Scope of the Phase lIb/Ill OA Efficacy Program

o Week 1 Year
Number of Studies 4 p

Patients Randomized
Total

Placebo
Rofecoxib 12.5 mg
Rofecoxib 25 mg
NSAID




Demographics of Patients with OA
~ Phase Il Efficacy Studies

e All patients met clinical and radiographic criteria for OA

e All studies enrolled patients with knee or hip as the
primary study joint

¢ -89% regular users of NSAIDs whose pain worsened
upon discontinuation

¢ 11% routine acetaminophen users with OA symptoms
at 2 visits

e Average duration of OA: 10 years
e Average age: 64 years (range 38 to 95 years)




Primary and Key Secondary Endpoihts
- Rofecoxib OA Studies

¢ Primary endpoints
— Walking pain (WOMAC)
— Patient assessment of response to therapy
— Investigator assessment of disease status
e Key secondary endpoints

— Pain, stiffness, and physical function sub-scales
elvre)

— Patient global assessment of disease status
+ Discontinuations due to lack of efficacy




OA Pain Walking on a Flat Surface
‘Rofecoxib 12.5 mg & 25 mg Once Dally

1 Baseline Mean =75 mm O - A Baseline Mean = 73 mm
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Rofecoxib Relieves OA Joint Stiffness, Upon Awakenmg
12.5mg & 25 mg Once Dally gAM
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One Year Phase Ill OA Efficacy Studies Plus Extensions
- Study Schematic

Rofecoxib12.5 mg once daily
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One Year Phase lll OA Efficacy Studies

‘Patient Accounting

Number of?yPatients
Randomized
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Long Term Efficacy in OA - Rofecoxib 12.5 mg & 25 mg QD
. OA Pain Walking on a Flat Surface

I Béseline Mean = 73 mm ‘
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p < 0.001, all groups compared to baseline. Protocgl§35




Consistency of Response
Pain Walklng on a Flat Surfaoe (WOI\/lAC)

Rofecoxib 12.5 mg Rofecoxib 25 mg
6 Weeks: :

Protocol 033 N=190 -34 N=201 -36
Protocol 040 N=219 -38 N=221 -38

12 Weeks:

Protocol 034 = -35 = -35
Protocol 035 - -36 - -39

52 Weeks:

Protocol 034 = -38 = -39
Protocol 035 - -43 = -41
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ationale for Doses Recommended
for Osteoarthritis

Primary dose: Rofecoxib 12.5 mg once daily

Some patients may receive additional benefit from 25 mg




Optimal Doses
Two 6-Week P

Treatment

Protocol

ofecoxib 12.5 and 25 rhg QD
nase |l Dose Ranging Studie{sm_ﬁ

Patient Global Response | ower Extremity Edema
to Therapy (0 to 4 Scale)

Placebo

.

Rofecoxib

5 mg
12.5 mg

25 mg‘

50 mg
125 mg

Protocol 029 N=145

Protocol 029 N=149

Protocol 029 N=144

Protocol 029 N=137

Pro{'ocol 029 N=97

Mean Difference from Placebo % Patients with > 1 AE
0.7%

2.7%

2.1%

2.2%

5.2%




Rationale for Including Rofecoxib 25 mg Once Daily
Pain Walking on a Flat Surface: Comblned OA Studles

Favors Rofecoxib 25 mg 4---?0 ----% Favors Rofecomb 12 5 mg

AlMPatients”

"%Knee OA —@
:

"~ Hip OA

Baseline Pain > 85 mm

OA Duration 2 10 years

Body Weight = 100 kg

-10 -5 0 5 10
. Mean Difference (mm) + 95% ClI |
"Rofecoxib 12.5 mg N=1087

Rofecoxib 25 mg  N=1075 - Protocols 029, 033, 034, 035, 040 Cogb'?ed




Osteoarthritis Efficacy Summary ,
Rofécoxib 12.5 mg & 25 mg Once Dally

e Clinically effective in the treatment of osteoarthritis
e Efficacy statistically equivalent to:
— Diclofenac 50 mg three times daily
—lbuprofen 800 mg three times daily
e Sustained efficacy for 24 hours with once daily dosing
e Efficacy maintained with chronic treatment for > 1 year
e Recommended doses:

— Primary dose 12.5 mg, some patients may receive

additional benefit from 25 mg
¥




Efficacy in Analgesia

e Three validated models of pain
— Dental surgery - pain following removal of molars

— anary dysmenorrhea - painful cramps with no
- other identified etiology |

— Orthopedic surgery - pain following total hip or
knee replacement

¢ Single dose data
e Multiple dose data




‘Scope of Analgesia Program

Dental Primary Orthopedic
Surgery Pain Dysmenorrhea  Surgery Pain

1 day study 3 day study 5 day study

Number of étudies 5 3 1

Patients Randomized
Total

Placebo

Rofecoxib
NSAID




Dental Surgery Pain
Pain Relief Over Time

" Protocol 066 | Protocol 071
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® Rofecoxib 50 mg lbuprofen 400 mg  © Placebo
Protocol 066 N=50 N=51 N=50 -

Protocol 071 N=50 N=52 N=50
p < 0.001 rofecoxib compared with placebo. 41




Dental Surgery Studies — Duration of Action
'+ Time to Rescue Medication

Median Time to Rescue (Hours)

lbuprofen ‘Rofecoxib
Placebo 400 mg 50 mg

Protocol 066 6.4 9.3 >24*
N=17/50 (34%) N=32/51 (63%) N=32/50 (64%) '

Protocol 071 3.1 7.0 03.6 *
N=12/50 (24%)  N=35/52 (67%) N=37/50 (74%)

*p < 0.001 compared with placebo.
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Efficacy in Primary Dysmenorrhea
Rofecoxib 50 mg Initial Dose

Protocol 055 , Protocol 056
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Efficacy in Orthopedic Surgery Pain
Rofecoxib 50 mg Day 1
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Multiple Dose Efficacy Orthopedic Surgery Pain
Patrent s Global Evaluation of Study Therapy Days 2 toS
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yofecoxib: Efficacy in Analgesia

Rofecoxib efficacy confirmed in all three types of pain
— De’htal surgery - Day 1 over 24 hours, single dose
— Dye.menorrhea -Day 1 over 24 hours

— Orthopedic surgery -Day 1 over 12 hours (last tlmepomt |
measured on Day 1), once daily for 5 days

Rapid onset of action (~45 minutes)

24 hour duration of action, consistent with once daily dosing
Recommended dosing (1 to 5 day studies) 3

— Primary dose 50 mg once daily

After the first dose, some patients may receive relief from
acute pain with 25 mg once daily
46




Rofecoxib
Efficacy Conclusions

e A COX-2 specific inhibitor
e Efficacy in osteoarthritis 12.5 and 25 mg once daily

— Clinically and statistically equivalent to |
Ibuprofen 800 mg TID and Diclofenac 50 mg TID

e Efficacy in analgesia 50 mg once daily

— Similar to lbuprofen 400 mg and Naproxen sodium 550 rﬁg

¢ For the treatment of osteoarthritis and relief of acute pain
sustained efficacy for 24 hours following a single daily dose

v
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Rofecoxib
Gastrointestinal Safety

- Evaluation of Rofecoxib Human Gastrointestinal Safety

Dr. Thomas Simon




