Study Number: N49-98-06-028
Study Dates: 6 May 1997 - 10 March 1998

Title of Study: A Multicenter, Double-Blind, Placebo-Controlled Comparison of the
Analgesic Activity of celecoxib 100 mg, celecoxib 200 mg, Propoxyphene Napsylate

100 mg with Acetaminophen 650 mg, and Placebo with Remedication Allowable in Post-
Orthopedic Surgical Patients.

Investigator and Location: 12 investigators in the United States, 11 of whom enrolled at
least one patient. '

Objectives:

The primary objective of this study was to compare the analgesic activity of two different
doses of celecoxib versus placebo for the first eight hours after the first dose of study
medication in post-orthopedic surgical patients who had moderate to severe pain.

The secondary objectives of this study were to:

1. Compare the analgesic activity of two different doses of celecoxib versus
placebo for the remainder of the first 24 hours after the first dose of study
medication;

2. Compare the analgesic activity of Darvocet-N® 50 (2 tablets) versus placebo
for the first 24 hours after the first dose of study medication;

3. Compare the analgesic activity of celecoxib (two different doses) and
Darvocet-N® 50 (2 tablets) for the first 24 hours after the first dose of study
medication;

4. Evaluate analgesic activity of celecoxib (two different doses) and
Darvocet-N® 50 (2 tablets) for treatment Days 2 to 5; and

5. Evaluate the safety of celecoxib (two different doses) in post-orthopedic
surgical patients with moderate to severe pain.

- Study Description

This was a multicenter, multiple dose, double-blind, placebo-controlled, randomized,

- parallel group comparison of the safety and analgesic efficacy of celecoxib 100 mg BID

- PRN, celecoxib 200 mg BID PRN, propoxyphene napsylate 100 mg and acetaminophen

~ 650 mg (two capsules, each containing one Darvocet-N® 50 tablet) QID PRN, or placebo
- QID PRN orally administered to patients with moderate to severe post-orthopedic
surgical pain. Efficacy was assessed at Baseline, and at 0.25, 0.50, 0.75, 1, 15,2,3,4,5,
6,7,8,9,10, 11, 12, 18 and 24 hours postdose using self-rating scales. At each
timepoint, levels of pain intensity (Categorical and Visual Analog Scale [VAS]) and pain
relief, as well as whether or not the pain was reduced by 50% were evaluated. Time to

- onset of meaningful pain relief was evaluated using a stopwatch. Pain intensity
(Categorical Scale) was assessed prior to any remedication on each of the treatment days
as well-as maximum pain and maximum pain relief every 24 hours following the first 24-
hour period. Patients who withdrew or required rescue analgesics prior to the one hour
assessments were replaced, and were not included in the efficacy analyses. Patients who
required rescue analgesics were dropped from the study. The duration of study drug

~ treatment was up to five days.
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Schedule of Observations and Procedures

Pretreatment Period (Up to 14 Treaiment Period Final
Days Prior to the First Dose of . Assessment®
_ Study Medication)
Screening | Surgery | Baseline | Day1 | Day 2 Day3 | Day4 | Day5

Medical History b3

Physical x X

Examination

Vital Signs X X X x{a) x (b) x (b) x (b) x (b) X

Clinical Lab x(c) x(c) x(c) X

Testing

Pregnancy Test x (d) x{e) x {e)

Pain x (f) x(g) x(h) x (h) x (h) x (h) x

Assessments ‘

APS Pain X X X X X X

Measure (i)

Study Drug x (j) X X X X X

Global x (k)

Evaluation

Symptoms/ b 4 x X X X X X

Meds

Diary Cards X X x X X X X

Bleeding Time x(c) x(c) x(c) ’

(SCIREX only)

12 Hour Urine X x x (1)

Collection

(SCIREX only)

*Day 5 or Early Termination.

a) Vital signs collected at 6, 12 and 24 hours after the first dose on Day 1.

