The protocol was identical to that of study #129.

d. Results

Figure33 shows the disposition of patients by treatment sequence and study
cycle. Figure 34 shows the disposition of patients by treatment sequence and
study medication. There were few study protocol violations including 33 for
“study medication not received in all treatment cycles.” There were significant
differences among groups with respect to age (p=.043), weight (p=.028),
temperature (p=.028), and resting heart rate (p=.034) at baseline.

Comment: These differences were unlikely to contribute significantly to this study.

The efficacy analyses were performed on the Intent-to-Treat (ITT) population,
defined as patients who took study medication in all three treatment periods, and
did not require rescue medication in any of the cycles prior to one hour, and did
not have two consecutive pain assessments interpolated by the same two values
within the first two hours. There were 121 patients in this cohort. Of the 154
patients randomized to the study, 33 did not receive study medication in all three
treatment periods (cycles) and were not included in the efficacy analyses.
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Figure 33: Patient disposition by treatment sequence and study cycle
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Source: Tables T! and T2.3.

Figure 34; Patient disposition by treatinent sequence and study medication
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2 Efficacy endpoints outcome

Analysis of primary efficacy measures:

Analyses of both SPID (8) and TOTPAR (8) based on the LOCF approach were

higher in the celecoxib treatment period than in the placebo treatment period (see
Figures 35 and 36) and these differences were significant. Naproxen was superior
to placebo and celecoxib.

Figure 35: SPID 8 results

T nt Group.

Placebo (N=121)

Caolocoxi (N=121)

Naproxen Sodium (N=121)

SPID(8)

641(C)

9.60 {(B)

11.71{A)

Treatnontswlhsaneloﬂeruendslgnlﬁwrﬂydﬂmm each other.

Sourca: Teble T7.1.

Figure 36: TOTPAR 8 results

Treatment Group Placabo (N=121) Colocondd (N=121 N Sodium {N=121
TOTPAR(S) 12.98 (C) 17.98 B) M2T(A)
Tmmmwhmahuumndmmm each other.

Source: Table 78.1.

Analyses of secondary efficacy measures:

The following endpoints were significantly different between celecoxib and
placebo, favoring celecoxib: time to rescue medication (Figure 37);
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Figure 37: Median time to rescue

Placebo Celecoxib  Naproxen Sodium
Treatment Group (N=121) (N=121) (N=121)
Patients Who Took Rescue 49 (40%) 30 (25%) 16 (13%)
Medication N (%)
Median Time to Rescue Medication >12:00(C) >12:00(B) >12:00(A)
(hr:min) +*
+ Kaplan-Meier estimate

* Cox regression stratified by patient applied as in Fisher’s protected LSD. Treatments with the
same letter are not significantly different from each other.
Source: Table T14.

PRID (1-12 hours); peak PID (1.41 for placebo versus 1.75 for celecoxib versus
2.04 for naproxen); SPID (12) (10.01 for placebo versus 14.66 for celecoxib
versus 18.10 for naproxen); peak PR (2.52 for placebo versus 3.15 for celecoxib
versus 3.55 for naproxen); TOTPAR (12) (20.10 for placebo versus 27.62 for
celecoxib versus 32.62 for naproxen); SPRID (8) and SPRID (12); patient’s
global assessment. However, time to onset of analgesia and time to onset of
perceptible or meaningful pain relief for celecoxib were not significantly different
from placebo (Figure 38).

Figure 38: Median time to onset of analgesia

Placebo Celecoxib Naproxen Sodium _
Treatment Group {N=121) (N=121) {(N=121)
Patients Who Experienced 83 (69%) 99 (82%) 109 (90%)
Analgesia N (%)
Median Time to Onset of Analgesia 01:27(B) 00:53(AB) 00:50(A)
{(hr:min) +*

+ Kaplan-Meier estimate

* Cox regression stratified by patient applied as in Fisher's protected least significant difference
(LSD). Treatments with the same letter are not significantly different from each other.

Source: Table T13.
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The mean PID score in the celecoxib treatment period was significantly different
from the mean score during the placebo treatment period at 1.5 hours, and
remained significant through the last assessment time point at 12 hours (Figure
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39). The mean PID score during the naproxen sodium treatment period was
significantly different from the mean score during the placebo treatment period
starting at 0.75 hour through the last assessment time point at 12 hours.

’ Figure 39: Mean PID scores

}——————— Celocoxid vs Placebo —————————4
}—————————— Naproxen Sodium vs Placebo ——————j

20- 48 Placebo (n=121)
-@ Colacoxib 400 mg (n=121)

15- ¥~ Naproxen Sodium 550 mg (n=121)
ol
S 10-
(3]
G
o 05-
=

0
-0.5 T T T Le ¥ T L § T T T T 1]
0 2 4 6 8 10 12
Hours

The mean PR score (figure 40) in the celecoxib treatment period was significantly
different from the effect of placebo at 1 hour, and remained significant through
the last assessment time point at 12 hours. The mean PR score during the
naproxen sodium treatment period was significantly different from the mean
scores during the placebo treatment period starting at 0.75 hour through the last
assessment time point at 12 hours.

. APPEARS THIS WAY
’ ON ORIGINAL
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Figure 40: Mean PR scores

Mean Score

b—————— Celecoxid vs placebo = ————v———}
p——————— Naproxen Sodium vs placebo ~—————4

3
1 - Placebo (n=121)
& Celecoxib 400 mg {(n=121)
-¥- Naproxen Sodium 550 mg (n=121)
2-
4 -
0 T T ¥ L T T T T T T 3
0 2 4 6 8 10 12

Fifty-four percent of patients during the celecoxib treatment period,

70% of patients during the naproxen sodium treatment period compared to 49% of

patients during the placebo treatment period, required only one dose of study
medication in the first 24 hours of the treatment period. A second dose of study
medication was sufficient to allow another 15%, 11% and 9% of patients in the
celecoxib, naproxen sodium and placebo treatment periods, respectively, to
complete the first 24 hours of each treatment period. After the first day of dosing
in each period, the majority of patients did not require additional study
medication. During the multiple dose assessment period the number of patients
remedicating declined rapidly and the secondary measures of efficacy including
mean daily maximum pain intensity, mean patient global evaluation and pain

. intensity before day 2 dose 1, were not significantly different between the

groups.
Re-analysis of efficacy data

A re-analysis of the data using the same approach as described in study 129 was

~ provided by the sponsor (Figure 41).
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Figure

