Appendix 7.2. Comparison of studies 010 and 029.
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010 029
Design R,DB,PC R,DB,PC
Doses Placebo, 25mg, '125mg, | Placebo, 5mg, 12.5mg, 25mg, 50mg
Patients randomized per arm 72 73 74 145 149 - 144 137 97
Formulation Formulation A (25% Three different formulations (5 %, 7.5%
formulation) and 25% formulation)
Baseline Demographics
Age, gender, race, weight, years of disease: | Similar for both studies
ARA functional class: I, IT, IIT 22.8%, 66.7%, 10.5% 15.8%, 66.7%, 17.6%
Efficacy endpoints: Similar for both studies
Affected joint Knee only Hip and knee (except the 50 mg group
that included knee only)
Comparison of results
Efficacy outcomes: 25mg = 125mg 25mg - 50mg comparison
Pt assessment of Arthritic Pain (VAS) No Different Not measured
WOMAC Pain Subscale (VAS) “ou 50mg SS Different from 25
WOMAC pain walking on flat surface “ o “ou
Pt Global of Response to Therapy “oe “ou
Investigator Global or Disease Status o “.“
WOMAC Physical Function Subscale o “ «
WOMAC Stiffness Subscale o “o«
WOMAC Total Score Average o “ow
Patient Global of Disease Status “ou no SS different
Discontinuation due to Lack of Efficay | 5.6% 14% 4.4% 3.1% (no SS diff)
Safety: Disc due to' Adverse Events 5.6% 15:1% 5.1% 5.2%
NDA 21-042/21-052 M.L. Villalba, M.O. 5/17/99
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( Appendix 7.3. Study 029-10 design.
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Rundiwnization
~aff - Base Study P Extension Study ———
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Appendix 7.4. 029-10 randomization and accounting
LO Hi
Base: Placebo or 5 mg MK-0066 12.5 rog or 25 mg or 50 mg MK-0966
Extension: MK-0966 Diclofenac MK-0966
125 mp 25 mg 150 mg 12.5 mg 25 mg 350 mg
ENTERED THE EXTENSION: 54 47 92 50 101 123
Male (age range)’ 22(46-76) | 13 (d46-74) 28 (44-78) 14 (50-73) 23 (46-92) |- 35 (40180
Female (age range)” 32(40-75) | 34 (39-83) 64 (40-81) 36 (39-81) 78 (44-80) | 88 (39-83)
n (%) n (%) n (%) n (%) n (%) n (%)
COMPLETED: 40(74.1). [-35(145) | 69(75.0) 38(76.0) 69 (68.3) 89(72.4)
DISCONTINUED: 14(25.9) 12(255) 23(25.0) 1224.0) 3231y 34(27.6)
Clinical adverse experiences 4 (74) 5(10.6) 7(1.6) 4.(8.0) 6 (59) 15(1222)
Laboratory adverse experiences 0 (00 0 (0.0) 7.(7.6) 0 (.0 0. (0.0 1 (0.8)
Deviation from protocol 4 (14) 0 (0.0) IBTR) 0 (6.0) 2.0 1-0.8)
Patient withdrew consent 0 (0.0) 0. (0.0) 1D 3 (6.0 6 (5.9) 6 4.9)
Lost to follow up 0.(0.0) L@ 1.:(1.1) 0 (0.0) 1 (1.0) 0 (0.0)
Lack of efficacy 4 (7.4) 3 (69 3 .33 5¢10.0) 17(16.8) 9 (13)
Other reasons? 2 3.7 3 (64) 333 0 {0.0) 0 (0.0) 2 (L6)

NDA 21-042/21-052 M.L. Villalba, M.O. 5/17/99
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( Appendix 7.5. Study 029 changes in primary endpoints.

4.2.1:: Pain Walking on a Flat Surface (WOMAC),
Muan Change From Bascline at Screening, Weeks 2, 4, 6. 8, 14, 22, and 30,
(Intention-10-Treat Approach) (Conb )

On-Rx
Treatment Bascline - On-Rx - Mcan SD LS Mean 95% C1 for
(Base/Extension) N Mean Mean  Chanee - Chanpe - Change Mein Chanpe”
Weoek 22
Placebo/12.5 myg 23 75.87 32.22 4338 2985 4245 (-53.80.-31.10)
Puxebor2s mp 2 .98 N05 A3 2191 4741 (-89.26.-35.46)
Ptacebo/Dickolena K y) na 249 399 12 -42.37 -51.13..33.62)
Smg/125mg 3 TIL6% AR 2R 26.37 -41.56 (-51.90-31.22)
5 mig/2S mp 270 TRAY 04 4TI0 2726 4608 (-56.51.-35.66)
5 mg/Diclofenc 43 T228 2006 4312 29.6% 4651 (-55.29.-37.73)
128 mp/12.5mg 48 $33 KA SRR X A .66 =38.04 (-46.37..29.65)
125 mg/25 mg 50 CHR0 0 40RA 2996 0 35753230 («4066.-23.93)
25 mg A mg sl 1563 3851 =37.12 2590 -36.99 (-45.14,.28.84)
25 mpSOmg 50 w60 4301223308 27188 -33.46 (~41.90.-25.01)
50 mgsSU mg 73 404 42 =62 27.9% 4290 (-50.36.-35.44)
waek 30

Placebo/12 5 mg 23 1557 32.70- -3187 3188 -35.19 (-47.02.-2338)
Placebo/28 mg 20 1295 NSO 4 as 2598 41,73 (-84.19..2927)
PlacehvDickotense Eyl 20 A2 SRR Y 1) 31,90 o] (46.81..25.54)
S mg/12 S mg A TIAR O U3RRA L WIRS RS LIRS (-49.37.2781)
S5mp25my 27 78.33 3337 4496 24.38 -41.98§ (-52.81.-31.08)
5 mp/Diclofenx: 43T OMOSDD 2937 A58 (85.02-36.71)
128 mp/ 125 mg 43 6933 46 31,88 30,49 <3474 (-43.:45.2602)
12.5 mg25 myg 50 RO 4142 2938 26.79 2981 (-3R.54.-21.00)
25 mg25mg 51 7563 3820 -3743 758 -315.60 (44.10.-27.10y
25 my/S0 my ) 6.20 4204 .16 2476 -32.70 (-41.50.-23.91)
50 me/S0 mp KA T4 2041 38 30.71 -37.13 {-45,11.:29.56)

" Derived from LS mean.

