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Abstract

Purpose This open-label study evaluated the effects of fenta-
nyl buccal tablet (FBT) on functioning and mood in cancer
patients with breakthrough cancer pain (BTcP).

Methods Opioid-tolerant patients in seven European countries
with up to four BTcP episodes/day received FBT doses (100—
800 pg) identified during open-label titration to treat up to
eight BTcP episodes during an open-label treatment period. In
countries where FBT was not commercially available, patients
could enter an open-label continuation phase. Functionality
and satisfaction assessments included change from baseline to
the end of the treatment period in the modified Brief Pain
Inventory (BPI-7S) seven-item interference subscale, patient’s
global assessment of satisfaction and ease of use, and Patient’s
Global Impression of Change (PGIC). Safety was also
assessed.

This study was previously presented at (1) The 15th World Congress of
Pain Clinicians (WSPC); June 27-30, 2012; Granada, Spain; (2) The
International Association for the Study of Pain’s (IASP) 14th World
Congress on Pain; August 27-31, 2012; Milan, Italy; and (3) The Euro-
pean Society for Medical Oncology (ESMO) 2012 Congress; September
28-October 2, 2012; Vienna, Austria.
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Results Of 330 randomized patients, 218 completed the treat-
ment period and 88 entered the continuation phase. Median
background pain intensity was 4.0 (mild) throughout the
study. After the treatment period, mean (SD) global modified
BPI-7S score improved from 39.7 (15.9) at baseline to 31.6
(16.8) for a mean change of —8.6 (95 % confidence interval CI
—10.5, —6.7; P<0.0001), and 74.5 % of patients reported
improvement in overall status (PGIC) compared with
25.5 % who reported no change or worsening (P<0.001).
Treatment-related adverse events (=2 patients) during the
continuation phase were application site erythema (6.9 %),
application site swelling (4.6 %), and vertigo (4.6 %).
Conclusions FBT may improve patient functioning, mood,
and overall satisfaction in the management of BTcP. Long-
term data did not indicate new safety concerns with FBT doses
up to 800 ug.
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Introduction

Cancer patients with chronic pain controlled by maintenance
analgesics commonly experience breakthrough cancer pain
(BTcP), defined as a transitory exacerbation of pain occurring
in the presence of otherwise controlled, background pain [1].
The prevalence of BTcP among patients with controlled,
background chronic cancer pain ranges from 33 to 89 %,
depending on clinical setting [1—6], how BTcP was defined
[6-8], differences in BTcP diagnostic criteria, and inclusion of
patients with poorly controlled background pain [4, 6]. Cancer
patients with BTcP may experience substantial impairments in
physical (e.g., walking, sleeping), psychological (e.g., anxiety,
depression), and social (e.g., work, relationships) functioning
compared with those with controlled, background chronic
cancer pain without BTcP [2, 9, 10]. Not surprisingly, BTcP
negatively affects quality of life (QOL) [9] and satisfaction
with pain management [4]. Thus, effective management of
BTcP has the potential to improve functional status and QOL
in relevant patients with chronic cancer pain.

Fentanyl buccal tablet (FBT; Effentora®, Fentora®, Teva
Pharmaceuticals Industries Ltd., Petah Tikva, Israel) is a
rapid-onset opioid indicated for the management of BTcP in
adults with cancer who are “opioid tolerant” [11, 12]. FBT was
shown to reduce BTcP intensity and was generally well toler-
ated in opioid-tolerant patients with cancer-related chronic
pain in two double-blind, randomized, placebo-controlled
studies [13, 14] and a long-term, open-label safety study [15].

A pan-European, multicenter, phase 3b/4 clinical study in
patients with BTcP was conducted to evaluate dose titration of
FBT starting with 100 vs. 200 pg. Non-inferiority was
established with the percentage of patients achieving an effec-
tive dose starting titration at 200 pg (81.4 %) compared with
the 100-pug (75.2 %) starting dose. Primary results from this
study have been reported elsewhere [16]. In this report, we
present the effects of FBT on patients’ functional status and
mood, as well as the long-term safety of FBT from the
aforementioned study.

