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Treatment of Breakthrough Pain in
Opioid-Tolerant Patients With
Chronic Cancer Pain

A Long-term, Open-Label Safety Study
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is important for HCPs to realize that patients with

1 a cancer on ATC opicid medications can still experience |

breakthrough pain (BTP) throughout the day. The majority
. (65%) of patients with cancer with controlled persistent pain
 experience transitory moderate fo savere exacerbations, or
- flares of pain referred to as BTP.

1 The impact of breakthrough pain on activities of daily

: living and mood in patients with cancer is addressed
in greater detail here. Cancer patients with BTP typically

. experience more depression and anxiety and report a worse

©impact of pain on their quality of life compared with cancer

. patients who co not have BTP.

This passage provides a clear description of the inad-
equacy of short-acting orally administered therapies
- (SAOs) for managing breakthrough pain in opioid tolerant
- patients with cancer. While episodes of BTP often reach their
. peak intensity within a matter of minutes, traditional 5A0s
can take up to 30 to 60 minutes to begin delivering their
analgesic effect.

One of the two short-term trials from which participants

were recruited for this trial was the pivotal FENTORA trial,

which is the subject of the Portenoy reprint.

This long-term safety and tolerability study was designed !

in part as an open-label extensicn of clinical trials in
which opioid tolerant patents with cancer with breakthrough
pain had besn successfully treated with FENTORA. However,
opioid tolerant patients with cancer with BTP who had not
previously received FENTORA were also allowed to enrcll in
the trial.

NEXT
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”‘Th‘é“ﬁ\i}éﬂt‘j" (65%) of cancer patienss with conmolled,
IRRsistent pain experience tansitory. ‘moderate 1o severe

Jcally experience more deprmlaﬂ and anxacny‘and
 worse mpact of pain on their quality of Efﬁ comprred

treatment strategy for the management of patients with
moderate to severe chronic, persistent cancer pain is often
an around-the-clock (ATC) opioid regimen 1o control
persistent pain, with a short-acting, orally administered
opiocid as 1 1 (“rescue™) Jication taken as

PP

relief? The reason fux zb:s ‘may be a mismarch betweer

Cephalon, Inc, Frazer, Pa) is designed 1o provide fast

onset of analgesia by enhancing fentanyl absorption across
the buceal mucosa.2 FBT is currently indicated only for
the meatnent of BTP in paticots with cancer wha are al-
ready receiving and who are tolerant of opioid therapy for
their underlying persistenr cancer pain.*® Patients consid-
ered to be toferant ate those who are receiving either ¥
least 60 mg of oral morphine per day, at least 25 pg of
transdermal fentanyl per hour, at least 30 mg of oxyco-
done per day, at least 8 mg of oral hydsomorphone per
day, otan cquivalent dose of another opioid for 1 weeks.

it ]
 of continning treatment in 2 longterm (
. stady 10 assess the ongoing safery and wlerability
 Thus, the current stddy served as a long-term, open-label
| extensipn for patients from the 2 previous double-blind,

2572

flarcs, of pain referred o as brealy

. with cancer patienss wha do not have BTP? The current o

needed for the management of BTP.*/Cilkiénit BIP j
{itteatments are often not ideal for providing effective pain. | A

In 2 previvus slmrmcrm doub}:vl:hnd. mdomm'

respectively, after self
s who complet&i dtherofthese 2 @

. placeba-controlled studies. This srudy also enrolled new

MATERIALS AND METHODS
ahel stady was dtsmiumd a1‘47mms in the

oA 1 e, ki i
tertinated once BBT cnmmemaﬂy

The study was conducted in accordance with good
clinical practice,® and the protocol was appraved by the
institutional review board at each center. Al patients
provided written informed consent.

Patients
O stoid tolerant men and wornen (aged =18 years) who

fentanyl av a dose of ZSnSOD pg'ﬁmm ‘or the morphine
. equivalent) for persistent cancer| ;dwd pain for 21 week
f;

" Fxclusion criteria mduded sleep apnea or active

brain with i ceanial presure,

chronic obstructive pulmonary discase, renal or hepatic
furcon st sesuls outside prespecifil i, u cocent
history of st abuse or ! or psychi

impairment that might compromise data collection,

reccipt of therapy <30 days before entering the stady that

Cancer  June i, 2009
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5 The objectives of this study were to assess the long-

a term safety and tolerability of FENTORA, to gather

information about patients’ perceptions of the product, and

to determine whether incremental tolerance to the beneficial

 effects of FENTORA would develop as a result of longer-term
use.