4.2.2: Patient Global Assessment of Discase Status (VAS),
Mean Chunge From Bascline at Screening, Weeks 2,4, 6, 8, 14, 22, and 30,
(Intention-to-Treat Approach) (Cont.)

Oo-Rx
Treatmeot Bascline - On-Rx Mean SD LS Mean 95% Cl for
(Base/Exiension) N Mean Mean  Chanee - Chanpe - Change - Mean Change”
Wk 22
Placcbo/12.5 mg px ] 65.61 3339327 3197 -34.8R (—45.86.-23.90)
Ptacehov2$ mg 20 [ 2688 3165 19.41 -42.53 (-54.15.-31.02)
Pacebo/Diclolenac 47 6496 3048 «M51 nas <3932 (+47.60,-30.65)
Smg/12 Smg iy 7323 30.26 4297 29.12 40 .82 (-50.83.-30.82)
5 mg25 mg 27 289 3222 4067 21.65 -39.46 (-49.53.-2939)
5 mg/Diclofenx 4 nao 233 =207 29.20 4277 (-51.27.-342%)
125 mg/12.5mg 28 6196 WEK 2308 30.02 -30.20 (-38.29.-22.11)
125 mp25 mg 49 ©®.27 39.76 - -D51 26.70 -20.53 (-37.73.:21. M)
25 mg/25 mg 51 eBSl FTSY 3108 2976 3242 (4DAL-2454)
25 mg/SOmg » 71.86 4100 -30.86 25583 -30.54 (-18.74.-2233)
SO mpS0mg 7 68.58 N8 ar03 29.56 -38.92 (-43.14,-28.70)
Wock 30

Placebo/12.5 mg n 65.6) 360132948 1164 -30.07 (-4130-18.85)
Pracebo/2S mg 20 6480 508 2948 21.02 <3240 (<44.23,-2058)
PuceboDiclolenac 47 6496 31473349 3034 <3532 (<43.99,.26.66)
Smg/125mp k]| T2 3248 8074 26.83 23596 - («46.19.-25.73)
’ 5 mg/25 myg 7 78 3430 - -3859 26.70 -35.65 (-45.95.-2535)
{ Smeficiofenac 41 TI40 3102 4037 301 B34 (47.03.-29.68)
) ) 125 wp/12.5mg - 61.96 W96 L2300 0.4 2149 (-3547.-1892)
125 mp25 mg 49 69.27 4086 -2R4) M4 “a25.81 (~34.21,-17.46)
25 mp/2S mg 51 6861 3843 .30.18 0.9 2929 (-3735.-2123)
25 mg/S0 mg L) TNB6 4212 M0 2439 -26.96 (-3535.-1857
50 me/%0 mp n 68.58 2163640 2045 274 (-4,11.-25.36)

" Derived from 1S mean.

* NDA 21-042/21-052 M.L. Villalba, M.O. 5/17/99




54

A.7.5 (cont).

4.2.3: Investigator Global Assessmient of Discase Status (Likert),
Mezn Change From Bascline st Screening, Weeks 2, 4, 6, 8, 14, 22, and 30,

(Intention-io-Treat Approach) (Con)
On-Rx
Treatment Bastline * Op-Rx - Mean SD LS Mecan 95% (1 for
{Base/Exténsion) N Mean ~  Mean " Change Qunge  Chimge  Mean Change’
Week 22
Placebo/12.5 mg 23 kX" 1.00 204 L4D 201 (-241.-161)
mg 20 27 L0 -1.68 [1%.1.] -1.91 (-233,:1.49)
PraceboDicholense 4% 28 1.09 «1.76 1.8 <. (-2.25.-163)
Smp1258 mg k] 297 1.03 -1.94 09 +1.95 (23151583
Smp25 mp 27 293 133 -1.59 128 L7 (-2.08.-1.34)
3 e/Dickofenix: 43 284 1.07 =177 123 -1.97 (-2.2%; -1 66)
125 mp/12.8 mg 48 292 L. -1.68 119 -1.74 (-2.03,:148)
l?..Slns/Elng 50 ek Sl -1.50 0.97 -1.53 (-1.82,.1.23)
25 mg2S mg 31 292 124 .69 0.99 L7600 (208, -1.48)
25 mp/S0 mg ® 2, 150 Gl 1.10 149 (179, :1.49)
50 mg/s0 me n 2.86 1.08 -1.7% 1.06 -1.81 (-2.07.-1 %4
: Wack W0

Plcebo/12 5 my 3 304 1.04 2,00 1.2) -1.80 (228, -145)
Pacebar2s g 20 218 LI -1.68 0.X% -1.83 (-2.26,-139)
PaceboMiclorense 47 k3 g 144 1R} 126 -1.86 (-2.18,-154)
Sog/12.5 mg 31 a2y 103 .19¢ LO0 185 (:223..148)
5 mg/25 mg 27 293 1.37 -1.56 115 -1.57 (-1.95,-1.19)
3 mp/Dickofenac 43 284 1.08 =179 1.4 -1.91 (-2.23,-158)
RIngN2S mg 4 289 1.3 ~1.58 1.19 -1.%9 (-1.89,:1.28)
12.5 mg/2S mg 50 2, 142 .82 L0} Le5 - (175..1.14)
25 mg/S mg 51 292 1.37 -1.58 117 -1.54 184, -124)
25 mgs80 mg 49 292 15 -1.41 1.08 -136 (-1.67,-1.05)
0 mp/sO mp n 286 1.01 -1.8% 1,02 -1.81 (-2.08,:1,53)

! Denived from LS mean.