b) Vital signs collected every 12 hours on each day. (Inpatients only)

c) Performed in the middie of the 12 hour urine coliection. (SCIREX site only)

d) Female patients of childbearing potential must have a serum pregnancy test within 14 days prior to first dose of
study medication (not collected on CRF).

e) Female patients of childbearing potential must have a negative urine pregnancy test just prior to first dose of study
medication. Pregnancy test performed at Final Assessment on outpatients only.

f)  Pain intensity only (Categorical and Visual Analog Scale).

g) Pain intensity, pain relief, pain at least half gone, Visual Analog Scale, Day 1 at 0.25, 0.50, 0.75, 1, 1.5, 2, 3, 4, 5, 6,
7.8,9, 10, 11, 12, 18 and 24 hours after the first dose of study medication and/or just prior to rescue medication.

h)  Pain intensity only (Categorical Scale) will be assessed prior to every dose of study medication. Maximum pain and
maximum pain relief will also be assessed every 24 hours and/or just prior fo rescue medication.

i} APS pain measure will be completed 24 hours after first dose of study medication on each day and/or just prior to
rescue analgesics.

j)  First dose of study medication will be administered within 54 hours after the end of anesthesia.

k) A Patient's Overall Global Evaluation will be completed on Day 5 or Earty Termination.

1) _Performed 24 hours after the first dose of study medication. (SCIREX site only)
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Eligibility:

1. Been 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 the first dose of study medication and a negative urine pregnancy test just |
before 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 orthopedic surgery for:

a. atotal or partial reconstruction procedure for the hip or

b. atotal or partial reconstruction procedure for the knee or

¢. amajor orthopedic procedure requiring open manipulation of bone with
periosteal elevation (without other concomitant or associated
medical/surgical problems) such as shoulder reconstruction, total hip or knee
replacement, open reduction and internal fixation of long bone fractures,
laminectomy, and osteotomy for acquired or congenital malformations.

5. If the patient received a parenteral analgesic, including patient controlled
analgesia (PCA), the patient must have tolerated at least one oral dose of an
analgesic which proved to be efficacious for at least three hours prior to
receiving the first dose of study medication within 54 hours after the end of
anesthesia.

6. If the patient did not receive a parenteral analgesic including PCA, the patient
was permitted administration of the first dose of study medication within
54 hours after the end of anesthesia.

7. Been expected to be hospitalized for at least 12 hours after the first dose of
study medication.

8. Had a Baseline pain intensity (Categorical Scale) level of moderate to severe.

9. Provided written informed consent prior to undergoing any procedures for this
study.
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Exclusions:

1. Planned bilateral orthopedic surgical procedure.

2. A history of uncontrolled chronic disease which, in the opinion of the
Investigator, would contraindicate study participation or confound interpretation
of the results. v

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

4. A diagnosis of having or had treatment initiated for esophageal, ghstric, pyloric
channel, or duodenal ulceration within 30 days prior to receiving the first dose
of study medication.

5. Any laboratory abnormality which, in the opinion of the Investigator, would
contraindicate study participation, including AST or ALT >1.5, creatinine >1.5,
or BUN >1.5 times the upper limit of the reference range.

6. A history of known analgesic or narcotic abuse.

7. An unwillingness to abstain from alcohol from surgery, throughout the course
of the study, and 24 hours after the last dose of study medication.

8. A known hypersensitivity to analgesics, NSAIDs, cyclooxygenase inhibitors, or
sulfonamides.

9. Use of any investigational medication within 30 days p}ior to the first dose of
study medication or during the course of the study.

10. Previous admission to this study.

11. Lactose intolerance requiring significant dietary modification or treatment with
enzyme supplementation.

12. Has cancer and has been in remission and off any treatment for less than two
years prior to study enroliment.

Treatments Administered:

—~ hard gelatin capsules containing either celecoxib 100 mg or 200 mg, each
identical in size and color;

— hard gelatin placebo capsules each identical in size and appearance to the
celecoxib capsules;

— hard gelatin capsules containing one Darvocet-N® 50 (propoxyphene napsylate
50 mg and acetaminophen 325 mg) tablet, each identical in size and appearance;
and
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— hard gelatin placebo capsules, identical in size and appearance to the capsules
containing the Darvocet-N® 50 tablets.

