 2007, In year 2007, a;apmumam]v 59% of patients that filled a preseription for Fentora®
also filled a proseription from the pain market. Hydrocodone/APAP, fentanyl transdermal, and
oxyeodone (immediale reloase) products were the most common congurrent produdts mthzzz the
pain market. The majority of use for Actiq® and Fentora® is occurring in the outpatient setting
for non-cancer indications. émsthwmiﬁmf and Physical Medicine and Rehabilitation were the
leading specialtios that prescribed Actiq® and Fentora®™ prescriptions that were filled in retail
settings.  Concurrency amiysis suggests that there is ahxg&m prevalence for ;mqmbwg 3
medication from the pein market concurrently with Fentora® than with Actig®. The data also
suggost ¢ that off-label prescribing for non-cancer related conditions is not uncommen with
Fentora® and Actig®

CONCURRENCE

Laura Governale, Phsrm D, MBA,
Team Leader
Division of Epidemiology (DEpi)

Solomon Ivasu, M D, MPH
IHrector
Division of Epidemislogy (DEpi)
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APPENDICES
APPENDIX 1: DATABASE DESCRIPTION

Verispan, LLC: Veotor One®s Vavispan Concurvency {VOUON)

Data used in VOUON is derived from Verispan's Vector Oue®™ database. The Vector One®™
database infegrates preseniption activity from a vadiety of sounses, including nationsl retal chams,
matl order phanmacies, mass memhméxsws pharmacy benefits managers and their data systers,
and provider groups. Vector One”™ seceives over 2 billion pmsm;}mn claims annually

n,pms&xﬁmg over 160 million uoigue patients. Veotor One® receives appmmmmeisf im,if the of
et} presoriptions dispensed natinwide, Verlspan obtaing ol preseriptions from approximadely
ong-thisd of the reporting stores and 2 significant sample of prescriptions from the remaining
sores,

VOUON allows asers o measure and evaluats comonrrent drog terapy nsage o unique pationts
during a selected tme period using four scenarios. These svenanios are (i seder of most o leant
restrictive); Bame day fills, overlapping days supply, overlapping days supply with % grace
period, fils dunng : the same time poriod.

The VOUON module provides unprojecied patients counts, MNatiomwide projections are not
avatlabls,

Verispan, LLC: Vector One®: National {VONA)

Verispan's VONA mwasures retail dispensing of preseriptions or the frequency with which drugs
move ont of retail phanmacies wto the haads of conswmers via formal presoriptions. Infonmation
on the physician speciaity, the patient’s age ad pender, and estirmates for the pumbsers of patients
that are contimging Of new to therapy arg availbble,

The Vector One™ database integrates preseription activity from a variety of sources including
agtional retail chaing, mass werchandisers, mail onder gﬁam;ameg, phmlam henefils mansgers.
and their data systems, and provider groups, Vector One™ receives over 2.0 billion grescnptztm
claims per year, representing over 160 mithon unique patients. Since 2002 Vector One®™ has
captured information un over 8 billion preseriptiong representing 200 wmillion urique patients.

Prosoriphions are captured from a sample of approximately 32,000 pharmacics tooughout the US.
The pharmacies in the data base account for pearly all retail pharmacics and represent nearly half
of retail preseripions disponscd nationwide.  Verispan receives all presoriptions from
approsimately one-thind of the stores and a sigmficant sample of presoriptions from the remalining
stores.

Vertspan, L1 Physician Hvag & Dlagnosis Awdit (PDDA)

Verispa's Physician Ding & Diagnosis Audit (PDIIAY is a monthly survey designed o provide
deseriptive information onthe patterns and trestment of diseases encountered in office-based
physician practives i the U8, The survey consists of data collected from approximately 3,100
office-based physiconms repressnting 29 specialties across the United States that report on all
pativnt activity during one Yepieal workday per month. These data may faclude profiles and
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trends of diaguoses, paticnts, drug products mentioned during the office visit and treatment
patierns. The data are then projected nationally by physician spoialty and sogion to reflect
national prescribing patterns.

Verispan uses the term "drug uses” to refor to mentions of a drug in association with a diagnosis
during an office-based patient visit, This term may be duplicated by the number of diagnosis for
which the drug is mentioned. It s important to note that a "drog vse” does not necessanly result
in preseription being generated. Rather, the term indicales that a given drug was mentioned
during an office visit.
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APPENDIX 2: TABLES

Table 1: USC Classes included in the Pain Market®

Verispan, Yeotor Coed Copcurrancy Toud (WOCOM). *Generic Produets are fncluded i this analysls but sl peserie
wraducts are ot listed

USC 92111 Ervgot Dordvatives,

USC 02212 Propoxyphencs

AlonefCombination Propoxyphens/APAR, Cpd}

Catergot P45 Darveest (N-100, AS) K301 Wygesie
Ergoma ErpoosflPB Plarson (¥, Congound-63) Tryont
Bellergal 8 Bansert

UBC 92214 Synthetic Narcotic Non-Tnjeciable
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PSC 62112 SRerotonin SHT-1 Receplor Agonists  Mepenitab Methaduoe Noo-iy
Trtrex Oral Relpas Dmerol NeoeIrg MeperidinePrometh.
Maxali (MLT) Fomig (ZMT, WS Tabwin-NX Methadoze ,
Axer] Tratirex Statdoes Ref Drotophing HC Mon-Ing Mepeddine Moning

fmitrey Masal Spway
Anrrge
Imitrex Ing

Frova
Tmdteex Blaidose Pen

Mupergan Fortis
Lavo-Diomoran Mooy

FPewtaroctnsMaloxome

USC 82321 Morphine and Oplum Infectable

VRC 42118 Anti-Migraise, Combination Buprenex Maorphine Sulf Iy
Bidrin Daradein Thlsudid In Hydramorphoneln
Migraten Anidrine Difsudid B3P Bupresorphing
Migrin-a Migradern Disranrph PR

Agtramorph PE

USC 82130 Acetaminophen
VRO 02131 Svathetic Non-Narentic Injectable

VSC 82222 Morphine and Oplum Non-

Tabwin Iy Prialt Injectable

Wubain Toradol I Buboxone Actigh

Staudol Korpbine Julfe (CRER) Quium Tinlare
Kadinn Roxanel {T, 100}

USC 82132 Synthetir Non-Marcotic Non- Dhiragesic Crawocph SR

Injectable Avinza Dilaudid

Uttrant (BR) Al (Chikiren’s) Opuna (ER) RME

Ultracet Motrin (18, Chifdren's) Subutex MSIR

Pomsiel Eauagesiz Drlaudid Mon-Inj Opana

Anapre (155 Tadagen Femtora® MS Contin

Catyflam Toradel Oral Oral Transonicows) Feotanyd Citrate

Diolobid Btadol N§ Fentanyl Transdermal

UBC 62140 Salicylates and Related

Morphine Sulfate Moo
Hydromorphone

Aspie-law Lanorinsd
Froring Feotrin (Max 51 UBC 02232 Codeine and Combination Non-
MET 600 Baver Aspirin Injectable
Hayer Ohild Aspivin. Ascriptin {Mag 8y, A/DH Hydrocodone APAPIABA) Cwyeodong/APAASAY
Hater Euteig Easprin Endocet Criy-IB
Tetr-Mag Balflex Cmyoontin Magnaset
Morwich Aspirin Amigesic By Pantor Do
Aaacin {Mex S Foaver Aspirin Max Rogiost Snapsic
Bufferin Anslgesic Hyalex Yicadin (E8, HP) Aynaloges DO
Disslond Salsaints Lortab (2.53,7,30) Lorab sty
Pesoreet (357,15 Lanliesio
USC 82150 Synibetic Non-Marcotic Noten Maxidone
Combination Vicepmfin MoneIni Margesic B
Dolgic Plus Be-FlaxPhis Tylenct (#2843, #4) Reprexain
Dursbas Tioslgic 143 Rexitox Marvox
Lavacet Hlinodlex wadol Parloxy
Avuflex Combitlex (58} Lorert (1, Plus, 1Y Angssia
Be-FledPios By-Ache Fioinad wilodelne xxyFasy
Vanguish Alpain o Tylenol wilodeine
Butalbital/ASACafleine Zeslor Trozin
Captial wilodeine Perpolong
Cotbuus Brshwadone
Endodun Ligubuet
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UBC 02211 Synthetic Narcotic Analgesie Acetansinophen/Catieine Hydroust
Injectable Tyiox I3-Phen
Demerol Inj AcetaminophenUodeine Trammdal(/APAP)
Meperidioe Ing
Methsdone Taj

2
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Table 2t Total Number of Patients on Concurrent Therapy for Acﬁq@‘} and all products within the pain market during
Years 2005-2007. Pain Market products filled before Actiq”.

Prue Group A Actig® Beuy Group B Pain Market

doos 141 &7 27.830,470 : : . 8,950 : 1538%

Remren: Virispan Vet Doe™ Conourmmey (YOO, Vs 20052007, dats exdrisated Mirch 2008 Filed VOOUN 008-228 Autiq@ Madia s

Table 3: Total Numbher of Patients on Concurrent Therapy for Fentora”™ and all products within the pain market during Year 2007
Pain Market products filled before Fentora®.

Drug Group A: Fentora®® Drug Gepup B

Srpe: Vedapan Vedtor One™ Concarrensy { VORI, Yeur 3007, dats exdracted March 2008 File: WOCDN 2008220 Paptorade Consurrancvixls
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Fable & Total Mumber of Copturrent Patlents, by Pain Market Chass, on Concorrent Therapy with Actiy during Years 20052007,
Pain Market Class fllesd bfme Axtiy

Hamgros Verispan Veotor Dine™: Conenrrgrsy {VODONS Years 20052007, data sxirscied Sarch 2008 File mome; YOOON 2008226 At 207 TEC s

Fable % Totel Mumber of CoMcurron %ﬁa’t&mﬁ, by Tin PIRTHOE LIass, 61 COBCHITent Therapy with Fentors du g Foars 0053007,
Pain Mavket Class filled before Fontor

1241 2.8

St ‘zim&;m sy !?mm Lonsisapenny £ ACDKG, Yous M7, dity axtomitnd Marsh 2068 By Skt TN 2&653;&& Pagdorss Sonvaonrsh

B
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Table 6: Total Mumber of Concurrent Patients, by Top Ten Oploid Products, on Concurrent Therapy with Actig during Years
20052007, Opioid Products filled hefore Actig

L

i

stended releage product !
§: Cienuresnsy {VIGCIRSE, Yowrs 20082007, dals euleacted Mardh 208 il namer VOCON BH5V298 Axtiz Unnenrreney xh

Sewrer Verisan Vootor One

Table 7: Total Number of Concurrent Patients, by Top 10 Products, on Upneurrent Therapy with Fentora during year 3007,
Opioid Products filled before Fentora

*Extended Release Produc
S Verbspan Veor U™ Comurroncy (VOUTING, Yoar 2007, dots sstrastnd Wharsth 2008 il nacss VOCTIN 3108236 Pantars Cenonuncy s

£

ARty
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Table 8: Total Number of Patients on Concurrent Therapy for Actiq” and hydrecodone during Years 2005-2007,
Hydrocodone/APAP filled before Actig”,

Prug Group A: Actiq® Brog Group B Hy

Table %: Total Number of Patients on Concurrent Therapy for Fentora® and fentany! transdermal patches duoving Year
2007, Fentanvl transdermal filled before Fentora®.

B Group A Fentora® Prug Group B Fentany! Traosdermal

Source: Verispan Vertor (ne?™: Doncurraney {VODOM, Year 2007, dula extracted March 2008 Bile: VOCON 2008- 236 Feshora® Coneurransyade
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Table 10: Diagnoses Associated with the Use

of Actig and Fentora Mentioned During
Pationt Visits in Office-Based Practices in

{hﬁ v{?&Sx ] ‘f? RS 2 895“3 ﬁﬁ? ¥

3384 CHRONIC PAIN SYWDROME
3538 BRACHIAL PLEXUS LESIONS
718 QSTEOARTHROSIS NOS

5951 CHR INTERSTIT CYBYTIS
H9RE SURGICAL COMPLICAT NEC
7222 PESC DISPLACEMENT NO3
3440 QUABRIPLEGTA TIRSPRC

T243 TUMBAGO

BOSH FX CERVICAL VERTEBRA-CL
VET SURGERY FOLLOW-LP

T226 PISC DEGEMERATION NOB
7331 PATHOLOGICAL PRACTURE
1629 WAL MEO BRONCH/LUNG NOS

14,352
12,809
11,282

%318
7 A0
7400
7408
6,743
5854
6,554
6,559
5789
13

120085-1273007
Lises Share

3530 BRACHIAL PLEXUS LESIONS 18449 25.0%
3559 MONONEURITIS NOS 0235 12.5%
9534 BRACHIAL PLEXUS INJURY 9225 12.5%
V458 OTH POSTSURGICAL STATUS 7400 [0.0%
7331 PATHOLOGICAL BRACTURE 7400 10.0%
7245 BACKACHE NOS 6045 8.2%
2506 DIAB W NEUROLOGIC MANIF 5384 7.3%
H950 AMPUTATION TOE 3384 73%
3572 NEUROPATHY IN DIABETES S84 7.3%

Yertapan, Physininn Thug ond Dlagmsts Asdit FDOAS, Datnsxtrasted

2008, Souree File VONA 2008256 Agtiq Fentora Thid 2-19-08xbs
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Table 11: Projected Number of Prescriptions

Dispensed for Fentors and Actiq from 1.5, Betail
Pharmacies by Top 10 Physician Specialtios During

Year 2007

2ah7
Retall TRx

Ny

ANESTHESIOLOGY frogs
PHYSICAL MEDICINE & REHAR 16604
FAMILY MEDCINE 7,724
ANESTHERIOLOGY, OTHER FARI
INTERNAL MUEHCINE §652
NEUROLOGY 3731
UNSPECIFIED 3a1l
HURRE PRACTITIONER 3,212
PHYSICIAN ABSISTANT 1832
PAIN MEDICINE 1,286
All Oihers G5t

Share

PHYSICAL MEDICINE & BEHAB {8, 79¢
ANESTHESIOLOGY 15,5041
ANESTHESIOLOGY, OTHER {4,882
FAMILY MEBICINE TAY4
INTERNAL MEDICINE 4,517 S04
MEUROLOGY 4491 49%
NURSE PRACTITIONER 4,130 8%
PHYSICIAM ASBISTANT 3164 33%
PAIN MEDICINE 3008 L4%
UNEPECIFIED 2821 1%
A 16,701 11 1%

Yorispen Wastor Ung™6 Nuttonal (VORAL Bxteosted T200R
Orighnal Bl VONA Astig Festors 20 21908 uy
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This is a representation of an electronic record that was signed slectronically and
this page is the manifestation of the electronic signature.
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Laura Governale

4/1/2008 08:07:25 AM

DRUG SAFETY OFFPICE REVIEWER

Signed for LCDR Kendra Worthy, Pharm.D., Drug Use Data
Analyst

Solonon Iyvasu
47172008 11:15%:13 aM
MEDICAL QFFICER

Confidential TEVA _MDL_A 07864383

CONFIDENTIAL TEVA_AAMD_00855462
P-24297 _ 00024



06955.25

Departmment of Health and Human Services
Public Health Service

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Burveillance and Epidemiology

April 4, 2008

Bob Rappaport, M1, Dircotor
Divizion of Analgesics, Anesthetics, and Rheumatology Produsts
HFD-1H0

Thn Amn MeMahon, M.D., M8, Acting Director
Lauren Lee, Pharm D, Safety BEvaluator Team Leader
Division of Adverse Byvent Analvsis I, HFD-430

From: Yoo Jung Chang, Pharm. D, Safety Evaluator
Dhvision of Adverse Bvent Analysis II, HFD-430
Subject: AERS review of serious adverse events associated with the use of
Actiq that were reported 1o the FDA in 2007
Prug Name(s): Ac-tiq@ {fentanyi citrate) oral trapsmucosal lozenge
Apphication Number: 020747
Eponsor; Cophalon
OSERCM #: 2008-2235
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EXECUTIVE SUMMARY

The Division of Analgesics, Anesthetics, and Rhemnatology products (DAARP) nequested a
peview of post-marketing adverss pvents associated with two fordand products, Actig (lozenge on
a stk and Fentora (buscal tablet), This request waswwade i preparation for the May 2008
Advisory Committee meeting to discuss expanding the indication of Fentora to inchude
breakthrough pain in ror-comeer patients. A review of Actly eports was requested because it is
the anly other FDA approved oral rransmucosal fortanyl product availabli on the market with an
extensive pff-label use. Both Actiq and Fenlors are approved only for bregkthrough cancer paig,
This review containg o anslvsis of serious adverse ovents that wese reported in association with
Actig only; Fentora case roview is bging sonducted in & séparate O8E review.

The AERS database was searched for US. reports of sgricus adverse events assoctated with Actiy
that were spored between 01012007 o 124312007, This timeline was selected bocanse (1) the
reviow of gl cases from aporoval 1o prosent was too arge o complete 1o an ndividual review
ghven the lindted time and resources, {27 the selected vear had the groatest nuwber of reports, and
{33 w align the cases with Fentorg (FDA approved in 2006) o the most relevant cases are
reviewed singe the issues surrounding pverdose/abuse and the management of those issues {Le.
sk windmization plans) have changed over the vears,

& total of 61 unigue spontancous Actiq cases were retricved from AERE, and a review of these
cases did not revesl any notable unexpested safety contems associated with Actiy, Unlabeled
adverse gvents, tcluding cardiac amvesy, ventricular Ghrillation, vertricular tachyeardia, coma,
lethargy, loss of consciousness, delusion, and irrtability, were mostly tnvolved with overdoses of
Actly, Overdoses represented the majority (52%) of serious adverse event cases, Among the
uverdose cages, J0% were intentional (e, puisuse and sutcide), 25% were atcidental sxposures in
young children, 19% involved accidenal vverdoses, and 6% were of unknown intent. Actiq is
labeled for the potential for abuse Cegal or Wicit) and scoidemal pediatiin exposure with caation
10 keep sut o the reach of children. Among the cases that did not report an overdose, drag
dependence and dental disorders (ie. dental camies and tooth fractun/loss) were the most
copnmonly reported adverse svents; both of which are labeled for Actiq.

Dreath was reposted i 9 0P 61 cases. The causes of death wers mported as aposa {1}, cardio-
respiratory anest {11, fentanyl toxicity (2). multiple drog overdose (23, and wkoown {3), Seven
of © cases involved un averdose of Avtig; overdose is labeled for Actig. In the two non-overdosy
related deaths, there was insufficient clinical evidence to vonchude that Actiq was dirsetly or
solely related 1o the reported events, The 17 case involved the death of one fitus in g woman who
WaS PremiEnt with teing the surviving bwin was born healthy. This case was confounded by the
concomitant use of other medications with FDA pregnancy category C and D) Actig i Jabeled as
pregnaney category . The 27 case involved an adult male of unknown age with a history of
morhid obesity who undenwent gastric bypass suspery and had postopertive complications that
necessitsted seversl months of hospitalization, during which time he was weannd ofF sll pain
medications, including Actiy, The patient was found dead within oné week of discharge and the
physician suspected that the patient began taking Actisy, and possibly other optords again and
subsenusitly experienced respiratory Tailure wwd death, bithis case. it 1s possible that the paticnt
was not opivid tolerant, which couldd have contribuied to the onteome.

Mo labeling ormogulatory mcommentlations are warrantod st s time. The 61 casos that wem

reviewed did not reveal any notable unexperted safety concers assoviated with Actiy. DAEA
will comtinue foutine monitoring of adverse events associited with the use of Actig.

%
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1 BACKGROUND

1.1 INTRODUCTION

The Division of Analgesics, Anesthetics, and Rbemnatology products (DAARP) requested 2
review of post-marketing adverse ovonts associated with two fentanyl products, Actig (fosenge on
a stick} and Fentora (buceal tablet) in preparation for the May 2008 Advisory Committze mesting
o dissuss expanding the mdication of Fentora to include breakthrough pain in smwr-cancer
patients; a review of Actig reports was requested because it is the only other FDA approved oral
transmucosal footanyl product available on the market with an extensive off-label use. Both Actig
and Fentora are approved oaly for breakthrough cancer pain,  This roview containg an snalysis
of serions adverse events that were reported in association with Actiq only; Fentora cage review i3
being conducted in o separats D8E oview.

1.2 REGULATORY HISTORY

Actig was initially approved in November 1998 for the indication of breakthrough cancer pain.
Since approval, there have been several changes related 1o the manufscturing, fonmulation {sugar-
frew formulation), and labeking; the most rooent change ocourrad in Feb 2007 and involved
updating the mdications and usage seotion of the Tabel to include pationts 16 vears of age and
older,

1.3 PRODUCT LABELING

The following box waming, wamings, precautions, and adverse reactions are in the Adtig
“Highlights of Preseribing Information” section of the Iabeling, revised 2/2007:

Black box waming:

WARNINGS: IMPORTANCE OF PROPER PATIENT SELECTION
and POTENTIAL FOR ABUSE

Sew full preseribing information for complete boxed warning.

® Must not be used in opioid non-tolerant pationts. {1}

® Contains fentanyl, a Schedule H controlled substance with abuse Rability
stmilar to other opioid analgesivs. (1)

® Life-threatening hypoventilation could oceur at any dose in patients not
iaking chronic opiates. {5.1)

& Contraindicated in managoment of acute or postoparative pain, (4)

® Contains medicing in an amount that can be fatal 1o achild. Keep out of reach

of children aud discard opened units properdy. (5.2}

® Use with strong and moderate CYP430 3A4 inhibitors may result in
potentially fatal respiratory depression. {7}
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Warnings and procautions:

® Hse with other CNS depressants and potent eyvtochrome PA30 3A4 inhibitors may
wierease depressant sffects wchuding hypoventilation, hypolension, and profound
sedation. Consider dosage adjustments i warranted. (3.1, 5.3}

® Full and partially consumed AUTIQ units contain medicine that can be fatal to &
child. Ensure proper storage and disposal. Inenim safe storage containgr
availahle CACTIO Welcome K (3.2,17.4)

® Clinteally signiftcant respirgtory and UNE depression can ocour, Moniior patisnts
accordingly. (3.5, 3.7}

® Titrate ACTIC cantiously in patients with chronie ebstractive pulmonary diseasp
or presxisting medical conditions predisposing them to hvpoventilation. (3.5, 3.7}
® Admimster ACTIQ with extreme caution in paticis susceptible 1o ntraceanial
effects of CO, retention, (3.5}
Adverse nactions:
2 Most common adverse reactions during titration phase {Frequency »5%) naosea,

dizziness, stannolence, vomiting, asthenia, and headache. (8.1}

» Mot commen adverse wactions during treatment {frogqueney 23%); dyspoea,
constipation, anxiety, vonfusion, depression, rash, and insomuda, {6.1)

* Dental deeny has been wported. (6.2)

2 MATERIALS AND METHODS

21 INTRODUCTION

The adverse event reponing sysicm database {ALRE) 15 a vohwdary roponting system for health
care professionals and consumers to report adverse events. Due 1o the voluntary system, there is
mnderreporting and also duplicate reporting of adverse events. For any given report, there is no
certainty that the reported suspect product{s) caused the reported adverse eventfs), The main
utility of a spontansous reporting svsiem, such as AERS, is fo provide signals of potential drug
safcty issues.

2.2 AERS CRUDE COUNTS

Search Criteria

The AERS datzbase was searched tor AERS crude count reports of all adverse events assoctted
with Aetig from November 1998 1o March 19, 2008, mcluding U8, and foreign wports,

2.3 AERS INDIVIDUAL CASE REVIEW

Search Uriteria & Selection of Case Series

The AERS database was searched for UR. reports of sevivus advarse events associated with
Axtig, revetved by the Aganoy botween GIOT2007 - 13312007, This ttme frame was selected
for several reazons: (1) the burden of cases from approval to prosent was too farge to complels an
individual review given the Hmited time and resourcas (2 the selected vear had the groatest
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number of reports, and (3} to align the cases with Fartora (FDA approved 2006} so the muost
relevant casos areroviewed since the issucs surrounding overdose/abuse and the managemont of
those issues {t.e. risk minimization plansy bave changed over the vears. The cass were
individoadly roviewsd and duplicates were consolidated. The table below presents the sumber of
cases retrieved from the AERS database and the number of cases that were ncluded in the final
review alter gxclusions:

Table 1. Selection of AERS Canes

Acti 4 »  Adverse evend is likely related 1o the underlying a1
medical condition (13
»  Adverse event is likely related to a concomitant
medication {2}
»  Report roquesting assistance with proper disposal
of Actig (7)
+  Dunlicate repons {3)
3 RESULTS

3.1 AERS CRUDE COUNTS

For the AERS crude counts, individual reviews were not performed to detenmine an association
between the reported events and the use of Actig, primartly due to the large number of reports.
Crude counts may include duplicates and the reported adverse svents may not be directly related
1o Actig use,

Al reports (US) Serious’ (US Death (U5
Adulls & 17 vrs) 265 (236) 230 (2023 5% (473
Podiarics (016 vy} 177 (1763 43 {623 A%
Age unkngvwn (Nl Values) G5 (55%) 28 (483 27 {2
Tonal 307 (45t 351 315 G0 {723
' Serious adverse deug experience inchdes death, Hife threstening, hospitalization, disahility, congenitl somaly,
aud other medicslly serious, per regnlatory definition (CFR 314 800

Lé
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Figure 1: AERS reporting of crude counts for 1.5 and foreign Actig reports from

November 1998 to ¥19/2008

1999 2000 2001

Accidental Drug Tmabe by Child (1123

2002 2003 2004 2000 2006 2007 ‘2{}{}8

Year
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Demal Carles (333
Somnulence (69 Medication Error (23)
Aocidentdd Bxposure (323 Drug Abuser 31)
Lethergy (423 Convulsion {20
Vomitiog (373 Desth (1)
Drug Dependence (32) Pain (19
Dirug Wihdrawal Svadrome (313 Coma {18

Nauses (33

Pharmacentical Product Complaing (18

Creerdoss (7)Y

Hespirgtory Depression (15

Drrog Toxicky (363

Tooth Loss {153

3.2 AEREBINDIVIDUAL CARE REVIEW

A total of 61 unique cases were retrieved from an AERS scarch for US. seports of serious
adverse events associated with Actiq that were reported fo the FDA in 2007, The reported
adverse event torms T the cases were categorized ascording to the AERS system organ class
(SO0 as shown below & repart may contain more than one adverse event feem)

Cardiae diserders [11]: tachyeardia (4}, cardiac arrest {3}, cordise fihure songestive {1},
pericarditis {1}, ventricwdar fibrllation {1}, ventricular tachyeardis (1)

Eye disorders [3]: diplopia (1), mydriasiz {1}, pupil fized (1)
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Lrastraintesting] disorders [45]: ol loss (B}, demta cares (5}, toath Taoture {5}, constipation
{431, vomiting (3% nausca {23, dry mouth (2}, tooth disorder (2, abdominal discomfrt (13,
shdominal distention (1), abdeminal pain {13, abdomina pain opper {1}, ageusia {1}, diarchoga
{1}, pastris homorrhage (1), gastroiestinal motility disorder {1}, glogivad disorder (1), gingival
pain (1), glossitis {13, mtx::stmai obstruetion {1}, mastication disorder (1), vral pais (1), sensitivity
of fgeth (1), tongue discolouration {1}, routhache (1)

General diserders and administration site conditions 18] feritability (4, fatigue 2),
avciduntal death (1), asthenia (1), ehills (1), cold sweat {1}, condition sggravated (1), drug effect
deergased (13, drog interaction {1), gait disturbanos (1), gingival discolouration {1, pedpheral
coldness (1), sudden death (1), swelling (1)

Hepatobiliary disorders [4]: alanine amingtransRoase increased (23, aspartate anvinotransforase
inoreased {23

Infections and tnfestations | lung infection (1), poewnonds {1}, prewmondtis (1), sinusitis (1)

Injary, poisoning and procedoral complications [42]: sceidental drog imake by ohild (8), drug
yusicity {3}, invorrect dose administerad (4), sverdose (4), inadeguate analpesia {2), inappropriate
schedule of drug administration (33, acoident (13, spplication site ulser (1), delinum tremens (1),
device fatturs (1), drug administercd at inappropriate site (1), drg administration error (1), drug
exposure before pregnancy (1), dmg exposure during pregnancy (1), drog prescribing ervor (13,
fall (1), incoment drug sdninistration rate (1), injury {i} multiple drug overdose accidental {1},
post procedural complication {13, post progedural hemorrhage (1), vasonlar ascess complication
{13, wrong technique in drag ussge process {13

Investigations [9]: oxygen satumtion decrsazed (2}, weight decreased (2], blood creatine
phosphokinase increased (1), blood glucose increasad (1), pulse absent (13, toxicologic test
abnormal (13, x-ray aboonmal {1

Metabolsm and notritien disorders {11} acidonis 3), electrolyte imbalaros {23, anion gap
tnereased {13, anomsia (1}, dehydration (1}, bypokalemia (1), metabolic disorder (1), underweight
{13

Musculoskeletal and coupeciive tissue disorders 8] boog pain (1) muscle spasms (1), musele
rigidity {1}, osteonvyalinig £13, thabdomyolvsis (1)

Nervous system disorders [7LE somnolence (153, fethargy {13}, coma {7, convulsion (5},
dizziness (3}, pain (3, loss of zonsciossness {3), headache (3), confusional state (2}, teamor 33
vertign {23, abnormal dreams 1), ammegia (1), ataxia (1), coordination sbaprmal {1}, drog
withdrawal comvulsions {1}, dysarthria (1), gait disterbance (1), grand mad convalsion (1),
msonmia (1), hvpusesthesia {i 3, nystagmws {13, speech disorder (1), swncope (1)

Preguancy, puerperinm and perinadal conditions [3]: dig exposure diing pregnancy {1},
tbrasutering death {13, twin progoaney (1)

Pyvchiatreic disorders [52]: drug withdrawal syndroise (10}, drug dependence {6), suicide
attempt (6, agitation {5), hallucination {4, delusion {4), intentional drug mimise (43, agxiety {23,
paranoia (33 complated suivide {1, delinium €13, depression (1), major depression (1) memal
disorder (1), suicidal ideation (1), thinking abnormal (1), withdrwal syndeome (1), abnormal
hehavionr { 1)

Renal and prinary disorders [1]: nephrolithiasis (1)

Respivatory, thﬁ‘ragic and mediastingl disorders [17] respiratory dopression {33, rexpiratory
arrest {3}, eyanosis {2}, respirstory failure {2, respivatory depression {2), dvsproea {1}, _
pulmonary malformation (1), respiratory disorder (1), respiratory rate decreased (1), apnoea (11
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Bocial drenmstances [D4]: drug abuser (8), treatment nonvomphiance (2}, dopasred work shility
{23, economic problem {1}, impaired driving ahility (1), pharmaceutical product complaint (13,

bedridden (1}

Surgical and medical proceduores {3}: drg detoxification (2), deroxification {1}

Vaseulsr disorders {14]: hypertension {4), hypotension {2), deep vein thrombosis {2,
haemodynamic instability {1), infarction (1), lvmphoedema (1), pulmomary embolism {13,

thrombosis (1), blood pressure ahnormal {1)

A chart summary of the demographics and characteristics of the 81 cases is provided in the table
bolow.