_—
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( ~Appendix 8.1. Study 033.

Patient Accounting

MK-0966 Thuprofen
Placebo 125mg 25 mg 2400 mg - Total
ENTERED; 69 219 227 221 736
Male (age range)’ 130321070} { 52(391091) | 65(391084) | S8(431082) | 188 (391091)
Female (ape range)’ 564010 871 | 167 (391086) | 162 (391085) | 163 (41 1081) | S48 (391087)
R (%) n_ (%) o (%) noo (%) n._ (%)

COMPLETED: 50 (725) | 186 (R49) 200 (BR.1): | 189 (R5.5) 625 (84.9)

DISCONTINUED: 19 (27.5* | 33 (15.1) 27 (11.9) 32 (145 111 (15.1)
Clinical adverse experience 4. (5.8) 12.(55) 15 (6. g8 .36 39-(53)
Laboratory adverse expericnce 0 (0.0) 0 (0.0 0 (0.0 I {085 1D
Deviation from protoco} 0 (0.0 1 0% 1. (04) 0 (00D 2 (03)
Paricnt withdrew consent 2 Q9 1 (0% 209 209 7 (1.0)
Lost to follow up 0 {0.0) 1 (05) 0. ©0 0 (0.0 L0
Lack of efficacy 13 (88| 17 (7.8) 9 (4.0) 19 (8.6) 58 (1.9
Other reasons® 0 (0.0) 1-¢0.5) 0 (00) 209 3 (04

* p<0.05 vs. MK-0966 and ibuprofcn,

" Birth date masking 10 12731/XX in database, where XX is the true year of birth, may cause patient’s age (o appear
1 year younger than the actual age, depending on the date of randomization.  All paticnts were 239 years of age
when randomized.

¥ Inchudes reasons other thun those listed.

Data Source: ]4.23; 4.33)

Appendix A.8.2
Analysis of End Point: Pain Walking on a Flat Surface (WOMAC)'
Mcan Change From Baseline (Flare/Randomization Visit)
Averaged Over 6-Week Treatment Period
(Intention-to-Treat Approach)
Trestment
Bascline  Period Mean LSMeant
Treatment Mean Meun Change SDof Change 95% 1 for
Group N {mm) (mm) (mm) Change {mm) LSMcan Change
Placebo L 7351 55.68 -17.82 2611 -1r21 (-22.83.-1159
125mg 218 73.30 44.03 «29.28 2521 2942 {<32.89,.26, )
25mg 222 64 4128 388 2528 GATE (-36.97.-3045)
Thuprofen 218 75.62 43.86 -31.76 52 -30.66 {-33.93,-2730
Comparisoas Between Active- 1.SMean Posterior
Trestmem Groups {mm) 95% C1 p-Valie Probabitity’
With Active Companitor :
25 mg vs. Iuprofen 305 (728, 1.18) 0.158 >0.999
125 myg vs. Beprolen 104 (-3.23.531) 0.632 >0.999
Berween MK0966 Doses
B'mg vs. 125mg Y, (-836.0.18) 0.060 0.997
With Placeho
LU 125 mg vs. Placebo <1240 {-18.56. -6.24) <0001
( 25 mg vs. Placebo 1649 (-2268.-10.31) <0.001
Ibupwoien v, Placebo -13.45 {-19.64,-7.26) <0.001
Effoct: p-Vaiue Pooled SD
History of Uker or Upper G Bleeding 0.762 287
Study Cenicr <001
Baseline Covariate <001
Trestroont «.001
NDA 21-042 J80-mm VAS. M.L. Villalba, M.O. 5/17/99
¢ Least square mean.
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Appendix 8.3. Study 033

Analysis of End Point: Patient Global Assessment of Response (o
Therapy (Likert') Averaged Over 6-Week Treatment Period
(Intention-0-Treat Approach)

Tremtment Treatment
Gronp N Period Mean Sb LSMean® 95% (1 for LSMean

Placcho R -138 125 -137 (-162.-1.12)
125mg 218 =219 X <224 -2.38.-2.09)
25ng 223 2 0.9 =238 -2.52.-2.2%
huprofen 218 <221 1.08 2.4 (-2.39.:2.10)

Comparisons Between Actives Posterior

Treatment Ciroups LSMean 95% C1 p-Valoe Probabilry

Wiih Active Comparator
25 mg vs. Ihoprden 013 -0.32,0.05) 0.163 *0.999
12.5 mg vs Dugwolon 0.01 (<0.18.0.20) 0.955 »0.999
Betowen MK-0966 Doses
A mg v 125mg 0.14 (-0.33,0.0%) 0.149 0.999
With Placeho

12.5 mg vi_ Placebo 0K7 -1.14, 0.59) <0.00]
25 mg vs, Placcbo =101 -1.28.0.73) «0.001
Ibuprofen vs. Placeba .7 (-1.15..0.600 <(1.001
Effect: p-Value Pookd S
History of Ulcer or Upper GI Bloeding 0918 1.0
Study Center <0.001
Raseline Covariate - «<0.001
Trestroent <0001

Analysis of End Point: Investigator Glohal Assessment of Discase Status (Likert)
Mcan Change From Baseline (Flare/Randomization Visit)
Averaged Over 6-Week Trestnent Period