Randomization was stratified by gender.
Blinding:

Each patient was assigned four bottles of study medication (Bottles A, B, C, and D). For
patients randomized to an celecoxib group, Bottle A contained celecoxib (100 mg or

200 mg), Bottle B contained Darvocet-N® 50 placebo capsules, Bottle C contained
celecoxib placebo capsules and Bottle D contained Darvocet-N® 50 placebo capsules.
For patients randomized to receive Darvocet-N® 50, Bottle A contained celecoxib
placebo capsules, Bottle B contained Darvocet-N® 50, Bottle C contained celecoxib
placebo capsules, and Bottle D contained Darvocet-N® 50. For patients randomized to
receive placebo, Bottles A and C contained celecoxib celecoxib placebo capsules and
Bottles B and D contained Darvocet-N® 50 placebo capsules. Patients were instructed to
~ take 3 capsules up to four times a day as needed: 1 capsule from Bottle A and 2 capsules
from Bottle B for the first and second dose every 24 hour period and 1 capsule from
Bottle C and 2 capsules from Bottle D for the third and fourth dose every 24 hour period.
The first dose of medication was to be taken at least one hour before eating; subsequent

- doses could be taken with food.

Efficacy Assessment:

Patients remained in the study up to a maximum of five days and must have been
hospitalized for at least 12 hours after the first dose of study medication. A trained site
observer was present for all patient assessments during the patient’s hospitalization.
Patients continued to perform their pain assessments at home for up to five days or until
they took rescue medication, and recorded their pain assessments in the patient diaries. A
Nurse Observer telephoned the patients daily at home and ensured the patient had taken
study medication, evaluated and recorded adverse events and recorded rescue medication.
- The nurse observer also ensured the patient’s pain was adequately controlled, pain
assessments were performed and the global evaluation completed, and answered the
~ patient’s questions or concerns.
Patients underwent the following assessments at 0.25,0.50,0.75,1,1.5,2,3,4,5,6, 7, 8,
9,10, 11, 12, 18 and 24 hours postdose and/or just prior to rescue medication:

Pain Intensity (none = 0, severe = 3)

Pain Relief (none = 0, complete = 4)

Pain at Least Half Gone

Pain Intensity (VAS)
. Time to Meaningful Pain Relief (by one stopwatch)

Maximum Pain Intensity during the last 24 hours (none = 0, severe = 3)
. Maximum Pain Relief during the last b24 hours (none = 0, complete = 4)

10. Patient's Global Evaluation (poor = 1, excellent = 5)

In addition, the American Pain Society (APS) Pain Measure (19) was completed by each
- patient 24 hours after the first dose of study medication on each of the treatment days

©ONPWN -
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and/or just prior to rescue medication. The APS Pain Measure consisted of five questions
(for questions 2-5, scored 0-10, a lower score was better):

Have you experienced any pain in the past 24 hours? (yes or no)

How much pain are you having right now? (0-10)

Indicate the worst pain you have had in the past 24 hours. (0-10)

Indicate the average levcl of pain you have had in the past 24 hours. (0-10)
Indicate how pain has interfered with you in:

general activity (0-10)

mood (0-10)

walking ability (0-10) .

relations with other people (0-10) *
sleep (0-10) :

enjoyment of life (0-10)

obhwhN=

me ap o

Interim Efficacy Analysis
An interim analysis was performed on this study when approximately half of the patients
had been enrolled. An interim analysis plan was issued before the interim data set closed.
An independent Data Monitoring Committee conducted the interim efficacy analysis and
made the recommendation to continue the trial as planned. The recommendation was
communicated to the Head of Programming and Statistics and the Executive Director,
Clinical Research, at Searle without unblinding Searle personnel. The results of the
interim analysis were not disseminated to non-committee members. The efficacy
measurements included in the interim analysis were: time-specific PID (Categorical

