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1. Background information

This is the fourth major submission to the original NDA 20-776 for oxaprozin
potassium. The key information about the first three submissions was summarized
in the medical review dated June 11, 2001 and will not be repeated here. The
purpose of the submission on April 19 was to finalize the labeling as a response to
the Division's recommendations stated in the action letter dated December 21,
2001. The submission on June 14 included a proposal of the new brand name
Daypro ALTA.

2. Review of the labeling

The Sponsor has made several changes to the labeling in accordance with the
Division's recommendations. However, some labeling statements in the Clinical
Studies section and Adverse Events section are not considered acceptable and are
outlined below:

2.1. The statement in reference to ~— . in the Clinical Studies section
is not considered appropriate and should be revised as the following: “With respect
to GI events, Daypro ALTA appeared to be less well tolerated than oxaprozin acid
in this study. The rates for symptomatic ulcers (2.2%) and nausea (13%) for
Daypro ALTA treated patients —

— were higher than the rates observed with oxaprozin acid (0% and 6%,
respectively).”

The findings reported in the Clinical Studies section are based on the data analysis
of a controlled trial, in which oxaprozin and oxaprozin potassium were the only 2
arms of active treatments with no other NSAID drugs included. The statement
about ' —_

is neither valid nor relevant here.

2.2. The —_—

—

— , 1s not considered acceptable. One of the major reasons
for using the NSAID template is the observed similarity between the drugs in the
class in terms of their pharmacological activities. The safety database on
oxaprozin potassium is very limited. The maximum exposures included a 24-week
exposure to 1200mg in about 300 subjects (in the two 24-week OA trials, one with
and one without controls); a 2-week exposure to 1800mg in 60 subjects; any
exposure to the drug in less than 1800 subjects. When the specific events listed in
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the NSAID’s class labeling were less frequently or not reported in the studies of
oxaprozin/oxaprozin potassium, it does not mean that the potential risks for
patients taking oxaprozin products to have similar events are much smaller. Using
Glulcer ... . . — - ..
as an example, symptomatic/bleeding ulcer were reported in 0.8 to 2.2% of patients
receiving oxaprozin potassium versus zero percent in the active control arms in the
4 controtled OA studies. The rate of asymptomatic ulcer could not be determined
because patients were not followed by endoscopic evaluations in these studies.
Another example is melena ( — 7 S
—— ). Melena was reported in 1% of about 300 patients on oxaprozin
potassium in the 24-week controlled OA trial and in 2% of about 400 patients who
were treated with oxaprozin for 4 to 8 weeks in 5 post-marketing clinical trials.

Therefore, —_ should be removed from the adverse event section.

3. Addendum

The reviewer's comments were discussed and accepted by the Sponsor at a
teleconference on September 23, 2002. The corresponding labeling changes were
reflected in the submission dated October 1, 2002. In addition, the comments
provided by the Division of Medication Errors and Technical Support of the Office
of Drug Safety were forwarded to the sponsor (refer to the review by Hye-Joo Kim
dated August 14, 2002). The precaution about not to use Daypro ALTA
concomitantly with other oxaprozin-containing products was added to the labeling
in the latest submission dated October 11, 2002.

4. Conclusion and recommendations

The latest version of the revised labeling submitted on October 11, 2002 is
considered acceptable and is recommended for approval.

Christina Fang, M.D.  Date

CC: Onginal NDA 20-776
HFD-550/Division File
HFD-550/C. Fang/R. Puttagunta/N. Halonen
HFD-340
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Background information

The original NDA 20-776 for oxaprozin potassium was submitted on May 19,

1997 for the indications of : - of signs and
symptoms of osteoarthritis (OA) ‘and rheumatoid arthritis (RA) It was deemed
approvable for OA and RA indications at a dosing regimen of 1200mg daily. The
recommendation was based on the demonstration of steady state bioequivalence
between the acid (Daypro ) and the salt formulations and the efficacy results of the
24-week, placebo-controlled OA study, in which the 2 formulations were

compared (refer to the medical review dated May 20, 1998 for detall) —
indication was not approved because —

-—

y

/

The major amendment to the original NDA submitted on January 21, 2000 was

again deemed approvable for the OA and RA indications but not ~ —
indication. —

e

/

/

Drug exposure to oxaprozin potassium ranged from any exposure in 1761 subjects
to a 24-week exposure in 306 subjects. Exposure to oxaprozin potassium 1800mg
given as a smgle dose or as a split dose (1200mg followed by 600mg) ranged from
any exposure in 288 subjects (in four studies) to a two-week exposure in 60
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subjects. Remarkable cases of symptomatic ulcer and gastrointestinal (GI) bleed
were summarized in the table below:

Multiple-dose Cases (#subjects exposed to oxaprozin Cases (control group,
studies (22 wks) potassium, rate of event) #subjects)
Oxaprozin potassium at 1200mg a day

24-week OA (#006) | 6 cases of symptomatic ulcer and 1 case of None (oxaprozin acid

ulcer with slight bleeding (322 subjects, 2.2%) | 1200mg/d, 320 subjects)

6-week OA (#014) 1 case of hemorrhagic and symptomatic ulcer | None (etodolac 400mg
with melena (124 subjects, 0.8%) bid, 127 subjects)

6-week OA (#015) 1 case of melena (126 subjects,4.8%) None (etodolac 400mg
bid, 126 subjects)

24-week OA (#017) | None (189 subjects; 123 completed 24 weeks) | No control group

Oxaprozin potassium at 1200-1800mg a day

2-week QA (#022) 1 case of symptomatic ulcer and gastritis on None (ibuprofen
1800mg taken as a single dose (79 subjects, 400mg/d, 82 subjects)

1.4%); .

1 case of melena on 1200mg followed by 600

flexible dosing (167 subjects, 0.6%);

Total rate: 0.8% (2/246)

In the 24-week OA study symptomatic ulcer cases were reported in 2.2% of the
subjects on oxaprozin potassium, but none of the subjects on oxaprozin. Also, the
oxaprozin potassium group had statistically significantly more reports of nausea
(13% versus 6%) than the oxaprozin group. In general, the salt formulation of
oxaprozin appeared to be less well tolerated than the acid formulation as reflected
in the overall GI adverse events, specific upper GI events, and early terminations
from the study due to GI events.

Because of the limited exposure to oxaprozin potassium 1800mg per day and
anticipated dose-related GI toxicity (as suggested by safety data from the studies of
Daypro 1800mg) the maximum daily dose of oxaprozin potassiurn is
recommended not to exceed 1200mg as compared to the 1800mg maximum daily
dose of oxaprozin. '

In the current amendment to the NDA the sponsor submits a revised draft labeling
for OA and RA indications.

Labeling modifications proposed by the sponsor

The brand name of the product is changed from Benilas to Daypro — . or Daypro

——-—"""fq
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The statements in the clinical study section under osteoarthritis are reworded to:
“Daypro == 1200 mg once daily was evaluated for the relief of the signs and
symptoms of osteoarthritis in a 6-month placebo-controlled study versus oxaprozin
acid in over 300 patients. In this trial, treatment with Daypre — resulted in
improvement in WOMAC (Western Ontario and McMaster Universities)
osteoarthritis index, a composite of pain, stiffness, and functional measures in OA.
Daypro ~= Jemonstrated significant reduction in joint pain compared to placebo
and was found to be comparable to 1200 mg once daily of oxaprozin acid.”

The statement: ©° _

under the section of drug interaction with
methotrexate is deleted.

Other changes of the labeling statements are minor and are basically for the

purpose of clarification; e.g., alopecia ™ from the rare adverse event (AE)
section —_— S

Discussion

Based on the safety data on oxaprozin potassium (9 cases of symptomatic ulcer and
2 cases of melena versus none in the control groups), especially the findings from
the 24-week OA study (7 cases of symptomatic ulcer versus none in the oxaprozin
group), the apparent difference in GI tolerance between the salt and acid
formulations is considered valuable information to be included in the labeling.

The modifier-——in the brand name Daypro — is considered misleading because it
could be potential misinterpreted as ~— _ . Daypro K 600mg could be
easily confused with --600mg because they sound alike, especially when
the drug is prescribed over the phone.

The proposed labeling statements in the section of clinical study of osteoarthritis
are considered acceptable because oxaprozin potassium was shown to perform
statistically better than placebo in terms of knee pain and WOMAC (pain, stiffness,
and physical function) and was comparable to oxaprozin acid based on the analysis
using Q-statistics in the 24-week OA study.

The deletion of the statement about the — )
' T — 1s considered acceptable because human data on

-
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the drug interaction between oxaprozin and methotrexate were already included in
the labeling and are considered more appropriate for the section.

The - ) ’ L ) ' . 1s omitted in
comparison with Daypro labeling.

In addition, there are a number of comments from the Office of Post- -Marketing
Drug Risk Assessment (OPDRA), basically for minimizing potential confusion
between the two formulations of oxaprozin and for clarification and better format
of the unit-dose, container, and carton labels.

Conclusion and recommendations

The proposed brand names Daypre — and Daypre — are not considered
acceptable. At this time the application is approvable as the established name,
oxaprozin potassium 600mg tablet, with the labeling submitted by the sponsor (see
attachment), provided that the following revisions should be made to the labeling:

1]
1. The sponsor is advised to submit new brand names for review.

2. The following statements should be added to the end of the paragraph in the

clinical study section under OA U
———— - B
o e UGN e
S e —— T e

3. The precaution statements for photosensitivity should be reinserted.

4. Under the section of description it should be “structural formula” instead of
“structured formula”.

5. The dosage form “tablets” (which is missing from the established name in the
proposed labeling) should be included as part of the established name (where
— - 1s not an official dosage form).

/
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7. For the unit-dose label the prominence of the established name should be

increased [21 CFR 201.10 (g)(1) and (2)] and the dosage form (tablet) should be
included.

8. For the container label and carton label the recommendations are

/
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I. OVERALL SUMMARY
1. Background information

The original NDA 20-776 for oxaprozin potassium, or Benilas™ was submitted in
May 1997 for the indications of 9 — X signs
and symptoms of osteoarthritis (OA) and rheumatoid arthritis (RA) It was
deemed approvable for OA and RA indications at a dosing regimen of 1200mg
daily based on the steady state bioequivalence between the acid (Daypro®) and the
salt formulations and the results of the 24-week, placebo-controlled OA study, in
which the 2 formulations were compared (refer to medical review dated May 20,
1998 for details). ~— indication was not approved because — ==—
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Total exposure: A total of 1761 subjects were exposed to at ieast a single dose of
oxaprozin potassium at 1200mg or 1800mg level, including 626 in 12 single-dose
studies, 128 in 1-week PK and low back pain studies, 246 in 2-week OA studies,

250 1in 6-week OA studies, and 511 in 24-week OA studies.

Expesure to 1800mg: Drug exposure to 1800mg oxaprozin potassium given as a
stnzie dose or as a split dose (1200mg followed by 600mg) is summarized in the
table: 288 subjects had a single day exposure; 60 had daily exposure for 2 weeks.

Cumulative  |1800mg single dose 1200mg + 600mg Total
;;}(,)th‘:;(;fzys ) Single-dose |2-wk OA study 0221-week LBP Single-dose

PK study 008 study 019 |dental study 007
21 36 79 79 74 20 288
22 73 53* 42% 168
>3 71 44* 21 136
>4 70 35* 105
>7 65 18* 83
14 55 5 60

*Note: the exposure to 1800mg in the flexible dosing group was not counted over
consecutive days, but the total number of days exposed.
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Exposure to 1200mg: Longer-term exposure to 1200mg oxaprozin potassium is
summarized in the table: about 300 subjects were exposed for 24 weeks.

Cumaulative exposure Multiple-dose OA trials
to 1200mg (weeks) 24 weeks |6 weeks |6 weeks |24 weeks* |Total
study 006 |study 014 |study 015 |study 017

<2 322 124 126 189 761
>2 280 119 124 185 708
26 232 92 103 175 602
>12 212 161 373
>18 193 136 329
24 183 123 306

*Note: Studies 006, 014, and 015 were placebo- and active-controlled studies and
study 017 had no control groups.

Upper GI distress symptoms: Subjects in the oxaprozin potassium treatment
groups, in the short-term muitiple-dose studies at 1200 to 1800mg as well as the
longer-term multiple-dose studies at 1200mg, had significantly more reports of GI
symptoms, especially upper GI distress symptoms than placebo or active controls
(ibuprofen, etodolac) and remarkably more early terminations from the study due
to the specific upper GI distress symptoms than the control groups.

GI ulcer and bleeds at 1200mg: In the 24-week controlled OA study there were 7
ulcer cases: 6 were symptomatic and one of the six had slight bleeding, all
reported in the oxaprozin potassium group versus none in the oxaprozin acid
group. In one of the two 6-week controlled OA studies there was a case of
hemorrhagic gastric ulcer and gastritis accompanied by GI distress symptoms and
melena in a patient after 9 days of oxaprozin potassium treatment. In the second
6-week OA study there was also a case of melena. There were no cases of gross
GI bleeds reported in 24-week, open-label study. The explanation provided by the
sponsor is the mandatory requirement of taking the medication with the evening
meal in the open-label study.

GI ulcer and bleeds at 1800mg: In the 2-week study of oxaprozin potassium at
1200 to 1800mg levels there was 1 case of symptomatic duodenal ulcer and
gastritis in the 1800mg group and 1 case of melena in the 1200 to 1800mg group.
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In general, the salt formulation of oxaprozin was shown to cause higher rates of GI
ulcers and ulcer complications than the acid formulation and the GI toxicities
associated with the use of oxaprozin potassium appeared to be dose-related.
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5. Recommendations
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IL. TWO-WEEK OA STUDY OF 1800MG OXAPROZIN POTASSIUM
(NDA volumes 4-8)

1. Protocol (study 022)

The key features of the protocol are presented in the table below:

Study Analgesic duration of oxaprozin potassium 1200mg to 1800mg dosing;

objective {Safety of oxaprozin potassium 1800mg daily dose for 14 days

Study Multiple-dose, randomized, double-blind, placebo- and active treatment-

design controlled, parallel, 24-center

Study Male and female adult subjects with a minimum of 6-month history of

{population josteoarthritis of the knee (by ACR criteria and confirmed by a weight-
bearing x-ray) and with at least moderate baseline QA symptoms, a
Functional Capacity Classification of I-IlI, who underwent a washout of all
NSAIDs and other analgesics and had no other joint conditions or concurrent
medication that could potentially interfere with the efficacy evaluation of the
test drug

Treatment |Oxaprozin potassium 1800mg, oxaprozin potassium 1200mg to 1800mg (an

and dosing |optional dose of 600mg to be taken as needed at least 2 hours after 1200mg
dose)}, ibuprofen 400mg, or placebo daily for 14 days.

Baseline |Pain intensity (PI) >5 on a 10-point scale and increased by at least 2 points

condition |from screening, knee pain on weight-bearing >3 on a 5-point scale and
increased by at least 1 point from screening, WOMAC pain index >9 on a
20-point scale, and patients” global 23 on a 5-point scale

[Efficacy |Primary: PI score on a 10-point scale at 24 hours, proportion returning to

assessment|baseline PI at 24 hours, time to remedication and proportion taking
remedication; Secondary: PI on days 2, 3, 7, and 14, pain relief (PR) at 24
hours, patients’ global; Exploratory: knee pain on weight-bearing, WOMAC
(pain section only), Pl and PR at 1.5, 15, 18, and 21 hours after the initial
dose

Safety Report of treatment-emergent adverse events (AE); Routine laboratory tests

assessment|(biochemistry and hematology), vital signs, and physical examinations at
baseline and day 14 (or the time of early termination)

Note: ACR stands for American College of Rheumatology; WOMAC for the
Western Ontario McMaster Arthritis Center.
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2. Demographic and other baseline characteristics

The study population consisted of 491 subjects who received the treatments, with
an age range of 28 to 91 years and a mean around 60 years, 78% Caucasian, 11%
African American, 9% Hispanic, and 70% females. There were no statistically
significant differences between the four treatment groups with regard to
demographic characteristics such as age, gender, race, height, and weight, with
regard to baseline vital signs (except that subjects in the oxaprozin potassium
1200mg to 1800mg group had significantly lower pulse, 71 versus 74 per minute,
than the other groups), and with regard to the other baseline status such as PI, knee
pain on weight-bearing, WOMAC pain index, patients’ global, OA functional
class, and index joint, except that subjects in the oxaprozin potassium 1200mg to
1800mg group had significantly longer disease duration (10 versus 8 years) than
the other groups.

3. Study execution and drug exposure

The intent to treat population consisted of 81 subjects in the oxaprozin potassium
1800mg group, 168 subjects in the oxaprozin potassium 1200mg to 1800mg
group, 82 subjects in the ibuprofen 400mg group, and 160 subjects in the placebo
group. There were 28 cases of violation of the protocol defined eligibility criteria
as shown 1in the table below:

Eligibility violations Oxaprozin K |Oxaprozin K'|Ibuprofen |Placebo
|1800mg 1200-1800mg|400mg
n=81 n=168 n=§2 n=160
Shorter duration of OA 0 2 0 0
Lower baseline symptom severity 4 5 2 4
Medical conditions not allowed |1 0 0 1
Deviation of laboratory values |1 3 1 1
Took analgesics not allowedin |0 0 1 2
specified time windows
Total 6 (7%) 10 (6%) 4 (5%) 8 (5%)

Other protocol violations included deviations from the protocol defined statistical
analysis and inadequate data collection and analysis with regard to certain lab tests
such as alkaline phosphatase, bilirubin, and BUN.
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The cases of early termination are summarized in terms of the treatment groups
and the reasons for early termination as shown in the table below.

Reasons for the |Oxaprozin K* |Oxaprozin K* |Ibuprofen Placebo
early termination {1800mg 1200-1800mg  |400mg

from the study n=481 n=168 n=82 n=160
Lack of efficacy |8 (10%) 17 (10%) 12 (15%) 32 (20%)
Lost to follow up |1 (1%) 0 0 1 (<1%)
Non-compliance {8 (10%) 4 (2%) 2 (2%) 4 (3%)
Adverse events 11 (14%) 16 (10%) 3 (4%) 12 (8%)
Total 28 (35%) 37 (22%) 17 (21%) 49 (31%)

There was a total of 360 subjects (73%) who completed the study: 65% in the
oxaprozin potassium 1800mg group, 78% in the oxaprozin potassium 1200mg to
1800mg group, 79% in the ibuprofen 400mg group, and 69% in the placebo group.

The extent of cumulative drug exposure per treatment group is sumrnarized in the

table below.
Cumulative exposure |Oxaprozin K* |Oxaprozin K* |lbuprofen 2lacebo
(days) 1800mg 1200-1800mg {400mg

n=8] n=168 n=82 n=160
>1 79 (98%) 167 (99%) 82 (100%) 159 (99%)
22 73 (90%) 164 (98%) 77 (94%) 155 (97%)
23 71 (88%) 160 (95%) 75 (91%) 153 (96%)
24 70 (86%) 156 (93%) 74 (90%) 144 (90%)
27 65 (80%) 146 (87%) 70 (85%) 124 (78%)
14 55 (68%) 132 (79%) 66 (80%) 114 (71%)

The extent of drug exposure to 1800mg oxaprozin potassium is summarized in the
table by placing the subgroup that actually had the additional 600mg dose in the
flexible dosing group and the 1800mg fixed dosing group together. In the flexible
dosing group ten subjects had two 600mg doses taken on the same calender day as
the 1200mg daily dose, translating to a total of 2400mg within a 24-hour period.
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Cumulative exposure 1800mg single dose |1200mg + 600mg Total
to 1800mg (days) n=81 n=79
>1 79 79 158
22 73 53% 126
23 71 44* 115
>4 70 35* / 105
>7 65 18* 83
14 55 5 60

*Note: the exposure to 1800mg in the flexible dosing group was not counted over

consecutive days of exposure, but the total number of days exposed.

As shown in the table 60 subjects were exposed for 2 weeks and 83 were exposed
for 1 week at 1800mg level.

4, Efficacy results
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f- 5. Safety results

(1) Serious events
There were no reports of death. Serious events were reported by 4 subjects, one in
each treatment group.

| Age |Treatment Adverse events Investigator’s assessment
gender of causal relationship
66 F |Oxaprozin K* Intractable vomiting leading to  |Vomiting: uncertain;

1800mg first 2 doses {hospitalization, diagnosed with |Cholelithiasis: unlikely;
gallstone and cholelithiasis and [Duodenal ulcer and
had cholecystectomy, duodenal |gastritis: uncertain
ulcer and gastritis by endoscopy

62 F |Oxaprozin K' Infection related to post root Unlikely
1200mg for 1 day & {canal procedure leading to
1800mg for 13 days {hospitalization

61 F [Ibuprofen 400mg for [Symptomatic renal calculus Unlikely
2 days leading to emergency room visit

91 M |[Placebo Hospitalized for abdominal pain [No opinion
and vomiting
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(2) Adverse events associated with overdosage

Ten subjects in the oxaprozin potassium 1200mg to 1800mg group took 2400mg
within a 24-hour period (two additional 600mg doses plus the 1200mg daily dose
on the same calendar day). Adverse events (AE) included 2 cases of rash, 1 case
of nausea, 1 case of diarrhea, and 1 case of edema. The other 6 subjects had no
AEs reported. -

(3) Incidence of adverse events

Adverse events were reported in 44 of 79 (56%) patients on oxaprozin potassium
1800mg, 77 of 167 (46%) on oxaprozin potassium 1200-1800mg, 23 of 82 (28%)
on ibuprofen 400mg, and 48 of 159 (30%) on placebo. Specific AEs reported by
at least 3% of subjects in any treatment group were summarized in the table below
in terms of the type of events, the number of subjects with at least one report of
the event, the severity of the event for the moderate and severe categories
(designated as M/S in the table, on a scale of mild, moderate, and severe), and the
attribution of the event for those classified as uncertain or probably related to the
study drug (designated as U/P in the table, based on the individual investigator’s
assessment). Also included in the table were melena, duodenal ulcer, and gastritis
{(not up to 3% incidence but considered clinically significant findings). AEs most
frequently (>5% of subjects) reported were nausea, dyspepsia, abdominal pain,
diarrhea, headache, and vomiting. Subjects on oxaprozin potassium had
dramatically higher (also statistically significant) AE incidence tn GI symptoms
especially upper GI distress symptoms than subjects on ibuprofen or placebo. One
case of melena was reported in the oxaprozin potassium flexible dosing group.
Orne case of symptomatic duodenal ulcer and gastritis (concurrently with galistone
and cholelithiasis) was reported in a subject on oxaprozin potassium 1800mg.
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Table. Adverse events (23%) in study 022
loxK 1800 loxk 1200-1800 llbuprafen 400 |(Placebo
Subjects treated [N=79 =167 N=82 N=159

Adverse events N (%) IM/S lwe v (%) M/S o v (%) M/S \U/P N (%) M/S lovp

Any adv event  [44(56)[22/4 [15/23[77(46)25/8 31/2623(28){7/4 |12/4 48(30)[19/14]16/9

ody as a whole [7(9) W/0 {1/3 [11(7)B/0 H/1 (5) 1/0 /0 {10 (6) /3 p/0

Chest pain 2 (3) /6 p/1 P 0 I (<)[i/0 J1/0
Pain 1(1) p/o p/o P 1(1) p/o /o BuE) i1 po
Nervous system 8 (10)[3/1 W1 [1(4) [i/1 B0 PB@) /1 p/o 191276 Pl6
Headache 7(9) R/1 P 3 P RO R@) P OI/O [13(8) KB4 B3
IDizziness 1(1) /6 j1/0 P Y 4 (3) {I/1 {173

Digestive system BS(48)[18/4 [13/2048(29)118/5 19230 (11) [1/1 fra p () W2 Jor1

Abdominal pain 0 (11) /2 |1/7 [15(9){7/1 B/11 1 (1) |[1/O P/1 [ (<) P/l |1/0

Nausea I8(23)8/1 5/12 [1S(9)Y|/1 6/7 PB4 P/1 172 (1) PO J1/0

IDyspepsia 10(13)4/2 B/6 [10(6)R/1 Weo PR(@2) [1/0 /1 | (<DHI/0 /0

Constipation 2 (3) [1/0 /0 6(4) R/O R2 |1(1) P/O P/O R(1) 1/0 RO

iDiarrhea R (10)R/0 I5S/1 |5(3) @0 R/1 R(2) p/0 p/o B3 p/1 pAN

Vomiting 4(5) p/1 |13 B@) B/l |1/1 P L(<1)p/1 /0

GE reflux ) 3(2) {1/ R/1 B@4) RO P3P

Melena 0 1(<DP/0 /1 P 0

Duodenal ulcer |t (1) {170 |1/0 P 0 ()

Gastritis 1(l) p/o [t/0 P 0 ()

E’letabolic & 2(3) [1/0 P22 fi(<1)p/0 [1/0 P 1(<1)P0/0 /0
utritional

INPN increased R (3) |I/0 072 N (<1)P/O /0 P 0

Psychiatric 3(4) RO R1 B() RSO 1 (1) PO PO R(1) PO RO

Somnolence 3(4) /O R/1 B(3) [I/1 3O p - 1(<1)p/0 (/0

Skin & 3 (4) [1/0 /1 Gy @2 p@) [1/0 /0 p4) R1 pP/3

jpppendages

Rash 3(4) o b1 B o o b b (1) [0 2
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(4) Abnormal laboratory findings

Statistically significant mean changes in lab values in comparison with baseline
were found in terms of decreased hemoglobin in all 3 active treatment groups and
increased BUN, creatinine, AST, and ALT in the oxaprozin potassium treatment
groups. The magnitude of the changes in group means was not considered
clinically significant.