Gender (N=6{1)

Male -~ 31 Fomale - 29
- Age (N=53
< 3 years G
16~ 18 veprs &
20~ 29 yewrs 2
2~ 30 vears i1
40~ 49 veary 13
S0 59 voarg 8
> 60 vears 2
Median = 39 venrs
Range = 1 day ~ 74 ysars
Indication (=87}
Canger pain 3
Pon-sancer pain 31
Intengionsd miguse / Sulcide is
Accidental ingestion by g child 3
Specilie Indication fr Non-cancer Pain® (N=31)
Abdaminal pain —~ 2 Migraing - 3
Back psin~ 13 Neok padn —~ 3

Conscinus sedation 1

Merve pain - 3

}’?ib}”\:}my‘aigia - i

Patn, unspecilicd - 4

Leg pain -4

Shoulder/armHand pain ~ 4

Lymphosdema ~ 1
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= 1200 meg

1300 - 24imey

2500 - 3800 meg

FP0L - ARG meg

4900 - TG meg

7300 - 9600 meg

FE A PR e

156800 meg

i

Muedian = 3900 meg

Range = 400 ~ 13600 mop

Opioid Toleranece' (N=20)

Tolgat ~ 16

Nop-teleant ~ 4

Concomitant Opioid Medizations® (N=28)

Fentarel Palch 12

Dsyeodone ~ 3

Hydrogodone! Acetaminophen 4

Unyoodone/Aceianinopben - &

Hedromorphone ~ 5

Propoxyphene/Acctaminophen ~ 1

Methadone - 3

Sufentanyl - 1

Morphing ~ 5 Tylenol with sudeing ~ 1
Orateome” (=61}
Degth ~ 9 Life Threatening — &

Disability -2

Medically Significant - 25

Hospitalization ~ 28

Event Year (N=50)

2000 - 2003 4

004 4

W05 13

2006 1%

2007 10
Reporier Type

Healtheare Professiopal ~ 13

Arerican Associgtion of Polson Contrpd Q- 23

Consumer ~ 18

Altorney (class action lpwsuit) ~ 5

Tvor of Beport

l 15Dy

33
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LHrest §

Prenindie 1

¥ These speclic indioatiuns were ablained from the 31 ceves that separted the wad of Actly for sransgenmisnt of sim-saner pal. Oaves
may have repanted maore thn o ydicasion of pais.

Thhe daitydose was srapotated based ot sipanied doke. T invente whiers £ vange was el anaverage nfthe bt and
highest dose yoused o sograpolais o dadly doss.

*Optod woleranes wWag asnessed hased v the comsabitad molisations reporied fnd yer the lubeling fhr Autiqe Patienss were
coneidarnd vpiotd toleuet i ey reponied taking st east S0 mg rucrphinsiday, & Rast 38 toog tranndermal fontanyPhont, @ fast R
g of sxyendone datly, st lssst 8 rog coul bydeuorphone daily or ap eianalgeste dose of awither apiotd for & veek or Bager
Agcidenal fogestivn by young shildren were sewead to b ponaekesnt pationts, et were sxshaded frow the coust,

8 Coon oy s repodtied more than o conoentitant opinid predication,

€ Dazes vy havy reportnd mors thak ou oulene.

4  DISCUSSION (FOR INDIVIDUAL CASE REVIEW)

Males (3196) and fomales (8% ware Fairly equally mpresented. The ape range was one day to
74 vears, with a median of 39 vears. NMine cases involved a pediatric patient, all <5 vears ol age.
The majority of the cases reported noscancer pain {31%) as the indication for use, and only a
small persentagy repoted concer pain (3% as the indication. The remaining indications were
intentional misuse, suicide and attemptod suicade whivkaceoented for 253% of the cases, and
avcidental sxposure which accounted for 13% of the cases. Among the cases that reported using
Actig for the management of non-cancer patn, the majority reportad back pain asthe spesific
indicadion; others included shoulderfarhand pain, unspeaified pain, leg pain, migraine, neck
padn, nerve pain, and miscelbneous. The time 1o onset was notwell dovemented, Ohnly g vaze
reported the time to onset of 90 minutes. The time to ouset of specific events, such as dentsl
caries, was caloulated based on the therapy dates reported in the narrative,

Dioses were ot well documaented inthe reports. The dailv dose was caloulated $or approximately
one-third of the cases based on the reported dose and schedule. The daily dose of Actig ranged
From 400 ~ 19,800 me, with aomedian of 3,900 meg. The sases were meviewed 1o deterotng
whether the patient was opioid tolerant at the time o Actiy iitiation. Based on the concomitant
medications and therapy dates, 16 cases were oplold relerasr and 4 cases were nonalerant, 1
was pot possible to determing the wlerance in the remaining cases due to the Himited information
reposied. The onteria used to consider whether a patient was opioid toleramt was as follows:
“Patients considered opioid tolerant are those whao are takiog at least 60 mg morphine/day, at least
25 mep transdernnal fentanvlhour, at least 30 mg of oxyoodone daily, at least 8 myp ol
hydromorphone daily or an equisnalzesic dose of another opicid for a wesk or longer™ Twenty-
gight cases (46%6) reported the concomitant use of ancther opicid, the most conmon was fertany}
paich, Twordy-three of 51 cazes reported the concomitand vre of other medications, exclnding
opioids.

The lowing outosmes were reporied from this case sertes: desth {9), disability {23,
hospitadization {28), iife-threstoning (6}, and visdically dgniticant (23}, Cases way have reported
oore thai one oglooms.

* Antin tabeling: Full Preseribiog Information. Lasi revised 202007,

it
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Although all 61 reports were rogtved by the Ageney in 2007, 30 reported an event date price o
2007, and extending back 1o 2000 The year 2006 was the mest froquently smeported cvent year.
A majority of the cases werg submitted by the Amenican Assoctation of Poison Conteol Conters
{38%3, followed by consumers {30%), healtheae professivnnls (4% and attommeys (3%, The
wajonity of cases {979%) were submitted a3 expedited 15-day woputs.

Motable adverse cvents wre discussed below, Casges may by included in toore than vue seebon.

£

Reaths N3

Mine cases reported o death outcome. Thy cavses of death were veponted ax follows: apuea {13,
gardin-respivatory arvest (1), fantany! toxieity (23, dtipde drog vverdose {2}, and voknown (33

Seven of ¥ cases involvod an overdose: acoidesl exposure (1), sutcide (1), intentional misuse
(1}, seotdontal overdose (33, and wnknown iment (1) Three of the overdose cases meported &
fentany! blood level (2, 4, and 6 ng/mL)” and one case did not provide & value but reported that
the femaziy  {evel was within the therapeutic nage. - Adthough the three cases that reported
fontzrnvt lovele wore below or at the low end of the potentially fatal range, the cawse of death was
presumed 16 be related o Actiy becanse either the pationt was opioid sonstolerant oy no othies
couse of death way apparent. The accidental exposnre case ovolved o one vear oid child wha
ingested an wakoosen ammount of Aot and reported vardise arrest and death, The cause of death
was reporied ax acute fentany] fntoxication (blood Tevel of 6 sg/mll). The suicide case involved
an intentional ngestion of an unkntwwn amount of Actig tn a2 53 vear old worsan, sad repotted
garding arrest, ventricolar fhrillation, ventricular tachveardin, seizures, coma and doath.
Reoreational drug use wag implicated in the tetentiona! misuse s which invelved & 17 vear
old male with a history of drog abuse who obtained Actig and methadone legatty off the stree
and reported loss of conscionsness and sudden death from an acute ntoxication of combingd
fentanyt {blood Tevel 2 ng/mL) and methadone, Theeo cases mported an accidental overdose,
The 1% apcidental overdoss case nvalved 3 woman of unknown age who was taking Actig 800
micg Frequency and duration not seported) for back pato related 1o several back surgeries and
died, Concomitant medications wors reported as Dilandid, ferdansd patoh, and Wabium. Blood
fevels of all her medications wers reported to be within therapeutic range; therefore, the cavse of
death was reporied a8 & mudtiple drug overdose. The 27 case fuvolved x 40 vear old woman who
was taking Actig 1600 meg three twes dally for an unknown dusation and died, Avcording to the
awlopsy report and death certificate the patienm died from apnea velated to fontanyl loxieity {levels
nit reported); hovwsver, the patient’s physician mported that ber cause of death was lkely due
e vndestying medical condition (details were nid repored) and the high levels of femtanyl
refereed 1o o the toxioology mport were Bkely due 10 the patient’s opiond toleranes and
reguireraent for highey doses of fentanyl (dose not reported). The patient’s medicad bistory
incduded inmumoglobulin deficianoy, theamatoid arthritis, osteoanheitiy, pulmssary Sbhrosis
speondary to Viexs, meurming elestrolvie ;mb*xiam@&, thoragie outlet svrdromy, imerverebeal
dise degenemtion, and fibromyalgia, The 3% case involved nvolved a 35 vear old woman who
was opivid nosstolemntasd was intiated on Actig 800 mug {Treguancy and doeration got reporizd)
for s nuspesificd non-cancer pain and disd, The nutopsy report stated that slthough the blood
tved of fentmny! {3 ngfinly was low, she was belioved to be ue oploid son-tolemnt patient and ge
other pavse of death was appasat; therefore, the conclusion wag that the canse of death wag dug
o fentany! prisoning. The one case that reported an overdose of vokinews atent invalved 8 53
vear old man whe repontedly overdosed on fentanyt (dose, frequency, duration, and indication
werg not reported) and disd. The patient was taking Tharapesic and Actlg. No sthey information
was reported.

a3 & . v», PR . s . N i
* Pt thespentie drg oososmeio e stedpeds it e L gk decdsmivensdes s Proad Iod DonipiiigBy,

Py

it
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Ammg the two cases that did not report an overdose, the 1 case reporied the death of 2 fotus g
woman who was prognint with twins and had beon taking Actiq (FDA prognancy catepory ©)
prior to and during the preprancy. She was on Actig therapy for several years {dosg not
specified) for unspecified gastrointestingl issues and had faken Actig before and duriag the antire
pregnancy. The surviving twin was bors healthy with the sxception of requiring narcotie
withdrawal treatment. Concostitant medisations were Xanax (FDA pregoancy gatsgory DY,
Phenergan (FDA pregraney category O3, and Duragesic {FDA pregnancy category €3, The 2%
ease eolved an adult male of unkoown age with a history of morbid obesity who underwent
gastrie bypass surgery and Ted postoperative pomplications that necessitaed several wonths of
hospitalizating, dunag whish time he was weaned off all pain wedications, fncheding Actiq. The
patient was fonud dead within one week of discharge and the physisian suspected that the patient
began taking Actig, and possibly other opivids again and subseguently sxpenionced respiratory
Tailure and death.

B ix Shely that the bea deaths from aceidental exposure ond sulclde were assonived with dotig
vyeydnser based on the desoriptions surronnding the evests, In the pther § overdose cases itis
possible that Avtig plaved a role tn the dearhy based on vemporal sasociation; hewever Jouwr of the
werses were voryonnded by convomitont medivations. Aoy iy labeled for these events whick
include the posentiad for abnise flegdl prillicity, visk of ot ove sdose die o respivatory
depression, contraindication in apioid non-toleran pavients, and aeetdental pediairic exposure
sl conglion te keep ontof the reach of childven, In the twe coses that did ot reporian
sverdoss, the contrifutory role of Avrig coutd not be ruled out. The 1* case involving intra-
wiering death wias eonfounded By o twin pregnancy o concovitant srsdioations, one of which
war pregramey cotegory D. ésfsg is dabwlod with pregnancy ariegory O tere are no adgguiaiy
srsd well-controlled stndies n pregromt women. The 2% case ivolving gastric bypass and desth
seore eesedd e the phovsician s wssmption ot the petierd was ng fonger vpisid loleram and hed
inpesiod Aoty and possitly vther opioids, '

Ming pases reponed the fllowing vardiac reluted ailvirse events: cordlioe arvest (34 serdias
FReiture conpestive ¢1) pericarditis {1}, tathybardia 3L venpricular fitvillation {13, and
vendrioniar wokyoardin ().
Siwof O oases invalved an pverdose: actidental exposine (2}, sulgidedsnicide atterapt {2y,
mtontional miznse (1), and sccidental overdose {1} Doses were nod reported 1w any of the six
overdose sases, The two socidents] exposars cases involved chilidren one vasw of age who
awdenmﬁ} ingested Actiq; the 17 case reported cardiae arrest (discussed fn the death section)
and the 2™ case reported tachycurdia, coma, convulsion, Ew"pa.mmmm and wuscle rigidity
rerpuiring haspziaixzaumn intubation and trestment with various medications. The viteome wag
not reported in the 2% case. Two cases reported a suicidal sttempt; one of which was fatal, The
sutvide atternpt cage reported tachyeandia and hvperténgion following the ingestion of Aoig, the
patient was managed i @ non-healthosrs facility but the outeome was voknown, The wompletad
suicide case reported candias arest, ventricular achyeardia, ventdeular fbeillation, coma,
convalsion, and respiratory avrest and was treated 1o 3 eritical care wmt with OFR, candioversion,
intubation, and intravenous medications {discussed in the death section). One cass involved an
intentional misuse of Acty chronically and reponted tachyeardia, hypentension, delusions, and
hallucinations, This patient was treated at 3 healthears facility with charcoal and the events were
repiyted a8 resolved. Theone accidental overdese case reported taking Actig for more than
three months amd experienced tachyeardiag delusions and hallucinations, The patient was froaipd
ina critical vare it and recetved various medications: the outoome Was not reported. No other
information was provided. The remaining 3 of @ cages did not veporban overdose of Actig. The
* case wnvitved a fernide of unknown age who reported periearditis and rhabdovavelysis
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following hwo vears of Actly therapy for back pate and rengd ealoul The dose was 1200 meg
every four hours, Concomitant medications weluded Valium, Vicodin, and Duragesic. Shehad o
past madical history of glemerslonephaitis, chronic renal cnlenlt, and addiction and abuseof
apioids and other medications, No other details roparding the perearditiz and ﬁwi}émm’ai%m
Were pwmiad i the npa:t annd ‘mr p‘hwsxczazz swas 1ot awan m‘ ti@;«sr“ eyents, The 2”‘ case

ﬁé’}’ﬁ .&fkr »{idwm { discussed in xhe d@mh section) ;., Siu, was on A,fzizf;; th&mpy fm ssveral }*mrs
{dose not specified) for gastrointestinal issues and had taken Actig throughout the pregnancy.

The woman was pragnent with twing and reported smira-uterine death in one and the other was
born healthy with the exeeption of requiring narcotic withdrawal treatment. She roported extrom
wwelting and ugh blood pressure several 'weeks beforo debivery, The day after she was
discharged home from delivery, she experiencéd “lack of breath” and was hospiiahized and
dingnosed with congestive hemrt failure. Tt was reported that she had a very low giection fraction,
but no values were reported. At the ime of the report (approximately 18 months following
diggmosis), she continued 1 have wnmes\iz&a heart Tatlure, Comcomitant médications were Xanay,
Phenergan, gnd Duragesic. The 3 case involved a 50 vear old man who was diagoosed with
pulmonary embolism (PE), deep vein thrombosia (DT, thrombosis, and respiratory fatlue
leading to & vardiae arvest. This case is confounded by a past medical Wistory significant for 2
todal knee roplacement and leg thrombosis. He had been taking Actiy for two years for chronic
Back and kee pain and was being weaned off gt the the of the svent; the dose was 200 meg
wwice datly, Concomitant medications inchuded Tsmmadiate reloase musphing, M8 Contin, and
(Celebrex,

The 5 cuses of overdose that veported tachyoordia (4, cordive arress (1), and veririonlor
Sibrilharion, venrripuloy tackycordia & vardive srresy (1) were lkely associared with an averdsy
af Aoty bused sn the wemporal sysovioifon and desoription sirvownling the evess, Aoty is nor
taheled forcovdion arrest, ventricalar fheillation ar veptrioular rachivesrdia; however,
tachveardin bas been re sporied iy g szmm e gxiehsion Stdy in loss thon 1% of the patiesss, The
rode of Avtiq in the non-pverdese cases ivolving pericardinis and congestive heart fotlure vordd
syt e ided pud because of a positive temporsd assevianion. Additenally, these two cases werg
confounded by several concumitant medicotions; however, novw were labeled for pericardits,
r&z;m}nmm&w oF conpestive huart failere. Peviparditiy avd congestive kywrt sahure are not
lobuled evesis for Aotig. The cavdiac arvest case thed did wot involve an overdose way wnl kely
relored to Aevig, ond moxe Bkely velwred v pulmonary embidism and resplrarory fidlure. butwas
inmehuded becasive this parient shso veporied vespivatory depressior, and Aovy’s voraribigory vole
B the respivatory event could nor be ruled vut.

13

nigstingl disorders fN=21)

ixmmy_one cases reported adverse events related to gastrointestinal disorders. Notable adverse
evinls arediscossed below, Some cases may be smiudmi in mere thap one section.

Nine cases reported gastrointestinal (G1) adverse eventx; the 1™ case wporied intestinal
obstruction insn adull fasale who was faking Actig and Duragesic (doses unkoown) for
lymphoedems {;:smba%s}w 1o treat pain from ymphoedema, but the indication was reported as
“bomphoedema™ This case was confounded %:s} a past medical history of intestinal obstruction.
No additional formation was reported. The 2™ case reported gastric homorrhage i s S0 vear
oid man who alse experienced a PE, DVT, sespiratory fatlure and cardiac arrest {discussed in the
cardiac section). He had been taking Actiq for two years for chronie back and knee pain and was
bedng wiansd off at the time of the event; Actig dose was 200 mog twice daily. Concomitant
medications included fmmediste rolease morphine sulfide, ME Contin, wd Celebrex. Mo further
details surrounding the gastric hemorrhage were reported, The 3% - 6% cases reported
constipation, which is a commen side effect of uploids. In addivion 1w constipation, one of the
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wases also mwported abdominal discombort and gastrotutestingl motility éxa@féct however, this
pationt had been on Dhagesic sad Agti therapy for soveral years, The 7 and 8% cases reported
abdominal pain; one of which was assoeiated with Actig withdrawal, per the patient, while
switching frome Actig 1200 moeg to Fentora 400 meg, and the other ogounad within 3 daysof
initiating intrathecal morphine and was thought to be caused by an sverdose of upioids. The 9
case reported dbdomingl distension and cardiae arest o an accidental exposure tat resubted in
death {dizcussed in the death and vandiae sections),

Thirteen cuses reported dental earies wnd/ur tooth fracture snd Toss. Fight cases reported tooth
oss or fravtore, ¥ repovted dental varies, and 2 seporiad both tooth fracture and dental canies, Oae
case reported a past history of unspecified dental problems. The age ranged from 26 - 5% yearg
it the modian of 43 vears (=1 1) The sdverse ovents ware desenbed as tooth sensithviey,
dental cavities (as many a8 up to 40 were reported in one cased, dental fillings falling ow, tooth
breabage: and tooth spontancousty Bulliag out. Twi cuses meported the Tows of all teeth. The e
t6 onset of dental event was caloulared 1n 3 cases as within one month, 2 muonths, and
approwimately one vear, The frequency of administration was reponted in 8 cuses and ranged
from 2 ~ 14 thmes daily, with a mean of 4.5 times daily, One case reported that the tooth foss
pattern directly correlated to where the lozenge was routinely placed. Six cases reporied the
following interventions: el For mouth pam (1) fllings (1), root sanals {23, tooth wsteations
{3, bone grafts (1), and oralsurgery (1), One case reported that the dental issues resulted i s
sinus and bong infection that required 1 hospitalization for antibiotic therapy (duration of hospiial
shay wad not reponted). Oue case reparied broken tooth a9 a result of 2 Bl not disetly wldted 1
Actig.

I b possible thar dental cortes, looth lsy omd tooth fractures aveassocinted with Aoilg bosed v
the wmporel assosiation. dctig i labeled for dental decay of varying severity imcluding dental
caries, tonth loss, and gum line erosion; and 1f is labeled as comtaining appmumzwm & groms of
swgar pev it It is likely that constipation and abdominal discomfort ave asseciated with Aoty
bused i the ;z;fwrmam?r:gv af the drug, and i labeled o8 such, The tatestingd shsiruction and
posiric hemorvhage cases werg included i1 this case series despiie a sigrficant past medivol
Fiseory s lock of informuation surrownding the evesis beconse the comtributory role of Actiq conid
not- b ruded one based on the waporal asseciation of. zimgz and the event. Tetesting! obsiruction
aned pustrointestingl hemorvhage kave been veported in o long-term extension study and ts
tabeled o stch i the adverse reactions section of the full prescribing information for Aoty

Thirty-two cases reported adverse event terms related to a drag injury, ;}o’isgxning or pverdose,
The gases wore snalyzed for the manner of wverdose and further grouped imta the following
categoriss: ancideral exposune in a voung child {8), aceidental overdose (8), swicide/suicide
arfernpt {8}, intentional misuse (8), and voknown infent (2. The outcomes wers reported as
follows: death (7), hospitalization (93, and medically significant (16},

Bight cases involved auaecidental sxposare in s voung child, Adverseevents included cirdiag
sepest {13, poma €23, convalsion { 1), coordinstion abnormal {13, ovdnosis {1}, dizziness (23
hypertension (1), hypotension (13, lethargy (4}, loss of consciousness (1), muscle nigidity (1)
mydrissis {13, nausea (1}, poswmonitis {1}, respiaatovy arest {1}, somnolence {43, tachy mrd;a {1y,
vertgo {23, and vomiting (). The age vanged from 1 - 5 vears, with a median of 1 vear {n=8},
The smount ngested was unkaown tn all ¥ coses, however the lozenge strength was reported in
seven cases and nnped from 300 1200 meg, One case mported cardiac amest and death
{discussed in the death seotion), two sases reported 2 libahroatening svent royuining intubation
ared treatment with inravenous medications, two cases seported an admission imo & nonscriticsd
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wivre unit and tosteent with charcoal, and the rondineng e cases foporiad ticobment atf o
hpatthears Sty with pither sabisone o chareoal,

Rix casen reportod an secidental averdose. Adverse ovents included abdominal pam (1),
sgitation (1), aprea (1), coma (1), debydeation (1}, delirum (1}, delusion (1), drog withdrawal
convalstons 113, electindvte nubalange {13, dlucination (1), headache {1}, bémodymmiy
instabifity {13, hypokalomis {13, inadequate sradgesia (1), metabolio disondér {13, pain {1},
respirdory disorder (1), tachiveandia {13 and tromor (1), The see manped from 35 50 vours, with
a msdian of 44 vears fond). T b cases the pudieontrwerg determined 1o be oploid tolerant, ong
case was detenmined fo be nonstolerant, and the tolerance was nuknown in the romaining three

1208 wacg three times daily and Oneveontin for many vears for chronic baek padn who way
switched to anindrathecst morphine pump becouse of ineffective pain relief, however, the patient
gontinned o take Avtig and Oeoveontin in nddition {0 beiug on te morphine pump and
gxparienced nausea, vomiting, abdominal pain and beadaches. The patient was hospltalized and
treated with medications and discharged o cight days, OF the remateing three cases, sng
ivobved the initiation of Actiy in an opioid noagolerant patient snd reporked 4 death sutcome
{discussed in the death seetiond, and the other two wases provrded very Buited information stating
that there was an wuntentional geston of an unknown anount of Actiy; also, these 2 cases did
mot repon an indication foruse. Thise of six cases did not report a consomitant medivation, ong
sane repoftied the concomitant use of othar cpinids bt theadverss ovent wax aliributed to
Tentany! toxicity, and the remaining 2 cases reported an overdose of ondtiple deugs. Three cases
reported a death outeame {discussed in the death section), two other cases reporied &
hospitalization, and the remaining case was menaged in 2 non-healthrare facility (oeatment and
factlity novspecificd),

Fight cases reported a suicide sdtempt, oue ol which reported a faradity, Adverse eveuts
wchuded: aeidosix (1), agitation (33, anion gap dnoreased {1, ABTAALT increased (1) cardiae
arrest (13, voma (2}, confusional state {13, convalsion (1), delusion (1), lectrolyie imbalance {13,
Hined popil 113, badlucination (1) hypertension (2}, drritability £3), lothaey (43, rospiratony areest
{23, rospitatory depression {2}, sormmodency (4}, svncope {1 tachveardia (13, ventricule
fibriflation € 1), and veptricalar taphyeardia (1) Theee cases reporied reguiring imahation and
intravenous medications, seoof which alse reosived CPR. Theee othor oases wire also roferrad
to & healthears facility; the 17 reported treatment with naloxone, the 2 reported no svmptoms
and was hadd only for observation, and the 3% was lost to follow up. Of the rematning twe cases,
one reported masagement at g nowhealthere facility {reatmen and factlity not specifiod) and
wak lost to follow up, and the other reported minor effects of lethargy and devwsingss which
resolved with 1o Imervention.