41: Re-analysis of SPID and TOTPAR

Treatment SPID8 SPID12 TOTPARS TOTPARI2
Naproxen 12.11(6.01) A 18.54 (9.35) A 20.84 (7.59) 31.64(11.77) A
Celecoxib 9.16 (6.16) A 13.09(5.76) B 18.79 (8.86) 27.44(13.29 A
Placebo 6.70(6.14) B 10.25(1036) B 13.71 (9.63) 20.83(1527) B
Rx p value <.001 .001 <.001 <.001

For

For celecoxib SPIDS, but not SPID12 was significantly different compared to
placebo. For celecoxib, both TOTPARS and 12 were significantly different from
placebo. SPRIDS8 and 12 (not shown) was significantly different compared to
placebo. However, for celecoxib PID separated from placebo between hours 4-8
only. For PR the separation occurred at hours 3-9, and for PRID hours 4-8. Time
to onset of analgesia for celecoxib or naproxen was no different from placebo.
However, for time to rescue medication naproxen was significantly superior to
placebo but celecoxib was not.

the analysis using the conservative imputation method results are similar to the

sponsors original analysis.

e. Reviewers comments, conclusions, and summary for studies 129 and 130

The results of study 130 are consistent with those of study 129 and demonstrate
that a single dose of celecoxib is efficacious in the treatment of patients with
moderate to severe pain associated with primary dysmenorrhea. A statistical
evaluation of the multiple dose portion of both studies was not possible because
the number of patients remedicating on days 2-3 declined rapidly.

Both studies met their primary endpoints of SPID (8) and TOTPAR (8). SPID and
TOTPAR by themselves would not be sufficient for demonstrating efficacy for an
acute analgesic. However, in addition, secondary analyses demonstrated a
statistically significant effect of celecoxib over placebo for such measures as PID
(starting at 1.5 hours and continuing out to 12 hours); PR (1.5 to 12 hours); PRID
(1.5 to 12 hours) for study 129. For study 130, celecoxib was significantly
superior to placebo for PID (1.5-12 hours), PR (1-12 hours), and PRID (1-12
hours). The time to onset of analgesia while statistically different from placebo in
study 129, was not different in study 130, although it was within an hour.
However, the onset of perceptible pain relief and meaningful pain relief was no
different from placebo in either study. The reason for this is not clear but may be
related to the mild pain at baseline in this model. Time to rescue medication was
significantly different favoring celecoxib over placebo. Furthermore naproxen
was statistically superior to celecoxib for most measures.
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Of concern is that the trial design allowed for the evaluation of about 120 patients
per arm. In general the Analgesic Guidance recommends treatment arms for
single dose effect contain no more than 50-60 patients per arm for these types of
pain studies. Large trials may identify statistically significant but clinically
irrelevant differences compared to placebo. To address this and other concemns
the Division requested that the sponsor re-analyze the data using 2 methods
described under study 129. Using the method of conservative imputation and
examuning the ITT population (took at least one dose of study medication), the re-
analysis confirms the sponsors’ original analytical approach. For the re-analysis
of cycle 1 patients only, the results for study 129 confirm the sponsors’ original
analysis. However, study 130 fails at the primary endpoint SPID 12. In addition,
the time specific efficacy measures such as PID do not demonstrate statistical
superiority of celecoxib over placebo until hour 4 or after hour 8. For PR the
times are hours 3-9; for PRID hours 4-8 etc.

In conclusion: 1) celecoxib was superior to placebo for time specific measures of
efficacy starting at 1-1.5 hours and continuing up to 12 hours; 2) celecoxib was
superior to placebo for duration of effect as measured by median time to rescue
medication; 3) time to onset of perceptible pain relief showed to no difference
between placebo and celecoxib in these studies; 4) in general, the positive
comparator naproxen was superior to celecoxib. These results were corroborated
by additional sensitivity analyses; 5) this is not a good model for assessment of
multidose efficacy

3. Indication - management of acute pain

a. Trial N49-98-02-082

Single dose double blind placebo controlled comparison of the analgesic activity
of celecoxib 200 mg, hydrocodone 10 mg/acetaminophen 1000mg and placebo in
post-orthopedic surgical patients.

1.Objectives and rationale

The primary objective of this study was to compare the analgesic activity of
celecoxib 200 mg versus placebo in patients with moderate to severe pain
following orthopedic surgery. The secondary objective was to compare the
analgesic activity of hydrocodone 10 mg/acetaminophen 1000 mg versus placebo
in patients with moderate to severe pain following orthopedic surgery.

2. Design

The trial was a multicenter single dose double blind randomized placebo
controlled parallel group study. Patients who were experiencing moderate to
severe post-orthopedic surgery pain and met the inclusion and exclusion criteria
were admitted to the study and were randomly assigned to receive a single dose of
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celecoxib 200 mg, hydrocodone 10 mg/acetaminophen 1000 mg, or placebo.
Patients must have received their first dose of study medication within 54 hours
after the end of anesthesia. Pain was assessed by each patient at Baseline (0 hour),
and at 0.25, 0.50, 0.75, 1.0, 1.5, 2.0, 3.0, 4.0, 5.0, 6.0, 7.0, and 8.0 hours post
dose, or until rescue medication was administered, using self-rating scales. If the
patient required rescue medication during the study, the patient was dropped from
the study and no further pain assessments were conducted after rescue. The
duration of the treatment period was up to 8 hours after administration of study
medication.

3. Protocol
a. Population and procedures

Patients who were experiencing moderate to severe post-operative pain and who
met the inclusion and exclusion crniteria were admitted to the study. Pain was
assessed by each patient at baseline and multiple time points using self rating
scales. To qualify for the study candidates must have met the following inclusion
critenia:

1. Been male or female of legal age of consent or older;

2. If the patient was female, she had been using adequate contraception, not been
lactating, and had a negative serum pregnancy test within 14 days prior to
surgery and had a negative pregnancy test (urine or serum) at Baseline (prior to
administration of study medication);

3. Been in satisfactory health as determined by the Investigator on the basis of
medical history and physical examination;

4. Undergone an orthopedic surgery procedure, such as a total or partial hip
replacement or total or partial knee replacement or shoulder reconstruction.

5. Been administered the first dose of study medication within 54 hours after the
end of anesthesia;

6. If the patient had received a parenteral analgesic, including patient controlled
analgesia (PCA), subsequent to arrival in the recovery room, the patient must
have tolerated and derived some pain relief from at least one oral dose of
hydrocodone 10 mg/acetaminophen 1000 mg prior to receiving the first dose of
study medication;

Comment: the reason for this is unclear, although relief from oral hydrocodone
suggests that the patient was under medicated with use of PCA and there was
potential for improvement with the use of study medication.