Patients and methods

Study design

This open-label, randomized, dose-titration, non-inferiority
study was conducted at 135 centers in France, Germany,

Spain, Ireland, Italy, Poland, and the UK (EudractCT number
2008-001841-24). The study was conducted in full
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accordance with the Good Clinical Practice: Consolidated
Guideline approved by the International Conference on
Harmonisation [17] and applicable national and local laws
and regulations. The protocol was approved by the institution-
al review boards, and written informed consent was obtained
from patients before screening.

Detailed methods, eligibility criteria, and primary efficacy
results from this study have been previously published [16].
Men and women >18 years of age with histologically docu-
mented cancer and stable background pain due to cancer who
were experiencing an average of up to four BTcP episodes per
24 h were enrolled. All patients had used oral morphine
>60 mg/day, transdermal fentanyl >25 pg/h, oxycodone
>30 mg/day, hydromorphone >8 mg/day, or an equianalgesic
dose of another opioid as maintenance therapy for their back-
ground pain for at least 1 week before enrollment. Patients
were excluded if they had uncontrolled or rapidly escalating
pain, respiratory depression, or chronic obstructive pulmonary
disease.

The study consisted of a screening phase, randomized dose
titration period, treatment period, and continuation phase.
After screening, enrolled patients were randomized 1:1 to
receive FBT 100 or 200 pg as a starting dose. Patients self-
administered FBT and titrated to an effective dose (100, 200,
400, 600, or 800 ng) that provided adequate analgesia and
minimized undesirable effects within the first 30 min of ad-
ministration for two consecutive episodes of BTcP. Patients
then entered an 8-day treatment period during which they
treated up to eight BTcP episodes with the effective FBT dose
identified during the titration period.

Patients completing the open-label treatment period in
countries where FBT was not commercially available (France,
Italy, Poland, and Spain) had the option of entering an open-
label continuation phase after visit 4. During the continuation
phase, patients were supplied with FBT at their effective dose
for 4 weeks. Patients were instructed to wait at least 4 h before
treating another BTcP episode with FBT. If another episode
occurred within 4 h, patients were permitted to use their usual
supplemental medication. Patients were required to return to
the study site every 4 weeks for safety assessments. The
continuation phase ended when FBT became commercially
available in the country.

Assessments

Cancer history, background cancer pain, and B1cP
characteristics

At screening, investigators recorded cancer site, time since
diagnosis, extent of disease, and treatment received for prima-
ry and secondary solid tumor and/or hematologic malignancy.

Background cancer pain and BTcP were evaluated at
screening. Evaluation included anatomic location(s), etiology
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of pain, and time since onset. Patients rated average overall
background pain intensity during the preceding week using an
11-point numeric rating scale (0=no pain and 10=pain as bad
as you can imagine), as well as current medication(s). Patients
also assessed background pain every evening during each of
the three study periods (screening, titration, and treatment)
and recorded their assessments in patient diaries.

Patients described episodes of BTcP in terms of average
daily frequency, time from onset to peak intensity (without
any treatment), duration, and need for medication. The aver-
age daily frequency of BTcP episodes was also assessed at
enrollment using patient diary entries.

Modified BPI-7S questionnaire

Patients rated the impact of BTcP on their functional status at
baseline and after the treatment period using the seven-item
interference subscale of the modified Brief Pain Inventory-
Short Form (BPI-7S) adapted to specifically assess BTcP. This
subscale measures pain interference with general activity,
mood, walking ability, normal work, relationships with others,
sleep, and enjoyment of life on a 0- to 10-point numeric scale
(0=does not interfere and 10=completely interferes). These
ratings are summed to create a global score to indicate pain
interference with overall function [18].

Patient’s global assessment of satisfaction

Patients completed a Global Assessment of Satisfaction at
baseline and after the treatment period. The patient’s global
assessment of satisfaction with treatment included eight ques-
tions related to medication performance and safety and ease
and comfort of use [19]. Patients responded to questions using
a five-point numeric scale (0=not at all, 1=a little bit, 2=
somewhat, 3=quite a bit, and 4=very much).

