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Celecoxib Executive Summary

Significant Issues

o If approved, celecoxib would be the first so-called “COX-2 selective” agent .
approved in the U.S. In fact, as noted below, it is suggested that celecoxib be
called a “specific” COX-2 inhibitor. The biological and clinical implications of this
designation are, at present, not fully characterized.

e Although the single-dose, dental pain trials have established that celecoxib is
efficacious compared to placebo, the other postsurgical pain trials did not confirm
the analgesic properties of the proposed doses.

e Because serum bicarbonates were not measured, the NDA database cannot exclude
an adverse effect of celecoxib on acid-base balance.

e Celecoxib is efficacious in the treatment of the signs and symptoms of osteoarthritis
and rheumatoid arthritis at the proposed doses.

Highlights

¢ Endoscopic data with celecoxib have found that it is associated with fewer
endoscopically-defined ulcers as compared to duplicate studies with ibuprofen and
naproxen. However, celecoxib was associated with fewer ulcers in only one of two
such endoscopic studies with diclofenac.

o The overall safety profile of celecoxib suggests at this time that it is generally more
comparable to NSAIDs (ibuprofen, diclofenac, naproxen) than to placebo.

o If approved, celecoxib would be the first compound with properties similar to
currently understood NSAIDs to successfully employ the Western Ontario and
McMaster Universities (WOMAC) Osteoarthritis Index as well as the American
College of Rheumatology (ACR-20) Responder Index for rheumatoid arthritis in a
New Drug Application.
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BACKGROUND AND OVERVIEW:

Celecoxib (Cx) is the USAN name for 4-[5-(methylphenyl)-3-(trifluoromethyl)-1H-
pyrazol-1-yl]benzenesulfonamide which is a diarylsubstituted pyrazole compound. The
trade name for this same compound is Celebrex while the code name is SC-58635. Cx
was originally developed as a “selective” prostaglandin G/H synthase-2 (i.e. COX-2)
inhibitor. However, during the development of this compound, Cx is now presented
as a “specific” COX-2 inhibitor (SCI). According to current thinking, such “SCI
inhibitors” at therapeutic doses would inhibit COX-2 and would be maximally effective
in treating inflammation and pain, but would not inhibit COX-1 activity involved in
normal physiologic function (see below). In fact, many regard this compound as a new
class of anti-inflammatory and analgesic agents.

From studies dating back only to the late 1980’s and early 1990’s, it became clear that
there must be another isoform of human cyclooxygenase (COX), the enzyme which
catalyzes the rate-limiting step in converting arachidonic acid to prostaglandins (PG),
thromboxanes, and leukotrienes. For example, early experiments with endotoxin-
treated monocytes showed that the significant increase in PGE, was inhibited by
dexamethasone, this corticosteroid is not known to alter the transcription of COX-1.
Subsequently, the theory has evolved that COX-1 and COX-2 may subserve different
roles in the body. Originally, COX-1 was postulated to be a constitutive form of COX
involved in “house-keeping” functions, such as maintenance of the gastrointestinal (GI)
tract mucosal integrity, normal platelet function, and renal function while COX-2
represented the inducible form of COX involved in inflammation and pain. Similarly,
it was postulated early that COX-1 was present in all cells (and, most importantly, in
platelets) while COX-2 was only distributed at sites of inflammation, such as arthritic
joints; COX-2 was not present in platelets (since they lack the transcriptional
machinery necessary to produce this inducible enzyme).

Currently, it is appreciated that the COX story is much more complicated, and
potentially much more interesting. For example, it is now accepted that COX-2 can
also be constitutively expressed in areas like the kidney and brain whereas previously
these areas were felt to be devoid of any significant COX-2. The situation of whether
COX-2 is present in the human GI tract has also rapidly evolved in the last few years.
Early on, it was felt that COX-2 was not present in the human GI tract but now it is
clear that this enzyme in not only present in the lower GI tract, it is a target for
prophylactic therapy of colonic cancer. Similarly, COX-2 is now recognized to be
increased in the upper GI tract in situations of ulcer healing or infection with
Helicobacter pylori infection. Conversely, there is an understanding that COX-1 can
also be inducible under certain experimental systems and COX-1 may be upregulated in
situations when COX-2 is absent or blocked; animals models have been particularly
illustrative in this regard. Finally, it is becoming evident that COX-2 may also play
important roles in Alzheimer’s disease, cardiovascular disease, angiogenesis, along
with their already recognized important roles in inflammation, pain and pyrexia.
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While on the surface, NDA 20-998 might appear to represent just another drug to ,
-review, in reality one could easily argue it represents a test to the various hypotheses of
the proposed roles of COX-2 in human health and disease. While reviewing this NDA,
the reader is therefore encouraged to constantly question whether we are testing a drug,
a theory, or both with this compound? It will be of interest to see where this NDA
positions itself in the future in terms of helping to address some of these very important
biological and clinical questions. ‘

A total of 51 trials were submitted to support NDA 20-998. As detailed in the Table 1

below, these 51 trials have been divided by the Sponsor into three basic types of studies
(Phase 1, Arthritis, Postsurgical analgesia):

Table 1: Studies Included in NDA 20-998

TYPE OF STUDY NO. OF STUDY NUMBERS
STUDIES
Phase 1
) 9 001, 006, 009, 018, 019, 037, 044, 084, 088
Single dose
Multiple dose 11 003, 004, 010, 014, 015, 026, 032, 033, 043, 065, 069
Drug Interaction 7 017, 038, 039, 040, 050, 051, 072
Hepatic Impairment 1 016
Renal Impairment 1 038
Arthritis
-0A 5 020, 021, 054, 060, 087
Pivotal Efficacy 3 042, 013, 047
Supportive
RA
Pivotal Efficacy 2 022, 023
Supportive 2 041, 012
OA/RA combined 2 062, 071
Long-term open label 1 024
Postsurgical Analgesia
Dental pain
Pivotal Efficacy 3 025, 027, 070
. 1 005
Supportive
Surgical Pain
Pivotal Efficacy 1 028
Supportive 2 029, 080
Total 51

To facilitate review of the clinical aspect of this NDA, several different Divisions
within CDER have been engaged. In particular, these consultant reviews have focused
on platelet effect and function, along with the effects of Cx on the GI tract and kidneys.
This review will attempt to integrate the highlights of these critically important
consultant reviews but the interested reader is referred to these original reviews for in-
depth details.
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Osteoarthritis Efficacy
Ten studies were conducted to establish efficacy in OA. These trials consisted of both
placebo-controlled and active-controlled trials with durations from 2 to 12 weeks.
Also, a few of the trials (062, 071 and 042) employed “non-flare” designs and different
entry criteria, as discussed below. Some basic characteristics of these QA trials are

described in Table 2.

Table 2: Summary characteristics of Osteoarthritis trials:

12-Week Pivotal Studies
Ne. of
Protocol No. Investigators
Report No. Country(ies) Study Design
Short Title Start Date {Duration of Treatment) Treatment Regimen(s)
P: N49-96-02-020 72 investigators Randomized, Double-Blind, |Celecoxib 50 mg 81D,
R: N49-98-06-020 U.S. and Canada |Ptacebo-Controlled, Active 100 mgq BID, or 200 mg BID S
Controtied, Mutticenter, or Naproxen 500 mg BID i
Cefecoxib Comparative Safety and 5 Aug 1996 Parallel (12 Weeks) or Placebo g€
Efficacy vs Naproxen in OA of the Knee e
P: N49-96-02-021 80 Investigalors | Randomized, Double-Blind, | Calecoxit 50 mg BID. .9
R:  N49-98-06-021 U.8. and Canada |Placebo-Controlled, Active 100 mg BID, or 200 mg BID g (3
Controfled, Mutticenter, or Naproxen 500 mg 8ID U
Cetecoxib Comparative Etficacy and 26 Aug 1896  |Parailel (12 Weeks) or Placebo
UGI Satety vs Naproxen in OA of the &a-@mi
Knee po— .
1P N49-96-02-054 ‘1125 Investigators  |Randomized, Deuble-Blind,  |Celecoxib 50 mg BID, m
R: N49-98-06-054 U.S. and Canada JPtaoeooComoued, Active 1100 mg BID, or 200 mg BID -
Controdied, Multicenter, or Naproxen 500 mg BID iy
Celecoxib Comparative Safsty and 9Jan 1997  |Paraliel (12 Weeks) or Placsbo £
Efficacy vs Naproxen in QA of the Hip o ﬁ
6-Week Pivotal Studies Ty
No. of
Protocol No. Investigators
Report No. Country(les) Stady Design
Short Title Start Date {Duration of Treatment) Treatment Regimen(s)
P:  N49-96-02-060 51lnvestigators  |Randomized, Double-Blind,  |Celecoxib 100 mg BID or
R:  N49-98-06-060 United States Placebo-Controlled, Celecoxib 200mg QD or /
Muiticenter, Paratiel |Placebo #
QD vs BID Efficacy in OA of the Knee 29 May 1997  |(6 Weeks) 3
P:  N49-98-02-087 101 Investigators  |Randomized, Double-Blind, |Celecoxib 100 mg BID or
R:  N49-98-06-087 United States Placebo-Controlied, Celecoxib 200mg QO or
Muiticenter, Paraliel Placebo
QD vs BID Efficacy in OA of the Knee 28 Jan 1998 |(6 Weeks) |
Placebo-Controlled Supportive Studies
No. of
Pratocot No. investigators
Report No. Country(ies) Study Design
Short Title Start Date (Duration of Treatment Treatment Regimen(s)
P N49-96-02-047 26 Investigators  |Randomized. Double-Blind, |Celecoxib 25 mg 8ID.
R:  N49-97-06-047 United States Placebo-Controlied, 100 mg BID or 400 mg BID
Multicenter, Paratie! or Placebo
Dose-ranging Efficacy in OA 9 Jan 1997 {4 Weeks)
P:  N49-86-02-013 26 Investigators Randomized, Double-Blind, |Celecoxib 40 mg BID,
R: N49.96-16-013 United States Placebo-Controited, 100 mg BID or 200 mg BID
Multicenter, Paralte! or Placebe
Pilot Efficacy in OA 26 Jan 1996 {2 Weeks)
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_Active-(,‘ontrolled Supportive Studies

- No. of ?‘3&‘
Protocol No. Investigators L3
Report No. Country(ies) Study Design Bt
Short Title Start Date {Duration of Treatment) Treatment Regimen(s) éf’}%
P:  149-96-02-042 129 investigators  |Randomized, Double-Biind,  [Calecoxib 100 mg BiD or £ Wﬁ
R:  149-98-06-042 20 countries in Active Controlied, Muiticenter, | Diclofenac 50 mg BID "
Australia, Europe |Paraliel {6 Weeks) .
Ex-U.S. OA Trial and South Africa ‘ Rk
Ed
2 Dec 1996 . m
P N49-97-02-062 75 Investigators in |Randomized, Double-Blind, |Celecoxib 200 mg BID or ‘
R:  N49-98-06-062 Unitad States Active Controlied, Multicenter, [Naproxen 500 mg BID R
Parallel (12 Weeks) £59
Comparative Incidence of UGH Ulcers: 13 May 1997 i /53
Celacoxib vs Naproxen in Patients with .
OA and RA S
P: N49-97-02-071 121 investigators  |Randomized, Double-Blind, |Celecoxib 200mg BID or e
R: N49-88-06-071 in United Sates Active Controlled, Multicenter, | Diclofenac 75 mg BID or Rk
Paraligl (12 Weeks) {buprofen 800 mg YID
Comparative Incidence of UG! Ulcers: 21 Jul 1997 E s
Celecoxib vs Diclofenac and ibuprofen m
in Patients with OA and RA ;ﬂ " -j

Reviewer’s comment: Since all the placebo-controlled trials employed the
same primary endpoints (as noted below), this review will focus primarily on
two 12-week protocols (i.e. 020 and 054) to discuss the efficacy and dose-
response characteristics of Cx; these trials are considered “pivotal” by the
sponsor. In addition, two trials (i.e. 060 and 087) will also be reviewed since
these studies explored the question of efficacy with different dosing regimens
of Cx (i.e. BID vs. QD). The results of other protocols will be added and/or
summarized as appropriate.

Study Characteristics:

As noted in Table 2 above, studies 020 and 054 were double-blind, placebo-controlled,
multicenter, parallel group comparisons of Cx versus placebo and naproxen in patients
with OA of the knee (020) and hip (054). Protocol 054 was amended on November 4,
1996 (Amendment No. 5), to include only patients with OA of the knee; hip patients
were not included in the efficacy analyses. The hip or knee joint studied was
designated the “Index Joint”.

APPEARS THIS WAY
ON ORIGINAL
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- Table 3: Number of Patients with OA studied in all protocols (excludes open-label)

Study Treatment (mg/day) Total
Plc Celecoxib Naproxen | Diclofenac | Ibuprofen
S0 | 80 | 100 | 200 | 400 800 1000 150 2400

013 71 - 73 - 76 73 - - - - 293

047 101 | 101 - - 101 - 99 - - - 402

020 203 - - 203 | 197 | 202 - 198 - - 1003

054 217 - - 216 | 207 | 213 - 207 - - 1060

021 242 - - 252 | 240 | 233 - 226 - - 1193

060 231 - - - 453 - - - - - 684

087 243 - - - 472 - - - - - 715

062! - - - - - 194 - 195 - - 389
270) (267) (537)

071! - - - - - 272 - - 285 255 812
(366) (387 (345) (1098)

042 - - - - 346 - - - 341 - 687
Total | 1308 | 101 | 73 | 671 | 2092 | 1187 9 826 626 255 7238

1. Numbers in () = total number of patients with OA studied in these protocols (i.e. remainder had RA)

As can be seen in the table above, between protocols 020 and 054, a total of 2063
patients were enrolled and received at least one dose of study drug as follows:

e placebo 420
¢ Cx 50 mg BID 419
e (Cx 100 mg BID 404
e Cx200 mg BID 415
¢ Naproxen 500 mg BID 405

These studies consisted of Arthritis Assessments at pretreatment screening, at Baseline
prior to dosing with study drug (i.e. after a flare, see below), and at treatment Week 2,
Week 6 and Week 12 following the first dose of study drug (see Appendix Table A.1
for details of Protocol 020 as an example of the schedule of observations and
procedures).

The criteria for demonstrating OA flare depended on whether the patient was currently
receiving NSAID/analgesic therapy for his/her OA (Category 1), or was not receiving
NSAID/analgesic therapy, and had uncontrolled OA (Category 2). For patients
receiving NSAID or analgesic therapy for OA (Category 1), an OA flare was
demonstrated if both the Baseline Patient’s Global Assessment of Arthritic Condition
and the Baseline Physician’s Global Assessment of Arthritic Condition were rated as
“fair,” “poor” or “very poor” and a comparison of the Screening Visit Arthritis
Assessments and the Baseline Visit Arthritis Assessments met at least three of the -
following four criteria:
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Patient’s Assessment of Pain (100 mm VAS) at Baseline of at least 40.
An increase of two or more points in the Osteoarthritis Severity Index.
An increase of one or more grades in the Patient’s Global.

An increase of one or more grades in the Physician’s Global.

L=

Patients who did not demonstrate an OA flare within 14 days of discontinuing NSAID
or analgesic treatment for OA were not eligible for enrollment.

For patients who were not receiving treatment for their OA and whose OA was not
controlled (Category 2), an OA flare was demonstrated if they met at least three of the
following four criteria during the Baseline Arthritis Assessments:

1. Patient’s Assessment of Pain at least 40 mm on VAS;

2. The Osteoarthritis Severity Index was >7. )

3 The Patient’s Global Assessment of Arthritic Condition was “poor” or
“very poor”.

4. The Physician’s Global Assessment of Arthritic Condition was “poor” .
or “very poor.”

Patients satisfying this criteria were assigned a patient number and completed the
Baseline Visit. Any patient not satisfying the arthritis flare criteria was not assigned a
patient number and was considered a screen failure.

Patients who met the inclusion criteria (see below) were randomly assigned to receive
Cx 50 mg BID, Cx 100 mg BID, Cx 200 mg BID, naproxen 500 mg BID, or placebo.

To qualify for inclusion in either trial (020 or 054), candidates must have:

1. Been of legal age of consent or older;

2. For women of childbearing potential, confirmed use of adequate contraception
since last menses and confirmed continued use of adequate contraception during
the study, were not lactating, and had a negative serum pregnancy test within 14
days prior to the Baseline Arthritis Assessments;

3. Been diagnosed according to the American College of Rheumatology (ACR)
criteria as having OA of the knee or hip;

4. Had a Functional Capacity Classification of I-III at the Baseline Visit;

5. Had OA in a flare state at the Baseline Visit; and

6. Provided written informed consent before undergoing any study procedure.

Exclusion criteria included:

1. Any inflammatory arthritis or gout (patients with fibrositis or fibromyalgia were
not excluded) or any acute joint trauma at the knee with OA;

2. An anticipated need for any surgical or other invasive procedure (e.g.,
arthroscopy or lavage) that would have been performed on the knee with OA
during the course of the study;

3. Received oral, intramuscular, intra-articular, or soft-tissue injections of
corticosteroids within four weeks before the first dose of study medication;
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11.

Taken any NSAIDs or any analgesic within 48 hours before the Baseline
Arthritis Assessments. (Patients taking < 325 mg aspirin per day for
non-arthritic reasons, if stable for at least 30 days before the first dose of study
medication, were allowed to continue their aspirin regimen for the duration of
the study. Patients must have discontinued piroxicam and/or oxaprozin at least
four days before the Baseline Arthritis Assessments.);

An active malignancy of any type or history of a malignancy. (Patients who had-
a history of basal cell carcinoma that had been treated were eligible. Patients
with a history of other malignancies that had been surgically removed and who
had no evidence of recurrence for at least five years before study enrollment
were also eligible.);

Diagnosed as having or had been treated for esophageal, gastric, pyloric
channel, or duodenal ulceration within 30 days prior to the first dose of study
medication; .

Active GI disease (e.g., inflammatory bowel disease), a chronic or acute renal or
hepatic disorder, or a significant coagulation defect;

Abnormal screening laboratory test values >1.5 x upper limits of normal (ULN)
for either aspartate transaminase (AST, SGOT) or alanine transaminase (ALT,
SGPT) or any other laboratory abnormalities considered by the Investigator to
be clinically significant within 14 days before the Baseline Arthritis Assessments;
Known hypersensitivity to COX-2 inhibitors, sulfonamides, or NSAIDs;

. Received any investigational medication within 30 days before the first dose of

study medication or was scheduled to receive an investigational drug, other than
study medications described in the protocol, during the course of this study; or
Previous admission to this study.

Demographics:

There did not appear to be any remarkable differences in baseline demographics
between treatment groups in the 12-week (Appendix, Table A.2) or 6-week

(Appendix, Table A.3) protocols. These patients were mostly elderly, white females
with OA involving the knee.
the patients in the knee protocol (020) were generally heavier than those in the hip

However, it is interesting to note (as shown below) that

protocol (054).
Protocol | Weight (kg) Treatment
Placebo | Cx 50 BID | Cx 100 BID | Cx 200 BID | Naproxen 500 BID

020 mean 87.7 88.5 85.8 89.1 90.8

range 49-176 43-152 50-174 53-186 45-201
054 mean 82.8 83.9 83.1 83.2 83.8

range 41-154 41-154 44-159 36-145 40-156
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Primary/Secondary Endpoints

In the OA studies, the original primary endpoints were:

ePatient’s Global Assessment of Arthritic Condition
ePatient’s Assessment of Arthritis Pain - VAS
oPhysician’s Global Assessment of Arthritic Condition

The per protocol secondary measures of arthritis efficacy were:

eFunctional Capacity Classification

*WOMAC OA Index

eIncidence of Withdrawal Due to Lack of Arthritis Efficacy
oTime to Withdrawal Due to Lack of Arthritis Efficacy
¢Osteoarthritis Severity Index (OSI)

*APS Pain Measure

ePatient Assessment of Function

*SF-36 Health Survey.

A modification of the primary and secondary efficacy variables occurred as a result of
recommendations from the Agency. The principal change was the inclusion of the
WOMAC Index for osteoarthritis as a primary measure of efficacy. Therefore, the
retrospectively defined primary OA efficacy endpoints included:

¢ Patient’s Global Assessment of Arthritic Condition

o Patient’s Assessment of Arthritis Pain (VAS):
e “How much pain are you having because of OA in your index hip/knee”
e 0 mm = no pain, 100 mm = most severe pain

e Physician’s Global Assessment of Arthritic Condition

o  WOMAC OA Index

e  Composite plus subscores for pain, joint stiffness, and physical function

The Patient's Global Assessment is based on the patient's response to the question,
“Considering all the ways your arthritis affects you, how are you doing today?” The
Physician's Global Assessment is based on the patient's disease signs at the time of
the visit. The categorical (from grade 1-5, respectively) answers to these questions are:

every good Asymptomatic and no limitation of normal activities

egood Mild symptoms and no limitation of normal activities
ofair Moderate symptoms and limitation of some normal activities
epoor Severe symptoms and inability to carry out most normal activities

svery poor Very severe symptoms with an inability to carry out all normal activities
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The Western Ontario and McMaster Universities (WOMAC) Osteoarthritis Index is a

- tri-dimensional, self-administered questionnaire that probes clinically important,
patient-relevant outcomes in patients with OA of the hip and/or knee. The patient
responded to 24 component items: 5 regarding pain, 2 regarding stiffness, and 17
regarding physical function (see Appendix, Table A.4).

The Osteoarthritis Severity Index (OSI) of the knee (see Appendix Table A.5) or hip
(see Appendix Table A.6) is based on the patient’s responses to questions related to
pain, walking distance, and activities of daily living. The Osteoarthritis Severity Index
is the sum of scores of the eight inquiries and ranges from 0 to 24, with a lower score
indicating a better condition.

The physician assessed the Functional Capacity of the patient according to
Steinbrocker’s criteria as noted below (IV patients not enrolled):

Class Description

i Comgplete functional capacity with ability to carry on all usual
duties without handicaps

H Functional capacity adequate to conduct normal activities
despite handicap of discomtort or imited mobility of one or
more joints

1 Functional capacity adequate to perform only few or none of
- the duties of usual occupation or of self care

v Largsly or wholly incapacitated with patient bedridden or
confined to wheelchair, permitting little or no seif care

Quality of Life

Scores of eight domains (Physical Functioning, Role-Physical, Bodily Pain,

General Health, Vitality, Social Functioning, Role-Emotional, and Mental Health) for
the SF-36 Health Survey were observed at Baseline, Week 2, and Week 12 (or Early
Termination).

The APS pain measure consists of five questions:

1. Have you experienced any pain in the past 24 hours? (yes or no)
2. How much pain are you having right now? (0-10)
3. Indicate the worst pain you have had in the past 24 hours. (0-10)
4. Indicate the average level of pain you have had in the past 24 hours. (0-10)
5. Indicate how pain has interfered with you in:

o  General Activity (0-10)

e Mood (0-10)

e  Walking ability (0-10)

¢ Relations with other people (0-10)

o Sleep (0-10)

¢« Normal work, including house work (0-10)

e Enjoyment of life (0-10)
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Intent-to-Treat ITT) Cohort
The ITT Cohort included ail patients who had OA of the index joint (hip/knee), who
were randomized to treatment and who had taken at least one dose of study medication.
The Last Observation Carried Forward (LOCF) approach was used for either missing
data or data that was obtained on days that fell outside the observation window (i.e.
> 19 days for Week 2, >49 days for Week 6, and >93 days for Week 12). The
LOCF approach was employed in the ITT analyses only.