(5) Early terminations due to adverse events

A total of 42 patients discontinued early due to adverse events: 11 (14%) on
oxaprozin potassium 1800mg, 16 (10%) on oxaprozin potassium 1200 to 1800mg,
3 (4%) on ibuprofen, and 12 (8%) on placebo. Upper GI distress symptoms
(abdominal pain, nausea, dyspepsia, and vomiting) were the most frequently
reported AEs resulting in the early terminations in subjects treated with oxaprozin
potassium as shown in the table below (only the AEs that resulted in >3%
discontinuations were shown).

AE causing OxK 1800 OxK 1200-1800 |Ibuprofen 400 |Placebo
withdrawal N=79 N=167 N=82 N=159
Any adv event |11 (14) 16 (10) 3(4) 12 (8)
Abdominal pain |3 (4) 5(3) 1(1) 0
Nausea 2(3) 503) 1(1) 0
Dyspepsia 2(3) 1(<1) (1) 0
Vomiting 2(3) 1(<1) 0 0

(6) Other safety findings

The attempt to analyze drug-demographic interactions was limited by the small

sample size and low event rates. Drug-disease interactions and drug-drug

interactions were not studied.




NDA 20-776, Searle - Benilas (Oxaprozin Potassium® — Page 17

6. Review of financial disclosure

The sponsor submitted the financial disclosure form, FDA 3454, which certifies
that no financial arrangements with the listed clinical investigators and
subinvestigators at 24 study sites have been made where outcomes affect the value
of compensation and that all the investigators and subinvestigators except one
have no proprietary, significant equity interest, or any significant payments of
other sorts as defined in 21 CFR 54.2(f).

One principal investigator owned common stock of the company and the steps
taken to mintmize the potential for bias were randomization, blinding, and
following the standard operating procedures for the site monitoring and auditing.

The information on financial disclosure appears to be adequate to ensure that the
reliability of the clinical data is not affected by financial interests.

7. Discussion

(1) Efficacy

(2) Safety

Exposure to 1800mg of oxaprozin potassium ranged from a single-dose exposure
in 158 subjects (about half from each group) to a 14-day exposure in 60 subjects.
Patients in the oxaprozin potassium groups had dramatically higher incidence of
GI symptoms, especially upper GI distress symptoms, and higher rates of early
terminations due to the upper GI distress symptoms than the ibuprofen or placebo
group. There was also a case of symptomatic (vomiting) duodenal ulcer and
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gastritis and a case of melena both in the oxaprozin potassium groups. Oxaprozin
potassium at 1800mg or in the range of 1200 to 1800mg appeared to have an
unfavorable GI safety profile in comparison to the control groups.

8. Conclusion

) / . Safety data were based on very limited exposure
to the flexible dosing or 1800mg dosing: 60 subjects for 2 weeks. Dose-related GI
toxicities (marked increase in upper GI distress symptoms, symptomatic ulcer and
gastritis, GI bleeds as demonstrated in the study) could be a particular safety
concern.

APPEARS THIS WAY
ON ORIGINAL
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I1II. ADDITIONAL STUDIES OF OXAPROZIN POTASSIUM
(NDA volume 2 and 3, safety updates S4 submitted on 3/23/00, IND 47340-074)

There have been a number of studies of oxaprozin potassium conducted in
addition to the 2-week OA study since the submission of the original NDA in May
1997, including 3 single-dose studies of 1200mg dose, one of which was a study
of migraine and 2 were dental pain; one short-term multiple and flexible-dose
study of 1200mg to 1800mg in patients with low back pain; 2 multiple-dose, 6-
week studies of 1200mg dose in patients with osteoarthritis, one of which had an
open-label extension phase of up to 24 weeks.

1. Single-dose dental pain studies of oxaprozin potassium 1200mg
(Studies 018, 020, 021)

The 2 dental studies were of similar design as the dental studies submitted in the
original NDA. The active control in both studies was the combination product of
oxycodone hydrochloride 5mg and acetaminophen 500mg. The results confirmed
the findings from the dental study 007 (refer to the medical review of the original
NDA) that a single 1200mg dose could only provide 24-hour pain relief in 1/3 or
less of the study population (i.e. the proportion not requesting rescue medication
within 24 hours after the initial dose) and the median time to rescue medication
was between 7 and 8 hours.

2. One-week study of low back pain at 1200mg to 1800mg
(Study 019)

This study is presented in detail because it provides valuable information about
the flexible dosing at 1200mg to 1800mg.

(1) Protocol
Design: It was a multiple-dose, randomized, double-blind, placebo-controlled,
parallel study of oxaprozin potassium 1200mg to 1800mg conducted at 20 centers

in 225 patients with acute low back pain.

Sample population: Eligible subjects were adult patients with an acute episode or
an acute exacerbation of intermittent low back pain (pain free for at least 3 months
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prior to present episode) of 1 to 6 days in duration prior to enrollment and baseline
pain intensity of >50mm on a 100mm VAS scale.

Treatment: Patients were randomized to one of the two treatment groups to
receive oxaprozin potassium 1200mg every moring for 7 days and an additional
dose of 600mg taken as needed 6 hours after the morning dose during the first 3
days, or the matching placebo. Tylenol up to 3000mg a day was allowed as rescue
medication but not to be taken within 6 hours psior to daily dosing with 1200mg
of oxaprozin potassium.

Data collection: Patients were instructed to record in a daily diary their present PI
and their average PI in last 24 hours (recording time with respect to dose was not
specified for days 2 to 7) and complete the Activity Tolerance Survey daily at
bedtime, the Roland Disability Index and SF-8 Health Survey on days 1, 4 and 8,
and Patient’s Global Evaluation on days 4 and 8. Physicians were to assess the
Maximum Forward Lumbar Flexion (fingertips-to-floor method) on days 1, 4 and
8 and provide Global Evaluation on days 4 and 8.

Efficacy:

Safety: Safety was monitored by reporting treatment emergent AEs and changes
in vital signs and physical examinations.

(2) Demographic and other baseline characteristics

The study population consisted of 225 subjects who were randomized to the 2
treatment arms, with an age range of 18 to 76 years and a mean around 40 years,
76% Caucasian and 52% females. There were no statistically significant treatment
group differences with regard to demographic characteristics such as age, gender,
race, height, and weight, with regard to baseline vital signs, and with regard to the
baseline disease status, except that subjects in the oxaprozin potassium 1200mg to
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1800mg group had significantly worse scores in 1 of the 8 domains - the physical
functioning domain of the SF-8 Health Survey than placebo subjects.

(3) Study execution and drug exposure

Of 225 subjects randomized 17 were enrolled with violation of eligibility criteria,
including AL'T/AST elevation at baseline in 11 subjects, less severe baseline PI in
2, no baseline pain/disability data in 1, history of nasal polyps in 1, longer than
aliowed duration of the current pain episode in 1, and underweight in 1 (no
information on treatment group comparison with respect to the type of protocol
violation was provided). '

The reasons for early termination per treatment group were summarized in the
table below:

Reasons for the early termination |Oxaprozin K* 1200-1800mg \Placebo
from the study n=I113 n=112
Lack of efficacy 4 (4%) 12 (11%)
Lost to follow up 1 (<1%) 3(3%)
Protocol violation 12 (11%) 5(4%)
Non-compliance 2 (2%) 3(3%)
Adverse events 3 (3%) 2 (2%)
Total 22 (19%) 25 (22%)

There were 74 subjects exposed to the additional 600mg dose (equivalent to
1800mg a day) on one of the first 3 days and 21 on all 3 days.

(4) Efficacy results
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Serious events: There were no reports of death and only cne serious event: a case
of cellulitis leading to hospitalization in a placebo patient.

Incidence of adverse events: Adverse events (AE) were reported in 46 of 113
(41%) patients on oxaprozin potassium 1200-1800mg and 33 of 111 (30%) on
placebo. Specific AEs reported by at least 3% of subjects in any treatment group
were summarized in the table below in terms of the type of events, the number of
subjects with at least one report of the event, the severity of the event for the
moderate and severe categories (designated as Mod/Sev in the table, on a scale of
mild, moderate, and severe), and the attribution of the event for those classified as
uncertain or probably related to the study drug (designated as Unc/Pro in the table,
based on the individual investigator’s assessment). AEs most frequently (>5% of

subjects) reported were nausea, dyspepsia, abdominal pain, diarrhea, and

headache. Subjects on oxaprozin potassium had dramatically higher AE incidence
in GI symptoms especially upper GI distress symptoms than subjects on placebo.

[Oxaprozin K 1200-1800mg  |Placebo

Subjects treated V=113 N=111
Adverse events N (%) WMod/Sev lUne/Pro IV (%) |[Mod/Sev \Unc/Pro
Any adverse event 46 (41) [11/8 31/26 33 (30) R1/3 16/9
[Nervous system 7.(6) /4 6/0 16 (14) [11/0 10/2
iHeadache 4 (4) 1/3 3/0 11(10) B/ 7/1
Dizziness 1<) po liro B (3)  p/o /1

igestive system 5(31) {10/4 16/16 |11 (10) /1 4/6
Nausea 13 (12) 5/t 65/7 3 (3) 0/3 /1
[Dyspepsia 10(9) W/o D17 2 (2) 0/2 11
Abdominal pain D (8) 4/1 4/5 3 (3) 1/3 1/2
[Diarrhea 4 (4) 0/1 4/0 5 (5) /5 1/4
[Flatulence 4y  br D12 0
IPsychiatric 0(8) pi 3/4 k) Bio 4
INervousness 3 (3) 0/0 2/0 0
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Early terminations due to adverse events: There were 5 patients discontinued
early due to adverse events: 3 on oxaprozin potassium 1200 to 1800mg (due to
abdominal pain, headache, and migraine, respectively) and 2 on placebo (due to
diarrhea and rash, respectively).

3. Six-week osteoarthritis studies of oxaprozin potassium 1200mg
(Studies 014 and 015)

Safety data from study 014 were submitted previously as safety updates to the
original NDA and discussed in the original medical review dated May 20, 1998.
The details will not be repeated here. Study 015 had an identical design as study
014, specifically, a multiple-dose, 6-week, double-blind, randomized, active- and
placebo-controlled, parallel study of oxaprozin potassium 1200mg in patients with
OA.

A total of 377 patients were treated: 126 with oxaprozin potassium 1200mg a day,
126 with etodolac 400mg twice a day, and 125 with matching placebo. There
were no statistically significant differences among the treatment groups with
regard to demographic characteristics such as gender and race (but age was 2 years
older in the placebo group and 2 years younger in the etodolac group as compared
to the oxaprozin potassium group), baseline vital signs, or baseline disease status.

The number and percentage of patients exposed to the test drugs are summarized
in the table below:

Cumulative exposure Oxaprozin K' 1200mg|Etodolac Placebo
(weeks) n=I126 n=126 n=125

<2 126 (100%) 126 (100%) 125 (100%)
22 124 (98%) 124 (98%) 119 (94%)
6 103 (82%) 107 (84%) 91 (72%)

Serious events: No deaths were reported. There were 7 serious events: 2 cases of
cancer, 3 cases of coronary artery obstruction, 1 case of hip fracture, and 1 case of
hospitalization for elective bladder resuspension. None was considered study
drug-related.

Incidence of Adverse events (AEs): AEs were reported in 51% patients on
oxaprozin potassium, 35% on etodolac, and 26% on placebo. AEs reported by at
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least 3% of subjects in any treatment group were summarized in the table below.
The most frequently (=5 % of subjects) reported were dyspepsia, abdominal pain,
BUN increased, and headache. Incidence of GI symptoms in general and
dyspepsia and abdominal pain in particular was much higher in the oxaprozin
potassium group than in the etodolac or placebo group. There was one case of
melena (details not provided) reported in the oxaprozin potassium group.

Adverse event Oxaprozin K™ 1200mg|Etodolac Placebo
N (%) N (%) N (%)
Digestive system 24 (19) 10 (8) 9(7)
Dyspepsia 8 (6) 3(2) 1(<1)
Abdominal pain 6 (5) 2(2) 4 (3)
Nausea 5(4) 3(2) 4 (3)
BUN increased 6 (5) 1(<1) 0
Headache 54) 7 (6) 4 (3)
Rhinitis 5 (4) | 3(2) 1(<1)

Early termination due to adverse events: A total of 27 patients were
discontinued early due to adverse events: 13 (10%) on oxaprozin potassium, 9
(7%) on etodolac, and 5 (4%) on placebo, remarkably more patients terminated
due to abdominal pain and vomiting in the oxaprozin potassium group than either
the etodolac or placebo group.

4. Open-label, 24-week extension of osteoarthritis study

Study 017 was an open-label, 24-week extension of osteoarthritis study 015
conducted at 21 centers. Of 189 subjects who received at least one dose of study
medication (medication to be taken with the evening meal) 123 (65%) completed
24 weeks of treatment. The cumulative exposure is summarized in the table:

Cumulative exposure to |<2 22 26 >]2 >]18 24
1200mg (weeks)
N (%) 189 (100) [185 (98) [175(93) [161(85) {136 (72) [i23 (65)

Serious events: No deaths were rgported. There were 8 patients who were
reported as having serious events: 1 case of bronchospasm, 1 case of




NDA 20-776, Searle - Benilas (Oxaprozin Potassium)- — Page 25

pyelonephritis, 1 case of basal cell carcinoma, 2 cases of myocardial infarction, 1
case of diverticulitis, 1 case of sepsis, and 1 case of stroke.

Incidence of Adverse events (AEs): AEs were reported in 106 (56%) patients.
The most frequently reported were dyspepsia (7%); arthralgia, leg cramps (5%);
back pain, peripheral edema, headache, rhinitis (4%); abdominal pain, anemia,
constipation, creatinine increased, rash, AST increased, ALT increased, sinusitis
(3%).

Early termination due to adverse events: A total of 31 (16%) patients were
discontinued early due to adverse events mostly due to GI symptoms (10 cases, or
5%) including abdominal pain (4 cases, or 2%), dyspepsia (3 cases, or 2%), nausea
(1 case), diverticulitis (1 case), and constipation (1 case). The other AEs leading
to early terminations thought to be drug-related were rash, ALT increase, and
pruritus.
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IV. LABELING REVIEW

1. Labeling recommendations

/

(2) Drug interaction with ACE-inhibitors
(OND "~ o T

Study 026 was a small (n=29, 19 evaluable subjects) PK study of oxaprozin acid at
1200mg, which was not adequately designed (not randomized or double blind) or
well-controlled (no control groups). The clinical findings in terms of the changes
in group mean blood pressure were very difficult to interpret due to multiple
confounding factors such as the severity of hypertension, the dose level of
enalapril (3 doses were allowed: 10mg, 20mg, and 40mg), the concomitant
medication that may have an effect on the patient’s blood pressure, etc. The
individual response varied from decreased supine diastolic pressures in  of 19
subjects to increased ones in 11 of 19 subjects when blood pressures were
compared between post- and pre-coadministration with oxaprozin, The
remarkable PK findings were included.

(3) Drug interaction with lithium
Plasma level monitoring is recommended for subjects on lithium treatment and

lithium level monitoring should be increased when lithium is coadministered with
NSAIDs.

(4) Geriatric use

Statistically significant differences between the age groups were shown in some
individual AEs in the 24-week OA study. Since the study was not designed to
investigate drug tolerance with respect to age, no difference in the total number of
subjects reporting AEs does not necessarily translate to equal tolerance.

(5) Other modifications
Most of the other changes are for clarification purpose.
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INVENTORY OF CLINICAL TRIALS (See Appendix A for abbreviation)

Protocol #
Investigator/Site|

| Drﬁg-(m’g)

Subj
™

Oatcome,summa’qv IR Comment .

Dental Pain ”Studies. single—dose, double-blind (smgle-blmd Ior study 004), randomlzed, placebo-
controlled, parallel, single-center (2 centers for study 010) -

;

OxK-1200 50
OxK-900 51
OxK-600 51
OxK-300 50
Placebo 50
0OxK-1200 58
0x-1200 55
Ibu-400 55
Placebo 56
OxK-1200 57
0x-1200 56
Ibu-400 56
Placebo 56
OxK-1200 57
0x-1200 56
Ibu-400 56
Placebo 56
OxK-1200 58
IxK/Ox-1200 |56
0x-1200 57
y, [Tbu-400 56
[Placebo 55

Redosing with Ox-K-600
once at 6 hours was allowed.
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Protocol #

In vestlgator/S‘zte T

. Drug (mg)

 {Subj|Outco

Outcotme summary . {Comment -

Osteoarthritis Study. mult:ple-dose,

thirty-centers .

double-bimd randomlzed, parallel placebo-controlled,

OxK-l 200
0x-1200
Placebo

for 24 weeks

322
320
161

OxK-l200 appeared to be There were 7 ulcer cases all
comparable to Ox-1200 in efficacy|reported in the OxK group;
and safety for OA, except that 6/7 were symptomatic & 1
OxK-1200 might lead to higher  |had slight bleeding.

risks of upper GI ulcers.

Osteoarthritis Study- multnple—dose,

multicenter

donble—’biind, randomized, parallel, placebo-controlled,

/

OxK-1200
Eto-400 BID
Placebo

for 6 weeks

124
127
127

Significantly more GI symptoms,
nausea, SGPT1, anemia, &
withdrawals due to GI symptoms
were reported for OxK than for
Eto. There was 1 case of bleeding
ulcer in the OxK group.

Data from 4-month safety
update not submitted with
the original NDA; and the
study report is still not
available.

Pharmacokinetic Studles* single-dose (multlple-dose for study 005), npen, randomxzed, parallel
{(3-way crossover for study 008), single-center -

[0xK-1200 |12 [tn comparison to Ox-1200, OxK-1200 showed hlgher Corar

‘OxK/Ox-1200 {12  |shorter T,,, and T,, after a single dose.

Ox-1200 12

OxK-1200 15 |OxK-1200 and Ox-1200 were bioequivalent by comparing AUC|

OxK/0x-1200 {12 |C,,,, and C,, for the total corcentration at steady states.

Ox-1200 13

for 7 days

OxK-18060 36 [Lack of dose proportionality was demonstrated by the nonlinear

OxK-1200 36 |varation pattern of AUC with the increase of doses.

OxK-600 36

OxK-1200 50 {The 2 formulations of oxaprozin potassium: the formulation
used in clinical trials and the formulation for commercial
distribution were bioequivalent.

OxK-1200 48 |There was no food effect on the maximum and total absorption.

Tax Was somewhat delayed by food.
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1. Background information
(1) Introduction

Oxaprozin potassium is a potassium salt of oxaprozin acid (Daypro®), a
nonsteroidal anti-inflammatory agent of the propionic acid chemical class.

Daypro was approved for the management of signs and symptoms of rheumatoid
arthritis and osteoarthritis in the United States in 1992. The recommended dosing
1s 1200mg once a day, or individualized minimum effective dose, but not to
exceed 1800mg a day in divided doses. Daypro is not indicated for acute pain
because of its lower solubility and longer T,,,,. The sponsor Searle has formulated
the oxaprozin potassium salt with the expectation of a faster analgesic onset as a
result of improved drug absorption in comparison to Daypro® while retaining the
once-a-day dosing schedule.

(2) Drug substance and drug product

Oxaprozin potassium has a chemical name: 4,5-diphenyl-2-oxazolepropanoic acid,
potassium salt; a molecular formula: C,sH,,KNO,; and molecular weight of
331.40. -

The drug substance is a white to off-white powder with a slightly bitter taste and
no characteristic odor, has a melting point of 215°C, and is slightly soluble in
alcohol and very soluble in water.

Each tablet of drug product contains 677.9mg of oxaprozin potassium, which is
equivalent to 600mg of oxaprozin. The product is expected to be stable at room
temperature (25°C) for  — :

(3) Pharmacokinetics

There were five pharmacokinetic (PK) studies:

a single-dose study in comparison of the salt and acid formuiations (study 001);

a multiple-dose study in comparison of the salt and acid formulations (study 005);
a dose proportionality study of oxaprozin potassium (study 008);

a food effect study of oxaprozin potassium (study 013); and
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a bioequivalence study in comparison of the commercial formulation and the
formulation used in clinical trials (study 012).

In the single-dose PK study of the two formulations, a higher C_, (26% for total
and 49% for free concentration) and a shorter T, (33% for total and 4% for free
concentration) and T,,, were shown when oxaprozin potassium was compared to
oxaprozin based on the sponsor’s analysis using geometric least squares means.

In the one-week repeated dose study, the salt and acid formulations were
considered to be bioequivalent at steady states. The conclusion was based on the
90% confidence intervals for the ratio of AUC, C,_,,, and C,,, falling in a range of
80 to 125% with respect to total concentration (but not to unbound concentration).

In the dose proportionality study using 600mg, 1200mg, and 1800mg of oxaprozin
potassium, the lack of dose proportionality was demonstrated by less than
proportional increases in total drug concentration and more than proportional
increases in unbound concentration with the increase of doses. It was probably
due to nonlinear protein binding. '

Food did not alter the maximum and total absorption but delayed the time to reach
the maximum concentration.

The commercial formulation appeared to be bioequivalent to the clinical trial
formulation based on the weight-corrected calculations (see PK review for
details).



( NDA 20-776, Searle - Benilas (Oxaprozin Potassium) - Overall Summary  Page II-5

2. Efficacy results
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(2) Osteoarthritis

The 24-week osteoarthritis (OA).trial was a double-blind, randomized, parallel,
placebo- and active treatment-controlled study of oxaprozin potassium conducted
at thirty-centers. The study enrolled male and female adult subjects with a
minimum of 6-month history of osteoarthritis and with OA symptoms at least
moderate in severity at baseline. Patients were randomized at 2 2:2:1 ratio to
receive once daily doses of oxaprozin potassium 1200mg, oxaprozin 1200mg, or
placebo for 24 weeks. The primary efficacy parameters were knee pain on weight-
bearing, knee pain on motion, patient’s global, and physician’s global, assessed at
baseline and weeks 2, 6, 12, and 24. Patients were also evaluated by using three
health-related quality of life surveys.

A total of 803 patients, mostly elderly and Caucasians, received at least 1 dose of
the study medication: 322 received oxaprozin potassium, 320 received oxaprozin,
and 161 received placebo. About 50% patients had drug exposure for 24 weeks
and two thirds for 12 weeks.

Oxaprozin potassium and oxaprozin performed statistically better than placebo in
terms of patient’s global, physician’s global, knee pain on weight bearing, and
knee pain on motion. The positive results were supported by the findings of the
WOMAC assessment. The two active drugs were shown to be comparable in
efficacy for the symptomatic relieve in OA based on Q-statistics analysis.