56

(Inteation-10-Treat Approach)
Treatment
Treament Basctine - Period Mean SDof - LSMean' 95% CI for
Group N Mean Mean Crange Chanpe Change LSMean Chanpe
Placebo 68 387 210 an 1.01 0.80 {-1.00. 0.60)
13S5mg 217 282 152 -1.30 098 =137 <149, -1.26)
25 mg 228 2.9 145 146 091 BF-1) (-1.58,-1.3)
Ibuprafen - 219 289 158 =131 0.9 «1.32 -145.-121)
Comparisons Betwecn Active- Postersor
Treaiment Groups LSMean 95% 1 p-Value Prohahility '
With Active Comparaior
25'mg vs. Touprofen £.13 (-028.0.02) 0.085 >0.999
125 mg vx. Daiprofen £0.05 {(020.0.11) 0562 >0.999
Retween MK 0965 Doses
B mgs. 123mg 009 (0224, 0.06) 0259 0,999
With Placcho .
12.5 rog w3, Placeho D58 (-0.80, 0.15) «0.001
25 mg v Placeto -0.66 (<089, D.42) <0.00!
1bupinlen vi. Placcho 053 {0.75.031) <0.004
Eitat; - pValue Pooled SD
History of Ukeer or Upper Gl Bleeding 0.926 081
Study Center 0,001
Baseline Covaniae <0.001
Treatment <001
0 w0 dopoint Liken,
¢ Least square moean.
¢ Postcrior probability that the tuc mean differcocs Is within the prodefloid. compensbility boands
__@oSLitensale:t 0mmVAS)
NDA 21-042721-052 ba, M.O.

5/17/99
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( A. 8.4. Study 033. Secondary and other endpoints
Pairwise Treatment Difference in 1.SMean (95% Cl)
End Puoing 12.5 na—Placebo | 25 mg—Placcho | Tbuprofen—Placebo

Key Secondary End Polnts
Physical Functitm Subrcale 1136 (-16.87.-5.85) | -14.61 (-20.13, 9.10) | -11.32(-17.05,-5.09)

(WOMAC) (0- 10 100-mm VAS)
Pain Subscale (WOMAC) J205 (1785 -6.24) | 1557 (:21.39,-9.75) -1300¢-18.83,.7.17)

(0- w 100-mm VAS) .
Stiffness Subscale (WOMAC) -1332¢:19.24.39) | 1533 (-2126, .9.40) -13.08(-19.02,-7.14)

(O oy 100-mm VAS)
Paticot Global Assessment of Discase | -14.57 (-20.57. -8.57) | -18.25 -24.26. <12.24) | 1520213}, -9.26)
Status (0- (0 100-mm VAS)

Diflerence in Pereentage Points (9575 Ch

Discotitinuation Due 0 Lack of . +11.08%: -14.88% -10.24%
Efficacy : (-20.96%. -1.19%) (-24.45%., :5.31%) (-20.18% ., 0.30% )

Other End Points

Investigaior Glohal Assessment of <076 (-1.03. -0.50) -0.91 (-1.18, -0.64) -0.80 (-1.07. -0.%3)
Response to Therapy
(0- 10 4-poini Liken) :

Stwdy Joint Tenderness 025 ({041, -0.08) -0.34 (-0.50.-0.17) <0.32(-0.49,-0.16)
(0- w 3:point Likert) ;

Acetaminophen Use (for Restue) 048 (0.75.-0.21) 047 (0.74. 020) -0.59 (-0.86.-0.32)
(tabs/day)

Total Score Average WOMACQ) 1207 (-17.52,-6.62) | 215.28 (-20.75, 9.82) -1230¢-17.77. -6.82)

" (0- w0 100-m VAS)
Subscale Average (WOMACQC) <1213 ¢-17.67.:658) | <1519 (-20.75, :9.63) <1242 (:17.98. .6.85)

(0w 100 thim VAS)

Difference in Percentage Foints (95%, C )]
Study Joint Swelling at Week 6 -11.67% -7.67% -15.55%
(O=Absent, 1=Present) (-28.83%. 5.50%) (-24.92%.. 9.58%) (-32:65%, 1.55%)

Data Source; 14.34]

NDA 21-042/21-052 M.L. Villalba, M.O. 5/17/99




Appendix 9.1. Study 040.

Patient Accounting

58

MK-0966 Ihuprofen

Placebo 12.5 mg 25 mg 2400 me Total
ENTERED: 74 o fo4d T 242 R 809
Malc (age range)’ 11(441076) | 464510 78) | 51(401079) | 54 (4610 84) | 162 (4010 84)
Female (apc ranpe) 63 (44 10 83) | 198 (40 10 86) | 191 (40 10 B5) | 195 (41 t090) [ 647 (40 to 90)

n (%) n (%) n-{%) n (%) n (%)
COMPLETED: 62 (83.B) 217 (38.9) 217(89.7D - | 213 (BS.S) 9 (R7.6)
DISCONTINUED: 12(16.2) 27{(1L)) 25 (10.3) 36(14.5) 100(12.4)
Clinical adverse experience 1:(1.4) 10 4.1 9 (A7) 21 (84)* 41 (S.1)
Laboratney adverse experience | 0 (0.0) 2.{0R) 0 (0.0) 0.0.0) 2.2
Deviation from protocol 0 00 1 (0.4) 1 (04) 1. (0.4) 3 04)
Padient withdrew consent 1 (14 4 (1.8) 5.@2n 4. (1.6) 14 (1.7)
Lost w follow-up 0 0.0 1(0.49) 2 (08) 1 (04) 4 (05
Lack of efficacy 9(12.2) 8 (3.3)* 7-Q9)* 9 (3.6)* 33 4.
Patient discontinued for other 1 (149 1 (04) 1:(0.4) 0 v 3 (04)
reasons

* p<0.05 vs. placcbo,
** p <0.05 vs. ibuprolcn.

" Birth daic masking to 12/31/XX in databasc, where XX is the truc year of hirth, may cause patient's age to

appear 1 year younger than the actual age, depending oo the date of randomization, - All patients were
240 yeurs of age when rundomized,

Data Sonne 14 2R1

NDA 21-042 /21-052

M.L. Villalba, M.O.