Evaluable Cohort
The Evaluable Cohort included each patient who satisfied the requirements for the ITT
Cohort and met the following criteria:

. Was diagnosed by the ACR criteria for having OA of the knee/hip;
. Had a Functional Capacity Classification of I-III at the Baseline Visit;
. Had OA in a flare state at the Baseline Visit;
. No inflammatory arthritis, gout or any acute joint trauma at the knee/hip;
. No corticosteroids within four weeks of the first dose of study medication;
. Did not take NSAIDs or any analgesic within 48 hours before any study visit;
. Had baseline arthritis assessments within seven days before the first dose;
. No surgical or other invasive procedure performed on the knee/hip during the study;
. Did not take any NSAIDs (other than > 325 mg aspirin/day), oral or injectable
corticosteroids, or analgesic (other than acetaminophen < 2 g/day for
non-arthritic reasons) during the study;
10. Was compliant with study medications as described below:
- For the Week 2 Visit: took at least 70% of the doses prescribed from Day 1
through the Week 2 Visit; or
- For the Week 6 Visit: took at least 70% of the doses prescribed from the
Week 2 through the Week 6 Visit and took at least 50% of the doses
prescribed from Day 1 through the Week 2 Visit; or
- For the Week 12 Visit: took at least 70% of the doses prescribed from the
Week 6 Visit through the Week 12 Visit and at least 50% of the doses
prescribed from the Week 2 Visit through the Week 6 Visit and 50% of the doses
prescribed from Day 1 through the Week 2 Visit.
11. Underwent the Arthritis Assessments for each visit according to the following
schedule:
a. 1415 days after the first dose of study medication for the Week 2 Visit;
b. 4247 days after the first dose of study medication for the Week 6 Visit;
c. 8419 days after the first dose of study medication for the Week 12 Visit; and
d. <2 days after the last dose of study medication for the Final Visit.
12. Had complete primary efficacy data available for each visit under consideration.

VXA R LN -

Patients who did not have data for all primary efficacy variables at baseline were
excluded from all analyses. Evaluability determinations were made prior to unblinding
the data and no subsequent revisions were made. )
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o Observed Data Cohort
“A patient’s data at a specific visit were included in this analysis if he or she satisfied
the requirements for the ITT Cohort and the corresponding assessment days after the
first dose of study medication fell in the following intervals: 14+5 days for Week 2;
42+7 days for Week 6; and 8419 days for Week 12.

The analyses were performed for Evaluable and Observed Data Cohorts at all
scheduled visits and also at the ‘Final Visit’, which consisted of the last valid
observation of the patient.

The Physician’s and Patient’s Global Assessments were classified based on changes as
“improved” (a reduction of at least two grades from Baseline for grades 3-5 or a
change in grade from 2 to 1), “no change,” or “worsened” (an increase of at least two
grades from Baseline for grades 1-3 or a change in grade from 4 to 5) and analyzed by
the Cochran-Mantel-Haenszel (CMH) test stratified by center.

Mean change analyses, including the linear trend test for all Cx and placebo

groups, and overall and pairwise comparisons for all five treatment groups were
performed by using analysis of covariance (ANCOVA) with treatment and center as
factors, and the corresponding Baseline score as covariate. Additionally, the Q-Ratio
with 95% confidence intervals was calculated by taking the ratio of adjusted mean
changes for each Cx treatment groups vs. the naproxen treatment group.

The results of the pairwise comparisons for the Cx 100 mg BID and 200 mg BID
treatment groups vs. placebo were interpreted using Hochberg’s step-up procedure. P-
values of comparisons between Cx 100 mg BID and Cx 200 mg BID vs. placebo for
the ITT Cohort were ordered from larger to smaller. The larger p-value was examined
first, and, if p <0.05, then it was declared that both doses were significantly different
from placebo and no further examination was performed. If the larger p value was
>0.05, the smaller p-value was checked. If the smaller p-value was <0.025, then the
corresponding dose was claimed to be significantly different from placebo. For other
comparisons, an alpha level of 0.05 was used to summarize the resuits.

The above categorical and mean change analyses were performed on the ITT Cohort,
the Evaluable Cohort and the Observed Data Cohort.

The categorical status of “improved,” “no change,” or “worsened” for the Global
Assessments of Arthritic Condition was also calculated for each patient based on a one-
grade change from Baseline. These analyses were performed for the ITT Cohort.

In addition, for the ITT Cohort with LOCF approach, differential effects of gender,
age and duration of disease were examined by ANCOVA models including factors as
follows:
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1. Age or gender or duration and center, treatment, and Baseline;

2. Age by gender or age by duration or gender by duration, lower order terms,
and center, treatment, and Baseline;

3. Age by treatment, lower order terms, center, and Baseline;
4. Gender by treatment, lower order terms, center, and Baseline; and
5. Duration by treatment, lower order terms, center, and Baseline.

Mean change from Baseline for quality of life data observed at Week 2 and Week 12 or
Early Termination was analyzed using ANCOVA with treatment and center as factors
and corresponding Baseline score as covariate. This analysis was performed on the ITT
Cohort only. For the mean change, a positive value represents an improvement and a
negative value represents a worsening.

APPEARS THIS WAY
ON ORIGINAL

Efficacy Results for OA:

Reviewer’s comment: The following comments of OA efficacy refer ONLY to
the ITT LOCF analysis.

Primary endpoints:
Patient and physician globals in both studies showed that Cx at all doses studied (i.e.

50 mg BID, 100 mg BID, 200 mg BID) was efficacious vs. placebo. For example, the
Physician’s Global Assessment of Arthritis Pain (see Appendix Table A.7.1 and A.7.2)
and Patient’s Global Assessment of Arthritis Pain (see Appendix Table A.8.1 and
A.8.2) in protocol 054 shows improvements ( categorical and mean analyses) over
time in all treatment groups; it should be noted that improvements were based upon a
two (2) categorical change in globals (see above). Improvements in the global scores
seemed to be maintained during the 12 weeks of this trial. Celecoxib at all doses is
better than placebo and comparable to Naproxen but, overall, patients are still
symptomatic. With these endpoints, there does not appear to be any additional benefit
from the higher doses of Cx. Comparison by Q values also suggests there are no
differences between doses of Cx and Naproxen in either the patient or physician global.
Results are similar for protocol 020.
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Patient’s assessment of arthritis pain also demonstrated in both studies that Cx at all
“doses studied (with the exception of 50 mg BID in protocol 020) was efficacious as
compared to placebo. After flare occurred, baseline pain scores appeared comparable
(see Appendix Table/Figure A.9.1-.2 and Table/Figure A.10.1-.2) across treatment
groups as well as across studies; these pain scores improved ( p<0.05, except Cx S50
mg BID in protocol 020) over time with Cx; improvements appeared comparable to
those seen with Naproxen. There seemed to be no additional improvement at 12 weeks
(in fact, there are some suggestions of waning of response at 12 weeks). Interestingly,
comparison by Q values also suggests there are no differences between all doses of Cx
and Naproxen. Utilizing these endpoints, there does not appear to be any additional
benefit from the higher doses of Cx. Also of note, patients are still apparently
symptomatic as judged by the week 12 pain scores. '

As noted above, the WOMAC scores were added as primary outcomes in the course of
the IND development. Both the WOMAC subscales (i.e. pain, stiffness, function) and
the WOMAC composite showed Cx at all doses in both trials to be efficacious
compared to placebo (see Appendix A.11-A.18). Effect sizes were comparable to
Naproxen. There were generally consistent differences between the lower (i.e. 50 mg
BID) and higher (i.e. 100/200 mg BID) doses of Cx; but not between the higher doses.
As noted with the other primary endpoints, patients improved but were still apparently
symptomatic.

Sec ry_endpoints:

In protocols 054 and 020, the OSI index correlated well with the results of the primary
endpoints at all doses of Cx (data not shown). This index again suggested that there
was a dose response between 50 mg BID and the higher doses of Cx but nothing
consistently different between the higher doses.

The SF 36 index did not generally reveal any significance at the lower dose of Cx used
for short periods of time (i.e. 25 and 40 mg BID in studies 047 and 013, respectively),
but did show significance for the physical functioning, role physical, bodily pain,
vitality, social functioning, and mental health at Cx doses of > 50 mg BID.

Withdrawal due to lack of arthritis efficacy (i.e. treatment failure) shows a similar
trend in both studies, although the placebo rates differ (see Appendix A.19). Higher
doses of Cx generally lead to fewer patients withdrawing from the study, this was most
evident in protocol 054. Top doses of Cx had similar rates of withdrawal to that of
Naproxen.
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Time to withdrawal due to lack of arthritis efficacy (see Appendix A.20-A.21) showed
‘that all doses of Cx were significantly different than placebo and tended to be similar to

Naproxen, especially at the higher doses of Cx; these trends were more obvious in the
hip study (054).

As can be seen, the reasons for study termination (in all groups) were primarily. due
to treatment failure in study 020 and 054, as was the case for all the placebo-controlled
trials (see Appendix A.22.1-.2). There was a decrease in these treatment failure rates,
compared to placebo, in the Cx-treated patients which tended to plateau at the higher
doses and was similar (sometimes better, sometimes worse) to the rates seen with
Naproxen. On the other hand, termination for an adverse event tended to increase with
increasing doses of Cx. With one exception (Cx at 100 mg BID, study 020), Cx was
comparable to (or better than) Naproxen while tending to be worse than (or comparable
to) placebo in terms of adverse event rates. Not unexpectedly, termination due to
treatment failure and for adverse events were lower, in these six-week vs. the twelve-
week studies.

Other OA Studies
As noted in Table 3 above, protocol 021 was also a 12 week trial in OA of the knee.
The study design, treatments, patient demographics and number of patients treated, as
well as primary and secondary endpoints were similar ‘(if not identical) to both
protocols 020 and 054. The results of the primary and secondary endpoints show no
significant differences from those seen in the other 12 week trials in OA as noted
above. The 4-week (047) OA trial showed Cx 25 mg BID to be ineffective while the
100 mg BID dose of Cx showed significance only for the globals and not the VAS pain
scale or WOMAC. However, in this study, a dose of 400 mg BID showed efficacy in
all these four primary endpoints.

APPEARS THIS wAY
ON ORIGINAL
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ingle- D) vs. multiple- ID) OA trials:

There were two randomized, double-blind, placebo-controlled, parallcl group,
multicenter six week trials that addressed the issue of alternate dosing schedules for Cx
(see Table 1 and 2 above). Both of these studies (i.e. protocol 060 and 087) involved
patients with OA of the (“Index joint”) knee that was in “flare” (see definition above
for 12 week studies) and they both employed the same doses of Cx, either 200 mg QD
(evening, with placebo in the morning) or 100 mg BID (morning and evening). The
schedule of observations and procedures in these two trials (for an example in study
060, see Appendix, Table A.23) differed primarily in that the SF-36 and samples for
PK analysis were not collected in study 087. Inclusion and exclusion criteria for
patients to participate in these studies were similar to the 12 week studies discussed
above.

Between protocol 060 and 087, a total of 1399 patients were enrolled and received at
least one dose of study drug as follows:

eplacebo 474 patients
- .- *SC-58635 100 mg BID 472 patients
¢SC-58635 200 mg QD 453 patients

- Primary measures of arthritis efficacy were Patient’s Global Assessment of Arthritic
Condition, Patient’s Assessment of Pain-Visual Analog Scale (VAS), and Physician’s
Global Assessment of Arthritic Condition. Secondary measures of arthritis efficacy
were Functional Capacity Classification, WOMAC Index, Incidence of Withdrawal
Due to Lack of Arthritis Efficacy, Time to Withdrawal Due to Lack of Arthritis
Efficacy, and Osteoarthritis Severity Index.

The patient demographics were comparable to those of the 12 week studies being
elderly, white females; there were no obvious imbalances between the treatment groups
in these 6 week studies.

Primary endpoints:

Both the patient and physician’s globals showed similar trends and effect sizes for
patients treated with Cx to those seen at comparable times, and at comparable doses, in
the 12 week OA studies (for example in protocol 087, see Appendix Table A.24.1-.2
and Table A.25.1-.2); the placebo responses appeared generally more robust in the 6
week studies. Both dosing regimens of Cx were significantly different than placebo
while there did not appear to be any difference between the two doses of Cx (eithet by
Q-ratios or p values).
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“The patient’s assessment of arthritis pain also revealed the patients to have been
comparable to the patients in the 12-week studies, both in terms of their baseline pain,
and their response to treatment (see Appendix Table A.26 and A.27). Once again,
both dosing regimens of Cx were significantly different than placebo and there did not
appear to be any difference between the two doses of Cx. '

Secondary endpoints:

The WOMAC index (composite plus subscales) was evaluated in both of these 6-week
trials. As can be seen with the WOMAC pain index (Appendix Table A.28 and Table
A.29), the baseline characteristics of both dosing regimens of Cx appeared similar to
that of placebo as well as to the treatment groups in the 12-week studies. Similarly, Cx
was significantly different than placebo and did not appear to differ between the two
dosing schemes for Cx. Similar results were noted for the WOMAC function,
stiffness, and composite scales.

The results of the OSI index were also comparable between these 6-week trials and the
12-week studies. It is not possible to comment on the SF-36 since this was not
obtained in protocol 087.

The time to withdrawal due to lack of arthritis efficacy in these 6-week trials was,
not unexpectedly, quite different than the results (for all treatment groups) obtained

in the 12-week trials in that, overall, not as many patients withdrew in these shorter
studies (see Appendix Table A.30). However, significantly fewer patients withdrew in
the Cx groups compared to placebo and the two dosing schedules of Cx do not appear
different in this regard. The results of both the 6-week trials are similar. The time to
withdrawal due to lack of arthritis efficacy (see Appendix Table A.31) show these
same trends.

APPEARS THIS WAY
ON ORIGINAL
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Non-Flare vs. Flare Studies:

There were three studies (062, 071, and 042) that allowed patients with OA or RA to
enter the trials without the requirement for “flares” as noted in the other OA studies
above. One of these trials was conducted outside the U.S. (protocol 042) and will not
be discussed here. These studies were intended to evaluate several endpoints as noted
in the brief review of study 071 below.

Study 071:

This randomized, double-blind, parallel group, multicenter, 12-week study was
designed primarily to compare the cumulative incidence of gastroduodenal ulcers
associated with celecoxib 200 mg BID with that of diclofenac 75 mg BID and ibuprofen
800 mg TID in patients with OA or RA. The efficacy and overall safety of
celecoxib compared to diclofenac and ibuprofen were also assessed in this trial.
Patients were eligible to participate in the study if they had a documented clinical
diagnosis of OA or RA (not necessarily in flare) with a Functional Capacity
Classification of I-III and required chronic NSAID treatment. At the time of study
enrollment, patients underwent an endoscopy to ensure they did not have an
esophageal, gastric, pyloric channel, or duodenal ulcer.

The efficacy endpoints for OA in this study were Patient’s Global Assessment of
Arthritic Condition and Physician’s Global Assessment of Arthritic Condition.

Arthritis Assessments were performed at Baseline and at the Weeks 4, 8, and 12 (or
Early Termination) follow-up visits. UGI safety was assessed by serial endoscopy and
biopsy and overall safety was assessed by comparison of physical examinations, clinical
laboratory tests, and incidence of adverse events between treatment groups.

The table below summarizes the numbers and types of patients studied in protocols 062
and 071.

Table 4: Types/Numbers of Patients Studied in Non-Flare Trials

Study | Diagnosis Number of Patients Receiving:

Cx Naproxen Diclofenac Ibuprofen Total

200 mg BID 500 mg BID 75 mg BID 800 mg BID
062 OA 194 195 - - 389
RA 76 72 - - 148
071 OA 271 - 285 254 810
RA 94 - 102 91 287
Total 635 267 387 345 1634

Although patients had OA or RA, it is unclear exactly how this diagnosis was made
in these protocols. As indicated by the Inclusion Criteria on the admission CRF,
eligibility into these two studies was based upon a clinical diagnosis of OA or RA of at
least three months duration. The disease also had to be of sufficient severity to warrant
the patient require chronic NSAID therapy. The determination of OA was made by the
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investigator; patients with OA of any joint (i.e. ankle, elbow, shoulder, knee, hip) were
eligible. Radiologic evidence, other ACR criteria, or other methods of diagnosis were
not specifically required by the study protocol.

While it is not possible to draw any accurate comparisons to the placebo-controlled OA
and RA (see below) studies, it is of interest that these patients had about a one category
difference (at baseline) from the patients studied in the flared OA designs (i.e. baseline
of about 2.8 vs. 3.8). Similarly, the treatment responses (or effect size) based upon the
patient and physician globals in these patients tended to be about half of those noted in
the flared OA studies (i.e. 0.5 vs. 1.0). Also of note, there was a tendency in both

trials for more patients to drop from the Cx treatment group vs. the comparator
NSAIDs. ‘

APPEARS THIS WAY
ON ORIGINAL

nclusions from th ials:

The following conclusions regarding Cx and treatment of the signs and symptoms of
OA are drawn from the information (ITT/LOCF) presented to this point in the
randomized clinical trials:

¢ Cx from 100 mg BID to 200 mg BID is consistently efficacious vs. placebo

e Cx 50 mg BID is not consistently efficacious vs. placebo

e Cx (200 mg BID) is not consistently more efficacious vs. Cx (100 mg BID)

e Cx (100-200 mg BID) has efficacy comparable to Naproxen 500 mg BID

e Cx (100 mg BID) is as efficacious as Cx (200 mg QD)
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Rheumatoid Arthritis Efficacy:

Seven studies (see Table 1 above: Studies Included in NDA 20-998), two designated
pivotal and five supportive (including the long-term safety study 024), were conducted

in patients with RA.

Table 5: Summary Characteristics of Rheumatoid Arthritis Trials:
Placebo- and Active-Controlled Pivotal Studies
No. of
Protocol No. Investigators
Report No. Country(ies) Study Design
Short Titie Start Date {Duration of Treatment) Treatment Regimen(s)
P N49-86-02-022 81 investigators  |Randomized, Double-Blind,  |Celecoxib 100 mg BID,
R:  N43-98-06-022 U S. and Canada |Placebo-Controlled, Active 200 mg BID, or 400 mg BID
Controlied, Multicenter, or Naproxen 500 mg BID
Celecoxib Comparative Elficacy and 6 Sep 1996 Parallel (12 Weeks) or Placebo
UG Safety vs Naproxen in RA
P N49-96-02-023 77 Investigators  |Randomized, Double-Blind,  |Celecoxib 100 mg BID,
R:  N49-98-06-023 U.S. and Canada |Placebo-Controlled. Active 200 mg BID, ar 400 mg BID
Controfied. Multicenter, or Naproxen 500 mg 8ID
Comparative Efficacy and Safety vs 7 Aug 1996 Parallel (12 Weeks) or Placebo
Naproxen in RA
Placebo-Controlled Supportive Study
No. of
Protocol No. Investigators
Report No. Country(ies) Study Design
“Ishort Title Start Date (Duration of Treatment) Treatment Regimen(s)
P N49-86-02-012 29 Investigators | Randomized, Double-Blind, |Celecoxib 40 mg BID,
R:  N49-97-06-012 United States Ptacebo-Controlied, 200 mg BID or 400 mg BID
Multicener, Paraiiel or Placebo
Pitot Efficacy in RA 1 Feb 1996 {4 Weeks)
Active-Controlled Supportive Studies
No. of
Protocol No. Investigators
Report No. Country(ies) Study Design
Short Title Stant Date (Duration of Treatment) Treatment Regimen(s)
P:  149-96-02-041 132 Investigators  |Randomized, Double-Blind,  [Cslecoxib 200 mg BID or

R: 148-98-06-041

21 countries in JAcwo Controlied, Multicenter,

Diclofenac SR 75 mg BID

Celecoxib vs Diclofenac and lbuprofen
in Patients vath OA and RA

Australia, Europe [Paraflel (24 Weeks)
Ex-U.S. Efficacy/G! Salety vs and South Alrica
Diclofenac in RA
28 Nov 1996
P N49-97-02-062 75 investigators  |Randomized, Double-Bliind,  |Celecoxib 200 mg 81D or
R:  N49-98-08-062 United States Active Control, Multicanter,  |Naproxen 500 mg BID
|Parailel (12 Weeks)
Comparative Incidence of UG Ulcers: 13 May 1997
Calecoxih vs Naproxen in Patients with
OA and BA
P N49-87-02-071 121 Investigators  |Randomized, Double-Blind,  |Celecoxib 200mg BID or
R:  N49-98-06-071 United Sates Active Control, Multicenter, Diclofenac 75 mg BID or
|Paratiel (12 Weeks) tbuprofen 800 mg TiD
Comparative incidence of UGH Ulcers: 21 Jul 1997
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Uncontrolled Supportive Study

No. of
-|Protocol No. Investigators

Report No. Country(ies) Study Design
Short Title Start Date {Duration of Treatment) Troatment Regimen(s)
P N49-96-02-024 278 investigators  |Open Label, Multicenter Celecoxib 200-400mg BID
R: pending U.S.and Canada |{1-2 Years) ({for RA}

N49-98-08-024 (Interim Data

Listings) 17 Jun 1996
Long-term Safety in OA and RA

Reviewer’s comment: The only protocols of adequate duration and
characteristics for review are 022 and 023; this review will focus primarily on
the efficacy and dose-response characteristics of Cx from these 12-week trials.
Protocols 062 and 071 have been discussed in the OA efficacy section as well
as in the Gl differentiation section. Similarly, the endoscopic portion of
protocol 022 will not be discussed here since this will be covered in detail in
the Gl differentiation section. The open-label experience, protocol 024, is
discussed further on in this review.