/

(3) Efficacy Summary
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/

The OA trial revealed that oxaprozin potassium 1200mg once daily dosing had
statistically better performance than placebo asneasured by all 4 primary efficacy
parameters and was comparable to oxaprozin in efficacy for OA.

Because the salt and acid formulations of oxaprozin were shown to be
bioequivalent at steady states, efficacy data of Daypro for OA and RA indications
are accepted as supporting evidence for oxaprozin potassium to be used for the
same indications.

APPEARS THIS WAY
ON ORIGINAL
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3. Safety results
(1) Multiple-dose study of 24 weeks in osteoarthritis

The study was briefly described in the efficacy section above. Out of 322 patients
assigned to the oxaprozin potassium group, 183 (57%) completed the 24-week
treatment period, very similar to the number and percentage (184 or 58%) of
completers in the oxaprozin group.

There were significantly more adverse events (AEs) reported in patients on
oxaprozin potassium and on oxaprozin than on placebo for the overall incidence,
GI distress symptoms, and liver enzyme increases; and more early study
terminations due to AEs, especially due to GI distress symptoms in patients on
oxaprozin potassium than placebo. Six symptomatic ulcer and one bleeding ulcer
were all reported in patients receiving oxaprozin potassium. Except serious GI
events, most serious cases were not considered as study drug related. The results
of subgroup analysis based on demographic characteristics such as age, gender,
and race did not suggest increased risks of drug intolerance.

(2) Short term and single dose studies

In 9 single dose studies, 578 of 1450 subjects received oxaprozin potassium, of
which 36 receive 1800mg and 426 received 1200mg. In the one-week multiple
dose PK study, 15 of 30 were given oxaprozin potassium 1200mg.

The frequency of AE reports was much lower than what was recorded in the 24-
week multiple dose study as expected. The most frequently reported were again
GI symptoms. Serious events were not observed in these studies.

(3) Multiple-dose study of 6 weeks in osteoarthritis

The 6-week OA trial was a multiple-dose, double-blind, randomized, parallel,
placebo-controlled study completed after the NDA submission. A total of 378
patients were treated: 124 with oxaprozin potassium 1200mg a day, 127 with
etodolac 400mg twice a day, and 127 with placebo. There were no statistically
significant differences among the treatment groups with regard to demographic
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characteristics such as age, gender, and race. The number and percentage of
patients exposed to the test drugs for more than 2 weeks were: 104 (84%) to
oxaprozin potassium, 119 (94%)} to etodolac, and 108 (85%) to placebo.

There were significantly more AEs reported in patients on oxaprozin potassium
than on placebo in terms of the overall incidence, general GI symptoms especially
upper Gl distress symptoms, increase in SGOT, flu symptoms, and early study
termination due to GI symptoms. Also, significantly more AEs were reported in
patients on oxaprozin potassium than on etodolac in terms of general GI
symptoms, nausea, increase in SGPT, anemia, and early termination due to GI
symptoms. There was one case of bleeding ulcer in the oxaprozin potassium
group. No statistically significant differences in terms of clinically meaningful 1ab
abnormalities were found between the treatment groups. Neither were interactions
between the adverse events and demographic characteristics such as age, gender,
and race.

(4) Safety of oxaprozin (Daypro)

Since the market approval of Daypro, sixteen clinical trials have been conducted
in 1280 patients, of whom of 699 received oxaprozin ranging from a single dose
up to 1800mg, to daily doses of 1200mg up to 8 weeks or 1800mg up to 4 weeks.
Most frequently reported AEs in the oxaprozin group were GI symptoms such as
abdominal pain, dyspepsia, nausea, diarrhea, constipation, flatulence, and melena.
The remarkable findings included one case of gastric ulcer, 5 cases of melena
(gross bleeding), 2 cases of elevated SGOT and SGPT and 8 cases of abnormal
hepatic function. Patients on 1800mg (in 3 divided doses) appeared to have more
reports of upper GI distress symptoms, suggesting a dose-response relationship.

Based on the sponsor’s estimate, oxaprozin was distributed to ~ — people in
the first 4 years following the market approval. The sponsor received reports of
2597 adverse events, of which 448 were categorized as serious. The most
frequently reported and remarkable events were upper GI distress symptoms such
as dyspepsia, nausea, and abdominal pain, GI hemorrhage, allergic and skin
reactions. The reporting frequency on fatal events based on all the adverse events
reporied for oxaprozin was less than 2%.
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The literature reports on the adverse events associated with oxaprozin consisted
mainly GI, especially upper GI distress symptoms at lower reporting frequencies
than what occurred in the sponsor conducted trials.

() Safety summary

In the clinical trials designed to study oxaprozin potassium, a total of 2599
subjects received at least one dose of study medication to date, including 1039
received oxaprozin potassium, 80 received oxaprozin potassium/oxaprozin bilayer
tablet, 569 received oxaprozin, 223 received ibuprofen, 127 received etodolac, and
561 received placebo. The exposure to oxaprozin potassium ranged from a single
dose up to 1800mg (36 subjects) to multiple doses of 1200mg for 24 weeks (187
OA patients). A total of 56 subjects were exposed to 1800mg daily dosing: 36
received a single dose in a PK study and 20 received 1200mg dose followed by a
600mg dose in a single-dose analgesic study.

The most frequent and remarkable adverse events associated with oxaprozin
potassium were upper Gl distress symptoms. There were 2 hemorrhagic ulcer and
6 symptomatic ulcer, all reported in the oxaprozin potassium group, suggesting an
increased Gl risk associated with the salt formulation of oxaprozin.

Based on the post-approval clinical studies, spontaneous AE reports, and literature
reports, there were no dramatic changes in the safety profile of oxaprozin acid.
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4. Benefits and risks

Oxaprozin potassium 1200mg on a once daily dosing schedule is effective for
symptomatic treatment of osteoarthritis as demonstrated by the six-month QA
study, where oxaprozin potassium was shown to be comparable to oxaprozin in
efficacy and safety in general. Since the acid and salt formulations of oxaprozin
were bioequivalent at steady states, a cross reference to the efficacy of Daypro in
the symptomatic treatments of both osteoarthritis and theumatoid arthritis is
acceptable.

Oxaprozin potassium is considered reasonably safe and its safe profile was not
dramatically different from that of NSAID class. However, oxaprozin potassium
does not appear to have added advantage to oxaprozin acid. The increased
solubilify of the salt formulation did not help to improve the analgesic onset as
expected but lead to a greater risk for GI ulcers and ulcer complications.

Elderly and the other demographically divided subgroups were not shown to have
increased risk for adverse events based on the six-month OA study in more than
300 patients per active treatment arm.

-
In summary, oxaprozin potassium 1200mg to be taken once daily is considered
effective and safe for relief of signs and symptoms of osteoarthritis and

rheumatoid arthritis, L — ‘

i
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5. Overall recommendations

Oxaprozin potassium 1200mg once daily for management of signs and symptoms
of osteoarthritis and rheumatoid arthritis is recommended for approval based on
the results of OA study and bioequivalence study. The maximum daily dose
should be limited to 1200mg because of the greater ulcerogenic potential of
oxaprozin potassium at 1200mg level and the lack of safety information with
regard to the use of 1800mg per day in divided doses.

/

APPEARS THIS WAY
‘ ON ORIGINAL
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6. Labeling recommendations

The recommended major revisions to the labeling and the reasons for the changes
can be found in the section VI of the review and will be highlighted here.

(1) Indication

All the labeling statements about the use of the drug for —_—
should be deleted.

(2) Precaution

The NSAID labeling statements about close monitoring of patients with
significant renal impairment should be inserted.

The statements about the platelet-aggregation and bleeding time based on the
findings of a small open-label study should be deleted.

The statements about the drug interactions with methotrexate, warfarin, and
glyburide should be revised to reflect the changes based on Dr. Widmark’s review

of the recent labeling supplement for Daypro.

(3) Adverse reactions

The NSAID class labeling template statements should be used with the adjustment
to reflect the experience of the individual drug.

(4) The maximum dosage

The maximum total daily dosage should not exceed 1200mg —

e

- = - - —
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MULTIPLE-DOSE STUDY IN PATIENTS WITH OSTEOARTHRITIS
(INDA volumes 1.40-1.47)

1. Study design
This was a double-blind, randomized, parallel, placebo- and active treatment-

controlied study of oxaprozin potassium conducted at thirty-centers. The key
features of the protocol were presented in the table below:

Study |Male and female adult subjects with a minimum of 6-month history
population |of osteoarthritis of the knee and with at least moderate baseline OA
symptoms (defined by scores > 2 on a 0-4 categorical scale in terms
|of patient’s global, physician’s global, and knee pain on weight-
bearing or on motion), who had a Functional Capacity Classification
of I-IIL.

Treatment |Oxaprozin potassium 1200mg, oxaprozin 1200mg, or placebo once a
and dosing |day for 24 weeks.

Efficacy  }Joint pain and function primarily: knee pain on weight-bearing, knee
assess:nent | pain on motion, patient’s global, and physician’s global at baseline
{and weeks 2, 6, 12, and 24; and QOL secondarily: SF-36 Health
{Survey, WOMAC Health Status, and MOS Pain Survey at baseline
and weeks 2, 6, and 24.

Safety | Spontaneous report of adverse events (AE); routine laboratory tests
assessment | (CBC, chemistry, and urinalysis) at baseline and weeks 2, 6, 12, 18,
jand 24; and physical exam at baseline and weeks 6 and 24.

Note: QOL stands for quality of life; SF-36 for Short Form-36; WOMAC for the
Western Ontario MacMaster Arthritis Center; and MOS for the Medical Qutcome
Studies.
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2. Execution

There was a total of 803 subjects who were trcated: 322 with oxaprozin potassium
1200mg, 320 with oxaprozin 1200mg, and 161 with placebo. The subjects were
males and females (about 70% females) age 22 to 87 (majority of whom were
older than 40 (>93%), mean age at early sixties) and were mostly Caucasians
(82.9%). There were no statistically significant differences among the treatment
groups with regard to demographic characteristics such as age, gender, race, and
height (except weight that the mean weight of the oxaprozin potassium group was
significantly (5 kg) less than the placebo group), and with regard to the mean
duration of disease (9.3 years), baseline OA status, baseline health-related quality
of life assessment, and baseline vital signs. About 50% subjects completed the
24-week study: 57% in the oxaprozin potassium group, 58% in the oxaprozin
group, and 48% in the placebo group. The early terminations were mostly due to
adverse events and treatment failures. The reasons are sumumarized in Table 1 at
the end of the section. The extent of drug exposure is summarized in Table 2.
The mean compliance in taking study medication was 96% or higher and was not
significantly different between the treatment groups.

Drug (mg)iSubj\dge (yr)  Sex(N) |Race (N) =~ |Height -~ -|Weight
|} [Mean(range)\M/F - |C/B/A/H/O " |Mean (range) |Mean (range)
OxK-12000322 |61 (22-86) (03229 [271/37/0/13/1 [166 (145-193)[87 (50-162)
0x-1200 [320 |60 (23-87) |103/217[266/39/0/15/0 168 (138-201){90 (47-172)
Placebo (161 |60 (24-83) [55/106 [129/24/1/7/0 {168 (146-196) |92 (48-155)
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3. Efficacy results

The remarkable statistically significant differences between the treatment groups,
in terms of the mean changes from baseline for each of the primary efficacy
parameters, are presented in the table below, where the statistically significant
differences were obtained by applying Protected Fisher's LSD tests at the 0.05
level. The tables with details can be found on p#tes VII-27 to 30 in Appendix A.

Primary effi cacy . |Patient’ s Phys:czdn s |Knee pain on B! Knee pain on
arameters o glabal lglobal - |weight bearmg motion

Statistically szgmf cant dszerences m changes from baselme at scheduled wszts :
(weeks 2, 6,12, and 24) .- A Lo sEtmeiae, Cn L

OxK-1200 > Placebo {2, 6, 12 2, 6, 12, 24 2, 6, 12 2, 6, 12, 24

0Ox-1200 > Placebo {2, 6, 12 2,6,12,24 2,6,12 2,6,12,24

OxK-1200>0x-1200 |6

® Statistically significant differences were shown in favor of oxaprozin potassium
1200mg and oxaprozin 1200mg over placebo for all of the primary efficacy
parameters at the week 2, 6, and 12-week visits and for two of the four primary
efficacy parameters: physician’s global and knee pain on motion at the last (24-
week) visit.

® Statistically significant differences between oxaprozin potassium 1200mg and
oxaprozin 1200mg were not shown for any of the 4 primary efficacy parameters.
Oxaprozin potassium 1200mg was shown to be comparable to oxaprozin 1200mg
for the symptomatic relief for OA based on the analysis using Q-statistics:
0.8<Q<1.2 and 0.6<Q_ (see page VII-31 in Appendix A for details).

The results of the three health related quality of life assessments are summarized
in Tables 3 to 5 at the end of the section (see page VII-32 to 45 of Appendix A for
details). The statistically significant differences in favor of the active treatments
over placebo were shown consistently over time only by the WOMAC assessment.
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4. Safety results
(1) Drug exposure

More than 50% of subjects were exposed to oxaprozin potassium and oxaprozin
for 24 weeks and about two thirds were exposed for at least 12 weeks as shown in
Table 2.

(2) Incidence of adverse events

Adverse events (AE) were reported in 82% patients on oxaprozin potassium, 76%
on oxaprozin, and 66% on placebo. They are summarized in Appendix B (pages
VIII-3 to 11), in terms of the type of events (coded by COSTART terms and
classified by 12 body systems), the number of subjects who had at least one report
of the event, had the event reported as severe (on a scale of mild, moderate, and
severe), and had the event thought to be study drug-related (based on the
individual investigator’s assessment). AE’s most frequently (25 % of subjects)
reported were dyspepsia, nausea, pharyngitis, abdominal pain, headache, diarrhea,
constipation, flu syndrome, SGOT increased, flatulence, SGPT increased, cough
increased, and arthralgia as shown in Table 6. Both active treatment groups had
sta.stically significantly more AE’s than the placebo group in terms of the overall
in¢ .=nce, and particularly, in terms of the GI distress symptoms and the increases
in liver enzymes.

(3) Serious adverse events

There were three reports of death: one in each treatment group. The first case was
a 71 year-old female with a history of hypertension and hypothyroidism who
presented at emergency room with shortness of breath and vaginal bleeding after
being on oxaprozin potassium for 6 weeks. After a set of routine diagnostic tests
with negative findings, she was discharged home, but then had full cardiac arrest
the next day.

The second case was a 73 year-old female with a history of hypertension and
angina who was admitted to the hospital for pulmonary edema and respiratory
insufficiency after being on oxaprozin for 11 weeks. She experienced progressive
respiratory failure and expired a week later.
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The third case was a 56 year old male placebo patient with a history of heart
disease who developed acute myocardial infarction and expired.

Other serious events were listed in Table 7 by the treatment groups. Except the
gastrointestinal ulcer cases, most of these serious events were not considered as
study drug related by the investigators.

(4) Early terminations due to adverse events

A total of 161 patients discontinued early due to adverse events: 80 (25%) on
oxaprozin potassium, 61 {(19%) on oxaprozin, and 20 (12%) on placebo,
significantly more on oxaprozin potassium than on placebo. The most frequent
AEs (23% 1n at least one treatment group) leading to discontinuation were nausea,
abdominal pain, and dyspepsia (12, 10, and 9 cases in the oxaprozin potassium
group and 9, 7, and 8 cases in the oxaprozin group, respectively).

(5) Gastrointestinal adverse events

There were 7 (2%) ulcer cases (3 gastric, 2 peptic, and 2 duodenal ulcer), all
reported in the oxaprozin potassium group. Of the seven cases: two had a history
of GI ulcer; two had a history of gastroesophageal reflux; six were symptomatic
(the reason for the detection of asymptomatic ulcer was not provided by the
sponsor); one had ulcer complication expressed as slight bleeding; two had
concomitant decreases in hemoglobin and hematocrit; two resulted in
hospitalization; five were terminated early; and none was reported to have massive
bleeding or perforation.

Meiena (blood in stool) was reported in 4 cases (2 on oxaprozin potassium, I on
oxaprozin, and 1 on placebo): three were considered GYN in origin. No ulcer or
concomitant decreases in hemoglobin or hematocrit were reported in any of the
melena cases.

(6) Abnormal laboratory findings
Laboratory abnormalities significantly outside the normal ranges were reported

mainly as the changes in liver function tests and hematologic parameters as shown
in Table 8. Twenty-two patients had increased SGOT and/or SGPT three times
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above the upper limit of normal range: 9 of them (5 on oxaprozin salt, 2 on
oxaprozin acid, and 2 on placebo) resolved spontaneously without interruption of
the treatment; 11 (5 on oxaprozin salt and 2 on oxaprozin acid) recovered after the
discontinuation of the test medication; and 2 were terminated early without follow
up information available. Among the group of patients who had concurrent
decreases i hemoglobin and hematocrit, one had gastric ulcer, one had peptic
ulcer, and one had epistaxis in oxaprozin potassium group. Twelve patients had
decreased white blood cell counts (WBC) below 3000/uL, but none was
terminated early for the decreases in WBC.

(7) AE with respect to demographic characteristics

Adverse events reported in the demographic subgroups are summarized in Table
9. There were no statistically significant differences in the proportion of subjects
who developed AEs when each pair of the sub-populations was compared: elderly
versus non-elderly, male versus female, and Caucasian versus the other racial
groups. In terms of the individual AEs, statistically significantly more elderly
complained of constipation in the oxaprozin potassium group and complained of
pain, flatulence, and tinnitus in the oxaprozin group; more non-elderly complained
of influenza-like symptoms and sinusitis in the oxaprozin potassium group; more
females reported coughing and sinusitis in the oxaprozin potassium group and
accidental injury in the oxaprozin group.




——,
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5. Summary

The active drugs: oxaprozin potassium and oxaprozin, both performed statistically
better than placebo in terms of the primary efficacy parameters: patient’s global,
physician’s global, knee pain on weight bearing, and knee pain on motion. The
positive results were supported by the findings of the WOMAC assessment.
Oxaprozin potassium and oxaprozin were shown to be comparable in efficacy for
the symptomatic relieve of OA based on the Q-statistics analysis.

Both active treatment groups had significantly more reports of AEs than the
placebo group in the overall incidence, GI distress symptoms, and liver enzyme
increases. There were more early terminations due to AEs in the active treatment
groups than the placebo group, mostly because of the GI distress symptoms, and
the finding was statistically significant when oxaprozin potassium was compared
to placebo. There were 7 ulcer cases all reported in patients receiving oxaprozin
potassium. Six of 7 were symptomatic and one had slight bleeding. Other than
the GI ulcer cases, most of the 20 cases of AEs with serious outcomes were not
considered as study drug related. The demographic characteristics such as age,
gender, and race did not appear to have much a influence on AE reports.

APPEARS THIS WAY
QN ORIGINAL
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6. Conclusion

This study provided substantial evidence that oxaprozin potassium 1200mg given
once a day is effective for the symptomatic treatment of QA. Oxaprozin
potassium appeared to expose patients to higher risks of upper GI adverse events
than the oxaprozin acid formulation. The safety profile of oxaprozin potassium is
otherwise similar to that of oxaprozin.

7. Recommendations

Oxaprozin notassium 1200mg once a day dosage is recommended for the

- symptoms and signs of osteoarthritis. The maximum daily dose of
the potassium salt formulation should be limited to 1200mg because the
ulcerogenic potential of the salt formulation at 1200mg is significantly greater
than that of the acid formulation and the safety data on oxaprozin potassium
1800mg were very limited.

ARPEARS TiHIS wAY
BN DRAHAL
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8. Tables

Table 1. Early termination from the study

Termination before the end 0f24-weekpenod o

Reason

Lost to
 follow-up

Protocol
violation

Noﬁé _

|Treatment
|compliance

failure

Advérse )

levents

Total

OxK-1200

52%)

1(0%)

16 (5%)

36 (11%)

81 (25%)

139 (43%)

Ox-1200

8 (3%)

1 (0%)

17 (5%)

49 (15%)

61 (19%)

136 (43%)

Placebo

5 (3%)

0 (0%)

6 (4%)

52 (32%)

20 (12%)

83 (52%)

Total

18

2

39

137

162

358

Table 2. Prug exposure

 Number (%) of subjects exposed to the test drug

Duration
(wecks)

24

>18

121z

726 k

a2

OxK-12060

183 (57%)

193 (60%)

212 (66%)

232 (72%)

280 (87%)

42 (13%)

0x-1200

184 (58%)

190 (59%)

214 (67%)

245 (77%)

289 (90%)

31 (10%)

Placebo

78 (48%)

80 (50%)

90 (56%)

102 (63%)

130 (81%)

31 (19%)
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Table 3. QOL assessment: SF-36 Health Survey
SF-36 Health  |Physical  |Role- ~|Bodily |General Vztaizty Social - |Role-  |Mental
Survey functioning physical p_am, {health | - functioning lemotional health

(weeksZ 6, and 24)

Stansﬂcally szgngf cant dtfferences ; in ch "'nges ﬁom basel :

OxK-1200>Placebo |2, 6 2
Ox-1200>Placebo |2, 6, 24 2 2,6,24 6
O0x-1200>0xK-1200|24

Table 4. QOL assessment: WOMAC

WOMAC |Pain . |Stiffness. .

(weeks 2, 6, and 24)-

Stattstlcally s:gn{f cant dgfferences m changes ﬁ‘om"b-j dl:

0OxK-1200 > Placebo

2,6,24

2,6,24

0Ox-1200 > Placebo

2,6,24

2,6,24

Table 5. QOL assessment: MOS Pain Survey

MOS Pain Survey

\Effects of pain

Pain severu_‘v L

(weeks 2, 6, and 24)

Statistically s:gngf icant dgfferences in changes from basel 7

OxK-1200 > Placebo

2,6

2,6

0x-1200 > Placebo

2,6

2,6,24

0x-1200>0xK-1200

24
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Table 6. Most frequently reported AE’s and body systems affected
Body systems  |AE  |oxK-1200 {0x-1200 |Placebo
(_COS_‘_TART‘:_erm;)VV Ndmberr( %)sab]ectsmthAE | "
Digestive Dyspepsia 54 (17) * 4] (13) * 8 (5)
Nausea 43 (13) *t |20 (6) 503)
Abdominal pain |35 (11) * 29 (9) * 4(2)
Diarrhea 27(8) 21 (7) 9 (6)
Constipation 24(T)* 19 (6) * 1(1)
Flatulence 19 (6) 12 (4) 32
Metabolic and SGOT increased |20 (6) * 11(3)* 0
nutritional
SGPT increased 18 (6) * 13(4) 2(1)
Body as a whole |Headache 29(9) 31(10) 17 (11)
Flu syndrome 21(7) 10 (3) 6(4)
Respiratory Pharyngitis 38 (12) 43 (13) 14 (9)
Cough increased |16 (5) t 4(1) 3(2)
Musculoskeletal | Arthralgia 15 (5) 15(5) 10 (6)

Note: * means the active treatment groups had statistically greater AE rates than

placebo group; 1 means the oxaprozin potassium group had also statistically
greater AE rates than the oxaprozin group.
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7. Serious adverse events
Patient #| Adverse events .. Léngrh of Testdrug " ; Compliédtions
. {treatment irelated* | '
Oxaprozin Potassium Group B T E
7-0818 | GE reflux, peptic ulcer |4 months | Could not be
with H. pylori infection excluded
8-0552 | Pharyngitis 13 months | Less likely
16-0741 | Pneumonia, anemia, and |2 months | Less likely
hypotension
23-0395 | Epistaxis 9 weeks | Less likely
20-0117 | Furuncle leading to 1.5 weeks | Less likely
cellulitis
12-0696 | Shortness of breath and | 6 weeks Death
vaginal bleeding
20-0332 | Pneumonia 7 weeks | Not related
18-0285 | Syncope and 3.5 weeks | Could not be
cerebrovascular findings excluded
by MRI
13-0495 | Moniliasis (also 2 days Could not be
gastroenteritis and excluded
duodenal ulcer with slight
bleeding)
20-0319 | Gastric ulcer 3 months | Likely
OxaprozinAéi(;_l Group S S
30-0773 | Syncope and 4and 5 Less likely Controlled by
. bradycardia, 2 episodes {months pacemaker
30-0606 | Prostate cancer 5 months | No
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13-0487 | Cataract surgery S months | No
5-0793 | Pulmonary edema and 11 weeks Death
respiratory insufficiency
25-0511 | Pneumonia and 1 month | Less likely
pyelonephritis
13-0498 | Breast cancer 7 weeks | No
19-0301 | Angina 3 months | Could not be | Corrected by
excluded coronary
bypass surgery
Placebo Group o -
13-0485 | Acute myocardial 4 months | Less likely Death
infarction
1-0766 | Chest pain 10 days { Less likely Chronic
obstructive
pulmonary
disease
30-0604 | Hip fracture 6 weeks | Less likely

*Note: the relationship between the event and the test drug was extracted based on

the primary investigators’ assessment.
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Table 8. Remarkable laboratory abnormalities

{OxK-1200

| Placebo

Remarkable changes in lab tests

Number (%) subjects

SGOT and/or SGPT >3x ULN

12 (3.7%)

8 (2.5%)

2 (1.2%)

SGPT >3x ULN only

6 (1.9%)

5 (1.6%)

2 (1.2%)

Alkaline phosphatase >1.25 ULN

0

8 (2.5%)

1 (0.6%)

Bilirubin >1.5 ULN

1(0.3%)

0

1 (0.6%)

Hgb ! >2 g/dl and Het | 20.05

9 (2.8%)

7(2.2%)

0

Hcet 1 >0.05 only

20 (6.2%)

23 (7.2%)

8 (5.0%)

White blood cells <3000/uL

7(2.2%)

2 (0.6%)

3(1.9%)

Platelet <100,000/uL

1 (0.3%)

1 (0.3%)

0

Blood urea nitrogen >2x ULN

1(0.3%)

0

0

Table 9. AE with respect to demographic characteristics

| OxK-1200 -

0x-1200

Population

Number of subjects with AE (% wrt population exposed)

Total

263/322 (82)

244/320 (76)

106/161 (66)

Elderly (265)

109/135 (81)

85/112 (76)

46/67 (69)

Age <65

154/187 (82)

159/208 (76)

60/94 (64)

Male

69/93 (74)

68/103 (66)

29/55 (53)

Female

194/229 (85)

176/217 (81)

77/106 (73)

Caucasian

221/271 (82)

203/266 (76)

82/129 (64)

Other

41/51 (80)

41/54 (76)

24/32 (75)

Page IV-16
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THE FORMAT OF THE SAFETY REVIEW

1. Safety data from the 24-week multiple-dose study
2. Safety data from the short-term and single-dose studies
(1) Study description
(2) Drug exposure _
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(4) Serious adverse events
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1. Safety data from the 24-week multiple-dose study

The details are presented in the review of osteoarthritis in section IV. The
information will be briefly summarized here.