( 3 Scale), PR, and PRID.
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RESULTS:

Disposition of Patients

A total of 255 patients were enrolled at 11 centers and were randomized to receive one of
four t-eatments for up to five days: 68 patients received celecoxib 100 mg BID PRN,

62 patients received celecoxib 200 mg BID PRN, 65 patients received Darvocet-N® 50 (2
tablets) QID PRN, and 60 patients received placebo. Three patients completed the study

and 252 patients withdrew prior to completing the study. The reasons for withdrawal

from the study, displayed by treatment group, are shown in the table below. The large
number of patients who dropped was, in part, related to the definition of a completed .
patient. A completed patient was defined as one who completed 5 days of the study.
Therefore, patients who were discharged from the hospital prior to completion of the 5

days were classified as premature terminations from the study because of noncompliance.

Table 1: Reasons For Study Termination

Placebo Celecoxib Celecoxib Darvocet N
100mg BID PRN 200mg BID PRN 100 mg QID PRN
{N= 60) (N=68) (N=62) (N=865)
Completed Study 1(2%) 1(1%) 0 (0%) 1 (2%)
Withdrawn 59( 98%) 67 (99%) 62 (100%) 64 (98%)
L Reason For Withdrawal
- Lost To Follow- Up 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Pre- Existing Violation 2(3%) 3(4%) 0 (0%) 0 (0%)
Protocol Non- Compliance 3 (5%) 16 (24%) 10 (16%) 19 (29%)
Treatment Failure / Rescue Medication 51 (85%) 47 (69%) 43 (69%) 44 (68%)
Adverse Events 3(5%) 1(1%) 9 (15%) 1 (2%)

Baseline demographic characteristics are presented in Tables 2 and 3.

The treatment groups were comparable (p>0.175) for age, race, and gender. For all
patients, the age range was 19 to 87 years (p=0.175). Across treatment groups, 50% to
55% of the patients were male (p=0.930) and 83% to 95% were Caucasian (p=0.248).
All treatment groups were comparable (p>0.459) with respect to height, weight, vital
signs, and diastolic blood pressure at Baseline. Across treatment groups, the mean
systolic blood pressure values ranged from 122.8 mmHg to 132.2 mmHg, and were
statistically significantly different (p=0.012), although the differences were not clinically
relevant.
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Table 2: Baseline Demographic Characteristics

Placebo Celecoxib Celecoxib Darvocet N
100mg BID PRN 200mg BID PRN 100mg QID PRN
(N= 60) (N=68) (N=62) (N=65) p- VALUE
AGE (Years) : 0.175 (a)
N 60 68 62 65
Mean 522 85.7 59.0 56.4
Std Dev 16.52 16.35 16.10 1573
Median 495 575 62.0 57.0
Range 23-87 19-82 21-86 27-84
<30 5( 8%) T7(10%) 2( 3%) 4( 6%)
30- 39 12(20%) 3( 4%) 5( 8%) 6( 9%)
40- 49 13( 22%) 10( 15%) 12( 19%) 13(20%)
50- 59 9 15%) 16( 24%) 9 15%) 14( 22%)
60- 69 9( 15%) 18( 26%) 14( 23%) 11( 17%)
70-79 10( 17%) 12( 18%) 15( 24%) 13(20%)
>=80 2( 3%) 2( 3%) 5( 8%) 4( 6%)
Race/ Ethnic Origin 0.248 (b)
Asian o 0%) o 0%) 0( 0%) 0( 0%)
Black 7(12%) 3 4%) 1 2%) 5( 8%)
Caucasian 51( 85%) 60( 88%) 5§9(95%) 54(83%)
Hispanic 2( 3%) 3 4%) 2( 3%) 3( 5%)
Other O( 0%) 2( 3%) 0 0%) 3( 5%)
Total 60( 100%) 68( 100%) 62( 100%) 65( 100%)
Gender 0.930 (b)
Female 30( 50%) 31( 46%) 28(45%) 29( 45%)
Male 30( 50%) 37(54%) 34( 55%) 36( 55%)
Total 60( 100%) 68( 100%) 62( 100%) 65( 100%)
(a) Two- Way Analysis of Variance with treatment group and center as factors.
(b) Pearson Chi- Square.
Table 3
Additional Baseline Characteristics
Placebo Celecoxib Celecoxib Darvocet N
100mg BID PRN  200mg BID PRN  100mg QID PRN
{N= 60) (N=68) (N=62) : (N= 65) p- VALUE (a)
HEIGHT (Cm) 0.818
N 60 67 61 65
Mean 170.02 171.90 170.97 170.85
Std Dev 11.723 11.076 9.823 11.844
Median 168.85 172.20 170.20 17020
WEIGHT (Kg) 0.952
N - 60 68 62 64
Mean 83.68 83.99 83.69 85.44
Std Dev 19217 17.601 18.820 19.556
Median 82.80 81.65 82.85 83.90
( (a) Two- Way Analysis of Variance with treatment group and center as factors.
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Slimmary of Orthopedic Surgery and Baseline Pain Data