7. If the patient had used medication, such as tricyclic anti-depressants, anti-
histamines, tranquilizers, neuroleptics, anti-emetics and parenteral analgesics
subsequent to the end of anesthesia, the patient must have waited a minimum of
three hours prior to receiving the first dose of study medication;

Comment: the washout for tricyclics is probably inadequate. However, baseline
pain intensity was similar for all treatment groups.
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8. Had a Baseline Pain Intensity 45 mm as measured on a Visual Analog scale.

9. Agreed to remain at facility allowing completion of protocol mandated pain
assessments and safety evaluations through 8 hours after administration of the
study medication; )

10. Provided written informed consent prior to undergoing any procedures for this
study.

Figure 42: Summary of protocol and evaluations

Prevoeatment Period (Up to 14 TREATMENT PERIOD
Days Prior to the First Dose of
Study Medication Hours
Screening Surgery Basee @ 25 S50 75 t 5 2 3 4 56 7 B Post
fne” ™'
Medical history x ;
x x
examination
Vital signs © x x ] by
Thnical lsboratory x x X
assessments
_Pregnancytest x x
Paw assessments * ,,T x x x X x X x x x X
Study drug <
Globat ation : x
Symptoms/ x x x x x X x x x x x
Medscations
Prior to of study madicatk
After pletion of the Ti Period or administration of rescue medication.

Vital signs coBected at Baseline (0 hour) and 8 hours after the first dose of study medication.

Female patients of childbeanng potential must have had a negative serum pregnancy test pnor 1o surgery (not collected

on CRF) and a negative pregnancy lest (urins of serum) prior to first doss of study medicabon.

o. Pain intensity [Catagosical and Visusl Analog Scale (VAS)), paln relief, pain at least halt gone, perceptible pain relief,
and meanngful pain refiefl will also be recorded.

. Pain intensity only (Categorical and VAS).

8.  Study medication admenistered within 54 hours after the end of anesthesia.

h. The Patient Global Evaluation was completed at the end of the Treatment Period or just prior to the use of rescue

medication.

anpgp

Candidates were not eligible for admission if they had any of the following:

1. scheduled surgical procedure, along with the orthopedic procedure, that was
expected to produce a greater degree of surgical trauma than the orthopedic
procedure alone;

2. Any cognitive impairment that would, in the Investigator’s opinion, preclude
study participation or compliance with protocol mandated procedures;

3. Dysphagia, difficulty swallowing capsules, or inability to tolerate oral
medication;

4. A diagnosis of having or having been treated for esophageal, gastric, pyloric
channel, or duodenal ulceration within 30 days prior to receiving the first dose
of study medication;

5. A history of uncontrolled chronic disease that, in the opinion of the
Investigator,

would contraindicate study participation or confound interpretation of results;
6. Had or had been treated for (i.e., surgery, chemotherapy, radiation therapy, etc.)
and/or had been in remission for any cancer other than basal cell carcinoma for
less than two years prior to screening;
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7. Any laboratory abnormality at screening that, in the opinion of the Investigator,
would contraindicate study participation, including AST, ALT, blood urea
nitrogen (BUN), or creatinine 1.5 times the upper limit of the reference range;
8. Lactose intolerance that required significant dietary modification or treatment
with enzyme supplementation;

9. A history of hypersensitivity to any NSAID, cyclooxygenase inhibitor,
sulfonamide, opiate, or analgesic that has a cross sensitivity to the medication
used in this study;

10. History of known alcohol, analgesic, or narcotic abuse within the two years
prior to screening;

11. Receipt of agents during the first 8 hours following administration of study
medication that could confound assessment of analgesic activity. Such
medications included tricyclic anti-depressants, tranquilizers, anti-histamines,
neuroleptics and anti-emetics;

12. Unwillingness to abstain from the routine use of NSAIDs and analgesics
during this study, except aspirin <325 mg per day used for cardiovascular
prophylaxis;

13. Received any investigational medication within the 30 days prior to the first
dose of study medication or was scheduled to receive any investigational drug
other than celecoxib during the course of this study;

14. An unwillingness to abstain from alcohol from the time of surgery through 24
hours after the completion of participation in the study;

15. Previous admission to this study.

Each patient was assigned two bottles with either celecoxib and placebo,
hydrocodone and placebo, or placebo in both. Study medication was administered
on site. Rescue medication was permitted at any time. Any patient requiring
rescue medication completed a pain assessment just prior to the taking the rescue
medication. The protocol and evaluations are summanzed in Figure 42.

b.Endpoints

The primary measures of efficacy were: PID (categorical) PR, PRID, time to
rescue medication, and time to onset of perceptible pain relief. The secondary
measures of efficacy were: PID (VAS), PPID, PPR, SPID 4,6,8; TOTPAR 4, 6, 8;

. SPRID 4, 6, 8; time first experienced 50% pain relief; time to onset of meaningful
pain relief; patients global evaluation. Other measures of efficacy were time to
onset of analgesia; SPID 3;TOTPAR 3; SPRID 3.

Comment: The primary measures of efficacy are preferred by the Division.
¢. Statistical consideration
_All analyses were based on the intent to treat cohort. Isolated missing values were

imputed using LOCF and BOCF. PID PR, PRID, TOTPAR etc were analyzed
using ANOVA with treatment, center, and patient’s pain intensity at baseline as



factors. Time to onset of meaningful pain relief etc. were analyzed using survival
analysis methods. The proportion of patients with 50% pain relief was analyzed
by pairwise Fisher’s Exact test.

Safety analyses were examined with scatter diagrams, shift tables, and a display
of descriptive statistics with paired t-test applied to mean changes from Baseline.

There were seven protocol violations including 2 in the placebo group, 2 in the
celecoxib treated group, and 3 in the hydrocodone group.

4. Results

The ITT cohort consisted of 200 patients. The treatment groups were comparable
for age, race, gender and with respect to height, weight, vital signs. Baseline pain
intensity was comparable across treatment groups.

Efficacy endpoint outcomes

For all of the analyses discussed below, the LOCF approach is discussed. Mean
PID scores for celecoxib treatment were numerically greater than placebo at .5
and 1 through 8 hours, and statistically significant at the 3 through 5 hour
assessment (see Figure 43). For hydrocodone the differences from placebo were
significant at the 2 through 5 hour assessment.