A total of 803 patients, mostly elderly and Caucasians, received at least 1 dose of
the study medication: 322 received oxaprozin potassium, 320 received oxaprozin,
and 161 received placebo. About 50% patients had drug exposure for 24 weeks
and two thirds had it for 12 weeks. There were no statistically significant
differences among the treatment groups with regard to the baseline demographic
and disease characteristics.

Subjects on oxaprozin potassium and oxaprozin had significantly more reports of
adverse events (AEs) than on placebo in overall incidence, GI distress symptoms,
and liver enzyme increases. There were more early terminations due to AEs in the
active treatment groups than the placebo group, mostly because of the GI distress
symptoms, and the finding was statistically significant when oxaprozin potassium
was compared to placebo. There were 7 ulcer cases all reported in patients
recelving oxaprozin potassium. Six of 7 were symptomatic and one had slight
bleeding. Other than the GI ulcer cases, most of the 20 cases of AEs with serious
outcomes were not considered as study drug related. The demographic
characteristics such as age, gender, and race did not appear to have much an
influence on AE reports.

APPEARS THIS WAY
ON ORIGINAL
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2. Safety data from the short-term and single-dose studies
(1) Study description

In addition to the 6-month osteoarthritis study, there were 5 single-dose analgesic
studies and 5 pharmacokinetic (PK) studies, of which four were single-dose
studies and one was a multiple-dose study of 7 days in duration. The study
designs are summarized in Table 1. The safety data obtained from these trials are
of limited use because of the short exposure to the study drugs and the small
sample size of the individual studies. Nevertheless, they are pooled together to
provide some information on the type and frequency of the adverse events.

(2) Drug exposure

Drug exposures for single-dose studies and one-week PK study are presented in
Table 1 at the end of the section. There was a total of 1490 subjects who received
at least one single-dose of a test drug: 665 received oxaprozin potassium (of which
36 received 1800mg), 80 received oxaprozin potassium/oxaprozin bilayer tablet,
249 received oxaprozin, 223 received ibuprofen, and 273 received placebo.

(3) Incidence of adverse events

As shown in Table 2, adverse events (AEs) were reported in about 40 to 60%
subjects: 38% of subjects on oxaprozin potassium, 39% on oxaprozin, 43% on
ibuprofen, and 40% on placebo in dental studies; 56% on oxaprozin potassium and
50% (6 of 12) on oxaprozin in the single-dose PK studies; and 47% (7 of 15) on
oxaprozin potassium and 46% (6 of 13) on oxaprozin in the one-week PK study.
There were no statistically significant differences between the treatment groups in
the overall rates of adverse events. In terms of individual AEs based on the
pooled data in dental studies, there were significantly more reports of dyspepsia in
patients on oxaprozin potassium than placebo (10 versus 2 cases, or 3.6% versus
0.7%). On the other hand, vomiting was reported by significantly more placebo
patients than patients on oxaprozin potassium (20 versus 7 cases, or 7.3% versus
2.5%). For the short-term and single-dose studies in general, the most frequently
(23 % of subjects) reported were GI symptoms such as abdominal pain, nausea,
flatulence, dyspepsia, vomiting, diarrhea, and constipation. Other frequently
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reported AEs were headache, injection site inflammation, fever, dizziness, rhinitis,
pharyngitis, arthralgia, and pruritus.

(4) Serious adverse events

There were no reports of death or other AEs leading to serious outcomes in any
dental or PK studies.

(3) Early terminations due to adverse events

In dental studies, 2 subjects receiving oxaprozin potassium 1200mg discontinued
early due to adverse events for the reasons of severe nausea and vomiting within
15 minutes after dosing in 1 case and moderate oral hemorrhage 3 hours after
dosing in the second case. In the one-week PK study, one subject on oxaprozin

1200mg discontinued early because of rash, which occurred on day 6 and was
considered study drug related.

APPEARS THIS wAY
ON ORIGINAL
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3. Additional study completed after the NDA submission

Study 014 was a multiple-dose, double-blind, randomized, parallel, placebo-
controlled study of 6 weeks in duration in patients with QA. A total of 378
patients were treated: 124 with oxaprozin potassium 1200mg a day, 127 were
treated with etodolac 400mg twice a day, and 127 were treated with placebo.
There were no statistically significant differences among the treatment groups
with regard to demographic characteristics such as age, gender, and race. The
number and percentage of patients exposed to the test drugs for more than 2 weeks
included: 104 (84%) in the oxaprozin potassium group, 119 (94%) in the etodolac
group, and 108 (85%) in the placebo group.

Adbverse events (AEs) were reported in 57% patients on oxaprozin potassium, 50%
on etodolac, and 43% on placebo. The most frequently (25 % of subjects)
reported were GI symptoms: nausea, dyspepsia, abdominal pain, constipation, and
diarthea; and other symptoms such as headache, anemia, upper respiratory tract
infection, rhinitis, and flu symptoms. The oxaprozin potassium group had
statistically significantly more AEs reported than the placebo group in the overall
incidence, GI symptoms in general, nausea, dyspepsia, abdominal pain,
constipation, increase in SGOT, and flu symptoms. There were also statistically
significantly more incidence in general GI symptoms, nausea, increase in SGPT,
and anemia in the oxaprozin potassium group than in the etodolac group.

A total of 31 patients discontinued early due to adverse events: 20 (16%) on
oxaprozin potassium, 8 (6%) on etodolac, and 3 (2%) on placebo, significantly
more on oxaprozin potassium than either etodolac or placebo, mainly due to GI

symptoms.

No deaths were reported. There were 3 serious events. The first case had
hemorrhagic gastric ulcer and gastritis accompanied by GI distress symptoms and
melena (bloody stools) after 9 days of oxaprozin potassium treatment and was
considered to be study drug related. The second case had questionable unstable
angina 27 days after the initial dose of oxaprozin potassium and was thought less
likely to be study drug related. The third case had non-hemorrhagic
cerebrovascular accident and suspected myocardial infarction after 14 days being
on etodolac. The drug-association of the event was uncertain based on the
investigator’s opinion.
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There were no statistically sigmificant differences between the treatment groups in
terms of the clinically meaningful lab abnormalities.

Significant contribution of age, gender or race to the adverse event occupance was
not shown.

APPERRS THIS WAY
0%t ORIGINAL




NDA 20-776, Searle - Benilas (Oxaprozin Potassium) - Safety Review  Page V-§

4. Updated safety information for Daypro
(1) Post-approval clinical studies of Daypro

There have been 16 clinical trials since the market approval of Daypro. A total of
1280 patients were included in the studies and 699 received oxaprozin ranging
from a single dose of either 600mg, 1200mg, or 1800mg, to daily doses of
1200mg for 6-8 weeks or 1800mg for 4 weeks as shown in Table 3 at the end of
section. The details about the study design, duration, the treatment groups, as well
as the number of subjects per treatment group are on page 11 in Appendix B.

Based on the pooled data, as summarized on pages 12 to 13 in Appendix B, the
most frequently reported AEs were GI symptoms such as abdominal pain,
dyspepsia, nausea, diarrhea, constipation, flatulence, and melena. Other
frequently reported AEs were headache, dizziness, upper respiratory symptoms,
abnormal hepatic function, etc. Subjects on multiple daily doses of 1800mg
appeared to have more reports of upper GI distress symptoms, suggesting a dose-
response relationship.

There was one case of gastric ulcer, which was detected following discontinuation
of study medication; 13 cases of melena, 8 of which were positive hemoccult
findings; 2 cases of elevated SGOT and SGPT and 8 cases of abnormal hepatic
function.

(2) Post-marketing surveillance on Daypro

During the first 4 years (October 92 to October 96) following the market approval,
oxaprozin was distributed to approximately - )eople. The sponsor
received reports of 2597 adverse events, of which 448 were categorized as serious
(the events with outcomes of death, hospitalization, disabled, congenital
abnormality, and life-threatening). The most frequently reported and remarkable
events were upper Gl distress symptoms such as dyspepsia (98 events), nausea
(88), and abdominal pain (86); GI hemorrhage (58); allergic reactions (67); and
skin reactions such as rash (104), pruritus (54), and urticaria (40). A summary
table of individual events can be found on pages 14 to 21 in Appendix B.
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Also presented in Appendix B on page 22 is an overview of the counts and
percentage of fatal events over total adverse events, where an NSAID was
suspected as a cause of the event, for all NSAIDs based on the data collected
through the Spontaneous Reporting System (SRS) at FDA from 1969 to
September 1997. Attempts to interpret data based on spontaneous reports could
be misleading for many reasons. Not all adverse events were reported and there
are a number of ways to have counts duplicated for a single event. The numbers
reported are influenced by the pattern of usage (intermittent versus chronic), the
year in which the drug was approved, length of time in the market, and familiarity
with or novelty of an observed adverse reaction. The counts of events reflect
reporting frequency but not the actual incidence of adverse reactions, because no
information was provided on the number of patients exposed to the product for the
purpose of risk ratio estimation. Though the events were included in the list only
if a given NSAID was suspected, the reaction may be due to underlying disease,
concomitant medication, or other causes since most reports were not accompanied
by a detailed differential diagnosis. Nevertheless, the percentage of fatal events
out of all events reported for oxaprozin was less than 2%, not an alarming figure.

(3) Literature reports on the safety of Daypro

The multiple-dose studies of oxaprozin for OA/RA that had larger sample size (at
least 40 patients on oxaprozin) were selected for the review purposes. As shown
on pages 23 to 24 in Appendix B, the most frequent AEs reported in the literature
were GI symptoms, especially, the upper GI distress symptoms. The incidence of
AEs in general was lower than the ones reported in the clinical trials conducted by
the sponsor.
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5. Summary

In the clinical trials designed to study oxaprozin potassium, a total of 2599
subjects received at least one dose of study medication to date, including 1039
received oxaprozin potassium, 80 received oxaprozin potassium/oxaprozin bilayer
tablet, 569 received oxaprozin, 223 received ibuprofen, 127 received etodolac, and
561 received placebo. The exposure to oxaprozin potassium ranged from a single
dose up to 1800mg to multiple doses of 1200mg for 24 weeks (in 183 patients in
OA study).

The most frequent and remarkable adverse events associated with oxaprozin
potassium were upper GI distress symptoms. There were 2 hemorrhagic ulcers
and 6 symptomatic ulcers, all reported in the oxaprozin potassium group,
suggesting an increased Gl risk associated with the salt formulation of oxaprozin.

Based on the post-approval clinical studies, spontaneous AE reports, and literature
reports, there were no dramatic changes in the safety profile of oxaprozin acid.

APPEARS THIS waY
ON ORIGINAL
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6. Conclusion

Oxaprozin potassium once daily dosing is considered reasonably safe. Thereis a
potential for increased ulcer complications associated with the salt formulation in
comparison to the acid formulation. One would expect to obtain safety data from
at least 300 patients who were actually exposed to oxaprozin potassium for at least
6 months, instead of just 183 patients as reported in this NDA. However, the
information had not been clearly communicated between the division and the
sponsor. Therefore, the amount of safety information on oxaprozin potassium
1200mg in addition to the safety database of Daypro w111 be accepted to support
the safcty of IZOOmg once daily dosing. —

wp——

-~

- o, T
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7. Recommendations

Oxaprozin potassium 1200mg once daily dosing is recommended for the
symptomatic treatment of osteoarthritis. The sponsor should consider further
safety studies to assess the scope of its GI toxicity. The maximum daily dose of
the potassium salt formulation should be limited to 1200mg =~ ——

- a a — A -
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8. Tables

Table 1. Study design and duration in single-dose & short-term studies

Studies Five single-dose  |Four single-dose  |[One maftiple-dose PK
dental studies |PK studies - |study -

Study # 016,007, 009,010, {001,008,012,013 |005
004

Study design |[Randomized Randomized Randomized
double-blind open open
(single-blind in 004) |parallel parallel
placebo-controlled  [(3-way crossover in
parallel study 008)

Drug (mg) N_u'm’ber of subjects r-exppse:d" ) i
single dose S . |daily dosing for 1 wk

OxK-1800 36

OxK-1200 280 146 15

OxK-900 51

OxK-600 51 36

OxK-300 50

OxK/Ox-1200 |56 12 12

0Ox-1200 224 12 13

Ibu-400 223

Placebo 273




——

NDA 20-776, Searle - Benilas (Oxaprozin Potassium) - Safety Review

Page V-13

Table 2. Most frequently reported AEs in dental and PK studies

B |Single-dose dental studies (pooled) CSUIRTEL D L

AE OxK |OxK/0x-1200 |0x-1200 |Ibu-400 - |Placebo

# subjects 432 56 224 223 273

# subj with 166 (38) 16 (29) +38(39) |96 (43) 109 (40)

any AE (%)

Inj site inflam |40 (10) 0 8 (4) 15 (7) 26 (10)

Headache 39 (9) 5(9) 25(11)  |34(15) (3413

Dizziness 17 (4) 3(5) 12 (5) 13 (6) 12 (4)

Nausea 39 (9) 9(16) 27(12) 123(10) |38(14)

Dyspepsia 12 (3) 0 3(1) 5(2) 2(1)

Vomiting 12 (3) 2(4) 8 (4) 8(4) 20 (7)
Single-dose PK studies (pooled) || Multiple-dose PK study

AE OxK  |OxK/Ox-120010x-1200|0OxK |0xK/Ox-1200 J0x-1200

# subjects |218 12 12 15 12 13

# subj with {122 8 (67) 6 (50) ||7(47) [6(50) 6 (46)

any AE (%) {(56)

Fever 13(6) |0 0

Headache |33 (15) |1 (8) 3(25) {2(13) {0 0

Abdom pain |12 (6) |0 0 3(20) 13(25) 1(8)

Flatulence {13(6) [0 0

Diarrhea 94) |0 1 (8)

Nausea 11(5) |1(8) 0

Constipation|7 (3) 10 0 0 2(17) 0

Arthralgia |8(4) |0 0

Rhinitis 13(6) |1(8) 1(8)

Pharyngitis {8 (4) |0 1 (8)

Pruritus 6(3) 10 0
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Table 3. Study duration versus dose level of Daypro in post-marketing studies

Oxaprozin dosing Number ofsabjedsz {Study namber o
600mg single dose 74 020, 027

1200mg single dose 38 027

1200mg once daily, 4-28 days 197 004, 013,016,017

023, 025, 026, 029

1200mg once daily, 6-8 weeks 337 004, 009, 021, 022
1800mg single dose 62 015, 027
1800mg once daily, for 8 days 25 028
1800mg daily in 3 divided doses for4 |82 010
weeks
APPEARS THIS WAY

ON ORIGINAL
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Table 4. Duration of oxaprozin potassium treatment in all clinical trials

| 1Number of subjects |
Drug (mg) Single dose |Muttiple dose SRR

(¢ studies) |Tweek |6 weeks |24 weeks |
OxK-1800 36 (single dose);

20 (divided doses

in 1 day)
OxK-1200 426 15 124 322 887
0xK-900 51 51
OxK-600 87 87
OxK-300 50 50
OxK/Ox-1200 |68 12 80
Ox-1200 236 13 320 569
Tbu-400 223 223
Eto-400 BID 127 127
Placebo 273 127 161 561

APPEARS THIS WAY

ON ORIGINAL
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APPENDIX A

1. Abbreviations and definitions
(1) Common abbreviations
(2) Efficacy parameters

(3) Statistical significance and pairwise comparisons

2. Primary efficacy parameters in dental studies

/

3. Efficacy parameters in osteoarthritis study

(1} Primary efficacy parameters Tables 21-25
(2) Secondary efficacy parameters  Tables 26-39
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TABLES

Table 1.
Table 2.
Table 3.

Table 4.
Table 5.
Table 6

Table 7.
Table 8.
Table S

Table 10.
Table 11.
Table 12.

Table 13. .

Table 14
Table 15.
Table 16.

Table 17. -

Table 18.
Table 19.
Table 20

Table 21. Knee pain on weight-bearing in study 006
Table 22. Knee pain on motion in study 006

Table 23. Patient’s global in study 006

Table 24. Physician’s global in study 006

/
/

/

[

Table 25. Q ratio and boundaries for primary efficacy parameters in study‘006
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Table 26

Table 27.
Table 28.
Table 29.
Table 30.
Table 31.
Table 32.
Table 33.

Table 34.
Table 35.
Table 36.

Table 37.
Table 38.
Table 39.

. SF-36 Health Survey - physical functioning
SF-36 Health Survey - role: physical

SF-36 Health Survey - bodily pain

SF-36 Health Survey - general health
SF-36 Health Survey - vitality

SF-36 Health Survey - social functioning
SF-36 Health Survey - role: emotional
SF-36 Health Survey - mental health

WOMAC Osteoarthritis Index - pain
WOMAC Osteoarthritis Index - stiffness
WOMAC Osteoarthritis Index - physical function

MOS Pain Survey - effects of pain
MOS Pain Survey - pain severity
MOS Pain Survey - pain interfered
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Table 21. Assessment of Knee Pain on Weight-Bearing: Study N48-95-02-006

APPEARS THIS WAY
ON ORIGINAL

*** FIKAL *** DISKSHXARS404: [FEARS404 . ISE.CLINFROOITABSI . SAS 3I1MARST  13:06

INTEGRATID BUMKAKY OF EFFECTIVENESS DATA
PROTOCOL M49-85-02-004

TABLE 53

ASSESHMENT OF FNEX PAIN OF WEIGET-BEARING {PART 2 OF 1)
CHANQE FROM BASKELINE (a.b,c}

FLACKRO
(M=141)
WNEEK 2
WEAN CRANGE -t.6
BTD DRV 9.9
LY MEAN {4} -0.4
WK §
HEAN CHANGE -0.7
ETD DRV 1.01
L8 MEAN (4) -0.6
WEFX 12
MEAN CERANGE -0.7
STD DEV 1.00
LE MEANM {4) -0.7
WEEK id ++
WEAR CRANGE -9.7
STD DEV . 1.08
L3 IXAN (&) -0.7

F-VALOES FOR OVERALL CONPARIBONS (d)1
¥-VALUKS FOR TREATWENT*CENTER INTERACTION (a)1

P-VALUES FOR TREATMENT COMPARIBONS {(f}:

OXP SALT OXP BALT
Ve, vs.
QOXF ACID PLACERC
WEEK 2 0.%40 0.000 =
WERK £ 0.460 0.000 **=
werx 12 0.829 0.601 +*
WEXK 24 0.666 0.01% =

ALL

WEEK 2
¥EKK i

RANDOMIZED PATIENTS
OX? ACID OXF SALT
1200 mg 1100 &g
{M=320} {W=1322)
-¢.9

[-P% 3

«0.8

-0.9 -c.3

0_9¢ ¢.94
-0.% ~0.9
-0.9 -0.9

0.94 0.9¢
-0.9 -0.%
~0.8 -0.4

0.94 6.385
-0.1 -0.4
0.001 == WEEE €3 0.001 *-== WEEK 112: 0.004 *+
g.971 WEEX €: 0.677 WELK 11: 0.777
oxXr ACID

vs.

FIACEDS

0.000 ==*

%4.003 **

6.003 =

0.068

PAQE 2 OF 3

WEEK 241 OD.081
WEEX 241 0.€£00

» "%, ¥ Sratistically significant at p=0.001, 9.01, and 0.05 levels, respsctively,

¢ = Nona, 1 = Mild, 7 = Moderate, J = Severe,

4 = Vary Sevas

This table is besed oo tha last cbsarvation carried forward approach,
fhange from baseline = visit score - baselips score. MHegative values indicate improvement.

Asalvsis of covariance model with trestmest and centar as fectors and besslice value as covariastae

hoalyais of covariance model with trestmant, CADT4r, treatSant*Centsr as £actovs asd bessline valus as covarista.
Contrast statamect from anslysia of covariance model io {4).

Maek id4 or fipal wisit
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Table 22. Assessment of Knee Pain on Motion: Study N48-95-02-006

FINAL *** DISK$SEARSACA: [SEARS4O4.TSERE.CLINPROGITAASE SAS  J1KARY? 13:06

MAGE 2 OF 2

INTEQRATED BUMMARY OF EFFECTIVENESS DATA
PROTOCOL HAR-55-01-040€

TABLE 54
ASSESSMENT OF KNEE FPAIN ON MOTION (PART 2 OF 2)
CHANGE TROM RASELINE {a,b.c)
ALL BANDOMIIND FATIENTS

OXP ACID OXP BALT
PLACERO 1300 =g 1200 mg
(W=161} {He329) (N=121)

WEEX 2 :
MEAN CRANGE -0.7 -1.0 -1.9
ETD DEV 0.9 ©.93 ¢.92
LS MxaN {4} -0.7 ~1.0 -¢.9
WEXK &
MEAN CBANOE -0.2 -1.1 -1.1
ETD bEV 1.0 1.42 1.01
18 WEAN {d) -0.9 -1.1 -1.2
WEER 12
HMEAN CRANGE -0.9 -1.1 -1.1
8TD bxv 1.11 0.99 1.01
L8 MEAN (4} -9.9 ~31.1 -1.1
WEEE 14 e+~
MEAM CHANGE -0.7 -1.1 -3.1
8TD DRV 1.14 1.400 1,01
LE MEMAN (4) ~0.8 -1.1 -1.1
P-VALOES FOR OVERALL COMPARISONA {d)r WEEEK 1i1 O.80F === WEEK &3 &_0Q00 *** WEFEK 11: O.031 *-- WEEK i
P-VALURS FOR TRAZATHWENT*CENTER INTERACTION (e} WEEK 21 0,531 WEEK 61 ©.00D13 WEEK 11:. ©.&41 WEEK Ad:
P-VALOEA FOR TREATMENT CONPARISONS (f)i

Qx® BALT OXF BEALT OXF ACID

ve. Vs, vs.