5/17/99
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L —

A9.2
Analysis of Primary End Point: Pain Walking on a Flat Surface (WOMAC)
Mcan Change From Baseline (Flare/Randomization Visit)
Averaged Over 6-Week Treatment Period
(Intention-to-Treat Approach)
Treatment

Treatment Baseline - Period Mean  SDof  LSMean' 95% CI for

Group N Mean Mean Change  Change  Change LSMean’ Change
Placebo 74 71.49 53.39 -18.10 2342 ~18.92 (-23.72,-14.12)
125 mg 243 - 7266 38.37 34 20.51 =34.32 (-37.03, -31,.60)
25 mg 237 7237 37300 3507 2059 - -3507 (-37.82, -32.33)
Thuprofen: - 247 72.57 39.05 -33.52 2295 -33.55 {-36.26, -30.84)

Comparisons Between Difference 95% Cl for Posterior
Treatment Groups in LSMean Differenee p-Value  Probability?

With Active Comiparator
25 mg vs. Thuprofen -1.52 (-5.14, 2.09) 0.408 >0.999
12.5 mg vs. Ibuprofen 0.717 (437, 283) 0.675 >0.999
Between MK-0966 Doses
25mgvs 125 mg 0.76 (-4.39, - 2.8%) 0.683 >0.999
With Placebho
12.5 mg vs. Placebo -15.40 (-20.72, -10.08) <0.001
25 mg vs. Placeho -16.15 (-21.48, -10.83) <0).0())
Thuprofen vs. Placeho -14.63 (-19.92, -9.33) <0.001
FiTect: p-Value Pooled SD
History of Uleer or Upper Gl Bleeding 0.298 20.25
Study Center <0.001
Baseline Covariate «<0.001
Treatment <0.001

" Least squares mean. _
* Posterior probahility that the true mean difference is within the predefined clinical comparability
bounds (30.5 Likent scale; £10 mm VAS),
Data Sourve: [4.29]

——
L, .
’ .

NDA 21-042/21-052 M.L. Villalba, M.O. 5/17199
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A.9.3. Study 040. Efficacy Endpoints.

Analysis of Primary End Point: Patient Global
Assessment of Response to Therapy (Likert)
Averaged Over 6-Week Treatment Period
(Intention-to-Treat Approach)

Treatment
Treatment Period
Group N Mean sD L.SMean' 95% Cl for I.SMean'
Placebo 74 -1.50 0.97 <156 (-1.77.-1.36)
125 mg 242 -2.23 0.94 -2.28 (-2.39.-2.16)
25 mg 235 -2.41 0.77 244 (-2.56,-2.33)
Ihuprofen 245 -2.17 0.94 2.2 -234,:2.11)
Comparisons Between - Difference 95% Clor Posterior
Treatment Groups m 1.SMecan DifTercnce p-Value Probability*
With Active Comparatoe
25 mg vs. Ibuprofen 022 (-0.38.-0.07) 0.005 >0.999
12.5 mg vs. Ihuprofen -0.06 (-0.21, 0.10) 047! >0.999
Between MK-0966 Doses
25mg vs. 125 mg 0.17 (-0.32.-0.01) 0.036 >0.999 °
With Placebo
12.5 mg vs. Placcbo 0.72 (-0.94, -0.49) <0.001
25 my vs. Placebho <.88 (-1.11.-0.65) <0.001
Thuprofen vs. Placebo .66 (-0.88, -0.43) <0.001
Effect: p-Value Pooled SD
History of Ulcer o Upper Gl Bleeding : 0.736 0.86
Study Center «0.001
Bascline Covariswe - <0.00]
Treaiment <0.001

NDA 21-042/21-052 M.LL. Villalba, M.O. : 5/17/99
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A.9.4. Study 040

2 [ a1V

Analysis of Primary End Point: Investigator Global Assessment of Disease Status
(Likent) Mean Change From Baseline (Flare/Randomization Visit)
Averaged Over 6-Week Treatment Period
(Intention-to-Treat Approach)

Treatment
Treatment Baseline  Period Mean  SDof  LSMean' 95% CI for
Group N - Mean Mean Change  Change  Change 1.SMcan' Change

Placebo 74 2.99 202 0.96 0.74 -1.00 (-L.17,-0.83)

125 mg 243 3.00 1.55 -1.45 0.87 -1.47 (-156,-1.37)

25mg. 238 2.97 141 -1.5% 0.79 -1.59 (-1.68.-1.49)

Ibuprofen © -~ 247 3.01 1.62 -1.40 0.88 -1.40 (-1.50,-1.3D)
Comparisons Between Difference 95% Cl for Posterior

Treatment Groups in LSMean Difference p-Value Probability?

With Active Cormnparnor

25 mg vs, Ibuprofen -0.18 (-0.31; -0.05) 0.005 >0.999

12.5 mg vs. Ibuprofen £.06 (-0:19, 0.06) 0.320 >0.999

Between MK-0966 Doses

25 mg vs. 125 mg 012 (-0.25, 0.01) 0.072 >).999

With Placebo

12.5 mg vs. Placebo 0.46 (-0.65, -0.28) <0.001]

25 mg vs. Placebo Q.58 (-0.77.-0.39) <0.001

Tbuprofen vs. Placcho <0.40 (-0.59.-0.21) <0.001

FfTect: p-Value Pooled SD

History of Uleer or Upper Gl Bleeding 0.740 0.72

Study Center <0.001

Baseline Covariate <0.001

Treatment ‘ <0.001

" Least squares mean,
* Posterior probability that the true mean difference is within the predefined clinical comparability
bounds (£0.5 Likert scale: 10 mm VAS).
Data Source: [4.29]

o

APPEARS THIS WaY
ON ORIGINAL
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Appendix 10. O34 randomization and accounting

MK D966
125 me 25 mg Diclofenac 150 mg Total
‘Entered: ‘ 231 232 230 3
Male (age range) 44 (47w 82) 52(3%w79) 42(381081) 138 (38w 82)
Female (sge range) IX7 (391085 | 180(43wy'™) 188 (40 10-85) 555 (39t 85)
n (%) n (%) n (%) n (%)
CONTINUING TRIAL: 169 3.1 183 (78.9) 174 (75.6) 5§26 - (159
DISCONTINUED: . 62 (26.8) 49 2L 56 4 167 - (24.1)
Clinical alverse experience I8 (e 14 (6.0)* 2 09.6) 4008
Laborstory adverse experienice 0 o L 04y 10 @y 1 e
Deviation from protacol B (34 6 Q6 209 16 23)
Patient withdrew comsent g8 (4 3L 4. (0N 15 Q2
Lost 10 follow-up 209 209 2. (09) 6 - (09)
Lack of eificacy 22 (9.5) 19 R 13 {59 M8
Other ressons’ 4 (N 4D Iad n__ a6
¥ p<0.0S. vs, diclofenac,
* Includes reasons other than those listed.
Birth daiv masking (o 12/31/XX in database, where XX is the troe year of birth, may cause’ paticnl’s age W appear
I year younger than the actual age, depending on the date of randomization.  All patients were 235 years of age
when randomized.