A summary of orthopedic surgery information and Baseline Pain Intensity (Categorical
Variables) is presented in Table 7. The type of surgical procedure performed (total
reconstruction of the hip or knee, partial reconstruction of the hip or knee, hip or knee
replacement, or other) was comparable across treatment groups (p=0.548). The Baseline
Pain Intensity (moderate or severe) was also comparable across treatment groups

(p=0.297).

Table 4: Summary Of Orthopedic Surgery And Baseline Pain Data (Categorical Variables)

Placebo  Celecoxid Celecoxib Darvocet N
100mg BID PRN 200mg BID PRN  100mg QID PRN
(N=60) (N=68) (N=62) (N= 65) p- VALUE (a)
Surgical Procedure 0.548
Total Reconstruction Of The Hip S5( 8%) 4 { 6%) 3( 5%) S5( 8%)
Total Reconstruction Of The Knee 3 ( 5%) 9(13%) 7(11%) 5( 8%)
Partial Reconstruction Of The Hip 1 ( 2%) 0( 0%) 0( 0%) 0( 0%)
Partial Reconstruction Of The Knee 1 ( 2%) 3( 4%) 0( 0%) 1( 2%)
Hip Replacement 4 ( 7%) 6( 9%) 6 (10%) 11 (17%)
Knee Replacement 9(15%) 10(15%) 8 (13%) 13 (20%)
Other 37(62%) 36(53%) 38 (61%) 30 (46%)
Total 60 (100%) 68 (100%) 62 (100%) 65 (100%)
Baseline Pain Intensity (Categorical Rating) 0.297
Moderate 41(68%) 52 (76%) 39 (64%) 50 (77%)
Severe 19(32%) 16 (24%) 22 ( 36%) 15 (23%)
Total 60 (100%) 68 (100%) 61 (100%) 65 (100%)

(a) Cochran- Mantel- Haensze! (General Association) test stratified by center for pain intensity.
Note: For patients whose surgery indicated more than one surgical category, only the principal procedure is summarized.

A summary of orthopedic surgery and Baseline Pain Intensity (Continuous Vanables) is
presented in Table 8. All treatment groups were comparable with respect to duration of
surgery, time from end of anesthesia until taking study medication and Baseline Pain
Intensity (Visual Analog Scale [VAS]) (p>0.279). Mean duration of surgery across
treatment groups was 1:45 to 1:60 (hour:minutes). Mean time from end of anesthesia
until taking study medication was 30:03 to 33:54 (hour:minutes). Mean Baseline Pain
Intensity (VAS) across treatment groups was 57.4 mm to 61.0 mm (0 to 100 mm scale).
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Table 5: Summary Of Orthopedic Surgery And Baseline Pain Data (Continuous Variables)