; 5 The long-term safety study was open-label, which

- months of maintenance therapy, an extension phase was add-

- fo receive it prior to commercialization.

means that all participants krew that they were
receiving FENTORA. Although originally designed to run for 12 -

ed so that patients benefiting from FENTORA could continue

. malignancy and had a life expectancy of at least 2 months.

| equivalent.

As in the pivotal trial, all of the patients in the long-term

safety study were opicid-tolerant men and women aged
18 years and older who had pain associated with a histologi-
cally documented malignant solid tumor or hematologic

Patients were taking commoly prescribed ATC opioid agents
such as morphine, transdermal fentanyl, or the morphine

o . . e
Sl e Ll
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‘ 7 Figure 1 schematically depicts the various phases of the

‘ long-term safety study. Patients who had not previously
received FENTORA or who had discontinued treatment and
therefore required re-titration of their FENTORA dose were

- required to go through a screening process and titration
phase before entering the maintenance phease of the study,
while those who had been receiving FENTCORA as partof a

- short-term clinical trial were able to proceed directly to the
maintenance phase. The maintenance phase of the study
continued for one year, after this, patients who continued to

- benefit from FENTORA were given the option of enrolling in a
maintenance axtension phase. Patients were allowed to con-

. tinue in the maintenance extension phase until FENTORA was

~ approved for clinical use, at which time the long-term safety

- study was terminated.

. 8 In this stucy, a successful dose of FENTORA was
defined as the first dose during the titratior: phase that

adequately relieved the patient's breakthrough pain within

- 20 minutes and without unacceptable adverse effects for two
successive episodes of BTP occurring at least 4 hours apart.

In clinical practice, patients should be titrated to the lowest
dose of FENTORA that provides adequate analgesia with

| tolerable side effects.

E . ... . .
e

. BT Indicates fentanyl buecal tablet,

would alter pain or responses 1o analgesics (eg, nerve
blocks, anesthetic procedures), a primary source of BTP
not related to cancer or cancer treatment, and the use of
concomitant medications that might increase the risk
of opioid-telated adverse events (AEs). Women were
excluded if they were pregnant or Jactating, or were
unwilling to practice a reliable form of contraception
during the study.

Study Design

The study’ consisted of screening, titration, and mainte-
nance phases (Fig, 1). New patients participated in a titra~]
tion phase (<21 days). All patients (hoth newly rirated
and rollover) entered the maintenance treatment phase of

>12 months. At the screening visit, FBT-naive paricnts
uaderwent physical, laboratory, and nearologic examina-
tions, including an examination of the orml mucosa and
measurements of vital signs. Rollover patients underwent
these procedures at the first maintenance visit. All patients
continued to take their AT® opioid regimens for persistent
pain throughour the titration and maintenance phases.

sodes of BI'P (oceurring >4 hours apart). The titration
procedure “for FBT fas been published elsewhere.'>'4
Briefly, all patienss received a single tabler of FBT asa test
dose. If the FBT dose was tolerated, then the patient

<ancer. Junet, 2009
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G
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| of O1EC were given a test dose of BBT of 200
g, o1 600 pg, respectively. During titration, patients self-

catered the titration: phase. |

bg; 400

-administered FBT to treai a BTP cpisode. A single tablec
was placed berween the upper gum and cheek, above 2
molar tooth, and allowed to dissolve. Afrer aking FBT for
a BTP episode, patients were required te wait >4 hours
before taking FBT again, However, if pain relief was not
adequare by 30 minuces, patients could rake their srandard
supplemental medications. By raking increasingly higher

" doses of FBT as necessary for successive episodes of BTP,
[ipatients identificd a successful FBT dose (100 pig, 200 pg

T ds
ing titration were eligible to enter maintenance trearment.
During maintenance, if a patient did not obtain adequate
pain relief within 30 minutes after self-administration of
FBT, he or she could take a second tablet. If a patient
required more than a single tablet of FBT for 2 of 3 BTP

2573

SALES TRAINING
&DEVELOPMENT

delving performance lmprovemsnt

dose based on their presrudy OTEC dose: thosewho were .
 previously being treated wich OTECG at a dost of <600 iy
twere administered a test duose Of FBT 0 100 g, and those
' previously receiving either 800 po, 1200 ug. or 1600 pg