OXF ACID TLACERO FLACERO
wERK 2 6.532 0.001 - 9.000 ==~
wWEEK & 0.330 C¢.00Q *++ D.00L w=-
wEEK 112 0.446 0.0046 *+ a9.034 =
WEEK 24 0.713 Q.001 **+ 0.001 ==

G001 =
.77

wre, wo, * Aratistically sigmificant at p=0.001, ©.01, and 0.905 levels, respectively.

{a}).

{b)
{e)
ta
(u}
i)

*+

¢ = Nonw, 1 = Mild, 2 = Modarate, 3 = Savere, & = Vary Severa.

Thiz table iz based oo the last observetion carried foreard approach.

Changa fron baselines = visit scores - bassline scors. Megative walues indicate improvement.

Analysis of covariance model with trestmant and cantar s factors and basalise value as covariats.

Analysis of covarlancs modal with treatmant, cacter, trsatmant*canter as factors and bassline value as covarists,
Contrasat statamagt from analysis of covariance model in {(4).

Neak J4 or fioal wiaie
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Table 23. Patient’s Global Assessment of Osteoarthritis: Study N48-95-02-

006

U *** FIMAL **° DISKESEARS&O4:[SEARSIOL TBE_CLINPROOITARSS . 9A8 JIMARS? 13:04

*AQE I} OF 2

INTEQRATED SUNMARY OF EFFECTIVENESS DATA
PROTOCOL R4B-95-01-00£

TADLE 5§

PATIENT'S QLOBAL ABSISSWENT OF OSTEOARTHRITIS (FPART 2 OF 2}
CEAMOE FROM BASELINE (a,b,c}
ALL RANDOWITIED FATIENTS

TLACKRG
{R=141)
WEEK 2
NEAN CRANGK -0.6
8TD XV 0.9
L2 axax (d) ~0.5
WIEX £
WIAR CRANGE -0.7
87D DEV 1.02
L3 weaM {4} -0.¢
WEZX 12
WEAR CHARGE -0.7
STT DEV 1.07
Ly wEAM {4} -0.7
WEEZK 34 e
MEAN CHANGE -0.7
2TD DEV 1.12
L8 MEaN (4) ~0.7
P-VALUES POR OVERALL COMPARI&OMS (4} WEEE 24

P-VALUES FOR TAKATKENT"CENTER INTERACTIOR {a}: WEEK 24

F-VALUES FOR TAEATHMENT COMFARISONS (£):

GXF 8ALT OXF SALT
ve. Ve,
OXF ACID PLACEBO
WEEK 3 0.617 0.000 *++
wrEE & 0.650 ° ©.000 ==s
wWEEK 12 ¢.818 0.004 =*
WK 34 6.574 o023 -

QOXF ACID OXFr SALT
1200 wg 1200 wg
IN=220} {R=3112)
-0.% -0.%

0.89 0.0
-0.¥ -0.9
-0.9 -1.0

0.94 0.%2
-0.8 -1.8
-0.% T .o

¢.96 0.93
-0.9 -0.9
-0.% -¢.Y

1.00 0.9
-0.9 -0.%
Q.000 *»+ WEEX 61 0.000 *== WEEX 121 0_008 ** WEZE d4: 0.040
0,595 WEEK €: 0.835 WEEE 11: 0.£02 WEEK 24: 0.172
QXF ACID

vE.

PLACEBO

G000 =+

G.0k0 **

g_0a7 ==

e.0é%

wev, *4, * statistically sigmificant ar pe8.001, 0.03, and ¢.05 lavela, respectively.
(0} & = Vary 0o0d. 1 = Good, 2 = Fair, 3} = Poor. £ = Vary Poor.
{b) This table is Desed on the lest observation carried forward approach.

{c} Change fzom baselina = vigit acore - basslibe scors,
{4] Asalysis of covariance model with tr
is) Analysis of covariance wodsl with trestment, centerx,
{f) Cootrast statamant from analywis of covariance model
++ Weak 24 or final wisit

mant and cepter

Hegative values indicets izmprovemant.

factors acd basaline value ss covariatae.
treatmant'Contar ar factora and bas«liss valus s Covariste.
in (4).
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Table 24. Physician’s Global Assessment of Osteoarthritis: Study N48-95-02-

006

et FINAL *** DIFK$SEARSLOL:[SEARS404.(SE_CLINPROGITARSE . A8 JI1MARS? 13106

INTEGRATED EUMMARY OF EFFECTIVENESS DBATA
FROTOCOL WdL-95-01-00€

TABLE 5¢
FPHYSICIAN‘S OLOBAL ASYFISMENT OF OSTEOARTERITIS (PART 1 OF 2)
CHANGE FROM BASELINE {a,b,c}
ALL RANDOMIIYD PATIENTS

PAGE 2 ©F 2

Ox? ACID OXP gALT

PLACERQ 1300 =g 1200 mg

{Wm=151) {W=320} (H=111}
WEEK 2
MEAN CEANGE 0.5 0.9 -0.9
STD DIV 0.99 0.87 0.81
L9 meAm (d} -0.5 ~0.9 -0.%
WEEX. §
HEAM TBANGE -0.4 ~0.¥ -1.0
HTD DEV 0.93 0.92 0,87
LB MEAR {d4) -0.& -0.9 -1.4
wrrx 13
HEAN CHANGE -9.7 -0.9 -1.0
51D DBV 1.00 0.35% 0.87
LS wxam (4) =-0.7 -0.9 -0.%
WIEEK 1d ++
MEAN CEMNGE -0.7 -0.9 -0.9
STD DXV 1.10 a.95 0.9%
LS MEAN (d} -8.& -0.9 -0.9
P-VALUES FOR OVERALL COMPARIBONS {4} WEER 3. 0_QDC 4 WEEK €: 0.00Q *++ WEEK 121 ©.001 =*= WEEK J4: {.004 =+
P-VALUES POR TREATWENT*CENTIR INTARACTION (a): WEEK 1: 0.020 * WEEK €: 0.614 WEEK WEEK 241 0.111
F-VALOES FOR TREATMENT CONPARISONS (f):

OXP BALT OXP BALT OXF ACID
Vs, va. vs.,
Oxr ACID PLACKRO RLACERQ

WEEF 2 0.414 Q.000 e 4.000 *=~
HWETK § 0.3216 0060 - 9,000 *==
WEEZK 12 4.4%0 0.000 * 0.00) *+
WEEFK 4 0.€44 T.001 *+* 0.005 =+

« **, * Statistically significant at p=0.001, 0.01, and 0.05 lavels, raspectively.

0 = Very Good, 1 = Good, 3 = Palr, } = 2oor, 4 = Vary Poor.

This table is based oo tha last observation carried forward approach.

Changs from basslins = vialt score - baselins scora. Negative valuss ipdicate improvameotc.

Apalysia of covariance model with treatmsant and center as factors and beaneline valus as covariats.
Avalysis of covariance model with trestment, center, Crestmeant*canter as factors anf beseline walue am

Contrast statemant from analysls of covarlance model in (4).
wesk 24 or final wisit

covariate.
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Table 25.

1 %% FIMAL *** DIEK$BEARSLO4) [SEARS404.ISE CLIMPROG)TABST.GA% 3JLMARS? 13:0

FMEX PAIN ON WEIGAT-BEARING

OXP BALT (=)
OXF ACID (4)
aoie)

Q

OL(s)

FAIN ON NMOTION
CXF SALT (C)
OXPF ACID (4)
QUie}

<

QL e}

OXP BALT (c)
OXT ACID (4}
Qo{e)

[}

QLis)

OXP BALT {c}
OXF ACID {4)
QD(a}

Q

QL{s}

INTEGRATED BOMWARY OF EFFrECTIVENESS DATA

PROTOCOL N48-95-02-004

TARLE 57

7

ALL MANDOMIZIED PATIENTS

WEEE 2

-5.029
-0.859
1.088
0.965
6.855

-b.%53
-1.019
1.037
8.%3¢
9.844

PEYSICIAN'S GLOBAL ASSESSHINT OF OSTEQARTERITIS

-0._92%
~g.s88
1,154
1.043
0.943

PATIENT S OQLORAL ASSKESSMENT OF OSTEOAKTBRITIS

-0._285
-0.875
1.1)2
1.013
0.904

WEEEK &

~0.935%
-0.906
1.165%
1.931
0.914

-3.146
-1.103
1.146
1.03%
¢.9az

-0.984
“0.918
1.193
1.075
0.%72

-0.379
-0.072
1.262
1.132
b.99%

Q XATIO AND UFPER AND LOWER BOUNDS OF  FOR PRIMARY EFFICACY VMARIABLES (a,b)

-0.935
~0.941
1.1206
0.9%4
o.8A2

-1.134
-1.103
1.134
1.028
o.932

-0.979
-0.934
1.162
1.047
0.943

~0.529
-0.918
1.135
1.000
a.890

Q Ratio and Upper and Lower Bounds of Q for Primary Efficacy
Variables: Study N48-95-02-006

PAQE T ©OF 1

WEEK 24 «+

~0.836
-0, 814
1.1€3
1.013
0.882

-1.062
-1.109
1.062
0.957
$.843

-0.91¢
=-D.872
1.148
1.034&
©.%20

-0.87%
-0.054
1.17%
1.026
0.49)

(a)
{b)
()
{4}
i}

@ = (mean change from the bageiins for oxaproiin potassium} / (mesn chabge from tha basselise for oxapraxis acld).
This table is based oo the last cbservation carried forward approach.
Oop Sslt = mean change from the baselins for caaprozin potassjum.
Oxp Acid » maan changw from the basalina for oxaprozin acid.

QU and QL ars the upper and lower bounda of the $5% confidencs interval for the ratio ¢ (based on Flellar's theorea).
*+ Neak 14 or final wisic
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Table 26.

I ==+ FIHAL *=* DISKSSEARS404:[SCARS404.ISE.CLINPROG)TABSS . SAS

J1KMARST

13:09

INTEGRATED SUMMARY OF EFTECTIVENESS DATA

SF-36 HEALTH SURVEY - PHYSICAL FUNCTIOMING

PROTOCOL N48-95-02-006

TABLE 38.1

CHARCE FROM BASILINE (a.

ALL RANDOMTIZED PATIENTS

PLACEBO
(N=161}
WEEK 2
WEAN CHANGE -0.2
$TO DEV 17.29
LS WEAN {d) -1
HWEEK 6
MEAN CHANCE 0.
31D DLV .17
LS MLAN (d) 0.1
WELK 14 %
MEAN CHANGE 2.8
STD DEV 23}.61
LS MERM (4) 2.6

P-VALULS FOR QVERALL COMPARISONS {d).
P-VALULS FOR TREATMENT *CENTER INTEAACTION (e}

P-YALULS FOL TREATMENT COMPARISONS (I}s

WLEEK 2+ 0.000 o=«
WEEK 2: 0.931

OXP SALT
Vs,
oxXe aCID
WEEK 2 0.233
WEEK 6 G.856
WLTK 24 .01 -

WEEK 61 0.001 ==~
WELK &: G.266

SF-36 Health Survey - Physical Functioning: Study N48-95-02-006

PAGE 2 OF 2
IPART 2 OF 2
OXP ACLD OxXP SALT
1200 =g 1200 =g
{N=320) {H=-322})
6.1 1.1
18.54 17.25
5.2 3.7
6.5 6.5
10.5) 18.56
6.1 6.4
4.0 4.6
20.82 19.7%
1.2 4.6

WEEK J4: 0.007 e«

WELX 241 0.163

OXP SALT OKP ACID
V3. vs.
FLACERD PLACEHO
0.002 == 0.000 w=-
C.000 =+~ 0.001
¢.1713 0.003

wa+, =« v Statistically significant at ps0.001, 0.0, and 0.05 levels, respectively.
{a) Baseline, week & and weeX 24 are based on four week recall. Week I {s based on one week recall.
(b1 This table la based on the last observation carried farward approach.

{¢) Score rangs from 0 to LOO.

Change fiom baseline = wisit score - basellne score. Positive valuea
(d} Analyels oI covariance model with CLreatment and center as factors and
(e} Analyals of cavariance model with treatment, center, Creatment®*center
L} Contrest stetement (rom shelyels of covarfance wodel in {d}.
++ HeeX 24 or final wisit.

indicate improvement.
baseline value as covariate.
a3 factors and baseline value aa covariate.
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Table 27.

1 === FINAL === DISKSSEARS404: [SCARS404. ISE.CLINPROGITARSE . SAS JImMARST 113:

SF-36 Health Survey - Role - Physical:

09

INTEGRATED SUMMARY OF EFFECTIVENISS DATA

Study N48-95-02-006

PALL 2 OF

2

PROTOCOL N40-95-02-006

TABLE 38.2
ST -36 HEALTH SURVEYT - ROLE-PHYSICAL (PARTI 2 OF 2)
CHAHGE FROM BAJELINL (a,. b, ¢}
ALL RANDOMIZED PATICNTS

OXP ACID OXP SALT
PLACEBO 1200 my 1200 mg
{N=161) (N=320) (N=322)
HELK 2
MERN CHANGE 0.3 14.8 1.9
21D bBLV 38.83 19.36¢ 36.13
L3 MEAN (d) .3 14.2 10,14
WCLEK &
WEAN CHANCE 1.5 11.0 v.8
STD DLV 44.21 40.71 J1%.16
LS MTAN (4} 2.6 11.1 R.9
WELK 24 ++
MEAN CHANCE .1 7.5 6.8
3TD DEVW 44.12 3p.71 40.25
L8 MCAKR q4) 3.6 1.5 6.1
P-¥WALUES FOR OVLWALL COMPARTSONS (d): WEEK 1: 0.G00 =%~» WLEK 63 0.05)3 WEEK 244 0.530
P-VALUCS FOR TREATWENT*CENTER INTLRACTION (e}: WEEK 1: ©.70) WLEK 6: 0.0B6& wWLEK 24: ©.359
P-VALUES FOR TREATHMERT COMPARISONHS ().
OXP SALT OXP SALT OXP ACID
vs. Vs, V5.
OXP ACID PLACERD PLACEROD
WLLK 2 0.120 0.60) *= 0.00G =os
WEEX & 9.438 ¢.075 0.016 *
REEK 14 0.629 0.4865 4.260
res, s+, % Statietically eigntficant aL p=0.00f, 0.0, and 0.05 levels, reapectively.
(a) Baseline, week 6 and weeX 14 are baced on four week recall. week 2 1a based on One week recall.
(b) this table i based on the last observatlion catrrled forward approach.
(¢} Score rapge from 0 ro 100.
Change from baseline = visltl score - baseline score. Poslitive values indicate improvement.
(d} Analyais of covarience wodal with trestment =nd center as [actors and basellne value as covariate.
{8) Analysis of covariance model with rreatment, center., {reatmentecenter as factors and baseline value asm covarisie.

{f) Contrast statement from anaiynls of covariance model in (d).
¢+ Week 24 or final wvisit.
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Table 28.

1 *=e TINRL

*** GISKSICARS4041 [SEARS404. [SL. CLINPROCITABSE .SAS

IIMARS?  13:

SF-36 Health Survey - Bodily Pain: Study N48-95-02-006

0%

INTEGRATED SUMMMAY OF LFFECTIVENTSS DATA

WEEK 2
MEAN CHANGE
ST DEV
LS MEMN {4)

HWEER 6
MEAN CHANGE
5T0 DEV
L3S MLAN {d)

HELK 24 ++

HEAN CHANGE
ST DEV

13 mCaN (d}

F-VALUES FOR OVIRALL COMPARISONS {d):
F-VALUES FOR TRCATMENT=CINTER INTERACTION {e):

P-WALUES FOR TREATHENT COMPARISONS (f )

WEEK 2
WELK &
WLEX 24

TABLE 58.3
5f-36 HEALTH SURVLY - BODILY PAIN {PART 2 OF 2)
CHANGE FROM BASELINE (a. b, <)

PLACTBO
{H=161)

22.15
&

WLLK 2:
WLEK 2:

OXP SALT
¥s.
QXP ACID

0.180
0.757
0.125

G. 000 wwe
0.96%

PROTOCOL N48-95-02-006

ALL RANDOMITED PATILNTS

OXP ACID
1200 mg
(N-320}

1.0
18.30
11.8

i1.0
19.96
1.2

9.7
25 .42
10.0

WEEK 6: 0.Q00 ===
WEER 6: 0.977

OxP SALT
VS,
PLACEDO

o 000 -
0.000 o~

0.068

PAE 2 OF 2

OXP SALYT
1200 mg
(N=322)

190.1
17.7
18.0

10.7
20.44
10.7

1.4
20.91
T.6

WEEK 24: 0.009 ==
WELK 4 O_813

OXF ACID
V5.
PLACLIN

Q.000 *+»
0.000 sen
0.0032 ==

awe, %a, & Statfisrically slgnificant az p-0.001, 0.01, and 0.05 levels, respectively,
Baseline, week 6 and week I4 ore based ¢n four weed recall. week 1 ts based on one week recall.
Thls table is based on the last observation carried forsard approach.

ta}
(b)
ic)

1d)
=)
[ 4]

3core range from 0 ta 100,

Change from baseline = visit score - baseline score. Positive values Iindicate improvement .

Analysie of tovariance wodel with Lreaiment and center ad factors and baseline value as covarlace.
Analysis of covariance model with treatment, Centef, Lreatment*center
Contrast atatement from snalysle of covariance model in (d).
+¢ Waek 14 or final vislt.

as factors and baseline value as

covariate.
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Table 29. SF-36 Health Survey - General Health: Study N48-95-02-006

L %%® FINAL === DISKSSCARS404: [SEARS404. ISC.CLINPROG|TARSE . SAS 11MARS? 11.09

PAGE 2 OF 2
INTEGCRATID SUMMART OF CFFECTIVINESS DATA
PROTOCOL K4B-95-02-006
TABLE 58.4
5F-36 HEALTH SURVEY - GENIRAL HEALTH (PART 2 OF 2)
CHANGE FROM BASLLINE (4, b, c)
ALL RANDOMIZIED PATIENTS
OXP ACID OXP SALT
PLACLRO 1200 mg 1200 og
(N-161} (N=320Q) (N=322)
WELK 2
MEAN CHANGE -0.5 L.1 0.5
Sto DoV 12.3¢6 L.78 118
LS WEAN {4) -8.9 0.7 0.2
WEEEK &
MEAN CHANGE -1.0 0.7 -0.0
aTD DLV 11.61 13.06 131.11
13 MEAN (d) -1.3 0.7 -0.0
WEEE 24 o4
MCAN CHANGE -0.3 0.4 -0.7
sStD BLV 12 74 12.97 La.25
LS MLAN (d) -0.4 0.5 -6.5
P-VALUES FOR OVERALL COMPARISONS (d}. WEEK 2: 0.342 WLEK 6: 0.2152 WELK 24: 0.56%
P-VALOES FOR TREATMENT*CENTCR INTERACT IOH [C37] WLEK 2: 0.160 WEEE 6: 0.9} SCEE 24: Q.946
P-YALULS FOR TREATMINT COMPARISONS (f):
OXP SALT OxP SALT DXP ACID
vs. vs. vs.
0XP ACID PLACCBO PLACCDO
WEEK 2 0.552 0.327 0.143
¥WEEK & 0.473 0.282 0.0%7
WEEK 24 0.312 Q.92 0.413

#e%, 4%, * Statistically significant at pe0.001, 0.01, &hd 0.05 levels, respectively.
{a) Bassilihe, week 6 and week 24 nre based on four week recall. Week 2 Is based on one weex recall.
{b) Thlie table is based on the last observation carried forward approach.
(c) Score range from & o 100.
Change from bageline = visit score - baseline score. Positive values indicate improvement.
{4) Analysis of covariance model wlth treatment and center as facLOrs and baseline value as covariate.
{e) Analysis of covarfence model with treatment, center, LIealment<center as factore and baseline value as covariate.
{f) Contrast etatement from analysls of covariance model in d;.
++ Heek 14 or final vielr.
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Table 30. SF-36 Health Survey - Vitality: Study N48-95-02-006

i #%¢ FINAL ®*+* DISKSSLARSA04: [SEARS404. ISC.CLINPROG|TABSE.SAS JIMARYY 13.09
PACE 2 OF 2
THTEGRATED SUMMARY OF TFFECTIVEMESS DATA
PROTOCOL N48-95-02-006
TABLE 58.5
SF-36 HEALTH SURVEY - VITALITY (FART 2 OF 1)
CHANGE FROM BASELINE ta. b, c}
AlL RANDOKIZELD PATICHTS
GXP ACID OXP SALT
PLACERO 1260 mg 1200 mg
(N=161) (MN=-320}) (N=322)
WEEK 1
MEAN CHANGE 1.0 1.3 1.7
STD DEV 16.34 15, 28 16.15
LS MEAN (d) [} 3. 1.8
WEEX &
MEMN CHARGE 0.6 1.7 1.5
STD bEV L& a2 11.38 18.212
LY MEAN (d) 0.4 l.9 .3
WEEK T4 +»
HMTAN CHANGL 1.8 3.3 1.7
31D DLV 146.81 17.41 15.49
LS MECAN (4) 1.0 -2 1.7
P-VALUES FOR OVERALL COMPARTSONS (d)r WELCK 2: O.145 HEEK 65 0.029 =~ WCEK 24: 0.127
P-VALULS FOR TREATHENT*CINTER INTERACTION {e): WEEE 2: 0.17% WEEE 61 0.691 WEEK 24: 0.245
P-VALUES FOR TREMIMENT COMPARISONS (f)a
OXPF SALT oxg SALT oxe ACID
vE. Vs, vE.
OXP ACID PLACEDO FLACEBOG
WEEX 2 0.241 0.332 a.055
WEEX & 0.12¢ 0.095 ¢.008 ==
WEEK 24 0.141 0.657 0.100
¢+, o=, * Scatistically significant at p=0.001, ©.901, and 0.05 levels. respectively.

(a) Basellina, week 6 and week 24 are based on four week recall. Week 2 is based on one week recall.
(b} This table ls based on the last observatlon carried forward approach.
{c} Score rangs from 0 vo L0O.
Changa from baseline « visit score - basellne acore. Positive values indicate improvement.
{d) Analysis of covarjance mcdel with Lreatment and center as factors and baseline value as Covariate.
{¢) Analyeis o! covarlance model with treatment, Center, trestsentrcenter se factors and baseline value an covariate.
{f} Contraat statement from analysle af covariasnce model in {d}.
¢+ Week 24 or final viaelrt.
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Table 31.

*** FINAL =4« DISKSSEARSA 044 [SEARS4 04 . IST. CLINPROG TABSE.SAS J1MARST

13:99

INTIGRATEID SUMMART OF EFFECTIVENISS DATA
PROTOCOL N48-95-02-00§

WELCK 2

MEAN CHANGE
STD DEV

1S MEAX (4)

WELE &

MERN CHANGE
3TD DLV

L9 MEAN (d)

WEEK 14 ++

MEAN CHANGE
3ITD DEV

LY HLAN (d)

P-VALUES FOR OVIRALL COMPARISONS {d}:x
P-VYALUES TOR TRCATMENT=CENTER INTERACTION (&):

F-VALULS FOR TREATHENT COMPARISONS ([f )1

WLCEK 2
WEEK 6
WELK 24

TABLE 58.6
8F-36 HLALTH SURVLY - SOCIAL FUNCTIONING {FART 2 OF 2)
CHANCE FROM HASELINL (a, b, c)

ALL RANDOMITIED FATIENTS

PLACEBO
{N=LE&1}

WCEK 2y
WEEK 2,

OXF SALT
¥s.
OxP ACID

0.708
Q.692
0.B31

0.082
2.9319

OXP ACID
1200 mg
{N=320})

-0.4
14 .03
0.4

WLEK & 0. 874
WEEK &1 0Q.044 =

OXF SALT
V5.
PLACERO

0.062
0.883
0.653

SF-36 Health Survey - Social Functioning: Study N48-95-02-006

PACE 2 OF 1

OXP SALT
1200 mg
(N+122)

-0.3
24.03
-6.6

WEEX 2}4: 0.023
WELE 241 0,053

Q%P ACID
vE.
PLACLEBO

0.0)L «
0.62%
0.534

Fov, we, * statistically significant at p=0.601, 0.0l, and 0.0% levels, respectively.
(2} Basellne, week 6 and week 14 are based on four week recall. Week 2 is bamed on one week recall.
(b) This table fa based on tThe last cbservation carried forward approach.