Placebo Celecoxib Celecoxib Darvocet N
‘1,00mg BID 200mg BID PRN  100mg QID PRN
RN
(N= 60) (N= 68) {N= 62) (N= 65) p- VALUE (a)

Duration Of Surgery (Hh: Mm) ] 0.370

N 60 68 62 65

Mean 1:45 1:48 1:60 1: 50

Std Dev 0: 49 0: 44 1:06 1:03

Median 1:40 1: 40 1: 51 1:40
Time (Hh: Mm) From End Of Anesthesia 0.279
Until Taking Study Medication

N 60 68 60 65

Mean 30: 03 30: 38 33: 54 33:39

Std Dev 14: 45 15: 37 14: 49 16: 02

Median 27: 40 29: 54 40: 28 40: 20
Baseline Pain Intensity Visual 0.437
Analog Scale

N 60 68 61 64

Mean 60.7 574 61.0 57.4

Std Dev 18.57 17.55 18.54 17.63

Median 64.0 56.0 57.0 57.0

(a) Two- way Analysis of Vanance with treatment group and center as factors.

Efficacy Analysis

Of the 246 patients in the ITT Cohort on Day 1, only 48 patients entered the Day 2 and
this number was further reduced by day 5 of the study (see table). Therefor, the planned
statistical tests for variables obtained on Day 2 through Day 5 were not carried out due to
the small number of patients remaining in the study.

" Disposition of Patients Throughout The Stud

=% Table 6::Number-Of Patients Entered This StudyDay -

Placebo Celecoxib Celecoxib Darvocet
100mg 200mg N-100

Day 1 59 66 58 61
Day 2 4 16 1 17
Day 3 3 8 5 10
Day 4 1 5 3 3

Day 5 1 3 3 1
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Analysis of Primary Measures of Efficacy

- Tables 9 and 10 present the mean PID (Categorical Scale) scores for the first 24 hours for
the BOCF single dose and multiple dose analyses, respectively. Mean scores for

- celecoxib 100 mg BID PRN and 200 mg BID PRN were numerically greater than placebo
+ at 0.75 through 24 hours postdose in both the single dose and multiple dose analyses with
the exception of celecoxib 100 mg BID PRN at the 1.0 hour post dose assessment.

- However, these differences were statistically significant for celecoxib 200 mg BID PRN

- compared to placebo at the 6.0 and 7.0 hour assessment times only, in the single dose
analysis and at the 6.0 hour assessment time only, in the multiple dose analysis.

Tables 11 and 12 present the mean PID (Categorical Scale) scores for the LOCF single
dose and multiple dose analyses, respectively. Mean scores for celecoxib 100 mg BID
PRN and 200 mg BID PRN were numerically greater than placebo at 0.75 through 24
hours postdose in both the single dose and multiple dose analyses with the exception of
celecoxib 100 mg BID PRN at the 1.0 hour post dose assessment. However, these
differences were statistically significant for celecoxib 200 mg BID PRN compared to
placebo at the 6.0 through 8.0 hour assessment times only, for the single dose analysis

and at the 6.0 through 8.0, 10.0, and 12.0 through 24 hour assessment times only, for the
- multiple dose analysis.

Within the celecoxib treatment groups, the mean PID (Categorical Scale) scores for the
celecoxib 200 mg BID PRN group were numerically greater than for the celecoxib

100 mg BID PRN group at the 1.0 through 24 hour assessment times for both the BOCF
and LOCF analyses with the exception of 4.0 hours postdose (BOCF single dose) and
11.0 hours postdose (BOCF multiple dose). The numerical differences between the
celecoxib treatment groups were statistically significant only at the 7.0 hour assessment
- time for the BOCF single dose analysis (Tables 9-12).

- The mean PID (Categorical Scale) scores for Darvocet-N® 50 (2 tablets) QID PRN were
statistically significant compared to placebo at the 1.0 though 6.0 hour assessment times
for the BOCF single dose analysis; the 1.0 through 18.0 hour assessment times for the

- BOCF multiple dose analysis; and at the 1.0 through 24 hour assessment times for the

- LOCF single dose and multiple dose analyses (Tables 9-12).