The titration procedure in this trial is similar but not
identical to the initial dosing recommendations for
FENTORA. Be sure that you are able to clearly understand

- the proper dosing of FENTORA, both for patients who are and

are not switching from OTFC/Actiq. The required initial dose
of FENTORA for opioid tolerant patients who are not being

- canverted from OTFC/Actiq is always 100 meg.

i 1 0 The range of FENTORA doses allowed during the

maintenance phase of this trial was 100 meg to 800
meg. Patients who did not obtain adeguate relief of BTF with
an 800 meg dose of FENTORA were required to discontinue

- the trial.
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1 1 In this study, FENTORA could be used for a maxi-
mum of & episodes of BTP per day, with the total
run‘sber of tablets not to exceed 8 per day.

1 Tm paragraph descrzbes he care thct was Laken to
ensura safe use of FENTORA during the long-term
maintenance phase of treatment.

: 1 3 In the long-term safety study, several different
approaches were used fo assess the adequacy of

breakthrough pain management in patients receiving

- FENTORA. Patients kepl diaries recording their BTP episodes
and medication use, which were reviewed by clinicians to
assess the need for adjustments to the dosage of either

| FENTORA or the patients ATC medication. In addition,
patients used a 5-point scale (poor, fair, good, very good, and
excellent) to rate the effectiveness of FENTORA in relieving

 their breakthrough pain on a daily basis. Finally, patients were

asked fo complete a questionnaire at the end of the trial com-
- paring FENTORA to the medication they had previously used

for control of BTP, because it was added to the protocol after
- the study was alreacy under way, however, only about 25% of
the study population actually filled out this questionnaire.

Original Article

episodes per day, the investigarors had the option of
increasing the dose. If the patient was already receiving
the highest dose (800 pg), he or she was discontioued

from che study. The study drig could be used for a maxi-

 mum of 6 BTD episodes on any given day and 2 maximum
' of B eablers could be used an any given day.

Assessments

Before the maintenance phases, safety for new patients
was monitored by physical and nenrologic exarinations
and clinical laboratory tests performed at screening and at
the end of titration, as well as by assessments of vital signs
and examinations of the oral mucosa ar screening and at
the initiation and end of titration. All AEs either observed
by the investigators or reported by the paticnrs were
reviewed at the end of titration. Rollover parients under-
wene: physical ‘and-neurologic examinations, vital' sign
measurements, and clinical laboratory tests at the end of
their previous study; and these findings served as data for
Visic 1 (initiation of maintenance) of the current study.

ecats and crantination of the oral mucosa were performed
cast every /3 amonths. Nmu:uloyr:md pliysical examing:

115 were performed at least every 3 months dunng dm
ths dy and

ients rared the effecrivencss of FBT 1n

“‘zllewanng BTP by mmphcmg 2 Global Medication Per-
| formatice assessment on a daily basis, using a 5-paint scale

| (0 indicaces poor, 1 indicates fatr, 2 indicates goad, 3 indi
' cates ey gond and i md'mfs muwllem) Pmms also

. pleted the questionnaire. The questionnaire asked P.ulcm.x
to compare FBT with their previous supplemental medi-
cations, through the following questions: 1) which medi-
cation would you prefer to use when treating your BTP?
2) which medication had a faster onset of relief? 3) which

2574

- During. maintenance ueatment, vital signs were
measured and ABs reviewed monthly, Olinical laboratory

onedicarion was easier to administer? and 4) whids medi-
cation was more convenient to use? The questionnaire

also asked patients to rate FBT as excellent, good, fair, or
poor in relation to onsct of action, ease of administration,
and convenience of use.

Investigators reviewed patient diaries at each study
visit to assess the need for dose adjustments for either FBT
or ATC opieids. Dose increases and decreases were made
at the discretion of the investigator. Specifically, investiga-
tors considered the number of BTP episodes per day, the
peed for more than 2 single tablet of ¥BT for BTP epi-
sodes, and Global Medication Performance scozes, as well
as the patient’s reports of AFs and medication use, includ-
ing the use of additional supplemental medication for
BTP. [nvestigators selected the reason for any dose adjust-
ments every monch from a list of options: because of the
development of incremental col w0 tebalance con-
comitant medication, because of disease progression or
regression, because: of a successful alternative therapy,
because of the development of a safety concern or intoler-
ability, or other reason.