Data Source: [4.16; 4.34]

NDA 21-042/21-052 M.L. Villalba, M.O. 5/11199
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Appendix 10.1. Studies 034 and 035 primary endpoint results

fable D-39

Pairwise Difference in LS Mean for the Primary End Points

Mecan Change Fram Bascline (Randomization Visit)
Averaged Over 12-Week Treatment Period

(Protocols (134 and (35)

Ditference in LS Mean (95% CT)
25 mg Minus 12.5 mg Minus

End Point Diclofenac Diciofenac

Pain Walking on a Flat Surface (WOMAC) (0- to 100 -mam VAS)*

0 2.98 (-0.50, 6.45) 3.27(L.79.B.75)
035 2.75(-0.93, 6.4%) 3.74 (0.07, 7.40)
Combined Analvsis 034 and 035 2.84 (030, 5.37) 4.45(1.91. 6.99)

Patient Global Assessment of Response to Therapy (0- to 4-Point Likert Scale)"*

034 0.16 (0.01. 031) 0.21 (0.06. 0.36)
035 0.19(0.05.033) 0.24 10.10. 0.38;
Combined Analysis 034 and 034 0.17(0.07.0.27) 0.23(0.13, 0.33)

Investigator Global Assessiment of Disese Status (0- 10 4-Point Likert Scale)**

034 0.13(0.00. 0.25)
05 Q.17 (0.05.0.30)
Combined Anulysis 034 and 034 Q.15 (0.06. 0.24)

0.16 (0.04. 0.29)
0.18 {0.06. 0.31)
0.180.09. 0.26)

Differences kess than zero favor MK-0966.

the other end points,
* AU 95% Cls within prespecified comparability bownds =10 mm,
0 AN 95F (T within prespecifiod comparability boonds 0 $0.

Difference in LS Mesns (MK0966 ounus dickofcnac) preater than zeto favor diciofeaac,

! Scale reversad 30 deereasing values indicate improveosent 10 e coosisend with presentarion of

1H034; PO34; 236)
APPEARS THIS WAY
ON ORIGINAL
NDA 21-042/21-052 M.L. villalba, M.O.
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Appendix 10.2 Study 034 secondary endpoints, 12 weeks.

Summary of Key Secondary and Other End Points

Pairwise Treatment Differences in Least-Squares Mean Change

Averaged Over 12-Week Treatment Period
(Intention-to-Treat Approach)

Puirwise Treatment Difference in LSMeun (95% Ch

Key Secondary End Point 25 mg—Diclolenac |12 mg—Diclofenac 25 mg—12.5mg
Physical Function Subscale (WOMAC)[ - 2.22 {D.7215.18) 370 (0.76. 6.64) ~1.48 (-4.43, 1.46)
{0 0 100-mm VAS)
Pain Subscale (WOMAC) 1.R4 (-1.09, 4.76) 440 (1.47.1.33) -2.57 (-550.036)
(0- wy 100-mm VAS) : :
Stiffness Subscale (WOMAC) 1.BO (-1.55.5.19) 3.86(0.50,7.22) -2.07 (-5.44.1.30)

(0~ to 100-mm VAS)
Patient Global Assessmoent of Disease

3.89 (052 726)

433 (095.7.711)

0.44 (-3.83,294)

Starus (VAS) (0-'to 100-mm VAS)
Pairwise Treatment Difference in | SMean (95% Ch
Other End Point 28 mg—Driclolenue | 12,8 me-<~Diclofenac 25 mp—12.8 mg
Investigitor Global Assessment of 0.12/¢-0.02, 0.26) 0.19 (0.05.0.33) -0.07 {<0.21, 0.08)

Response 10 Therapy (0 tv 4 point
Likert)

Swdy-joint Tenderness (0 w0 3 paint 0.02 {-0.09,0.13) D01 -0.11,0.10) 0.02 (-0.08,0.13)
Iikerty

Paracetamol Usage (For Réscue) 0.08 (-0.02.0.18) 0.13 (0.03.0.23) 0.05 (-0.15.0.05
(abs/day)

Total Score Average (WOMAC) 2.16 (-0.71.5.04) 371 (083,659 -1.55 (-4.44,133)
(0- to 100-mm VAS)

Subscale Average (WOMAC) (0- 1o 2,02 (-0.89.4.93) 371 (0719, 6.63) -1.69 (4.61.123)
100:mm VAS) -

Puirwise Difference in Percentof Paticats (95% CTy st Week 12

25 mg—Diclolenae | 12,8 mp—Diclolenac 25 mp—128 mg
Patients with swelling in study joints -594 -3.88 -2.06
al Week 12 (-14.17, 2.29) (-12.35, 4.58) (-9.82, §.20)

Data Source; [4.35)

NDA 21-042/21-052

M.L. Villalba, M.O.
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Appendix 10.3. Primary endpoints, studies 034 and 035, 6 months.