The mean PID (Categorical Scale) scores for Darvocet-N® (2 tablets) QID PRN for the
BOCF single dose analysis were statistically significant at the 2.0 though 4.0 hour
assessment times compared to celecoxib 200 mg BID PRN and at the 1.0 and 2.0 though
5.0 hour assessment times compared to celecoxib 100 mg BID PRN (Table 9). The mean
PID (Categorical Scale) scores for Darvocet-N® 50 (2 tablets) QID PRN for the BOCF
multiple dose analysis were statistically significant at the 2.0, 3.0, 4.0, 8.0, 9.0 and 11.0
hour assessment times compared to celecoxib 200 mg BID PRN and at the 1.0 and 2.0
through 18 hour assessment times compared to celecoxib 100 mg BID PRN (Table 10).
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The mean PID (Categorical Scale) scores for Darvocet-N® 50 (2 tablets) QID PRN were
statistically significant at the 2.0 through 4.0 hour assessment times compared to
celecoxib 200 mg BID PRN for the LOCF single dose and multiple dose analyses, and at
the 1.0 through 24 hour assessment times compared to celecoxib 100 mg BID PRN for
the LOCF single dose and multiple dose analyses (Tables 11 and 12).

There were statistically significant effects for center and surgery type as well as a
treatment by center interaction at various timepoints. Further subgroup analyses were
performed for the time-specific primary efficacy measures by center and surgery type.
These analyses did not reveal any consistent pattern across timepoints (Tables 9-12).

Overall, for the BOCF (single dose and multiple dose) and LOCF (single dose and
multiple dose) analyses, celecoxib was numerically greater in mean PID (Categorical
Scale) scores compared to placebo. However, this superiority did not show any
statistically significant consistency over the first 24 hours and did not show statistically
significant superiority at all during the first 5 hours postdose. Darvocet-N®50 (2 tablets)
QID PRN was statistically significant superior compared to placebo at the 1.0 though 6.0
hour assessment times for the BOCF single dose analysis; at the 1.0 through 18.0 hour
assessment times for the BOCF multiple dose analysis; and at the 1.0 through 24 hour
assessment times for the LOCF single dose and multiple dose analyses, thus validating
this pain model for the first 24 hours.
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Table 9: Pain Intensity
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Table 9: Pain Intensity Difference (BOCF) - Single Dose Analysis
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‘Fable 10: Pain Intensity Difference (BOCF) — Multiple Dose Analysis
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‘Table 10: Pain Intensity Difference (BOCF) - Multiple Dose Analysis
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Table 10: Pain Intensity Difference (BOCF) - Multiple Dose Analysis
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Table 11: Pain Intensity Difference (LOCF) - Single Dose Analysis
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Table 12: Pain Intensity Difference (LOCF) - Multiple Dose Analvsis
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Table 12: Pain Intensity Difference (LOCF) - Multiple Dose
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Mean Pain Relief S Over T
Tables 13 and 14 present the mean PR scores for the first 24 hours for the BOCF single
dose and muitiple dose analyses, respectively. Mean scores for celecoxib 100 mg BID
PRN and 200 mg BID PRN were numerically greater than placebo at 0.75 through 24
hours postdose in both the single dose and muitiple dose analyses. However, these
differences were statistically significant only at the 4.0 hour (BOCEF single dose) and 5.0
(BOCF multipie dose) for celecoxib 100 mg BID PRN and only at 6.0 hours (BOCF

single dose) and 9.0 hours (BOCF multiple dose) for celecoxib 200 mg BID PRN
compared to placebo.