Eight vazses reported an intentiona! misuse. Advemse evemty includer scldosis (1), agitation {13,
ASTALT incrnsed {13, blood ereatinine phospholinase inervased {1}, coma (23, convalsion (13,
gyanasts (1, delusion (1), hallucination 1), hepowasion {13, irirabilite (1), kahargy (33 logsof
ponseiousness {3), oxygen saturation decreased {13, pulse absent {13, respiratory depression (3},
somnolunse (4), sudden death (11 and wehyeardin (1), The mean age among the intentional
misuse cases was 19 vears {o=8), which is sigificantly less than the mean aps (39 vear) forall
reports in s case series, Thees cases did not report any coucomitant medications, ong casg
seported the soncomitans use of Effexor XR, Lamictal, Newrontin, Klonopin, Trazodone and
Extratest, and the remadniog fur cases s reported the misuss of concomitant
medications/substances (e methadone-1 and an unspectBind substancg-3) One sase repovied
death ouwvone and the onose of death was reported g8 fortanyl and methadone toricity (discusssd
11 the death section). Among the remaining 7 casds, ong repcited requinng mtubation snd
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inteavenous medications, four réported naloxone or sharcoal eatment, and the romaining 2 casos
ditd nodt repornt any troatment.

In 2 of the cases, the overdose was of apknown intest. The adverse avents reported o these
cases included: delosion (1), hallucination {1}, lethargy (1), and sommolence (1), One case
suported o death outcome and the cause of death was reported as Buetanyd toxcivy (discussed in
the death seotion}, The vutvome of the remadning vase was enknows, But the events were
consideredto be due to fntanvl toxicity.

}If: m’;?mmrx«

mef’é’&s zmu‘ wfwzz;s ;;&vw?e ywnﬁ ;imw Bewen grssoeiored with m*mff{m o5 pf Aoty

Thirty-four cases reported adverse events related to the nervous system, Notable adverse evenis
are dhiscnssed below. Cases may be mcluded 11 more than oue seetion.

Six cages reported convulsions. Al & cages worp associated with sither an Actig overdose (2} or
withdrywal (1), The tine to onserwas roponed i udy two cases asong day and one wegk. Two
of 6 cases were confounded by hoth a history of setzun: disorders and concomitant use of
wodications labeled for selzure or decroasing seizure throshold (e, Adderall, Cymbalta, Geodon,
and Depabote). In both cases, withdrawal of Actiq was seported a8 the cause of sebmire, The 18
case involved a2 46 vear ofd man who had been taking Actig for six vears and had boeo selsg
free forthe past fowr vears while also off anticonvalsanty, He also reparted the concomitant use
of Cymbalta, which is labeled for seizure. Twonbv-four davs alter the paticat stoppad Astig
because of insurance weasons and warted Dilaudid, be expenced 2 grand wal selzure requiving a
h{)sgsmhmmn which he sttributed to withdrawal symptoms; the outeone was not reported. The
™ ease involved a 30 vear ofd man who reported taking fontanyl pateh and Actiq and would run
mﬁ of his supphy by the end of the month and his phvsician would not preseribe additional doses
resulting in withdrawal synystoms deseribed as an lnability wo sit still, x&aiking, around in oirdles,
and # sensation of cravhing out of his skin, Headso stated that on one pecasion he was
hospiatized for withdrmwal svmploms sod tréatdd with Addersll, and experienced seizures.
Coneomitant medications labgled for selaure or decrensing setzure threshold included Adderall,
Cymbaba, Goodon, and Depakote. Despite a history of scizures, this pationt did not report the
time of the last seizuve aod denied taking anticonvulsants, but reported taking Depakote for
bipolar disorder. Two of six cases reported the concomitant use of sedative-hyproties (ic.
Ambien, closazepam, and Vallumy ozm of which was discussed above {2 case mvolving the 30
year ald) and the other lnvalved g 3 3% gase of Actig mﬁwxwa} Therapy siart and stop-dates wons
not reported for the sedative-hvpnotics in both cases. The 37 case of Actig withdrawal reported
the cemcomitant use of a sedanve-hypnotic sned involved a 43 vear old man who was taking Actig
120U g six times dally for shoulder patn for severad veurs sl sbraptly discontinmed Actiy due
o wost. Thiv case alyo ivolved & switeh n thentpy from Aty 1200 e to Fetors 400 g,
which is e reconmmended dose conversion”, then back to Actiq again. 1t was reporied that he
experienced seizures due to withdrawal and has since secovered from the event. Although
setzares.are not charactonstic of adubt opioid withdmwal svndome, many methadone
snaintenance paticats concomitantly abuse ag,datm»%}yg}notm which may result in seizures,® The

*Fentora lebelting: Full f’rascrsmnv Inforneation. Last revised Dee 3, 2007

*Fine 1% Reproductive and perinsiel prindiples, In: Golifrank LR, Flomenbaun NE, Lovin M o of (Bdsy,
Goddirand’s Tosdenlogio Bmergencies, Sthed, Applaion & Langs, Stenford, O, 1998,
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P ase of sohaure associated with withdeasval involved & woman who had been taking Actig for
several yoars and acutely overdosed on Actiq, morphine and Oxsoontin mguiting 2
hoagm}maimn during which she mpmgmad withdrawal symptoms ingluding sehares. The
remaindng two oases iimﬁ wporied seivures involved Actig overdoses: an actidentid exposurg s
gne viar old ohild and e mtentionalmisuse in o 1% vear ol Treboth cases, the patisnts
experienced seizure, acidosis, and coma, and were hospitalized requiring miubation and various
fatravenois medications but the oltcome was ot reporivd o vither Sase. Ovérall, no deaths weire
reporied in any of the S cases, Four cases reporied & hospitatization duew comvulsions; one of
which reported the evants as waolved. The otcomes of the other cases were not kaowa,

Twenty-six cases roported a depressed fevel of conscinusness. The adverse event tenms were
coded as ooma (7, confusivaal state (23, Jethargy {131, laxs of conscinpaness (31 sommolence
135, amd symcope (1), Twenty-two of 26 cases involved an overdose; 2 of which were
confounded by the as uf other concurmitant medications knowr 1o sause somnulonce and
luthargy (ie methadons, Effexor, Lamictal, Newrontin, and Klonopin). Only ope of twenty-two
ovirdose cases reported adoss (400 - 800 meg daily as noeded), and the daly dose st which
sompolencs and loss of conscinusness oocured was rporied s 1200 wee, The remaning 4 of
26 cases did not invelve an vverdose and reporied the following adverse event wrms: conflusionol
stowe £33, fethoray €13, and sommolener £33, The daly dose for these 4 cases rangad from 1600 -
16,800 mup with » median of 530D mag {4y, Dioe case was songidered 1o be opioid tolernt,
e was nontederant, and (e Wleranes was unknown in the rewaining 2 cases, All 4 cases
mported the concomitant use of other apivids {ie, Darveet, hvdrosadone, Dilaudid, methadane,
and Percow); 3 of whieh seported the soneomitast nse of other UNE depressams (e, Anbien,
Valium, Xonax, and Zanaflex) and the 4 case did not report a concomitant CME depressant but
had g starting Acti dose of 1200 meg 12 — 14 vimes daily, and experienved confusion, anxiety,
vertipgo, headache, se. Subsequently, the dose was decreased 1o 800 mog 14 times daily but the
avents continued, Throo of twentvesix cases reporied a desth outeome (all fnvolving an
averdose), 7 reported a howpitalization, and the remisining 13 were weponted ws medically
sipnificant,

Bt iz posstble thar pverdoses vr abrapt withdrowal of Actig condd hove conpribued 1o the
porvulsiony bosed o the winporal asseciation; frowever, o cotple of the withdvewad ©oses wers
contbusded by a post history of selzares and concomitant medivationy labeled for sefowre or
decrenying seizure threshold. Cowelsions followiny the wse of defiq buve beon reporicd i o
lenrg-tovm exiension sindy by greaeer than T% of paticons. Itis plansible that overdoses gnd
theraprensic doses of Autiq conld have coniributed (o the depressed level of vonsclowsness buased
ot the fime gowrse of ding to svent, Aotiy i beded for CNS deprossion and werns of wddiive
CHNS depréhaant kig;“em with the concamitant use of other apioids, seddottves or hvprores, gereral
anesthetics, phenothiazines, tronguilizers, skeletal muscly relavans, sedating omihisiaomines, and
atoshal.

?i’i!it&‘%ﬁib Cases :ﬁp@md az:iwrﬁs pvents r@lami o gzswhzazm z:immdcrs and drug
abuse/dependence. Notable adverse svents are discussed below, Cases sy be lncluded o o
than one section,

Sixteen cases roported sdverse events related 1o drug abuse, dependence, and detoxificiation.
The adverse event torms wers coded as; detoxificaion (3), drug abuser (63, drwg dependenes (6
and deug withdrawal sndvome (1. Among the indications that were seporied, 12 werg forna
cancer pain and the remaining 4 were tutentional misuse. The durbion of Actiq therapy was not
well documented butway detenmined from thie namative of ¥ oases and ranged: from 1 6 years
with o median of 3. Four of 14 cages involved an overdose Brom an wientional smsuse by adrug
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abuser, one of which reported a death outeomse, The rematsing 12 of 16 cases svvolved drag
dupandencs onchronie Aoty therapy for the Wsatment of pain. The Birst 3 of twebve sases
involved abrupy discontinuation of Actig secondary to insaranee ismies and subseguently
developed withdrawal symptoms. The 4% - 117 of twelve cases reponed undergolng teatment
for opiotd dependencs pnder the supervision of 3 phvsician, The trestmenis ranged from gradoal
weaning of Actig 10 % hospital admission fr rapid medical detoxification (anesthesia assisted).
The 127 and fd cuse wvobeed g one day old ndant hors o a woman whe abused Actig, Nores
and beron during hey pregancy. The infart was reportedly underweipht and had
underdevelopud Ezmgs w ufero, but was boey healthy with the exception of withdrawal yvmeploms
which wecsssitated a five week hospital stay,

Thiftcen cases reporied other paychiatric bebnviors coded as: gbkormad bebavtor (1), agitativs
(3}, wowctety {2} delivium (1), defusion (3}, hollucinarion (4); irvitabilive (4), mermial divorder (1),
pararoia (3 ol drinking abrermal (1) Bight of 13 cases nvolved a doug ovendose and
commonly reported agitaion, delusion, kallocuation and hritabibry, Among the 5 remaining
cases, 2 roported withdrawal svinptoms described as paranoia, | reponed abnormal behavior
indicative of drug dependensy, and the last 2 reported anxiety. The age ranged from 19 - 74
vears with a median of 48 vears (p=13). Al S dases reponted the someomitant use of other opfods,
3 of whith reperted the use of two opioids 1o sddition o Actig and the romaining 3 cases reported
the vse of only one additionad opicid. Three of five cases also meporied several other soncomitant
medications; 2 of which reported concomitant medivations (e. atenolol, Effexor, torsemide,
Wilibutrin XL and Zonegran} labeled for the specific adverse pvenis that were seported in those
cazes (e anxiety/nervousness and paranola), Moneof the 13 cases reponed ¢ death outcome; 8
casex reported a hospitalization and the remalning § were reported ag wedically stgnificant,

B iy Bkely that dvuy vhuse and deperderve are asyooioted with Avtig beoawse 31 8y o Schedule 3
cantrailed substonee with abuse Nobility similor io other npioid analgesics, sod ix labplpd as
wueh in the dotiq prexeribing inforation: It s possibly that the following psychivivic behavipes:
anxiery, agliation, delusion, halluycinaton, ipvitability, ond paranoia ere associoted with Aoig:
;«,:rmzs?ar’w it wases of vverdose and withdrawal S?mpif«:* f‘};e sonfourrding of e 3 nowe-nverduse
cases by other opivids, 3 of which were alse confowded by concomitant medications labeled for
specific payokiorrie wvents that wee reported tn the cases, whe role-of Aovig sonld not by rded
siet, Anthy iy lobeled for psyehiotriv behmviors sluding agitation, sriery; hallnemotiony, ond
thinding abnormal '

5 CONCLUSION

The AERS review of 61 cases did not reveal any notable unexpected safety conems assoriated
with Agthy. Unlobeled adverse events, including candiae armest, ventrioular fbrillation,
ventduadar tachveardia, vore, kthargy, hoss of consciousness, delusion, and irritability, were
mostly ivvolved with overdoses of Actiqy overdose s labeled for Acliq. Overdoses wpresenigd
the majonty {329 of serious adverss ovent cases. Among the ovendose tases, 30% wae
mtentional (e miswss aod suicide), 23% worg accidental exposures in voung childeen, 19%
invalved accidental overdoses, and 8% wore of unknown intent. Adtig is labeled for the poteniigl
for abuige {legal o Hlicit) and accidental pediatric exposure with the caution to keep out of the
weach of children. Asnong the cases that did no repost an overdose, drag dependence and dental
dizorders {ie. Dental cardes and tooth fractre/loss) wees the most commonty seported adverss
gvents; both of which ane labeled fir Aclig,
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6 RECOMENDATION

No labeling or regulatory recommendations arg warranted at this tiine based on the AERS
findings. DAEA will coniinue routine monitoring of adverse events associated with the use of
Actig.
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The drog wse datafinformation bas been cleared for releass 1o the public/non-FDA personnel ¥4
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EXECUTIVE SUMMARY

This memorandun provides the Office of Burveillance and Epidemivlogy’s (O8E) preluninary
assessment of the performance of the approved Fentora {fentany] buceal tablety Risk
Minimization Action Plan (RISKMAF} in meeting fis risk minimization goals as well as a review
of the averall postmarketing experience with Fentora to date. This mermorandum ENCOMPASELS 2
sunnary of information provided by the Sponsor regarding the Fentora RiskMAP experience,
atd data available o FDA inclading drog use data and adverss events {overall safety and
medication errovs). This summary was requested i preparation for the May 8, 2008 Anesthetic
and Life Suppont Drogs Advisery Committee {ALSDAC) and Drug Safety and Risk Management
Advisory Committes (DSaRM) Mesting oo an expanded indication of use for Fentora.

A RiskMAP was approved at the time of the witial FDA approval of Fentora as an tmportant pan
of its postmarketing risk management to, 1) minimize the use of Pentora by opicid non-tolerant
individuals; niinimize misuse of Fendors, and minimize unintended (accidental Vexposure to
Fentora, The REKMAP congisted primarily of heslthears provider and patient aducation on abow
the risks sud benefits of Fentora, arpporiing and dats collection system forsafety surveiflance,
v a plan to monitor, evalugie, and determing the tacidence of gsa of Fentora by opioid nops
tolerant fndividuals, misuse of Fentora, and unintended (socidental} exposure 1o Fentora. Despite
the implermentation of the RiskMAP, there has been the need for stronger labeling with an
emphasis on key safety information and enhanced drug communication efforts in the form of
Dear Doctor and Dear Healthcare Professional Levters, Public Health Advizory, and Healthears
Information Sheet, becauge postmarketing data continues to trend away Trom safe vse of the
product particularly in pationts are who being treated with Fentora outside of the Hhwmted labeled
indication

Fentora tse has increased mars than five-fold since the initial 1™ quarter launch in September
2006, with most use veewrring off-label in non-cancer pain indicetions, and a significant anount
of wse securring in opiold non-ulerant tndividuals (invear 2007, approximately 38%% of m’cé&nia’x
who ﬁi}m:i 8 pmamgmm for Fentora were on congurrent therapy with a product from the pain
market.') The review of Fentora postmarketing adverse event cases did not roveal any notable
unexpected safety concems. Improper use and medication errors aceount for more than two-thirds
of the adverss evants mponted with Footora. The majonity of these adverse gvents otgurred when
patients were being troated for offlabel uses for Fontosa, such as back pain, chroniv/mon-cancer
pain, and mgraines. Medication ervors nclude conversion errors bebween Actig and Fentora,
improper frequency of administration, wrong route of administration, wrong dmg dispensed,
improper adnunistration technigqoe, actidental exposure, and accidental overdose,

Baged o our review of the pc&‘tmmke“ing exporience with Fentora, we do not believe the
RiskMAP has been effctive in minimizing the risks it was developed and implemented to
sinimize. Cephaton states in their approved RiskMAP that, * “interventions will be insttited as
warrasted as follow-up to surveillance and monitoring activitics.™, but they have pever
submined information that inferventions and/or adjustments wem pfomnxel§ considersd or
instituted 1o address RiskMAP goal failures, i particular for the fadure of RiskMAP Goal ¥ 4,
that Fentor should be used only by opioid tolerant panents with cancer; a goal that has

Y Wonhy K, Governale L, Divisionof Bpidemiology, Concurrency Analysis VOCON: Femom or Actig
syith Pain Market Products, Aprdl 1, 2008

* Pentora (featany] buccal tabler) CIL, Risk Maragement Pl, submitied Septamber 19, 2006 1o NDA. 21+
S47, approved Bepomber 25, 2000
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consistontly Tailed since the launch of Fentora, Instead, Cophalon uses the large extont of product
off-label use which reflects the fulure of RiskMAP Goal #1, 1o jushly the proposed axpanded
indication for Fentor. Expanding the Fertors indication as proposed will most likely amphify
and exacerbate the adverse event trends and use patterns {including use in opioid non~tolerant
individuals) we have already vhserved. Additional sk munimization strategies to ensure the saft
and approprige vse of Fentora should be implemented and evaluated for sifectiveness with the
cutrent Jotied cancer indscation, where the benefits ontweigh the risks before expanding wseto s
broader population,

1 BACKGROUND

1.1 INTRODUCTION

Fontorg is a Schadule ¥, potent, rapid-onset oploid analgesic in o buoeal tabler foror intendad for
transmwcossl delivery. A Fentora dose is readily absorbed with 30 percent of the fentanyl dose
initially absorbed transmucosally and the rest swallowed, with prelonged absorption through the
pastromtesting! traet.” Fendora is the second approved oral transmucosal fentanyl product
approved for use in the U8, {Actiq was approved in 1998). Pentora iz more bioavailable than
Actig (63% versus 479} and, therefore, is not equivalent on o microstn per microgram basig
with Actiq {or other fentanyl-contataing products), Fentora 15 available in five dosage strengths,
10, 200, 400, 400, and 800 micrograms; some of these strenpths sverdap with Actiy dosags
streppths,

Fentora has the usual opioid safety concems tncluding abuse, misuse, and diversion but # also has
the additional safety coreern of Talal vespivatory deprassion with aceidendal exposere in children
(ot any dose) and with nse in opioid paive (non-tolerant) * patients.

1.2 RECULATORY HISTORY

Forborna (fontory! buegal tablet) meeived approval September 23, 2006, “for the management of
breakthrough pain i patients with cancer who are already receiving and who are tolerant fo
opioid therapy for their underlying persistent cancer pain”,” (revised Pebraary 7, 2008, 1o, “ouly
for the management of breakthrough pain in patients with cancer who are already receiving and
who are tolesunt to around-the-clock opioid therapy for their underlying persistent cancer pain™),”

The RiskMAP was approved at the time of the teitiad FDA approval of Femon as an imporiaid
part of its postmarketing risk management o, 1) mintmize the use of Fentora by apioid now-
tolerant individualy, winimisg misusg of Fentora, and minimize waimtended {accidental) gxposure
to Fentora. Required RiskMAP components included:”

L Implementation of 2 program and distribution of materials to educate prescribers,
pharmacies, nurses, and patients about the nsks and benefits of Fentory,

* Feumtors Gentony bucead whden Label, Febroary 7, 2008

* Patients considersd opiodd tolerant are those who are taking around-he<lock medicing consisting of
Teast &0 mg of ol morpbing dadly, af Jest 23 mep ol ransdoral featanylhionr, 4t Teast 3D g of
exyeodons daily, at lcast & myz of oral hydeomorphone daily or an squianalgesic dose of another oploid
daily or aoweek or Jonger (From approved Fentom label)

? Fentors Preseribing Iformation Approved Seplewber 253, 2006
* Pentora Prescribing Information, revised February 7, 2008
* Approval Letter, NDA 21947, Fentorn (fentany! buceal tablet), Soptembar 25, 2006
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fad

Tnplementation of & seporting and data-collection system for safety surveillance.

Led

Implementation of a plan 1o monitor, evaluate, and determing the incidence of use of
Feptora by opioid nonolerant individuals, misuse of Fertora, and unintended
{accidentaly exposwre 1o Featora,

Reports of death and Hie-threatening side effibcts ware reportad o the Agency in early September
F007. “Thess reports of death and hife-throatening side effects oocurred in pationts whoy T should
not have been proscribed Fentora {patients who did not have cancer and/or were not opioid
tolerant}; 2) were preseribed the wrong Featora dose; and 3} took oo many Festora doses.  Thoere
wore also meposts of healtheare professionals who substituted Fentora for snother fortanyle
sontaining product. By responge to these reports, the Sperser issued 2 “Dear Dostor Letter™ and
“Diear Healtheare Professional Letter™ on September 1), 2007, to inform healtheare providers
about key safety imformation regarnding the wse of Fentors, inchuding appropnale pationt selaction,
and proper dosing sud administration. Additionally, FDA fssued o Public Health Advisery:
“fraportant Information for the Safe Use of Fentora (femany] buccal tabletsy™ and a Healthears
Information Bheet on Reptember 25, 2007,

Revised labeling ncluding the Prescribing Information, Medication Gulde, and Cartor Inbels to
retleet the poahanced key saftty information was approved Febroary 7, 2008,

Cephalon submitted an Efficacy Supplement {8-005) on November 9, 2007, 10 expand the
Fentora indication to “the treatment of breaktheough pain in patients who are regularly taking
around-the-clock opioid medizine for thelr undedying chronic pain™, and fo allow for sublingual
product use. Cophalon justifies the need for this expanded mdication from postmarketing reporis
of substantial off-label use of Fentora in patients for relief of chronie non-cancer-related
breakthrough pain 'Y This Eficacy Supplement (5003} is the subject of the May 6, 2008, FDA
Advisory Committes Meeting,

1.3  Risg MIvmizaTion ACTION PLAN (RISKMAP)

Cephalon usés their SECURE (Solutions throueh Bducation, Communiaation, and Undeistanding
Risk Minimization Excellénce) Progrars {educational interventions and tools) o minimizs the
risks identified for Fentora, The goals of the program are:

1. Fentora should be nsed only by opioid tolerant patienms with cancer.

2. Abuse, misuse and divession of Feotora shoald not ozenr

3 Unintended {socidemal) exposore to Fentora should not occur,

The key Fentors RISkMAP sivategies mre:
s« Labeling
o Package Insert {PI) with Boxed Wamning crmphasizing the kev safety messages (for
preseribers and phannacizis)
o Medication Guide (MGS. The Medication Guide for patients contains information for
the safe and effective use of the product for patients. This nfonpation iz consistent

S DA Public Hesith Advisory: Tinporten Information fur the Sale Use of Feniora (femtany] busesl
tabloisy, September 1, 20407

¢ Cover Lettor, NINA 21-87/8-008, Fantora (Fentave] buscal tablaty CI1L November 9, 2007

0 Femora (fentany! brocal tablet) CH, Risk Management Plan, submitted November 9, 2007 10 NDA 21
SETR005

Y Fentora (fentany! buccal tablen) €1, Risk Manasement Plan, Septeimber 19, 2006
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with the key messages provided o the PL but is written in consumer-fiiendly
langoage.

Blistor ~ double foil blister that meets requirements for oluld resistance (for patients)

(5]

o Blister label ~ includes warnings that Fentora should be kept out of the reach of
children and that it is only for patients already taking oploids {for patients)

& Carton label — includes 3 reminder checklist fo prompt the phanmacist fo counsel the
pationt about important visks and direets the patient to read the Medication Guide for
mportant warnings (for phammacists and pationts)

»  BEducation/Cemmunication/Outreach Program dncludes Inbeling) and the
following:

g Direst Risk Commuurication by Cephalon Field Representatives

&

+ Educational Introductory Letter to Healthoare Professionals PhatmAlert {for
pharmarisis)

%

ks

o Physician Education for Pain Centers of Excellence
o Pharmaceutical Compendia

Counseling messages/Consumer Medication Information

(s

Counseling Aids/Brochures

£x

o RiskMAP Speaker Training
o Training for Cephalon Field Represeutatives
o Indspendent Continuing Medical Edueation (CME) - targeted to likely proseribers of

Fenbiwg
o Jotroductory Jetter to Dioag Diversion Authorities

o Physigian and Pharmacist Education - directod 10 “geographic hotspots™ that focus
on preventing/minimizing misuse, abuse, and diversion

o Physician Bdocation - fargeted to members of professional societies

i)

Fentora Website {for healthoare professionals and patients) — provide education about
the thres major risks associated with Fentora

s Distribution via Contralled Substance Act (CSA) for Schedule T products:

o C8A Schedule I distribution controls and recordkecping consistent with other
Scheduie H substances are in place for Fentorn, Federal and State repolations govem
the manufacturing, distrbution, prescribing, dispensing, storage, and disposal of
Schedule H products,

1z Prescriptions must be handwritten and no refills are allowed,

Comment: Revisions o the edvueation plar are currestly under copsideration but the majority of
these submitted moterials appear more produst “prometional” than edueotional fiargeted to the
BidkMAP gools),

»  Bgrveillance Plan, including both spontaneous reporting snd sctive surveillance:

¢ Active Menitoring: The Bponsor monitors reports of abuse and diversion from the
following databases. Signals generated will trigger an exam and follow-up from

Cephalon,
3
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*  The Rescarched Abuse, Diversion and Addiction-Related Surveillance System
{RADARSY”

#  Rocky Mountain Poison and Dimg Center {RMPDC)
Toxic Exposure Surveillancs Svstem (TESS)
* Drug Abuse Warning network {DAWN) and DAWN LIVE!

Post-Muarketing Beporting Bystems The Sponsor follows-up on any reports of
adverse drug reachons associated with Fentora and will comply with all reporting
requirements desaribed in 21 CFR 314 80 and 314 81, 15-Day reports curnntly
submitted to FIDA for the following events:

*  Sorioos sdverse drag reactions associated with suspocted abuse, misuse, or
diversion;

= Any repdrt with an outcome of death,
= Al sccidental exposures including asymptomatic reports;

*  Awny reportin achild or adolescent (agas (-18), whether or not the exposure was
intended, and regardisss of the outoome;

* Al actual ond potential medication error reports regavdiess of patient outcome.