Statistical Analysis

The sample size for chis study was based on clinical rather
than statistical considerarions. It was planed that up w
100 patients who successfully completed 1 of 2 previous

- short-term studies would’ continue in this study. Padents

who received a test dose of FBT for titration constituted
the titration safety population. Patients whe received > 1
dose of FBT during mainrenance {which included the

Ji4E

th i safety population

Pavicnts who received 31 dose of FBT ducing any phase
of the study constitawed die uverall safety population.
This was an open-label study; observed data were sum-
marized using descriptive statistics, and missing dara were
not imputed.

RESULTS

Patient Disposition

A1l 232 parients enrolled in rhe study constirnred the over-
all safety population because they received >1 dose of
FET. A total of 110 patients were FBT-naive and there-
fore entered tirracion. In addition, 2 rollover patients

Cancer - June 1, 2009
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1 Figure 2 Hlustratns in graphic for; N the origin and
eventual cutcome for the 197 patients who made up
- the maintenance safety population for this study. In this dia-
gram, “rollover patients” are participants from the pivotal trial
and another short-term clinical study who elected to continue
recelving FENTORA via the long-term safety study. Note, oo,
that the group of 70 patients designated as having discontin-
 Ued the study as the result of an AE includes 80 individuals
 who died after enrollment as a result of cancer progression.

] 5 The 197 patients in the safety analysis population

| incluced 120 who had begur receiving FENTORA as

part of & short-term clinical trial, 75 who had never received
FENTORA, and 2 who had previously received FENTORA but

- required re-titration as a result of having discontinued treat-

ment.

FBT: Long-term Safety/Welnstein ot al

Haalled patents

Teeatment-naive paisnts - 0 110
Rallover patents.

=232

neq22

Treatment-naive patents 1 = 110
Rollover patients a=2

Twn raliover eafents wero refrated in mecuwe'l‘ amdy and are part of the mmcn safety populatien.
0 AES;

EDeaths wery fiets a:

Discontinuations n =35

Adverse évonis’

Lack of efficacy 10

Sonszntwitdrawn 11

Lost % Tolow-ip 2 Complated
Crer §

“Ahough a ol of 42 pasonts were

progrossion.

Enmileton, eulolon Rl sk ety g ves b s :«69 dﬁysmwd o cniculote expasurs of 12 months or

‘Fumﬂl'l! tlens were discortnues fo ahertsasons, incding disreton f investgatos (17 paents), lemiratios of

e sponsar {10 patier

ta). nomeormpianca (6 patents), and & eck ot e for BT marzatr (5 paterta: Gra

study
et Soch Gl imsec e ki o follgwng ressans: stuty drug stolen, ertered hosoics, i not heve

was using addiianal apioids. took study drug @é primary pain

i fned cation, leminated care, was excessivel

rescup med caon requfed a morting puma, sty 3o s oy SISO Wb g, s was g rars sty

drug than the study aik

FIGURE 2. Patient disposition. AEs indicates adverse events; BTP, breakthrough pain.

entered titation for repeat deration of their FBT dose
because their previous dose was not cffective (Fig. 2).
These 112 patiens received the test dose of FBT and con-
stituted the. titration safecy population. Of these 11%
patients, 79 (71%) identified a successfid dose, and 77
(69%) entered the maintenance phase; 35 (31%) discon-
tinued during titration, including 2 patients who found a
successful dose bur discontinued the study. The primary
reasons- for - discontinuation -during titration - included
withdrawal of onseat (11 patients) and lack of cfficacy

entered maintenance and

Teeedsn dusechBT s populationof 197 parients.
{(85% of 232 paticnts) constituted the maintenance safety

analysis popuilation (Fig. 2). Fortp-two patients (18% of
232 patients) remained in mai for

opa . e
| dve) 111735 ;(56%) yaﬁgﬁig Commonly used ATC and

which were unrelaced to study drug. Only 3 {1%) patients
were discontinued because of lack of efficacy (Fig. 2).

Patient Demographics and Pain
Characteristics

Baseline demographics for the overall safety population,
presented in Table 1, were found to be similar in the titra-
tion " safety- and maintenance safety populations, | The

supplemental medications of patients before entry into

the study are presented in Table 2. All 232 patients were

recetving concomitant”analgesic agents because opioid
.

approximately 12 months, and 155 (67%). patienus dis-
continued the study during that period (Fig. 2), most fre-
quently because of AEs (n = 70 patients}, the majority of

Cancer  wunet, 2009

was required for study enuy. A total of 223
patients {96%;) were seceiving medications other. thad
analgesics; 111 (48%) were receiving antineoplastic and/
or immunomodulating agents.