{C} 3c0re range from @ Lo (00,

Change from baseline <« visit score - baseline score. Positive values indicate Lmprovement.
(d} Analysis of covarlance model with Creatment and center aa factora and baseline value as covariate.
(#) Analysis of covariance model with Lreatment, center, treatmentscentsr as factors snd baseline value aa
{f) Contrast statement from analysls of covariance model in {d).

++ Week 24 or final vislr.

covzriate.
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Table 32. S¥-36 Health Survey - Role - Emotional: Study N48-95-02-006

i =84 FINAL »== BISKSSERRSM)-M[SmSlD‘.IS[-CLIHPHDCITABSG.SHS ALMARIT  13:0%

INTEGRATED SUHMARY OF LFFECTIVEINESS DATA
PROTOCOL MN49-95-021-006

TABLE 58.7
SF-3& HEALTH SURVEY - ROLE-EMOTIONAL {PART 2 OF 2)
CHANCE FROM BASCLINE (&, b, <)
ALL RANDOMIZED PATTENTS

DXP AC1D
PLACE DO 1200 mg
(=161} {N=320}
WEEX 2
HEAN CHANGE 0.2 5.9
STD DEV 3r_to 47.01
LS MDAN (d) 0.2 6.3
WELX €
N MCAN CHANGE 1.5 2.7
sT0 DEV 40.32 43.08
LS miAN {4) 1.6 4.3
WEER 14 4+
WEAN CHANCE ~2.4 4.3
STD DEV . 42,4t 45.67
L3 MCAN (d) -1.9 6.3
P-VALUCS FOR OVERALL COMPARISONS (d)r WEEE 2: 0.144 WEEK 6: 0.6
#-VALUES FOR TACATMENT *CENTER INTERACTION (e} WEEX 2+ 0.921 WEEK 6: 0.992
P-VALUES FOR TREATHENT COMPARISONS (f):
OXP SKLT *OX? SALY
vs. va,
0Xp ACID PLACERO
WEEK 2 0.932 0.078
WLEK 6 6.830 0.341
WCEK 24 0.44) 0.096

PAGE 2 OF 2

OXF SaLT
1200 mg
(N=322)

WELK 14: Q.072
WEEK 24: 0.932

OxXg ACID
VS.
FLACLDO

0.067
0.430
0.027 ~

“ew, *+, = Statistically significsnt at p«G.001, 0.01, and 0.935 levels, respectively.
{a) Baseline, weok & and week 24 are bosed on four week fecall. Week 2 is based on cne week recall.
(b} Yhie table 1s based on the lsel obaervation carried forward approach.
{C) Score range from 0 to 100.
Change from baseline = vimit ecore - boseline acore. Posltive walues indlcate Improvement.
{d} Aoaiysie of covariance model with treatment and center as factors and baseline value a8 covarjate.
{2l Analysis 0f covarlanca mode]l with Lrieatsent, center, Lreatmeni*center as factors and baseline value am
{f) Contrast statement from analysle of covariance acdel in (d4).
*+ Wesk 34 or final viait.

covariate.
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Table 33. SF-36 Healthy Survey - Mental Health: Study N48-95-02-006

4omem ULIRAL +&e DISKSSERRSO4: [SEARS4O4 IST.CLINPROG)TABSE . SAS I 1MARDT 13:0%

PALLC 2 OF 2
INTEGRATED SUMMART OF CEFFECTIVENLSS DATA
PROTOCOL H4B-95-02-006
TABLE 58.48
$F-16 HEALTH SURVIY - MOCNTAL MEALTH (PART o OF 1)
CHANGE #¥ROM BASILINE (a, b, c}
ALL RANDOWIZILCD PATIENTS
OXP ACID DX SALT
FLACEBO E200 mg 1260 mg
(N=161) (N=320) {N=322}
WELK 2
MCAN CHANGE 1. 6.3 G.8
31D DEV 13.17 13.1 11.52
LS miAaN (d) L.4 4.2 0.6
WEEX &
HIAN CHANGE o.8 -0.0 -0.1
STD DLV 13.30 14.91 13.57
1S MEAH {J) 0.6 0.1 0.0
WEEK 24 44«
MEAN CHANGE 0.1 0.4 -0.4
$TD DLV 1+.7M 13.82 14.39%
LS MUAM (d} -0.0 9.5 -0.13
F-¥ALULS FOR OVERALL COMPARISONS (d)s WEEK 2: O.619 WEEK §€: 0.98% WEEK 244 9.713
P-¥ALUTA FOR TREATMENT*CENTER INTTCRACTION (e}« WELE 2: G.119% WEEK &: 0.337 WCEK 24: ¢.210
P-VALUES FOR TREATMENT COMPARISONI (L
OXP SALT OXP SALT OXP ACID
V5. VS, Vs,
OXP ACID PLACERD PLACERD
WLLK 2 0.493 0.510 0.328
WLEK 6 D.93¢ 08.638 6.687
WLEE 24 0.435 €.824 0.677
tov, =%, = Stactetically significant at p=0.00L, 0.0L, and §.05 levels, respectively.
(a) Bageline, week € and week 24 are based on [our week recall. Week 1 is based on one week recall.
{b) Thie table is based on the lsst observation carrled forwsrd approach.
(C) Score range from 0 to 100,
Change from baseliine = visit acore - baseline score. Positive values indicate improvement.
{4) Analysls of covarjance model with treatment and center as factors and baseline value as covarlate.
{e) Analysis of Covariance model with treatment, Center, treatmentscenter as factorfs and baseline value as covarlate.

([) Contrast siatement from analysis of covariance model in (4).
*+ wWeek I or {inal viait.
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Table 34,

i #4= FINAL aws DISKSSEARS4041 [STARS404. ISE.CLINPROG|TABSY_1.SAS 02APRY?

wLCK 2

MEAN CHANGE
STD DEV

LS MEMN (4d)

WEEK 6
MLAK CHANGL
STD DLV
LS NEAN {4)

WEER 24 ¢+
HEAN CHANGE
SID DEV

LS MEAN {4}

WOMAC Osteoarthritis Index - Pain: Study N48-95-02-006

11:09
PAGE 2 OF 2

INTEGRATED SUMMARY OF LTFECTIVENLSS DATA
PROTOCOL N4 B-$5-02-006

HOMAC OSTEOARTHRITIS INDEX - PAIN
CHANGE FROM BASELINE {a,b,c}

PLACERO

{N=161)

P-VALUES FOR OVERALL COMPARISONS {d}:
P-VALULS FOR TRCATHWENT=CENTER INTLAACTION (e):

P-VALULS FOR TREATMENT COMPARLSONS (f),

OKP SALT
va.
OXP ACID
w®ELX 2 0.540
WEEK & ©.507
WLEK 24 0.420

OXKP 3ALT
va.
FLACEDO

Q. 000 «==
0.000 ws=x
0.023 +

TABLE 59%.1

{PART1 2 OF 2}

ALL RAWDOMIZED PATIENTS

WLLK

OX? ACID
1100 ag
(N=320)

2: 0.000 <+
2: 0.911

OXP ACID
vE.
PEACERD

0.000 wes
0. 001 wwa
0.00] ==

OXP SALT
12600 mg
{N=327)

WEER 6: Q.00 e=n
WEEFR €: e.8n

WEEE 24: 0.012 »
WEEK 4. 0.2M1

ee, %, * Statistically significant at p=0.001, 0.01l, and 0,05 leveis, respectively.

{a} This tadble is based On the last cbeervatlon carried forward &pproach.

ib} 3core rangs from 0 (none} to 10 {extreme).

Change from basellne

= vislt score - baseline score. Negative values Lndicata improvesent .
(<} All assesaments are based on 2 week recall.

{d) Analysis of covariance model with trsatment and center as facrors and baseline value as covariate.
{e} Analyesls of covariance model with treatment, Cenier,LIcstment*center as factors and baseline value ae covariate.
(1) Contrast statement {rom anaiysls of covariance model 1n (d).

*+ Week 24 or final wisit.
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Table 35,

( #== FINAL »=» DISKSSLARS404: [SEARS404.ISE . CLINPROG)TARSY _I.SAS OJAPRST 11:1D

INTEGRATED SUMMARY OF EFFLCT[VENTSS DaTh

PROTOCOL N48-95-02-406

TABLL 59.2

WOMAC OSTEQARTHRITIS INDEX - STIFFNESS (PART 2 OF 2}

CHANGE FROM BASCLINC (a.b.c)

MALL BANDOMIZED PATIENIS

PLACEBO
(=161}
WELK 2
MEAN CHANGE -0.3
31D DEV L.42
13 MEAN (4} -0.3
HILK &
MEAN CHANGE -0.6
$TD DEV 1.82
LS WEAN (d) -0.6
WEEK 24 ¢+
MEAH CHANGE -0.6
21D DEV 1.95
LY WEAN {4) -0.5

P-VALUCS F¥OR OVERALL COMPARISONS {(d):
B-VALUE3 FUR TRLATMENT*CENTER INTERACTION {e)

P-VALUES FOR TREATMENT COMPARISONS (f)

OXP 3SALT GKP SALT
va. vs.
OXP ACID PLACLBO
WLEK I 0.812 0.000 wre
WLEX 6 4.397 0.000 =asm
WEEX 34 Q0.7177 0.000 #us

axe ACID OXP SALT
1200 mg 1300 mg
(K=120) (K=127;
-1.0 -1.0
1.66 1.45
-1.0 ~1.0
-1.2 -1.2
1.62 L.as
-1.2 -1.3
-1.1 a1
1.1 .54
-1t -1
WEEK 21 0.000 =e» WEEE €:  0.000 ===

WEEK ) 4,671

OXP ACID

0.000 ===
B.000 ==
¢.000

WELCEK 6: ¢.0%0

WOMAC Osteoarthritis Index - Stiffness: Study N48-95-02-006

PAGE 2 OF 2

HLELK 24: 0,000 ==r
HEEK 24, 0.219

wuk, w=, * Statlstically wignificant at p=0.001, €.01, and 0.05 levely,

{a) Thie table Lw baned on the last obeervation carried forward

(b} 3core range from 0 (none) to & {extreme).

Tespectively.

approach.

Change frowm baseline = visit score - baseline score. Negative values Indicate improvement.

(€} Al)l sssedmmenis are based on 2 week recall.

1d) Analysls of covariance model with treatment and center as f[actars and baseline value as covariate.
{2} Analyels of covariance model with treatment, center. treatment®center as [actors and basellne value as covariste.
(f) Contrast mtatement from analyasta of covariance model In (d;.

++ veel 24 or [lnal wialt.
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Table 36.
02-006

{ #** FINAL *** DISK$SEARS4041[SCARSA0S. ISE.CLINPROC)TABS9_3.5AS O02APRST L1:Il

WOMAC Osteoarthritis Index - Physical Function: Study N48-95.

PACE 2 OF 2
INTEGRATED SUMMARY OF LFFECTIVENLSS DATA -
PROTOCOL N4B-95-02-006
TABLE 59.3%
WOMAC OSTEOARTHRITIS INDLX - PHYSICAL FUNCTION (PART 2 OF 23
CHANGE FROM BASCLINE {a.b.c)
ALL RANDOMIZED PATIENTS
OXP ACID OXP SALY
PLACEBO 1260 mg 1200 mg
{N=161) {H=120}) (N=122)
WELK- 1
NLAN CHANGE -3.1 -1.6 -6.6
. 3TD DTV [T 11.09 v.68
’ Ls KEAN {d) -3.0 ~r. 1 -6.8
WELEK §
' MEAK CHANGE -4.9 -8_8 -8.2
51D bTv 1i.2e 11.69 10.2¢6
LS MEAN (d) 4.6 -85 -85
WEEK 24 ++
MEAN CHANGL -5.2 -8.1 -6.7
2TD DLV 12.3¢0 12.1m 11.08
13 HMEAN (d) ~4.8 -8.4 -1.0
P-VALUES FOR OVERALL COMPARISONS (d): WLTK 2« 0.000 ==+ WEEK 6&: G.000 rue WEEK 241 ©.005 ==
F-VALUES FOR TREAT*CENTER INTERACTION (e} WLEX 2: 0.519 WELK &: 0.236 WEEX 24: 0.164
B-VALUES FOR TREATMENT COMPARISONS il
OXP SMALT OXP SALT OXP ACID
¥3. V3. V5.
OAP ACID PLACERO PLACERO
WLEK 2 9.595 ©.000 mew 0.000 =w»
WEEK 6 0.995 0.000 === 0.000 sw=
WLEX 24 4.130 0.041 = D.00) ewn
est, wv, = Stecistically signiflcant &t p=0.06), 0.01, and 0.05 jevels, respecrively.

i8] Thie table is based on the last observation carr

fed forward approach.

ib) Score tange from € {none} to 69 (extreme) .
Changae from basellne = visiL score - bageline acdre. Negarive values indlcate improvement.
{C) AL} asseasments are based on 2 weel tecall.
(¢} Analysis of covarlance model With trestment and center as factors and baseline value as covarlate.

(#) Analysie of covariance madel with Lreatment, centef, Lresatment<center as factors and baseline value as covarlate.

{f) Contrast statement from analyels of covariance model in (dp.
+4+ HWeek 24 or finasl visic.
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Table 37.

I =% FIHAL === DISKSSEARS!O‘-[SEA!S!D!.ISE.CLINP!OG]TA&SD_I.SAS

WEEK 2
WEAN CHANGE
STD DEV
L3 MCAN (d)

WLEK &

HEAN CHANGE
1D DEV

LS MEAN (d)

WEEE 24 49
HTAN CHANGE
3TD DEV

L9 MEAN (a)

14APRYT

MOS Pain Survey - Effects of Pain: Study N48-95-02-006

La:18

INTLGRATID SUMMARY OF CFFECTIVINESS DATA
PROTOCOL N49-95-01-006

7O5 PAIN SURVLY

PLACERG
{H=161)

-6.F
18,30
-3.6

=7.1
21.03
-6.2

«8.3
21,44
-7.1

P-YALUES FOR OVERALL COMPARISORS {4)s
P-VALULS FOR TREATHENT*CENTER INTERACTTOM {a)r

P-VALUER FOR TRLATHINT COMPARISONS ({f):

OXP SALYT
va.
OXP ACID
WLEK 2 0.643
WLLE & 0.816
WEiEK 24 0.a59

OXP SALT
va.
PLACEBO

0.00] www
0.004 =+
0.3%8

TABLE 60.1

- EFFECTS OF PAIN
CHANGE FROM BASELINT {a,b,c)

{PART 2 OF 2)

ALL RANDOMIZED PATIENTS

WLEK
WEEK

OXP ACID
1200 mg
{H=110)

-12..
10.70
-11.1

-12.1
21.58
-12.2

-%.9
1214
-10.1

F1 ¢.00] =o»
2: 0.680

OXP ACID
vy,
FPLACEBD

0.000 *er
0.90) &«
D.149

OXP S5ALT
§200 ng
(N=322)

-11.5
18.06
-11.¢

-1t.8
2686
-li.3

-8.7
22.23
-8.8

WEEK 24:
HWLEK 24,

WELK &1
WEEK &,

D.005 ==
0.736

PMGE 2 OF 2

0.348
0.563

wew, *&, « Statistically significant at pe=0.00i. G.01, and 0,05 levels, respectively.

(a) Thie table is based on the lasc observation carried forward approach.

{b} Scored from 6 tp 100,
Change from baseline

= visic score - basellne score. Negative values indlcate lmprovemenc.

{c) Heseline, week 6 and week 24 ara based on four week recall. Week 1 jo based on one week tecall.

{d) Analywia of covariance model with treatment and center as factors and baseline value as covarlate.
{#) Analyals ol covarience midel with trestment. center
(f} Contrast statement from analyels of covariance model in {d).

++ Weeh 14 or {lnal viefc.

Lreatwent=cente? as factars and baseline value 38 Covariate.
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Table 38.

L **% FIHAL ¢== Dls(SSE&lSOOIr[SmS!Ol,ISE.CLINPROCH'AQGO*?.SAS L4APRST 10:27
INTEGRATED SUMMARY OF EFFECTIVENESS DATA

PROTOCOL N48-95-02-006

TAHLE 60.2
HOS PAIN SURVEY - PAIN SEVERITY {PART 2 OF 2y
CHAMGE FROM BASELINE (a,.b,c)
ALL RANDOMIZED PATIENTS

MOS Pain Survey - Pain Severity: Study N48-95-02-006

PAGE 2 W 2

Ox# ACID OXP SALT

FLACEBG 1200 mg 1200 wg

{N=161}) {N=320) {N=322)
WEEK 2
KLAN CHAMGE -0.3 ~0.6 -4.5
STD bEV 0.6% 0.715 .68
Ls mEAN (4 -0.2 -0.6 -0.5
WELK §
MLAN CHANGE -0.3 -, & -8.5
BTD DEV 0.80 0.83 0.73%
L8 WEMN (4} -0.3 -0.6 -0.5
WELK 24 ++
KEAN CHANGE -0.4 -0.5 0.4
STD DIV 083 ¢. 86 a.n
13 MERR (d) -0.3 -0.3% -0.8
P-VALULS FOR OVIRALL CONPARISONS (4} WLEK 2: 0.000 #ee WLEK &« 0.0GH) wwe WEEK 24: 0.013 =
P-VALULI FOR TREATMINT *CENTTR INTERACTION (e WLIK 2, 0.%03 HEET & 0.908 WEEK 24: 0.%07
P-VALULS FTOR TREATHENT COMPARISOMS [£).

OXP 3ALT OXE SALT OXP ACLID
vs. vs. vs.
OXP ACID FLACLAO PLACEBO

WEEK 2 0.379 0.000 =v» 0.000 =we
WELX & a. 514 Q.000 wws 0.000 s=e
WELX 212 0.050 = 0.225 0.005 e
ten, we, * Sratiscically significent at p=0.061, 0.0l, and 0.05 leveis, reapectively. \
{a) Thie table ia bsoe¢d on the last observatlion carrled forward approach. |
th) Change [rom baseline = visit score - basellns 1COTe. Hegative values indlcate improvement.
ic) Basellne, week 6 and week 24 are based on {our week recall. Heek I 1a based oh one week recall.
(d} Analysis of covarlance model with treatment and Center as factors and baseline value a8 covariate.
{2} Analysls of covariance model with treatment, cencer, Creatment*center as factors and bageline value as covariate,
{f) Contrawt statement from anaiysis of covariance model in {d;.

4

Week 14 or final visit.
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Table 39.

FIMAL ===« DIIKIIEARSA04 1 [SEARS404. ISL.CLINPROGITABG0_J_ A3 14APRST 10,15

INTEGRATED SUMMART OF CFFLCTIVENESS DATA
PROTOCOL N4E€-95-02-006

TABLE 60.1
HOS FPAIN SURVCY - PAIN INTERFERCD [PART 2 OF 2)
CHANGE FROM GASELINC (a,b,c})
ALL RANDOMTZED PATIENTS

OXP ACID OXP 3SALT
PLACEBO 1200 mg 1200 m3
{N=161) (N=310) (N=312)

WELK 2
MEAM CHANGE -6.5 -%.9 -8.9
51D DLV 11.03 10.80 11.50
LA MIAN {4) -6.7 . -4.7 -B.5
WELK &
MEAR CHANCE -3.1 -5.2 -4.9
SID DEV 10.354 1¢.13 .13
13 NDAN (d) -3.0 4.8 -4.5%
WLEK 24 »+
MLAN CHANGE -3.3 -4.6 -3.7
3TDh DEV 10,85 1.z 11.44
LS MEAN (d) -3.2 ~4.3 -3.1
P-VALUES TOR OVERALL COMPARISONS (d): WLEK 3 ¢.030 + WEEK & O_114
E-VALULS FOR TREATMENT*CENTER INTERACTION {e). WEEK 2 a.919 WEEE &: O.145
P-VALUES FOR TREATMINT COMPARISONS (f}r

OXP SALT OX? 3SALT OxXP ACID

va. v, vs,

OXF ACID FLACCRO FLACLBO
WLEK 2 ©.749 ©¢.022 = 0.012 =
WEEK & 0.63% 0.096 0.04]1 »
WELK 214 0.182 0. 844 0.1%9

MOS Pain Survey - Pain Interfered: Study N48-95-02-006

WEEK 24:
WELE 24«

PAGL 2 OF 2

0.29&6
Q.214

ven,
(a)
b}
()
td)
te)
ify)

.t

®®, * Statiscically significant at p=0.60I, 0.0Ll, and 6.9% lavels, respectively.

Thia table is based on ihe last obeervation carried forward approach.

Changs {rom baseline =~ visil score - baseline scCora. Negative values indicate improvement.
Baseline, week € and week I4 ars based on four week Tecall. Week ] 1s based on one week recall.
Analysie of covariance model with Lreatment and center a8 factors and bageline value as covariate.

tnslysls of covariance model with treatsent, center, trealasntrCenter as facLore and basmeline value as covariace.