Figure 43 shows PID scores for hours 0-3; accompanying table provides PID
values at each time point and statistical comparison with placebo.
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Figure 43: Plot of PID scores for hours 0-3
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Figure 44: Plot of PID scores for hours 0-8
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Mean PR scores for celecoxib treatment were numerically greater than placebo at
the .5 through 8 hour assessment and statistically significant from 3 through 6
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hours (see Figure 44). For hydrocodone the differences from placebo were
significant at the 3 through 6 hour assessment.

Figure 45 provides PR scores for hours 0-3, and accompanying table provides PR
values and statistical comparisons with placebo.

Figure 45: Plot of PR scores for hours 0-3
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Figure 46: Plot of PR scores for hours 0-8
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Figure 46 provides PR scores for hours 0-8 and table provides PR scores for
hours 4-8.

Mean PRID for the celecoxib treatment was numerically greater than placebo for

the .5 and 1 through 8 hour assessment and statistically significant compared to
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placebo at the 3 through 5 hour assessment. For hydrocodone the differences from
placebo were significant at the 2 through 5 hour assessment.

Figures 47 and 48 and accompanying tables (following page) provides PRID
scores for hours 0-8.

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL
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Figure 47: Plot of PRID scores for hours 0-3
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Figure 48: Plot of PRID scores for hours 0-8
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For the preceding endpoints, even the positive comparator did not separate from
placebo for the first 2-3 hours.
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Patient Praction
Qemaining in Trial

Rescue meciication was taken by 56 (86%) placebo, 49 (72%) celecoxib, and 50

(75%) hydrocodone group. The median time to rescue was longer for celecoxib
than placebo but this was not significant. The rescue time for hydrocodone was

longer than placebo and this was significant (figure 49).

Figure 49: Time to rescue medication
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For time to onset of perceptible pain relief there were no differences between any

of the groups.

APPEARS THIS WAY
ON ORIGINAL

73



Figure 50: Time to onset of perceptible pain relief
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Analysis of secondary efficacy measures:

For PID (VAS), celecoxib treatment was significantly different from placebo at
the 5 hour assessment only, while for hydrocodone differences were significant at
2, 3, and 5 hours.

PPID (categorical) and PPR for celecoxib and hydrocodone were not significantly
different from placebo. For PPID (VAS) only hydrocodone was significantly

* different from placebo. For patient global assessment there were no significant
differences between groups.

The following parameters showed significant differences between celecoxib and
placebo: SPID 8 (categorical); SPRID 8.

" The following did not show any significant differences between celecoxib and
placebo: SPID 4, 6, 8 (VAS); TOTPAR 3, 4, 6, 8; time first experienced at least

50% pain relief; percent of patients experiencing at least 50% pain relief; time to
meaningful pain relief; time to onset of analgesia.

Reviewers comments
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There is evidence of efficacy of celecoxib for some primary endpoints.
Specifically, for the time specific measures of efficacy, celecoxib differs from
placebo starting at 2-3 hours continuing only until 5-6 hours post dose. Time to
rescue medication was not significantly different from placebo. Time to onset of
perceptible pain relief was also not different from placebo.

Therefore, the sponsor has not demonstrated the efficacy of celecoxib in this
model of acute pain. It is likely that this is a poor model for demonstrating
efficacy of celecoxib because of the initial severity of pain in the post-operative
setting.

5. Indication - Acute pain

a. Trial N49-98-02-083

Single dose double blind placebo controlled comparison of the analgesic activity
of celecoxib 200 mg, hydrocodone 10mg/acetominophen 1000 mg and placebo in
post-general surgical patients.

b. Objectives and rationale

The primary objective of this study was to compare the analgesic activity of
celecoxib 200 mg versus placebo in patients with moderate to severe pain
following hysterectomy (with or without bilateral salpingo-oophorectomy). The
secondary objective was to compare the analgesic activity of
hydrocodone/acetaminophen versus placebo in patients with moderate to severe
pain following hysterectomy.

b. Design

This was a multi-center single dose double blind randomized placebo controlled
parallel group comparison similar to study 082.
Figure 51: Treatment protocol and evaluation

(next page)
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APPEARS THIS .
ON ORIGINAL

Pretreatment Period (Up to 14 TREATMENT PERIOD

Days Prior to the First Dose of

Study Medication Hours

Screening Surgery Basee O 25 50 75 1 15 2 3 4 5 6 7 8 Post

fne ° T’

Medical history x
Pl x - x
examination
Vital signs ¢ x x X
Chnical laboratory X X X
assessments
Pregnancy test ¢ x X I
Pain assessments’ £ X x X x x x x|x x x x x
Study drug x*
Global evaluation " x
Symptoms/ x X x X X X X X XjXx X x Xx x
Medications
a.  Prior to administration of study medication.
b.  After completion of the Treatment Period or administration of rescue medication.
c. Vial signs collected at Baseline (0 hour) and 8 hours after the first dose of study medication.
d. Female patients of chidbearing potential must have had a negative serum pregnancy test pnor to surgery (not

coflected on CRF) and a negative pregnancy test (urine or serum) prior to first dose of study medication.

relief.

-

Pain intensity (Categorical and VAS), pain refief, pain at least half gone, perceptible pain refief, and meaningtul pain

Pain intensity only (Categorical and VAS).

g. Study drug administered within 54 hours after the end of anesthesia.
h.  The Patient Global Evaluation was completed at the end of the Treatment Period or just prior to rescue analgesia.

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL
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c. Protocol
1 Population

Patients who were experiencing moderate to severe post-operative pain and met
all inclusion and exclusion criteria were admitted into the study. Patients with
moderate to severe pain after general surgical procedures were enrolled and
randomized.