Evaluntion Plan/Interventions arising from periodic evaluations of surveillance and
monitoring ackivities:

Q

Survevs: Survevs are used 1o measure knowledge, attitudes, and behaviors associated
with the Fentora RiskMAP. Three separate surveys are used that individually target
prageribers, pharmucists, and patients,

Pattent Longituding Dispensing Data: Lopgitudinal data is purchased from data
yvendors to assess the concomitant praseribing of Fentora with smother opioid
maedigation,

Interventions: Interventions will be mstifuted a8 warranted as follow-up 1o
surveitlance and montoring activibes. Imtorvontions will mamly consist of sducation
oF commumty outreach.

1.3.1 RiskMAP Report Submissions

Fentora RiskMAP reports are supposed to be submitted quarterly for the first two vears after
approval and anmaally thereafter. The dats incorporated into these reports ingcludes:

i

¥

sy

oo Led

Extent of use {denpsminator estimates);

Indicasors of offlabel use, inappropriate preseribing {ie., opioid-naive), inclosive of
patient longitdnal dota (note; summarization of all noreaccidental pediatric exposures
not assovigted with an ATIR will be included heve);

Sunmmarzstion of meports involving all medication srrors, regardless of patient outcome!
Summartzation of all accidental exposures {in childron and adulis);

2 RADARE®R calculates the rates of prescription opioid abuse on a guarterly basis for each 3-digit zip code
inthe U8, The celonbimion is based on population sied unigue individeads that have filled o proscription.
RADARSE system studies inchude 1) Peison Centers, 23 Dig Diversion 3) Koy Informant, and, 43
Methadone Clinics,
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Burmmarization of all monsascidestal pediatne sxposures associated with an ADR {(serious
and non-serious)

Summarization of adverse events involving opioid nafve paticnts;

Rates of suspected misuse, abuss, addiction or diversion reported;

Resslts of any investigation or surveys conducted, and:

Outcomes from any m{me::mmm guch a8 targeted educational interventions and anti-
diversion programs conducted ™

METHODS AND MATERIALS
DATA AND INFORMATION SOURCES

Documents

The following documents were roviewed in the preparation of this roview

#

Fentors (fontanyd buceal tablety CH, Risk Management Plan, submatted Movember 9, 2007
1o MDA 21-8478-003

Fenrors {(fentany! buccal tablety CHL, Risk Management Plas, submitted September 19, 2006
fo MIOA 21-947, approved September 23, 2006

Amwing K., Division of Medication Boors: Medication Brror Postmarketing Safety
Rewvienw, April 4, 2008

Worthy K, Governale L, Division of Epidemiology, Concurrency Analysts VOCON:
Fentorm or Actig with Pain Muarket Products, April 1, 2008

Fentora Approval Letter, NDA 21-947, September 38, 2008

Fentora RiskMAP Report (st Quarter = 9/23-06-12/31/06) submitted April 13, 2007
Fentora RiskMAP Report (2nd Quarter — Y/0T-3/31/07) subminied Jly 20, 2007
Fentora RiskMAP Repont (3nd Quarter ~ 4/1/07-6/30/07) submitted Ootober 12, 2007
Fentora RiskMAP Report (dth Quarter - T 1A7-9730/07) submitted Prbreary 26, 2008

FDA Public Health Advigsory: nportant Information for the Safe Use of Fentora (fertanyl
buwa wbicis} ﬁmgmmbmr 26, “‘O{}’? av;nlabic at

Fentora approved labeling, revised Febmary 7, 2008, available at
It/ Awww Sda sovieder/fndlabel J2008/02 19475006161 pdf

2.1.2  Drug Utilization Data Seurees

Proprietary drug vse databases hoensed by the Agenoy weee used to condugt this analyxis,

We examined nationally projected estimates of the number of preseriptions for Fentora®,
{fontanyl citrate), NDA 21-847, as well as other fontanyl products for years 2000 zhmugﬁ 007
using Verispan, LLC: Veetor One™: National (VONA} {see Appsndw 1 for full deseription). In
addition, we examined dispensed mescmp{mns for Fentora™ by patient age for calendar years
2006-2007. We also witlized Verispan's Total Patient Tracker {TPT} to obiain nationally

2 Fentora RiskMAP, NDA 21-947, Septeaber 19, 2006
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projected estimates of the number of patients who received a dispensed prescription for Fentors™
in outpationt retall pharmacies Tor calendar years 20062007, Litilization in inpatient and matl
arder phanvacies werg not examined.

212 Selection of Adverse Event (AE) Cases in AERS”

On Febroary 23, 2008, the Adverse Brent Reporting Svatem {AERY) database was searched
using the frade pame, Feutors, for all adverse svent cases that were reported 1o the Agendy sines
dmg marketing (September 35, 2006}, The cases worg Individually reviowed and doplivates werg
consolidated.

21,3 Selection of Medication Error Cases in AERS’

On March 18, 2008, the FDA Adverse Evemt Reporting Svstern (AERS) database was sparched 10
identify post-marketing reports of medication grrors associated with Fentora, AERS was searched
wsing the trade name “Fontora”, verbatim search term “Fentor” without reforence fo any
MedDBRA terms. Reports were reviewed for duplicates and grouped together as cases,

214  Iustitute of Sale Medication Practices Outpatient Medicafion Evvors®®

Upon vur request, the Institute for Safe Medicarion Practices (1SMP) scarched their database for
outpatient medication erroes tnvolving Fentora. The Institute of Safe Medication Practices
OQutpaticnt Medization Brrors databases search did not identfy any additional cases of medication
errs assosiated with Fentora,

3.1 ANALYSIS TRCHNIQUES
This section provides details oncdata used and our methods of analysis,

231 Analysis of Drog Urilization Data

For drug use analysis we examingd nattonally projected estimates of the number of prescriptions
for Femora™, (f’enmmi citrated, NDA 2 }wi}é" a8 weii a3 other fentanyl products for vears 2000
through 2007 wsing Verispan, LLC: Vector One™ National {VOMA) {see Agapmnim 1 fr full
description). In addition, we examined dispensed prescriptions for Fentora®™ by patient age for
salendar vears 20062007, We also utilized Verispan's Total Patient Tracker (YE’T} to phiain
nationally projected estimates of the number of patients who received » digpensad prescnpﬁw for
Fentora® in vutpatient retail pharmacies for calendar vears 2006-2007. Utilization in inpatient
and mail order pharmacios wers not examingd,

2.2.2  Analysis of Adverse Bvent Data includiog Medication Errvors

The adverse event reporting systom database {AERS) 15 a voluntary reporting svstem for
manaficturers, health care professionals, and consumers to report adverse events for approved
drugs and therapeutic biokogics. Due to the voluntary system, therg is underreporting and also
duplivate reporting of adverse svents. For any plven report, there 18 no certainty that the reported

“Note that AFRS was search for all Fentorm Adverse Bvents on Fobroary 25, 2008, and again oo March 18,
08 for reports with medication e,

T Institute of safe Medication Practices medisation errors containg confidential sud proprivtary duda,
which canrit be shared ouiside the FDIA

%
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sugpest product{s) caused the reported adverse ovent(s). The main wility of a spontaneous
reporting svikon, such as AERS, s to provide signals of potential drug safity lssues.

3 RESULTS

Thig section presents the resalis of our analvals of postmarketing data for Fentors from drug
utilization dota sources, ABRS, and Fentora RiskMAP Repons.

3.1 Druc UDnization: TOTAL DISPENSED PRESCRIPTIONS

Findings should be interpreted in the context of the known limitations of the databases used.
Data from Verispan™s Yector One®: National and Total Patient Tracker do not include data on
overdhe-counter producis, matl order preseniptions, or drog uithzation patterms in clines.

Table 1 and Figures | and 2 in Appendix 2 show the total number of dispensed prescriptions for
femtany! products from U, retail £hzzmmﬁms for vears 2000-2007. In vear 2003, Fentanyl
Transdermal surpassed Duragesic™ as the most dzspeme&i fentanryl pmﬁmt in yrar 2007,
prescriptions dispensed for Fentora™ ranked 4% among fentanyl products with approximately
G075 (2%) prescriptions dispeased.

Betwoen vears 2006 and 2007, there was apprimmazf.ix a 79% decrease in Actig® prescriptions
dispensed and approximately §Q{}% and 521% morease in prescriptions dispensed e Orad
Transmucosal Fentanyl & Fentora®, respectively (Figure 2, Appendix 2). Dispensed
prescriptions for Fenfora® increased from approximately 14.6 thousand in vear 2006 to nearly 91
thousand i year 2007,

3.2 DrucUrninizarion: DEMOGRAPHIC DATA

Table 2 in Appendix 2 shows the total mumber of retadl presoriptions for Fentora® dispensed in
vears 2008-2007, Durning that time period, the nmgoniv {approximately 68%3 of preseriptions
dzsgmsezi in outpatient retail pharmacies for Pentora” are for patients aged 41-85 vears old.
Patients ag 2}@63 26-40 voars old followed with dg}prmsmaw& F3% of dispensed preseriptions for
Fentora® for years 2006-2007. Preseriptions for Fentora® dispensed to pediatric patients age (416
years old wmpmed less than 1% of all Fentora® prescriptions dispensed in years 2006-2007,

Table 3 in Appendix 2 shows the number of parfents that received a dispensed preseription for
Fentors™ during years 2006-2007. Trends for patient data are similar to thas: of preseription data,
with the majonity of patients aged 41-63 and 26-40 vears old filling Fentora® prescriptions,

33 ADVERSE EVENTS CASER

3.3.1 Suwmmary of Adverse Event cases

"The table below presents the mumber of advarse event cases retrieved from the AERS database
and the namber of cazes that were included in the final review after exclusions:

g
Gonfidential TEVA _MDL_A_ 07884425
CONFIDENTIAL TEVA_AAMD_00855494

P-24297 _ 00056



LConfidential

CONFIDENTIAL

06955.57

Tahle 1. Selection of Individual AERS Cases

Fentora 43

+  Reports of actual/potential medivation erors with ne adverse i9
gvent cited (16) 1
Reports of death without any specific patient indormation (33
Reports with adverse svent ot selated to Fontom per
wponer {2)
Report of product complaing with no adverse event cited (1)
«  Reportof death from natural causes {1

Ningteen AERS cases were included in this case series. The reported adverse events in these
cases wen sategonzed according to the AERS svstem organ class (80C) a5 lsted below fu
report may contum more thon one adverse event ermb:

3 %
Bystem Organ Classes

Preferred Termy

Cardige disorders {1}

acute myocardial infuction {1}

Gastrotmesting] disorders (2}

vetching (1), constipation {1}

Gengral disorders and sdministration sife
copditions (14)

Tack of efficacy {6}, application sita bleeding (), application
site broising {1}, spphication site nleer {13, application site pain
{13, application site barniog {13, flushing (13 yperhidrosis (1

injury, poisoning and procedursd
somplications {1%)

medication errors (10Y, endional overdose (2), avendose (2},
accideral overdose (3%, imentonad dry misuse {2), accidentsd
exposure {13

Muotdbolism and mnritional discaders (1)

oral intake mduced (1)

Nervous systom disorders {7)

sonmolence (33, loss of consciousness {23, cerchrovasculsy
apcident {13, dysarthria (1)

Peychisric disorders (4)

drag dependence (1), suicidal etiempt (1), suicide (13

Repal and uninary disordens {13

desuriaily

Respiratory, thorasis and mediastingl
disorders ()

respiratory arrest {1), dvspoea {13

Vasonlar disorders {1}

dizziness 1)

* Ses Medioation Brrar Ssetion forn oomplete amilysiz of all mediontion ererreporis, fnehuding the reports with o without 2

ronnlting advans event,

i

TEVA_MDL_A_07864426

TEVA_AAMD_00855495
P-24297 _ 00057



06955.58

A chart sununary of the demographics and chamcteristics of the 19 adverse gvent oases associated
with Fentora arg summarized below:

Sex Male -8, Pemale -1
Age {n=ii) Range 673 vears, Mean 43 vears, Median 43 5 voars
——— T
Indication Cancer pain <1 Unspesified - 1
MNomcancer padn -~ 11 Mise~6
* Bone pain ] = Abusg -2 ;
# Chrosic back pain <2 * Intentiom! overdose -2
& Clrondc paio-2 s Ruicidal steaopt - 1
= Mandibular joint pain -1 » Complied suiide -1
» Migraine -2 « Accidental exposure -1
= Migraine and back pain -1
» Bpinal fnfury ~1
= Unspecified brats condition -1
Prase Estimated total daily dose mentioned {6} — Bange 600-3200 mog, Medinn 2000 mop
Total daily dose unkoown {33
Mise, (1)
« Buicide/suicidal aitenmpt 2}
» Intertiona) overdose (23
* Avcidental overdose (2)
» Secidental exposwe (1}
» lidentional mituse {33
» Qverdoss (2377
= Incorect dispensing of Fentor for Acbig (13
Thove to onset Range- immedigiely - 5 owoths, Median - X days
{N=11} « Some day ~ & feg immediately, 1 dose, somy doy, shorily affer iaking, |
v}
» % days -2
» § month -2
» 40 days-1
# 4% monghs - 1
» Unspecified- 8
Oiher Agtig -1 Drifonadid -1 Lortab -1 Somn ~1
Concomitant . ) . o
Medications Allegra -1 Dragesic - 2 Lyrica -1 Tenonniy -2
{N=13} Ambien -2 BTOH -1 Maxidex +1 Tegretal «1
Avingg -1 Femany! Palch <3 Muorphing -2 Trazodonsd -1
Bisopraiol -1 Flomax »1 O -1 Trideptal »1
Celebaex <] Fosanay, -2 Chovoondin -3 Tylenol -1

" One of 2 itentionsd ovendise coses ulso teported suicide,
¥ One of 2 ntentiond nverdose ouses alsn reported suliide,
¥ One of 2 overdose cases also veperted intentival misze.

11

Confidential TEVA_MDL_A_07864427

CONFIDENTIAL TEVA_AAMD_00855496

P-24297 _ 00058



06955.59

Clongzepan -1 HOTE -1 Provacid -2 Wellhutan- 1
Digzepam -1 Lidodernn -1 Rapamune -1 Hanax -1
Drug Levels Fentanvl 14.1 nghol. & 17 aglml
{N=2)
Dutcomes Death §
Life Theeatening 1
Hospitalization i
Other (medically seriousy 3
Unspecified g
Bec/Rechallenge Positive dechallenge -3
Year (Event 2006 2
Bate) 2007 13
2008 (1/1 - 225} 1
Unspecified 3
Year {Beceipt 2007 17
Bate} 2008 (U1~ 3258 2
Reporter Type | Heglihcare professional 9 IMB-T, DO-1 BRN-1)
Conswner 8
AAPCCH 2
Tepeof Report | 15-Day 1%
Repart Sourvce. | US- 19

3.3.2 Review of Selected Individual Adverse Events

Confidential

CONFIDENTIAL

Az shown in Table 3, 19 domestic cases were included in this vases series. The age of patients
ranged from 16 to 7% with the mean of 45 years. (ender was almost evenly divided between
megles {10} and fomales (9). Pentora was most commonly used for non-cancer pain {38%,
followed by abuse (1126}, suicidal attempt {1196}, intentional overdoss (11%4), cancer paln {3%),
accidental exposare (5%5), and wnknown {3%4); 1t is noteworthy that Fentora was used for as
approved indication (cancer pain} in only | case. Exchading ten cases of vverdoses, accidental
exposure, suicidal attempt, and/or intentional misuse, the tolal daily dose was mentioned in 6 of 9
gases, ranging from 600 1o 3200 meg with the median of 2000 meg. In these 9 cases, 4 pationts
switched from Actiq to Fentora: in af least 2 of 4 cases, the patients were converted on a nieg por
mog basis from Actiq to Fentora due to a preseribing error, despite the labeling waming to aviid
this direct conversion. The switch from Actig to Fentora was made due fo cost and dental issues,

¥ American Assovistion of Poison Control Centers
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respoctively, i 2 of 19 cases. T 6 of 19 vases, the patients were likely opivid tolerant,” Daly
one case specificd that the petient may not have been taking “around-the-clock™ spioid
medications as prsseribed, Twas not possible to detenning the folerance b the remainiig cases
shug tothe lnited infontation available. Bloven of 1% cases reported the concomitant use of
another oplowd product.

Time to opset was reported 0 11 cases and moped fom sspvediare 1o 5 months with the median
of 8-days: this time period was caloulated from the first day of starting Fendora to the date of the
svent. Most of the reported events were mentioned in only one veport, except for medicalion
srrors {10}, fack of effivacy {6}, somnolence {3), apphication site bleeding (2} infentiond
overdose (23, averdose {2), aceidental overdose (2), intentional drug misuse (2}, and foss of
conscionsness (2}, Notable unlabeled gvents included acute myoardial infarction,
cershrovascular accidont, dvsarthnia, and dysuria. Expevted adverse eventy such av overdoss
{mtentionalfaceidatal), sctidental ingestion, drug dependune, misuse, scmnolence, dvy spiea,
retohing, dieeiness, application site reaction (bl cedmgjpamfbnmmgjuicw’bamzng} constipation,
reduced oral intake, hyperhidrosts, respiratory falure, impared consgiousness, and fiu&ixmg worg
alzo reported. Thirteen of 19 cases reponed the concomitant nse of other medications in addition
1o Feptora, Outcomes included death €3), hospitalization (1), life-threatening (1), other medically
gerious (), and nokoown (8}

Chnigally significant svents and notable groupings of sclected reactions are discussed in morg
detail below ™

3331 Deaths {a=8)

Five cases reported a death outcome. The causes of death were accidental fentany! overdoss (23,
metasiatic letomivosarcoma {13, satcide {1}, and unknown (1),

The two accidental overdoses involved a 34 voar old and & 40 yoar old fomale who were
preseribed Fentora for migraine and chronic back pais, respectivaly, The first patient had a high
tolerance to upicids given the bigh doses of both Actiq and Demeral required fo relisve her pain,
and the second patient bad been taking Duragesic 30 mog/hr prior to and during Fentora therapy.
Both cages involved a mediation srror ot the pharaey level, Inthe fiest case, the phvsivian wag
weld by the patient’s husband that e thought the dispensed instructions stved that Fentora could
be taken every 30 mimides, but the phywician could oot venfy this wformation. Six Fentora
tablets were missing (2400 mog total) and were presumed 1o have been conswmed by the patient.
The aatopsy revealed a blood fentanyl Tevel of LY uphnl, and the pationt”s death was ruled gs an
accidental fentanyl overdose. In this case, it s noteworthy that the patient had & ustory of
depression, and sccording to the physician, the pationt clsmed to be seividal wahout any
indication of suividal thought. In the sseond case, the patient infomasd the physician of her plans
o traved owt of tows, and the physichan wrots 5 seoond preseription for Fentora with ingtructions
to the phammacy not to Bl until @ specific dute. Tt was later discovered that the second prescription
was filled eartier than stated on the prescription. The patient had died during her travel put of
toows, This patient’s blood fendany! level was 17 npdll. The only abuosmal atopsy fading
fnvolved the heart in which a 70% foual stenosis of the anterior descending sovonary atery was
dhiscovered. The avtopsy determibned the cause of death as acoidental scute foatad toxicity with
coronary atherosclentio discase o5 » contributing fotor.

* {ipiodd taleranod 1 defived s at lsast 60 g of orsd asphine daily, at Teast 25 mogfhonr of ipwisdenmed fentanyt, b
Teast 30 vag of opal oxyoodone daily, o1 feasd $ung of vl hvwmnwﬁwz&e dadly, oy an eqmanaigasm dose of anuther
spiod daily for a week or longer for their nderlving persistent parin prior s Pertora thempy. (Fortors Pockage puert
2067 Cephaton, B

& sase van pontain mattinde adveres wvents, and therefors tay e nclided i more than oné setiog,
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The death in the thind case was elsted 1o the ouderlyving metastativ lelomyosarcoma and net
related to the Fentora therapy ascarding to the reporting phvsician. The other reported adverse
events in this case meheded dysarthnia, dvsuria, sommolence, constipation, mduced swal intake,
and lack of efficacy; however, the eporer stated that ealy dysarthela, dvsariz, somuolence, and
sonstipation were partly assoctaded with the efftiets of cpivid Serapy, vepecially since Bigh doses
of both buccal and transdenmal fertany] were used by the paticot. The other sventy wive mong
closely related 1o the uaderlying cancer. The fourth case desenibed an intentions] overdose of
Fentora involving a male iy his 4085300 with o Wistory of drag addiction, He stole 23 Fentom
tablets from his partoer (who had been taling 3t for canscer pain) and Ingested them in an apparem
suicide. The ffth case tnvobved o ole patient {age uakoovwn} whi stole s wife's Fertora and
experiensed an overdose. He went to the BR whers hie was diagoosed with an avute mvocardial
infarction. This patient left the ER against medical advice and returned home where he later died.
Mo further mformation was provided.

Conapenty: The ubove vases provided evidence 1o show thae 3 of 3 deathy foceidental O3,
sufoide-1} were related 1o the wee of Fomore, The sopsies for the 2 socidental overdoye cases
stated thrt the eoause of dearh was festonyl toxicity, Although i1 ix neteworthy that one of the 2
pertieniy had @ history of depression and possibly cloimed o be suicidal, the reporiing plysician
sterted that there wos wer indication of suividal Shonghy, and therefore makivg the possibility of’
seefiddy Tows Htkelv, I both cases, the safety conoers is the medivation error that may hove
ocourred ot the pharmuacy fevel, espevially since $iis product bas o RISEMAP with an educotioh
compongst for pharmoisiy 1o prevent sueh ervors. Thy safery cosern regarding the suicide case
is thot o large momber of Fentara toblets was readily availoble jor this potest; elibough itis
impossible o provent suiclde from ocourring, this cose lustrates thar despite the efforis o
redhoe drug diversion Haongh o RisiMAR for this proghect, it 8s il possible to gocesy this drig
for seli-barm. The same congern vont be applied fo the patteny who stole Bis wifes Fentora anid
experienved aoute myocardiol infhretion. Although in thix case, there vwosn 't enough evidence 1o
show thot this potient s ME and death were divectly releted to Ferdora use, we consof vule onf the
possibilicy that the everdose of Fentorg eould have contrilsapd o s deoth in the absence of
proper medicad trectment,

3.3,2.2 Medication Errors (o=10}

Ten vases desoribed medication srrors assouisted with o adverse event. The medication sororg
involved prosoribing errors, phiaracy dispensing sorors, ncorrest route of administyation, and
inappropriate freguency of use i these cases. See Medication Ervor Analysis section of this
review for a complere analysis of ol medicarions ervors, including potentialorned ervors thi
died st Tead foe agdverse weent a8 sxcluded from AE apalvis] sod modication greors
aesocioted with @ adverse svers (=161

3.3.2.3 Injury, Poisoning, snd Overdoses (=8}

Eight cases reported advirse event isrms relatod to & drug injury, poisoning, andfor ovendoss. The
cages wats geouped indo the follwing categories: overdose {33, intentional overdoss (3},
avcidental overdose {23, intertional drug misuse (2), and accidental exposure {13, one case
reported both overdose and intentional drug misuse,” Cutcomes included death (4), life-
thregtening €13, other (23, ard poknown {3,

* Sudeide v ase dvomssed separately In s later sention,
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Twor reports desenbed an secidental overdose and one case desoribed an accidental exposure.
The twvo sccidental overdoses were previously discussed in the Deoth section where tivo patieniz
died from Rentany] wicity: both cases involved & medivation error at the pharmaey level {see
Learkrsection). The acnidental exposure case involved & 73 vear old fomale with Aleheumer’s
dsease who mistakenly mgested 2 Fentoem tablets thinking that & was aspids because the Fentora
tablets were placed in an unlabeled containgr. She subsequertly gaperivnced flushing and
sweating. The paramedics arrived and discovered 8 Lidoderm putches on her skin; she was
pansported W the BR and treated for svmptoms presumed to be due to lidocaing overdoss becase
the ER physician waz unswars (hat she bad aceidentally togested Fentara, P responded quickly 1o
treatment and was released.

Tw reports described an intentional gverdose. Ong of 2 intentional overdose cases wis
discussed i the Death seetion and involved & suicide, The second tntentiond! overdose vase
srvebved o 54 vear old fomals who overdosed By taking 13 of ahox of Fentorg (3000 mag ol
once. She subsequently experienced loss of consciousness and was taken to the BR. She
remyvered aned was seeking treatment for abuss,

Twtr cages deseribed an intentinnal drug misuse. The fist case was discussed in the Death
gection and nvolved amale patisat (age unknown} who stole his wife's Feptora and experienced
an overdose and scute ML The second saze involved & 38 vear old male who dbmentionally abused
an undisclosed amount of Fentora and experienced drowsiness, lothargy, and dyvspoea. No further
information was provided in this case

Two cases described an overdose, The First case was the death case described in the previous
paragraph under intentional dimg misuse, The second case mvnlved 534 vear old formale with a
history of severe neck ijury, trigeminal nevralgia, and migraines. She was switched from Actiy
o Perrora due to cowt, and on an wepesified date, she experienced mupiratory arrest and loss of
consctousness seon after taking a-dose of Femore, Althonegh her concomitant medications
inchuded Onorsontin, Lortab, Ambien and closazepam, she had only taken Fentora when e
gyvants oncurred. She was transporied 102 hospital vig the parsmedics, who adovinistered Narcan.
She was later released from the hospital, The report noted that she would have disd i she was
not discoverad by her roommate m time, Althongh the patient was described by the physician as
belng “opioid toloant,” the pheesician 'y review of his office notes indicated that thix patient may
neit Bave been takdng around-the-clock medication as praseribed, The patient i vow back on
Acing,

Covemenise I all coses, the reporivd aulverse everss were velored to the wse wf Fentors. In the
awcidemial overdose and exprsstire caves, iy possibic that the eventy cowld have been pr everted
if there wos nu ;z?mz ey error oF if the Fertora tablers were beaer sioved in thé hupie, The
interional overdozes and drug misuse cases vhov they drug diversion iy veeurring despite o
RishMAP for Fentora o msimize these pvents. The kst case of everdose itheorarss the
importane of patient selection, requiring around-dhewlock opioid use prior to Ferdora, sivce
overdoses oo ocowr even in potlents whe are nor opiold-neive,

33.24 Lack of Efficacy (n=6)

Six cases reported that Fentors was not effestive at troating cancer pain {1and non-cancer pain
{*‘?} the offdabel indicationg tneluded bone pain, xmspmiﬁeci wervous system disorder, mandibular
Joint pain, chronic back pain, and s;nna} ey related patn, "The ong case involving cancer pain
13 the same case that was desenbed in the Dearh section involving 2 64 vear old female who died
shug to the wderdving metastatic iomyosarcoma. This patient wag never able o achiove adoguan
pat control while taking Fentora (400 meg a2 hrs pm upto 8 times daily) wntil he underwent
insertion of 8 neurpstimulator implant, at which time Feator was discontinued; this patient was
alse concomitantly taking four 30 meehriraadermal fontamyl
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Among the 3 cases that reported off-label uses of Fentors, 3 cases reported lack of sfficacy
without any other adverse avent. In the first case, the paticat switched from Actig 200 meg/d Ry
hone pain e Fetors, the patient was alsoe concomitantly taking tansdermal fontany] (250
megfhr. The patient required 100 mog of Fentora every hous but still had no pain retief, the
physician increased the dose to 200 meyg, and no further information was provided. In the seeond
zase, the patient who was taking Actig 300.may for an unspecified nervous system disorder was
switched o Fomora 800 mog due to dental lesues; the patient was also xakmg Avinzg
goneomitantly. Although Fentorn has greater bivavailability than Actg when comparing mog per
e basis, no adverse event was reported 1o this patient; the patieat was switched back o Actig
due 1o the tack of pain relief The thind paticnt who was taking Dpana, morphing, snd MsContin
for mandibular jotet pa was pesesibed Fomtors sublingually {rather than buscallyy dus to her
underlying mouth pain. The patient noted that the tablet dud not dissobve withinoa normal amount
of time, and therefore, shy subsequently experienced tack of effect. According to the reporier,
Fentors was not discomtinued, despite the laek of efficacy; she noted that hier dre mputh from her
undertving oral condition could have contributed fo the dissolation problem,

The remaining 2of 3 lack of efficacy cases reponed dizsingss and spplication site
bumning/blecding, regpestively, Dizzingss was reparted in g paticnt who rseeived Fentors thstend
of Acti due to 8 phanmacy dispensing eoror, Penlota was placed in a box along side Actig
lozenges with the note that stated “generic.” Dizziness subsided but the patient reported no pain
sasfief of hor ghronio back pain, The last cose-alse nvolved o medication error {presenbing erros}
whare the patient wag switched from Actiq 00 meg o Fontors 600 moeg; the lnbaling Bor Fenrora
specifies that these twe drugs are not bioequivalent and should wot be vonverted on a meg per
meg basiz, This patient z:x;}cnenw:i apphication site buming/bleeding and no pain rehef He was
switehed back 1o Aoty and the applivation site ructions wesobved.