Patient’s global assessment of ease of use

Patients rated ease and convenience of FBT use after the
treatment period by responding to the question, “Did you find
this treatment easy/convenient to use for treatment of your
BTcP episodes?” using a four-point numeric scale (O=poor,
1=fair, 2=easy, and 3=very easy).

Patient’s Global Impression of Change (PGIC)

Patients rated overall status after the treatment period by
responding to the question, “Since the start of the study my
overall status is...?” using a seven-point scale (1=very much
improved, 2=much improved, 3=minimally improved, 4=no
change, 5=minimally worse, 6=much worse, and 7=very
much worse) [20].

Safety

Safety during the continuation phase was assessed by evalu-
ating reported adverse events (AEs), including withdrawal
from the study because of AEs, serious AEs, and oral mucosal
examination findings. AEs were also assessed according to
type of opioid maintenance therapy (fentanyl based vs. other
opioid). All AEs were coded in accordance with the Medical
Dictionary for Regulatory Activities (MedDRA) terminology,
version 13.0.

Statistical analysis

Data collected for cancer history, background cancer pain
characteristics, and BTcP characteristics were summarized
using descriptive statistics. Change from baseline to the end
of the treatment period in interference subscale and global
scores on the modified BPI-7S questionnaire were calculated,
as well 95 % confidence intervals (Cls) for global scores. The
mean change in global score was calculated by summing the
mean changes in subscale scores for each patient. The number
and percentage of patients recording each response for each
question on the patient’s global assessment of satisfaction
were calculated for baseline and the end of the treatment
period; the number and percentage of patients recording each
response on the patient’s global assessment of ease of use and
the PGIC were calculated for the end of the treatment period.
All patients who took at least one dose of FBT during the dose
titration period and recorded a response on the relevant ques-
tionnaires were included in these analyses.

All randomized patients who took at least one dose of study
medication during the continuation phase were included in the
safety analyses. AEs were summarized separately for each
study period by frequency, intensity, and relationship to study
drug; serious or otherwise significant AEs were also noted.
Analyses were performed using SAS® version 9.2 (SAS
Institute, Cary, NC).

Post hoc statistical analyses

A series of unplanned post hoc analyses were performed to
determine whether the observed effects of FBT on assess-
ments of QOL and patient satisfaction were statistically sig-
nificant. For modified BPI-7S and the patient’s global assess-
ment of satisfaction scores, paired #-tests were used to com-
pare change from baseline (visit 2) to final visit. For PGIC,
patients were categorized as “improved” (scores of 1-3 indi-
cating at least minimal improvement) or “not Improved”
(scores of 4—7 indicating no change or worsening) at the final
visit. The number of patients in each category was compared
using the binomial test. For the paired data, only observed data
were used. For the PGIC, patients with missing responses
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were counted as nonresponders. All analyses were two-sided,
and P<0.05 was the threshold for significance.

Results

Of the 442 patients screened, 330 were randomized, 281
entered the treatment period, 223 received at least one dose
of FBT in the treatment period, and 218 completed the treat-
ment period (Fig. 1). Of the 88 patients eligible for the open-
label continuation phase, 87 (99 %) received at least one dose
of study medication and were evaluated for safety in the
continuation phase. The median duration of treatment with
FBT during the continuation phase was 115 days (mean
204.2 days; range 1-684 days).

Fig. 1 Patient disposition. *One
patient was not included in the
total number of patients who
completed the study as a result of
a discrepancy in the data recorded

Patients had a mean (SD) age 0f 59.8 years (11.3) and mean
(SD) body mass index of 24.6 kg/m? (4.9).