To qualify for study participation, candidates must have:

1. Been male or female of legal age of consent or older;

2. If the patient was female, she had been using adequate contraception, not been
lactating, and had a negative serum pregnancy test within 14 days prior to
surgery and had a negative pregnancy test (urine or serum) at Baseline (prior to
administration of study medication) unless the surgical procedure was a
hysterectomy, which would obviate the possibility of a Baseline pregnancy;

3. Been in satisfactory health as determined by the Investigator on the basis of
medical history and physical examination;

4. Undergone a non-orthopedic surgical procedure such as hysterectomy with or
without salpingo-oophorectomy;

5. Been administered study medication within 54 hours after the end of
anesthesia;

6. If, subsequent to arrival in the recovery room, the patient had received a
parenteral analgesic, including patient controlled analgesia (PCA), the patient
must have tolerated and denived some pain relief from at least one oral dose of
hydrocodone 10 mg/acetaminophen 1000 mg prior to receiving the first dose of
study drug;

7. Waited a minimum of three hours prior to receiving the first dose of study
medication if the patient had used tricyclic antidepressants, antihistamines,
tranquilizers, neuroleptics, anti-emetics, or parenteral analgesics subsequent to
the end of anesthesia;

8. Had a Baseline Pain Intensity 45 mm measured on a Visual Analog scale
(VAS),

9. Agreed to remain at the study facility through completion of the protocol
mandated pain assessments and safety evaluations for 8 hours after
administration of the study medication;

10. Provided written informed consent prior to admission to the study.

Candidates were not eligible if they had any of the following:

1. Any other surgical procedure, along with the non-orthopedic procedure, that
was expected to produce a greater degree of surgical trauma than the non-
orthopedic surgical procedure alone;

2. Any cognitive impairment that would, in the Investigator’s opinion, preclude
study participation or compliance with protocol mandated procedures;

3. Dysphagia, difficulty swallowing capsules, or inability to tolerate oral
medication;
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4. A diagnosis of having or having been treated for esophageal, gastric, pyloric
channel, or duodenal ulceration within the 30 days prior to receiving the study
medication;

5. A history of any uncontrolled chronic disease that, in the opinion of the
Investigator, would contraindicate study participation or confound interpretation
of results;

6. Been treated for any cancer (i.¢., surgery, chemotherapy, radiation therapy,
etc.) and/or been 1n remission for any cancer other than basal cell carcinoma for
less than two years prior to Screening;

7. Any laboratory abnormality at Screening that, in the opinion of the
Investigator, would have contraindicated study participation, including AST,
ALT, blood urea nitrogen (BUN), or creatinine *1.5 times the upper limit of the
reference range;

8. Lactose intolerance that required significant dietary modification or treatment
with enzyme supplementation;

9. A history of hypersensitivity to any NSAID, cyclooxygenase inhibitor,
sulfonamides, opiates, or any analgesic that has a cross sensitivity to the
medications used in this study;

10. A history of known alcohol, analgesic, or narcotic substance abuse within the
two years prior to screening;

11. Receipt of agents during the first 8 hours following administration of study
drug that could confound assessment of analgesic activity (i.e., tricyclic
antidepressants, tranquilizers, antihistamines, neuroleptics, and anti-emetics),
12. Unwillingness to abstain from the routine use of NSAIDs and analgesics
during this study, except aspirin <325 mg per day used for cardiovascular
prophylaxis;

13. Received any investigational medication within the 30 days prior to
administration of study medication or was scheduled to receive any
investigational drug (other than celecoxib) during the course of the study;

14. Unwillingness to abstain from alcohol from the time of surgery through 24
hours after the completion of participation in the study;

15. Previously admitted to this study.

2 Endpoints

Same as study 082.

3 Statistical considerations

s

Same as study 082.

d. Results

1. Patient disposition
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One hundred and ninety ei
out; therefore the ITT coh
were similar for all group,
patients were female. Th
groups.

ght patients were enrolled at 7 centers and 2 dropped
ort consisted of 196 patients. Baseline demographics

s including age, race, height, weight, and vital signs. All
ere was no difference in baseline pain intensity for the

2. Efficacy endpoints outcomes
Analysis of primary endpoints:

The mean PID (categorical) scores for celecoxib using the LOCF approach were
significantly different compared to placebo at the 3 through 8 hour assessments,

while for hydrocodone the differences were significant at the 2 through 8 hour
assessments (see Figures 52 and 53).

APPEARS THIS way
ON ORIGINAL

‘APPEARS THiS way
ON ORIGINAL

APPEARS TRIT Ay
ON ORIGixAL
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Figure 53:Plot of PID scores for hours 0-8
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Mean PR scores for celecoxib treatment were significantly different from placebo
at the 3 through 8 hour assessment, while for hydrocodone the differences were
significant at the 1.5 through 8 hour assessment (see Figures 54 and 55).
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Figure 55:Plot of PR scores for hours 0-8
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Mean PRID (categorical) for celecoxib was statistically different from placebo at
the 3 through 8 hour assessment, while for hydrocodone the differences were
significant at the 2 through 8 hour assessments (see Figures 56 and 57).
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Figure 56 :Plot of PRID scores for hours 0-3
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Figure 57: Plot of PRID scores for hours 0-8
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In general, the positive comparator separated from placebo only starting at 1.5-2
, hours, while celecoxib did not separate from placebo until 3 hours post dose.

t

The time to rescue medication in the celecoxib group was significantly different
from placebo, and likewise for hydrocodone (see Figure 58).
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Figure 58: Time to rescue medication
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Time to onset of perceptible pain relief was not significantly different for the
celecoxib treatment; however the differences for hydrocodone were also not

significant (see Figure 59).

Figure 59: Time to onset of perceptible pain relief
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Analysis of secondary efficacy measures: .

The following secondary measures demonstrated differences that were
statistically different comparing celecoxib and placebo, favoring celecoxib: PID
(VAS) at 4 through 8 hours; SPID (categorical) at 6 and 8 hours; SPID (VAS) at 8
hours only; TOTPAR at 6 and 8 hours; SPRID at 6 and 8 hours; percent of
patients experiencing at least 50% pain relief at 6 through 8 hours,

The following secondary measures for celecoxib did not show statistically
significant differences from placebo: PPID (categorical); PPID (VAS); PPR; time
first experienced 50% pain relief; time to meaningful pain relief; time to onset of
analgesia.

€. Reviewer’s comments

This study demonstrates that for some of the primary efficacy measures celecoxib
is superior to placebo in regards to analgesic efficacy. Specifically, celecoxib was
superior to placebo for time to remedication. However, it was not superior to
placebo for time to onset of perceptible pain relief. In addition, for the time
specific measures of efficacy celecoxib differed from placebo starting at 3 hours
post dose and continued up to 8 hours. Hydrocodone differed from placebo
starting at 1.5-2 hours post dose through 8 hours. However, time to onset of .
perceptible pain relief was also not significantly different comparing hydrocodone
to placebo.

Therefore, for this model of pain the data do not support the conclusion that
celecoxib is superior to placebo. Celecoxib appears to provide marginal analgesia
at later time points after dosing, but did not appear efficacious at early time points
of treatment as a significant effect was not seen until 3 hours post dose.