Commentss In 5 of 8 soves, Fomore woy waedofflabel; since Fenorn i3 vot FDA dpproved jor
swnarcer reloted indiveticons, we could not sonclude thor theee war o issue of Taok wf efficacy
with Fenors i these cases. The one remaining oove Ivalvigg seneer painesportad o the
fupeal side wifects of aploids ey constipation, sommolerce, dessria, & zzﬁys archrial Hmied the
gt of ?’wzmm wse por day, which vould heve contribasted to the lack of pow veliel, This case
did wor suggest that there was an ssue of lack of offficocy with Fentora whew used properly. From

< SRRV peripretive, Rtwever, I 1Y SORCErRing thist i 3 c}f I offefabel use coses, there was an
fncorrect conversion frow detig o Fentora (3} o thot Fentora was considered o gereric version
af desig {15 Feedor is st Fioeguivaleny to Avtig on g sy to mog bosts. T patienrs who gre set
siprdenidd tolerany, these Sy of medivorion srvors vondd Bove @ sericus Dutptne,

3338 Application Sie Reactions (n=3}

Three cases reporsed apphication site mactions including bruising, uleeration, bleading, andfor
Busming izmpomiix aszocised with the use of Feators, T two cases, 3 positive sﬁm}m}imge: s
reported, and in the Surd case, Fomory therapy was pontinued. The first sase of pusitive
dechatlonge was previously described s the kst case in the Lock nf Efficacy section. This case
involved 2 51 vear old male whe experienced application site bumning and beeding afler 8 days of
Fentora use {800 mog DIDY, but the gvents matved approsimately 2 davs after discontinaing the
drug, In the seoond vase, 3 48 vear ofd fomale experienced nugdtiple application site vleeration of
the gums shortly sfter initiating Fentora for migraines and back pain, despite roration of the sites.
The physician suggested sublingual use and her tongue subsequently became ulosrated and was
lesding from the tip. Fantora was dizcontinued wnd the ulcers rasabved. Qo month later, Pantora
was restaried, and the patient developed ulterstions and bleeding while taking the 400 mup dose;
however, the reporter indicated that the patignt did not experioncs these events while taking the
200 meg orthe 600 mog doses. Fomtora thevapy was dissontinued and the events msolved. The
rpporting physictan indicated that the patient had an apparent idiosvneratic hypersensithvity to
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something n Ferturs, and that the cvents are unlikely relatod to Fentor thempy. o the Jast case,
145 vear old formale reported application sife bruisty (redness and tendemiss) affer
spproxinately § days of Fontora use (200 mog ofhrsy for chromic pain. I is noteworthy that this
patient had accudentally dngested her Hirst dosg of Fentors despite having ressived directions for
buocal use. This patient’ s medication history ncluded tnterverivheal dise protrasion. migrung,
and sciatica. AL the tme of the report, the patient was stilbiskong Femtora,

Corurents: Applicovion site renetions are labeled for Festara, By old three coxes, the applicorion
site regotions appear to be relpged to the use of Femtores 1) given the site of the recetions
feimtonguel where Fentora wax applied, 2h e close remporal relotionship herween the gventy
and the wse of Femtora, cond 3} the posivive dechallengs in 2 of 3 cases. B is potoworthy that in
the second vase, the paviesd wers Instrucied o use Featora sublinguedly by the plosician dwe 1o
the Bleeding of the guwms, apd fn the laxt case, the pavient aceldentally Inpesied Fentora in both
weses, the wrong route of adminisiration wax applicd despite knowing the proper divections for
s,

3.3.2.6 Suicidal AvtemptCompleted Suicide (o3

There was one reporteach of suicidal attempt and completed swoide m this case series. The latisr
case of complated suiside was previcusly discussed in the Denih section. Ong sase of suspectad
subcidal attempt was repoied tovolving 249 vear old male whe intentionsily agested an
sadiselosed wroount of Featora and two other wnspocified substances, The svent sesalted 0 ne
adverse effects, Additional information was not provided bn the report.

Comuments: The vase ivolvisg v sueidal attempt wa reported by AAPCC {(American
Associanon of Poiser Comrol Centers), ond thersfore comatned limited ingormarion ahout the
case, I bork vases, Fentora way used ax o means for seli-bBorm, the cavey contoineid wo evidene
fa yuggest that Fewtora may canése o trdividual 1o attempt suicide.

3327 Cerebrovasenlar Accident {n=1}

Oue reportof OV A was toeived from a regisiored nurse reganding a 38 wear old fomale witha
history of stroke, whe initiated Feotors 400 meg {date and indication unknovay. The patient was
subsequently hospitalized fir stroke at the time of the report. According to the reporter, neither
the undeslying cause porthe sevedty of the stroke wag known,

Conmmients: {V4 iy not o labeled everd for Fentora. In this poarfienlar case, sinee there was a Tock
of chinical detatls sueh as she toral omennt of Fentora administered, post medical history fo
expdein the widerbing vause of the stroke, owet of evem, vnd ather coneamitant medication wss,
wi conld nod extablish a velationship betwesr the wse of Fertora ond CFA

3.3.2.8 Redching {n=1}

One report of waching was receved from 2 43 year old male consumer, with a history of anxiety,
whe intbiated Fentora 600 meg BID for smouspecificd dwonic pato. His coopomitant
rgdications wiee Diuragesic, Xanax, and possibly Actig. After starting Fentora, the patient
expartenced 4 gag feflen due to the fazing and the taste of Fentora, The patient spit the fabdet owt
after 3 minutes, and the Femors thorapy wag discontinued, the everd resobved. The patient albso
mentionsd that be had tried wsing Fentora under his fongue on an unkoowst date. Mo forther
tnformabion was available,

Corpnents: In this case, the reparied svent ngpear reloved o the wse of Feswora givew the
ngrvative descriptions and the dechallenge of the gog reflex. This is av expecied everd for
Fomtara, 8 is norewerthy, however, thisf thix iy on of 3 coxes veporting subiltngua! wee of Fomtora
in this case series.
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3.3.3 Beview of Medication Ervor Cases

A total of 63 cases associated with the wse of Fartors were retrioved ou March 18, 2008, from the
ABRS database scarch, forbystluee of which were medication emors, Twenty of the 63 reports did
m involve a medication srror and were excluded from var snalysis. These cases iavolvad
Intersional overdose, adverse events, or did pot comtain enongh information o determing g
medivation eror peawred, Reports of medication coror mpresent snore than tvo-thinds (68%) of
all adverse events reported in ARRS for Fentora,

Thirge-five 6143 the reponed medication ermes poeurred tn patients beiug treated foran off label
use, four poourred w patients being troated for the approved indication of use, aod four werg
unspeoified. Stmilar types of errors were wported for both the of&label and on-label uses and can
be categorized into the fllowing broader tvpes of error;

E 1

Wrong toute of administration (=10}
Improper Patient Selection (n=9)
o off label use (p=7)
o not on concomitant arcund the clock opioid (=2}
Improper frequency of adminisivation {p=4)
g per mog consersion between Achg/Fentora (n=6}
improper dose preseribed whon conventing to Fontom from Actiq (n=8)
Wrong Drug (2]
Improper Techniqoe (=1}
Actidental Exposure {n=1}

® % B8 ® ¥ & #

In pwventytw (=2 2y of the cases no adverse event was reported or no outcome was given.

Of the: remaining twenty-one cases (=21 identified in AERS, bwo cases (552 resalted in death
acconding tothe detar] contained in the case namatives. Both deaths oeourred in patients taking
Fentora for off-label uses fie: back pain and migraines}. In six cases (=0}, the medication error
was vaught before the medication error reached the patient.  Four tases {n=4) resndted in patients
sequiring svaluation by a healtheate provider either in the emergencey room or by consaltation
over the telephone dus to respirstory depression or hightheadedness: Theee cases (n=3) resulted in
application sitg ylotration bleeding.  Two cases (=2} resulind in & lack of effect when taking
Fentora, Two cases (n2) remnlted in withdrawal, One case {mee1) resnlted in constipation,
yrinary retention, inability to stay avwake, and inability 1o eat and drink. Ongvase (n=1) resalied
it decreased blood sugar. Appendix 3 containg a summary of these cases. Wenoted, 22 proovy
were repotted o the Agengy following the publication of the Public Health Advisory, Health
Care Provider Sheets and Dear DoctorDBear Health Care Provider lotbers and these are
highlighiod i grey in the wable.

Our analysts noted §1% of all wrrors reported pcowrred with an offidabel use, %o with on-label
use; and the remnining cazes oconrred with an unspecified indication. The major categories of
off- label nse inclede chronic/on-cancer pain, back padn and migraines. Otherreported off-label
wsés included neck pain, mandibular jaw pain, shoulder pain, reflex svimpathetic dystrophy,
Guillain Barre syndemne, pain resulling from ao automobile aceident, and padn Som a gunshot
wound, Twentv-two of the reported medication errors oceurred following the dissemination of
the Dear Dioctor Letter, Dear Healthoare Profossional Latter, Public Health Advisory, and
Healtheare Information Sheet. O the 22 erroms pecurring after the dissemination of the gbove
safery information, all but one (93%) oecurred in off-label usex.
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Despite the large nurber of medication ervors vecurring in off Tabul use, similar types of
merhication ermrs wees rwported Tor the approved use as well, We categorized these srross into
the following tvpes: wrong route of administration, improper patisnt selection, imyrs:spcr
frequeney of admmx@mtm& meg per mog conversion between Actig/Fentora, improper dose
when sonverting to Fentors from Actig, wrong drug, improper techmque, aceidental exposure,
and posidental everdose. Modication sorors assuciated with improper dosing worg the most
numerous, however, these sases were Ruther broken down into the hmproper frequeney of
adendnigiragion, o pet mog copversion between ActigFentora, improper dose when converiing
i Fentora from Actig sategoviay, The huge nuiority (88%) of the wedication errorg identified
were B divect sontradiction 1o the goals stated in the Sponsor's Risk Minimization Action Plan
for the product.

33351 Weong Route of Administration

“The magjority of the cases destribe Fendom being administored sublingually rather than the
antended bugoal routy of administration. There are several factors thay could lexd to fngoreat
povute of addenindstration o in association with Fentora, Fentory has beon shown to causes
application site ulceration, and as noted in the cases, some patients were using the sublingual
route 1n an atterapt to avoid such rmactions. Iy addition o not fully understanding the appropriate
route of admintstration and frying to aveid uleeration, the appearance of the tablebmay have
contributed to improper administration of the product. Although Fentora is a bucesd tablet, 11y
appearange is identical to an oral tablet, as such; there is nothing about the tablet appearance itself’
that would lead a patient fo betieve that the tablet should wot be admtaistored omtly, Wedid aote
paticnts who swallowed the tablet whole, Although swallowing the tablet whole does not
tepresent an inceased nsk for overdose, i may degrcase the gbsorption. This decreased
absorption may impact the parceived lack of effect some of these pativnts experienced, Current
Fontora labeling and labels contany & warning against swallowing the tablets whole but there is no
warning agmnsi sublingual administration. However, the Sponsor does present data supporting
sublingual wse in the Bfficacy Supplement under mvicw,

3,3.3.2 Improper Patient Relestion

Ouranalysis identified two cases involving the use of Fenfora in clronic pain patients that were
et on coneomitant around-thesclock opioid therapy. However, the majonty of cases invalving
rmpstoper patient selection pecurred with patienis being tregted for sn off-label use. Sines Actiy
and Fontors have the same setive ingrodient, overlapping and achievable doses, and currently
hawe the same indication {1e. bredkthrough cancer paind, practitioness may believe that Fontora
ca b used i a steslar confext 4y Actig, Fentora labeling has been revised o strongthen the
warning with regard 1o proper patient selection and itz approved indication of use.

3.3.3.3 Topropey Fregquency

The majority of improper adrinistration frequensy cases describe Featora as being administered
with Jesy than four hours between doses or more than four tuey daily. Other cases dearibe
Fentora being presenbed on asegudarly scheduled interval (e g twics datly), rather than as
needed. Fentora lnbeling cléarly states that only one additionad doss shay be taken if
Broakiheough pain is not wlivved gt leass 30 minwies after taking the fiest dose, with a2 maximum
of Tour breskthrough pam ppisodes trested daily. 1 the patient experiences more than fwr
breakthrough pain spisodes daily, it is reconungnded that the around-the-clock opicid therapy e
ahjusted to better sidress the patient™s patn. The medivation errorg identified associated with
improper dostug frequency involved prescriptions :mimmng the patient o take Femora @t dosimg
frequencies incongruent with the dosing instructions in the preseribing information. Some of
these errors may have boen o result of proscribers misinerpreting the divections for re-dosing
within a single breakthoough pain spisode 30 minuies affer the ft dose as instructions o allow
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for repeating the dose every 30 minutes.  Hoovever, it is apparent that all of the sroors involving
improper dosing frequoegy appear o be aresuly of knowledge deficit on the pant of prescrbers
with regand © comreot use of Fantora despite instructions reganding re-dosing and Hanting the use
of Pantora to four breakthrough pain episudes per day in the preseribing information. We note
that the Dogage and Administration section and Progantions section, “luformation fr Patients snd
Their Caregivers” subsgetion of the prescribing inforniation were revised Febmary 7, 200810
miote clearly communicate the coredt nstactions for re-dosing within g single breakthrongh pain
episode,

3.3.3.4 wmuog per mog Conversion between Actig/Fentora

Rix medication error conversion cases describe proseribers converting pationts from Actig to
Fentorg on 4 midieram per nuciogram basis. Dosing-conversion insimctions for Adtig to
Fentora conversion are provided w the prescribing information, as the bioavadability differs
hetween these two products. However, evidence demionstrates that wany mresoribers are unawaig
that these products are not inrerchangeable on & microgran per microgram basis.  Preseribers
gy have sssumed that conversion from Actiq tp Fertor did not miguire speeial consideration
shug v the fact that Actig and Ferdora contain the same active tgredient (owanyt) snd have
swarlapping or achievable dosage strengths between the o products (e 200 meg, 400 meg, 600
mg, $00 meg, 1200 meg, 1600 meg). These overlapping Chnacteristivs may contribute to the
confusion, despite warnings in the prescribing information and on the carton labeling. We now
the Dosage and Administration section of the presenbing mformation was revised February 7,
2008, 1o strenphen these differences o doging.

3338 Improper Dose When Converting To Fentors from Actig

Fouir cases desoribe preseribery preseribing an improper dose when-converting paticnts from
Actiq to Fentora, We note that none of these cases involved microgram for microgram
conversion, but rather converston that is incongment with the conversion ingtructions in the
preseribing infomation. Sinve the available mivrogram strongths of Fentora are sxactly ong-half
the mivrogram srenpths of Actig (100 meg, 200 meg, 300 meg, 400 meg, 600 moeg, 800 meg for
Featora vs, 200 map, 400 muog, 500 mog, 800 mog, 1200 meg, 1600 mog for Actig), proscribers
may have assumed that conversion from Actig to Fentora only sequired halving the patients Actig
dose to detenmine the Fentora dosg. This may bave contributed o the confusion despits warnings
1 the preseribing information and on the carton Iabeling. "We note the Dosage wnd
Admintstration seetinn of the professional wsest was evised February 7, 2008 to strengthen these
differences in dosing. '

3335 Wrong Drug

I o vases, Pentorg was substited for Actiq ai the phavmacy tevel and dispensed, This typeof
medication error is most likely attributed 1o knowiledge deficit on the part of phanmacy personnel
syith repard o the fact that Fetors 18 not & gopede squivalent to Adi, and cannot be substituted
for Actiy without dose conversions by the presoriber. Phanuacy personnel may bave assumed
that substitution of Fentora Sor Actig was permitted due to the fact that Actig and Fontora sontain
the same active imgredient feutanyly and have sverdapping vr achievable dosage strepgths
bebween the two products {1e. 200 mog, 440 mep, 600 meg, $00mep, 1200 meg, 1660 meg). The
abading hos been revised snd wams pharmaey personnsl agalust substingding of Pentorz and
Axtig.

2,337 baproper Techpique

We noted ane case {n=1} in which a patient was prescribed 1o take one-half a 400 meg tablet of
Fentorn twice daily.  Dausality for the srror was ot included w the medication srror report. The
“error can most Hiely be attnbuted to g lvowlsdes deficlt o the partof the prescriber with megand
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o2 the fact that Fentora tablets are not to be sphit, despite warnings in the Dosage and
Administration section of the presenbing infongation, Ofton st the potnt of adwinistration, only
the blister label is available to the patient, and if the blister labe! does not contain a warning
advising agamnst inhlet splitting, pationts may not be gware that Fendora must not be spht. We nots
the revised Fentora labeling approved February 7. 2008, did not include any additional warnings
rzgarding tablet splitting,

3.3.38 Aveidentsl Exposure

Due case of accidental exposure was reported in which a patient removed the Fator prior fo
administration and placed in an wanasked comtainer and i was mistaken for aspinin and ingested
by another family member, We note there are wamings on the blister label and in the Medivation
Guiide advising against the removal of Fentora from the blister until ready foruse,

3339 Accidesial Overdose

We noted one case (n1} of accidental overdose associated with the use of Fentora that resulted in
the patient’s death,  Causality behind the accidental overdose was not included in the medioation
wrror teport, and thus 3 i not possible to detorming what cavsed the overdose amd resultant death

34 BUMMARY OF RIBRMAP REPORTS

341 Drog Use

RiskMAP Reports of Fentora off-label use using both svadicated third-panty national audit data
and infrmation provided to Cephalon Medical Rervices depariment show that offlabel produst
use hay ranged from approximiately 83% 10 86% of wial product use since. product approval,

RiskMAP Reports of Fentora opioid naive use™ show use of Pentora in opiotd natfve patients
increastog from 14,2% initially (reporied in the 1% Quartedy RiskMAP Report), to 24.1%
{reported in the 4™ Guanedy RiskMAP Report), since product approval.

3.4.2  Signals of Misuse, Abuse, or Diversion

The 4% Quarter Fentora RiskMAP Report presents conceming tates of unigue recipients of
dizpensed deag (URDD) {u several 3-digit zip codes lovated arcund the US. for the following
RADARS® system studics: Dirag Diversion, Key Informant, Poison cemer, snd Methadone
Treatment Program ™ These studics/sipnal detection programs monitor for prescription drug
abuse, misuse, sndfor diversion.

4  DISCUSSION

A RiskMAP was approved at the time of the initial FDA approval of Fentora as an imporiant pan
of iz postrearketing risk management to, 1} mivimize the use of Fentora by optotd non-lelerant
ndividuals, minindze misuse of Fontor, and minimize anintended (acoidental} exposurs o
Fentora,  The RiskMAF consisted primanly of healthears provider and patient education on
about the risks and bensfits of Feotora, s reporting snd data vollestion system for safoty
surveillance, and aplan to monitor, evaluate, and determine the ineidence of use of Fentors by
opitid non-toderant individuals, misuse of Featorn, and smintended (aecidental} exposure to
Fentora, Fentora also has state and federal restriciions on manufacturing, distribution, prascribing,

= Fentora RiskMAP Quartesly Reports (1 1043, TMS longiinding patient data
* Poptors RiskMAPR 4% Quarierly Beport submitted Fobruary 26, 2008
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dispensing, storage, and disposal on the basis of its Schedule H status under the Controlied
Substanve Ast.

w  Dreug Utilizarion

Fentors nse has invreased wore than fve-lold since the initisl 1® quarter lannch in Seprember
2006, with most use pocorring offlabel o non~cancer pain indications. A 2007 review of

soncwrreney data of Fenforg with other marksted pain medications suggests thit use in opimd
non-folerant individoals 1s not uncoramon with Femora. In vear 2007, approximately 59% of
patients who filled a preseription for Fentora alse filled a prescription from the pain market,™

Fentora® was the fourth most commonly dispensed fontany] product from U8, retail
phanmacies in vear 2007 according to Venspan's Vector Onefr National data. The number
of prescriptions digpensed for Fentora® between years 2006 and 2007 increased by
approximately 321% from approxiustely 14.6 thousand prescriptions in year 2006 1091
thousand preseriptions dispensed novear 2007, The majority (approximately $8% of
preseriptions dispensed in ontpationt retatl pharmacies for Fentora® are for patients aged 41~
&5 vears old. Paticnts-aged 26-40 years old followed with approsimately 23% of dispensed
prescriptions for Fentora® for vears 2006-2007. Prescriptions for Fentora® dispensed to
pedistric patients age U-16 vears old comprised less than 1% of all Femtora® prescriptions
dispensed i vears 2006-2007. Trends for pationt data are similar to that of preseription daig,

¥ Jdoverse Bvenr Caves

The AERS review of 19 Fentors cases did wot revead any notable unexpected safety concormns.
Mozt of e soported adverss svents were meationed i owdy oo port except for medication
errors {10V, 1ack of officacy (6), sommnolence (3), application site bleading (2), intentional
gverdose (23, overdase (2, accidental ovardose (3, intentional drug misuse (23, and loss of
sonsctonsness {23 Most of these svents are labeled for Fontora, Motable unlabeled events
inchaded acute mypcardial infirction, cerebrovascular acoident, dysarthria, and dysuria
these cases, there was inspfficient clinical evidence to vonclude that Fontors was directly or
sodaly related 1o the wepovted events. Fonton was most commonty used for non-cancer paing
Femora was used for an approved indication (canver pain} in only 1 case.

It is notoworthy that 53% of the adverse event reports sited medication errors involving
preseribing errors, pharmacy dispensing errors, and incorrect route/frequency of drug
administration by patients. From a safety perspective, it 15 comcerning that thers were cases of
incorreet conversion from Actig fo Fentora or that Fentora was constdered 2 gonenio version
of Actig; Fentora is not bloequivalent to Actiq on & meg to meg basis. In patients who are not
opioid twolerant, these types of medication errors could have a sevious outenme. It isalso
sonserning that the wrong roues of administration {e.g. sublingual) were used by patients
despite kaowing the proper dirgetions for use.

Thinyawo percent of the cases reporiad overdoses (with squal nimbers of intentionad and
secidental overdoses) and 11% reported intentional misuses. In the secidental wverdose and
pxposure cases, it is pessible thae the events could have been prevented i theve was wo

24 Warthy K, Governale L, Division of Epidemiology, Conurrency Analysis VOUON: Fentoraor Actiy
with Pain Madkel Products, Apnl 12008

# Ser Medication Ervor Analysiz section of this review for a complete anclysiz of alf medications errors,
suclnding pontialnctua ervors thar id aor lesd 1o an odverss event =l & wxvtuded from 48 analvsis)
gl medicarion ervors assockated with vn adverse event dr 10} The ABRS Dutabase-was searched for all
ABs pu Febrry 28, 2008 sud for Medigation Errors on Masch 18, 2008
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pharmacy srroror i the Peotora tablets wore better stared in the home. The intestional
srvardoses snd drg wasase cases showed that drog diversion i3 ocowrring despite o RigkMAF
for Featcon o minimise these ovents. One vase of overdos tlustrated the impodtance of
proper pationd selection, reguiting sufficient ground-the-slock pptond use prior o Fertora,

Five deaths worg meporied in this case seris, and the sauses of death were acerdents! fontanyl
sverdose {2, underbving metastatic letomyosarcona {11, sucide (1), and wodosewn (13 Threg
of § deaths (aecidental OD-2, suicide-1) were related 1o the vse of Pemtora, inthe 2
secidental wvardose cases, the safisty concen iz that a medication error oeourmed at the
pharmacy tovel, veen though this product has o RiskMAP with wn sducational component for
pharmacists to provent such srors. The safity conewm regarding the suicide dase is that a
farge munber of Fentors tablels was readily available for this patient; although it is
Tmpossible o prevent suicide from oscirring, this case Hustrated tat despiie the offoris 1o
reduck drug diversion through o RiskMAP for this product, it is still possible to acoses this
drug for selfhan,

o Aledicarion Ervar Cases

The potential formedications srrors was meopnizad prior to spproval and rigk mintmisstion
strategios ware implementad ag partof the RiskMAP 1o address this potentinl. Despite these
stratepies, medication erors associated with the nse of Fenpwa sccuried soon after
marketing. Additional strategies were subsequantly inplamented including distribution of
Drear Doggor and Dear Healthaare Professional Lettors and 1o revisions to the labeling o
botter comunutivate these risks, The Agency slso published iz own Public Health Advizory
and Healthears Information Sheet. Despite afl of these sctivities, medication srrors confions
to pecur and B ot morg tham half (31%6) of the medivation errors were reported afler
digsemination of the Dear Doctor Latter, Dear Healtboare Profussional Lutier, Public Health
Advisory, and Heathoare Infonnation Sheet,

Improper vse and medication enors avcount for more than two-thirds of the adverse evems
reported with Fentors, The msjority of these adverse gvents oopurred whep patienis werg
being treated foroff-label uses for Femtora, such as back pain, chronic/on-canver pain, and
wigraings. Medication errors includs conversinn errors between Actig and Fentora, imgwoper
Frequeney of administration, wrong route of administration, wrong drug dispensed, fmproper
administrarion technique, accidental exposure, ol accidental overdose.