Study characteristics:

As noted in Table S above, studies 022 and 023 were twelve-week, double-blind,
. placebo-controlled, multicenter, parallel group comparisons of Cx versus placebo and
Naproxen in patients with RA. The table below summarizes the experience with RA in

this NDA:

Table 6: Number of Patients with RA studied in all protocols (excludes open-label)

Study Treatment Total
Naproxen | Diclofenac Ibuprofen
Cx (mg, BID) (mg, BID) | (mg, BID) (mg, TID)
Placebo 40 100 200 400 500 75 800
012 85 81 - 82 82 - - - 330
022 231 - 240 235 218 225 - 1149
023 221 - 228 219 217 218 - - 1108
041 - - - 326 - 329 - - 655
062! - - - 76 - 72 - - 148
270) 267 (537
o7} - - - 94 - - 102 91 287
(366) (387) (346) (1089)
Total 537 81 468 1032 517 844 102 91 3672
1. Numbers in () = total number patients with RA studied in these protocols (i.e. remainder had OA)
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As can be seen in the table above, between protocols 022 and 023, a total of 2252
- patients with RA were enrolled and received at least one dose of study medication as
follows:

e placebo 452
e Cx 100 mg BID 468
e Cx 200 mg BID 454
e Cx 400 mg BID 435
¢ Naproxen 500 mg BID 443

These studies (i.e. 022 and 023) were both double-blind, placebo-controlled,
multicenter, parallel group comparisons of Cx versus placebo and naproxen in patients
with RA. They consisted of 12 weeks of treatment with visits occurring at
Pretreatment/Screening, Baseline, and at Weeks 2, 6, and 12 following the first dose of
study drug (see Appendix Table A.32 for details of Protocol 022 as an example of the
schedule of observations and procedures). The studies differed primarily in that
protocol 022 included an assessment of the UGI safety of Cx with endoscopies
performed at Baseline and Week 12 (or Early Termination) with testing done for
Helicobacter pylori (H. pylori) at Baseline and the Week 12 (or Early Termination)
Visit. In protocol 023, blood samples were taken (approximately 40 patients/treatment
group) at selected sites between day 7 and 28 after the first dose for determination of
Cx plasma levels.

Patients with diagnosed RA in a flare state were enrolled and randomized to receive
Cx 100 mg BID, Cx 200 mg BID, or Cx 400 mg BID, naproxen 500 mg BID, or
placebo.

To qualify for study participation, candidates must have:

1. Been of legal age of consent or older;

2. For women of childbearing potential, confirmed use of adequate
contraception since last menses and confirmed continued use of adequate
contraception during the study, were not lactating, and had a negative serum
pregnancy test within 7 days prior to the Baseline Arthritis Assessments

3. Been diagnosed as having adult-onset RA of at least three month’s

duration as defined by the 1987 American College of Rheumatology

(ACR) classification criteria

Had a Functional Capacity Classification of I-III at the Baseline Visit

Been stable on NSAID therapy and had a Functional Capacity

Classification that had not changed for at least one month immediately

preceding the NSAID washout period

6. Had RA in a flare state within two to seven days after discontinuing
NSAID therapy (within four to seven days for patients who received
either oxaprozin, piroxicam, or both)

7. Provided written informed consent before undergoing any study .
procedures

ne
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1.
2.

10.

11.
12.
13.

NDA 20-988

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

Had been diagnosed with any other inflammatory arthritis
Had been diagnosed with a secondary, non-inflammatory type of arthritis (e.g.,
osteoarthritis or fibromyalgia) that, in the Investigator’s opinion, was
symptomatic enough to interfere with the evaluation of the effect of Cx
on the patient’s primary diagnosis of RA
Had begun taking any of the following medications or had changed the dosing
regimen of any of these medications within 12 weeks before receiving the first
dose of study medication:

a) Gold salts (including oral gold) ,

b) Sulfasalazine (doses of up to 3 g/day were allowed)

¢) Azathioprine

d) Antimalarials

e) Penicillamine;
Had begun taking or had changed the dosing regimen of methotrexate within the
eight weeks preceding the first dose of study medication. The methotrexate
dose was not to exceed 20 mg/week
Had begun taking oral corticosteroids or had changed the dose regimen of oral
corticosteroids within four weeks before receiving the first dose of study
medication (doses of up to 10 mg prednisone or equivalent/day were allowed),
or the patient had received intramuscular, intra-articular, or soft-tissue
injections of corticosteroids within four weeks before receiving the first dose of
study medication ‘
Had received any antineoplastic (other than methotrexate < 20 mg/week or
azathioprine as therapy for RA) during the eight weeks preceding the first dose
of study medication
Had taken any NSAID (including aspirin) within two days before the Baseline
Arthritis Assessments or any analgesic within 24 hours before the Baseline
Arthritis Assessments. (Patients taking < 325 mg aspirin per day for non-arthritic
reasons for at least 30 days before the first dose of study medication were allowed
to continue their aspirin regimen for the duration of the study. Patients must have
discontinued oxaprozin or piroxicam at least four days before the Baseline
Arthritis Assessments.)
Had an active malignancy of any type or history of malignancy. (Patients who
had a history of basal cell carcinoma that had been treated were eligible.
Patients with a history of other malignancies that had been surgically removed
and who had no evidence of recurrence for at least five years before study
enrollment were also eligible.)
Had been diagnosed with or had received treatment for esophageal, gastric,
pyloric channel, or duodenal ulceration within 30 days before receiving the first
dose of study medication
Had active GI disease (e.g., inflammatory bowel disease) or has an esophageal,
gastric, pyloric channel or duodenal ulcer (an ulcer was defined as any break in
the mucosa at least 3 mm in diameter with unequivocal depth) or more than ten
erosions in the stomach or more than ten erosions in the duodenum on the
Baseline UGI endoscopy
Had a history of any gastric or duodenal surgery other than simple oversew;
Had chronic/acute renal or hepatic disorder or a significant coagulation defect
Had abnormal screening laboratory test values within seven days before the
Baseline Arthritis Assessments that were > 1.5 x upper limit of normal (ULN)
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for either AST (SGOT) or ALT (SGPT) or any other laboratory abnormality
" considered by the Investigator to be clinically significant
14. Had a known hypersensitivity to COX-2 inhibitors, sulfonamides, or NSAIDs
15. Had received any investigational medication within 30 days before the first dose
of study medication or was scheduled to receive an investigational drug, other
than study medications described in the protocol, during the course of the study
16. Had previously been admitted to this study.

Reviewer’s comment: It should be noted that the exclusion criteria for study
023 (022 included endoscopy) did not include items 10 and 11 noted above.

All study patients had to demonstrate an arthritis flare within two to seven days after
discontinuing their NSAID or analgesic. Patients receiving oxaprozin or piroxicam
must have discontinued these NSAIDs at least four days before the Baseline Arthritis
Assessments. An RA flare was demonstrated if the Physician’s Global Assessment of
Arthritic Condition and the Patient’s Global Assessment of Arthritic Condition were
“fair,” “poor,” or “very poor” at the Baseline Visit AND if a comparison of the
Screening Arthritis Assessments and the Baseline Arthritis Assessments met criteria 1

and 2 described below plus either criterion 3 or 4:

1. MUST have had a minimum of six tender joints at Baseline AND an increase of at
least two tender or painful joints (or 20% increase in the number of
tender/painful joints, whichever was greater) at the Baseline as compared to the
Screening Visit

2, MUST have had a minimum of three swollen joints at Baseline AND an
increase of at least two swollen joints (or 20% increase in the number of swollen
joints, whichever was greater) at the Baseline as compared to the Screening Visit

3. A minimum of 45 minutes of morning stiffness at Baseline AND an increase in
the duration of morning stiffness of at least 15 minutes as compared to the
Screening Visit

4. Patient’s Assessment of Pain-Visual Analog Scale measurement of at least

40 mm (on a visual analog scale) at Baseline AND an increase of 10 mm (or
20% increase, whichever was greater) at the Baseline as compared to the
Screening Visit

At each follow-up visit, patients were asked the following question: “Since your last
visit, have you experienced any symptoms that are not associated with your arthritis?”
Any symptom was recorded on the Adverse Signs and Symptoms CRF. Patients who
withdrew before the end of the study had all final assessments performed at the time of
withdrawal (Early Termination Visit).

Demographics:

There did not appear to be any remarkable differences in baseline characteristics
between treatment groups in the 12-week RA trials (see Appendix Table A.33). These
patients tended to be white females, in their 50’s, with a disease duration of
approximately 10 years. About 40% of patients used corticosteroids, 65% other -
disease-modifying anti-rheumatic drugs (DMARDs), and about 50% used methotrexate
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(MTX). Approximately 75% of patients in all groups were, therefore, concurrently
-using corticosteroids or MTX or other DMARDs (data not shown). Patients and their
physicians rated the baseline global assessments of arthritis condition as fair. The
number of tender and swollen joints were comparable across treatment groups in both
studies. Of note, the mean average of the weights of all the patients with RA (i.e. 77-
78 kg, data not shown) was substantially different than those patients noted earlier with
OA. The demographic characteristics, arthritis history and co-therapy for each
individual study were consistent with these pooled results.

Primary/Secondary Endpoints:

The primary measures of arthritis efficacy were:

. ACR-20 Responder Index;

° Patient’s Global Assessment of Arthritic Condition;

° Number of Tender/Painful Joints;

) Number of Swollen Joints;

o Physician’s Global Assessment of Arthritic Condition.
ACR-20 responder index:

In order to examine the overall effect of the study drug on the patient’s condition, a
categorical analysis was performed on all patients who met the ACR-20 criteria as
improved compared to Baseline. A patient was classified as “improved” if (compared
to baseline) the patient experienced:

A. > 20% improvement in
stender/painful joint count (TJC)
sswollen joint count (SJC) 20%
AND
B. > 20% improvement in at least three of the following five assessments
oPhysician’s Global Assessment of Arthritic Condition
ePatient’s Global Assessment of Arthritic Condition
ePatient’s Assessment of Pain-VAS
+CRP (as example of acute phase reactant)
oHAQ Functional Disability Index.
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The Patient’s and Physician’s Global Assessments of Arthritic Condition were made
-independently. Patient’s were asked to answer the question, “Considering all the ways
your arthritis affect you, how are you doing today?” Patients rated, and physician’s
graded, according to the S-point categorical scale below:

1. Very good
2. Good

3. Fair

4. Poor

5. Very poor

Asymptomatic and no limitation of normal activities

Mild symptoms and no limitation of normal activities

Moderate symptoms and limitation of some normal activities
Severe symptoms and inability to carry out most normal activities
Very severe symptoms that are intolerable; inability to carry out all
normal activities

To determine the Number of Tender/Painful Joints, sixty-eight joints (right and left)
were examined for joint tenderness/pain. The joints were as follows:

eTemporomandibular

eSternoclavicular

eAcromioclavicular

eShoulder

oElbow .
eWrist (radiocarpal, carpal, and carpometacarpal considered as one unit) - "
eMetacarpophalangeals (MCP I, 11, I1I, IV, V)

«Thumb interphalangeal (IP)

eProximal interphalangeals (PIP II, HI, IV, V)

sDistal Interphalangeals (DIP II, III, IV, V)

sKnee

oHip

eAnkle

oTarsus (includes subtalar, transverse tarsal, and tarsometatarsal as one unit)

®Metatarsophalangeals (MTP I, 11, II1, IV, V)
®Great Toe interphalangeal (IP)
®Proximal and distal interphalangeals combined (PIP I1, I11, IV, V)

In response to pressure or motion, each joint was graded as painful or tender using the

scale shown below:

PN -

NDA 20-988

No response (not tender)

Positive response to questioning (tender)

Spontaneous response elicited (tender and winced)

Withdrawal by patient on examination (tender, winced, and withdrew)
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To determine the Number of Swollen Joints, sixty-six joints were also graded for
_swelling using the same joints as those listed above (for joint pain/tenderness) except

that the hip joints were not assessed. The joint swelling scale was graded using the
scale below:

None

Detectable synovial thickening without loss of bony contours
Loss of distinctiveness of bony contours

Bulging synovial proliferation with cystic characteristics

W N =0

Secondary Measures of Efficacy were:

sPatient’s Assessment of Pain-Visual Analog Scale
0 mm = no pain, 100 mm = very severe pain
sTender/Painful Joints Score
eSwollen Joints Score
oSF 36 (eight domains, see OA section)
eDuration of Morning Stiffness
average duration for the previous three days
*HAQ Functional Disability Index (eight areas of daily living, graded on scale from 0 =
without any difficulty to 3 = unable to do)
+CRP ’ ,
eIncidence of Withdrawal Due to Lack of Arthritis Efficacy
eTime to Withdrawal Due to Lack of Arthritis Efficacy

*ACR-50 Responder Index
Patient Populati istics:

The ITT Cohort included all patients with RA who were randomized to treatment and
who had taken at least one dose of study medication. The Last Observation Carried
Forward (LOCF) approach was used for either missing data or data that was obtained
on days that fell outside the observation window (i.e. > 19 days for Week 2, >49 days
for Week 6, and > 93 days for Week 12). The LOCF approach was employed in the
ITT analyses only.

Evaluable Cohort
A patient was considered evaluable for analysis of arthritis assessments for Week 2,

Week 6, Week 12 or Early Termination if, in addition to satisfying the requirements
for the ITT Cohort, he or she:

1. Was diagnesed by ACR criteria as having adult onset RA
2. Had a Functional Capacity Classification of I-III at the Baseline Visit
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3. Had RA in a flare state at the Baseline Visit
- 4. Did not have any other inflammatory arthritis or any secondary,
noninflammatory-type arthritis that, in the Investigator’s opinion, would
interfere with the evaluation of Cx
5. Did not receive IM, IA, or soft-tissue injections of corticosteroids or begin or
change dose regimen of oral corticosteroids within four weeks before the first
dose of study medication
6. Did not begin or change dose regimen of the following within 12 weeks before
the first dose of study medication: gold salts, sulfasalazine, azathioprine,
antimalarials, or penicillamine;
7. Did not begin or change the dose regimen of methotrexate within eight weeks
before the first dose of study drug;
8. Did not take any antineoplastic, other than methotrexate (< 20 mg/week) or
azathioprine as therapy for RA within eight weeks before the first dose of study
medication
9. Did not take any NSAID or analgesic within 24 hours before the Baseline
Arthritis Assessments
10. Underwent the Baseline Arthritis Assessments within seven days before the first
dose of study drug;
11. Did not take any of the following proscribed medications during the course of
the study:
-any antineoplastic (other than methotrexate < 20 mg/week or azathioprine as
treatment for RA)
-any NSAID (other than aspirin < 325 mg/day)
-any injectable corticosteroid S
-any analgesic (other than acetaminophen up to 2 g/day for nonarthritic
reasons)
12. Did not change dose regimen or initiate treatment with the following during the
study: corticosteroids, gold salts, penicillamine, methotrexate, antimalarials,
azathioprine, or sulfasalazine;
13. Was compliant with study medication as described below:
-for the Week 2 Visit, the patient took at least 70% of the doses prescribed from
Day 1 through the Week 2 Visit
~for the Week 6 Visit, the patient took at least 70% of the doses prescribed from
the Week 2 Visit through the Week 6 Visit AND at least 50% of the doses
prescribed from Day 1 through the Week 2 Visit
-for the Week 12 Visit, the patient took at least 70% of the doses prescribed from
the Week 6 Visit through the Week 12 Visit AND at least 50% of the doses
prescribed from the Week 2 Visit through the Week 6 Visit AND at least 50% of
the doses prescribed from Day 1 through the Week 2 Visit
14. Underwent the Arthritis Assessments for each visit under consideration
according to the following schedule:
a. 14 £ 5 days after the first dose of study medication for the Week 2 Visit
b. 42 +7 days after the first dose of study medication for the Week 6 Visit
¢. 844 9 days after the first dose of study medication for the Week 12 Visit
d. <2 days after the last dose of study medication for the Final Visit
15. Had complete primary efficacy data available for each visit under consideration.

Evaluability determinations were made prior to unblinding the data and no subsequent
revisions were made.
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o Observed Data Cohort
‘A patient’s data at a specific visit was included in this analyses if he or she satisfied the
requirements for the ITT Cohort and the corresponding assessment days after the first
dose of study medication fell in the following intervals: 14 days +5 days for Week 2;
42+ 7 days for Week 6; and 8419 days for Week 12.

Statistical analyses were performed for the Evaluable and Observed Data Cohorts at all
scheduled visits and at the Final Visit which consisted of the last valid observation of
the patient.

Mean change analyses, including the linear trend test for all Cx and placebo

groups and overall and pairwise comparisons for all five treatment groups, were
performed on all primary measures of efficacy with the exception of the ACR-20
responder index, using an analysis of covariance (ANCOVA) with treatment and center
as factors, and the corresponding Baseline value as a covariate. Additionally, the Q-
Ratio with 95% confidence intervals was calculated by taking the ratio of adjusted mean
changes for each Cx treatment group versus the naproxen treatment group.

The results of the pairwise comparisons for the Cx 200 mg BID and 400 mg BID
treatment groups versus placebo for the ITT Cohort were interpreted using Hochberg’s
step-up procedure.

For Assessment of Joint Tenderness/Pain and the Assessment of Joint Swelling, a joint
was classified as “improved” if a reduction in grade to O or a change from 3 to 1 was
observed. A joint was classified as “worsened” if an increase in grade from 0, a change
in grade from 1 to 3, or a change in grade from 2 to 3 was observed. The median number
of “improved” joints was compared between treatment groups using ANCOVA with the
Baseline number of joints that had a score greater than zero as the covariate and center
and treatment as factors. The number of “worsened” joints was similarly analyzed. In
addition, the patient’s overall status was considered as “improved” if the difference
between the number of improved and the number of worsened joints was greater than or
equal to 50% of the number of Baseline joints that had a score greater than zero. A
patient was classified as “worsened” if the difference between the number of worsened
and the number of improved joints was greater than or equal to 50% of the number of
Baseline joints that had a score greater than zero. Patient’s overall status was analyzed
by the CMH test stratified by center.

For Physician’s and Patient’s Global Assessments of Arthritic Condition a patient
was classified as “improved” if a reduction of at least two grades from Baseline for
grades 3 to 5 or a change in grade 2 to 1 was observed. A patient was classified as
“worsened” if an increase of at least two grades from Baseline for grades 1 to 3 or a
change in grade 4 to 5 was observed. The changes were analyzed by the CMH Test
stratified by center. The linear trend test (naproxen group excluded) and pairwise _
comparisons were performed based on the above CMH tests.
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Efficacy Results for RA:

Primary endpoints

Patient and Physician globals )
With reference to the ITT analyses, patient and physician globals in both studies (022, _

023) showed the baseline characteristics of the patients in all the treatment groups were
comparable within, and between trials. Celecoxib, at all doses studied (i.e. 100 mg
BID, 200 mg BID, 400 mg BID) was consistently efficacious compared with placebo.
Naproxen had the same results with the one exception it did not show significance at
week 12 in the categorical analysis of trial 022. For example, the Physician’s Global
Assessment of Arthritis Condition (see Appendix Table A.34.1-.2) and the Patient’s
Global Assessment of Arthritis Condition (see Appendix Table A.35.1-.2) for study
023 (results are similar for 022), shows improvements (categorical and mean change
analyses) versus placebo over time in all Cx treatment groups. Although there may be
some suggestions of waning over time, improvements in the Cx-treated global scores
seemed to be maintained during the 12 weeks of this trial. There does appear to be a
difference between 100 mg BID and the higher doses of Cx, but not a consistent dose-
response relationship for higher does of Cx. In certain situations, such as the Physician
Globals for protocol 022, higher doses of Cx also appear to be more efficacious than
Naproxen; the Q-ratio analysis suggests the same . However, these same trends
regarding comparison to Naproxen are not evident in the protocol 023.

With reference to Cx, there were NO statistically significant differences compared to
placebo (categorical or mean change analyses) at any time point (except the 2 week
assessments in both trials and categorical analysis for Cx 200 mg BID in study 022 ) in
either the evaluable or observed cohorts in either trial (022, 023) in the Patient or
Physician’s global assessments (data not shown).

With reference to Naproxen (and considering only protocol 023) and the evaluable or
observed cohorts, there were statistically significant differences compared to placebo at
all time points (categorical and mean change analysis), with the exception of the
Physician global (mean analysis) at week 12 and the Patient Global (categorical) at
week 12. In study 022, on the other hand, only the 2 week time points revealed any
significant difference compared to placebo for both the physician and patient globals.

Tender/Painful Joint Counts

Considering the ITT analyses, the tender/painful joint counts (TJC) were comparable at
baseline (though high, mean of approximately 29 joints) between groups within each
study as well as between the two protocols. The placebo response in protocol 022 (see
Appendix, Table A.36.1-.2) was more robust than that see in study 023 (data not -
shown). This may account for the fact that Naproxen did not show significance vs.
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placebo at week 12 (mean or categorical) but it did in trial 023. However, all doses of
Cx were significantly different (categorical and mean change analyses) than placebo at
all times (i.e. weeks 2, 6, 12) in both trials. There were no consistent dose-response
trends between the various doses of Cx but the responses appeared durable. Overall,
Cx arpears comparable to Naproxen; the Q-ratio analysis suggests the same.

With reference to Cx and the evaluable and observed cohorts there were NO
statistically significant differences compared to placebo (categorical or mean change
analyses) at any time point (except the 2 week assessments in both trials and a single
mean analysis for Cx 100 and 400 mg BID in study 023 at week 6; evaluable and
observed, respectively) in either trial (022, 023) (data not shown). Naproxen also
showed significance at all two week time points and at 6 weeks (both mean analyses-
evaluable and observed).

Swollen Joint Counts

Looking at the ITT analyses, the swollen joint counts (SJC) were comparable at
baseline (again high, mean of approximately 21 joints) between groups within each
study as well as between the two protocols. Once more, the placebo response was a
little more robust for trial 022 (data not shown). Similar to the TJC, Cx was
significantly different (categorical or mean change analyses) from placebo at all times
points and at all doses in both trials with the notable exception (categorical analysis) of
the 100 and 400 mg BID doses in trial 023 (see Appendix, Table A.37.1-.2). No

. obviously consistent dose-response trends were evident between the three doses of Cx,
but the responses noted appeared durable throughout the trials. Again, Cx appears
comparable to Naproxen; the Q-ratio analysis suggests the same.

With reference to Cx and the evaluable and observed cohorts, there were NO
statistically significant differences (categorical or mean change analyses) compared to
placebo at any time point (except for a various doses at the 2 week assessments in both
trials) in either trial 022 or 023 (data not shown). The same can be said regarding
Naproxen.

ACR-20 ACR- nder Index

Based on the ACR-20 Responder Index (ITT cohort), there was a statistically
significant difference in the percentage of patients classified as responders in all doses
of Cx compared to placebo at all time points in both protocols. The one exception to
this statement was that significance was not achieved with CX at 100 mg BID in
protocol 023 (see Appendix Table A.38.1-.3). Once again, there did appear to be a
difference in response between 100 mg BID and the higher doses, but not between the
higher doses. This distinction between 100 mg BID of Cx and the higher doses is more
evident in the ACR-50 (ITT cohort) Responder Index (see Appendix Table A.39.1-.2).
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However, in the evaluable cohort of protocol 023 (see Appendix Table A.38.3), only
-the Naproxen group showed significance in the ACR-20 index; results were the same in
the observed cohort group of this trial (i.e. only Naproxen showed significance at
week 12). On the other hand, there were no significant differences from placebo in the
ACR-20 index for any of the treatments (Cx or Naproxen), at any time point, in these
other cohorts in protocol 022 (data not shown). '

Secondary endpoints

Reviewer’s comment: The reader will notice that not all secondary endpoints
will be discussed and that some of these endpoints are part of the ACR -20/50
primary endpoints. Only the ITT/LOCF results are noted.

Patient’s Assessment of Arthritis Pain (VAS)

The baseline VAS scores were comparable between the groups in both study 023 and
022, as well as between the studies (baseline of approximately 66). In both studies, the
analyses of mean changes revealed that there were statistically significant differences
from placebo at all doses of Cx and at all time points. The same is true for Naproxen
(see Appendix Table A.40 for example in protocol 023).