Contrast statement from analysis of covariance model fn {dy.
Week 14 or final wisic. .
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Table 2. Inventory of the post-marketing clinical studies of Daypro
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1. Tables

Table 1. Adverse events reported in the 24-week OA study

(Note: Sev stands for severe AEs; Rel stands for probably study drug-related AEs)

; L _ - OxK-1200 Ox-1200 " Placebo
| Subjects aquSed R - N=322 N=320 - | CN2I6L
Adverse events - # subjects with AE  |# subjects with AE  |# subjects with AE -
(by COSTART term) N |Sev |Ret |N(% [sev [Rel |N(% [Sev [Rel
 Toeal |263(82)|58 {104 |244(76)|44 {83 |106(66)|18 (16 |
(Total AE counts) [(751) [(72) [(160)[(646) [(59) |(114)[{235) [22) ((22)
Body as a whole ' 17 an {3 jo5 (e {5 l&m . [ @
Allergic reaction 4 (1) 0 0 5(2) 2 10 2(1) 1 0
Asthenia 13(4) |0 2 8(3) |0 12 42y |0 0
Carcinoma 0 0 0 1(0) 0 {0 0 0 0
Cellulitis 1(0) 1 0 1(0) |0 0 0 0 0
’ Chills 20 o o p@ o jo 11y o {o
Edema face 10 |0 0 1(0) |0 0 0@ 0 0
Fever 9@3) 0 1 3(1) 0 0 4(2) 0 1
Flu syndrome 21(7) |5 0 103) i3 0 614) |0 0
Headache 299 |1 0 31 (10) §2 3 17(11) {1 0
Heat stroke 0 0 0 1(0) |0 0 0 0 0
Infection 1(0) o 0 1@ |0 0 0 0 0
Infection fungal 1(D) 0 0 0 0 0 0 0 0
Injury accidental 3(1) |0 0 9(33) |2 0 3(2) 1 0
Lab test abnormal 2(1) 0 0 1 (0) 0 0 0(0) 0 0
Malaise 000) |0 0 1{0} 0 0 0(0 0 0
Moniliasis 1(0) 1 0 0 0 0 0 0 0
Pain 7(2) 1 0 4(1 13 0 6(4) 1 1
Pain back 12(4) |3 0 8(3) 1 {0 5(3) 1 0
Pain chest 7(2) 1 0 1{(0) {0 0 503) 1. [0
g Surgical procedure (D) 0 0 8(3) 3 0 4(2 1 0
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0xK-1200 Ox-1200° | - Placebo
Subjects exposed N=322 N=320" . N=I61
Adverse events |# subjects with AE  |# subjects with AE | subjects with AE
(by COSTART term) [N% (Sev (Rel IN(%) [Sev [Rel |N(% [Sev |Rel
Cardiovascular system (200 K8 {3 (15 {(5) KO (9 - 1y o
Angina pectoris 1(0) |0 0 2(1) 1 0 0 0 0
Arrhythmia 1(0) |0 0 1(® |0 0 0 0 0
Bradycardia sinus 0 0 0 1(0) 1 0 0 0 0
Cardiovascular dis 0 0 0 1(0) 0 0 0 0 0
Cerebrovascular disorder 1(1) 1 0 1 (0) 1 0 0 0 0
Fibrillation atria] 1O {0 0 0 ¢ 0 0 0 0
Heart arrest 1 (0) 1 0 0 0 0 0 0 0
Hypertension 6(2) |2 0 5(2) |0 0 2(1) {0 0
Hypotension 100 0 0 0 0 0 0 0 0
Infarct myocardial 1(1) 1 0 0 0 0 1(1) 1 0
Migraine 0 0 0 0 0 10 3(2) o 0
Palpitation 200 bt 2 o o o ha Jo o
Phlebitis 1 (0) 0 0 0 0 0 0 0 0
Syncope 3y |2 0 1 (0) 1 0 0 0 0
Thrombophiebitis 0 0 0 1(0) 0 0 0 0 0
Vascular disorder 0 0 0 0 0 0 1(1) 0 0
Vascular disorder peripheral |0 0 0 0 0 0 1(1) 0 0
Vasodilation 1(0) |o 1 21y |1 0 0 0 0
Digestive system [(259 @4) [110)[174)  j1s) [80) {(43)  f(2) fus)
Abdominal pain 355 6 299 6 (13 [4@ o |2
Anorexia 3D 0 0 0 0 0 0 0 0
Appetite increased 1(0) 0 0 1(0) 0 0 0 0 0
Cholelithiasis 1@ (0 0 0 0 0 0 0 0
Constipation 24(7) |0 8 19(6) |0 6 1(1) 10 1
Diarrhea 27(8) |3 7 21 (7 |0 5 9¢(6) |0 2
Dyspepsia 54(17) |2 33 41(13) |3 23 18(5) 0 |4
Dysphagia 10 fo fo Jo o o Jo 0 0
Eructation 3(1) 0 1 1(0) 0 1 0 0 0
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| - OxE-1200 Ox-1200 - |  Placebo - -

Subjects exposed N=322 N=320 | - N=I6I
Adverse events {# subjects with AE  {# subjects with AE  |# subjects with AE
(by COSTART term) W% {Sev [Ret IN(% |sev [Rel |N(% Isev [Rel
Esophagitis 10 o o 2ay o 1 Jo 0o |o
Flatulence 19¢(6) 2 10 [12¢(4) |0 0 3@ |0 1
Gastritis 3(D) 1 1 4(1) 1 4 2(1)y Jo 1
Gastroenteritis 1(0) 1 0 3(D) 1 3(2) 1 0

GI disorder 4(1) |0 0 3 |2 1 0 0 0
Glossitis 2(1) 0 0 0 0 0 0 0 0
Liver function abnormal 5(2) 1 3 3(1y |0 1 1(1) 0 1
Melena 2(1) O 1 1(6) |0 1 1(1) 10 0
Nausea 43(13) |5 20 20(6) |2 10 53) {0 2
Rectal disorder 1(0) 0 0 0 0 0 0 0 0
Stomatitis 1(0) |0 1 1(0) [0 1 0 0 0
Stomatitis ulcerative 1(0 0 0 0 0 0 0 0 0
Stool abnormality 2(1)y |0 0 1(0) |0 1 0 0 0
Tooth disorder 4(1) |0 0 52 |0 0 3(2) 1 0
Ulcer duodenum 2(1) 2 1 0 0 0 0 0 0
Ulcer peptic 2(1) 0 2 0 0 0 0 0 0
Ulcer stomach 3(1) i 2 0 0 0 0 0 0
Vomiting 144) I 4 7(2y |0 2 3(2) 10 1
Endocrine W o o [ (o @ @ o jo
Diabetes mellitus 0 o o h@ o o [ty Jo o
Hypothyroidism 1(0) |0 0 0 0 0 1(1) {0 0
Hemic & ymphatic (62 [0 [® o0 o [0 |3 f® |@
Anemia 44) |1 0 1133 N 0 1(1) |0 0
Leucocytosis 2(1) 0 0 0 0 0 0 0 0
Leucopenia 72) {0 1 2(1) 0 0 1(1) 0 0
Lymphadenopathy 1{¢) |0 0 0 0 0 0 0 0
Lymphangitis 1(0.3) jO 0 0 0 0 0 0 (0
Purpura 6(2) |0 0 6(2) |0 0 0 0 0
Thrombocythemia 1 (0} 0 0 1(0) 0 0 1(1) 0 0
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C OxE200 | Ox-1200 - | T Placebs
Subjects exposed . N=322 N=320 - | N=161-
Adverse events |# sabjécts with AE  [# subjects with AE ~ {# subjecl‘s W“hAE -
(by COSTART term) N(% {Sev {Rel IN(%) |Sev |Rel |N(%  Jsev IRer
Thrombocytopenia 0 0 0 1 (0) 0 0 0 0 0
Metabolic & nutritional  K76)  [(2) [30) {94) |3 |am [1e) ~ Jo) fo)
Bilirubinemia 1(0) |0 0 21y |0 0 0 0 0
BUN increased 8(2) |0 1 7(2) |0 3 1(ay {0 0
Dehydration 1(1) Jo 0 0 0 0 0 0 0
Edema 0 0 0 52 |0 0 I 1o 0
Edema general 0 0 0 0 0 0 1(0) 0 0
Edema peripheral 6(2) 0 0 5(2) 1 0 2(1) 0 0
Electrolyte abnormality 0 0 0 10y (0 0 0 0 0
Gout 0 0 0 0 0 0 1 (D) 0 0
Glycosuria 3D 0 0 2(1) 0 0 1(1) 0 0
Hyperglycemia 2(y |2 0 1(0) Jo 0 0 0 0
Hyperlipemia 0 0 0 1(0) 0 0 0 0 0
Hypochloremia 1{0) |0 0 10y |0 0 0 0 0
Hypokalemia 100) |0 0 21y o ¢ 42 |0 0
Hyponatremia 5(2) 0 1 2(1) 0 0 1(1) 0 0
NPN increased 7(2 |0 3 9(3) |0 4 2(1y |0 1
Phosphatase alkaline inc 2(1) 0 1 1 (O 0 0 0 t 0
SGOT increased 20(6) |0 13 (11 (3) (1 5 ¢ 0 ¢
SGPT increased 18(6) |0 11 {134 |1 5 2() |o 0
Weight increase 1(0) {0 0 1(0) |0 0 0 0 0
Musculoskeletal system [29)  {(5) K1) - {(32) k7 - {@n B o)
Arthralgia _ 15(5) |2 1 15(5) {2 1 10(6) 4 0
Arthritis 32 |2 0 iy n 0 32) |2 0
Arthrosis 4(1) o 0 2(1) |2 0 0 0 0
Bone disorder 1 (0) 0 0 0 0 0 0 0 0
Bone fracture spontaneous {1 (0) |0 0 4y |0 0 2(1) 1 0
Myalgia 0 0 0 1(0) |0 0 2¢1) |0 0
Myasthenia 0 0 0 1(0) |0 0 0 0 0
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|- OxK-12000 |- . Ox-1200 | . Placebo

Subjects exposed R N=322 T N=320 Sy N=l1
| Adverse events # subjects with AE s #:s-dbjects: witleE |# subjects with AE -
(by COSTART term) N(% iSev |Rel |N¢%g |[Sev [Rel IN(% [sev JRet
Myositis 0 0 0 0 0 0 1(1) 0 0
Synovitis 2y N 0 52) |2 0 2(1)y o o
Tendon disorder 100 10 0 0 ¢ 0 0 0
Tenosynovitis 2(h 10 0 10 |0 0 11 |0 0
Nervous system [48) K& |3 {59 & {@ Jev @ |0
Amnesia 0 0 0 10y (0 0 0 0 0
Anxiety 2 |0 0 3¢y |o 0 2(1) |0 0
Ataxia 0 0 0 10y |0 1 0 0 0
Cramps leg 6(2) {3 0 4(1) |2 0 1(1) |0 0
Depersonalization 0 0 0 1(0) 0 0 0 0 0
Depression - 4(1) |0 0 5(2) 0 0 3(2) |0 0
Dizziness 113 |0 2 14(4) |1 3 53 I 0
Emotional lability 2(y |0 0 2() |o 0 1(1) |0 0
Gait abnormal 0 0 0 1(0) |0 0 ¢ 0 0
Hyperkinesia 0 0 0 10 [0 0 0 0 0
Hypertonia 2(1) |0 ¢ 52 1 0 1(1) |0 0
Hypesthesia 2(1) |0 0 0 0 0 1{1y |0 0
Insomnia 2(1y |0 0 52) (0 0 3(2) 1 0
Nervousness 4(1}) 1 0 52y |0 0 0 0 0
Neuralgia 1(0) 0 0 1(0) |0 0 1(1) 1 0
Neuropathy 1(0) 0 0 0 0 0 0 0 0
Somnolence 6(2) |0 0 6(2) |1 0 2() |0 0
Thinking abnormal 0 0 0 1(0) 0 0 0 ¢ 0
Tremor 1 (0 0 0 0 0 0 0 0 0
Twitch 0 o o lt@ Jo o Jo o o
Vertigo 4(1) {0 1 2(1) 0 0 1(1) 0 0
Respiratory system - fo8)  jan o) Kssy @ KO- 133 Ky [
Asthma 10 Jo 100 |1 1y Jo
Bronchitis 7(2) 1 7(2) 1 4(2) 1
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o e OxK-12007 o - 0x-1200 | . Placebo

Subjects exposed - | o wN=3227° | N=320 . | N=l6l
Adverse events #su@ecfsmth AE {# subjects with’HE “i# subjects with AE
(by COSTART term) . |n g ISev [Rel |N(% |Sev |Rel |N(% [|Sev |Rel
Cough increased 165) 3 a1 o 32 o
Dyspnea 4(1) |0 3(1) {0 0
Edema lung 0 0 0 1(0) |0 0 0 0 0
Emphysema 1(0) 10 0 0 0 0 0 0 0
Epistaxis 2(1) 1 0 1(00 |0 0 0 0 0
Laryngitis 2(1) |0 0 0 0 0 0 0 0
Nasal septum disorder 0 0 0 0 0 0 1(1) 0 1
Pharyngitis 38(12) |3 0 43(13) {0 0 14(9) |0 0
Pneumonta 3(Ly |2 0 1) |o 0 0 0 0
Respiratory disorder 3(1) 1 0 1(0) 1 0 1(1) 0 0
Rhinitis 8(2) 0 0 93 |0 0 32y |0 0
Sinusitis 11{3) {0 0 14(4) {0 0 6 (4) 0 0
Voice alteration 2(1) 0 0 0 0 0 0 0 0
Skin & appendages 129) |y K4 {200 Ky 3 K8 0 K3)
Acne 21 o 0 0 0 0 0 0 0
Alopecia 2(1y |0 0 0 0 0 0 0 0
Dermatitis contact 3(ny |o 0 0 0 0 0 0 0
Dermatitis fungal 1@ |o 0 0 0 0 0 0 0
Dermatitis lichenoid 1(0) |0 0 0 0 0 0 0 0
Furunculosis 10 |0 0 0 0 0 0 0 0
Herpes simplex 0 0 0 1(0) 0 0 1(1) 0 0
Herpes zoster 2Ly (o 0 0 0 0 0 0 0
Nail disorder 1(0) |0 0 1(0) |0 0 0 0 0
Photosensitivity 0 0 0 1(0) 0 0 0 0 0
Pruritus 1{0) 1 0 1(0) 1 0 42) |0 1
Psoriasis 1(©) |0 0 100) |0 0 0 0 0
Rash 12(4) |3 4 113 |0 2 11 |o 0
Seborrhea 0 0 0 10 [0 0 0 0 0
Skin disorder 1) 10 0 1(0) 0 0 0 0 0
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| . OoxK-1200 . | . Ox-1200 = Placebo
CON=322 0 | N=3200 N=161
Adverseevents . #subjeczslwithg;:ﬁ_ {# subjects with AE_ [# subjects with AE
(by COSTART term) V(% [sev Rl In¢sp [sev TRet (3 [sev [Rel
Sweating 1o [0 o o [0 o @ [ I
Urticaria 0 0 0 1(0) 10 1 1(1) [0 1
Special senses K17 (ON 4y [(18) D (@ K (0) {{0)
Cataract 10 o Jo 1@ o Jo Jo o |o
Conjunctivitis 0 0 0 2(1) 0 0 1(1) 0 0
Ear disorder 3(1)y 10 0 1(0) |0 0 1(1) |0 0
Glaucoma 0 0 0 1(0) 0 1 0 0 0
Otitis media 3(1) {0 0 1{0) |0 0 2(1) [0 0
Pain ear 2(1) {0 0 1(0) |0 0 1(1) |o 0
Pain eye 0 0 0 0 0 1(1) 0 0
Retinal detachment 0 0 0 1(0) 0 0 0 0 0
Taste perversion 2() |o 1 1(0) |0 0 0 0 0
Tinnitus 3 o [ By 1 |2 o 0o o
Ulcer comeal 1{0y 0 0 0 0 0 0 0 0
Vision abnormal 2(1) 0 2 1 (0) 0 0 1(1) 0 0
Urogenital system 25 (1 1) {32 |2y Ko Jasy K [
Albuminuria 1(0) |0 0 2(1) |0 0 32) o 0
Cystitis 0 0 0 1(0) 10 ¢ 0 0 0
Dysmenorrhea 0 0 0 0 0 0 1(1) 10 0
Hemorrhage vaginal 1(0) |0 0 0 0 0 0 0 0
Hematuria 8(2) |0 0 52) |0 0 3(2) |0 0
Impotence 0 0 0 1(0) 0 0 0 0 0
Incontinence urinary 1(0) [0 0 0 0 ¢ 0 0 0
Infection urinary tract 7(2) |0 0 93) |o 0 4(2) |0 0
Kidney calculus 0 0 0 1(1) {0 0 0 0 0
Metrorrhagia 0 0 0 1 (0) 0 0 0 0 0
Neoplasm breast 0 0 0 2(1} 1 0 2(1) 1 0
Pain breast 0 0 0 1(0) 0 0 0 0 0
Pain pelvic 0 0 0 1(0) {0 0 0 0 0
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| OxK-1200 | Ox-1200- ] Placebo
Subjects exposed = | N=322 | N=320 | = N=I6I
ddverseevents .-~ - |#subjects with AE  |# subjects with AE  |# subjects with AE
(by COSTART term) |y g9 ISev [Rel |N(% [Sev |Rel [N(% [Sev |Rel
PAP smear suspicious 0 0 0 1(0) 0 0 0 0 0
Prostatic disorder 1(0) 1 0 1(0) |0 0 1(1y |0 0
Pyelonephritis 1(0)y O 0 2(® 1 0 0 0 0
Urine abnormality 4(1) |0 1 3(1) {0 0 1(1) ¢ 0
Urinary frequency 1(0) 0 0 0 0 0 0 0 0
Urinary tract disorder 0 o o h@w o o Jo 0 {0

;
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Table 2. Inventory of the post-marketing clinical studies of Daypro

Report Number Study Design Study Duration Treatment Groups Number of
Patlents In
Treatment
Group -
SINGLE DOSE PHARMACOKINETIC AND DENTAL PAIN STUDIES
565-94-06-015 Single-center, randomized double-blind, placebo- Each treatment had a single | Oxaprozin Acid 1800 mg 24
controfied, paraflel group, singla dose study of patients dosa. Placebo 8
with pain after fcoth extractions
S565-94-06-020 Single-center, open label, randomized, two-treatment, Each treatment pericd had a | Oxaprozin Acid (Treatment A) i8
two-period, single-dose drug crossover study In nommal single dose 600 mg
subjects Oxaprozin Ackd (Treatmant B)
. €00 mg
$565-95-06-027 Single-center, open labal, randomized, thiee-dosa, three Each reatment pericd hada | Oxaprozin Acid 600 mg e .3
period, single dose crossover study In healthy volunleers single dosa " | Oxaprozin Acid 1200 mg
Oxaprozin Acld 1800 mg
MULTIPLE DOSE PHARMACOKINETIC STUDIES (<4 WEEKS)
$65-95-06-013 Single-center, open label, two-dose tegimen, rising dose Each treatment had a single | Oxaprozin Acid 600 mg QD 42
pharmacokinetic and pharmacodynamic study in OA patiants dose (1 day) and muitiple Oxaprozin Ackd 1200 mg QD
wilh and without renal impairment dose (22 days} portions
$65-95-06-016 | Muiti-center, randomized, double-blind, paraliet group study of 4-7 days Oxaproxin Acid 1200 mg QD 4
patients with acute soft fissues Injuries Naproxen 500 mq BID 4
565-95-06-017 Single—center, open label. two treatmant, three period, Each Yrealment period was 7 | Lithium Carbonate 450 mg BID 20
muttiple dose drug interaction study in normal subjects days
Lithium Carbonate 450 mg BID
and Oxaprozin Acid 1200 mg QD
Oxaprozin Acid 1200 mg QD
565-95-06-023 | Single-canter, open label, mullipls dose, single treatment, Glyburida slone for 1 day Glyburide 5 mg or 10 mg QD and 17
sequence interaction study in subjects with Type if non- then co-administration for 7 | Oxaprozin Acid 1200 mg QD
insulin depandent diabetas mallitus days
NE5-95-06-025 | Mulli-center, vpaen labsl, multipla dose interaction study in Methotrexate efone, then 7 | Methotrexate 18
patients with RA days of Oxaprozin ending Methotrexale and
with co-administation with | Oxaprozin Acid 1200 mg QD
next weekly Mathotrexate
dosa
N65-95-06-026 Multi-center, open label, multiple dose Interaction study in Enalpril alone, then 211228 | Enalprit 10 mg, 20 mg oc 40 mg 27
palients with mitd lo moderata hypertension days of Oxaprozin co- QAM and
adminlstration Oxaprozin Acld 1200 mg QD
565-95-06-028 Single-center, open label, muttiple dose study in healthy 8 days Oxaprozin Acid 1800 mg QD 25
voluntoers -
565-96-06-02% | Single-center, open label, randomized, placebo-controfied 8 days Oxaprozin Acid 1200 mg QD 15
study of platelat function in normal sublects Placebo 6
MULTIPLE DOSE OSTEOARTHRITIS STUDIES (> 4 WEEKS)
565-94-06-004 Single-center, open labe!, randomized, two-teatmant, two " Each treatment had a single QOxaprozin Ackd 1200 mg QD 54
period, crossaver, pharmacokinetic and pharmacodynamic dose (1 day) and multiple dose | Piroxicam 20 mg QD
study in healthy, young and elderly OA subjects; (22 days) portions
An open labal extension study in elderly OA patients followed B weeks Oxaprozin Acld 1200 mg 22
the crossover portion of tha study,
565-84-06-009 { Multicenler, randomized, double-blind, placebo-controlled, € waeks Oxaprozin Acid 1200 mg QD 90
paraliel group study of patients with OA of the knee Naproxen 500 mg BID 89
Placebo 56
565-94-06-010 | Multi-center randomired, double-blind, paraliel group study of 4 woeks Oxaprazin Acid 600 mg TID 82
patients with QA of the knee Naproxen 500 mg TID 84
565-95-06-021 Mutti-center, randomized, double-bfind placebo-controlied, 6 waoks Oxaprozin Acid 1200 mg QD 109
paraliel group study of patients with QA of the knea Nabumatone 1000 mg QD 110
Placebo 109
765-95-06-022 | Multi-center, randomized, double-blind, placebo-controlied 6 weoks Oxaprozin Acid 1200 mg QO 116
parallel group study of patients with OA of the knee Nabumetona 1500 mg Q0 1s
Placebo 116
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Table 3a. Single Dose Pharmacokinetic and Denta! Pain Studies Individual
Adverse Events (%)
study numbaor 015 (b) 013 020 027 total
BODY SYSTEM 1800 mg 600 mg 1200mg { 1200mg | 1200mg | 600mg | 1200mg | 1800 mg
form A form B

no. of palients na=24 n =42 n=42 ne 18 n=18 n=238 n =38 n«38 n=258
Gastointestinal

Nausea 4(17%) | 0(0%) | o(o%) | 0{0%) | 0{0%) | 0{0%) { 0(0%) 2 (5%) 6{2%)
Central and
Paripheral Nervous

Dizziness 4(17%) | 0(o%) | o(ow) | o(o%) | o(ox) | 1(3%) | o(o%) 1(3%) 6 ( 2%)
Body as a Whole .

Pain 6 (26%) 1{2%) 0(0%) | o(o%) | 1(6%) | o(0%) | 0(0%) 0 {0%) 8{3%)

Headache 0(0%) 3(7%) | 1(2%) 1(6%) | 3(17%) | 0(0%) | 0(0%) 1(3%) 9 (3%)
ANY ADVERSE 11(48%) | 11(26%) | 4(10%) | 4(22%) | 5(28%) | 7(18%) | 5(13%) | 10(26%) 57 (22%)
EVENT
(a) Adverse events reported by more than two subjects/patients in a given treatment group. Single dose adverse event data for Study 004 was

combined with muttiple dose PK data in Table 6.