Based onour review of the postmarksting expenence with Fentors, we do not believe the
RiskMAP has been ¢ffovtive in mintmizing the risks it was developed and huplemented to
minimize. Fomors RiskMAP Reponts and our own drug wilisation dats reviews demonstrate dats
that is rending appostte of what would beexpected with effSctive risk mininisation strstegics.
Offlabel use rather than indivated use domdnates for the produst; nse in opioid intoleruy paticnts
fias heen sieadily increasing, and signals of product misuse, abuse, and diversion ave appearing
T addition, medication errors related to dosing and adiinistration dominge the adverse svent
repors for Fentora,

Lephalon has not proactively considered or instituted interventions and/or adjustments 1o address

the RiskMAF goal failures, in particolar RiskMATF Goal # 1 (Fentora should beused only by
opioid toderant patients with cancer). Tnstead, Copbalon uses the Targe extent of prodoet off-label
e (o goad fakure under the RiskMAP), o justify the proposed cxpandéd indication fir Fentora.
Expunding the Fentora indication as proposed will most Hkely amplthy and exacerbate the adverse
avont tronds and txe pattems Gnclading use o oploid non-tolerant individualiy we have almady

whserved.
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There are different risk mitigation strategics for products ranging from routine measures such as
increasing the prominenss of safety information in product labeling or limiting the product’s
indication o a targeted education/communication and/or sutreach strategies, 1o a program with
restrictions on prescribing, distribution, dispensing, and/or administration as tlemants to onsure
safe use of the drug product. These more restrictive risk mansgement programs arg usually
reserved for those products that that have clinically important safety concoms that cannot be
managed by routine sk management tonds,

5  CONCLUSION

OSE dous not believe the strategies developed and implemented undar the Fentora RigkMAP
have been effective in mindmizing the potential risks associated with the produet.

Expanding the Fentora indication as proposed to include treatment of breakthrough pain in
patients who are regularly taking arcund-the-clock opioid medicing for their underlving chroni¢
pain will most likely amplify and exacerbate the postmarketing trending we have seen rogarding
opioid naive use, all medication errors, and abuse, diversion, and misuse because of increased
use. Additional and for stricter risk mindmization strategies to ensure the sal and appropriate use
of Fentora should be implemented and evaluated for effectivenass with the cursent limited
indication where the benefits sutweigh the risks befors expanding use to a broader population,

¢ RECOMMENDATIONS
We recommend The ALSDAC and DEARM Commities mesnbers discuss the following issues:

»  Whether the indication should he broadened in lght of the safoty issues identified with the
mere Hmited Indication;

= Should stricter risk mitigation strategies be developed to further minimize the potential for
abuse, diversion, misase and inappropriate use in the opioid non-tolerant patients,

e Whether additional strategies are need to provent medication errors.
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APPENDICES
APPENDIN 1: DATABASE DESCRIPTIONS
FME Health, 188 National Xales Perspectives™0 Retatl and Now-Retail

The IME Health, IMS National Sales Perspectives™ measures the volume of drog products, both
prescription and overdhe-counter, and selected diagnostic products moving from manufacturery
into various outlets within the retail and non-retail markets. Volume Is sxpressed i terms of sales
dodlars, caches, extended units, and share of market, These data are based oun national
prajections. Chitdets within the wmiadl market include the following phamoacy settings; chain dreg
stores, independent drug stores, mass merchandisers, food stores, and madl servics, Gutlels within
the non-retai! market inchude chinies, non-federal hospitals, federa! facdities, HMOs, long-tem
vare facilitieg, home health care, and other miscellaneous settings,

Verispan, LLC: Vector One™: National (VONA)

Verispan's VONA measures rotail dispensing of prescriptions orthe frequensy with which drugs
move out of rerail phantacies into the hands of wnsumers vig Tormal prescriptions. Tnformation
on the physician specially, the patient’s age and gender, and estimates for the numbers of patients
that are continuing or new o therapy are available,

The Vector Ono® database intograies proscription agtivity from a variety of sources incliding
national vetall chains, mass merchandisers, mail order pharmacies, shamuacy benefits managers
and their date systems, and provider groups. Vector One® recefves over 1.5 billion presoription
claims per vear, representing over 100 million unigue patients, Since 2002 Vector Oue® has
captured information on over § billion preseriptions t’f:pf»s&*miﬁg 200 million unique patients,
Proseriptions are captured from a sample of approximately 59,000 pharmacies throughout the US
The pimmzmce irvthe data base account for nearly all rotail p‘xa:rm%;e& and represent nearly half
of retail preseriptions dispensed nationwide. Vgnspw receives all ymampimm from
approximately one-thisd of the stores and a significant sample of prestnptions fom the mmaining
BEOres.

Verispan, LLC: Vector One; Toml Patient Tracker (TPT)

Verispan’s Total Patient Tracker is 2 national-level projected andit designed to estimate the total
muntber of unigue patients across a1l drugs and therapeurie classes in the retadl putpatient setting.

TPY derives its data from the Vector Oue®™ database which integrates prescription activity from a
variety of sources ncluding nationad retail chains, madl order p}mrmams. mass merchandisers,
pharmacsl benefits managers and their data systems. Veutor One”™ receives over 2 billion
preseription claims per vear, which represants over 160 million patients tracked sorozs time.
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APPENDIX 2: TABLES AND FIGURES

Table 1; Projected Number of Preserip

tions for Fentany! Products Dispensed from U8, Beisil Pharmacies , 2000-2007
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06955.73
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] % h % % % N o N i e LY I3 iy N Wy
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Actig K513 B 3584 T I51,487 4.9 246,331 B3 IS TIBY 356,818 T 213,368 6.P% 63931 10%

Fentanyi BOR3 8% 5847 8.2% 3N 8.2 GH%E 3B B3 &% BEET 1% 5508 (1% 5,348 0.1%
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Figure 1: Total Dispensed Prescriptions for Fentanyl Products from

U.8. Retail Pharmacies, 2000-2007
Verispan Vector One®: National {(VONA), Extracted 2/2008

eg)
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Figure 2: Total Dispensed Prescriptions for Fentanyl
Products* from U.S. Retail Pharmacies, 2000-2007

*Excludes Duragesic and Fantanyl Transdernmal Products
Verispan Vector One®: National (VONA). Extracted 22008
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Table 2: Projected Number of Fentora®
Prescriptions Dispensed, by Age, to U.S. Retail

Pharmacies , 2006-2007
2066 2007
Retail TRxs  Share | Retaill TRxs  Share

% Ya

8-2 4 0.0% 31 0.0%
6-11 3 €¢.0% 1 0.0%
12-16 3 0.0% 93 0.1%
17-25 236 1.6% 1,553 1.7%
26-40 3,205 225% 21,263 234%
4168 10,074 68.8% 61,814 681%
66+ 1,006 6.9% 5,942 6.3%
UNSPEC, 11 0.1% 118 0.1%

Verispan LLC, Verispan Vector One¥: National, 2006-2007, extracted
March 08, File: VONA 2008-226 3-11-08 fentora actiq agexls
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Table 3: Total number of patients®, by age, receiving a
prescription for Fentora® from outpatient retail pharmacies,

2006-2007
2005 20807
Projected Total Projected Total
Patient Patient Patient Patient
Count Share Count Share
Fentora® ]33 100.00% 23,0358 100.00%
-2 2 0.03% 24 0.10%
611 3 0.03% i 0.01%
12 - 16 4 (.05% 12 0.08%
1728 146 1.68% ARG 2.11%
26 - 40 1,820 20918 4, 808 21.26%
41 - 63 6,030 £9.28% 15,303 66.43%
66 ~ 88 684 7 88% 2,437 10.58%
Unknown 25 028% 9% 0.42%
age

*Rubizdals may not sum sastly, due fe ronading. Dus to aging of patients doriug the xtuly period {the
cohort effect™), pationts may be connted more than once in the individual age categories. For e reason,

soauning goross age bands Is not advisable gnd will result in oversstimutes of patient vounts,

Seuree Verispary, LLL Totad Patient Tracker, Jannary 2006 - December 2087, Extracted Feb 2008,

File: TPT 2008-236 2.21-08 Fentars Agewls
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APPENDEX 3 AERS MEMCATION ERROR CASES

nstructions to impmmasy noto
The physmaﬂ_ araamﬁt_zsv throughn
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a0 besn ranging betwsesn
from his usual 150, Oni

06955.79
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the time ofth
.AdByear-old male from the United States... medicsl

53414364 | Improper chroro non- 1 every Sl 4 Mo agverse
BH2007 Frequency | cancer pain hours as event history included Chron's disesse. . mullipls kidney
nesdad feported stones,  Concomilant medications included
gsutalopram, ssnmeprazole, ramipr, fentdnol for
pain, wymorphons, and consoluss,
537986681 | lmproper chronic non- 1 or 2 tablels Mo adverse | This spontansous rapod from o patient concems a 51
TIBI200T Freguenuy | cangerpain as needed event year old female from the United Stalas: SDZO0SE250,
daily tepotied The patient's medical bisttry and concurrent

conditions included: non-drinker, non-smoker, nerve
damage to the back in 1830, breakthrough pain, and
armdely, . Concomitant madications included
lorazepam for anxiety, dopidogrel sulfate for biood
thinner, and fentring! for bresidhrough pain,
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8482217-8
BHR2007

frnproper

Fraquency

400 mog
every 30
rrinules

O an unknown date in May-07, the patient was

06955.82

switohed from Actiny to Fentora 400 mog and the
physician instructed her to use only one tablet. The
physician wrote instructions on the prascrigtion that
the dose could be repeated once ¥ no pain relief was
obtained after 30 minules. The physician was told by
the patient’s busband that he thought the dispensed
insfructions stated that Fentora could be taken every
30 minules but the physician could not verly f tug.

53766952
TI2R07

fmproper
Patient
SBelection

Back pain

53543815
Bl22007

nproper
Patient
Selection

ohronis non-
canocer pain

Mo adverse
event
reported

Mo adverse
svent
reprted

A consuiner report received regarding g 48-year-oid
male, with g history of epflepsy since childhood, who
infliated Actlg {oral ransmucosal ferdany! clirate)
therapy 800ug Tour times dally as needed, in 2001, for
the freatment of back pain, In Now OB, therapy was
switchad to Fentors (fentany! buces! tablet) due fo
nsurance purposes, Then it Jan-07, therapy was
swilched back to Actiy siso due o insurance
purposes. Actly confinued unil fy
therapy was abruptly stopped g the patient was no
longer able to afford #..,

This spontaneous report from a physicien connems a
426086224, The patient's medics! history and
soncurrent gondifions included: DDD, spinal pain, and
arthritis (andive body g.g. thurbs, pelvis

fegsy  Loncomitant medications inchded fentanyl
cifrate, selirizine hydrochionide, S8R, ramado!
hydrochioride, and fentora.

12d
W
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3787008 | kmproper Shoulder Withdrawal | A consumer report recsived regarding a 43-year-old
TR0 Patient pain male who initlated Actly (oral trasmusosal fentanyl
Setection citrate) therapy 1200 mog six times dally, on an

unknown date, for the treatment of chronic shoulder
pain. The patient had been taking Actly for several
years, bul was forced to discontinue therapy In 2008
due o cost and workman's

sompensation,. Withdrawal symploms ooourred after
the patient was swilched from Aclig 1200 meg 1o
Fentora 400 mog. i Dee08, Fenlora was
discontinued and Agtig 1200 was resiarted

5

83 ; ng £
opioids...T i g Tentanyl
gverdose was excluded as a ause of desth,
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BRBATA4-2
2007

Confidential
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improper
Patient
Belection

Back pain

800 mog
daily

Withddrawal

«~4i-yearcld male, who initisted Fentors (fentanyl
busnal tablel) 800mayg daily, for the restment of
chepnlc loveer back pain and failed swrgery. On
the patient experienced delidun and

ed to the smergency room. The patient was
reated with Narcan {naloxone hydroohinride} and
subsequently experisnned 2 “viclent withdrawal®
whinh was treated with Demers! {meperidine HCD |
was conciuded following unspecified rasults froma
foxintlogy soreen that the patient experienced
sergtonin syndrome. The event resolved. Actording o
the physician, the svent was vonsidered to be dus
part o the use of both Fentorg and Cymballz

{duloxeting HCY. Mo further information was
provided
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5336616-8 | mog for Back pain A00 ming Actig Error caught | A report recelved from a female consumer who was
BEEBZONY  { mug o 400 mog by nurse presoribed Fentora (entanyl buocal tablet) for lower
Fentora before back paiy. The patient was converied from 400 mey
administrall | Acti {oral ransmucosal fentanyl citrate to 400 meg
on & Ferdora therapy on an unspecified date. The nurse
changedio | then informed the physician that the Fentors
correst dose | conversion char recommentds to start patients at 100
mng if being switched from 400 meg Actig. The
prasoription was subsequently changed to Fenlora
100 meg without Incident,
51420889 | mogfor chronic non- | 1800 meg Error .A report recgived from a fomsle patient regarding &
103012008 | meg cancer pain | Actip to 1800 detected prescribing error with Fentora (fertany! buceal tablet).
mg Fentara prior o The patient had previcusly taken Actiq {orsd
1800 mog fifing fransmucosal fentanyd oitrate) 1800 mog for the
Actig 1o 8OO reatment of chironic non-cancer ain. The patient's
ey Fentora pain management therapy was swilched from Actig to
Fentora which 8s a greater boavailability on mog-pes-
miog basis. The patient reported that her physician
wrote g presoription for 1800 meg instead of 800 meg
but she had not filled the Fenlora 1800 meg
prescription prior to detesting the sqror, The patient
subsequently spoke with her physician who concurred
and planned (0 rewrite the Fentora presoniption for
800 meg.
40
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{oval rBnsmuchsal fertan
the patient was prescrbed
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TR0

5387158-1

Wrong

Dirug

“Geneng”

switch

Back pain

*Generis

Switch® 15
pharmany

Lighthsaded

Bas&

A comsumer report reaabed regsm‘mg a 44»}%:’4}!&
femaie wha hatl been taking Actig (oral transmucosal
ferdanyl citrate), 600 meg lozenges since 2005, for the
irestment of chronie back pain and was accidentally
dxsensed Fentora {fertany! buscal tablet) 800 mog
The patient reported that 8 presoription

i dropped offto her pharmacy on
amﬁ was placed on hold untlh spproximatsly thres
weeks later when she called the pharmacy to have it
} . the preserdption was picked up
and on the prescription bag thers was a note
indicating that the contenis included 17 brand Actig
and 13 generic OTFC, The generic substitute was
actually Fentora (fentany! buccal 'iabéaz BQ0 mog
tabiats, Just after midmght oo Geid
ook 8 Faentors tablst and expe em&ﬁ
fightheadedness, The patient was concemsd as she
normally does not use an sntire 800 mog Actig
lozenge and when the entirg 800 meg Fantorg tablet
dissulved nuickly, she called the local smergaenay
room who then referred her to call the poison controd
senter.., The patient then contacied Cephalon alfer on
Ho lsarn more shout Fentorg and o
understand i Fenlom was & gengric substiiute for
Actiy. The patient stated that har mother picked upthe
prascription for her and the pharmacy did not mention
how the Actin was substituted with another brand
nor did the pharmacy contact her shout f...
Additionaily, the Fentors ablels were placed inthe
Actiy box along with the Actig lozenges with g note
that "generic” wers included,

The iphthesdedness subsided spprovdmately 20
minutes lgter,.
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5286022-X. | Wong Back pain "Geneds Wrong drug
JIW2LOT | Dmg Swileh” & not taken
{Insurance phanmacy
Prormpt)

Confiderndial

CONFIDENTIAL

... The patient was presoribed Actiy {oral ransmucosal
fordanyl citrate) 400 mog, for the reatment of back
pain. On 7 a new Actly prescription was
filled and dispensed o the consumer; however, whan
the consumer opsned the carton, he saw 400 moy
Fentora iablgls in ey of Acliy. The consumer nofed 2
section on the Fenlora cardon designated "forthe
pharmacist” that staled do not substitute and a calt
was plaved to the pharmacist as the consumer was
certain that the prescription was wiitten for Actiy and
not Fentora. The pharmaist informed the consumey
st the insurance carrier would not cover Actig and
suggesied Pemtora as an siternative, When asked, the
pharmacist admitted that he did not see the checklist
on the Fardors carton and did not consull with the
doctor before dispensing & The consumer ¢id not
opern the box of Fentora and was retumed to the
pharmacy where geneno brand of oral transmucosal
fentanyt citrate was subsequently dispensed...
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BR82007

5371535.2

Accidenial
Exposure

Back pain

Flushing,

sweating,
reatment &t
ER

06955.92

LAconsumers raport reseived regarding g 73-year-old
femade, with & history of Alzheimer's disesse, wha
experienced an accidental exposurs 1o Fentors
{fertanyt bucoal tablet). The reporied had heen taking
twix Fenlora strengths 800 mog and 800 meg, for back
pain, The reporter indicated that on an unspesified
date in Des-08, two Fentora tablets were removed
from their odgingd packaging and plassd info an
uniabeted container. The reporter's mother had
migtaken the tablels for aspirn and ingesied both
Fentors lablels. immedisiely after ingestion, she
experiencesd fushing and swaating. The paramedics
ware catted and upon arrdval, they discoversd six
Lidoderm patches on her skin, She was transporied to
the emergency room whers she was treated with
imraventus fuids for symptoms presumed to he dus
{o lidocaing overdoss; however, the emergency romm
physician was unawane thel she had axcidentally
ingested Fentorz, Nonetheless, she responded
quickly to treatment and was subsequently released 1o
home approximately one hour later,
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.4 ponsumer report received regarding a 45-yearold

5410266-5 | Wrong ehronic non- 200meg  loral No adverse
BARZOGT route canoer pain every gight affects fermale who initiated Fandors (fentanyl bucaal tablet)
howrs tharapy, 200 mog on

chranic pain. The patient accidentally ingested her
first dose instead of “sucking on the lablet” as
dirgeted, Approxdmastely three hours later, the patient
had no # effects. . Follow-up conducted with the
patient wh indicated that she had been instructed on
the proper use of the Fendora tablet and places it
between the gum and chesk untll dissoived. She giso
rotates the site with each use, The tonsumer reported
that over the past two days, her gums have become
bruised further described 85 red and tender.. Follow
up information receivesd from the consumer indisated
that she had been taking Fenlora o a dose of 200
mog every eight hours and the svent of bruising gums
WS resolvin

T
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£500084-1 | Wrong Migraines 400 meg up | Sublingusl | Tongue A consumer report received regarding g 48-yearold

TABRZLGT | mule and back to 5 Hmes sloeration female who switched from Actiy {oral ransmucosal
pain dally famany] citrate} to Fenlora {fentany! bucoal {ablsl)

therapy, 400 mog up 1 five Himes dally in Feb-07, for
the treatment of migraines and back pain.
Concomitant opioid medication included Qxyoontin
{oxyoodone), 120 myg three times dafly since 1847,
Shortly after initinting Fentorg, the patient experignced
multiple applivation site ulcerations of the gums
despite rotation of the sites, The physician sugpested
then placing the tablat sublingually, and her longue
subsequently became voerated and was bleeding
from the ip. According {o the sonsumer the physician
was uncertaln if the uloers were caused by Fentors
but had subseguently discontinued therapy and the
ulcers resolved. One month later, Fentorg was
restanted by at 8 dose of 800 mog, The patierd
reported the dose was toy strong as | made her fesl
*dopey and loopy”, The dosage was then reduced to
200 meg but she was achisving an adequate clinical
effect. On e dosage was increased bask
o 400 mog and within two days the mouth ulcers
recured. The patient had not devetpped the
yloerations or sxperienced beeding whils on the 200
mog or 800 mey dosages...

48
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54440588 impmper 400 mieg, C:msm@ & consumer re;mrt raceivad rﬁgardmg & ﬁé~year~e::it:¥ maie
83142007 | Frequenty every 2 hours tion, who initiated Femora (fantanyl bucoal tablet) therapy, 400
as needed up chiffioully mug every two hours as needed up o eight times daily on
o 8 fimes urinating, . for the freatement of breakthrough cancer paln
Aaily inability tn reoma). Subseguenily the patient expenansed 3 lack
stay of effers stating that the pain relief did not last long
gwake, enough. The patient haid & history of difficulty urinating
inabifity o | since being on narcotics and the reporter believed that
eat angd Fantora had contributed to the problem. On
sirink the patient took two tablets of Fentora simulianecusty
along with four 80 mog/y Tentanyl paiches and
experisnoed
shirred speech and was unable {0 siay awake,

The event lasted approximaliely two howrs and the patient
ceseribed # as fealing like just had an anesthetic, Fentora
therapy continusd with the event of gifficulty urinating
ongoing...Follow-up information recsived fomthe
patient’s wife indicated that he sxperfenced side effents
all the fime” while 18king Fentora. In addition to the
praviousty reporied avents,

the patient also expearienced an inability 1o have a bowel
mavernent, an inability 1o stey awake, and an inabifity to
aat and drink. These symptoms imiled the patient's
limited use of Faptora 1o eight tablets daily,

The patient was never able fo gchisve adequate pain
comirol while 1aking Fentora until he uﬂ{i&mem nsertion
of 3 neurostimulaior impdant ond
Fardora was discontinusd o an uﬁs;}&ctﬁad date andthe
svenis subsequantly resolved.
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5247435-5 | meg for mcg Actig 1600 1800 meg Pharmanist | ... The patient had previously iaken Actig forgl
KRI2COT mg o fwicse dally getected fransmucossl fentanyl citrate) 1600 mog twine daily ©r
Fentorg 1600 errorand the treatment of bregkibrough cancer pain. The patlent’s
1 new pain managemst therapy was switched from Adtig to
presoriplion | Fentorg... The palisnt reported that his physician wrote &
waswritten | prescription for Fentora 1600 meg twice daily; howewer,
and the pharmacist delected the eror. A new prasaription R
dispensed | Fenlorg was wiritlen and dispensed foe 400 mog twice
tlaiby,
32
Confidential TEVA MDL_A 07884488

CONFIDENTIAL

TEVA_AAMD_00855537
P-24297 _ 00099



06955.100

5328038-2
BIBI2007

Wrong Roule

Bublingust

Unknown

tablet under the tongue four times per day,” it was not

Confidential

CONFIDENTIAL

A repor received from 3 female consumer who was
presoribed Fentora {feniany! buccal tablet for
breakthrough cancerpalnoni 7 1 The labeling
instructions on the preseription stated the “place one

known if the physician presaibed the routs of
administration or if the instructions were erroneously
placed on the labed at the pharmacy. However, the
patient ended the calf prior to obizining physician and
pharmagy information and therefors, further follow-up is
not reasonably possible o obtain.
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542915845

mnproper
fraquenay

inapprogyiate

dose {(gvery
24 minutes)

5328040-9
552007

mproper
Frequsncy

53264882
SHL2007

Wiong Route

400 mog,
every 30
mimnsdes

00 mng,
thres 1o six
fimes dally

Mot
spaified

Pharmacist
interceplted
ST, NEW
preseription
witten

ER visit
due 1o
intentional
overdose

Mo clinical
gifects
expeoted

06955.101

... The patient had previously iaken Aclig (oral
tfammumaaf fentany! ciirate) 800 mog fgr an unspecified
indication. The patient’s therapy was d from Actig
o Fanorg in approxdimately Mar-07. On :
pharmacist reported that the patiest came into the
pharmacy 1o il her prescription for Fenltora 400 mog
ey 30 minutes. . The pharmasist thought that the soript
had besen writtern in eror and planned on cotacting the
physician to cormect .. after talking with the physician,
the final presoription was for Fentora 400 mog twice daily,
may repeat once 30 minues afier starting the medication,

... & report received from a physician, vig a sales
representative, regarding 8 34-year-old femals who
infiated Fenfora fentany! buccsl tablet) therapy 800 mog
three fo six tmes dailly, onan kﬂ{ma date, for an
unspesified indisation. On the patient
overdosed by taking 1/3 of & box of 800 meg Fentors
{approzimately 10 tablels or 8000meg) all at ance. She
subseguently passed out and was taken to the

| Emergency Room (BER). The patierd recovered and is

currently seeking treatment for sbuse. Subsequent o this
event, the prescribing physician discharged her from his
care.

A tepod received vig active surveillance of the American
Assooiation of Poison Control Centers databass,
MNCSBeta {vase #1) regarding 8 88-yeard-old male who
received Fentora (fentanyt bucoal tab%at}; 100 mag, vis an
incorrect dosing route on
judged as a nontoxic exposure with no clinjcal effects
expscted. Additional information has been requested.
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5326497-0 | Wrong Roule Not Mo adverse | A repod received via active surveillance of the American
5/11/2007 specified gvents Association of Poison Condrol Centers database,
NCSReta (case #2), regarding a female in her 80's, who
raceived Fentora (fentanyl buccal tablet), 100 mug, via an
ncorrect dosing route lon The eror did not

result in any symploms. nformation has besn
requested.

Confidential TEVA_MDL_A (07864471

CONFIDENTIAL TEVA_AAMD_00855540

P-24297 _ 00102



06955.103

This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Mary Dempsey
47872008 01:53:36 BPM
DRUG SAFETY OFFICE REVIEWER

Henry Francis
4/8/2008 01:56:23 BM
DRUG SAFETY QFFICE REVIEWER

Confidential TEVA_MDL_A_07864472

CONFIDENTIAL TEVA_AAMD_00855541
P-24297 _ 00103



06955.104

REVIEW
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH
CONTROLLED SUBSTANCE STAFF

Review: NDA 21-847/8008 Fentora (fentanyl buceal tabler, FBT), Supplemental New
Dirug Application {sNDA)

Indication:  Management of breakthrough pain in patients who are regularly taking around-
the-clock opioid medicine for their underlving persistent pain

Company:  Cephalon, Inc

Submission: NDA 22-224 1g located inthe EDR. The submission includes a section titled
*Abuse Liahility Assessment’ {(found under Module 5.3.5.4)

This review provides recommendations to the Division of Anesthesia, Analpesia, and
Rheumatology Products (HFD-170) regarding the abuse and diversion potential of Fentora,

Summary:

Cephalon, Ine. has filed this S05(b X2} supplemental New Drug Application (8NDA 2 1-84 T in
support of registration of Fentora (fentany! buccal tablet, FBT)Y C-11 for the treatment of break-
through-pain (BTP) in opioid tolerant non-cancer patients with chronic pain. Fentora is one of
the most potent and rapidly absorbed p opioid agonists currently approved for usein an
unsupervised patient setting.

Background:
Fentora was initially approved on September 25, 2006, for the treatment of breakthrough pain in
opfoid tolerant patients with cancer with a proposed Risk Minimization Action Plan (RiskMAP)

to minimize three identified risks: 1) use of the product by non-tolerant individuals; 2) misuse,
ghuse and diversion; and 3} unintended exposure,

sNDA 21-947 proposes five tablet strengths (100, 200, 400, 600 and 800 pg) for buceal mucosal
administration and all are indicated for the management of breakthrough pain in patients with
nonsancer pain who are already receiving and who are tolerant to opioid therapy for their
underlying persistent pain,

Fentanyl 1s estimated to be one hundred times as potent as mm;:}hme as an analgesic (Gutstein
and Akil in Goodman & Gilman, 11th Ed., 2006). Fentany! is controlled in Schedule 11 of the
Controlied Substances Act (CSA) as are similar opiates approved for medical use, including

hydromorphone, morphine, and oxyeodone. Schedule T drugs have the highest potentm} of
ghuse and pose g high risk to the public health (21 U.S.C. 812)
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Review:

The Controlled Substance Stadt (C88) in CDER has expressed concern aboutl the safety risks B
addiction, sbuse and diversion, as evidenced by data scquired during clinical development of
FBY, and has asked the sponsor for additional information by which to evaluate these risks. This
CS8 review is preliminary, as assessment of data and other information submitted by the sponsor
under NDA 21-947 15 ongoing. Thiz review is limited to issues concerning the potential abuse
and diversion of FBT, as the general review of safery for an expanded indication in the proposed
patient populstion is covered by DAARP.