C-reactive protein (CRP)

The baseline CRPs showed differences which, in light of the variation in results, is
difficult to interpret. There were no statistically significant differences from placebo
for any of the doses of Cx at any time point, in either protocol. Naproxen did show
significance at only one time point, week 12 in trial 023 (see Appendix Table A.41).
Of note, as discussed below for protocol 012, Cx also did not seem to effect ESR or
Serum Amyloid A levels.

HAQ Functional Disability Index

The baseline HAQ scores were comparable between groups in both studies as well as
between the studies (mean around 1.4). There were consistent statistically significant
differences for the 200 and 400 mg BID doses of Cx and Naproxen as compared to
placebo, but not for Cx at 100 mg BID compared to placebo, in both studies (see
Appendix Table A.42 for example in protocol 023). Q-ratio analysis suggests there is
no difference between the higher doses of Cx and Naproxen, but not for Cx at 100 mg
BID.
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SF 36 Health Survey .

~Mean change analyses (from baseline to week 12 or early termination) were performed
for scores for the eight SF-36 Health Survey domains: Physical Functioning, Role-
Physical, Bodily Pain, General Health, Vitality, Social Functioning, Role-Emotional,
and Mental Health.

Most domains showed statistically significant improvement compared to placebo in
both the Cx and Naproxen doses. The most notable exceptions were the General
Health and Role Emotional where protocol 023 did not show any significance for these
domains with all doses of Cx whereas the results were exactly opposite in protocol 022
(i.e. all doses of Cx did show significance). In a few other domains in protocol 022,
such as the Physical Functioning and Role Physical, there was a separation of the lower
dose of Cx (i.e. 100 mg BID) and the higher doses with the latter showing significance
(data not shown).

Incidence of Withdrawal Due to Lack of Arthritis Efficacy

The Incidence of Withdrawal Due to Lack of Arthritis Efficacy (treatment failure) for
both protocols (see Appendix Table A.43) reveals withdrawal of a total of 774 patients
(345 and 429 for study 022 and 023, respectively) regardless of treatment. As would
be expected if there was a favorable treatment effect over placebo, there were more
patients in the placebo groups who withdrew due to lack of arthritis efficacy (51%)
compared to any of the Cx treatment groups (27-34%, see pooled results). The
differences were in withdrawal rate for all doses of Cx were statistically significant
(p<0.001) compared to placebo as noted in both individual trials (data not shown).
Although there were more patients in the Cx 100 mg BID group (34%) compared to the
Cx 200 mg BID (27 %) and 400 mg BID (29%) groups who withdrew due to lack of
arthritis efficacy, these differences were not statistically significantly different.

There were also fewer patients in the Naproxen group who withdrew due to lack of
arthritis efficacy (30%) than in the placebo group and this difference was again
statistically significant (p <0.001). However, there were no significant differences
between patients taking any dose of Cx compared to Naproxen as noted in the
individual studies.

Time to Withdrawal Due to Lack of Arthritis Efficacy
The results of the analysis of the Time to Withdrawal Due to Lack of Arthritis Efficacy

are presented as Kaplan-Meier estimates (see Appendix Table A.44 for example from
study 023). Again, as would be expected if treatment had an effect, in both studies
placebo patients tended to withdraw earlier than patients in the Cx treatment groups and
this difference in the time to withdrawal was statistically significant (p <0.001); the
same can be said for Naproxen. While there was a statistically significant difference
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noted in study 023 between Cx 100 mg BID and 400 mg BID, this was not the case in
_study 022 (p=0.954) and so there were no obvious differences between any of the Cx
doses in either study. Patients in the Naproxen group also tended to withdraw later
than patients in the placebo. Differences between Naproxen and Cx were inconsistent
comparing to the lower doses of Cx (i.e. Cx 100 and 200 mg BID) and Naproxen
between studies; however, there were consistently no differences seen between Cx 400
mg BID and Naproxen.

Other studies in RA

Of the other studies submitted in support of the indication of RA, only trial 012 will be
described briefly here. The other trials are intended primarily to address the GI safety
issue (discussed elsewhere in this NDA) and/or have a mixed patient populatlons with
entry criteria unsuited for adequate interpretation.

Study 012

Protocol 012 was a pilot, Phase II, double-blind, placebo-controlled, parallel-group
study evaluated the safety and effectiveness of Cx in treating the signs and symptoms in
patients with RA in a flare state. Three hundred thirty (330) patients received
treatment for four weeks as follows: placebo, 85 patients; Cx 40 mg BID, 81 patients;
Cx 200 mg BID, 82 patients; and Cx 400 mg BID, 82 patients. Arthritis assessments
and safety evaluations were performed at Baseline and at Weeks 1, 2, and 4.

The measures of arthritis efficacy included: the Patient’s and Physician’s Global
Assessment of Arthritic Condition, Patient Assessment of Arthritis Pain, Number of
Tender/Painful Joints, Number of Swollen Joints, Incidence of Withdrawal due to lack
of Arthritis Efficacy, Time to Withdrawal, and the ACR 20. With reference to these
assessments at week 4 in the ITT population, Cx 40 mg BID was not different than
placebo but Cx 200 and 400 mg BID were consistently statistically different than
placebo and from Cx 400 mg BID. There were no consistent differences between Cx
200 and 400 mg BID. The ACR 20 response at week 4 was 31%, 51% and 52% for
Cx 40, 200, and 400 mg BID, respectively (placebo = 29%). Also of interest, the
ESR, CRP and serum amyloid A levels did not seem consistently effected by any of the
doses of Cx at any time point.
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Conclusions from the RA trials:

The following conclusions regarding Cx and treatment of the signs and symptoms of
RA are drawn from the information (ITT/LOCF) presented to this point in the
randomized clinical trials:

e Cx from 100 mg BID to 400 mg BID is consistently efficacious vs. placebo

e (x 200 and 400 mg BID is frequently more efficacious vs. Cx 100 mg BID
e (Cx 200 mg BID and 400 mg BID generally have comparable efficacy

e Cx (100 mg-400 mg BID) has efficacy comparable to Naproxen 500 mg BID

APPEARS THIS WAY
ON ORIGINAL
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Study N49-96-02-024 is an ongoing, long-term open-label safety study of patients who
previously participated in one of following nine phase II or III double-blind controlled
studies:

e N49-96-02-012 (RA)
e N49-96-02-013 (OA)
e N49-96-02-020 (OA)
e N49-96-02-021 (OA)
o N49-96-02-022 (RA)
e N49-96-02-023 (RA)
e N49-96-02-054 (OA)
o N49-97-02-062 (OA/RA)
e N49-97-02-071 (OA/RA)

All patients treated in the long-term open label study previously participated in one of
nine controlled studies. A 14-day rule was used to determine direct transfer status as
follows:

. If a patient received any celecoxib dose in the controlled study and transferred
into the open label study within 14 days, the patient was considered a direct
transfer patient and all previous study data were included in the long-term
analysis (Day 1 of celecoxib is the first day of the double-blind study);

. If a celecoxib patient transferred after 14 days then Day 1 of celecoxib is the
first day of the open label study

o Patients who received placebo or an active control agent in the double-blind study
are evaluated as Day 1 of celecoxib in the open-label study regardless of
the gap between studies.

This multicenter study is/was designed to determine the long-term (up to two years)
safety, including an evaluation of the incidence of any clinically significant
gastrointestinal events, of Cx administered to patients with osteoarthritis OA or RA.
Efficacy assessments (see below) are also being performed. The data cutoff date for
the interim data listings included in this NDA is November 21, 1997. The results of
the completed trial are pending at this time; it is anticipated to be completed in 12/99.

For two-year patients, visits included the Baseline, at Weeks 2 and 6, and at Months 3,
6,9, 12, 15, 18, 21, and 24. For patients enrolled for one year, the Month 12 visit is
the final study visit. For both two-year and one-year patients, study visits are to include
review of any treatment-emergent signs and symptoms experienced since the previous
visit. Safety assessments are generally combined for OA and RA.
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Measures of arthritis efficacy include:

Patient’s Assessment of Arthritis Pain on the Visual Analog Scale (VAS);
Patient’s Global Assessment of Arthritis;

Physician’s Global Assessment of Arthritis

Functional Capacity Classification.

These assessments will be performed on all patients at every visit, with the exception of
the Patient’s Assessment of Arthritis Pain on the Visual Analogue Scale (VAS), with
the exception of patients previously enrolled in N49-97-02-062 or N49-97-02-071.
Patients will undergo a physical examination at the Baseline visit and every six months
thereafter. Clinical laboratory tests will be performed at every study visit. Two-year
patients will complete a quality of life assessment (SF-36 Health Survey) at Baseline
and every six months thereafter, and a Health Resource Utilization Questionnaire at
every visit except Baseline. One-year patients will not complete the SF-36 Health
Survey or the Health Resource Utilization Questionnaire at any study visit.

A radiologic examination (i.e., hand and wrist x-rays for patients with RA and either
the Index knee or the Index hip for patients with OA) will also be performed at
Baseline and the Month 12, or Early Termination, visit for all patients, except those
previously enrolled in N49-97-02-062 or N49-97-02-071.

As of the cutoff date, a total of 4499 patients had entered the long-term, open-label
safety study. A total of 3256 patients were still active in the study at the cutoff date;
the remaining 1243 had prematurely terminated from the study. The longest duration of
treatment (patient 0150001) was 522 days.

The table below briefly summarizes the disposition of patients to this point for study
024:

Table 7: Disposition of Patients in Protocol 024

Category Placebo Cx (all doses) NSAIDs Total

Pts able to enroll 1270 4422 2073 7765
Pts enrolled (%) 860 (68) 2776 (63) 863 (42) 4499 (58)
Pts at 12 months - - - 3256 (72)

Reviewer’s comment: There is a discrepancy between the number of patients
still active and those that have terminated between this text (i.e. 3256 and
1243, respectively) and tables cited below of 61 patients. In other words, the
tables suggest there are 61 patients still receiving Cx that the text states have
been terminated from study 024.
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In study 024, the doses of Cx allowed have ranged from 100-200 mg BID for OA and
- 200-400 mg BID for RA. This range was allowed to control symptoms (increased) or
for tolerability reasons (reduced). As can be seen (Appendix, Table A.45),
approximately 70 % of patients with either OA or RA, increased their dose beyond
what is felt to be the therapeutic dose during the randomized controlled studies
presented in this NDA (i.e. 100 mg BID for OA, 200 mg BID for RA). Of those that
did increase their dose, most moved to a dose twice as high (i.e. 200 mg BID for OA,
400 mg BID for RA).

Of the efficacy parameters assessed in protocol 024, the Patient’s Global Assessment of
Arthritic Condition for OA and RA are presented (see Appendix, Figure A.I); results
are very similar for the Patient Assessment of Pain (VAS) and the Physician’s Global
Assessment for both the patients with OA and RA. Regarding figure 7 (OA) and
figure 10 (RA) of Appendix figure A.1, it is noted by the sponsor:

“Although approximately 70% of OA patients did escalate the dose, there was no worsening of arthritis
status compared to Baseline prior to dose escalation. In addition, following dose escalation, little
additional improvement was noted in mean scores compared to patients who took celecoxib 200 mg BID
without escalating their dose. This data lends further support to the conclusion that celecoxib 100 mg BID
is an efficacious dose and an increase to 200 mg BID does not significantly enhance the efficacy in
treating the signs and symptoms of OA.”

“Although approximately 75% of RA patients did escalate their dose (10 300 or 400 mg

BID), there was no evidence of worsening arthritis status compared to Baseline prior to

dose escalation. In addition, following dose escalation, little additional improvement was noted in mean
scores compared to patients who took celecoxib 200 mg BID without escalating their dose. This finding
lends further support to the conclusion that celecoxib 100 mg BID and 200 mg are efficacious doses and
400 mg BID does not significantly enhance the efficacy in treating the signs and symptoms of RA”.

Reviewer’s comment: It could just as easily be argued that an escalation of the
dose was required to maintain any long-term efficacy of Cx in OA and RA.

APPEARS THIS WAY
ON ORIGINAL
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Table A.1 Schedule of Observations and Procedures (Protocol 020)

Screening Baseline Week 2 Week 6 Week 12
Vis#t Visit Day 14 Day 42 Day 84 Early
Day -14to -2 Day 0 +1 day +2 days =2 days Termination

Informed Consent

Medical History

Physical Examination

XXX

Clinical Lab Tests (a) X{b)

QOL Assessment (c)

b 4
XXX
X [Xx|x]x
bad Dol Bad Bt

OA Assessments X{d)

Discontinue NSAID or
analg_e_sic (e}

>

Meet Flare Criteria

Signs and Symptoms

APS Pain Measure (f}

XX XX

Patient Assessment of
Function (I}

Blood Samples for Plasma
PK Levels (g)

Dispense Study Medication X

Return & Count Study Med

X OPXX] X

Dispense Concurrent
Medications Diary Card

_ Retrieve Concurrent
Medications Diary Card ) X X X

xX | x [x{x

a) Clinical laboratory tests included: Hematology (white blocd cell [WBC] count with differential, red blood cell
(RBC] count, hemoglobin, hematocrit, platalet count [estimate not acceptabie], prothrombin time [PT). partial
thromboplastin time {PTT]; Biochemistry (sodium, potassium, chioride, calcium, inorganic phosphorus, BUN,
creatinine, total protein, albumin, total bilirubin, uric acid, glucose, alkaline phosphatase, AST [SGOT], ALT
[SGPT), creatine kinase {CK]); and Urinalysis (pH, specific gravity, WBC, RBC, protein, glucose, ketones,
bilirubin). Serum pregnancy test for women of childbearing potential at Screening visit only.

b} PT and PTT tests were not performed at the Week 6 Visit.

c) SF-36 Health Survey.

d)  Screening Arthrilis Assessment data were collected by Searie but not entered in the database.

€} Patients discontinued oxaprozin and/or piroxicam at ieast four days before the Baseline Arthritis Assessments.

fy  American Pain Society (APS) Pain Measure and Patient Assessment of Function were completed by the patient
during the Baseline Visit and daily for the first seven days of dosing with study medication. Patients enrolied in
study prior t0 8 August 1996 who already began taking study medication ware not required to complete
questionnaires,

g) Three bicod draws were {0 be taken from 200 patients (approximately 40 per treatment group) at selected sites
between Day 7 and 28 after first dose for determination of SC-58635 plasma levels.

%)
V3
%

L
i
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Table A.2 Baseline demographics (study 020, 021, 054-pooled)

12-Week Pivotal Studies 020, 021, and 034)

Celecoxib Naproxen
Placebo 50 mg BID 100 mg BID | 200 mg BID | 500 mg BID
Baseline Characteristic (n=664") {(n=671) (n=644 “) {(n=648) {n=631)
Baseline Demographic Characteristics
Age (years)
Mean (Std. Dev.) 62.3(1022) | 61.6(11.09) 61.9(11.31) 61.9(11.43) 62.7 (11.09)
Range 30-87 21-93 24-88 25-88 19-89
<65 years - N (%) 361 (54%) 378 (56%) 358 (56%) 353 (54%) 334 (53%)
65 years - N (%) 303 (46°%) 293 {44°%) 286 (44%) 295 {458%) 297 (47¢%)
Race/Ethriic Origin
Asian - N {%) 2 {<1%) 2 (<1%) 2 (<1%) 2 (<1%) 1 (<1%)
Black - N {®5) 59 ( 9%) 80 (12%) 63 (10%) 71 (11%) 65 (10%)
Caucasian - N (%) 577 (87%) 574 (86%) 569 (88°%) 555 {86%) 553 (88%)
Hispanic - N (%) 22 (3%} 13( 2%) 7( 19} 18 { 3%) 11( 2%])
Other - N (%] 4 (<1%) 2 {<1%) 3 (<1%) 2 {<1%) 1 (<1%)
Gender :
Female - N (%) 466 (70%) 444 (66%) 441 (68%) 451 {70%)}) 430 (68%)
Male - N {®g) 198 (30%) 227 {34%) 203 (32%) 197 {30%) 201 {32%)
Basgeline Index Joint and Disease Duration
Baseline Index Joint
Knee - N (%) 446 (67%) 455 (68%) 437 (68°) 435 (67%) 424 (67%)
Hip - N{%} 218 (33%) 216 (32%) 207 {32%) 213 (33%) 207 {33%}
Disease Duration - Years
Mean (5td. Dev.) 9.0 (8.93) 8.4 (8.18) 8.6 (8.00) 8.5 (8.44) 8.8 (8.84}
Range 0.1-52.0 0.1-51.0 0.1-50.0 0.1-512 0.1-64.0
<5 years - N {%} 257 (39%) 281 (42%) 255 (40%) 273 (42%) 264 (42%)
5 years - N (%) 407 (61%) 390 (58%) 389 (60%) 375 (58%) 367 (58%:}

BEST POSS!BLE COPY
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Table A.3 Baseline demographics (protocol 060, 087-pooled)

Week Pivotal Studies 060 and 087)

Celecoxib
Placebo 100 mg BID 200 mg QD
Baseline Characteristic {n=476)" (n=474) {n=454)
Baseline Demographic Characteristics
Age (years)
Mean (Std. Dev.) 61.9 (11.49) 62.5(11.16) 62.0 (11.59)
Range 18-89 27-89 29-88
<65 years - N (%) 260 (55%) 254 (54%) 257 (57%)
265 years - N (%) 215 (45%) 220 (46%) 197 (43%)
Race/Ethnic Origin
Caucasian - N (%) 418 {88%) 408 (86%) 392 (86%)
Black - N (%) 42 { %) 50 (11%) 41 { 9%)
Hispanic - N (%) 7{ 1%) 9 ( 2%) 6 ( 1%])
Asian - N (%) 1 {<1%) 0 ( 0%) 1 (<1%)
Other - N (%) 7( 1%) 6 ( 1%) 14 { 3%)
Gender
Female - N (%) 333 (70%) 321 (68%) 306 (67%)
Male - N (%) 143 (30%) 153 {32%) 148 (33%])
Disease Duration - Years
~ 'Mean (Std. Dev ) ’ 9.1 (8.47) 9.4 (8.79) 9.1 (7.92)
Range 0.1-59.0 0.1-50.0 0.1-60.0
<5 years - N (%) 172 (36%) 158 (33%) 143 (33%)
>5 years - N (%) 304 (64%) 316 {67%) 305 (67%)

APPEARS THIS WAY
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Table A.4 WOMAUC Index

How much pain do you have?

walking on a flat surface
going up or down stairs
at night while in bed
sitting or lying

standing upright

Amount of joint stiffness

How severe is your stiffness after first awakening in the morning?
How severe is your stiffness after sitting, lying, or resting later in the day?

Ability to move around and to look after yourself - degree of difficuity

descending stairs
ascending stairs
rising from sitting
standing

bending to floor
walking on flat surface
getting infout of car

going shopping

putting on socks/stockings

rising from bed

taking off socks/stockings
lying in bed

getting in/out of bath
sitting

getting on/off toilet

heavy domestic duties
light domestic duties

Score: none, mild, moderate, severe, extreme

APPEARS THIS WAY
ON ORIGINAL
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Table A.5: Osteoarthritis Severity Index (knee)

tnquiries Related to Pain Paints®
Nocturnal pain
none 0
only on movement or in certain positions 1
without movement 2
Duration of marning stiffness or pain after getting up
- none 0
tess than 15 minutes 1
15 minutes or more 2
Remaining standing for 30 minutes increases pain
- no ¢]
yes 1
Pain on walking
none 0
only after walking some distance 1
- very early after starting to walk and increasing 2
Pain or discomion when getting up from the sitting position
- no 0
yes 1
Inquines retated to maximum walking distance
- Unlimited 0
More than 1 km (0.62 miles), but imited 1
About 1 km (0.82 miles, about 15 minutes) 2
From 500 10 900 m (547-985 yards. about 8-15 minutes) 3
From 300 to 500 m (328-547 yards) 4
From 100 to 300 m (109-328 yards) 5
- Less than 100 m (109 yards) 6
With one walking stick or crutch +1
- With two walking sticks or crutches +2
inquiries related to activities of daily living®
Can you go up a standard flight of stars? Qo2
- Canyou go down a standard flight of stairs? Qto2
Can you squat completely? Qto2
Can you walk on unevern ground? 0102

*Point Score: No difficulty = 0; With difficulty = 1: Impossible = 2.

APPEARS THIS WAY
ON ORIGINAL
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Table A.6: Osteoarthritis Severity Index (hip)

inquiries Related to Pain Points*

Nocturnal pan
none 0

cnly on mavement of in certain postions 1
- without movement 2
Duration of morning stitiness or pain after getting up
- none o]
less than 15 mnutes 1
15 minutes or more 2
Remaining standing for 30 minutes increases pain
- no ¢]
- Vves 1
Pain on walking
- none ‘ ¢ APPEARS T!"”S WAY
- only alter walking some distance 1

very early after starting to walk and increasing 2 ON 0 R ! G l NAL

Pain or discomfort when getting up from the sitting position

no 0
- yes 1
Inquiries related to maximum waiking distance
- Unlimited 0
- Mare than 1 km (0.62 mies). but imited 1
About 1 km {0.62 miles. about 15 minutes) 2
From 500 to 900 m (547-985 yards, about 8-15 minutes) 3
- From 300 to 500 m (328-547 yards) 4
- From 100 to 300 m (109-328 yards) 5
- Less than 100 m {109 yards) 6
With one walking stick or crutch +1
- With two walking sticks or crutches +2
inquiries related to activities of daily living”
- Can you put on socks by bending forward? Oto2
- Can you pick up an object from the fioor? Oto2
- Can you go up a standard flight of stairs? Oto2
- Canyou getinto and out of a car? Qto2

“Point Score: No difficulty = 0: With difficulty = 1: Impossible = 2.