Baseline cancer characteristics are summarized in Table 1.
Median time since first background cancer pain was
8.3 months. Etiology of background cancer pain was cancer
in the majority of patients (85.5 %) and a result of treatment of
malignancy in 11.8 % of patients. Background cancer pain
was located most frequently in the back (31.8 %), abdomen
(20.3 %), and chest (19.7 %). Background pain intensity was
stable throughout the study, with median scores of 4.0 across
the screening, titration, and treatment periods. All patients
were receiving opioid maintenance therapy. The most com-
mon opioid pain medications taken by patients were transder-
mal fentanyl (n=151; 45.8 %), oral morphine (n=75;22.7 %),
oral oxycodone (n=62; 18.8 %), and oral hydromorphone (n=
22; 6.7 %); a patient could have been counted more than once
if they were using combination therapy.

Patients screened
N=442

Excluded
n=112
Not dispensed study drug 99
Inclusion/exclusion criteria

.. © o\ bry .- not met 9
at visit 4 (final visit). "Patients Patients enrolled Consent withdrawn 3
may have had more than one n=330 Not enrolled by mistake 1
reason for discontinuing the
study. “FBT was not available
after visit 4 at sites in France, Titration FBT 100 pg Titration FBT 200 ug
Italy, Poland, and Spain n=156 n=174
Discontinued® Discontinued®
n=26 n=23
Adverse event 1 Adverse event 10
Lack of efficacy 4 Lack of efficacy 1
Unstable persistent Withdrew consent 6
cancer pain 1 :
s 5 Noncompliance 2
ithdrew consent Other 4
Noncompliance 3
Other 5 Treatment Period Discontinued®
n=281 n=62
Adverse event (startedin
previous period) 15
Completed Treatment Period Lack of efficacy 6
h=2182 Unstable persistent
Countries without cancer pain
Continuation Withdrew consent 11
n=52 Noncompliance
Countries with Continuation® Other 21
n=166
Discontinued®
n=61
Eligible for Continuation Phase Adverse event 32
n=88 Lack of efficacy 6
Unstable persistent cancer 3
pain
Withdrew consent 10
Completed Continuation Phase Noncompliance 3
n=27 Other 7
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Table 1  Baseline cancer characteristics

Characteristic Total (N=330)

Site of primary malignancy, n (%)

Breast 67 (20.3)
Lung 47 (14.2)
Colon/rectum 40 (12.1)
Prostate 25(7.6)
Head/neck 24(7.3)
Pancreas/stomach 24 (7.3)
Myeloma 9(2.7)
Esophageal 6 (1.8)
Leukemia/lymphoma 6 (1.8)
Other 82 (24.8)
Extent of disease, 1 (%)
Local 134 (40.6)
Metastatic
Bone 151 (45.8)
Liver 69 (20.9)
Lung 65 (19.7)
Other 93 (28.2)
Ongoing cancer treatments, n (%)*
Chemotherapy 87 (26.7)
Hormonal therapy 32(9.8)
Radiotherapy 13 (4.0)
Other 10 (3.1)

# Percentages are of patients providing information about treatments
received (n=326)

The median time since first episode of BTcP was
4.8 months (range 0-230.8 months). The relationship of BTcP
to persistent cancer pain was most frequently reported as flare-
up of persistent cancer pain (80.9 %), the physiology as mixed
(53.3 %), and the type of BTcP as spontaneous (66.2 %). The

Completely 10 -
Interferes

Mean Score * SE

Does Not

average daily frequency of BTcP was two to three episodes for
64.2 % of patients. The average time from onset to peak
intensity (without any treatment) was up to 30 min for
79.4 % of patients, and the average duration of BTcP episodes
(without any treatment) was reported as >30 min for 47.3 % of
patients, 10 to 30 min for 33 % of patients, and 0 to 10 min for
3.9 % of patients; the average duration was unknown in
15.8 % of patients. Most patients (93.6 %) took medication
to treat BTcP at baseline. The most commonly used analgesics
prior to study initiation included morphine (26.7 %) and
fentanyl (17.8 %).

Results for the primary efficacy measure have been report-
ed elsewhere [16]. A total of 245 patients (78.5 %) reached an
effective dose after titration; the most frequent effective doses
of FBT, as assessed by investigator, were 200 pg (39.6 % of
patients) and 400 pg (26.9 % of patients).