Information included in this review includes general summyary dafa provided by the sponsor,
quarterly safety reporis and the report submitted with the expanded indication entitled “Review
and Assessment of Risks for Abuse and Diversion”{Report Approval Date: 2 November 2007},

FET Phase 3 studies

Table | summarizes the Phase 3 studies for the new supplemental indication. Only two of the
studies were conducted for periods consistent with long term administration in chronic noneancer
pain: 3052, a 12 week double-blind, placebo~controlled study and the open label, uncontrolied

study 3040, The spansor uses the total number of patients svaluable for safety (e, 941) as the
denominator i its report on review and assessment of nisks of abuse and diversion.

Tatde 1 FBT Phase 3 Studies in Opigid-Tolerant Patients with SChronic Noncancer
Pain and Breaktbrough Pain

Siudy type & number | Population Study durgtion | Number of patienis
i Double-biind, placeba-controffed stadies;
Study 3052 1 chronio nonsancer pain 12 week 164
Study 3041 | chronic neuropathic pain < & woeks 78
Shudy 3042 1 chronig low bagk pain < 4 werks 71
Lpgn-dabel, unconirolied study:

Study 3040 | chironic noncancer pain | Upto 18 months Ta7

Total pumber of patients evaluable for safety 841

All patients entered the FBT studies while taking an around-the-clock (ATC) opicid and were
managing BTP using an opioid. All patients were screened and required to meet protocol-
spocified entry critevia. In an attempt 1o screen oot patients who might be at higher risk of abuse
or addiction, those with 3 recent history {within § yvears} or current evidence of algohol or
substance abuse were excluded. In addition, all patients undeewent a urine drug sereen (UDE)
and were excluded 1f there was evidence of an illicit substance or a medication for which there
was no legitimate medical explanation. Patients could be excluded if in the opinion of the
investigator, the patient had a psychistric condition that would compromise their safety if they
participated in the study. While there were no scheduled UDS during the study afier the
soreening visil, investigators were permitied to conduct s UDE at anvtime at their discretion,

Abuse Potential

‘The sponser’s report entitled “Review and Assessment of Risks for Abuse and Diversion”
{Report Approval Date: 2 November 2007) reviews the events of abuse, addiction, and overdose
that have been reported in FBT clinical studies of opioid-tolerant patients with chronic noncanver
pain and BTP. A number of publications in the literature have identified aberrant drug-use

BG ASCssnterimlonsuliFerdoraDAs2 1847 finsldne 2
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behaviors within patients with noncancecrelated pain who were taking oploids (Table 2 lists
these behaviors, as identified in the sponsor’s review of the Hiteratore). The sponsor reviewed
their clinical database retrospectively for evidence of these behaviors that may be precursors or
signs for abuse. They considered the following hehaviors as *high risk’: abuse/dependence,
overdose and urine drug screen (UDS) that was positive for an illicit substance or a medication
for which there was no legitimate medical explanation. The results of this evaluation are

summarized in Table 3.

Table 2; Types of Absrrant Drug-use Behaviors {as identified by the sponsor]
Abuse/Dependence Study drug theft
Owerdose Lost to fllow-up
Motor vehicle accident Seeking presoriptions from othes sources
Fegr of addiction Lost study drug
Discharged from praciive Crverusse of study daug
Positive UDS Unapproved use of a medicstion used for another symptom
Linrelability Acquiring opinids from other medical sources
Using nonprescribed medication

Table 3: Summary of Patients by Risk Category
' Number of
Risk Category patients” Percent
 High risk behaviors® 30 3%
Abuseldependence 8 <1%
Oyerdose g° 1%,
Positive UDS 13 1%
Other Absrrant behaviors 126 13%
None 785 §3%

¥ Patients could have more than one aberrant behavior reported
*3 patients also had non-high tisk aberrant behaviors

includes ong pationt with 2 episodes of overdose

Overall, of the 941 patients in the safety analysis set, the sponsor reported that 3% of the FBT
Phase 3 population exhibited “high risk” behavior, and 17% (n=156) had at least one aberrant
drug-use behavior. The majority of patients (132/156 or 85%) of these patients had only 1
behavior identified. The aberrant behaviors identified in more than 1% of patients in the safety
analysis set were overuse of study drug (44 patients, 5%), study drug theft (35 patients, 4%), and
lost to follow-up (33 patients, 4%} {Table 4},

Tabie 4; Aberrant Behaviors Identified in > 1%
of Patients
Number of
Behavior Patients Percent
Overuse of study drug 44 &%
Study Drug thefls 35 4%
Lost to follow-up 33 4%

BG #5088InerimConsuliFentoniDas2 -84 7 inal.doe

TEVA_MDL_A_ 07864475

TEVA_AAMD_00855544
P-24297 _ 00106



06955.107

In their conclusions, the sponsor indicated that the 17% incidence of adverse drug-use behaviors
is lower than that reported in the observational studies in this population {Webster and Webster
2008, Chabal et al. 1997} They postulated that the difference was likely due to the differences
between clinical studies and clinical practice. The sponsor’s evaluation of possible baseline
predictors of these behaviors revealed that younger patients and patients with a history of mania
or psychosis were at higher risk of displaying one or more of the idemtified aberram behaviors,
Patients with a history of anxiety or mood disorders (prevalent conditions in this chronic pain
populstion) did not appear 1o be at higher risk of having sberrant behaviors. Finally, the sponsor
stated that the risk of developing an abervant behavior was not affected by duration of treatment
in the study.

Prug Diversion

During these clinical studies, thefts of drug from both individual patiers and from the study
centers were reported by the sponsor {Table 5). The sponsor noted thefts of study drug from 35
patients in studies 3040 and 3032, with no drug thefis pecurring in the shorter duration studies
{3041 and 3042). Police reports were made for 22 of the ocourrences.

Table B: Etudy drug thelts during the Phagse & ¢linjcal trials

Study drug theft Number of cases | Percent | Amount of drug stolen
Erom patient 35 4, 2%* .
From study center 5 — 4,290,600pg"
*qurnber of cases (5 divided by the total 831 patients (831) n studies 3040 and 3052,
*There were 58 study centers in study 3040
* Catculated from additional infarmation provided by the sponsor on 032108, sxpressed in fotad ug - see

below
Study | Number of | Strength | Total Amount |

site | tablets | ughtablet | ofDru
611 24 800 14400
031 06 500 244800
1038 100 103800
a34 200 186800
036 1038 400 415200
1038 800 522800
834 200 S87200
24 100 2400
24 200 4800
031 432 400 172800
842 800 585200
1350 SO0 1080000
88 400 35200
18 124 800 4400
181 300 120800

*This study site also reporied thal 4 x 6" was siplen in adddifion 1o the 24 x 800pg tablets, but did not
provide further infomnation (8., whether these are individual tablels or packs of tablels), Thus, the
provided caledtation might represent an underestimation of the amount of drug stolen.
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The sponsar indicated that patients were withdraws when the risk of diversion or repeat theft
was thought 1o be high, although the eriteria for high risk were not provided, Five patients werg
withdrawn from the study, four from study 3040, and one from study 3052, Most of the thefts
{30 of 35) were reported 1o have been perpetrated by people who did not have regular aceess to
study drug, and 20 of the thefts were reported 1o have occurred outside the patient’s home, The
husband of one patient, who reportediy took the patient’s study drug, was found dead of &
possible FBT overdose.

Despite significant protocol precautions desipned ta ensure the safe delivery, handling and
storage of study drug in accordance with local and federal regulations, 5 study centers
participating in study 3040 reported thefls of study drug, which were reported to local authorities
and to the DEA. Study drug was taken from locked cabinets in 3 of the thefts, incloding one
where there were signs of forced entry. The study drug was ost in transit from the health facility
distribution venter to the pharmacy in one thefl, and i the remaining case, unused study drug
repimed by g patient was subsequently missing thaing 8 drug acopuntability/returs review,

L8

Cur preliminary review of the sponsor's data indicated additional cases of potential abuse than
the 30 identified as “high risk” by the sponsor i their report “Review and Assessment of Risks
for Abuse and Diversion”™. Thus, the sponsor’s interpretation and conclusions concerning
potential health risks of fentanyl buccal tablet when used in non-cancer break-through-pain
{BTP) are pot consistent with the 88 assessment and underestimate this rsk. As such, on
March 12, 2008, we requested that the sponsor provide the following:

pmiments on the Sponser's Anatveis of d Diversion Poatential Data

= Complete information as to how data associated with “aberrant drug behavior” wers
sathered and evaluated, inchuding the specific ealepories assigned to particular subjects in
the data set.

*  Criteria for determining a “high risk” behavior

¢ Confirmation of the denominator data (mumber of noncancer pationts exposed 1o Fentors
in trialg)

& Specific details on the instances of study drug stolen from the S participating study
centers in study 3040, including repors filed with DEA.

o Case report forms and all available information on the cases listed in the attached Table

On March 21, 2008, we received the spoasor’s electronic response 1o this request. 'We note that
our gvaluations of this recent information are still ongoing, bur we have the following comments,

T our most recent request 1o the sponsor, we asked for additional infonmation, including
information on specific vases that we had found wmong those coded as noncompliance or
protocol viclations. These cases were not part of those evaluated in the aberrant drug-use
behavior report, and included those categorized as overuse of study medication and did not
retumn study medication and/or packaging.

The sponsor responded that they Hmited their aberrant behaviors to those identified in clinical

practice, as they found no information specific 1o the clinteal tial sefting. Accordingly, they did
not consider protocol requiraments to seturn unused study medication or packaging as indicative
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of an aberrant behavior. Likewise, there were other protocol specific instructions of which
noncompliance was not considered indicative of sbuse or addiction. Consequently “reports of
noncompliance were not automatically considered aberrant drog behiaviors unless there was
sufficient information to indicate an sberrant behavior that would be vhserved in g chimical
practice setting” In addition, the sponsor provided new information on several vther cases of
aberrant behavior, notincluded in their original report,

{88 has contacted the DEA 1o confirm information on the thefts from the study sites reported by
the sponsor. DEA had information regarding these cases, and provided information on other
thefts of Fentora that have ocourred from pharmacies, including an armed robbery, U881z
awaiting detailed information and confirmation of these additional cases.

Conclusions:

While we agree that most instances of noncompliance do not astomatically indicate aberrant
drug-use behavior or substance abuse, instanves where a study drug is not returned as requived
does indicate a problem with drug accountability, which could potentially sigrify abuse or
diversion. This is especially important for a Schedule I drug wherein acoountability is a
requirement of DEA repistrants. Although we requested additional information on how the data
was gathered, this information has not yet been provided.

We are particularly concerned shout the training provided to the clinicians running these tials as
to their recognition of behavior deemed “aberrant” and the policies and procedures for capturing
and soding such behavior, including the definitions of addicton, abuse, and diversion employed
in these studies, These types of information are essential to providing accurate information for
assessing potential abuse and addiction oceurring in these trials. Because this information is not
available or perhaps was not gathered, the rates of abuse, diversion, and aberrant behaviors, in
general, are likely underreported for these clivical trals. Furthermore, because most individuals
who would be at high risk for substance abuse were excluded from participation in the Phase 3
glinical trials, the rates of these behaviors are not representative of what could oceur if FRT were
approved for expanded use in the general population with chronic pain.

Based on the information available to date, C8S finds that;

= The risks of unintentional potentially fatal overdose, as well as of misuse or abuse of
fentanyl, and of FBT in particular, are extremely high, even when compared torisks
posed by other transmucosal fentanyl products.

»  Fvenis observed in clinical trials ilustrate the significant risks of overdose, misuse;
ahuse, and diversion from FBT. Detestion of gberrant drug use behavior in the controlled
setting of a clinical trial is very unusual and raises concern for the safe use of this drug in
the general putpatient setting. It is particularly noteworthy in that “high risk patients” -
those with a prior history of drug or sleshol abuse or those with a positive drug test «
were excluded from participation in the clinical frials, '

# It 1% of particular concern that sberrant drug use behavior in the sponsor’s clinier! trials
appears o be much more frequent in the noncancer population who used Fentora long
term.

B3 #5CESterimConsuliFentoraNDAS 194 Tinatl dog &

Condidential TEVA _MDL A 07864478

CONFIDENTIAL TEVA_AAMD_00855547
P-24297 _ 00109



06955.110

& Finally, the signals obtained in postmarketing surveillance where the off label uses
differed from the currently approved Fentora indication (treatment of breakthrough pain
in opiotd tolerant patients with cancer) resulted in serious adverse events, includiog
deaths.

Taken together, these findings suggest that expanded use of this product will raise serious
safety concerns, and additionally vesult in significant abuse and diversion that further
impacts the public health and safety.

Abbreviations and Acronyms:

around-the-clock ATC
break-through-pain BTP
Controlled Substance Staff {88
Controlled Substances Act CSA
Division of Anesthesia, Analgesia and Rheumatology Products DAARP
fentanyl buceal tablet FBT
Supplemental New Drug Application sNDA
Date: Apri 1, 2008

Primary Reviewer:  Lori Love, M.D., Ph.D., Medical Officer
Controlied Substance Staff (MFD-008)

Secondary Reviewer: Silvia Calderon, Ph.D., Team Leader
Controlled Substance Staff (HFD-008)

Consurrence by Michael Klein, Ph.D,, Acting Director
Controlled Substance Staff (HFD-O08)
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Summary of National Survey on Drug Use and Health (NSDUH)

WNSLUH is the primary source of stanstical information on the use of illegal drugs by the
115, population. Cendusted by the Federal Government since 1971, the survey collects data by
administering questionnaires to g representative sample of the population through face-to-face
interviews at the respondent's place of residence. The survey is sponsored by the Substance
Abuse and Mental Health Services Administration {SAMHSA), U R, Department of Health and
Human Services, and is planned and managed by SAMHSA's Office of Applied Studies (0AS)
Data collection is conducted under contract with RT1 Internstional, Ressarch Triangle Patk,
North Caroling.’

NEDUH collects information from residents of bouseholds and noninstitutional group
guarters (¢.g., sheliers, rooming houses, dormitoriss) and from civilians living on military bases,
The survey excludes homeless persons who do not use shelters, military personnel on active
duty, and residents of institutional group quarters, such as jails and hospitals.

Sinee 1998, the NEDUH interview has been carried oot using computer-gssisted
interviewing (CAT). Most of the guestions are administered with audio computer-assisted selfs
interviewing (ACASD. ACASI is designed to provide the respondent with a highly private and
confidential means of responding to questions to increase the level of honest reporting of iHlieit
drug use and other sensitive behaviors and problems. Less sensitive items are administered by
interviewers using computer-assisted personal interviewing (CAPIL

in addition to questions sbout the use of tobacco and aleohol, the survey obtaing
information on nine different categories of licit drug use: use of marijuana, cocaine, heroin,
hatlucinogens, and inhalanis; and the nonmedical use of prescription-type pain relievers,
tranguitizers, stimulams, and sedatives. In these categories, hashish is included with marijuana,
and crack 18 considered » form of cocaine. Several drugs are grouped under the hallucinogens
sategory, ingluding L8D, PCP, peyote, mesesling, mushrooms, and "Ecstasy” (MDMA),
Inhalants include 3 variety of substances, such as nitrous oxide, amyl nitrite, cleaning fuids,
gascling, spray paint, other serosel sprays, and ghue. The four categories of prescription-type
drugs (pain relievers, tranguilizers, stimulants, and sedatives} cover numerous pharmaceutics!
drugs available by preseription and drugs within these groupings that may be manufactured
egally, such a5 methamphetamine, which iz inchuded under stimulants, Respondents are ashed
o report only “nonmedical” use of these drugs, defined as use without a preseription of the
individual's own or simply for the experience or feeling the drogs cavsed. Within the pain
reliever category, specific questions about nonmedical use of Oxycontin are asked. Use of over-
the-counter drugs and legitimate use of preseription drugs are not included.

Duestions assessing substance use disorders, based on DIM-IV criteris, are included, as
well ag items on treatment for substance use problems. Mental bealth status and treatment are
ahste povered in WEDURL

The 2006 NEDUH employed 2 State-based design with an independent, multistage sres
probability sample within cach State and the District of Columbia. The eight States with the

PRTY International is 2 teade veros of Besearch Trisngle Institate,
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targest population (which together account for 48 percent of the tota! U8, population aged 12 o
older) were designated as large sample States (California, Flonida, Hhnots, Michigan, New York,
Ohio, Pennsylvania, and Texas). For thess States, the design provided g sample sufficient 1o

support direct State estimates. For the remuining 42 States and the District of Columbia, sraller,
but adequate, samples support State estimates using small area estimation (8AE) technigues, The
design oversampled youths and young adults, so that each State's sample was approximately

equally distributed among three age groups: 12 to 17 vears, 1810 25 vears, and 26 vears or older,

Natonally, 137,057 addresses were screened for the 2006 survey, and 67 802 completed
interviews were obtained. The survey was conducted from January through December 2006,
Weighted response rates for household soreening and for interviewing were 906 and 74.2
percent, respectively. ‘

Although the desipn of the 2002 through 2006 NSDUHs is stmilar 1o the design of the
1999 through 2001 surveys, there are important methodological differences that affect the
somparability of the 2002-2006 estimates with estimates from prior surveys. In addition to the
name change, each NSDUH respondent completing the interview is now given an incentive
payment of 8300 These changes, implemented in 2002 and continued gubsequanﬁy resulted in an
improvement in the response rate, but also affected respondents’ reporting of items that are the
basis of prevalence measures produced each vear. Comparability also may be affected by
improved data collection quality control procedures that were introduced beginning in 2001 and
by the incorporation of new population data from the 2000 decennial census into NSDUH
sample weighting procedures. Analyses of the effects of these factors on NSDUH estimates have
shown that 2002 and later data should not be compared with 2001 and earlier data from the
survey series to assess changes over ime.

A vomprehensive set of tables, referred 1o 88 "detailed tables,” is available through the
Internet at http/www oas.sambsa.gov. The tables are prganized into sections based primarily on
the topie, and most tables are provided in several parts, showing population estimates {6.g.,
numbers of drug users), rates {e.g., percentages of population using drugs), and standard errors of
all nonsuppressed estimates. Additional methodologival information en NSDUH, including the
guestionnaire, is availuble electronically at the same Web address.

Annual summary reports, brief descriptive reports and in-depth analytic reports focusing
on specific igsues or population groups are produsced by OAS. A complete listing of published
reports from NSDUH and other data sources is available from OAS. Most of these reports also
are available through the Internet (hitp/fvrww pas. sambsa gov). In addition, OAS makes public
use data files available to researchers through the Substance Abuse and Mental Health Data
Archive (SAMHDA, 2007) at hitp:/www jepsr umich edy/SAMHD A/index him!. Currently,
files are available from the 1979 to 2006 surveys. The 2007 NSDLIH public use file will be
avatlable by the end of 2008,

Jue Gfroerer
Director, Division of Population Surveys
Office of Applied Studies, SAMHSA

fo
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Drug Abuse Warning Network

The Dirug Abuse Warning Network (DAWN) provides information on some of the medical
conseguences of substance use, misuse, and abuse that manifest in visits 1o bospital emergency
departments. DAWN records substances associated with drug-related emergency department
visits; provides a means for monitoring drug misuse and abuse patterns, trends, and the
emergence of new substanoes; assesses some of the morbidity associated with drug misuse and
abuse, and generates information for national, State, and ool drug policy and program planning.
DAWN is also a tool that is incréasingly being utilized for postmarketing surveillance snd risk
management for the pharmaceuticals regulated by the Food and Drug Administeation (FDA},
DAWN is the responsibility of the Office of Applied Smudies, a Federal statistical unit within the
Substance Abuse and Mental Health Services Administration (SAMHEA).

A new data collection protocel was introduced for DAWN in 2003, The new design addressed
many longstanding Hmitations associated with DAWN data. Because vinually every feature of
DAWN changed with the redesign, data from 2004" and beyond are not comparable 1o data from
2002 and prior years,

DAWN relies on g national probability sample of non-Federa!, short-stay, general hospitals that
operate 24-hour emergency depantments. Hospitals are oversampled in selected metropolitan
areas and divisions, and aremainder sample covers hospitals in the remainder of the U.8. Based
on data from sampled units, national estimates of drug-related emergency depantment visits for
the U5, are produced annually,

DAWN estimates for 2006 are based on 4 sample of 544 aqgﬁbiﬁ hospitals, with 160 (28% w

70%) responding in oversample areas and 45 (23%) responding in the remainder area. Estimates

reflect adjustments for the stratified sample design, unit nonresponse, and nonresponse within g

facility, Whether an oversample area stands alone in the nadonal estimate depends on its

response rate and the potential for nonresponse blas. At this fime, comparisons aver time are
available only for 2004, 2005, and 2006

In addition, authorized users in DAWN member hospitals; Federal, State, and local public health
agencies, including SAMHSA and FDA, and pharmaceutical firms receive access to the raw
DAWN ¢aze data, i de-identified form, as the DAWDN cases are submitted. This surveillance of
sentinel evenis is possible through a secure, Internet-based guery system called DAWN Live!

To eollect the data, each hospital emergency department that participates in DAWN has ons or
more reporters who review smergency department medical records retrospectively to find
DIAWN cases. Cases reported to DAWN include emergency department visits caused by or
refated to drug use for patients of any age. The drug use must be recent; chronio effects and
histary of drug abuse are not reportable. Visits related to drugs used for therapeutic purposes, as
well as drug misuse and abuse, are gll ingluded.

! Pty from 2003 reprosent 2 ransition yeay that s not compirably to prar of subspgucnt yens.
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For each reportable visit, demographic, visit, and drug characteristics are abstracted from the
medical record. Each DAWN visit is classified into one of sight case types: drugerelated suicide
gitempt, those seeking detoxification or substance sbuse weatment services, underage alcohol use
{with no other drug iovelved), adverse reactions fo pharmaceuticals taken as presoribed,
pverrnedication when the dose of a pmm&pﬁm or over-the-coumter medication or digtary
supplement was exceeded, malivious poisonings, acclidemal ingestions when g drug was used
accidentally or unknowingly, and all others, including explicit drug abuse. This classification
and the drugs reported to DAWDN are used o derive snalytic subgroups (e.g., for visits involving
illicit drug use, aleohol use, or nonmedical use of pharmaceuticals) for a varety of purposes and
audiences. Other data items characterize drug-related visits in terms of diggnoses or disposivon.

DAWN captures very detailed drug information. As many as 16 drugs plus aleohol are reported
for snch DAWH case, Dmg»xz'siawd Gmergeney ﬁs:pamzwm vigits olten indlode multiple drugs,
on average, 1.6 drugs per visit. For adults, sleohol is reportable only when present with another
reportable drug; for minors, aloohol is aiwa§~ reportable. Drug information is captured at the
level of detail present in the medical record. The same drug may be veported 1w DAWN by
mami g,emfii; ehemf mi street, of mnsgaciﬁx name, dwm&iiﬁg on iha mmmﬁimew am:i

mpcmezs 10 use all avmiaiaﬁfe dacumezﬁamn in f}:«w medical chart to rewrd dmga by thw mm{
specific names (e.g., OxyContin, when documented as such, instead of ogycodoney, net to vecord
the same drug by different names (e g, heroin and ep:ams} and to sxclude currend medications
unrelated to the visit Estimates are published at the generic level (e, soetaminophen-
hydrozodone?, for specific mgmchmts {e.g., dextromethorphan), or by drug category (6.5,
nptates/opioids, benzodizzepines). Estimates attributed to particular brand or trade names {g&g.,
Concerta®) are generally not published.

Since data for DAWN wre extercted Trom a retrospective review of medical records, no patients
or health care providers are interviewsd. Health care settings within the hospital but outside of
the emergency department, or emergency facilities outside of hospitals, are not covered,
Laboratory findings to detect the presence of 3 drug are not recorded for DAWN cases, although
pach drug report has an associated indicator for whether the drug was confirmed by toxicology
testing. Only the patient's own drug use is considered, a patient’s intent to misuse or abuse g
drug is not ¢ factor in the DAWN case détenmination, and source of the drug 18 not captured
because it s 5o rarely available in medical records. Repeat visits by the same individual cannot
be linked together. Visits due o chrome conditions associated with a history of drug abuse are
explicitly excluded. While DAWN does not collect direct identifiers, such as patient name, the
content of the vase data does render the data individually identifiable, and individually
identifigble data are profected by Federal law from disclosure without sonsent.

DAWN does not measure the gm«zﬁam& of drug abuse tn the population, and external factors
unrelated 1o the level of drug sbuse in the population may contribute to ihe fikelihood that &
person presents to a hospital emergency department for & drugerelated problem. For example,
the availability of health insurance and/or other sources of care may influence whether an
ingividual seeky care inan emergency department. Purity, experience, or other factors redated 1o
the physiclogical effects of drugs may affect whether a condition occurs to give r1se to an
emergency department visit,
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DAWN also collects data on drug-related deaths reviewed by medical examiners and coroners
(ME/Cs) in selected metropolitan areas and selected States. The death investipation jurisdictions
that participate in DAWN do not constitute a statistical smmple nor is every jurisdiction within a
metropolitan area necessanily g participant. As a result, extrapolation of drug-related deaths to
the Nation as a whole is not possible, and metropolitan area totals are only possible if all
jurisdictions within the area participate. The sumber of jurisdictions that participate in DAWN
varies from yvear 1o vear. In 2003, the last vear for which mortality data have been published,
122 jurisdictions in 35 metropolitan areas and 126 junsdictions constituting six States
participated in DAWN. The case criteria and data collection procedures for drug-related deaths
mirror those used 1o emergency departments. Causes and manner of death are captured, inlieu
of case type and diagnoses.

Judy K. Ball, PhDD, MPA

Acting Director, Division of Operations
Office of Applied Studies, SAMHSA
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Treatment Episode Duta Set

The Treatment Episode Data Bet (TEDS) provides information on the demographic
characteristivs and substance abuse problems of clients admitied to treatment for abuse of
aleohol and drugs in the United States. The information in TEDS is compiled from State
administrative systems and is collected by the States from those treatment facilities that
they monitor or fund. TEDS records represent admissions rather than individuals, as a
person may be admitted to treatment more than onve. Approximately 1.8 million
admissions records are submitted to TEDS sach vear, TEDS is maintained by the Office
of Applied Stadies, Substance Abuse and Mental Health Services Admintstration
(SAMHSA).

While TEDS does not represent the toial national demand for substance abuse treatment,
it does comprse a significant proportion (an estimated 80 percent) of all admissions to
substance abuse treatment, and largely includes those admissions that are subsidized by
public funds. Differences in State systems of Heensure, certification, acoreditation, and
dishursement of public funds affect the scope of facilities included in TEDS, Treatment
facilities that are operated by private for-profit apencies, hospitals, and State correctional
systems, if not Hoensed through the State substance abuse agency, may be excluded from
TEDS. TEDS does not include data on facilities operated by Federal agencies {the
Bureau of Prisons, the Department of Defense, and the Veterans Administration),

TEDS data on treatment admissions include:

demographic information

primary secondary and tertiary substances of abuse, their route of administration,
frequency of use, and age at first use

source of referral to treatment

number of prior reatment episades

service type, including planned use of methadons,

Among the substances of sbuse collected in TEDS are opiates. This category is further
broken down into three subcategonies: heroin, non-prescription methadone, and other
opiates/synthetics. “Other opistes” is comprised almost entirely of opioid analgesics.
While admissions involving use of “other opiates” represent a very small proportion of
total TEDS admissions (4.2% in 2008), in the past decade, there has been a dramatic
ingrease in the admissions for drugs in this category. Most of this growth has oecurred
since 1997, From 1997-2006, total admissions increased 12%, admissions in which
heroin was the primary substance of ghuse increased 4% and admissions in which “other
optates” were the primary substence increased 367%,

1597 2006
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Herpin admissions 235,143

Oiher opintes 16,274 74,750 43

Admissions for “other opiates” are primarily white and somewhat more likely 1o be male than
female {57% versus 43%). The increase in admissions for “other oplates”™ between 1997 and
2006 were greatest among the youngest age groups, especially 15-19 years and 20-24 years.