APPEARS THIS WAY
ON GRIGINAL



BEST POSS!BLE COP

Table A.7.1 Physician’s Global Assessment (Protocol 054)

Do




Table A.7.2

Physician’s Global Assessment-continued (Protocol 054)

sgiare
[

<f CSevar

IImAlY paytwie
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‘Table A.8.1 Patient’s global assessment (Protocol 054)

PATIENT'S GLOBAL ASSESSMENT OF ARTHRITIC
PART 1 OF 4: OBSERVED MEANS (a3 th)
INTENT-TO-TREAT COHORT (ITT)*
PLACEBO SC-586€3% 8C-58635 SC-58615
5IMG BID 100MS BID 2008 BID
i1N=2171 iINe21€} {N=237) (Ne213}
? 21i¢ 2C7 213 ¢7
j.e i.e 3 4.0 KI
C.€1 0.€4 .61 3.59 0.564
217 216 2¢7 21 piei
3 2.y 2.7 .8 2.0
C.8¢ 5.8% 0.85 Q.93 0.8%
216 o
2.9 z
.67 :
TiT 21¢ 212
3.4 2. LR 3.0
S1T ¢ .96 i.0% 1.2 Loy
(2! This table is pased on the last chservation carried ferward approach
- [§:3} caie ranyed f{rom ! (very ¢ood) to § (very poor)
T By detirition. in this and subsequert efficacy tacies. the ITT cohort includes oniy patients who had at lasst
oneg cose of study medication
PATIENT'S GLCBAL ASSESSMENT OF ARTHRITI
FART 2 OF ¢: CATEGCRICAL CHANGE ANALYSIS, NUKBER OF PATIENTS (%) (a)
INTENT - TO-THEAT COHORT {ITT)
— - - PLAJERC 5(-5863% SC-B8625 LC-3R/1T
SOHG BID 100MG BID 200NG BID
(N=21T) (R=216) WN=Z071, IN=213)
WEIK 2 «{. 001
IMPRCVED (b 35( 16%) S1{ 244} €7 { 1Z% £6{ 321
o RO THANGE T T9%) 160{ 741 137 €64 133¢ 47%)
WORSENED (Ci 110 5%} S{ 2¥) 2 1% EXRES X §)
TOTAL 217100 216100 207¢10C%) 2C7 (1904
WEEK ¢ <¢.{01
IMPECVED (D) 380 18&%) 7O 318 Ti0 34%) I8{ 37%; 4 %)
NO CHAM i€2( 754 143¢ 65%) 131¢( 638, 12€( S5%) 1329¢ 67%)
WORGENED (¢} 171 8% 60 3%} S5 Z%) 9 4% 5¢ j
IUTAL 217(10Cw) PRLESIE RS 20T L0
WEER 17 €.¢01
IMPRS D () 360 1% S8¢ 26%) €50 313y €L Z9v) 36el
NU CHANGE 164 TEémy 153 ¢ 71wy 127( 66%) 162 BT} 131¢ 63%)
WORFENED (C1 176 8%} T 3% S0 2%3 G0 8% &1 3wl
TOTAL 217 ¢100%} <16 (1CTY) 207 (100%) FARESIHG 3] 2071100%]
UES FOR TREATHENT COMPARISONS (e}
PRIMARY-~---- e i L et T L TP
200MG BRID STMG BID 10¢MG EID 200MS BID  200MG HAPRCXEN NAPROXEN RAPRCYEN
¥S. ! V5. vs. VS. . VE. ve. VS.
PLACEBC SOMG BID SOMG BID 1CGCMG 8ID  PLACEBO S0¥: BID 100MG BID 2(0MG BID
<& - 0.044 £.317 3.954 0.784
<C¢.0C1" 0.543 0.423 0.464 0.746
WEEF 1l: C.0CTe D.Z5F 0.794 J.677 C.174
. (a5 Tris table is based on the last cbservation carried forward approech
(B} Improved is Jdefined as reduction of at least two grades from baseline for grades 2-S or a change in grade from z to 1
) an increase of at least twe grades from baseline for grades 3 or a change in grade from 4 tc S
1d) est cf linear dise trend stratified by center (Konzeru Corzelation), Naproxen Yroup was excluded
e test of treatment cumparison stratified by center (Row Mean Scores Differ)
- cani according to tne Hochberg procedure (primery pairwi compariscons enlyd
[



Table A.8.2 Patient’s global assessment (Protocol 054)

PATIENT 'S GLUBAL ASSESSGMENT OF ARTHNITIS
PART 5 OF 4: MEAN CHANGE ANALYSIS tab (2]

INTENT-TO-TREAT (ITT)

PLACERT SC-5£63% SC-5R830 SC-58625
S{MG BID LICHG RID G OEID
(N=217) (=21¥) IN=13T) 13
EENENEOSY
IWED MEAN CHANGE -2.6 -2.9 -1.2 -1,z -1.2 .
T8¢ C.§: 0.5 . % BN .
CHANGE [ BN < -1.z -1t -1
L0l
-1.1 -1 1.1
1.0# [F]
- B -1.1
LECIE RN |
-1l.3 -1, -1
1.5¢ 1,37 R
LE MEAN CEANGE (2} .11 -G.3 -1.1
C-BATIC WITH 95% ZONFIDENCE INTERVALS : [ KAPROXEN 10IME BID VS, NAPEOXEN 200MG uI
2.51% 0.37 ¢ .85 o 1.12; G.8% ¢
1.10) 1.8 0 CL8C xe 1.2 1.0C ¢
0.29; G.%3 € £.7% to 1.13) C.83 ¢

BIC

212
85y
211

OO

. cariied forward approach

{ ie rvanged from Lo (very good: te § {very poor! with negative change indicaiing irpreovement

(c) From Analysis of Coveriance model with treatment and centexr as facters and Baseline value a covariarte,
the corresponding RCOT MSE are: 0.825 fcor week 2. 0.941 for week 6, and 0.967 for week 12

{d) From a contrast statement from Analysie of Covariance model in (¢}, Naproxen group wag exciuded

(@} O-RATIO i detfined as the ratio 0f least square mean changes freom (c), of SC-SRE3IS group versus Naproxen [I>igd

1€) Fioum a cventrast statement from Anelyecis of Covarience medsl in (o)
© Statisticeily significant acrcording te the Hochiberg procedure (primary pairwise comparisons conlyt

r
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Table A.9.1 Patient’s Assessment of Arthritis Pain (protocol 020)

BASELINE

STD DEV

WEEK 2

8TD DEV

WEEK 6

STD DEV

WEEK 12
N
MEAN
STD DEZV

PLACEBO

(Na203)

201
63.4
17.13

201
56.1
26.24

201
51.1
29.04

201
52.7
29.41

INTENT-TO-TREAT COHORT (ITT) *

SC-58635
50M3 BID
(N=203)

203
6.9
1e.13

203
49.2
35.53

203
43.3
26.83

203
50.%
28.2%

5C-58615
100MG BID
{N=197)

19¢
68.
16.

156
41,
25.

196
41,
27.

196
43,
28,

8C-586135
200MG BID
(N=202)

201
§8.9
15.43

201

24.96

201
43.8

201
45.5
28.23

;;3 This table {s based on the last observation carried forward approach
(b) Scale ranged from 0 to 100 (mm) with lower score as better

¢ By definition, in this and subsequent efficacy tables, the ITT cobort includes only Xnee patients who had at
ona doae of atudv medication

Rk 2
OBSERVED MEAN CHANGE
8TD DRV
LS MEAN CHANGE (c)

WEEK €
OBSERVED KEAN CHANGE
STD DEV
LS MEAN CHANGE (c)

WEEK 12
ORSERVED MXAN CHANGE
§TD DEV
LS MEAN CHANGE (c)

Q-RATIO WITH $5% CONFIDENCE INTERVALS

WEEK 2:
WEEZK 61
WEEK 11:

P-VALUES FOR TREATMENT COMPARISONS (f):

|-----~PRIMARY-- -~~~
100G BID 200NG BID
vs. vs.
PLACEBO PLACEBO
WEEK 21 <0.001* <0.001*
WEEK 6: <0.001* 0.003*
WEEK 12 0.003" 0.0609*

(e):

TABLE

18

PATIENT ‘8 ASSESSMENT OF ARTHRITIS PAIN (VAS)
PART 2 OF 3: MEAN CHANGE AMALYSIS (a) (b)

INTENT-TO-TREAT COHORT (I
PLACESBO 8C-58635 8C-58625
SOMG BID 100MG BID
{8=203) (®=203) (N=137)
-13.3 -17.7 -26.1
23.28 25.99 26.19
-i2.1 -18.4 ~26.1
-18.3 -17.7 -26.4
27.38 29.22 27.76
-16.6 -17.9 ~25.9
-16.7 -16.0 -24.1
a9.05 23,81 27.31
-15.1 -16.0 ~23.1
50MG BID V3. NAPROXEN

0.67 ( 0.53 to 0.84)

0.66 ( 0.51 to

0.85)

0.70 ( 0.51 to 0.94)

(a) Thia table is based on the last observation carried forward approach
{b)} Scale ranged from ¢ to 100 (mm) with negative change indicating improvement
{c) From Analysis of Covariance model with treatmant and center as factors and Baseline value as covariate,

the corresponding ROOT NSE are:

23.93 for week 2,

26.22 for week 6,

™)

8C-58635
200MG BYD
(N=202)

-24.3
24.81
-24.6

-25.1
26.40
-24.8%

~23.3
29.18
-22.1

100MG BID VE. NAPROXEN

0.96 { 0.80 to
0.96 ( 0.78 to
1.02 ( 0.80 to

1004G BID 200MG BID 200MG BID NAPROXEN
vs. V8. vs. V8. VS,
50MG BID 50MG DID 100MG BID PLACKRO
0.001 €.010 0.514 <0.001
0.002 8.013 0.579 <0.001
¢.o008 0.023 0.701 8.005

and 27.02 for

RAPROXEN
S5004G BID
(H=198)

OVERALL
P-VALUE(C}

<0.001
-328.2
26.88
-27.3

<0.001
-28.5
30.28
-27.0

0.002
-25.6
29.14
-22.7

NAPROXEN
500M3 BID
(N=198}

197
71.4
14.97

187
42.2
26.52

197
41.9
29.07

197
45.8
29.28

least

LINEAR
TREND
P-VALUE{a)

<0.001

<0.001

«0.001

200MG BID VS. NAPROXEN

1.15) 0.30 { 0.74 to 1.09)
1.18) 0.%81 ( 0.74 to 1.12)
1.30) 0.97 ( 0.76 to 1.25)

(d) From a contrast statement from Analysis of Covariance model in (c), Raproxen group was excluded

{@) Q-RATIO is defined as the ratio of least square mean changes from (c), of SC-58635 group versus Naproxan

(f) From a contraast statemant from Analysis of Covariance model in (c¢)
* Statistically significant according to the Eochberg procedure

<0.001 0.642 0.263
<0.001 0.700 0.346
0.014 0.875 0.822
week 12
group

(primary pairwise comparisons only!}



Table/Figure A.9.2 Patient’s Assessment of Arthritis Pain (020) -

B
—F
H
_F_
=a

Placebo (n=203)

Celecoxib 50 mg BID (n=203)
Celecoxib 100 mg BID (n=197)
Celecoxib 200 mg BID (n=202)
Naproxen 500 mg BID (n=198)

70

60

Mean VAS (mm)
N
o
1
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- Table A.10.1 Patient’s Assessment of Arthritis Pain (protocol 054)
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Table/Figure A.10.2 Patient’s Assessment of Arthritis Pain (054)

B Placebo (n=217)
—J- Celecoxib 50 mg BiD (n=216)
-H  Celecoxib 100 mg BID (n=207)
707 - Celecoxib 200 mg BID (n=213)
—- Naproxen 500 mg BID (n=207)
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Table A.11 WOMAC pain (protocol 054)

SC-SREIS COMPARATIVE ¥

LCATY END SAFETY VS KAFROXEN IN HIF OA
N42-96-02-05¢

TZELE 23.1 “
WOMAT PAIN

INTENT 70 TREAT JCCHOPT (17T

PLACERS

(N=217)

i a7
luLE & FA
2oEk 3% Poha
MEAN I [ R
. 3.8 E ] L

N E17 215 213

MEAN 9.7 3.5 A5 .9
STL DTV x.ag §.22 +.20 3.34

iat zable iy based on the la
1o} e ranged from ¢ vo 26 with Jower - ter

PLATEEC AL SU-SRA3S SC-38£3% NAPROXEN LI
S oBID LG0MG BID 208M3 BID SCOMT BID OVERALL TRENL
€ iN=207) (N=213) (N=2G7) Efgy 3
i - SULLTL ARSIV
AN CHIMNGE 2.7
3 j.oon
- 23
“U.CI1 <
s 2.1 .4 z.8
3.5l 356 3.1 B3 H
I -0l .4 o

FAEISONS el

ZO0GMG ZID SGMG BID
VE, Vs

PLACER

<C.20

<002

tai This takble is basad on the iast sbeervatlion carried forward approach

Scale ranged from ¢ to 2C with negative change indicating improvesent

From Analyeis of Covarlance model with treatment and center ag fectors amkd Baseline value as covariate
From 2 contrast statement from Analysis ¢f Covariance madel in {ci, Naproxen group was excluded

From a contrast statement from Analysis of Covariance model in {¢)




Table A.12 WOMAC pain (protocol 020)

1.1
FAIN
FAET 1 SEREVED M tar il
N ToTRERT T ENEE PATIZNTS ORLY
.
ST-58635 HAPROXEN
290KG BIT SoCMS BID
(N=202" (X=198;
1e7 20! 198
1.7 1¢.7 11,0
3 3.36 z.97
157 3¢ 201
7 Te 7.9
77 3.7s 3.239
i i€ S0t IaE
BoA T4 . 4.4
<. 417 4.1 E
vation carried toyward apprroach T
lowel suoie as better
OVERALL
SREFA R
LRI
-Z.8
P56
-2.3
3.R4
MG NAPRONEN NAPROXEN
Vs, VE v
1COMG BID FLACEBS SOMG BID
G.820 <3.001 0.024 . G.752
C.259 3.061 G.33¢ Q. 0.319%
Eased h iacy Arried forward approach o ) )
m Q¢ to S0 with o indizating improvement
¢f Cevarlanve and center &5 factore and Baseline value as covariate
Y a TOonhrast sratement from An ic of Covariance model in {(C}. Naproxen group was excluded
a trast gtatement f:iom sis of Uowarlance model in (o)
X



Table A.13 WOMAC stiffness (protocol 054)

TABLE 21.Z
WOMAC JOINT STIFFRESS .
FART 1 OF 2: CBSERVEL MEANS (&) (b)

INTENT-TCO-TREAT COHORT {ITT)

PLACEBC SC-5863% SC-58€33 NAPROXEN
SCMG BID 200EG BID S00KG BID
iN-2173 (N=21¢) (N=213) (N=207)
216 211 205
4.7 4.7 4.5
.42 I.48 1.43 1.80
zi6 297
44 4.0 3.7
157 L

257 297
3.7 Y
177

icn carried forward approach
1 better

INTENT-TO-TREAT CORCRY (ITT)

SC- 58635 ST~58635 MAPROXEN LINEAR
200MG BID S00MG EID OVERALL TREND
(=207} P-VALDE (o p-VALUE iy
«T.C01 <3, G0l
MERN - 2 0L E 1.9 ~1.0
1.37 1,45 1.5% 1.54
CHANY -0.2 -G.8 -1.3 -1.1
<G o0l <0.¢01
-0.3 -0 8 c.g 1.0 1.¢
1.61 1.50 1.€7 1.7% 1.5%
-0.4 -0.8 -1.C -1.0 [ S

(e}:

S5CMG BID 1T0MG BID  200MG EID

SOMG B1D

& takle 1g b2
icr Seale ranged from ive change indicating improvement
{Cc} From Ana s of Co treatment anc center as favcery and Basell
idr From & Conirast statement from inaiysis ot Covariance mozel Naproxen g
(e Froum a ¢ €u statement from Anelysig of Zovariance mo

approach

e value ag cuvariate
wa5 excludes




Table A.14
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WOMAC stiffness (protocol 020)

N

TABLE 21.2
JCINT L :
CRSERVED MEANS {a) (k)

ENEF PATIENTS

PLACEED SC-38E2E SC-5&63% KC-58629 HNAPRIMEN
SOMG BIT 1Z0MG BID 1D NG BID
iN=ZQ2 t 2 (N=1%7] 3

2 197 Len
6.9 7 iy ER
FE 47 i.e 140

ke 1o 19¢
: Loed 1.8

202 126 :

4 EIRY B
1 LD

carrie

ENEE FATIENTS ONLY

ITT)

SC-SBE2S NAPRCXER
ZUONG EID COIMG BID
fN=Z00Y (N=198}

T

s

tabie s ba

chservation carvied forward approach

ced

(35 ranged from & ot & th negartive change indicating impr

(; From Analyric of Covariance pmdel with treatment and center as factors and Baseline vaelus as covariate
td} From & conrra sratement. from Analysis of (ovariance model in {2}, Naproxen group was excluded

te) From a centrast statement from Analysic of Covariance model in (¢}




Table A.15 WOMAC function (protocol 054)

(N=2175
217 zo 211
HEAR s i 4.9 35.4
STL Loy 11.3¢ 2y 11014 11,13 .
217 212 207
3303 Z 27.¢ 6.5
12.6C L3Z 12.7. 12,42
215 07
29.% 5.2
12,584 15.7%

the last obrervaticn carried forward approach
anged from £ 2o £R with lower SCore as better

LINEAR
TREND

EE I HAE e
-L3 5.4 "
e LTl <
-3.0 4R -E.7 -7,
it 54 1o.el 11.17 PR |
-3.2 -5 =708 -5.4

TOF TREATMENT COMFARISC

LOUNMG 21D 230MG BID

5 ©.004 o. 6.0 <0.601
Z 5,047

based on the last observation carried forward approach

from 0 to §8 with ve rhange indicsting improvenent

of Covariance model with treatment and center au factors and Bexeline value as covariate
T statemsens from Analys ot Coveriance medel in (¢}, Naproxen group wan excluded

st statement from Analysie of Covariance model in {cl




Table A.16 WOMAC function (protocol 020)

INTENT-TC-TREAT COHMCORT «ITT) - KNEE PATIENTS CONLY

PLACEBZ SC-58635 $5C-5863% SC-9K€635 NAPROYEM
50MG BID 100MG BID Z00MG BID socdG eIn
(N=203} (N=197) N=202) (=307}
174 176 1890
i6.2 35.4 39.3 dc.e
10.76 11.77 12.29 10.%8
176 181 189
76.2 28.¢ 22
12 .88 12.%3 HUN

on car
e as better

wMAL
FART 2 GF Z:

~TG-TREAT COHCHT (ITT) - KNEE PATIENTS ONLY

PLACEBC SC-38635 SC-58625 SC-SRE3S NAPROXEN LINEAR
S(GMG BID 10CMG BID Z03MG BID 3005 51 OVERALL TRERD
iN=203) 1N=202) (132197} =202 {N=138) P-VALUE (T} [-VALUE (4
<. gu1 <G00l
ESEFVED HERN THAL - ~5.1 -8.4
‘ 11.1¢ 11.33
-9.3 -8.5
«{ 581 ~0L 301
6.2 ~y.2 -7
11.51 12.26

100MG BID  Z00MG BID  200MG BID  NAPROXEN

NAPROKEN
Ve
100MG EBI

VS,
PLACEZRQ

e

SOMG BID S0MG BID

RS}

3.C2%
$.833

last observation cairs o
to €% with negative change in iprovement

ariance model treat: and center as facto:zs and Baseline value as covariate
statement from Analysis of Covariance madel in (¢}, Naproxen groupn was exciuded
gtatvement f{rom Analysis of Covariance model in (¢}




Table A.17 WOMAC composite (protocol 054)

TARLE 21.4
WOMACZ COMPOSITE SCORE
PART 1 DF 2: CBSERVED MEANS (a) (b)

INTENT-TO-TREAT COHORT (ITT)

PLACEBC SC-58635
1CCMG BID
{N=217} IN=ZG ")
* o 267 21t P2
MEAN 56.7 5C¢. % 9.5
eTC U 14.9¢ 4.33 ig. 0
Lin 7 21z 2.2
33.¢ l%.¢
17.80 17.383
s ES LS 2¢7 212 Lo
2.2 40.4 4003
15,66 19.99 18,92

fa; on the last observaticn carried forward approach
) Scale ranged from O to 96 with lower score a5 better

WOMAC COMEJSITE SCCRE
PART & OF 2: MEBN CHANGE ANALYSIS (a} (b}

INTENT-TO~TREAT CCHORT (ITTH

PLACEEC SC-5863% SC-5882% SC-58625 HAPROXEW
SUMG BID 100MG RID 200MG BID LCOMG BID OVERALL
iN=217) (=216 (N=237) {K=213) {(N=207) poVALL

ESRV-SN]
¥

2CCMG BID

VS,

taj This tabile is bas
i) Scale ranged from
(o) From

Pon the lact observarion carrs
T¢ %€ witk nega

fcrward approach

e change i cating improvement

Analyszis of Covariance model I vreatment and center as factorsg and Baseline value as covariate
1d) From ¢ contrast statement from Analysis of Jovariance wedel in ic), Rapzoxen group was excluded

(&) From a ccntract statepent frem Analysia of Covariance model in {c)




’fable A.18 WOMAC composite (protocol 020)

INTENT-TC-TREAT

FLATERS

iN=205%

is LE2 el
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EP EE 400
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ket ter

observario
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an 6oy DERES
LR -z
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12 (.3 ~C.a0t

OBSERVED MEAN -6.1 ~13.3 ~12.0 3
STH DEV i5.E5R 17,48 iy
& MEXN CRANGE (o) -5.6 -iZ.1 ]

COMPARIGONS (€)@

ZOUMG RIL SGMS BID I00MG BIf
v
V

FLACEED

<3,

e is kased on the last chgervation carried forward approach
ranged from & te 96 with negat ATINgG Tprovenent

-+ chanye 1n

of Covariance model with treatment and center as factors and = lime wvalue ay covariate
' Yast ement from Analysis af Jovarian model in fo), Naproxen grourn was ex<luded
(e) From a ventrast stavement from Analysie of Coevariance model in (¢



Table A.19 Withdrawal due to lack

5C-58635 COMPARATIVE KFFICACY
N4S-96-

of Arthritis Efficacy (020, 054)

AND SAYFETY VS NAPROXEN IN OA
082-020

TABLE 22
INCIDENCE OF WITHDRAWAL DUXR TO LACK OF ARTHRITIS EFFICACY

INTENT-TO-TREAT COHORT (ITT)

PLACEDO

8C-58635

8C-58635 §C-58635 NAPROXEN
50MG BID 100NMG BID 200MG BID S00NG BID
{N=203) (N=203) (N=197) (M=202) {N=198}
NUMBER WITHDRAWN DUE TC LACK OF
ARTHRITIS EFFICACY 79(39%) §1(30%) 40(20%) 49 (2d%) 52(26%)
P-VALUES FOR OVERALL CONPARISONS {(a}: <0.001
P-VALUE FOR LINEAR TREND TEST (b): <0.001
P-VALUXS FOR TREATMENT COMPARISONS (C):
50HG BID 100mg BID 200MG BID 100MG BID 200MG BID 200MG BID NAPROXEN NAPROXEN NAPROXEN HAPROXEN
vs. va. vs. Vs, vs. vs. vs. vs. vs. vs.
PLACEBO PLACEZBO PLACEBO 508G BID S0MG BI1D 100MG BID PLACEBO 50Ka BID 100G BID 200KWG PID
¢.076 <0.001 6.002 0.02% 0.219 0.400 ¢.008 0.438 0.150 0.647

(a) ri.bér'x Exact ti;t for all five treatment groups
(b} Cochran-¥antel-Haenszel test of linear dose trend (Nonzerc
Falirwise Fisher’s Exact test

te)

INCIDENCE QF wWIT

TENT-

FLACEBRD
(N=217)

TR OF

11263235

Correlation}, Naproxen group was excluded

P& SAFETY VS NARRIREN IN HIP LA

TC-TREAT

SC-BRE3S SC-B&535

5OMG BID LO0RG BID

(N=216) (1=207)