Assessments
Modified BPI-7S questionnaire

Mean scores on all seven items of the interference subscale of
the modified BPI-7S (general activity, mood, walking ability,
normal work, relations with other people, sleep, and enjoy-
ment of life) were significantly decreased from baseline to the
end of treatment period (all P<0.0001) (Fig. 2). The largest
improvement was seen for enjoyment of life (mean change -
1.5), and the smallest improvement was seen for walking
ability (mean change —0.9). Mean global score for the modi-
fied BPI-7S decreased from 39.7 (95 % CI137.5, 41.8; n=210)
at baseline to 31.6 (95 % CI 29.3, 33.8; n=2006) at the end of
the treatment period (mean decrease —8.6; 95 % CI —10.5,
—6.7; P<0.0001), indicating a statistically significant im-
provement in patients’ functional status after treatment with
FBT.

O Baseline
@ Final Visit

Interfere
Mood

General
Activity

Ability ®

Walking  Normal Work Relationships

Sleep Enjoyment of
with Others Life

BPI-7S Subscale

Fig. 2 Mean (SE) modified BPI-7S scores at baseline and the end of the
treatment period. BPI-7S=seven-item interference subscale of the
modified Brief Pain Inventory. *P<0.0001 vs. baseline, based on a

paired #-test. *Values for baseline and final visit were determined by
rounding, and change between values before rounding is —0.9353
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Patient’s global assessment of satisfaction and ease of use

Patient satisfaction was significantly improved after treatment
with FBT, based on six of eight items on the patient’s Global
assessment of satisfaction (Fig. 3). Changes from baseline
indicated statistically significant improvements with FBT vs.
baseline BTcP treatment on the items patient-reported satis-
faction with medication safety, comfort with use in public,
quick relief of pain allowing the patient to sleep, adequate
relief, ability to work fast, and overall satisfaction with FBT
compared with prior BTcP medication (each P<0.0001)
(Fig. 3). Likewise, the majority (83.3 %) of patients at the
end of the treatment period responded that FBT was “very
easy” (32.1 %) or “easy” (51.2 %) to use when asked, “Did
you find this treatment easy/convenient to use for treatment
through your BTcP episodes?” Only 3.3 % of patients report-
ed that the ease/convenience of use was “poor” for FBT.

PGIC

Responses to the PGIC showed that 155 out of 208 patients
(74.5 %) considered their overall status to have improved
from baseline at the end of the treatment period vs. 53
(25.5 %) who reported no change or worsening (P<0.001).

Safety and tolerability of FBT

Safety data from the titration and treatment periods have been
previously reported [16] and did not show any major concerns
for the use of FBT at doses up to 800 pg. Nausea, vomiting,
somnolence, and dizziness were the most frequent treatment-
related AEs in the titration period, and application site

erythema and application site swelling were the most frequent
treatment-related AEs in the treatment period.

Patients included in the continuation safety analysis (n=87)
had received FBT treatment for a median of 115.0 days.
During the continuation phase, treatment-related AEs consid-
ered by the investigator to be possibly, probably, or definitely
related to study medication were reported for 14 patients
(16.1 %). The most common treatment-related AEs included
application site erythema (6.9 %), application site swelling
(4.6 %), and vertigo (4.6 %) (Table 2). The percentage of
patients with abnormal oral mucosal findings was low
throughout the continuation phase (generally <5 % patients
at each visit).

The majority of serious AEs in the continuation phase were
considered by the investigator to be related to underlying
disease. Serious AEs were reported in 37 (42.5 %) patients
(Table 2). Among the serious AEs, fatal outcomes were re-
ported for 29 (78.4 %) patients. The primary cause of death in
the continuation phase was malignant neoplasm progression
(n=15). A total of 25 (28.7 %) patients had an AE leading to
withdrawal from the continuation phase of the study; the most
common AE leading to withdrawal was malignant neoplasm
progression and/or development of new cancer in 12 patients
(13.8 %).