2575

. nociceptive) in 83 (36%) patients.
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-l The pathophysiology of BTP fDl the 0veral1 >afety

population was considered to be primarily nocicep-
tive in 107 (46%) patients, primarily neuropathic in 42 (18%)
patients, and mixed (approximately 50% neuropathic/50%

o o e e
s
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This information is for internal training purposes only. Not for promotional use.

Confidential

FEN-2475 AUGUST 2012 7

TEVA_MDL_A_01140664
P-29470 _ 00007



SALES TRAINING
&DEVELOPMENT

delving performance lmprovemsnt

Original Article

Tasle 1, Patient Buseline Demographics Table 2. Comrmonly Used ATE arn Sunplmants

Parameter Safety Population
Overall (N=232)
Mear age (3D}, y 55.3 (12.7)
Qander, no. (%)
Men 110 (679
Women 122 (53)
Race, no. (%)
White 195 (84)
Black 16(7)
Ctner 214
Mean weight (3D), kg 70.0 (1.0
Maan height (301, cm 160.4 (1.3
fean BAI (SD), kg/n 2.7 651

S indicates standard daviation; BMI, bocy mass Index.
~Other includes Hispanic, Native American, and Asian and Pagific islander

] 1 All of the pafients in the long-term safety trial were

opicid tolerant. Table 2 lists the ATC medications
these patients were receiving for their underlying persistent
. cancer pain, which included oxycodone (36%), fentanyl
(33%), morphine (27%), and methadone (9%).

i 1 Patients in this study experienced an average of 3.5
episodes of breakthrough pain per day, and required
an average FENTORA dose of 555 meg per episode to manage
| their BTP. Roughly half of the study popuiation (102 of 197
patients) required the maximum allowable dose of FENTORA,
vas 800 mog per episode.

2 Adverse application site reactions were reported hy
15 patients, representing 6% of the overall study

population. During the maintenance phase of the trial, the
most common application site reactions were pain, irritation,
paresthesia (tingling), and ulceration. All adverse reactions
involving the application site were considered to be mild to
maderate in severity; however, 4 patients withdrew from the
study because of application site reactions.

- §Nnm: data were avaiabie Tor 2 rolover.
- medication data wee available i 10 rolaver pammsrsuwemmx e

. Gation 'was nat an aopioid. for 1. patiart, and the supplameatal m-d(mm -t
oy Goud not by confired o § patient

mmw”:anans (00w ey s osdare. |

Safety Analyses

At least 1 application:site AE occurred in 15 (6%) n

A surnmary of AEs is presented in Table 4. AEs occurred

‘ 1 AEs occurring in at least 15% of patients in the main-

tenance population were nausea (32%). vorniting
| (24%), fatigue (18%), constipation (15%), peripheral edema
- (15%), and anemia (15%). The most common AEs that were

at higher rates during the maintenance compared with the
siteation phase. However, the incidence of AEs considered
by the investigatons 1o be relatcd t6 TBT was highee in che
titration phase (46% titration vs:38% maintenance). The

padents in.  the overall study. The most common applica- -
tion. sm AEs in the :mmon nfery popitlation were pain
d sthest

AES !eadmg to W|thdrawal from the Iong term safety

maost common Als (21846} in the titration safery popula-
tion were diziness (26%), nausca’ (24
{13%), and headache flO%)‘ T

| 2 study were reported for 77 patients, representing
33% of the study population. The majority of discontinuations
during the maintenance phase of the trial were related to the
patients’ underlying disease; for example, 53 patients discon-
Lmued Lredtmem because of cancer progresbion

considered by investigators to be related lo treatment during
. the maintenance phase were nausea (10%), constipation
(8%), dizziness (6%), and somnolence (6%).

nolence

(18%). constipation  © tors to be mild or moderate in severity and reatment.
anemia (15%), The | relared.
| AE;s leading o withdrawal were xeported for 77 . -

" miost comimon AEs (5 10%) considered to be rclated to
 treatment by the indestigators during mmiwmnw i

2576 Cancer  Juns1,2008
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] 2 The only sericus AE in thrstrlai that was con5|dered
to be related to FENTORA was drug withdrawal,
. which occurred in one patient. No cases of respiratory de-
- pression occurred that were considerad by the investigators to
be related to FENTORA.

| 2 All deaths that occurred durmg the lcngﬁrﬂ safety
study (60 patients) were attributed either to cancer
[:I’bgl'QSS!On or to the under Iymg disease pathology.