7€435%) £1iz9%) £512€%) £1{25%)




Table A.20 Time to Withdrawal-Lack of Arthritis Efficacy (054)

TABLE 28

TIME. TC WITHDRAWAL DUE TO LACK OF ARTHRITIS EFFICACY
PART 1 OF 22 KAPLAN-MEIER ESTIMATES OF PROPORTION OF PATIENTS
WHO DID NOT WITHDRAW DUE TO LACK OF ARTHRITIS EFFICACY

INTENT - TO~-TREAT COHORT (ITT)

100 G
brers A4 PLACEBO ©6—6-6 '3C-5363%5 BOMG
0.95 "1%' a8 8C 588385 100MG Se—t—ie 8C 58635 200MG
O +——+ NAPROXEN S500MG
0.90 1 S 1Y
0.85 + & I
Sy <
0.80 1 ° >3 -
0.75 7 0 by " -‘h__
0.70 o ] 3 1
0 - U9 =

0.65 0
0.60 - -
0.55
0.50 ~
0.45 4
0.40 1

1 { L) I ] ]

] 4 28 56 70 84

TIME IN DAYS
O WITEDRAWAL DU
AR GF LY S OFCR TIME IO W T ORFFICATY
INTENT-TC-TREA

o-VALUE FCR CVERALL CIMPARISONE {(at: U.icL
p-VALLES FOR TREATMENT COMPAKIGONS (b
TR




Table A.21 Time to Withdrawal-Lack of Arthritis Efficacy (020)

TABLE s
TIME TG WITEDRAWAL DUE T0 LACK OF ARTHRITIE ETFICACY
PAET | OF £ KAPLAN - MEIKR ESTIMATES OF PROPONTION OF PATIENTY WHO DID NOT WITHDEAW DUE TO LACK OF ARTHEITIS EFFICACY

INTENT-TO -TREAT COHORT (T

QA ~
qaz -
1 °° ik PLACKBO —60—0 C-s WNG
a4 BC - 58025 100MG de——as  gC- DM S0OMG
“+—4+—+ RNiFROXEN sOMC
o0 T T T T T T T T T
[ b » 20 © 0 [ L] L) [
TIME IN DAYS
SC-58635 COMPARATIVE EFFICACY AND SAFETY VE MAPROXEN IN OA
§N49-96-02-020
TABLE 23
TIME TO WITHDRAWAL DUEZ TO LACK OF ARTHRITIS EFFICACY
PART 2 OF 2t LOG-RARK TESTS FOR TIMX TC WITHDRANAL DUE TO LACK OF ARTHRITIS EFFICACY
INTENT-TO-TREAT COHORT {(ITT)
D-VALUE FOR OVERALL COMPARISONS (a): <0,001

P-VALUES FOR TREATMENT COMPARISONS (b):

S50MG BID 100MG BID 200G BID 100MG BID 200MG BID 200MG BID NAPROXEN NAPROXEN RAPROXEN NAPROXEN

vs. vs, vs. vs. vs. vS. vs. vE.
PLACEBO 50MG BID S0NG HID 100MG BID PLACERO 50MG BID 100G BID 200MG BID
0.017 0.065 0.1432 0.648 0.002 0.430 0.295 0.530

(a} Fron‘ lo.q'-rliﬂ( test for all five treatmant groups
(b} ¥rom pairxrwise log-rank test



Table A.22.1 Reasons for Study Termination (020, 021, 054)

Number of Osteoarthritis Patients by Treatment Group
Celecoxib Naproxen
Study Placebo 50 mg BID | 100 mqg BID | 200 mg BiD | 500 mg BID
Study 020 (n=204%) (n=203) (n=187) {n=202) (n=198)
Total Completed 91(45%) | 118(58%) | 116 (59%) | 129 (64%) 116 (59%)
Total Withdrawn 113" {55%) 85 {42%) 81 (41%) 73 (36%) 82 (41%)
Lost 1o Folicw-up 3{ 1%) 1 (<1%) 3{ 2%) 1 (<1%) 3( 2%)
Pre-Existing Violation 3{ 1%) 1(<1%) 0 ( 0%} O({ 0%) 1 {<1%)
Protocol Non-CComphance 12 { 6%) 4( 2%) 7{ 4%) 2 (< 1%} 8¢ 4%)
Treatment Failure 79 (39%) 61 (30%) 40 (20%) 49 (24%) §2 (26%)
Adverse Event 16 ( 8%) 18 { 9%) 31 (16%) 21 {10%) 18 { 9%)
Study 021° (n=242) {n=252) {n=240") | (n=233) (n=226)
Total Completed 119 (49%) | 168(67%) | 165 (69%) | 154 (66%) | 147 (65%)
Total Withdrawn 123 (51%) 84 (33%) | 75°(31%) | 79(34%) 79 (35%)
Lost 1o Foliow-up 5{ 2%) 1 («1%) 0 0%} 2 (<1%;) 1 (<1%)
Pre-Exishing Violation 2 (<1%}) 3( 1%) 1 (<1%) 1 (<19%) 0( 0%)
Protocol Non-Compliance 13 ( 5%) 8( 3%) 7( 3%} 4( 2%) 8( 4%}
Treatment Fature B9 (37%) 56 (22%) 51 (21%) 49 (21%) 40 (18%)
Adverse Event 14 ( 6%) 16 { B%) 16 ( 7%) | 23 (10%) 30 (13%)
Study 054 (n=218" (n=216) (n=207) | (n=213) (n=207)
Total Completed 79(36%) | 111(51%) | 111(54%) [ 118(56%) | 118 (57%)
Total Withdrawn 138" (64%) | 10S (49%) 96 (46%) | 94 (44%) 89 (43%)
Lost {0 Foliow-up 2 {<1%j) 4 (2%) 0 0%} 2 {<1%;) 1 {«1%)
Pre-Extsting Violation 3( 1%) 2 (<1%) 0({ 0% 3( 1% 1 {<1%)
Protocol Non-Compliance 5( 2%) 8 (3%) 8( 4%) 9 ( 4% 7{ 3%)
Teealment Failure 112 (52%) 76 (35%) 81 (29%} 55 (26%) 51 {25%)
_ Agverse Event 18 { 7%) 17 (8%) 27 (13%) 25(12°°) 29 (14%)
Pooled 12-Week Pivotal Studies | (n=664") {n=671) (n=6445) {n=648) {(n=631)
Total Completed 289 (44%) | 397 (59%) | 392(61%) | 402(62%) | 381 (60%)
Total Withdrawn 375" (56%) | 274 (41%) | 252° (39%) | 246 (38%) | 250 (40%)
Lost to Foliow-up 10 { 2%} 6( 2%) 3 {< 1%} 5 (<1%) 5 (<156}
Pre-Existing Violation 8( 1%) B { 2%) 1 {<1%} 4 {<1%) 2 {<1%)
Protocot Non-Compliance 30 ( 4%) 18 ( 6%} 22 ( 3%) 15( 2%) 23 ( 4%)
Treatment Failure 284 (42%) 193 (29%} 152 (24°%:) | 153 (24%) 143 {23%}
Adverse Event 46 ( 7°%6) 51 ( B%) 74 (11%) 69 {11%) 77 {12%)

Derived from individual Study Repods

a) Inciuges onty panents with OA of the knee.

) Total number of patients includes three patients (one in the placebo group [Study 020}, one in the
placebo group {Study 054}, and one in the celecoxib 100 mg BID group [Study 021)), who ware
randomized into a study but did nat receive study medication and are not inciuded in the ITT Cohort.



Table A.22.2 Reasons for Study Termination (060, 087)

Number of Ostecarthritis Patients by Treatment Group
Celecoxib
Study Placebo 100 mg BID 200 mg QD
Study 060 (n=232) {n=231) (n=223)
Total Compieted 146 (63%) 194 (84%) 182 (82%)
Total Withdrawn 86 (37%) 37 (16%) 41 (18%)
Lost to Foliow-up 2 {<1%) 4( 2%) 2 (<1%)
Pre-Existing Violation 2 {<1%} 2 (<1%) 2 {<1%)
Protacol Non-Compliance 6( 3%) 2 (<1%) 7{ 3%)
Treatment Failure 56 (249} 18( 8%) 21 { 9%)
Adverse Event 20 { 9%) 11( 5%} 9 4%)
Study 087 (n=244) (n=243) {n=231)
Total Completed 164 (67%) 194 (80%) 191 (83%)
Total Withdrawn 80 (33%) 48 (20%) 40 (17%)
Lost 1o Follow-up 1 (<1%) 0( 0%) 1 (<1%)
Pre-Existing Violation 4{ 2%} 6{ 2%) 4( 2%)
Protocol Non-Compliance B{( I%) 7( I%) 5{ 2%)
Treatment Failure 55 (23%} 27 {11%) 24 (10%)
Adverse Event 12 ( 5%) 9 { 4%) 6 { 3%)
Pooied 6-Week Pivotal Studies {n=476) (n=474) {n=454)
Total Completed 310 (65%) 388 (82%) 373 (82%)
Total Withdrawn 166 (35%) 86 (18%) 81 (18%)
Lost to Follow-up 3( 1%) 4( 1%) 3( 1%)
Pre-Existing Violation 6( 1%} 8( 2%) 6( 1%)
Protocol Non-Compliance 14{ 3%) 9( 2%} 12{ 3%)
Treatment Faiture 111 (23%) 45 ( 9%) 45 {10%)
Adverse Evert 32 { 7%} 20 ( 4%) 15 { 3%)

Derived from Indmidual Study Reports



Table A.23 Schedule of Observations and Procedures (Protocol 060)

Pretreatment Period Treatment Period
Screening Baseline Week 2 Week 6
Visit Visit (Day 14) (Day 42) Early
(-14 to-2 days) (Day 0) (2 days) (+4 days) Termination

Informed Consent b3

Medical History X

Physical Exam b3 X X

Clinical Lab Tests® X X x X

SF-36 Health Survey X X X

OA Assessments® X X X X X

Discontinued NSAID or Analgesic® X

Meet Flare Criteria X

Signs & Symptoms X X X X

Dispense Study Med ’ x X

Return & Count Study Med X X X

Dispense Con Med Diary Card X X

Retrieve Con Med Diary Card X X X

Blood Sample For PK® x x

(a) Clinical laboratory tests included: Hematology (white blood cell [WBC] count, hemoglobin, hematocrit, platelet
count [estimate not acceptable]) and Biochemistry (BUN, creatinine, total bilirubin, aikaline phosphatase, AST
[SGOT], ALT [SGPT]. creatine kinase [CK]). Urinalysis (pH, specific gravity, WBC, red blood cell [RBC]), protein,
glucose, ketones, bilirubin) at Screening Visit only. Serum pregnancy test for women of childbearing potential at
Screening Visit only.

(b) Patient’s Global Assessment of Arthritic Condition, Patient's Assessment of Pain - Visual Analog Scale (VAS),
Physician's Global Assessment of Arthritic Condition, Functional Capacity Classification, Western Ontario and
McMaster Universities Osteoarthritis Index (WOMAC). and Osteoarthritis Severity index.

{c) Screening arthritis assessment data was not collected by Searle. Patient’'s Assessment of Pain (VAS) and
WOMAC were not performed at the Screening Visit.

(d) Patient discontinued NSAID or analgesic use within 48 hours or at least five half-lives before the Baseline
Arthritis Assessments, whichever was greater.

(e} Blood samples were collected at selected investigational sites only.
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Table A.24.1 Patient’s global assessment (protocol 087)
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Table A.24.2

Patient’s Global Assessment (Protocol 087)
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-Table A.25.1 Physician’s Global Assessment (protocol 087)
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Table A.25.2 Physician’s Global Assessment (protocol 087)
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Table A.26 Patient’s Assessment of Arthritis Pain (protocol 060)

INTENT-TO~TREAT COHORT (ITT)

PLACREBO 8C-58635 8C-58635
100MG BID 200G QD -
{N=231) (Ne231) (R=222)
BASELINE
N PEDY 231 322
NEAN 68.1 €7.8 68.0
8TD DEV 15.16 16.52 16.74
WEEK 2
N 131 231 222
MEAN 55.5 42.7 ' 42.0
BTD DEV 24.65 24.59 23.75
WEEK 6
N 231 231 222
MEAN 54.0 40.3 41.0
ard DpEv 26.00 28.01 26.29
t;)'rm- table is based on the last observation carried forward approach

{b) Scale ranged from 0 to 100 (mm} with lower score as better

BC-58635 QD V5 BID EFFICACY IN XMEE OA
- MN£9-96€-02-060

TABLE 17
PATIENT'S ASSESSMENT OF ARTHRITIS PAIN (VAS)
PART 2 OF 3: MEAN CHANGE ANALYBIS (a) (b}

INTENT-TO-TREAY COHORT (ITT)

PLACERO BC-5863% B8C-58635
100MG BID 200w QD
(He231) {(Mw231} (N=222) P-VALUE(c}
WEEEK 2 <0.001
OBSERVED MEAN CHANGE ~12.6 ~25.1 ~25.9
STD DEV 24.55 25.18 a5.05
LS MEAN CHANGE (c) -12.9 -38.5 -26.1
WEERK & <0.001
OHRSERVED MEAN CHANGE -14.1 ~237.5 -26.9
3TD DEV 25.68 27.78 28.41
L8 MEAN CHANGR (C} ~14.8 -28.8% -27.7%

Q-RATIO WITH 95X CONFIDERCE INTERVALE {d): 100MG QD VS. 1060MG BID

WEEK 2 1.02 ( 0.85 to 1.23)
WEEK 613 €.87 ( 0.81 te 1.17}

P-VALURS FOR TREATMERT COMPARISONS (e):

100MG BID 20083 QO 2008G QD
V8. vs.
PLACEBO PLACEBO
WEEK 21 <0.001 <0.001
WBEX &: «0,001 <0.003

{a)
{b)
(c)

(a4}
te}

This table is based on the last obxervation carried forward approach

Scale ranged from ¢ to 100 {mm) with pegative change indicating improvement

From Analysie of Covariance modsl with treatmant and center as factors and Baseline vaiue as covariate,

the correeponding ROOT NSE are: 23.37 for week 2, and 25.6% for week 6

Q-RATIC im defined as the ratio of laast square mean chenges fram (c), of SC-58635 100MG QD arsus SC-58635 100KG BID
From a <ontrast statement from Analysis of Covariance model im (c)



Table A.27 Patient’s Assessment of Arthritis Pain (protocol 087)
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Table A.28 WOMAC pain (protocol 060)
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Table A.29 WOMAC pain (protocol 087)
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Table A.30 Withdrawal due to lack of Arthritis Efficacy (060, 087)

BC-58635 QD V8 BID EFFICACY IN KNEE OA
R9-96-02-060

TABLE 21}
INCIDENCE OF WITHDRAWAL DUE TO LACK OF ARTHRITIS EXFFICACY

INTENT-TO-TREAT COHORT (ITT)

PLACEBO gC-58635 8C-58635
100MG BID 200MG QD
{H=231} {N=231) (He222}
NUMBER WITHDRAWN DUE TO
LACK OF ARTHRITIS EFFICACY 56 (24X} 18¢ 8%) 21( 9N\)

P-VALUES FOR OVERALL COMPARIBONS (a): <0.001

Pp-VALURS FOR TREATMENT COMPARISONS (b}):

100G BID 200MC QD 200MG QD
vs. V8. V8.

PLACEBO PLACEBO 100MG BID

<0.001 <0.003 0.616

(a) Fisher's Exact test
(b) Palrwise Pisher’'s Exact test

RC-SEL3E (D WS BID EFFICATY IN KREE CA
Ns2 98 02 287
TAGLE 28
DN IUENTE OF WITHUORZAHAL SUE TS LACK OF

TNTERT-TS-TREZAT OCHORT (17T

PLACEBY BC-58%
jReze:
IN=l4) =241
55 (23%; 27101 2i6010%,
§o VALUES COMPARISONS (2) «C. 081

P-YALUFRS POR TREATHMENT COMPARTIZONS (.




Table A.31 Time to Withdrawal-Lack of Arthritis Efficacy (060, 087)

B0 56856 QD VB BID XFFICACY IN KNBE QA
N&-6-03-0m

TAELE 2
TIME TO WITHDEAWAL DUE TO LACK OF ARTHHITI® EFFICACY
PFART 1 QF & KAPLAN-MEIXR ESTIMATTE OF PROPORTION OF PATTENTS
WHO DI 0T WITHDRAW DUR T) LACK OF ARTHRITIE EFFICACY

INTINT-TO—TREAT OCHORT OTD

Qr

n‘-
ot PLAEBO 9 ©©° J0C-586%% 10MG XD
885 50—k M0MG gD
u-
T T T T T T T
-3 7 u n » ] a
- T N TIME IN DAYH

SC-a8635 QD VA HID EFFICACY IN ENEE QA
N49-98-02—-087

TAELE 21 :
TIME TO WITHDRAWAL DUE TO LACK OF ARTHRITIE EFFICACY
PART 1 OF £ EAPLAN-MRIER ESTIMATES OF PROPORTION OF PATTENTS
WHO DID NOT WITHDRAW DUE TO LACK OF ARTHRITIS EFFICACY

INTENT-TO-TREAT COHORBT (ITT)

PROPORTION

L7+

a1 PLACERQ €6 §(C- 555 WoMG BID
8-68-8 8C-A885 200MG QD
T T T T T T T

Q 1 i a 8 3 &




Table A.32 Schedule of Observations and Procedures (protocol 022)

Screening Baseline Week 2 Week § Week 12 Early
Visit Visit (Day 14) (Day 42) (Day 84) Termina-
-7 to -2 day (Day 0) (-1 day) (-3 days) (-5 days) tion

Informed Consent

Medical History X

Physical Examination X

Clinical laboratory tests (a) X X X (b) X X

Discontinue NSAID (c) X

Meet Flare Criteria

C-Reactive Protein X X X X

Rheumatoid Factor X

SF-36 Health Survey X X X

Health Assessment

Questionnaire (HAQ) X X X X X

RA Assessments X (d) X X X X X

UGI Endoscopy X (e) X X

Signs and Symptoms X X X X X

Dispense Study

Medication X X X

Return and Count Study

Medication X X X X

Dispense Concurrent

Meds Diary Card X X X

Collect Concurrent Meds

Diary Card X X X X

(a) Clinical laboratory tests included Hematology (white blood cell [WBC] count with differential, red biood cell
[RBC] count, hemoglobin, hematocrit, platelet count [estimate not acceptable], prothrombin time [PT], and
partial thrombopiastin time [PTT)); Biochemistry (sodium, potassium, chioride, calcium, inorganic
phosphorus, blood urea nitrogen [BUN], creatinine, total protein, albumin, total bifirubin, uric acid, glucose,
alkaline phosphatase, AST [SGOT), ALT [SGPT), creatine kinase [CK]): and Urinalysis (pH, specific gravity,
WBC, RBC, protein, glucose, ketones, bilirubin). FlexSure® (Baseline) and CLOtest at Final Visit for H.
pylori. Serum pregnancy test was performed within seven days before Baseline Arthritis Assessments for
women of childbearing potential.

(b} PT and PTT were not performed at the Week 6 Visit.

(c) Patients discontinued oxaprozin and/or piroxicam at least four days before the Baseline Arthritic
Assessments.

(d) Screening arthritis assessment data were collected by Searle but not entered into the database.

(e) Pretreatment (Baseline) endoscopy must have been performed within seven days before the first dose of
study medication.




Table A.33 Baseline demographics (study 022, 023-pooled)

Text Table 44. Pooled Baseline Demographic Characteristics and Disease Status
for RA Patients By Trcatment Group (All Randomized Patients:
Pooled Pivotal Studies 022 and 023)

Number of Patients by Treatment Group
Celecoxib Naproxen
Placebo 100 mg BID | 200 mg BID | 460 mg BID | 500 mg BID
Baselina Characteristic {n=452) ({n=468) (n=454 ') (n=435‘) {n=443)
Age (years)
Mean (Std. Dev ) 54.2(12.42) | 55.1(11.99) | 54.0 (12,09} | 54.0 (12.10) | 55.9 (12.09)
Range 23-84 22-85 20-490 21-85 21-82
<65 years - N (% 350 (77} 364 (78°%) 358 (77%) 344 (79%) 321 {(72%%)
=65 years - N {%) 102 (23¢%) 104 (22%)) 103 (23% 91 {21%) 122 (28%)
Race/Ethnic Origin
Asian - N (%} 1 (<1%) 4 (<1%) 6 (1%) 4 (<1%) 1 {<1%)
Black - N (%} 36 (B%) 42 (9%} 35 {8%) 35 (8%) 34 (83%)
Caucaslan - N (%) 381 (87%) | 394 (B4%) | 380 (84%) | 364 (84%) 377 (85%)
Hispanic - N (%) 23 (5%) 25 (5%) 32 (7%) 28 (6%) 28 (6%)
Other - N (%) 1 (<1%) 3 (<1%) 1 {<1%) 4 (<1%}) 3 {<1%)
Gender
Femate - N (%) 336 (74%) | 346 (74%) | 328 (72%) | 314 (72%) 313 (71%)
Male - N (%) 116 (26%) | 122 (26%) | 126 (28%) | 121 (28%) 130 (29%)
Disease Duration - Years
Mean (Sta. Dev.) 10.3(19.91) | 10.7 (48.01) | 104 (=0.32) | 10.3(18.77) | 11.0 (=9.80)
- Range 03-60.0 0.3-53.0 0.3-53.0 0.3-58.0 0.3-55.0
<5 years - N (%) 159 (35%) | 135(29%) | 166 (37%) | 150 (34%) | 143 (32%)
5 years - N (%) 283 {65%}) 333 {71%) 288 (63%) 285 (66%) 300 (68%)
Corticostaeroid Use
Yes - N (%) 175 (38%) 209 (45%) 172 (38%) 154 (35%) 167 {38%)
No - N {30) 277 (61%) | 259 (55%) | 282 (52%) | 281(65%) | 276 (62%)
Mathotrexate Use
Yes - N (%) 192 (42%;) 221 (47%) 205 (45%) 202 (46%) 200 (45%)
No - N {%) 260 (58%:) | 247 (53%) | 249 (55%) | 233 (54%) | 243 (55%)
Other DMARD Use
Yes - N (%) 148 (33%) | 153(33%) | 139(31%) | 132(30%) | 149 (34%)
NO - N (%) 304 (6726} 315 {67%) 315 {63%) 303 (70%) 294 {66°%)
Pooled Pivotal Studies (022 and 0213)
Number of Patients by Treatment Group
Celecoxib Naproxen
Placebo 100 mg BID | 200 mg BID | 400 mg BID | 500 mg BiD
Basetine Measure {n=452) {n=468) (n=454") (n=435") (n=443)
Patient's Global Assessment of Arthritic Condition - N (%)
Very Goad 0{0%) 0 (0%} 0 {0%) 0 (0%) Q (0%,
Good 040%) 0 {0%} 0 (0%} 0 (0%) 0 (0%)
Fair 169 (37%) 181 (39%) | 184 (41%) | 175 (40%) 189 (43%)
Poor 227 (50%) 230 (49%) | 212 (47%) | 204 (47%) | 209 (47%)
Veary Poor 56 (12%) 57 {12%) 58 (13%) 56 {13%) 45 (10%)
Number of Tender/Painful Joints
Mean (Std. Dev.) 28.7 (14.55) | 28.2 (14.40) | 29.6 (14 99) | 2B.8 (14.36) | 28.2 (14.01)
Range 5-66 6-68 3-68 6-68 6-67
Number of Swollen Joints
Mean (Std. Dev.) 209 (11.83) | 20.5(11.68) | 21.7(12.29) } 20.7 (11.80) | 206 (12.11}
Hange 3-61 3-62 2-64 0-62 3-62
Physician’'s Giobal Assessment of Arthritic Condition - N (%)
Very Good 0 {0%) 0 {0%) 0 {0%; 0 '(0%) 0 {0%)
Good 0 (0%) 1 (<«1%) 0 (0%} 0{0%%) 0 {0%)
Fair 196 {447%) 207 (44%) | 183 (40%) | 182 (42%) 191 {43%)
Poor 220 (49% 218 (47%) | 227 (50%) | 216 (50%) | 219 (50%)
Very Poor 33 (7% 42 (9%} 44 (10%) 37 (9%) 32 (7%)