Discussion

Findings from the present pan-European, multicenter study
indicate that in opioid-tolerant cancer patients with well-
controlled background pain, open-label treatment of BTcP

Very much 4.0 O Baseline
. B Final Visit
* 35
*
3.0 -
o 30 3.0
+I
9_.) 25
o
8 2.0 - 2.1
c
©
(]
=
1.0 |
Notatall 0.0 . =205 ~ |n=205] ~ |n=205] n=203 n=205 n=205 n=205 In=206
Safe Comfortable Understand Relieves Pain  Provides Works Fast Easy to Take Satisfied with
in Public Instructions Quickly Adequate BTcP
Relief Treatment

Patient’s Global Assessment of Satisfaction

Fig. 3 Mean (SE) scores on patient’s global assessment of satisfaction
with breakthrough pain medication at baseline and with fentanyl buccal
tablet at the end of the treatment period. Values reflect scores at baseline
(with previous BTcP medication) and at the final visit (with FBT).
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Responses were made on a five-point numeric scale (0=not at all, 1=a
little bit, 2=somewhat, 3=quite a bit, and 4=very much). B7cP
breakthrough cancer pain. *P<0.0001 vs. baseline, based on a paired ¢
test
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Table 2 Treatment-related and serious adverse events reported in >2
patients administering fentanyl buccal tablet in the continuation phase

No. of patients (%) Continuation phase

(n=87)
Patients with >1 treatment-related adverse 14 (16.1)
event
Application site erythema 6(6.9)
Application site swelling 4 (4.6)
Vertigo 4 (4.6)
Nausea 2(2.3)
Somnolence 2(2.3)
Constipation 2(2.3)
Patients with >1 serious adverse event 37 (42.5)
Malignant neoplasm progression 15(17.2)
New malignant neoplasm or metastases 8(9.2)
Anemia 334
Dyspnea 334
Vomiting 3(33.4)
Ileus 2(23)
Pyrexia 2(2.3)
Urinary tract infection 2(2.3)
Back pain 2(2.3)
Renal failure 2(2.3)

episodes with FBT (100 to 800 pg) significantly decreased
interference of BTcP in daily function; at the end of the 4-
week open-label treatment period, significant improvements
in global and subscale scores of the modified BPI-7S ques-
tionnaire were observed, with the greatest improvement re-
ported for enjoyment of life. At the end of the 4-week treat-
ment period, most patients indicated they were satisfied with
FBT treatment of BTcP and most reported an improvement in
overall status.

The majority of patients in the present investigation report-
ed experiencing two to three BTcP episodes per day at screen-
ing. This level of BTcP had a significant negative effect on
daily functioning and QOL based on responses on the modi-
fied BPI-7S. Patients at baseline reported that BTcP interfered
the most with normal work, enjoyment of life, mood, and
general activity. This is consistent with previous findings in
patients [2, 9]. In these studies, scores on the BPI-7S demon-
strated that patients with cancer and BTcP had significant
impairment across all domains of functioning compared with
patients with cancer and no BTcP, with the greatest effect on
normal work, mood, and general activity. Similarly, broad
impairments in functioning and QOL due to breakthrough
pain have been described based on BPI scores in patients with
noncancer chronic pain [19]. Such findings underscore the
need for improving the management of BTcP.

After treatment with FBT for BTcP in the present study, the
mean modified BPI-7S global score decreased significantly