Tables 15 and 16 present the mean PR scores for the first 24 hours for the LOCF single
dose and multiple dose analyses, respectively. Mean scores for celecoxib 100 mg BID
PRN and 200 mg BID PRN were numerically greater than placebo at 0.75 through 24
hours postdose in both the single dose and multiple dose analyses. These differences
were statistically significant for celecoxib 100 mg BID PRN at 4.0 and 5.0 hours (LOCF
single dose) and at 4.0, 5.0, 9.0 through 12.0 and 24 hours (LOCF multiple dose)
compared to placebo. These differences were statistically significant for celecoxib

200 mg BID PRN at 4.0, 6.0, 7.0, and 24 hours (LOCEF single dose) and 4.0 through 12.0
and 24 hours (LOCF multiple dose) compared to placebo.

Within the celecoxib treatment groups, the mean PR scores for the celecoxib 200 mg BID
PRN group were numerically greater than for the celecoxib 100 mg BID PRN group at
0.75 through 3.0, and 6.0 through 24 hours (BOCF single dose) and 0.75 through 3.0, 6.0
through 9.0 and 24 hours postdose (BOCF multiple dose). In the LOCF analyses mean
PR scores for celecoxib 200 mg BID PRN were numerically greater than for celecoxib
100 mg BID PRN at 0.75 through 1.5, 3.0 and 5.0 through 24 hours (LOCF single dose)
and at 0.75 through 1.5, 3.0 and 6.0 through 24 hours (LOCF multiple dose). None of

these differences between the celecoxib treatment groups were statistically significant
(Tables 13-16).

The mean PR scores for Darvocet-N® 50 (2 tablets) QID PRN were statistically
significant compared to placebo at the 2.0 through 6.0 assessment times for the BOCF
single dose analysis; the 2.0 through 18.0 hour assessment times for the BOCF multiple
dose analysis; the 2.0 through 7.0 and 24 hour assessments for the LOCF single dose

analysis; and at the 2.0 through 24 hour assessment times for the LOCF multiple dose
analysis (Tables 13-16).

The mean PR scores for Darvocet-N® 50 (2 tablets) QID PRN for the BOCF single dose
analysis were statistically significant at the 5.0 hour assessment time compared to
celecoxib 200 mg BID PRN and at the 2.0 and 5.0 hour assessment times compared to
celecoxib 100 mg BID PRN (Table 13). The mean PR scores for Darvocet-N€ 50 ()
tablets) QID PRN for the BOCF multiple dose analysis were statistically significant at the
5.0, 10.0, 11.0, and 18.% hour assessment times compared to celecoxib 200 mg BID PRN




and at the 2.0, 3.0, and 6.0 through 11.0 and 18 hour assessment times compared to
celecoxib 100 mg BID PRN (Table 14).

In the LOCF analyses the mean PR scores for Darvocet-N® 50 (2 tablets) QID PRN for
the LOCF multiple dose analysis were only statistically significant at the 6.0 and 18.0
hour assessment times compared to celecoxib 100 mg BID PRN.

There were statistically significant effects for center and surgery type as well as a

treatment by center interaction at various timepoints. Further subgroup analyses were
performed for the time-specific primary efficacy measures by center and surgery type.
These analyses did not reveal any consistent pattern across timepoints (Tables 13-16).

Overall, for the BOCF (single dose and multiple dose) and LOCF (single dose and
multiple dose) analyses, celecoxib was numerically greater in mean PR scores compared
to placebo. However, this superiority did not show any statistically significant
consistency over the first 24 hours and did not show statistically significant superiority at
all during the first 3 hours postdose. Darvocet-N® 50 (2 tablets) QID PRN was
statistically significant superior compared to placebo at the 2.0 though 6.0 hour
assessment times for the BOCF single dose analysis; at the 2.0 through 18.0 hour
assessment times for the BOCF multiple dose analysis; at the 2.0 through 7.0 and 24 hour
assessments for the LOCF single dose analysis; and at the 2.0 through 24 hour
assessment times for the LOCF multiple dose analysis, thus validating this pain model for
the first 24 hours.
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Table 14: Pain Relief (BOCF) - Mutltiple Dose Analysis
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Table 16: Pain Relief (1.LOCF) - Multiple Dose Analvsis
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Fable 16: Pain Relief (LOCF) - Multiple Dose Analvsis
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