4. Indication-management of acute pain

a. Trial N49-99-06-085

Randomized double blind placebo controlled single dose and active controlled
multiple dose assessment of the analgesic activity of celecoxib 200 mg in post-
orthopedic surgical patients.

/

b. Objectives and rationale
The primary objectives of this study were to compare the analgesic efficacy of

single dose of celecoxib 200 mg versus placebo during the first 8 hours after
study medication in patients with moderate to severe pain following orthopedic
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surgery and to evaluate the safety of celecoxib 200 mg. The secondary objectives
of this study were to evaluate the analgesic efficacy and dosing regimen for
celecoxib 200 mg during the repeated dosing phase and to compare the analgesic
efficacy of a single dose of hydrocodone 10 mg/acetaminophen 1000mg versus
placebo in patients with moderate to severe pain following orthopedic surgery.

c. Design

This trial was a multi-center double blind randomized active and placebo
controlled single dose and active controlled multiple dose parallel group
comparison of the safety and efficacy of celecoxib 200 mg, hydrocodone 10
mg/acetaminophen 1000mg, orally administered to patients with moderate to
severe post-orthopedic surgical pain.

Patients who met the inclusion criteria were randomly assigned to receive either
celecoxib 200 mg, hydrocodone 10 mg/acetaminophen 1000 mg, or placebo. The
duration of the study was up to 5 days. The study was divided into two assessment
peniods, the SDAP and the MDAP. The duration of the SDAP was 8.0 hours after
the first dose of study medication. The duration of the MDAP was up to 5 days

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL

KPPEARS THIS WAY
ON ORIGINAL
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Figure 60: Protocol and evaluations for single and multiple dose periods

Pretreatment Period (Up to 14
Days Prior to the First Dose of

SINGLE-DOSE ASSESSMENT PERIOD

Study Medication) _
Screening Surgery Base- 0 25 5 15 3 5§ 6 7 8
fine *
Medical history X
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Exarmination x
Vital signs x x X
Clinicat x x
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Pain
Assassments © x x ) S x X X X X
Study drug *
Diary cards X X X X X X X X X X
hSﬁynﬁptmtsI' X x x X X X X ) 4 x x

a) Prior to administration of study medication.

b) Female patients of childbearing potental must have had a negative serum pregnancy test prior to surgery (not
collected ony CRF) and 3 negative pregnancy test (urine or serum) prior to first dose of study medication.

¢} Pain intensity (Categoncal and VAS), Pain Rehef, Pain at Least Half Gone, Perceptible Pain Refief, and Meaningful

Pain Rebef On Day 1, Hour 0, only Pain intensity {Categorical and VAS) was recorded
d) Pain Intensity only (Categoncal and VAS).

e) The first dose of study medication was administered within 24 hours after the end of anesthesia and patients

randomized to receive placebo as first dose received either SC-58635 200 mg or

hydrocodone 10 mg/acetanunophen 1000 g during the MDAP.

MULTIPLE-DOSE ASSESSMENT PERIOD

POSTTRE‘AT
MENT

Day 1

Day?2

Day 3

Day 5

Physical Examination

Day 4

Vital Signs

Clinical Laboratory Testing

Pregnancy Test 9

I I I

Pain A ts

Study Drug

| x

| x

Global Evaluation '

APS Pain Measure'

Symptoms/Medication

X

b

X

X

Diary Cards

X

X

X

X

AL AR B AL AR,

) Postireatment evaluations were casied out at the end of the study or at termination in either the SDAP or the

MDAP (within 72 hours after completion of the MDAP or administration of rescue medication).
9) Pregnancy test performed at Posttreatment on outpatients only {(not coliected on CRF).

h) Pain intensity only (Categorical) was assessed prior to every dose of study medication and, ¥ used, prior to rescue
bedtime.

medication. Maximum Pain Intensity and Maximum Pain Refief were assessed at

B APatient's Overall Global Evaluation was completed at bedtime on each of the treatment days and at the end of

the Treatment Period.

i} __APS Pain Measure was completed at the end of the MDAP.

APPEARS THIS WAY

ON ORIGINAL
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following the first dose of study medication. Patients who took one dose of rescue
medication during the SDAP were continued into the MDAP along with patients
who took no rescue medication. Patients who required a second dose of rescue
medication during the SDAP were discontinued from the study. In the MDAP,
any patient who had been randomized to placebo during the SDAP and who
continued into the MDAP, was blindly pre-assigned to receive either celecoxib
200 mg TID PRN or hydrocodone 10 mg/acetaminophen 1000 mg TID PRN; no
patients received placebo during this period. Remedication with study medication
was permitted no less than 8 hours after the first dose of study medication and
every 8 hours thereafter, up to three doses per day, as needed. Patients who
required rescue medication during the MDAP were discontinued from the study
whereas patients who remedicated with study medication remained in the study.

d. Protocol
1. Population and procedures

To qualify for the study candidates must meet the following inclusion criteria:
1. Been male or female of legal age of consent.
2. For women of childbearing potential, confirmed use of adequate contraception,
not been lactating, and had a negative serum pregnancy test within 14 days prior
to surgery and a negative pregnancy test (serum or unine) at Baseline prior to
receiving the first dose of study medication.
3. Been in satisfactory health as determined by the Investigator on the basis of
medical history and physical examination. )
4. Undergone uncomplicated orthopedic surgery for:
a. bunionectomy;
b. anterior cruciate ligament repair;
c. open reduction and intemal fixation of long bone fractures;
d. laminectomy;
e. osteotomy for acquired or congenital malformations; or
f. other orthopedic procedure requiring open manipulation of bone with
periosteal elevation.
S. Received the first dose of study medication within 24 hours after the end of
anesthesia.
6. If the patient had used an analgesic or other agent subsequent to the end of
anesthesia that could confound the analgesic response, the patient had to wait a
minimum of three hours prior to receiving the first dose of study medication.
Such medications included tricyclic antidepressants, tranquilizers, neuroleptics, -
neuroleptic anti-emetics (i.e. compazine, Phenergan, etc.), and analgesics.
) 7. Had a Baseline Pain Intensity >45 mm as measured on a Visual Analog scale

’ (VAS).
8. Been able to remain at a facility allowing completion of protocol mandated
pain assessments under the supervision of the site personnel through 8 hours after
the first dose of study medication.
9. Provided written informed consent prior to admission to this study.
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Candidates were not eligible for admission if they had any of the followmg

1. Undergone a total hip or total knee replacement.

2. Were scheduled to undergo any other surgical procedure, along with the
orthopedic procedure, that was expected to produce a greater degree of surgical
trauma than the orthopedic procedure alone.