Table A.34.1 Physician’s Global Assessment (Protocol 023)

TABLE 20

PHYSICIAN'S GLOBAL ASSESSMENT OF ARTHRITIS

PART 1 OF 4: OBSERVED NEANS (a} (b}

INTENT-TO-TREAT COHORT (ITT} M
PLACEBO 8C-586135 8C-58635 8C-~58635 NAPROXEN
100G BIL 200MG BID 400G BID S60MG BID
. (Ke221) (N«228B} (Me218) (Na217) (Nw218)
BASELINE
N 21 228 218 117 218
MEAN 3.6 3.7 3.7 3.7 3.7
TN} DEV 6.61 0.65 0.64 0.82 0.61
WEEK 2
] 221 228 218 217 218
MEAR 3.3 2.9 2.7 2.8 2.7
STD DEV 0.90 0.86 0.82 0.80 0.82
WEEK 6
] 221 228 218 217 218
MEAN .2 2.9 2.8 2.8 2.7
STD DEV 1.01 0.93 0.95 0.91 0.87
WERK 12
N 221 aze 213 217 218
MEAN 3.3 3.0 2.9 2.8 2.8
STD DEV 1.00 0.95 0.5%3 0.92 0.%2
(;~)>A/‘1'§i<-ﬁ table is bawed on the last observation carried forward approach
(b} Scale ranged from 1 (very good} to 5 (very poor)
* By definition, in this and subsequent efficacy tables, the ITT cohort includes only patients whbo had at least
che dose of study medication
PHYBICIAN'S GLOBAL ASSE9SMENT OF ARTHRITIS
PART 2 OP 43 CATEGORICAL CHANGE ANALYSIS, NUMSBER OF PATIENTS (%) (a)
- : INTENT-TO~TREAT COHORT (ITT)
PLACEBC 5C-58635 BC-586135 8C-58635 MAPROXEN LINEAR
100MG BID 200MG BID 400MG BID S0OMG BID TREND
(M=221) (N=228) {M=218) (Me217) (Nw218) P-VALUE (d)
WEEK 2 <0.001
IMPROVED (b) 22¢ 10%) 44( 19%) 60( 28%) 46( 21%) 55( 25%)
HO CHANGE 187 ( 85%) 179( 79%} 151¢ €9%) 17U TIN) 161 ( 74%)
WOREENED (c) 12( Sw) S5( an) T( IN} of ow) 2( «<1i%)
TOTAL 221(100%) 228(100%} 218(100%} 217 (100%) 218(100%)
WEEK 6 ©.009
IMPROVED (b) 30 14%) 42( 18%) S4( 25%) 39( 18%) S2( 24%)
HO CHANGE 177( 80%) 178( 78%} 1S8( 72%) 177( #3%) 164 ( 75%)
WORSENED (¢} 14 €%) B %) 6{ 3%} 1( <1%) 2( <%}
TOTAL 221{(100%) 228 (100%) 218(300%) 217(100%) 218(100%)
WEEK 12 0.001
INPROVED (D) 27{ 12%} 42¢ 18%) 48( 22%) 44 20%) 55( 25%)
VA CHANGE 178¢( 81%) 179( 79%) 164¢ 75%) 1710 79%) 160( 73%)
WORSENED (C) 18( %) T( 3%} 6( %) 2{ <1%) 30 1%)
TOTAL 2231(100%) 228(100%) 218(100%) 217{100%)} 218(100%)
P~VALUEZ FOR TREATMENT COMPARISONS (e} :
- --PRINARY- -1 -~ SECONDARY ~ -

200MG BID 400MG BID 100MG BID 200MG BID 400MG BID 400G BID NAPROXEN NAPROXEN RAPROXEN NAPROXXN
vs. Vi, vs. vs. V. vs. V&, vg. vs. v,

PLACEBG PLACRBO PLACERO 100MG BID 100MG BID 200G BID PLACEBG 100G BID 200MG BID 40OMG BID
WEEK 2: <@.001* <0.001* «0.001 0.120 0.423 0.28¢ <0.001 0.097 0.931 6.273
WEEK 6@ ¢.001° 0.¢16* 8.035 ©.115 0.753 0.181 <0.00% 0.10%8 0.883 0.156
WEEK 12: 0.003* 0.001°* 0.004 0.&10 0.681 0.6820 <«0.0013 0.0986 0.285% 0.22%

(#) This table is based on the last obsarvation carried forward approach
(b) Improved is dofined as reduction of at lmast two grades from bascline for gradez 1-5 or s change in grade from 2 to I

{c} Worsened is defined as an increase of at least two grades from baseline for grades 1-3 or a change in grade from 4 to S
(4} Cochran-Kantel-Haenszel test of linear dose trend stratified by center (Nonrero Correlation), Maproxen group was excluded
(e} Cochran-Mantel-Haensxel test of treatment comparison stratified by center (Row Mean Scores Differ)
¢ Statistically significant according to ihe Hochberg procedure (primary pairwise comparisons only)



Table A.34.2 Physician’s Global Assessment-continued (Protocol 023)

PHYSICIAN'S GLOBAL ASSESSNENT OF ARTHRITIS
PART 2 OF 4: MEMN CHANGE AMALYSIR (a) {b) .
INTENT-TO-TREAT COHORT (ITT)

PLACRBC 8C-586135 8C-58615 BC-58635 RAPROXEN LINEAR
100MG BID 200MG BID 400MG BID S00MG BID GVERALL TREND
(=221} (N=228) (w218} (N=217) (N=218} P-VALUE(c) p-VALUE(Q)
WEEK 2 <0.003 <0.001
CBSERVED MEAN CHANGE -0.4 -0.8 -1.0 -0.9 ~1.0
STD DEV ¢.88 ¢.92 0.93 0.87 0.90
LS8 MEAM CHANGE (c) -0.3 -0.8 -1.0 -0.9 -1.0
WEEK 6 <0.001 <0.001
OBSERVED KEAN CHANGE -0.4 ~0.7 -0.% -0.9 -1.0
STD DEV 0.96 0.96 1.03 0.89 0.985
LS MEAN CHANGE (<) ~0.4 -0.7 -0.8 -0.8 -0.9
WEEK 12 <0,001 «6.001
OBSERVED KEAN CHANGE -0.3 -0.7 -0.8 -¢.8 -0.9
3TD DEV 0.94 09.97 1.02 C.$2 0.98
LB HEAX CTHANGE (c) 0.3 -0.6 -¢.8 -0.8 -0.9
Q~RATIO WITH 95\ CONFIDENCE INTERVALS (e): 100MGC BID V8. MAPROXEN 200MG BID VS. NAPROXEN 400MG BID V3. NAPROXEN
WEEK 21 0.78 ( 0.65 to 0.93) 0.98 ( 0.83 to 1.15}) 6.89 ( 0.75 to 1.0S)
WEEK €3 0.75 { 0.60 to 0.92) 0.89 { 0.73 to 1.08) ©.88 ( 0.73 te 1.07)
WEEK 12: 0.73 { 0.58 to 0.92) 0.88 ( 0.71 to 1.08) 0.91 ¢ 0.73 to 1.12)
P-VALUES FOR TREATMENT COMPARISONS (f):
...... PRIMARY » = m~ == | memmeeRsmvmmemcemssssesemccmamccnnnn - JBOOMDARY = - mm s e e m e e o e . s |
2003 BID 40OWG BID 100MG BID 200MG BID 400MG RID 400MG BID NAPROXEN NAPROXER NAPROXEN MAPROXEN
V8. vs. V8. vs. V8. vs. 8. vs. vs. vs.
PLACEBO PLACESO PLACERO 100M3 BID 100MG BID 200KG BID PLACEBD 10080 BID 200MG BID 400MG BID
WEEK 2: <0.060%° <0.001* <0.001 0.009 0.15¢ 0.244 <0.001 0.004 ¢.7%0 0.153
WEEK &3 <0.001* <0.001* <0.00% 0.113 0.121 6.972 «0.001 . .004 0.205 6.193
WEEK 12: <0.001" <0.001* <Q¢.001 0.135 0.070 6.750 <0.001 0.005 0.199 0.334

(a) This table is based on the last cbservation (c;r(rl;d forward wpz‘m::h o
(b) Scale ranged fram 1 (very good) to 5 (very poor) with negative change indicating improvemssut
(¢) From Analysis of Covariance model with treatment and center as factors and Baseline value as covariate,

the corresponding ROOT HSE arxe:
(d) From a contrast statement from Analysis of Covarisnce model in (¢), Napraxen group was excluded

0.787 for week 1,

0.868 for weekx €,

0.883 for weekx 12

la} Q-RATIO is defined as the ratic of least square moan changes fram (c), of BC-58635 group versus Naproxen group
(f) From a contrast statement fyom Analysis of Covariance model in (c)

* Statistically significant according to the Hochberg procedurs{primary pairwise comparisons oanly}



Table A.35.1 Patient’s Global Assessment (Protocol 023)

PLACEBO
{Ne221)
BASELINE
L] 221
KEAN 3.7
STD DEV ¢.68
WEEK 2
N 221
MEAN 3.4
STD DEV 0.9¢€
WEEK 6
» 221
WEAN 3.4
£TD DRV 1.04
weex 12
L] 221
MEAN 3.4
8TD DEV 1.05

TABLE 17
PATIENT'S GLOBAL ASSESSMENT OF ARTHRITIS
PART 1 OF 4: OBBERVED MEANS (a) (b)

INTENT-TO-TREAT COHORT (ITT)

8C-586135 8C-58635 8C-58615 NAPROXEN
100G BID 200MG BID 400G BID 500KG BID
(M228) (Me218) (Ne217) (N=218)
228 218 217 218

3.7 3.7 3.7 ! 3.7

0.87 ¢.66 0.64 0.63
229 218 217 218

2.9 2.7 2.7 2.7

0.%0 0.88 0.82 2.83
218 218 217 218

3.0 2.8 2.9 2.8

0.96 1.00 0.9¢ 0.94
228 218 217 218

3.1 2.9 3.0 2.8

0.9%8 0.98 0.92 .94

{a) This table ie based cn the last observation carried forward approach

(k) Scale ranged from 1 {very good) to 5 {very poor)
* By definition, in thie and subsequent sfficacy tablss, tha ITT cobort {ncludes only patiants who had at least

_one dose of study medication

PATIENTS GLOBAL ASSESSKEKT OF ARTHRITIS

PART 2 OF 4: CATEOORICAL CHANGE AMALYSIS, NUMBER OF PATIBNTS (%) (a)

WEEK 2
IMPROVED (b}

TOTAL

WEEK 12
IMPHOVED (b)
NO CHANGE
WORSENED (c)
TOTAL

P~VALUES ¥FOR TREATKENT CONFARISONRS

- ~~PRIMARY~~
200MG BID 400MG BID
vs. Vs,
PLACEBO PLACERO
WEEK 1: <0.0¢1" <0,001*
WREK 61 6.0GY” Q.001*
WEFK 12: 0.0¢2° 0.007*

IRTENT«~TO~TREAT CORORT (ITT)

PLACERO SC-58635 8C-58635 8C-5863% RAPROXEN LINEAR
100G BID 200MG BID 400KG BID 500MG BID TREND
(Ne221) (Nw228) {Me218) (Ns217) {Na218} P-VALUE (d)
<¢.001
24( 11%) 49( 21%) S4{ 25%) 61( 28%) 61( 28%)
183( 83%) 1741 76%) 158( 73%) 152(¢ 70%) 1540 71%)
14( €%} S{ ax} &€{ 3I%) 4( 2%) 30 1IN)
221(100%) 228(100%) 218{100%) 217(100%) 218(100%)
0.001
27( 12%) A4 ( 19%) S4{ 15%) 45( 21%) 53( 24%)
176( 8O%) 177¢ 78%) 156{ 72%) 168( 77%) 160( 73W)
18{ 8%) T 3Ny 8{ &%) 41 2% S as)
221(100%) 228(100%) 21B(100%) 217 (100%) 218(100%)
¢.007
29¢ 13%) 40( 18%) 50{ 23%) 41{ 15%) 57( 26%)
171¢ 77%) 180¢ 79%} 160( I3%) 169( 78%) IST( 72%)
21(¢ 10%} B{ &3} 8 d%} TN €1 2n)
221(100%) 228{100%) 218(100%) 217 (100%) 218(100\)

(e} :

j--
100MG BID 200MG BID 400MG BID 400%G BID NRAPROXEN NAPRGXEN RAPROXER NAPROXEN

ve. vs. vs. vs. ve. va. Vs, VE.
PLACEBO 100MG BID 100WG BID 200G BID FPLACEBO 100MO BID 200G BID 400NG BID
<0.001 0.688 0.171 0.33s <0.001 0.09% 0.3532 8.959
G.004 0.374 0.742 0.618 <@¢.001 0.217 0.828 ¢.371
0.016 0.294 0.813 0.411 <Q0.001 0.026 0.302 9.082%

(a) This table is based on the last obmarvation carried forward approach

(b) Improved is defined as reduction of at least two grades from baseline for grades 3-5 or a change {n grade from 2 to 1

{c) Worsened is defined as an increase of at least two grades from baseline for grades 1-3 or a change in grade from 4 to §
(d) Cochran-Mantel-Haenszel test of linesr dose trend scratified by canter (Monzero Correlation), Kaproxen group wae excluded
{e) Cochran-Mantel-Haenszel test of treatment comparison stratified by center (Row Mean Scores Differ) -

* gratistically significant according to the Hochberg procedure (primary pairwise comparisons oniy)



Table A.35.2

TARLE 17

PATIENT'8 GLOBAL ASBSESSMENT OF ARTHRITIS

PART 3 OF 4:

PLACEBO 6C-58635 8C-58635 8C-58635 MAPROXEN
100MG BID  200MG BID 4COMG BID  SOCMG BID
(He221) (N=228) (Ne218) (Nw317) (N=218)
WEEK 2
OBSERVED MEMN CHANGE -0.4 -o.8 -1.0 -1.0 ~1.0
STD DEV 0.93 0.99 0.90 0.90 0.91
L8 WEAN CHANGE (c) -0.3 -g.6 -1.0 -1.0 -1.0
WEEK 6
OBSERVED KEAN CHANGE -0.4 -0.7 -0.8 -0.8 ~0.8
STD DEV 0.96 0.99 1.04 0.95 0.99
LS MEAN CHANGE (c) -0.3 -8.7 -0.8 -0.8 -0.%
WEEK 12
OBSERVED MEAN CHANGE -0.3 -0.6 -0.8 -6.7 -0.9
STD DEV 0.97 5.97 1.01 0.96 1.00
LS MEAR CHANGE (c) -0.3 -0.§ -0.8 -0.7 -0.9
Q-RATIO WITH 95% CONFIDENCE INTERVALS (e): 100%G BID VS. NAPROXEN 200NG BID V8. NAPROXEN
WEEK 21 0.78 ( 0.64 to 0.93} 0.95 ( 0.81 to 1.12)
WEEK 61 ©.75 ¢ 0.59 to 0.94) 0.22 { 6.74 to 1.13)
WEEK 13¢ 0.66 ¢ 0.50 to 0.86) 0.89 ( 0.71 to 1.12)
P-VALUES FOR TREATMENT COMPARISONS (f):
|- PRIMARY —--m=- | |=evmmecommemcmancaas A ——————————— BRCONDARY ~ mwwmw e mmemmm— =
200MG BID 400MG BID 100MG BID 200MG BID 400MG BID 400MG BID NAPROXEN  KAPROXEN
vs. vs. vs. vs. vs. Vs, vs. vs.
PLACEBO PLACEBO PLACERC 100MG BID 100MG BID 200KG BID PLACEBRO 100Ma BID
WEEK 2 <0.001% <0.0014 <0.001 0.024 0.032 0.913 <0.001 0.004
WEEK 63 <0.001° <0.001° <0.001 0.081 0.197 0.656 <0.001 0.010
WEEK 12: <0.001° <0.001* 0.001 0.024 0.122 0.479 «0.001 <0.001

MEAN CHANGE ANALYSI& (=)} (b}

INTENT-TO-TREAYT COHORT {(ITT)

(a) This table is based on the last observation carried forward approach
{b) Scale rangsd from 1 (very good) to S (very poor}! with negative changs indicating {mprovement
(c) From Analysis of Covariance model with treatment snd center as factors and Baseline value as covariate,

the corresponding ROOT MSE are: 0.826

foxr week 2,

0.914 for week 6,

(4) From a contrast statement from Analysis of Covariance model in (¢}, Naproxen group was sexcluded
(€) Q-RATIO is defined as the ratio of least auare mean changet from (¢}, of BC-58635 group versus Naproxen group
(f) Prom a contrast statement from Analysis of Covariance model in (¢}

* Statistically significant according to the Hochberg procedure{primary pajirwine comparisans only)

0.909 for week 12

Patient’s Global Assessment-continued (Protocol 023)

LINEAR
OVERALL TREND
P-VALUE(c) p-VALUE(d)
«0.Q003 «0.001
<0.001 <0.001
«D.001 «0.001

400MG BID VS. RAPROXEN

0.94 { 0.80 to 1.11)
0.88 ( 0.70 to 1.08)
0.82 ( 0.65 to 1.04)

NAPROXEM RAPROXEN
V8. vs.
200MG BID 400NG BID

0.548 0.478
G.405 0.201
0,304 ¢.081
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Table A.36.2 Number of Tender/Painful Joints-(Protocol 022)
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Table A.37.1 Number of Swollen Joints (Protocol 023)

TARLE 18

NUMBER OF SWOLLEN JOINTS

PART 1 OF 5: OBSERVED MEANS (a) (b}
INTENT-TO~-TREAT COHORT (ITT)
PLACEBG &C-58635 BC-SB61S 5C-5861% NAPROXER
100G BID 200MG BID 400MG BID S00MG BID
{(N=221) (Na228) {B=218) {N=217) {N=218)
BABELIRE
N 221 228 218 217 218
XEAN 18.7 20.0 31.2 20.5 20.6
8TD DRV 11.95% 11.77 11.69 10.983 12.00
WEEZK 2
" 221 228 218 217 218
MEAN 16.0 13.7 13.6 13.7 13.4
8TD DEV 12.73 10.78 11.10 $.18 10.22
WEEK €
N 221 228 218 217 218
KEAN 15.8 13.8 14.2 13.s 13.6
8TD DBV 13.43 10.87 12.21 9.59 11.32
WEEK 12
N 221 228 218 217 218
MEAN 16.90 13.8 14.4¢ 13.6 13.9
$TD DEV 13.39 10.81 12.26 9.47 11.7%
(a) Thie table is based on the last observation carried forward spproach
{b) Scale ranged from 0 to 66 with lower score as better
* Py definition, in thim and subsequant sfficacy tables, the ITT cohort includes only patients who had at lsast
one dose of study medication
NUMBER OF SWOLLEN JOINTS
PART 2 OF S: PATIENT 8 OVERALL STATUS IN CHANGE FROK BASELINE, NUNAER OF PATIENTS (%) {(a)
INTENT-TO~TREAT CORORT (ITT)
o oa PLACEBO 8C-586135 SC-586635 B8C-58635 NAPROXEN LINEAR
100MG BID 200G BID 400MG BID S00MG BID TREND
(Ne221} {Re228) {Ne218) (N»217) (N=218} p-VALUE (4}
WEEK 2 0.1%81
INPROVED (b} 66¢( 30%) T2( 32%) B9 41%) §8( 31%) 86( I9%)
NO CHANGE 136( 6€2%) 147 ¢ 64%) 120( 55%} 142( 65%) 127 58%)
WORSENED (¢} 19( 9%) S{ 4x} S( &%) 7( 3IN) SC 2%)
TOTAL 2231(100%) 228{100%} 218 (100%) 217(100%) 2318(¢300%)
WEEX 6 0.32¢
IMPROVED (b} 81( 37%) T6( 33%) $0{ 41%) T6{ 35%) 93( 43%)
NO CHANGE 117( 53%) 144( &2%) 121( 56%} 132( 61%) 117{ 54%)
WORSENED {c) 23( 10%} B( 4%} 1N St &%) Bl 4a%)
POTAL 221(100%) 228(100%) 218 (100%) 217(3100%) 2181100%)
WEEK 12 0.069%
IMPROVED (b) 67( 30%) 73{ 33%) $0{ 41%) T4 34%) 82( 43%}
WO CHANGE 133{ 60%} 145( 64%) 1391 55%) 134( 62N\) 113 52%)
WORSENED (c) 21( 10%) 10( 4%} 9 %) gt &%) 13(  6%)
TOTAL 221¢100%) 22B{100%} 218 (100%) 217(100%) 218(100\)
P-VALUES POR TREATMENT COMPARISONS (e} :
------ PRIMARY~---v=| fommeomcmmm oo e e ~~SBCONDARY - ~ ——— |
200MG BID 400MG BID 100MG BID 200NG BID 400MG BID 400MG BID NAPROXEN NAPROXEN NAFROXEN NAPROXEN
V8, vs. v, VR. vs. vs. V8. va. vs. Vs,
PLACERO PLACEBO PLACERO 1C0MG BID 100MG BID 200MGC BID PLACEBO 100MG BID 200MG HID 400MG BID
WEEK 2: 0.003* 0.468 Q.385% 0.054 0.879 ¢.022 0.010 0.09%5 0.764 0.065
WEEK 61: 0.023 £.896 0.931 0.033 0.653 6.101 0.¢51 0.047 0.902 6,081
WEEK 12: 0.002° 0.288 6,524 ©.024 0.701 0.083 ¢.007 0.074 0.669 0.148

(a)
(b)
the number of joints with baseline scoxre » 0

(e

the number of joints with bameline score > ©
(d)
{e)

This table is based on the last obsarvation carried forward approach
Iwproved is defined as number of improved joints minus number of worsened joints s larger than or ogqual to S0\ of

Cochran-Mantel-Kaenszel test of linear dose trend stratified by center {(Nonzero Correlation},
Cochran-Rantel-Haenszel test of treatment comparison stratified by center (Row Mean Scores Differ)