E . ... . . :
s s s
SR R R S S B e
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FBT: Long-term Safety/Weinstein et al

Table 3. Exposure to F2T

Parameter Safety Population

Titration  Maintenance
=12 (nh=197)

Duration of exposure, d

oan (SD) B5(65) 1615 (188.3)

Median (rangs) 5(1-46) 122 {1-688)
Patients exposed to FBT* no. (%}

23 mo 121 (61)

26mo 74 (38)

212 mo 36 (18}t

FBT indicates fentanyl buccal tablat; 56, stanoard deviation.
*Manths were determined based on exposure in days, in which 2380 days
of expoaurs was required to be considered as having an exposwe of 12

1A to:al of 42 patients wers considered 1 have completed this study. How-
over, exposure {or B of these patients was <360 days, which was used to
caicubie sxposura of 212 menths, and they are ot countad in this table.
In addition, 2 of the patients who complsted 12 months of treatment ware
net considerad {0 have completed the malntenance phase (1 pationt diod
and § patient discontinued tréatment).

ere avtributable to progression of cancer o px‘
funderlying disease. Of these 60 partients, 2 died
asa tesult of AEs that developed during the titration phase
{1 due to discase progression and 1 due to cerebral bemur-
thage); and 58 died of AEs thar developed during or after
the maintenance phase. Ingluded in the 60 deaths were 4
that were attributable in part-to serious AEs that devel-
oped >>30 days after the discontinuation of FBT.

Three patients had 2 histoty of mucositis before
entering the study, and 5§ parients developed - mucosiris
d\mng the study (4 mild cases and 1 moderare cage). The

idered chese develop
lated o FBT administration. Two of these parients subse-
quentdy withdrew from the study, for reasons unrelated to
mucositis.

1o be ue-~

Carcer  Juret,2009

o o e
A
iR S S

vananm i
Hyposstne
angw pum

AE | Mmm,nmm, o
Patemsmw have mposed 1 AE.

o i
o clinicaily meaningful trends were observed in fab-
oratory values, including serum chenistry and hemarology.
Most ab { b logy findings were consi with
the patient’s medical history, abnormal findings at baseline,
ot enticancer therapy. Changes in physical and neurologic
examinations were also considered to be consistent with the

medical conditions observed in patients wirh cancer,

Secondary Measures

Padents compared FBT with their previous supplemental
medication using a 7-item Patient - Asséssment of

2577

2 Table 4 lists the incidence of AEs reported by at
least 5% of patients during the trial as a whole,
during the titration phase, or during the maintenance phase.

Notice that AEs generally occurred at a higher rate during
the maintenance phase than during the titration phase of

the trial. However, specific AEs that were considered to be
related to FENTORA, such as dizziness and somnolence, had
a higher incidence during the titration phase than during the
maintenance phase.

e
B
G
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Table 5. Dose Adjustments From Original Successful Dose to Final Dos? at the Last Study

Visit (Maintenance Safety Population)

Final Dose, No. {%}

100 g fn =11 Z

200 g {n = 20} 2013 1

400 pg {n = 35) 1M 8@y
630 pg fn = 30 17 28
800 g {n = 82) 0 1

Successful Dose, No. (%}"

100 pg 200 pg 400 g 600 pg 800 ug
n=18) = 28) =43 n=51) n =62

[ o 0
iy o

0
Teey 1 @

921 2149 el

* Guccesstul fentanyl buoos! tablet doses were identified efther during the retion phisse (- treatment-naive pationts) of
during the previous studies irolicver palierts). Shaded ersas indicate tat the firal dose wa the sarie 2 the infial dose
in a tofal of 136 petients (889) ncluding any patients who had dose changes during the study and were changed back

20 thelr initial dtose).

Medication afier 1 month of maintenance. Patienss
favored FBT compared with their previous BTP medica-
ton in rerms of averall preference (88% FBT vs 12% pre-
vious BTP. aiedication; n = 81), time to onset of pain
relicf (95% vs 5%; n = 81), cas¢ of administration (66%
vs 34%:; n = 82), and convenience of use (68% vs 32%; n
= 82). The majority of patients rated FBT as either excel-
lent ot good for onset of action (93%; n = 82), conven-
ience of use (82%; n = 82), and case of adiinistration
(80%:; n = 82).