(b} Dental Pain Study

Table 3b. Multiple Dose Pharmacokinetic Studies of Less than Four Weeks in
Duration Individual Adverse Events (%)
STUDY NUMBER 018 o017 023 Q25 o2 029 013 004 026 tota!
DOSE 1200 mg 1200 mg 1200 mg 1200 mg 1800 mg 1200 mg 600 mg 1200 mg 1200 mg 1200 mg
DURATION qd qd (1) qd{(c} Q0 {g) qd qd qd qd qd{e) qd(f)
4-7 days 7 days 7 days 7 days 8 days 8 days 22 days 22 days 22 days 1-29 days

NO. OF PATIENTS ned n=20 n=8 ne18 =25 nats n=42 nwd2 n=54 n=27 N =255
Gaslrointestinal

Oyspepsia 0{0%) o (0o%) 1 {13%) 1(6%) S (20%) 0(0%) 2(5%) 0{ 0%} o(o%) 2(7%) 11{4%)

Nausea 0{ 0%} 1105%) 2(25%) | 201%) | 6(24%) 1(7%) 2({5%) 1{2%) 2(4%) 1{4%) 18(7%)

Diarhea 0{ 0%} 2010%) | 225w 1(6%) 3(v2%) 1{7%} 2(5%) 1{2%) 0{0%) 2(T%) 14( 5%}

Canstipation a{ 0%} o { 0%} 2(25%) 0(0%) 1%y | ofow) 1{2%) 1{2%) 0 (0% 0(0%) 7 (I%)
Body »s 8 Whole

Headache 1{25%}) 5 {25%) 4 {50%) 6 (33%) 10 (40% 0{0%) G (0%} 2(5%) 5{9%) 6 (22%) 39 (15%})
Muscuiosketelal

Arthralgla 0 (0% Q{0%) 0 (0%) 3{17%) 1{4% 0(0%) 0 (0% 0{0%) 0 (0%) 0 (0%) 4({2%)
Liver and Biliary

SGOT increased 0 0%) 4 (20%) O 0%) 0{0%) o{O0%R) 1 7%} 1{2%) O {0%) 0({0%) Q(0%) e({2%)

SGPT Increased 0 (0%) 5 (25%) O { O%) 0(0%) of(o%) | 1(7%) 0 (0%} 0 {0%) 0 (0%) 0 {0%) 6 [ 2%)
Red Biood Cell

Anemia 0 ( 0%) 3(15%) 0(0%) 0{0%) 0{ 0%} 0(0%) 1(2%) 3(7%) 0 (0%} 0{0%) 7(3%)
21\2' 'ﬁ:\VERSE 2 (50%) 15(75%) | B(100%} | 11(e1%) | 17(ee%n) | 427wy | 16(38%) | 20(ae%n) | 12(22%) 16 (S9%) 121 (47%)

(3) Individual adverse everds reporied by more than two subjects i a given treatment group

{b) Onxaprozin alone
{€) Oxsprozin + 10 mg glyburide BID
{d}) Orapeozin + £20 mg methotrexaterweek

{e) Combined realment emergent adversa events from both single and multiple dose PK phases

T} Oxaprozin + enalapril
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Table 3c. Multipie Dose Osteoarthritis Studies of Four Weeks or More in
Daurztion Individusl Adverse Events (%)
stucty number 009 010 021 022 004 total
dose 1200 mg qd 600 mq tid 1200 mg qd 1200 mg qd 1200 mg qd
DURATION 6 weeks 4 wesks & weeks 6 weaks 8 WEEKS
no. of p.dents N=90 n=82 n=109 n=116 N =22 n=419
Gastrointestinal
Abdominal Pain 11 (12%) 13 (16%) 10 ( 9%) 12 (10%) 0 (0%) 46 (11%)
Dyspepsia 7(8%) 14(17%) 9 { B%) 11 ( 9%) 0 ( 0%) 41 (10%)
Nausea 5(6%) 16 (20%)}) 9 { B%} 9( 8%) 0(0%) 39{9%)
Diarrhea 6 { 7%} 6{7%) 6( 6%) 3(3%) 0 0%) 21 (5%}
Flatulence 5 (6%} 1(1%) 4 (4%) 2{2%) 0 (0%} 12(3%)
Constipation 3(3%) 4 (5%) 10 ( 9%) § (4%} 0 (0%} 22 (5%)
Melena 2{2%){b) 2{2%)(b) 1(1%) {b) 4 { 3%) (¢} 0 { 0%} 9{2%)
Respiratory
Upper Resp Infect 9 (10%) 12 (15%) 2(2%) 3(3%) 1(5%) 27{6%)
Rhinitis 3{ 3%} 3{4%) 1{<1%) 11(9%) 0{ 0%} 18( 4%)
Coughing 6{7%) 1{1%) 1 {<1%) 8(7%) 0{0%) 16 ( 4%)
Pharyngitis 3(3%) 2{ 2%} T {<1%} 6 { £%) 0 ({ 0%) 1.2 { 3%)
Central and Peripheral
Nefrvous
Headache 12 (13%) 9(11%) 12 (11%) 6 { 5%} 0(0%) 39 (9%}
Dizziness 5 { 6%) 2( %) 4{ 4%) 5 { 4%) O (0%) 16 ( 4%)
Body as a Whole
Injury - Accidantal 3(3%) 1{1%) 5 (5%) 1 {<1%) 0 (0%} 10 ( 2%)
Moatabolic and Nutritional
Diabetes Aggravated 5{ 6%} 1{ 1%) 0 ( 0%) 0 { 0%) 0{ 0%} 6{ 1%}
Skin and Appendages
Pruritus 5 (6%) 1{1%) 1 {<1%) 2 (2%} 0 {0%) 9 {2%)
tiver and Biliary System
Hepalic Function Abn 2 (2%} 1{1%) 5 (5%) 0 (0%) 0{0%) B (2%) (d)
ANY ADVERSE EVENT 61 (68%} 64 (78%) 71 (65%) 83 (72%) 5 (23%) 284 (68%)

{b} Positive Hamoccuts

{c) Positive Hemoccutts for two patients
(d) Seven patients also had increased SGOT and SGPT but were not included In table as only evants cocurring in >5% in at
laast one study have been included

{a) Advearse events occurring in 25% of patients in a given treatment group
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Table 4. Marketing Experience With Oxaprozin (Daypro®)

DRUG EXPERIENCE REPORTING SYSTEM
Frequency Analysis

Product: DAYPRO (33,501/18-841) OCT-29-1592 to OCT-28-1996

Body System United States : Body System Total
Event Telms Spontanaous

Gastro-Intestinal System Disorders 600 132
DYSPEPSIA
NAUSEA
ABDOMINAL PAIN
GI HEMORRHAGE
DIARRHEA
CONSTIPATION
GASTROINTESTINAL DISTURBANCE
VOMITING
STOMATITIS
MELENA
HEMORRHAGE RECTUM
PANCREATITIS
GASTRITIS
FLATULENCE
DUODENAL ULCER HEMORRHAGIC
STOMATITIS ULCERATIVE
PEPTIC ULCER
GASTRIC ULCER HEMORRHAGIC
HEMATEMESIS
PEPTIC ULCER HEMORRHAGIC
DUODENAL ULCER
DYSPHAGIA
ESOPHAGITIS
FECES DISCOLORED
GASTRITIS HEMORRHAGIC
ESOPHAGEAIL, ULCERATION
TONGUE EDEMA
GASTROESOPHAGEAIL REFLUX
GLOSSITIS
HICCUP
TONGUE DISCOLORATION
COLITIS
DUODENAL ULCER PERFORATED
GASTROENTERITIS
INTESTINAL GANGRENE
INTESTINAL OBSTRUCTION
PEPTIC ULCER HEMPER
PEPTIC ULCER PERFORATED
ILEITIS AGGRAVATED
DIVERTICULITIS
PEPTIC ULCER AGGRAVATED
ERUCTATION
GASTRIC ULCER
TOOTH DISORDER
STOOLS ABNORMAL
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DRUG EXPERIENCE REPORTING SYSTEM
Frequency Analysis

Product: DAYPRO (33,501/18-841) OCT-29-1992 to OCT-28-1996

Body System United States
fvent Terms Spoataneous Body Syatem Total
Body as a Whols - General Disorders 454 68
THERAPEUTIC RESPONSE DECREASED 108 2
ALLERGIC REACTION &7 15
LABCRATORY TEST ABNORMAL 47 2
EDEMA 38 1
UNSPECIFIED EXPERIENCE 35 1
ANAPHYLACTOID REACTION . 23 11
| FEVER 23 5
FATIGUE 22 I
MALAISE 21 2
FACE EDEMA 20 2
ASTHENIA 14 3
RIGORS - 14 I
CHEST PAIN 11 I
UNEXPICTED THERAPEUTIC EFFECT 8
HOT FLUSHES 7 2
INFLUENZA-LIKE SYMPTOMS 7 I
SERUM SICKNESS 5 4
OVERDOSE 5 3
DRUG INTERACTION NOS S 2
PAIN 4
EDEMA PERIPHERAL 2
BACK PAIN 2
EDEMA GENERALIZED 1 I
ANAPHYLACTIC SHOCK 1 I
SERUM DRUG LEVEL INCREASED 1 I
INJURY ~ACCIDENTAL 1 I
ESR INCREASED 1
CRYING ABNORMAL 1

Company Confidential — G.D. Searle & Co.
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DRUG EXPERIENCE REPORTING SYSTEM

Frequency Analysis

Product: DAYPRO (33,501/18-841) OCT-29-1992 to OCT-28-1996

Body System @hitad States
Evant Terms Spontaneous Body System Toul
Skin and Appendages Disorders 411 56

RASH 104 8
PRURITUS 54 5
URTICARIA 40 4
ALOPECIA 3g 2
PHOTOSENSITIVITY REACTION 25 2
RASH MACULO-PAPULAR 20 1
BULLOUS ERUPTION 20 I
RASH ERYTHEMATOUS 14 3
STEVENS JOHNSON SYNDROME 12 10
DERMATITIS EXFOLIATIVE 11 4
ANGIQEDEMA 10 5
SKIN EXFOLIATION 10 2
SWEATING INCREASED 9 I
S$KIN DISCOLORATION 6 I
ERYTHEMA MULTIFORME s 2
DERMATITIS 5

SKIN DISORDER 4
EPIDERMAL NECROLYSIS 3 3
RAIL DISORDER 3

RASH PSORIAFORM 3

SKIN COLD CLAMMY a

SKIN ULCERATION 2 1
ECZEMA 2

SKIN DRY 2
PEMPHIGOID REACTION 1 1
PHOTOSENSITIVITY ALLERGIC REACT 1

RASH PUSTULAR 1

SKIN HYPERTROPHY 1
PSORIASIS AGGRAVATED 1

HAIR TEXTURE ABNORMAL 1 -

Company Confidential - G.D. Searle & Co.
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DRUG EXPERIENCE REPORTING SYSTEM
Frequency Analysis

Product: DAYPRO (33,501/18-841) OCT-29-1992 to OCT-28-1886

Body Systam United States Body System Total
Evant Tarms Spontaneous

Psychiatric Disorders 172 18
SOMNOLENCE 30
CONFUSION 25
DEPRESSION 17
INSOMNIA 16
NERVOUSNESS 13

by b B ey Ly

.

7
5
4
AGITATION 3
DEPRESSION AGGRAVATED 3
DREAMING ABNORMAL 3
SUICIDAL IDEATION 3
APPETITE INCREASED 2
EMOTIONAL LABILITY 2
DELIRIUM 1
AGGRESSIVE REACTION 1
DELUSION 1
DEPERSONALIZATION 1
LIBIDCO DECREASED 1
THINKING ABRORMAL 1

Py By by L

Cantral and Periphaeral Nectvous System Disorders 159 1
DIZZINESS 42
HEADACHE 35
PARESTHESIA 21
TREMOR 12
HYPOESTHESTA 10
VERTIGO
SPEECH DISORDER
TWITCHING
CONVULSIONS
SENSORY DISTURBANCE
GAIT ABNORMAL
PARALYSIS
CRAMPS LEGS
COMA
ERCEPHALOPATHY
HYPERTENSION INTRACRANIAL
DYSTONEA
HYPERTONIA
MIGRAINE
NEURALGIA
NEURITIS
PTOSIS
SCOTOMA
STUPOR
MENINGITIS
MYASTHENIA GRAVIS-LIKE SYNDROME

LR X Y
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DRUG EXPERIENCE REPORTING SYSTEM
Frequency Analysis

Product: DAYPRO (33,501/18-841) OCT-29-1992 to OCT-28-1996

Body System Unitad Statas
Event Tarms Spontanecus

Body System Total

Urinary System Disorders
RENAL FAILURE ACUTE 14 .1
HEMATURIA 14
DYSURIA 12
MICTURITION FREQUENCY 11
NEPHRITIS INTERSTITIAL
NEPHROSIS
RENAL PAIN
URINE ABNORMAL
ALBUMINURIA
RENAL FUNCTION ABNORMAL
URINARY TRACT INFECTION
MICTURITION DISORDER
OLIGURIA
RENAL CALCULUS
URINARY RETENTION
BLADDER CALCULUS
NEPHRITIS
POLYURIA
RENAL ABSCESS

LRV

b

B b et ek e B R R R R D LS o

Metabolic and Nutritionat Disorders
WEIGHT INCREASE
HYPERGLYCEMIA
WEIGHT DECREASE
HYPOGLYCEMIA
CREATINE PHOSPHOKINASE INCREASED
EDEMA LEGS
XEROPHTHALMIA
NPN INCREASED
HYPERCHOLESTEROLEMIA
BUN INCREASED
HYPOKALEMIA
LDH INCREASED
DEHYDRATION
ACIDOSIS
HYPERCALCEMIA
HYPERLIPEMIA
KYPOVITAMINOSIS

LR N

e
Ll ol ol S SN N YR T I W SN P Y
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None
NO ADVERSE REACTION

~J
3
—

Piatelet, Bleeding & Clotting Disorders
PURPURA
THROMBOCYTOPENIA
BLEEDING TIME INCREASED
EPISTAXIS
PROTHROMBIN INCREASED
GINGIVAL BLEEDING
COAGULATION DISORDER
PROTHROMBIN DECREASED
DIC
HEMORRHAGE NOS

W
thed oo
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DRUG EXPERIENCE REPORTING SYSTEM
Frequency Analysis

Product: DAYPRO (33,501/18-841) OCT-29-1992 1o OCT-23-1996

Body System
EZvant Terms

United Statas
Spontanecus

Body System Total

Liver and Biliary System Disorders
HEPATIC FUNCTION ABNORMAL
PORPHYRIA
HEPATITIS
JAUNDICE
HEPATIC FAILURE,

SGOT INCREASED
CHOLECYSTITIS

GALL BLADDER DISORDER
HEPATITIS CHOLESTATIC
SGPT INCREASED

Autonomic Nervous System Disorders
HYPERTENSION
SYNCOFPE
HYPOTENSION
MOUTH DRY
SALIVA INCREASED
PALLOR
MYDRIASIS
GLAUCOMA
HYPERTENSION AGGRAVATED

Respiratory System Disorders
DYSENEA
LARYNGISMUS
RRINITIS
BRONCHOSPASM
LARYNX EDEMA
UPPER RESP TRACT INFECTION
SINUSITIS
PNEUMONTA
SPUTUM INCREASED
HEMOPTYSIS
HYPERVENTILATION
PULMONARY EDEMA
RESPIRATORY DISORDER
BRONCHITIS

Vision Disorders
VISION ABNORMAL
DIPLOPIA
CONJUNCTIVITIS
EYE ABNORMALITY
BLINDNESS
CATARACT
CORNEAL OPACITY
EERATITIS
PHOTOPHOBIA
LACRIMATION ABNORMAIL
CORNEAL DEPOSITS
HACULA LUTEA DEGENERATION
CONJUNCTIVAL HEMORREAGE

Company Confidential ~ G.D. Searle & Co.

[Ty
F S = e R R U LN

)
Bk b L D D

L

Ll el el e e el ST Y

N

b b bk b b RS LI A

Y YRR

L LY X

[

[ N XY Y

Ty huy

70 2t

55 1

48 i3

40 2



NDA 20-776, Searle - Benilas (Oxaprozin Potassium) - Appendix B Page VIII-20

DRUG EXPERIENCE REPORTING SYSTEM
Frequency Analysis

Product: DAYPRO {33.501/18-841) OCT-29-1992 to OCT-28-1996

Body System Unitad States Body System Total
Evant Terms Spontanecus ¥s

White Cell and RES Disorders 34 i6
LEUKOPENIA 19
EOSINOPHILIA 7
AGRANULOCYTOSIS 3

3
1
1

e b g

LYMPHADENOPATHY
LEUKOCYTOSIS
LYMPHADENOPATHY CERVICAL

Hearing and Vestibular Disorders 13 2
TINNITUS 23 1
DEAFNESS 2 I
EAR ABNORMALITY 1

Red Blood Cell Disorders 24 13
ANEMIA i
PANCYTOPENIA
MARROW DEPRESSION
ANEMIA APLASTIC
HEMOLYSIS
IRON METABOLISM DISORDER

Ll Sl
by b O

Musculo-Skeletal System Disorders 23 7
ARTHRALGIA 1
MYALGIA
ARTHRITIS AGGRAVATED
MYQPATHY
ARTHRITIS
HEMARTHROSIS

MW S
S by b o

Heart Rate and Rhythm Disorders 23 3
PALPITATION 1
TACHYCARDIA
CARDIAC ARREST
FIBRILLATION ATRIAL
ARRHYTHMIA VENTRICULAR
ARRHYTHMIA

Speclal Senses Other, Disorders 22 3
TASTE PERVERSION 1
TASTE LOSS
PAROSMIA

R R R LA
by

LS -
ot doag Tg

Reproductive Disorders, Female 22 1
MENSTRUAL DISORDER -
VAGINAL HEMORRHAGE
DRUG EXPOSURE DURING PREGNANCY
LACTATION NONPUERPERAL
MENORRHAGIA
PERINEAL PAIN FEMALE
BREAST ENLARGEMENT
BREAST PAIN FEMALE
DY SMENQRRHER
INTERMENSTRUAL BLEEDING
VAGINITIS

bt el b e b B R WA A
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DRUG EXPERIENCE REPORTING SYSTEM
Frequency Analysis

Product: DAYPRO (33,501/18-841) OCT-29-1992 1o OCT-2

8-1996

Body System United States
Event Terms Spontanecus

Body System Total

Vascular (Extracardiac) Disorders
FLUSHING 1
VASCULITIS
CEREBRAL HEMORRHAGE
CEREBROVASCULAR DISORDER
OCULAR HEMORRHAGE

P R
oy

Cardiovascular Disorders, General
CARDIAC FAILURE
EDEMA DEPENDENT
HEART DISORDER

Hu

Reproductive Disorders, Male
PROSTATIC DISQRDER
EJACULATION FAILURE -
EDEMA SCROTUM
FERTILITY DECREASED MALE

o i

Resistance Mechanism Disorders
SEPSIS
INFECTION VIRAL
STOMATITIS APHTHOUS
HERPES ZOSTER
HERPES SIMPLEX

bt ek gt et

Myo Endo Pericardial & Valve Disorders
MYOCARDIAL INFARCTION
PERICARDITIS
ANGINA PECTORIS

Ll N ]
[

Collagen Disorders
ARTHRITIS RMEUMATOID AGGRAVATED
ANTINUCLEAR FACTCR TEST POSITIVE
COLD AGGLUTININS POSITIVE

[y
[

Application Site Disorders
CELLULITIS 1 I
SKIN NODULE 1

Endocrine Disorders
GYNECOMASTIA 1
HYPOTHYROIDISM 1-

Neoplasm
LEUKEMIA 1 i

Total Number of Events: 2597 448
Total Number of Reports: 1543 212

Company Confidential — G.D. Searle & Co.
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Table 5. Relative reporting frequency of fatal AEs for NSAIDs
Overview of Total and Fatal Reports
{descending order by total)

NSAID # total 4 fatal Percent |
Naproxen OTC | satl 14 02%
lbuprofen Rx L 6732) 319 4.7%
Naproxen Rx | 6204 351 5.7%
Ibuprofen OTC 1 5675 451 0.8%
Piroxicam 5441 349 6.4%
Zomepirac 5338 221 4.1%
Diclofenac Sodium 4492 651 14.5%
Indomethacin 4148 5031 12.4%
Sulindac * 4103 270 6.6%
Acetaminophen {single) 3466 524 15.1%
Benoxaprofen 3266 334] 10.2%
Nabumetone 2637 53 2.0%
Aspirin (single) 2595 199 7.7%
Fenoprofen B 2494 91 3.6%
KetorolacM | 2083 167 7.3%
Tolmetin 2075 108 5.2%
Etodolac 1780 42 2.4%
Oxaprozin I 1764 34 1.9%
Diflunisal 1458 90| 6.2%
Phenylbutazone 1254 210 16.7%
Ketoprofen Rx 1182 57 © 4.8%
Ketoprofen OTC 1171 0 0.0%
Naproxen Sodium 1155 38 3.1%
Flurbiprofen Oral | 10601 26  2.5%]
Ketorolac Oral 903 = 49 5.4%
Suprofen Oral - 5951 10f - 1L7%]
Sodium Meclofenamate 558 18 . 32%
Oxyphenbutazone 458 59 12.9%
Mefenamic Acid 386| 36 93%
Diclofenac Potassium o 242 15 6.2%
Diclofenac XR 57] 30 52.6%
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Table 6a.

incidence (%) of Most Commanly Occurring Adverse Events and Withdrawals due to Adverse
Events in Published RA Trials with Oxaprozin Acid®

Barber, etal ! | Vreede, etal ° | Appelrouth, et al 3 Poiley, et al *
6 months 26 months 6 months 1 year
n=109 n=73 n=79 n=98

Headache 8 1
Rash 8 10 18 6
Nausea 7 12 7 10 5
Dyspepsia 5 10 i3 3
Abdominal Pain 4 15 9 5
Constipation 5 10 8
Diarrhea 8 5
Tinnitus 5
Vomiting 1
Appetite Change 6
Flatulence 6
Withdrawal due to AE 11 16 1" 15

Blank cell = not reported in the paper, AE= Adverse Event
a “Most commonly occurring” as defined by each author
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Table 6b.

Incidence (%) of Most Commonly Occurring Adverse Events and Withdrawals due to Adverse
Events in Published OA Tnals with Oxaprozin Acid’

Kolodny, etal 5| Powell, etal & | Weaver, etal 7 | Makarowski, et al ®
6 months 12 weeks 6 weeks 6 weeks
n=456 n=45 n=109 n=116
Abdominal Pain 8 11 9 10
Nausea 8 13 8 8
Dyspepsia 5 g i 9
Headache 11 11 5
Constipation 5 7 g
Diarrhea 8 7 3
Flatulence 4 2
Rhinitis 9
Coughing 7
Pharyngitis 5
insomnia 4
Dizziness 4
Rash 4
Vomiting 4
Tinnitus 3
Withdrawal due to AE 13 20 7. -9

Blank cell = not reported in the paper, AE= Adverse Event

a “Most commonly occurring” as defined by each author
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Oxaprozin [DAYPROY]

NSAID
Therapy of osteoarthritis & rheumatoid arthritis
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Background

DAYPRO (oxaprozin) is an approved NSAID which is indicated for acute and long-term
use in the management of the signs and symptoms of osteoarthritis and rheumatoid
arthritis. The labeled dosage is 600 to 1200 mg per day given in a single dose {q.d.)
because of the drug’s long half-life (25 to 50 hours). At the time of approval, the Spon-
sor took the obligation to perform several Phase 4 studies, whose results are in this
submission as support of the Iabeling changes for DAYPRO (oxaprozin).

Proposed Labeling Changes and the Data Supporting Them

Below are the labeling changes proposed by the Sponsor (in italics) followed by the
Reviewer's comments and conclusions:
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All of the above mentioned changes are based on the results of a study conducted by
the Sponsor and entitled “The Effects of DAYPRO® (Oxaprozin) 1200 mg QD on
Platelet Function in Normal Healthy Subjects.” In this open-label trial, 15 healthy
male subjects (7 whites and 8 blacks) received 1200 mg DAYPRO daily for
8 days. Six untreated male subjects were used as ‘placebo’-controls. Platelet
( aggregation tests and template bleeding time were performed 4 and 24 hours
after DAYPRO-dosing on Day 1 and Day 8. All subjects had to return to the in-
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vestigator on Day 12 for ADR assessment, template bleeding time and platelet
aggregation tests. Subjects with a bleeding time >7 minutes and/or platelet ag-
gregation decrease by >50% were to have these tests repeated on Day 15 and,
if needed, on Day 21. Of the 15 subjects in the DAYPRO group, only 11 com-
pleted the study (2 were lost to follow-up and 2 had pre-existing conditions that
disquatified them to participate in the trial). Of the 6 subjects in the placebo
group, S completed the study (1 was lost to follow-up). Thus, we have DAYPRO
data from 11 subjects to be compared to ‘no-treatment' data from 5 subjects.

The template bleeding time is a pretty stable laboratory parameter in the same
individual over a reasonably short period of time (2 weeks) if nothing intervenes
that could possibly influence it. In this trial, the only factor that could influence it
would be the ingestion of oxaprozin  From the graph, that depicts the mean
template bleeding times for the two treatment groups (oxaprozin and 'placebo’)
[vol. 65.15, page 56 of 59], it is obvious that only the DAYPRO-treated subjects
had a prolongation of the bleeding time. When looked at individually, none of
the 'placebo’ subjects had any prolongation of the bleeding time, whereas 3 out
of the 11 individuals on oxaprozin had no prolongation as compared to baseling;
a 20% to 50% post-dosing prolongation was found in 6 subjects, and two had a
prolongation of their bleeding time of 100% and above (subjects 1 and 5). The
lack of statistical significance of the mean values between active drug and no-
drug are meaningless because of the small sample size: if one considers that
two, otherwise healthy, subjects in this study had a significant prolongation of
the bleeding time after taking DAYPRO, because of the sample size of 11 test
subjects, the 95% probability is that about 50% of all patients treated with
DAYPRO may have a significant prolongation of their bleeding time. Another
shortcoming of this study is the fact that it did not include women, who make up
70 to 80% of the patient population in which DAYPRO will be used. The next
time the Sponsor plans to conduct a similar study, it should be placebo-
controlied and double-blinded, and include a few subjects treated with a known
active control drug, such as aspirin. For the above reasons, the conclusions of
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Conclusions

The conclusions of this review are the underlined parts of the main section Proposed
Labeling Changes and the Data Supporting Them.
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cc.  Orig. NDA 18-841
HFD-550
HFD-340
HED-550/CSO/CKoerner
HFD-550/MChang
HFD-550/CHEM/CYaciw
HFD-550/PHARM/CChen
HFD-550/MO/RWidmark
HFD-550/SMO/JHyde -
HFED-550/DIR/WChambers
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