3. Any cognitive impairment that would, in the Investigator’s opinion, preclude
study participation or compliance with protocol mandated procedures.

4. Dysphagia, difficulty swallowing capsules, or was unable to tolerate oral
medication.

5. Been diagnosed as having or had treatment initiated for esophageal, gastric,
pyloric channel, or duodenal ulceration within the 30 days prior to receiving the
first dose of study medication. '

6. A history of uncontrolled chronic disease that, in the opinion of the
Investigator, would have contraindicated study participation or confounded
interpretation of results.

7. Were being or had been treated for cancer (i.e., surgery, chemotherapy,
radiation therapy, etc.) and/or had been in remission for any cancer other than
basal cell carcinoma for less than two years prior to screening.

8. Had any laboratory abnormality at screening that, in the opinion of the
Investigator, would contraindicate study participation, including aspartate
transaminase (AST), alanine transaminase (ALT), blood urea nitrogen (BUN),
or creatinine >1.5 times the upper limit of the reference range.

9. Were lactose intolerant and required significant dietary modification or
treatment with enzyme supplementation.

10. Had a history of hypersensitivity to any NSAID, COX inhibitor,
sulfonamides, opiates or any analgesic that has a cross sensitivity to the
medications used in this study.

11. Had a history of known alcohol, analgesic, or narcotxc substance abuse within
the two years prior to screening.

12. Had long acting (greater than six hours) local anesthetics such as Marcaine
Oinjected into the index joint space at the time of arthroscopy.

13. Been treated with patient controlled analgesia (PCA) or NSAIDs subsequent
to the end of anesthesia.

14. Would have received agents during the first 8 hours following the first dose of
study medication that could confound assessment of analgesic efficacy. Such
medications included tricyclic antidepressants, neuroleptics, tranquilizers, and
neuroleptic anti-emetics.

15. Were unwilling to abstain from the routine use of NSAIDs and analgesics
during this study other than specified in Sections 4.4 and 4.5 of the protocol.
Aspirin <325 mg per day used for cardiovascular prophylaxis was exempt from
this exclusion.

16. Received any investigational medication within the 30 days prior to the first
dose of study medication or was scheduled to receive any investigational
medication other than celecoxib during the course of this study.

17. Were unwilling to abstain from alcohol from the time of surgery through
24 hours after the completion of participation in this study.
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18. Were previously admitted to this study.

19. The patient took corticosteroids (oral, [V, IM) or changed the dose regimen of
corticosteroids (oral, IV, IM) within four weeks before receiving the first dose

of study medication (doses of up to and including 10 mg prednisone or
equivalent/day were allowed if begun >4 weeks prior to receiving the first dose
of study medication).

Patients were randomized to receive 4 bottles of study medication with either
celecoxib and placebo or hydrocodone and placebo or placebo only for the single
dose assessment period (SDAP). Patients randomized to the placebo during SDAP
and who continued into the MDAP were blindly pre-assigned to receive either
celecoxib or hydrocodone.

Endpoints

The primary measures of efficacy for the SDAP were: PID (categorical), PR,
PRID, time to rescue medication, and time to onset of perceptible pain relief. The
secondary measures of efficacy were PID ( VAS), PPID, PPR, SPID 4,6,8,
TOTPAR 4,6,8, SPRID 4,6,8, time first experienced at least 50% pain relief,
proportion of patients who expenienced at least 50% pain relief, time to onset of
meaningful pain relief. Other measures of efficacy for the SDAP were: time to
onset of analgesia, SPID 3, TOTPAR 3, SPRID 3.

Efficacy measurements for the MDAP included: the number of patients who
dropped out due to treatment failure/rescue medication; number of doses of study --
medication taken; duration between two consecutive doses; maximum pain
intensity in the past 24 hours; maximum pain relief in the past 24 hours; APS pain
measure; patient’s global assessment; pain intensity before each dose of study
medication.

Statistical considerations

A sample size of 60 patients per treatment group was chosen to detect a difference
of at least .50 in the PID score with at least 80% power and an alpha level of .05.

There were eight protocol violations including 4 in the placebo group, 3 in the
celecoxib group, and one in the hydrocodone group, but no patient was
withdrawn.

Results

Patient disposition

All 198 randomized patients received a single dose of either celecoxib,
hydrocodone, or placebo. 176 patients entered the MDAP and 31 withdrew. In the
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SDAP there were 42 (61%) treatment failures in the placebo group, 29 (43%) in
the celecoxib group, and 29 (47%) in the hydrocodone group. In the MDAP there
were 5 (5%) patients terminated from the study for treatment failure in the
celecoxib group and 18 (21%) in the hydrocodone group.

In terms of baseline demographics, for the SDAP, the treatments were comparable
for race, gender. There was a statistically significant difference for age across
treatment groups (p=.03). For the MDAP baseline demographics were comparable
for race and gender but was again different for age. All groups were comparable
for height, weight, vital signs. The type of surgical procedure was comparable
across treatment groups. The baseline pain intensity was also comparable across
treatment groups.

Results
Analysis of primary efficacy measures:
For the SDAP:
Differences in mean PID (categorical) scores for celecoxib were statistically
significant compared to placebo at the 2 through 8 hour assessments. For

hydrocodone differences were significant compared to placebo at the 1 through 7
hour assessment (see Figures 61 and 62).

APPEARS THIS WAY
ON ORIGINAL -
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Figure 61 :Plot of PID scores for hours 0-3
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Figure 62:Plot of PID scores for hours 0-8
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Differences in mean PR scores for celecoxib were significant compared to
placebo at the 3 through 8 hour assessment. For hydrocodone these differences
;s were significant at the 1 through 8 hour assessment (see Figures 63 and 64).
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Differences in mean PRID for celecoxib were statistically significant compared to
placebo at the 3 through 8 hour assessment. For hydrocodone the differences were
significant at the 1 through 8 hour assessment (see Figures 65 and 66).

Figure 65: Plot of PRID scores for hours 0-3
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Figure 66: Plot of PRID scores for hours 0-8
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The difference in time to first rescue medication for celecoxib was significant
compared to placebo but at the .1 level. For hydrocodone the difference was
significant (p<.05) (figure 67).