On the Global Medicarion Performance question-
naire, on avesage patients rated FBT between good and
very good throughout maintenance. The mean "($D)
Global Medication Performance was 2.4 {0.9) at the ini-
dation of maintenance {n = 187) and 2.3 (0.8} at :ﬁ?—
point (n: = 188). Scores were relatively stable for
patients wha stayed in the study until its end (Global
Medication Perfoxmance rating at 18 months was 2.1
[0.6}; n=10).

The majority of patients did nor have dose changes
over rime; the final dose of FBT at the last study visit was
the same as'the initial successful dose for 136 of 197
(69%) patients (incloding 3 patienss who had dose
changes duxing the study and evenwally changed back to
the initial dose) (Table 5). Compared with the inital
dose, the final dose was higher for 54 patients and lower
for 7 patients.

DISCUSSION'

FBT was generally well wlerared and bad- a favorable
safery. profile during the long-term treatment of BTP in

2578

This information is for internal training purposes only. Not for promotional use.
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- control of BTP for 2212 months: The xﬁa)a:i!y of patienes

opioid-tolerant pasients with chronic persistent cancer
pain. The most frequently reported AEs were of the type
and severity expecred in patients being treated with ATC
opioids (ie, nauses, dizziness, vomiting, somnolence, and
constipation).%!® Overall, the incidence of ABs was
higher than int shott-term studies of FBT in patients with
cancer and BTP," ! as would be expected based on the
extended duration of the current study.

A successful FBT dose was identified by 71% of
patients during titration, a percentage similar to the rates
observed in. previous: studies of FBT in_ patients with
cancer and BTP. 1 Teeurmeat with FBT demonsirased

08, SggEa g there v .
over time i most patients, This is supported by the obser-

vation that only 3 (19%) patichrs discontinued the study

because of the lack of efficacy ¢ uFFBTduxm,g the meinte-

nancephase. i

The current smdy was not intended as a rigorous ex-

of the develop of tol to the analge-

sic cffects of PBT over rime. An increase from an initially
suecessful dose of FBT may indicare cancer progression
and an increase in the severity of cancer pain and cancer-
related BTP that may. evsuc.: indeed; it is generally
accepted that increasing pain due to disease progression is
the primary. reason for dose escalation in patients with
cancer and BTP.'® Axi increase in FBT dose could also
reflect a discrepancy between the patient’s expectation of
pain relicf and the dégree of relicf actually achieved, and/
oran jicease in the amoun or level of padenc daily acriv-
ity because of effective BTP wmanagement, -Clinical

Cancer  lunet, 2008
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25 In their discussion of long-term safety study results,
the authors point out that the majority of patients

. ended the trial receiving the same dose of FENTORA they

began receiving during the titration phase, and only three pa-

. tients discontinued treatment during the maintenance phase
© as a result of efficacy issues.
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experience bas shown that patients with firnctional goals charactedistics and syndromes in patienss with cancer pain.

may increase their activity until the maximum rolerable hainscmational sucvers Eullias Mud 200610 5180,

painlevel is reached. 3. Porenoy RK, Payne D, Jawobsen P, Breakahrough pain:
characteristics and iropace in pariencs with cancer pain.

The Global Medication Performance scores, which Pain, 1999,81:129.134.

" o 5 i . T N I :
were consistent with those in previous studies,'™'* indi- 4 Misskowski C, Cleary J, Buracy R, ct &l Guideline for the .
cated that patients who remained in the study coninued rmanagement. of cancer pain in adults and children, APS
to be sarisfied over time with the effectiveness of FBT. Clinical Practice Guidelines Sesies, No. 3. Glenview, IL:

American Pain Sociery; 2605.
5. Zappetella G, Ribeiro MD. Opicids for the management of
breakdrough (episodic) pain in cancer patients. Cochrane .

