























drug and three were placebo. Patients were to record their pain intensity before and at 5, 10,
15, 30, 45, and 60 minutes following each dose of study drug using an electronic diary.
Patients were permitted to use their previous rescue medication if adequate pain relief had not
occurred by 30 minutes after study drug. This is the same basic study design used for the
Actiq and Fentora efficacy studies.

One hundred fifty-two patients were enrolled and 151 began titration. Eighty-two patients
completed the titration period and entered the double-blind period. Lack of efficacy and
adverse event accounted for only 15 of the patients who failed titration according to the
applicant, but in the following table, Dr. Fields reevaluated the reasons for failed titration and
found an additional seven patients with adverse events from among the cases reported as
consent withdrawn or other.

Table 5 Reason for Discontinuation During Titration, FEN-201

Adjudicated by Adjudicated by
. . . . L Applicant Reviewer
Reason for Discontinuation During Titration % (%)
N=151
Consent Withdrawn 22(14.5) - 4(26)
Other - 11(7.2) ‘ 5(.3)
~ Adverse Event ] 10 (6.6) | 17 (11.2)
Noncompliance with e-diary 8(5.3) 12 (7.9)
Lack of Efficacy 5(3.3) 5(3.3)
Not Rx’ing 1 episode/day ' 5(3.3) 5(3.3)
Noncompliance with admin 3(2.0) 7 (4.6)
Did not use any study drug " - ‘ 3(2.0
Death ' | 3(2.0) 3(2.0)
Protocol Deviation 2(1.3) 4(2.6)
Completed titration but didn’t enter DB ' 1(0.6)  4(26)
 Lost to follow-up 0 0
Total ’ 69 69

Eighty-one of the 82 subjects received double-blind study medication and were included in the
ITT population, one patient failed to record any pain assessment with the first 30 minutes post
dose. Twelve subjects discontinued early during the double-blind period due to a variety of
reasons described by Dr. Fields.

The patients who were successfully titrated found effective and tolerable doses across the
spectrum of available strengths as shown below in the table from Dr. Fields’ review.
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Table 6 Doses Used in Double-Blind Study

BEMA strength (ng) | Double-blind phase N=81
n (%)
200 4(4.9)
400 15 (18.5)
600 23 (28.3)
800 19 (23.4) ’
1200 20 (24.6)

The primary efficacy endpoint was a comparison of the summed pain intensity difference at 30
minutes (SPID30) following active or placebo treatments for the intent-to-treat population.
Missing data were imputed using last observation carried forward. For subjects who used
rescue, the last score prior to rescue was imputed to the remaining time points. There was a
statistically significant difference in the SPID30 between the treatment groups favoring the
BEMA Fentanyl over placebo. Dr. Buenconsejo performed a reanalysis of the data and
additional sensitivity analyses and confirmed the findings. The SPID results are shown in the
following figure. The applicant did not plan any correction for multiplicity of the p-values at
the secondary time points after thirty minutes and these were to be considered exploratory
endpoints. The applicant applied a closed, sequential step down procedure for the time points
earlier than 30 minutes. Of the earlier time points, only the 15 minute SPID reached statistical
significance.
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