Table D40 Pairwise Difference in LS Mean for the Primary End Points
Mean Chanpe From Bascline (Randomization Visit)

Averaged Over 6-Month Treatment Period

(Protocals 034 and 035)
Difference in 1S Mcan® (95% CT)
25 mg Minus 12.5'myg Minus
Lnd Boint Diclofenac Diciofenuc
Pain Walking on 2 Flat Surface (WOMAC) (0- to 100-inm VAS)*
034 340 (0.07.6.87) 3.53(2.06. 9.00)
035 2.06 (-1.59.5.71) 2.62(-1.02, 6.26)
Combined Analvsts 034 and 035 2.661(0.13.5.19) 3,98 (1.45. 6.50)

Patient Global Assessment of Response to Therapy (0- to 4-Point Likert Scale) '+

0 0.16 (0.01,0.31) 0.21(0.06. 0.36)
035§ 0.18(0.05.0.32) 0.21:(0.07,0.34)
Combined Analysis 034 and 034 0.17¢0.07.0.27) 0.2110.11,0.31)
Investigator Global Amessment of Disease Status (0- to 4-Point Likert Scaley**

0 0.14 (0.01. 0.26) 0.17(0.04, 0.29)
033 0.16 (0.04. 0.28) 0.15(0.03, 0.28)

Combined Anulysis 034 and 034

0.15 (0.06. 0,24)

0.16 (0.07. 0.25)

*-All 95% Cls within prespecificd comparability bounds =10 mm.

** Al 95%: Cls within prespecified cosmpusability bounds =040,

Difference in 1S Meats (MK (%66 Aviteh GiCIOMENAC) grealey than rers favor ibuproden,

Differenioes loss than zern favar MK-096.

" Scale reversed so decreasing valics indicaie improvement o be consistent with presentation of
the other end points.

- Decreasing vales TEPYeseit improvement.

[PO34:; PO3S; 236)

NDA 21-042/ 21-052 M.L. Villalba, M.O. 5/17/99




( Appendix 10.4. 034 secondary endpoints (6 month analysis)

Summary of Key Secondary and Other End Points

Pairwise Treatment Differences in Least-Squares Mean Change
Averaged Over 6-Month Treatment Period
(Intention-to-Treat Approach)

Pairwise Treatment Difference in 1L.SMean (95% Ch

Key Secnndary End Puints 25 me—Diclofenac |- 12,8 mp——Diclofenac 25 mp--12.5 mip
Physical Functiom Subscale (WOMAC) 254 (0.44,5.352%) 3,98 (0,99, 6.96) -1.43 (4.42,1.56)
(0- to 100-mm VAS)
Pain Subscalc (WOMAC) 2.25 (0.69,5.20) 4.60 (1.65,7.55) -2.35 (-5.30, 0.60)
(0- 1o I0D-mih VAS)
Stiffness Subseule (WOMAC) 224 (-1.11.5.59) 4.38 (1.01,7.724) -214°(-5.51, 1.24)
(0- to 100-mm VAS) :
Patienit Glohal Asscssment of Discase 415 (0.76. 7.59) 473 (1.33,8.13) -0.58 (-3.99,2.82)
Starus (VAS) (0= to 100-mm VAS)
- Difference in Perocntape Points (95% CN
Discontinuation Due 10 Lack of 254 kX4 -1.33
Efficacy (Difference in Percent) {-2.08, 7.16) (-0.95. 8.69) (-6.51. .84
: Pairwise Treatment Difference, in LSMean (95% Ch
Other End Points 25 me~Diclofenac 12.5 mg—Diclofcnac 25 mp—12.5mg
Investipator Global Assessment of 0.13 (40.01, 027 0.19:7(0.05.0.33) 0.06 {0.20, 0.08)
Respoase 1o Therupy (0 10 4 point
Likert)
Study-joint Tenderness (0 to 3 point 0.08 (-0.03,0.19) 0.04 (-0.07,0.14) 0.04 (-0.06,0.1%)
Likert) :
Paracetamol Usage (For Rescuc) 0.09 (-0.00,0.19) 0.13 (0.03.0.20) -0.03 (-0.13. 0.06)
(tablewiday) S
Total Score Averape (WOMACQC) 2.51 (-0.40, 5.43) 4.00 (1.08, 6.92) <148 (4.41,1.44)
(0-10 100-mm VAS)
Subscale Average (WOMAC) 243 (D.51,53n 4.03 (1.09,6.9%) -1.61 (-4.56, 1.35)
(0 o 100:mm VAS)
Diffcrence in Pereent of Patients (95% CI) at Moath 6
25 me—Diclofensc .| - 12.5 me—Diclofenac 25 mp-12.5 mp
Putients with swelling in study -5.08 111 -394
- joints' ¢t Month 6 (-13.53, 3.43) -10.16,-7.93) (-12.24. 4.38)

Data Source: [4.35]

-~ ~
. 3
; ¢

NDA 21-042 /21052

M.L. Villalba, M.O.
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Appendix 11. Study 035 randomization and accounting. (6- month data)

67

Patient Accounting
MK-0966
125 mp 25 mp Diclofenac 150 mp Tolal

ENTERED: 259 257 268 784

Mule (age range)’ 903910 79) 82 (4010 83) 83 (40t &4) 255 (39 10 84)

Female (age range)’ 169 (39w 86) | 1753010 87) 185 (39w 91) 529(391091)

n (%) n (%) %) n_ (%)
COMPLETED:, 183 (20.7) 166 (64.6) 173 (64.6) 322 (66.6)
DISCONTINUED: 76(29.3) 91 (35.4) 95 (35.4) 262 (33.4)
Clinical adverse experience 29(11.2) 5090 35(13.0 89 (11.49)

Laboratory sdviérse experience 1 (04)* 208" 14 (52) 17 (2.2

Deviation from protocol 6 (2.3) 6 2.3 7 (26) 19 (24)

Patient withdrew consent 3 4 (L6) 10337 172

Lost 1o follow-up b 04 1:4(04) 1 (©49) 3 (04

Lack of efficacy Hay 50 (19,5~ 27(10.1) 111(14.2)

Orher reasons? 2 (0X) 3.4 1-(0.4) 6 (08)

* p0! v, diclofenac.

¢ p=0.003 vs. diclofenac.