Padents clearly preferred FBT ro previous BTP medica-
tions, as indicared by Patiens Assessment of Medicarion

scores, which were also consistent with those noted in pre- Database Spst Rev, 2006:{1):CDOMALL.
vious short-term studies of FBT in a similar patient 6. Levy MH. Phamacologic treatment of cancer pain. N Engl
population,'>!'* J Med, 1996;335:1124-1132.
The potential limirations of this study are its open- 7. Beonerr D Burron AW, Fishman §, et al. Consensus pand

label study design with no active comparator and the lacge ons for the and

oo < M s Dbreakrhy ein. Pare 7: M Phasm Ther. "DCS
attrition rare, which limited the ability to draw conclu- 3035 4-361
dorts. Howevst, therrate ol ieiaoi W pialjiiavoi @ gorenoy WK Hagon NA, Brodlaboth.poins diion,
able in a population with progressive disease, such as the prevalence and characteristics. Pain, 1990:41:273-281,
one in thisstudy. 9. Zeppeeslia G, (*Dicherty CA, Collins S. Prevalence and char-

acceristics of breskehrough pain in cancer pacents admitied to

a hospice. / Pain Sympsom Manage. 2000;20:87-92.
10. Mercadante S, Radbruch L, Caraceni A, er al. Episodic 3
To our knowledge, the current study is the first to follow 2 (breakthroughy pain: consensus conference of an axpert work- 3
farge patient population with chronic cancer pain for >12 ’gfmg;“;% 002::-9[:-:8 3["“;31’;“ Assucdution for Palliative Care. .
months in the evaluadon of FBT for the management of S e s

Conclusions

11, Hwang S5, Chang VT, Kasimis B. Cancer breakilizough
BTP. FBT was generally well tolerated and had a favorable primchacaRis and FepORE W NEEEEE Bt VA
safery profile. Unexpecred AFs did not oceur, thus con- medical center, Pusii. 2003;101:55-64.
firening and exrending the findings of previous short-term 12. Dusfee S, Messina J, Khankari R. Fentanyl effervescent !

buceal tableis: enbanced buccal absorption. dm ] Drug
Deliv. 200634:1-5.

13. Porcenoy RK: Taylor I, Messina J, Tremmel 1. A random-

; " ized, placebo-controlled study of fertanyl buccal tablet for
Conflict of Interest Disclosures b:mk‘;mugh pain in oyiuidy-trarcd pazims with caneer.

This study was sponsored by Cephalon, Inc. Writing asistance Clin ] Pain. 2006;22:805-811 .
was provided by Embryon. Drs. Messina and Xie are both 14, Shekin NE, Xie F, Messina J, Segal T]. Fencanyl buccal tablec

employees of Cephalon, Tnc. for welicf of breakthrough pain in opisid-tlerant patients

with cancee-related chronic pain: a daable-blind, randomized,
placebo-conceolled study. 7 Sigppors Oncol. 2007;5:327-334,

studies, Response to FBT was maineained over the period
212 months. 1‘1
y

=

Réferences 15, tnveroasional Conference on Harmonisarion Exper Work-
ing Group. ICH harmonised tripartite guideline: guideline
1. Bemeu D, Parton A, m)mms el Consensus paselsecons- o pood clinical pracrice EGRL). 1396, Avallable ac:
jons for o b Bup/wwwich.org/ LOB/media/ MEDIAGB2 pdf.  Accossed
pain. Part 1: Assesscaenc. Pharm T;»er, 2005:30:296-301. on March 30, 2309,

2. Casmceni &, Martind C, Zecoa E, et als Working Group of 16, Collore BJ. Opioid rolerance: the clinical pesspective. Br ]

an TASP Tack Force on Cancer Pain. Breakthrough pain Anaerh, 1993:81:55-68.
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1. Participants in the long-term safety study included: 4. List the 4 most common AEs considered to be related to treatment

during the maintenance phase of the long-term safety study.
A. Patients who had completed a short-term clinical trial of FENTORA

B. Patients who had previously taken but discontinued FENTORA

C. Patients who had never taken FENTORA

D. All of the above

E. None of the above

L

Briefly explain how an effective dose of FENTORA was determined for
each participant in the long-term safety study.

SELF-CHECK QUESTIONS

3. The maintenance phase of the long-term safety study included
patients, of whom used the maximum FENTORA dose of
mcg during maintenance treatment.

This information is for internal training purposes only. Not for promotional use. FEN-2475 AUGUST 2012 12
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1. D

2. Participants received increasingly higher doses of FENTORA until a dose
was identified that adequately relieved BTP within 30 minutes and
without unacceptable adverse effects for 2 successive episodes of BTP
occuring at least 4 hours apart.

3. 197; about half (102 of 197); 800

ANSWERS

4. Nausea, constipation, dizziness, somnolence
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