« gStati{stically significant according to the Hochberg procedure (primary pairwise comparisons only}

Worsenad is defined as number of worsened joints minus number of improved joints is larger than or equal to 50% of

Maproxen group was excluded



Table A.37.2

WEEX 2
OBSERVED MEAN CHEANGE
3TD DEY
LE MEAN CHANGE (c)

WEEK 6
OBSERVED KEAN CHANGE
§TD DEV
L8 MEAN CHANGE (c)

WEEK 12
OBSERVED KEAN CHANGE
STD DEV
LB MEAN CHANGE (c)

Q-RATIO WITH 95% CONFIDENCE INTERVALS (e):

WEEK 2:
WEEK 63
WEEK 12:

P-VALTES FOR

- fmrmem- PRIMARY -~ mno i
200MG BID 400MG BID 200MG BID 400MG BID 400WG BID NAPROXEN
vs. vs. V8. vs. vs. vs.
PLACESBO PLACKBO 100%G BID 3100MG BID 200MG BID PLACBBO
WEEK 2: <0.001° <0.001% <0.001 0.2¢4 0.698 0.442 <0.001
WEEK 61 0.002* 0.001¢ 6.006 0.725 0.563 0.822 <0.001
WEEK 121t 0.004¢ 0.001¢ 0.006 C.866 0.582 0.706 0.003

(a)
(8-
{c)

Q)
(e}
{ry

Number of Swollen Joints (Protocol 023)

PLACZRO

{B=221)

NUMBER OF SWOLLEN JOIRTS
PART 3 OF 5: KEAN CHANGE ANALYSIB (a} (b}

100MG

6.92
0.93
©.97

TREATMFENT COMPARISORS (f)«

7.375 for week 2,

BID V5. NAPROXEN

{ 0.74 to 1.1
{ 0.71 ro 1.2
{ 0.73 to 1.2

5}
¢)
8)

This table is based on the last observation carried forward approach
8cale ranged from 0 to €6 with negative change indicating irprovement
From Analysis of Covariance model with treatment and center as factors and Baseline value &g covariate,
the corresponding ROOT NSE are:
From a coatrast statemsnt from Analysis of Covariance model in (¢},
Q-RATIO is defined as the ratio of lesst square mean changes from (c),
From a contrast statement from Analysis of Covarisnce model in (c)

* Statistically significant according to the Hochberg procedurs({primary pairwiss comparisons ouly)

8.151 for wesk 6,

INTENT-TO-TREAT COHORT (ITT)
§C-58635 BC-58635 5C-58625
100MG BID 200MG BID 400MG BID
{N=228) (Nw218) (N=217)

-6.3 -7.¢ -6.8
8.32 $.57 8.18
-6.3 -7.1 -6.6
-6.2 -7.0 “6.9
g.46 9.42 8.98
-5.% -6.2 -€.4
-6.0 -6.8 ~6.9
9.61 $.70 %.67
«5.9 -6.0 -6.4

1.04
0.87
0.99

{ 0.85 to
{ 0.75 to
{ 0.75 to

MNAPROXRN
500MG BID
(N®218)

-6.6€
10.05
-6.1

200MG BID VB. NAPROXEN

1.29)
1.25)
1.31)

LINEAR
TREND
P-VALUE{d)

OVERALL
P-VALUE(<¢)

<0,001 <0.001

0.003 6.001

0.006& 0.0062

£00M@ BID V5. HAPROXEN
0.56
1.00
1.04

{ 0.77 te
( 0.77 to
( 0.79 to

1.20)
1.29)
1.37)

HAPROXER NAPROXEN

V8. V8.

100MG BID 200MG BID 400MG BID

0.453
0.54¢6
0.818

8.45%6 for week 12
Naproxen group was excluded

0.681 0.721
0.803 0.981
0.952 0.751

of BEC-58635 group versus Haproxen group



Table A.38.1

WEEX2
IMPROVED (b}
NOT INPAOVED

TOTAL
WEEXS
IMPROVED (b}
ROT IMPROVED
TOTAL
WEEK12
IMPROVED (b)
NOT INPROVED

TOTAL

P-VALUE FOR TRERATHENT COMPARISONS (d)1

WEEX2 =
WEEKE 1
WHEX1I2 ¢

200M0 BID

ACR-20 Responder Index (Protocol 023-ITT)

TABLE 16

CATEGGRIAL STATUS BASED OM THE ACR RESPONDERS IMDEX (20%)
NUMBER OF PATIENTS (%)

PLACEBRG
{N=221)
55¢ 25%)
166( 75%)
221 (100N}
e3¢ 27%)
161( 73%)
221(100%}
50( 23%)
171( 7%}

321(100%)

vS8,
PLACEBO
<0.001¢
«<0.001*
0.002*

400%G BID

INTENT-TO-TREAT COMCRT (ITT)

8C-58635
100MG BID
(N=228)

95( 42%}
133¢ s58%)
228(100%)

87( 38%)
141¢ 62%)
228(100%)

63¢ 30%)
160¢ 70%)

228¢100%;

100MG BID 200MG BID
VSs. vB.
PLACEBO 100MG BID
<0.001 0.261
9.01% 0.507
0.060 ¢.0238

BC-58635 COMPARATIVE KFFICACY AND BAFETY V6 MAPROXEN IR RA
N49-56-02-023

()

LINEAR
TREND
P-VALUE (c)

<0.001

<0.001

<0.001

8C-58635 8C-56615 EAPROXEN
200G BID €400MG BID 500%G BID
(N=218) {(N=217) {N=218)
1031 ( 46%) 931 43%) 9T { 44%)
117( 54%) 124 ST%} 121( 56%)
218(100%) 217 (1004%) 218(100%)
4% ( 41%x) 94 43%) 101 ( 16%)
129¢ S9%) 123( 57%) 117( 54%)
218(100%) 217 (100%) 218(100%)
86( 9%} 79¢ 36%) 91{ 42%)
132( 61%) 138( 64%} 127( 58%)
218{100%) 217 (100%) 218(100%)
SECONDARY === === mm s o mmm e mm e mmmm e cmcee e n
4COMG BID 400MG BID MAPROXEN  NAPROXEN  KAPROXEN
vs. vs. vs. vs. vs.
100MG BID 200NG BID PLACERO 100G BID 200MG BID
6.835 0.348 <0.001 0.537 ©.698
0.299 0.661 <0,001 0.096 ©.29¢
¢.198 0.432 <0.001 0.011 ©.595

Note: The ITT cohort includes only patients who had at least one dose of study medication
(s) Tois table is hased on the last obsarvaticn carrisd forward spproach
{b) Improved: At least 20% improvement from baseline in the number of tecdar/painful Joints and in the number of

swollen jojote as well as at least 20N improvement from baseline in at least three of the following assessments:

1) physician’s Global 1) Patient’s Global 3) Patient’s Assessment of Pain 4} C-Reactive Protein 5) HAQ Functional Disabilivy

Todax

{c) Cochran-Mantel-Haenszel test of linear dcse trend stratified by center, p-value for Nonzero Correlation, naproxen was excluded

(d] Cochran-Mantel-Haenszel test of treatment comparison stratified by center, p-valus for Row Mean Gcores Differ

* Sratistically significant according to the MHochberg procedure (primary pairwise comparisons only)



Table A.38.2 ACR-20 Responder Index (Protocol 022, ITT)
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Table A.38.3 ACR-20 Responder Index (Protocol 023-Evaluable)‘
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Table A.39.1 ACR-50

R EUPUNDRRD
A 8
LR
b
P A
P
B ¢ AT R
ER i BTN )
* RS AR RS A )
EE 1

IRUEX

NASRAX

JReNi e

Responder Index (Protocol 022-ITT)

8iD

LHTHFAR

cone

PERUESY

Linzers




Table A.39.2 ACR-50 Responder Index (Protocol 023-1TT)
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Table A.40 Patient’s Assessment of Arthritis Pain-VAS (Protocol 023)

BC-58635 COMPARATIVE EFYICACY AND SAFETY VE NAPROXEN IN RA
N49-96-02-023

TABLE 21
PATIENT’S ASSESSNENT OF ARTHRITIE PAIN (VAS)
PART 1 OF 3 OBSERVED MEZARE (m]} (b)

INTENT-TO-TREAT COHORT (ITT}

PLACEBO 8C-58635 BC-5861S S8C-586135 MAPROXEN
100G BID 200G BID 400MG BID 500MG BID
{N=221) (Ne2218) {(N=218) (N=217) (Ne218}
BASPLINE
N 220 228 218 216 218
RAN 68.1 66.1 67.9 §7.8 66.8
STD DEV 19.57 20.13 19.%0 18.70 1B.48
WBEX 2
¥ 220 228 218 217 218
MEAN 58.7 45.38 €1.4 42.2 40.6
STD DEV 27.15 26.25 25.10 24.62 24.36
WEEK 6
o 221 228 218 217 218
KEAN 60.5 47.8 4€.5 45.6 41.7
8TD DEV 27.86 27.74 28.38 26.39 25.77
WEEK 12
L 2231 228 218 217 218
KEAN €2.0 51.0 47.0 48.7 4.6
STD DEV 27.88 28.41 29.03 26.48 27.43

(a) This table is based on the last observation carried forward spproach

{b} Scale ranged from 0 to 100 mm with lower score as bestter

* By definition, in this and subsequent efficacy tablas, thas ITT cohort includes only patients who had at least
cne dose of study medication

PATIENT 'S ASSESSMENT OF ARTHRITIS PAIN (VAS)
PART 2 OF 3: MEAN CBANGR ANALYSIS (a) (b}

INTENT-TO-TREAT COHORT (ITT)

PLACRRBG EC-5881% 8C-5B615 BC-58€635 RAPROXER LINEAR
100MG BID 200MG BID 400MG BID 500G BID QOVERALL TREND
{Ne221) ({Ne228) (Ne218) {N=217} {N=218)} P~VALUE({c) p-VALUR(d)
WEEE 2 «0.001 <0.001
OBSERVED MEAN CHANGE -9.4 -20.3 -26.5% -25.6 -26.2
8TD DEV 25.81 24.27 24.12 23.61 25.02
LE MEAN CHANGE (¢} ~8.B -20.7 -326.0 -25.1 -26.1
WREK 6 <0.003 <G.003
OBSERVED MEAN CEANGR ~7.4 -18.3 -21.4 -22.2 -23.1
STD DEV 25.59 25.94 28.80 27.60 26.35
LS MEAM CHANCE (cC) 6.1 -18.3 ~20.4 -21.1 -22.5
WEEK 12 <0.001 <9.001
OBSERVED NEAN CHANGE -6.1 -15.1 -20.9 -19.0 -32.1
STD DV 25.07 16.83 29.12 27.10 27.77
LS MEAN CHANGE (c¢) -5.5 -15.5 -20.4 ~18.5 -22.0
Q-RATIO WITH 95% CONFIDENCE INTERVALS (e): 100M0 BID VY. WAPROXEN 200MG BID V9. MAPROXENM 400NG BID V8. KRAPROXEN
WEEX 2: 8.79 ( .65 to 0.96) 1.00 ( 0.84 to 1.18) 0.96 ( 0.80 to 1.14}
WEEK 6: ¢.81 { 0.63 to 1.03) 0.9¢ { 0.72 to 1.14) 0.94 ( 0.75 to 1.17}
WEEX 12: 0.71 ( 0.53 to 0.92) €.93 { 0.73 to 1.18} 0.84 { 0.65 to 1.07}

P-VALUES FOR TREATHMENT COMPARIBONS (f}:

10CMG BID 200MG BID 400MG BID 200MG RID 400MG BID 400NG BID NAPROXEN NAPROXEN RAPROXEN KAPROXEN

VE. VR. vs. vS. VEB. VS. va. V8. vs.

PLACRBO PLACEBO 100MG BID 100MG BID 200MG BYD PLACRBO 100MG BID 200MG BID 400MG B1D
WEEK 2: <0.00C1 <0.001 <0.001 ©.014 0.046 0.65% <0.00) 0.012 0.9612 v.62¢Q
WEEK 6: «0.Q01 <Q.001 «0.001 6.380 0.233 0.753 <0.001 0.073 0.364 T.55%
WEEK 12: <0.0C1 <0.001 <¢.001 0.042 0.226 0.418 <0.001 0.007 0.519 G.146

{(a) This table is based on the last observation carried forward approach
{b) 8cale ranged from 0 to 100 (mm) with negative change indicating improvemant
(c) Prom Analysis of Covariance model with treatment and center ss factors and banelina value as covariate,
the corresponding ROOT MSE are: 22.76¢ for week 2, 24.84 for week 6, and 25.35 for week 12
(4) From a contrast statemant from analysis of Covariance model in (¢}, Naproxen group was sxcluded
{e) Q-RATIO in defined as the ratioc of least square mean changes from {(¢), of SC-S58635 group varsud Naproxen group
{f) From a contragt statement from Analysis of Covariance model in (c)



Table A.41 C-Reactive Protein (Protocol 023)

$C-58635 COMPARATIVE EFFICACY AND SAFETY VS NAPROXEN IN HA
N49-96-02-023

TABLE 26.1%1
C-REACTIVR PROTEIN
PART 1 OF 31: OBSEBRVED MEANS (a) (b}

INTENT-TO-TREAT COHORT (ITT)

PLACEBO B8C-58635 5C-58635 BC-SBE3S HAPROXEN
100MG BID 200wG BID 400NG BID S0OMG BID
(N«221} (N=228) (Na218) (N=217) {Ne218)
BASELINE
N 21% 222 214 210 210
WRAN 158572.1 16464.0 17887.9% 15590.5 15481.0
STD DEV 15608.32 19890.11 20419.69 15790.92 18677.37
WEEK 2
» 220 218 218 216 . ax7
MEAN 15154.5 16592.1 17367.0 16935.2 14023.0
ID DEY 16015.79 20979 .44 20151.55 17566.50 14229.42
WEEK 6
L] 221 228 218 217 216
NEAR 16470.6 17693.0 17243.1 18838.7 14504.6
§TD DEV 18308.60 22025.47 19269.139 20799.01 15386.34
WEEK 12
L] 221 228 218 17 218
MEAN 18040.7 16877.2 16825.7 17963.1 137%¢.9
8TD DEV 27587.43 20610.35 1896%9.70 19711.54 13783.06

() This table is based an the last observation carrisd forward approach

{b} Unit of measurement : ug/L

* By definitiom, in this and subsequent efficacy tables, the ITT cohort includes only patisnts who had at loast
one dose of study medication

C-REACTIVE PROTEIN
PART 2 OF 2: MEAN CHANGE ANALYSIS (a) (b)

INTENT-TO-TREAT COHORT (ITT)

PLACERO 8C-58635 8C-58635 BC-58635 MAPROXEN LIREAR
106MG BID  200MG BEID  400MG BID  500MG BID  OVERALL TREND
(Nw221) (Nw228) (Nw218) (Ne217) (Nw218) P-VALUE(c) p-VALUE(d)
WEEX 2 0.168 0.159
OBSERVED MEAN CHANGE ~325.6 333.3 -359.8 1409.5 ~1353.4
STD DEV 12853.82 11978.7¢ 15069.37 12330.92 12025.87
LS KEAM CHANGE (c) -300.7 703.6 174.8 1535.4 -1247.1
weex 6 0.016 6.172
OBARRVED MRAN CHANGR 1004.7 1369.4 -543.1 1347.6 -833.8
$TD DEV 15781.95 13404.89 12134.44 15726.68 13705.46
L8 MEAM CHANGE (c) 1420.0 2106.5 395.5 3871.3 ~340.8
WEEK 12 ¢.0d0 0.912
OBYERVED MEAN CHANGE 2604.7 $36.0 -967.3 259%.2 -1600.0
8TD DRV 26246.44 14431.45 14446.40 16625.43 12311,.82
L8 WEAM CHANGE (¢) 2778.4 1236.1 31.6 29%0.0 -1269.8
Q-RATIO WITH 95% CONFIDENCE INTERVALS (@)1 100MG BID V8. NAPROXEN 200M0 BID V8. WAPROXEN 400MG BID V8. NAPROXEN
WEEK 231 ~0.56 ( BON-ESTIMAHLE) -0.30 ( NON-ESTIMABLE) -1.23 ( NON-ESTIMABLE)
WEEK 61 ~6.18 ( NON-ESTIMABLE) ~1,16 { NON-ESTINABLE) -11.4 { MON-ESTIMABLE)
WEEK 121 -0.97 { NON-ESTIMABLE) -0.03 { NON-ESTIMABLE) ~2.35 { NON-ESTIMABLE)

P-VALUES YOR TREATWENT COMPARISONS (f):

100MG BID 200MG BID 40ONG BID 200MG BID 40UNMG BID 400MG BID MNAPROXEN HAPROXEN RAPROXEN NMAPROXEN
vs. vs. vS. vs. vs. vs. V8. vs. V8. V8.
PLACEDO PLACEBO PLACERO 100G BID 100MG BID 20080 BID PLACEBO 100MG BID 200MG BID 40CONG BID

- WEEK 1: 0.383 0.561 6.115 9.77% 0.472 0.320 0.417 0.09%1 0.164 ©.018
WEEK 6¢ 0.595 0.432 ©.061 ©.186 0.178 o.o08 0.179 0.0860 C.574 e.001
WEEK 12: 0.332 0,088 0.B9€ 0.452 a.273 0.068 0.012 0.117 0.418 ¢.009

(a) This table is based on the last observation carried forward approach
{b) Unit of measurement : ug/lL with aegative change indicating improvement
{c) From Analysis of Covariance model with treatment and center ax factors and baselins value as covariate,
the corresponding ROOT MSE are: 11963 for week 2, 13440 for wesk é, and 16562 for week 12
(d) Yrom a contrast statemsnt from analys{s of Covariance model in (c), Kaproxen group was excluded
(e) Q-RATIO iz defined as the ratioc of leaat square mean changes from {(c), of BT-58635 group versus Naproxen group
{f) From a contrast statement trom Analysis of Covariance model in (c¢)



‘Table A.42

BC-58635 COMPARATIVE EFFICACY AND HAFETY V3 NAFROXEN IN RA

B49-96-02-022

TABLE 2%

HAQ FUNCTIONAL DISABILITY INDEX
PART 1 OF 3: OBSERVED KEANS (a) (b}

INTERT~TO~-TREAT COHORT (ITT)

HAQ Functional Disability Index (Protocol 023)

PLATEBO BC-58635 8C-5B635 8C-58835 NAPROXEN
100MG BID 200MG BID 400MC BID 500MG BID
{N=221) {N=228) {Ne218) (4e217) {N=218)
BASELINE
LJ 219 226 217 216 218
MEAN 1.4 1.4 3.3 .3 1.4
ard Dev 0.68 0.7¢0 0.67 a.83 o.68
WE2EK 2
L] 221 228 21e 217 218
MEAN 1.3 1.1 1.0 1.0 1.1
3TD DEV ¢.67 0.6 0.68 0.64 0.67
WEEK &
L] 221 220 218 217 a1is
AN 1.1 1.2 1.1 1.0 1.1
ETD DEV 0.72 0.71 0.72 0.66 0.69
WEXK 12
L 221 228 218 217 218
MEAN 1.3 1.3 3.1 1.1 1.1
8TD DEv 0.73 ¢.70 ¢.73 0.67 0.68
{&} This table is based on the last observation carried forward approach
(b} Scale ranged from ¢ to } with lower score as less disability
* By definition, in this and subsequent efficacy tablas, the ITT cohort includes only patients who had at least
one dose of study medication
RAQ FUNCTIONAL DISABILITY INDEX
PART 2 OF 3: MEAN CHANGE ANALYSIS (a} (b)
INTENT-TO-~TREAT COHORT (ITT)
PLACEBO 8C-58815 8C-58635 8C-58635 NAPROXEN LINEAR
100MG BID 200MG BID 400MG BID 500G BID QVERALL TREND
{Ne221) {Ne228) (Ne218) (N=217) {Nw218} p-VALUZ(C) p-VALUE{d)
WEEX 2 «<0.001 <0.001
OBSERVED NEAN CRANGE -0.1 -0.2 -0.3 ~8.3 -0.3
ETD DRV 0.44 Q.42 0.45 0.47 0.47
L8 MEAM CHANGE (c¢) -0.1 -0.2 -0.3 -0.3 -0.3
WEEK & <0.001 <30.001
OBSKRVED WEAN CHANGER -a.1 -0.2 -0.3 ~0.3 ~0.3
$TD DEV 0.49 0.41 0.51 0.52 0.48
LB MEAM CHANGE (c} -0.1 -0.2 -0.3 -0.3 -0.3
WEEX 12 <0.001 <0.001
OBSERVED MEAN CRANGE -0.1 ~0.1 -0.2 -0.2 -0.3
8TD DRV Q.48 0.4¢ 0.5 0.53 0.48
LS XEAN CHANGE (¢) -0.1 -0.1 -0.2 -0.2 -0.3
Q-RATIO WITH 95% CONFIDENCE INTERVALS (e} 100M0 BID VS. HAPROXEN 200MG RID V8. NAPROXEN 400MG BID VS. NAPROXRN
WEEX 13 0.83 ( 0.59% to 1.1%) 1.08 { 0.82 to 1.4%5) 1.05 ( 0.79% to 1.42)
WEEK 61 0.69 ( 6.43 to 1.04) 1.¢7 ( 0.76 to 1.51) 0.%9 ( 0.6% to 1.41)
WEEK 12: 0.56 ( 0.30 ta 0$.80) 0.94 ( 0.64 ro 1.38) 0.9B { 0.67 to 1.41)
P-VALUES FOR TREATKENT COMPARISONS (f):
100MG BID 200G BID 4COMG BID 200MG BID 400WG BID 40O0MG RID NAPROXEN NAPROXEN NAPROXER NAPROXEN
vs. V8. vs. V8. vs. vs. vs. vs. V8. VS,
PLACEBS PLACEBC FLACEBRO 100NC BID 100M0 BID 200MK0 BID PLACEBO 100KWG BID 200MG BID 400w BID
WEEK 2: <0.0¢) <0.001 <0.001 0.080 0.124 0.837 <C.001 0.244 0.560 6.707
WEEK 6: 6,006 <0.001 <Q.001 0.025 0.074 0.658 <¢.001 0.065 0.698 ¢.956
WEEK 12: 0.103 <0.001 <0.001 ©.031 0.017 0.813 <0.00% 0.012 0.738 0.923

(a) This table is based on the last observarion carrisd forward approach
{b) Scale rangsd from 0 to 3 with negative change indicating improvemsnt
(c) From Analysis of Covariance model with treatment and center as factors and baseline value as covariate,

the corresponding ROOT MSE are:

0.42¢ for wesk 2,

0.458 for week €, and U0.462 for week 12

{d) From a contrast statement from analysis of Covariance model in {¢), Naproxen group was excluded

{e) Q-RATIO {s defined am the ratlo of le

{2) From a contrast statement from Analysis of Covariance model in {(¢)

t square msan changes fram (¢), of 8C-58615 group varsus Naproxsn group