' Binh date masking (o 1231/XX in datahase, where XX is thc' true year of birth, may cause paticnt’s age to
appcar | year youniger than the actual 4ge, depending on the date ol fandomization; All patients were 239
yeurs of age when randomized.

' Includes reasons other than those listed.

Duta Source; [4.13.1;4.21.1; 4.31]

APPL

Ul

NDA 21-042/21-052 M.L. Villalba, M.O.
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NDA 21-042/21-052

A.l1l.1

Summary of Key Secondary and Other End Points
Pairwise Treatment Differences Averaged Over 12-Week Treatment Period
(Intention-to-Treat Approach)

End Poimt

Puirwise Treatment Difference

25 mg vx.
Diclofenac

128 mp vs.
Diclofenac

25 mg vs.
12.5mg

Key Secondary End Points

Physical Function Subscale (WOMACH (0- 16
100-min VAS)

Puin Subscale (WOMAC) (0- 1 100-mum
VAS)

Stiffness Subscak (WOMAC) (0~ to 100-mm
VAS)

Paticnt Global Assessinent of Disease Status (0-
10 100-mm VAS)

Difference in LSMcan (95% Ch

2.39¢092,5.71)
219059, 6:17)
324(0.26,6.75)
5.11 (157, 8.66)

39200.61.7.23)
383 (0.46.7.21)
S13().63,8.62)

332(1.79. 8.8%)

-1.53 (-4.87, 1.BD)
-1.05(-4.45,2.36)
-1.88(-541, 1.65)

.21 (-3.77, 3.36)

68

Other End Points
DifTerences in 1L.SMean (95% CI)
25mg vx 12.5 mg vs. 25 mg vs.
End Point Diclofenac Diclofenac 12.8mp
Investigator Glohal Asscssment of Responsc to 0.23¢0.09. 0.36) 0.17 (0,03, 0.30) Q.06 (-0.07, 0.20)
Therapy (0- w 4-point Likert)
Study Joint Tenderness (0- 10 3point Likert) 0.06(-0.17.0.06)  -0.04 (415,007 0,02 (-0 13,0.10)
Acctaminophen Use (for Rescue) Q.08 (0.04, 0.20) 0.12(-000,0.23) . -0.04 (-0.16, 0.09)
(tabs/day)
Total Score Average (WOMAC) (0~ o 251 (.77, 5.79) 394067, 721 <144 (4,74, 1.87)
100-mm VAS) : e
Subscule Average (WOMAC) (0- to 274 (0.54, 6.03) 4.21(0.93, 7.4%) -1.46 (-4.77, 1.84)
100-mm VAS)

DifTerences in Percentage Points (95%. CI)

Study - Joint Swelling (O=Absent, I=Present) at
| Week 12 (regardicss of haseline swelling starus)

5.53%
(4. 13%, 15.21% )

225%
(-6.94%, 11.43%)

328%
(-6.61%. 13.167)

Data Souree: [4.32)

M.L. Villalba, M.O.
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( A.11.2. Study 035. Secondary efficacy endpoints. 6- month data.
ble 38

Summary of Key Secondary and Other End Points
Pairwise Treatment Differences in Least Square Mean
Averaged Over 6-Month Treatment Period
(Intention-to-Treat Approach)

Data Source: {4.3; 4.32)

NDA 21-042/21-052

- ML. Villalba, M.O.

. 5117199

Pairwise Treatment Difference
25 mg vy, 125mg vs. 25 mg v,
End Poim Diclofenac Diclofenac 12.5 my
Key Secondary End Points
Difference in LSMean (95% Cl)
Physical Function Subscalke (WOMAC) (0- to 203(¢-127,533)  310(020,6.19)  -1.07 (-4.39, 2.26)
" 100-mm VAS) '
Pain Subscale (WOMAC) (C- to 100-mm 231(-1.06,568) 290 {-0.46, 626) -0.59 ¢-3.99, 2.80) Wi
VAS)
Stiffaess Subscale (WOMAC) (0- 0 100-mm | 2.9 (-087.6.06)  4.00 (0.63.755)  -1.50(-4.99. 1.99) Goen
VAS) : -
Paticnt Global Assessment of Disease Status 4.45(0.96, 7.96) 197 (0.48, 7.46) 0.49 (-3.04,4.01) %;‘“m
(0- 10 100-mun VAS) L)
Difference in Percentage Points (95% CI)
Discontinuxtion Due to Lack of Efficacy Over 0937% 3.06% 6.33% Hohd
6 Minths (A35%, 15.41%) (-2.42%, 8 82%) (-0.02%, 12.68%) il
Other End Points £
Difference in 1.SMean (95%. Cl) &M
25mg vs. 12,5 mg vs. 25 mg vs. §-
End Point Diclofcoac Diclofenac 125 mg "gﬁ%** p)
lovestipator Global Assessment of Response | 0.23 (0.09, 0.36) 0.17(0.03.030) . 0.06 (-0.07, 0.20) £y
t0 Therapy (0~ 10 d-poini Likert) i
Study Joint Tendemess (0- to 3-point Liken) | -0.06(0.17,005) 0,06 (0.16, 0.05)  0.00(4.11,0.10 Bl
Acctaminophen Use (for Rescue) (tabs/day) 0.07(-0.05. 0.18)  0.09(-0.03. 0.20)  -0.02 (-0.14, 0.10) -
Total Socore Average (WOMAC) (0~ 1o 2.10¢-1.17.837) ~ 3.08(-0.18, 6.14) <0.98 (~4.27. 231)
100-mm VAS) €5
S\u}h«éﬂc Average (WOMAC) (0- w0 100-tm 225(-1.02. 5.52) 3.28(0.02, 6.54) -1.03 (<432 2285) gmﬁm‘%
AS ) e
. Difterence in Percentage Points (955 Ch E@m;@
Study Joint Swelling (O=Abvsent, l=Present) 0.46% 045% VI91%
at Month 6 (repardiess of baseline swelling [ (-10,38%, 9.47%) -9.24%,10.13%) -10.59%. 8.78% )
slatus) .