Figure 67: Time to rescue medication
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Figure 68: Time to onset of perceptible pain relief

oo FLACENO
0—" u-sn.)s 20084
QCODOXE (ONGS ACETANIEOFEEE 1B0IRO

2 1.8~ - -
g o e > — !
T 3
e
- ¢ &-
M
2
.
e
8.3~
°.p~
v — ¥ — - - ¥ v — v
a X 2 2 . s ¢ ’ 1 3
108 to Ooser of Pertaptidie Fain Rafisf (Saors)
PATIRNTS 317
)ncn'xm.; 2 4 NEIDILN TINE 1B 953-CL 1I¥
TREATNERT ] 2 I} K ¢ RIX ¢n,2} g 2 NIF (¢l
itk I BT TR I 7
PIMCER e ] i gty 1 a8 B Qi

37 18% 1n'rntrnmxn"nrnmr*sunnn‘nngtn“pgt ki
. 1B} L T8k tesk 1504 as in Flaber's hoteete Sreatnents with the ssae letcer sre net
’ uu:nzll ﬁrnt froa e
{ed l! hod of 5ibaa es, Capcer nu hp, 1982,

The difference in time to onset of perceptible pain relief for celecoxib and
hydrocodone was not significantly different than placebo (Figure 68).
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Analysis of secondary efficacy measures:

The differences in PID (VAS) were statistically different compared to placebo at
the 2 through 8 hour assessments. For hydrocodone the differences were
significant at the 1 through 8 hour assessments.

The PPID and PPR scores for celecoxib were significantly different compared to
placebo. This was also true for hydrocodone.

The mean SPID (categorical) score differences for celecoxib and placebo were
statistically significant at the 4, 6, 8 hour assessments. For hydrocodone this
difference was significant at all time assessments. For SPID (VAS) the
differences were significant at all time points for both celecoxib and hydrocodone.

The differences in mean TOTPAR scores for celecoxib were significantly
different from placebo at the 4, 6, and 8 hour assessments. For hydrocodone these
differences were significant at all time points. For SPRID 3,4,6,8 hours celecoxib
was significantly different from placebo at the 4, 6, 8 hour assessments. For
hydrocodone the differences were significant at all assessment periods.

The median time to onset of 50% pain relief in the celecoxib treated group was
not significantly different than placebo. For hydrocodone the difference was
significant.

The percent of patients experiencing 50% pain relief was significantly different
for celecoxib versus placebo at the 4 through 8 hour assessments. For
hydrocodone the differences were significantly different at the 1 through 8 hour
assessments.

The time to onset of meaningful pain relief was significantly different comparing
celecoxib to placebo (p<05). The difference was also significant for the
hydrocodone group.

The median time to onset of analgesia was significantly different for celecoxib
_ versus placebo (p<.05). The same was true for hydrocodone.

For the MDAP:

For maximum pain intensity, pain relief and patients global evaluation the

numbers and proportions of patients in each category were numencally similar
- across treatment groups.

The number of patients who dropped out due to treatment failure/rescue

medication on days 2-5 for celecoxib was significantly less than those who
dropped out in the hydrocodone group.

101



The number of doses of study medication taken on days 2-5 showed no statistical
difference between the two groups.

The time between two consecutive doses on days 2-5 showed no numerical
differences.

The mean maximum pain intensity scores were statistically different at all
assessment times for days 2-5.

The mean maximum pain relief scores were not statistically different between the
two groups.

In response to the questions about pain using American Pain Society measures the
responses for celecoxib were statistically different (better) than for hydrocodone.

The mean patient global evaluation scores for celecoxib treatment were greater
than for hydrocodone. The differences between the two groups was statistically
significant (p=.024).

e. Reviewer’s comments:

For two of the primary endpoints, time to first rescue medication and time to
onset of perceptible pain relief, celecoxib was not supenor to placebo. For the
other endpoints such as the time specific efficacy measures celecoxib was
supernior to placebo for time points after 3 hours while hydrocodone was
significant from one hour on. Therefore in this study celecoxib showed only - -
marginal efficacy compared to placebo for acute pain. For the multiple dose
assessment period multiple endpoints were evaluated and no placebo control was
used. A few of these endpoints showed a significant benefit of celecoxib over
hydrocodone and the remainder were numerically similar to hydrocodone. This is
supportive of the efficacy in the multiple dose period. For a more complete
discussion see additional comments after study 086 and the discussion for the
multiple dose period.

7. Trial 086
Double blind placebo controlled single dose and active controlled multiple dose
assessment of the analgesic activity of celecoxib 200 mg in post orthopedic

surgical patients.

/" The objective, rationale, design, protocol, endpoints, statistical consideration are
all identical to protocol 085.

Results
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I Patient disposition/comparability

Two hundred twenty patients were enrolled and randomized to receive treatment;
74 received celecoxib, 74 received hydrocodone, and 72 patients received
placebo. For the SDAP there were no statistically significant differences across
the treatment groups in terms of age, race, gender. In the MDAP there were also
no differences between the two treatment groups. Groups were also comparable
for height, weight, and vital signs.

There were no differences between the treatment groups in terms of type of
surgery for the SDAP and MDAP. However, baseline differences were observed
in the baseline pain intensity measures (p=.027). There were more patients (30
(42%)) who reported severe pain at baseline in the placebo group compared to
patients in the celecoxib treatment (23(31%)) and 16 (22%) in the hydrocodone
treated group. For the MDAP, twice as many placebo patients with severe pain
were blindly assigned to the celecoxib treated group as were assigned to the
hydrocodone treated group. There was a statistically significant difference
(p=-009) in the time from end of anesthesia to the first dose of study medication.

2 Efficacy outcomes
Primary efficacy measures (for the SDAP):
Mean PID (categorical) scores for celecoxib were statistically significant
compared to placebo at the 4 through 8 hour assessments. For hydrocodone the
differences were not statistically significant at any assessment time. Comparing

celecoxib and hydrocodone the differences were significant only at 8 hours
(Figures 69 and 70).

APPEARS THIS WAY
ON ORIGINAL
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Figure 69:Plot of PID scores for hours 0-3
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MEAN P1D SCORES OVER TIME
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Mean PR scores (Figures 71 and 72) for the celecoxib group were significant
compared to placebo at the 4, 5, and 7 hour assessment. For hydrocodone the

differences were not significant at any assessment. Comparing celecoxib with
hydrocodone the differences were not significant at all assessments.
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Figure 71:Plot of PR scores for hours 0-3
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Figure 72 :Plot of PR scores for hours 0-8
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Mean PRID (categorical) for celecoxib compared to placebo was significant at the
4 and 5 hour assessments (Figure 73). For hydrocodone the differences were not
significant at any time point.
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