TEDS is an exceptionally lavge and powerful data set, Like all data sets, however, care must be
taken that interpretation does not extend beyond the limitations of the data. Limitations fall into
two broad categories: those related to the scope of the dats collection system, and those related
to the difficulties of aggregating data from the highly diverse State data collection systems.
Limitations to be kept in mind while analyzing TEDS data include:

*  TEDS is an admission-based system and TEDS admissions do not represent

individuals. An individual admitted o treatment twice within a calendar year would
be counted as two admissions. Many States cannot, for reasons of confidentality,
identify clients with 2 unigue 1D assigned of the State level. Consequently TEDS i
unable to follow individual clients through a sequence of treatment episodes.

TEDS attempts to enumerate treatment episodes by distinguishing the imtial
acmission of a client from his/her subsequent transfer to a different service type (for
example, from residential treatment fo outpatient) within a single continuous
treatment episode, However, States differ greatly in their ability 1o identify transfers;
some can distinguish transfers within providers but not across providers, Some
admisston records may in fact represent transfers, and therefore the number of
admissions reported probably overestimates the number of reatment episodes.

The number and client mix of TEDS admissions does not rapresent the total national
demand for substance abuse treatment, nor the prevalence of substance abuse in the
general population.

The primary, secondary, and tertiary substances of abuse reported to TEDS are those
substances which led to the treatment episode, and not necessarily a complete
enumeration of all drugs used at the time of admission,

Deborah Truren

DIASIS Team Lesger
Office of Applied Studies, SAMHSA
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Executive Summary
The purpose of this Aéxx%m’y Committee meeting is to discuss the supplemental new
drug application for Fentora®™ {fenmnyi buccal tablet], proposed for the indication of
“management of breakthrough pain v patients who are r&guiml taking arcund-the-clock
opt ioid medicine for their underlying persistent pain.” Fentora™ was approved on
25 Beptember 2006 with an indication of “the management of breakthrough pain in
patients with cancer who are already receiving and who are tolerant to opioid therapy for
their underlying persistent cancer pain.” The first product approved with this indication
was Actiq, which now has generic versions. Actig, formulated as a lozenge on g stick,
was approved under Subpart H, to reflect the particular hazards of the produst o
household contacts, partoulardy children,

The applicant also proposes modifying the labeling that describes opicid-olerance from
what is currently in the package insert from:

mﬁs:ﬂemj (}pzas& mieram are ihesa wi’m are mkmg amur}{iwthmimk npn;m:i
medicine consisting of at least 60 myg of oral morphine daily, at least 25 meg/hour
of transdermal fentanylhour, at least 30 mg of oral oxveodone daily, at least B mg
of oral hydromorphone datly or an equianalgesic dose of another opioid daily for
& week or longer”

oM

“ . patients who are regularly taking around-the-clock opioid medicine for their
underlying persistent pain ™

We ask the Committes to consider the open issues identified in the narrative below in iis
deliberations over the need for additional information about this product.

The clinical development program for this supplement was conducted in the United
States and consists of data from four key studies, Study 3032 was intended 1o support a
finding of efficacy for the new indication. This was a study of unconventional design in
which opioid-tolerant patients without cancer received open-label Fentora for g wial of
12-weeks. Patients were required to have from ong to four episodes of breakthrough pain
gach day. Following Weeks 4, 8, and 12 of open-label therapy, there were blocks of

randomized, placebo-controlled, dosing where the efficacy of the drug was studied.

Studies 3041 and 3042 were short-term randomized, placebo-controlled, nine-period
crossaver studies in patients with BTP in the setting of nevropathic pain and chronic Jow
back pain, respectively, Study 3030 was an open-abel, long-term safety study, also in
patients without cancer,

At the time of finalization of this Briefing Document, we have reviewed hmﬁx 3052,
provided an estimate of the numbers of new patients eligible For Fentora™ were it to be

CEISECAL BUMMARY 3
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approved and conducted a comparative safety analysis, using the available safety data
from the studies that enrolled cancer patients,

At this point in cur, the dats appear 10 support a finding of efficacy for the new
indication. However, we are concerned that the safety data show an excess of serious and
non-serious adverse events attributable to the UNS effects, respiratory depression, and
addiction potential of opioids in the non-cancer population as compared to the data from
similarly designed studies with the cancer population. We request that the committes
discuss the risks and benefits of an approval of the use of Fentora”™ in patients without
cancer.

Summary of FDA Review of Clinical Efficacy & Safety

Efficac

The applicant submitted three studies to support & finding of efficacy in patients with
breakthrough pain who are on ATC opioids for their chronic pain. The primary study is
Study 3032 since it assessed efficacy over 12-weeks, the duration usually required for a
chronic indication. Studies 3041 and 3042 provide supportive data but were very short
term studies,

Studly 3052

This was a study in opioid-tolerant patients with a variety of non-cancer pain etiologies
that had three placebo-controlled, double-blind, crossover assessment periods and three
open-label periods spaced throughout the study.  The study enrolled opioid-tolerant
adults with chronic pain {of at least three months duration) who were experiencing 1-4
episodes of BTP/day. Patients with a history of substance abuse were to have been
excluded.

The study was divided into eight blocks, shown schematically below,

CLINTCAL SUMMARY 4
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8RS ek

s

Briefly, 199 patients were soreened. One hundred and forty-eight patients entered an

open-label dose finding period with the goal of a single tablet of Fentora providing
anslgesia such that a rescue dose was not required. A successfil dose was achieved in
103 patients who entered the first 4-week open-fabel treatment block,

Patients were treated with the successful dose for four weeks. Following the first open-

label treatment block, patients entered a 9-periad, double-blinded, placebo-controlled
assessment period. For the assessment period, patients were dispensed nine numbered
doses to be self-administered in order. Each sequence consisted of 6 active and 3 placebo
tablets. The placebo was distributed among the active doses with three possible
sequences used. Immediately prior 1o dosing and for 120 minutes following each dose in
the assessment period, patients were to record pain scores {intensity and relief),

The open-label treatment and double-blind assessment blocks were repeated twice more

for a total study length of 12-weeks (excluding screening and the initial dose-finding

blocks).

The primary efficacy endpoint was a comparison of the summed pain intensity difference
pver 60 minutes (SPIDgg) for the active and placebo treatments, from the double-blind
assessment period, following the third block of open-label therapy. There were multiple
sgeondary endpoints, many of which were calculated from the raw pain intensity and pain
relief scores but also included guality of 1ife scales and patient and clinician global
assesstents,

The study met the objective, with a statistically significant difference in the SPIDg at 12
weeks that favored Fentora (p<0.0001), The summary statistics are shown below,

CLINICAL RUMMARY ¥
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5, e Ui o s g i e v

Vartable OV¥F Plavebo
Sintistic {H=T8) IN=T03

Aean SPID &8 minutey postirentinent pey patient
i 74 %
Adpan 7.3 4.6
i3] .13 4,73
SE of man §.00 §.53
Median 6.4 4.4
Wi, max =01, 287 =35.241

Bean BPU 60 minutes postiresiment per epivade
G 433 38
LS nwan 7.63 538
SE of LS mean R .68
pevalue <0001 -
L& mean of (OVE-Plageba) 244 e
5506 ] {OVE-Plavebo) 1.3, 3.58 —

Sewsrce: Smmnary 15.22; Lisung 13, and Listing 14,

SPID=mumaned poin nfessity differences; DVF-DRAVERUENT fentanyl, SD=standard devistion;
SE=standard grror. min=minimem; maxemesionem, LE=east squares: Cleconfidence fnverval,

WOTE: The LS mems, 8E of L8 menn, sl p-value for the teatment eomparison are from an snalysis of
variggee (ANOVA) based on individud] spisodes with fresiment 35 rasdonsized, episode, sequence, and
carrvever ax fised factors, and patient a5 8 random fhctor, tsing componnd symmetry,

Sowres: Applicant’s Clisieal Stady Repont

The applicant conducted a permutation test to assess whether the non-random sequences
used in the double-blind assessment blocks affected the result. The permutation test
showed that there was no sequence effect.

With the exception of the “Work Productivity and Activity Impairment instrument” the
secondary endpoints supported the primary although the applivant did not make any
statistical adjustment for multiple comparisons and did not provide any data to support
the significance of many of the questionnaires used.

At this point in our review, we are in substantial agreement with the applicant that
Fentora was effective over 12 weeks of therapy.

Study 3047 and Study 3042

These two studies had an open-label titration period followed by one randomized,
double-blind, placebo-controlled, nine-period crossover dosing period of the same design
as the double-blind, placebo-controlled assessment periods noted above, The patient
population for Study 3041 was opicid-tolerant adults with chronic neuropsthic pain. The
population for Study 3042 was opioid-tolerant adults with chronic low back pain. Upon
a preliminary review, the results of these studies were consistent with Study 3082,

Sufery
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The safety review of the new Fentora data was sl in progress at the time the briefing
package was due. This sumnary represents the findings to date,

The review of safety for this product is not straightforward because of the nature of the
investigational product, level of detwl of the adverse event reports, and the population
studied. By definition, these patients are on around-the-clock opioids. The study drug is
fentanyl, an opioid without pathognomonic adverse events via the transmucoesal route,

In the clinical development program, the applicam collected safety data appropriate for g
Phase 3 study of a reformulated opicid (adverse events, vital signs, clinical laboratory
tests, physical exam}. The applicant included oral cavity exams and urine toxicology
screens because of the nature of this product and patient population studied.

There are limitations 1o the safety data collected, The exact time of Fentora
admimnistration and exact time of adverse svent onget was aot documented. However, as
patients were self-medicating gt home over & 12-week period of time, for the vast
majority of the safety data, that level of detail is difficult to collect reliably, As patients
were on different background opioids, and were on different doses of background
opioids, it can be difficult to determine whether commaon opioid adverse events were
attibutable 1o study drog or background therapy,

To augment the relatively small numbers and trestrent durations of Studies 3041, 3042,
and 3052, the applicant conducted Study 3040, an 18-mounth, open-label safety study in
opioid-tolerant, non-cancer patients with BTP.  Study 3040 enrolled de novo patients
{819 and rolled over patients who completed Studies 3041 and 3042 (19%). The de
novo patients underwent a dose-finding period prior to stable dosing. Study 3040
sollected data on safety as well as quality-of-life questionnaires, A total of 730 patients
participated in Study 3040, The mean duration of exposure was 292 days with a median
of 301 days. Most patients (83%6) titrated 10 a 600 or 800 meg dose.

The applicant’s approach 1o the evaluation of safety in this supplement was 10 collent,
analyze, and tabulate safety data for the non-cancer population. The applicant found that
the adverse event profile was typical for an opioid and acknowledged the nucosal
frritation that is associated with Fentora. While the applicant concluded that the safety
and tolerability profile was similar 1o the vpioid-tolerant patients with cancer, this
comparative analysis was not presented in the NDAL

The applicant had conducted, completed, and submitted data for three clinical studics in
the cancer population, Studies 14 and 13 in support of the original application and Study
3039, Swudies 14 and 3039 were short term studies, typically lasting less than two weeks
in total duration. Study 15 was conveptually similar to Study 3040 in that 1t was an opens
tabel safety study that envolled both rollover patients from Studies 14 and 3030 (132
patients) and de novo patienty {78}, The mean duration of time-on-trial was 158 days

CLINICAL SUMBLARY
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with a median of 99 days. Since data meeting the applicant’s quality standards for FDA
submission are available for the cancer and non-cancer populations, 2 comprehensive
comparison of the safety profile of Fentora in both populations is an important analysis 1o
understand the risk in the new population. The non-cancer data should be viewed in that
sontext.

EDA Satety Review

FDA conducted its comparative review of the cancer and non-cancer safely data in two
MAjOT parts.

1. Comparison of demographic information and concomitant medication use.

2. Comparison of the adverse events in both groups. AsFentora was added to a
background of opioid therapy in these studies, findings from the basic safety
assessments, vital sigos, laboratory, physical exams, were difficult to determine if
attributable to study drug or background opioids. Furthermore, during the short-
duration, placebo~controlled portions of the studies, an active dose and a placebo
dose may have been self-administered on the same day. Last, detailed accounting
of the timing of Fentora administration and adverse svent onset was not adequate
1o definitively establish causality of events,

In our comparative analysis, we also took into acoount the comorbidities
associated with advanced malignancies and cancer therapy. Therefore, terms such
as anemia, weight loss, infection, ste. were not compared. What were compared
between the groups were avents such as overdose, vespiratory depression,
syncope, addiction, coma, those due to psychotropic effects, medication errors,
and abuse, In this context, we examined three sets of adverse event data: serious
adverse events, non-serious events that were classified as moderate to severe in
severity, and common adverse svents

Sk

Demographic information and concomitant medications

Table 1 summarizes pertinent data for the two groups.

Table 1. Suumary of demographic and concomitant medication data

Parameter - Non-Cancer®® {n (%6 Cancer® In (%}
byl 941 484
Ape {years) Mean 487 339
Std. Dey .85 122
Range 20-77 2403
Ruoe Cauvcasian 873 (9%} 407 (84}
Afnean-American 445 29 (5)
Cther 202 48 {10)
Rex Male 407 {42) 22T D
Female 334 (5N 2R
ATC Opond dowet | Mean 2397 mg 3421 my
Std. Dy 2194 mg 4076 mg
CLINICAL SUMMARY &
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Range 202160 mg 24-4800
Proportion taking | Benzodiazeping ' 43% 38%
comcomitant TNS | Nop- 21% 18%
depressant drags? | benzodizzeping
sleep ald
Tricyelic 14% 7%
autidepressant
Muscle relaxant 46% 1%
{eyclobensaprng,
cansoprodal, ete )
Barbiturates <1% <1 %%
Ciabapentin or 24% 15%
pregabalin
Other 1% 20%

*Source — Merged datasets from Studies 14, 15, and 303%
#ASorce - Surnmary of Clintesl Safety, cument submission
Yin morphing equivalents

Fraking drug for »30% of thoe-ca-rial

The non-cancer patients were younger and on a lower total ATC opicid dose although the
non-cancer patient was morg likely to be on another UNS depressant,

As Table 1 shows, there was more than twice the number of non-cancer patients than
cancer patients in the databases. Forthe large safety studies, the mean duration of
treatment was also longer for the non-cancer patients. The risk of experiencing an
adverse event resulting in discontinuation is related to the total Hime-on-trizl. Therefore,
to normalize for risk of experiencing an adverse event, the Division requested that the
applicant caleulate the total time-on-trial for both groups.

The applicant found that the non-cancer population had 673.6 patient-years (PYR) of
time-on-trial versus 128.0 PYR for the cancer population.

erious adverse events

The serious adverse events {SAE) database was assessed. For this analysis, verbatim
terms such as overdose, respiratory fatlure, coma, unresponsive, cyanosis, drug
dependence, etc. were selected. We found no case that met the regulatory definition of
“serious” that appeared to be due to overdose, withdrawal, or misuse of the drug in the
cancer database. For example, in the cancer database, there were several cases of
respiratory failure. However, they all appeared related to the underlying disease (hilateral
malignant pleural effusions or similar). There wers multiple examples of accidental
overdose or SAEs related to abuse of the drug in the non-cancer population as
summarized in Table 2.

Table 2: Serious adverse evenis related 1o overdose, shuse, misuse

Non-cancer Population | Cancer Population |
Total N G4l 484
Accidental overdose 8 0
CLINICAL SUMMARY o
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£
fon]

SAE related ro drug
dependence/withdrawal/abuge
SAE possibly related to oversedation 1 0
{MVA with severe CNS and orthopedic
injury where patient was the driver)

Nuon-serious, moderate-to severe intensity events

The adverse events databases for the pooled cancer and non-cancer populations were
searched, BEvents that were not serious, but were of moderate to severe tntensity, and
opioid-related or related to the psychotropic effects of opicids were selected by verbatim
term. There were a number of verbatim terms that appearsd to represent similar adverse
events, for example, there were reoprts of sleepy, sleepiness, excessive sleepiness, feeling
sleepy and somnolent. These were pooled under the group sedation along with other
related terms in order 1o get g sense of the freguency of particudar events, The pooling
strategy shown in Table 3 was employed.

Table 3. Pooling Strategqy

Pooled Term Verbativs Terms Contained
Dizey Dizziness, dizzry, intermaitiont recurrent dizainesy
Lightheaded Lightheaded, ightheadedness, intermitient recurrent ightheadedness
Selnres Seizures
Bynonpe Suncope, Joss of consciousnesy
Sedation Excessive oplaie-related sedation, excessive sedation, sompolent,

steepiness, drowsy, sheepy, drowsiness, somnolencs, excessive daytime
slogpiness, lothargie, sluggish, excessive sleepingss, over sedation, focling
sleeny

Confasion Confusion, confused, disoriented, huenuigent ponfusion, disorieniation,
mental status changes, cognmitive disturbance, worsening mental status,
delirium, feeling spacey, change in memation, delusions, absent short wrm
memory, mrmittent confusion, increased confusion, medication
imtoaication, intoxicated feeling, forgetfidness, could not forus mentally,
mentally vnfocosed, ek of meotal sleriness lack of concentration
Likability of epioid High feeling, cuphoris, intoxivated fecling, feching spacey, medication
itoxication, shurred speach

Fall Fall, paticnt fell dovwn, patient felf, fall ot hone, foll, fell down stairs,
multipte falls. accidental fall
Withdrawal Drug withdrawal symptoms, withdrawal symptoms, opiod withdrawal
| symptoms,
Frasre Fracture fof specfic bone{si]
Addictive behavior No poding done
Substance abuse Mo pooling done

Porsonalily change No ponling done
Rix cracked bottom fromt | Ne pooling doss

feeth
Paranois No pooling dong
Aoute depression Mo pooling done
Car sosident No pooling dong
CLINFCAL BUMMARY 0
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Intermitient inability o
focus eves

No pooling dong

Tmpaired balance

Ne povling dong

Lorng

Mo pooling done

Inability to close
bilaterad eves completely

No pooling done

Physical frauma

Mo pooling done

Table 4 is the pooled data analysis where duplicate events are deleted. Thatis, ifa

patient experienced dizzinegss on > 1 occasion, it is only counted once here. However, if
a patient experienced differcnt classes of adverse events, that is captured, For example, if
Patient 10] experienced 3 episodes of “dizziness,” 1 episode of “dizzy,” 2 episodes of
“confusion” and 1 episcde of “disorientation,” that is counted as 1 dizzy and 1 confusion.
The heavy bar separates events where the rate is higher for the non-cancer patients {above

the bar’y versug where the rate is higher in the cancer patients.

Table 4 Non-serious adverse events, moderate or severe in severity, related 1o CNS
depression, psvchodropic effects, or respiratory depression, duplicales deleted

Sonfidential

CONFIDENTIAL

Kon-Cancer Cancer
Neh4l N=d8d
Pooled Term 1 s # %%
Synuops 4 04 1 02
Sedation 61 6.5 14 258
Likability of opioid 7 07 2 04
Fail 1% 2.0 7 14
Withdrawal 12 1.3 ] .2
Fracture 17 1.8 3 8]
Addictive behavior 1 0.1 & 0
Substance abuss 1 .1 ] O
Personality change i 8.1 4 0
Six cracked bottom frond tosth 1 3.1 ] it}
Paranoia ] .1 i {1
Agute depression 1 .1 0 O
Car accident 1 0.1 i ]
Itermittent mabality to focus eves 1 .1 i ]
impaired balance 1 0.1 0 i
Coma 1 0.1 4] ]
{nability to close bilgieral pves i 0.1 {3 &
somplotely
Physical travma 1 .1 {} ]
ey 22 2.3 32 6.8
 Lightheaded 10 1.] 12 2.7
Seizures {1 {4 1 3.2
Confusion 14 1.3 14 23

Table 4 shows that, corrected for duplicate events and numbers of patients in the groups:

CLINIOAL SUMMARY
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¢  Cancer patients had a higher prevalence of dizziness, lightheadedness, seizure,

and confusion.

# Non-cancer patients has higher rates of most of the other pooled classes including
sedation, falls, drug withdrawal episodes, fractures, and accidents. While there
was only one case of each, only the non-cancer population had adverse events
such as addictive behavior, substance abuse, and unusual incidents such as broken

teeth,

s 1t should be noted that, excepting “coma” and “inability to close bilateral eves
completely” which ovcurred in the same patient, each of the unpooled terms

vocurred in a discrete patient.

Table 5 iz the identical analysis where duplicate events have not been deleted. The time-
on-trial i5 used 1o normalize in this analysis, Again, the heavy bar separates events where
the rate is higher for the non-cancer patients (above the bar) versus where the rate is

higher in the cancer patients.

Table 3: Non-serious adverse events, moderate or severe in severity, related to CNS
depression, psychotropic effects, or respiratory depression, duplicates not deleted,

normalized for dme-on-trial

Non-Cancer Cancer
N=041 N=484
PYR = 673.6 PYR =128.0
Pooled Term ] rate per 100 ! rate per 1
, pl-yy pt-yr
Withdrawal 12 18 i {3008
Fracture 23 24 iy g
Addictive behavior i .15 0 1]
Substanse abise 1 9,15 0 £
Personality change 1 {15 g 0
Six cracked bottom front fucth 1 0,18 { D
Parancia 1 .15 0 0
Acuts depression 1 (.15 3 0
Car accident 1 0.15 g Y
Intermittent inability to focus sves 1 015 { 0
Tmpaired balance 1 315 0 {
Coma 1 3,15 g g
Inability 1o close bilatoral eyes 1 .15 ] &
completely
Physical trauma i .15 0 &
Sedation 78 11.6 15 11.7
Dizzy 27 4.0 42 32.8
 Lightheaded 10 1.5 10 7.8
Fall 20 30 8 5.3
Seizures O 1 .8
Synoope 4 0.6 i 0.8
Confusion 16 2.4 12 G4
CLINICAL SUMMARY Iz
Confidential TEVA _MDL_A 07884488

CONFIDENTIAL

TEVA_AAMD_00855567
P-24297 _ 00129



Confidential

CONFIDENTIAL

06955.130

ALIBAC Brigfivg Brcgment FENTORA® (N 31947}
| Likeability of opioid | ) P12 |2 16 |

Table & shows that, compared to Table 4 {uncorrected for duplicate events), in the cancer
population, the prevalence of sedation, fall, syncope, and opioid -liksbility exceeds that
of the non~cancer population. In this second analysis, the higher incidence of certain
events concelvably related to misuse and abuse of the drag remain higher in the non~
cancer population.

Common adverse svents
Table & shows the rates of the conumon opicid-related adverse events in both groups,

Table & Connmon adverse evenis

Adverse event Cancer® In (%)} Non-Cancer*® In (Yo}l
Study 14 15 3039 3040, 3041, 3042, 3052
N 123 232 125 @41
Wauses 2720 86 {37) 16{13) 232 €24y
Yormiting 13410 3223} & (8} HIan
Constipation 1 {8 KEEE)] 7 {6} 2717}

Pruritig T{

Dizziness 2722 46 {20 4D 107 {11}
Somnolence 12110 3013 95 {10
Confision 13{6}

Application site 1548y 1241 16 (12
complaints .

*Zotrce ~ Tables frony individual siudy reports
HSoue ~ Sumimary of Chinical Safety, cureent submission

Safety summary

#  The comparative analysis of safety in patients with and without cancer shows that
there 15 an excess risk of events related to overdose, addiction, and CNS
depression related to opioids in the non-cancer population,

+ The non-vancer patients are more likely to be on additionsl ONS depressant
agents.

*  Despite higher average opioid requirements, cancer patients do not appear to
suffer the rates of medication srrors, substance abuse, overdose, ete.

& The rates of common, non-serious opioid-related adverse events appear
somparable betwesn the groups.

Summary of FDA Review of Other Pertinent Data

Estimate of edditional use if this supplement were approved

The applicant proposes an expanded indication for Fentora which implies  larger
preseriber and patient base and larger quantities of drug on the market. Ttis difficult o
gstimate how much more Fentora is likely to be manufactured, prescribed, used, and
abused if this supplement were to be approved. In this application, the applicant did not

CEINICAL SUMBIARY i3
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make an estimate of the increased guantities of Fentorg implied by the expanded
indication. We made an estimate of the potential increased nse as explained below.

1. gf&cwrdmg to“Cancer Facts & Figures »ﬁi}{}? -
iy dvnww cancer orefdownloads/ STT/CAFEZROPW Secured pdf there are 10.5

million &m&nwns who have ever had cancer. In ”(}f}? Marieke et al" published

a study that examined the number of cancer patients with pain in the Netherlands.
These researchers found that 351 of 1429 patients reported moderate to severs
pain. On the basis of these sources, approximately 2,580,000 Americans have
moderate to severe cancer pain, The references prexinusiv dispussed found the
percentage of cancer patients with breakthrough pain to be 51%, 63% and 89%.
Therefore, a crude estimate of the number of cancer patients in the US with
maderate to severe pain and BTP (therefore candidates for Fentora) is 10,500,000
% {351/1429 x 0.67 = 1,728,000,

2. According to the amem:an Pain Society

httn Awerw ampainsoe. o lmksmacibim:k&’mmi&da road him approximately

9% of the US adult papulation experiences moderate to severe non-cancer chronic

pain, The current US population is approximately 300,000,000, The previously
described references estimated that 63% and 74% of non-cancer patients
experience BTP. Therefore, a crude estimate of the number of non-cancer
patients in the UB with moderate to severe pain and BTP (therelors candidates for
Fentora} is 300,000,000 1 0,09 x (.68 = 18,360,000,

3. Therefore, based upon an estimate of the sumber of patients eligible for therapy
with Fentora, the non-cancer population is approximately one order of magnitude
higher than the cancer population.

Our estimate shows that the number of patients eligible for Fentorg is approximately ten
times the number eligible with the currently approved indication.

ABBREVIATIONS

AE Adverse BEvent

ATC Around-the-clogk

BIR Breakthrough pain

SAE Serious Adverse BEvent

SPA Special Protocol Assessment

CLINICAL SUMMARY 14
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1. Based on the differenves in breakthrough patn In patients with and without cancer,
discuss whether vou believe there 15 a need to expand the indication for this
product from the treatment of breakthrough pais in ppivid-tolerant cancer patients
to the treatment of breakthrough pain in oploid-tolerant non-cancer patients

Given the discrepancy in the adverse event profile for certain events between the
cancer and non-cancer population and the fatalities observed in postmarketing
surveillance, discuss whether it is feasible to expect Fentora will be safely used in
the proposed population,

3. Inlight of the increasing abuse of prescription opioids in general, and the specific
attributes of this product which make it particularly atiractive for abuse, are you
concermned that increased prescrbing may lead 0 increased diversion and sbuse?

a2 Discuss how this risk could be mitigated withast preventing access fo
legitimate patients,

4. Do you believe the risks of abuse, misuse and diversion can be managed or
minimized?

a. Please discuss the benefit to pain patients included in new indications
compared to the potential public health consequences if widespread
diversion and abuse ocour

Loy
Py

Do you believe the new expanded indication for the management of breakthrough
pain in patients who are already receiving and who are tolerant to opicid therapy
for their underlying persistent pain should be approved?

a. Ifyes, which specific azpects of risk management should be incorporated
into the approval plan for this application?

b, I no, is there further development that the sponsor could perform to lead
to approval of this indication?
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