(i.e., improved) by —8.6 points from baseline to the end of the
treatment period, with statistically significant decreases seen
in all scores on the interference subscale. The greatest relative
improvement from baseline was reported for enjoyment of life
(—1.5 points); other subscales that showed improvements of a
generally similar magnitude were mood (—1.4), sleep (—1.4),
and normal work (—1.3). These findings suggest that manag-
ing BTcP episodes with FBT can reduce the negative effects of
BTcP on physical, psychological, and social functioning.
Similar improvements in QOL have been observed in clinical
studies of other rapid-onset opioids [19, 21-23]. The effect of
FBT (100 to 800 pg) on pain-related anxiety was evaluated in
a multicenter, open-label study in opioid-tolerant patients with
chronic pain (primarily noncancer pain) experiencing one to
four BTcP episodes daily [21]. The study did not statistically
significantly reduce Pain Anxiety Symptoms Scale total score
(primary outcome measure) but did show significant improve-
ments from baseline to 4 weeks in measures of cognitive
anxiety, depression, and pain interference [21]. In another
study in opioid-tolerant cancer patients, BPI scores signifi-
cantly improved from baseline after 6 months of BTcP treat-
ment with open-label sublingual fentanyl orally disintegrating
tablet (ODT) [22]. Similarly, a phase 4 study of sublingual
fentanyl ODT for BTcP in opioid-tolerant cancer patients
demonstrated statistically significant improvements in daily
functioning and reductions in the prevalence of anxiety and
depression over a 28-day observation period [23]. Hence, the
current findings are consistent with a growing body of litera-
ture indicating that effective management of BTcP can signif-
icantly improve patient QOL.

In the current study, 83 % of patients found FBT easy/very
easy to use, and levels of satisfaction with FBT were signifi-
cantly greater than they were at baseline with prior therapy.
Patients also reported greater satisfaction with rapidity and
adequacy of pain relief with FBT compared with previous
BTcP medication. These findings are consistent with those
reported for other rapid-onset opioids [24, 25]. The relatively
low overall frequency of treatment-related AEs in the current
study (6.7 % of patients reported at least one in the treatment
period) [16] may have contributed to the high rates of patient
satisfaction with FBT, although the open-label design of the
study may have also led to underreporting of AEs.

A relatively low incidence of treatment-related AEs
(16.1 %) was reported in the continuation phase of this study,
during which patients received FBT for a median of
115.0 days. No new safety concerns were suggested with
extended use of FBT. The most frequently observed AEs were
characteristic of patients with cancer and receiving opioid
therapy. The use of fentanyl-based maintenance therapy with
FBT did not substantially modify the safety profile observed
with use of ongoing opioid maintenance therapy.

Several limitations of the current findings should be con-
sidered. The study had an open-label design and the two arms
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of the study consisted of different doses of the same formula-
tion (rather than different formulations). Additionally, ob-
served therapeutic effects of FBT may be related, at least in
part, to other, uncontrolled factors, such as patient bias (e.g.,
“placebo effect”). The use of rescue medication for BTcP
episodes that did not resolve with FBT treatment was permit-
ted; concurrent use of rescue medication may have influenced
observed decreases in interference in functioning and ratings
of treatment satisfaction and overall status. The extent of this
influence, however, is likely limited, as BTcP episodes for
which rescue medication was used were relatively infrequent
(8.5 % of episodes during the treatment period) [16]. The 4-
week treatment period was brief and did not allow character-
ization of changes in QOL with longer-term FBT therapy for
BTcP. Notably, previous studies characterizing BTcP were
conducted at single clinical sites and evaluated relatively
homogeneous patient populations [1, 2, 4, 5] and thus may
not be generalizable to a broader population. By contrast, the
current study was carried out at 135 sites across seven Euro-
pean countries and included a more demographically and
clinically diverse patient population than previously
described.

Conclusions

A variety of strategies are used to manage BTcP, includ-
ing treatment of the underlying cause of the pain, avoid-
ance or treatment of the precipitating factors of the pain,
modification of the background analgesic regimen
(“around the clock medication”), use of “rescue medica-
tion” (“breakthrough medication™), use of non-
pharmacologic methods, and use of interventional tech-
niques [7]. However, the cornerstone of the management
of BTcP episodes is the use of rescue medication and, in
most cases, the most appropriate rescue medication will
be an opioid analgesic. The choice of opioid analgesic
depends on a variety of factors [7], but there is undoubt-
edly a role for both the traditional oral opioid formula-
tions and the newer rapid onset (transmucosal) opioid
formulations.

The current study provides additional data to support the
efficacy and short- and long-term safety of FBT; it also pro-
vides evidence that the effective management of BTcP epi-
sodes with FBT has the potential to improve patient mood and
physical functioning (which are critical secondary outcomes
for management).
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