MK-0966 Protocol 056 - Phase Il Dysmenorrhea #2
Analysis of PID Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
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Note: To enhance the visual clarity of the data between 0-8 hours, the distance between 8 and 12 hours on the x-axis is not to scale

Summary Suusucs by Tunepoint (Hours Posidosc)
Treaunent 0s i IS 2 3 4 5 [3 7 5 12
Placedo Nt 118 118 ng 17 » 19 [ ] 7 n 67 64
MEAN 1A 04B 078 03B 108 10B 108 098 09B 09B 09B
STD 04 07 09 1.0 10 10 ] 12 L 1 L
MK-0966 25725 mg Nt . 1ns 11s 113 13 1w 9 L] 94 %0 39 2]
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Effect p-Values by Timepoint (Hours Posidose)
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Ra-by-Stratom Ieracuonttt 0501 0.504 0.898 01857 0.946 0.710 0328 a3 0269 0.235 0.747
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AB; c--lmdoauoddﬁl.sm Letier A indiciics the most effective Sose(s), B indicaies the ncxt most effective, dind #o (orth. Treauncnts sharing al least onc ketier were
wngxﬁcmu! different [rom each other at the 5% ugfmm




MK-0966 Protocol 056 - Phase Il Dysmenorrhea #2
Analysis of PRID Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
5.0 1

4.5
4.0 1
3.5 1
3.0 1
2.5
2.0
1.5 1
1.0
0.5 1
0.0 1

.0'5 . T 1 1 T T T T T
0 1 2 3 4 5 6 7 8
Hours Postdose

cl

Mean PRID with 84%

( : Treatment Group

h = Placebo X XK XK MK-0966 25/25 mg
©=& = MK-0966 50/25 mg *—*=* Naproxen Sodium

Note: To enhance the visual clarity of the data between 0-8 hours, the distance betwesn § and 12 houss on the x-axis is not to scale

S y S by Timepoint (Hours P )
Treatment 0s 1 15 2 3 4 s [ 7 3 12
Placcdo Nt 113 s s 17 » 5 13 n 7 67 64
MEAN 0SA 13¢ s 258 bAS ) pX § ) 278 258 15B 25B 24B
$TD 10 7 22 pa] 6 26 27 29 p& | 23 28
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’ ) Carry-over (Resadaal) 0.560 [ R}/ 1 0340 [ B2 osit 0.285 a8l a9l o212 [ X1} [ &2
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N +: Obscrved sample fize
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MK-0966 Protocol 072- Phase I Post Orthopedic Surgery Study
Analysis of Pain Relief Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
351
3.0 1
(8]
2.5 1
&8
<«
©
f =4
—
2
[+ <
Q.
| =
«
©
=
.
] 1 2 3 4 5 [ 7 8 12
Hours Postdose
. Treatment Group -
PP Placebo O -©--0 MK-0966 50 mg
4—&—&  Naproxen Sodium
5: y Sa by Timcpoint (Hours Postdase) - Baseline Obiservation Casmicd Foeward
Treatment os 1 15 2 3 4 5 [ ? 3 12
Placcbo Nt 53 - 3 45 33 27 2 16 3 3 7 2
MEAN 03 A 1.0B 12B 10B 108 06R 068 03B 03B 028 02B
STD Lo 12 13 13 13 1 11 1R § 10 0.7 0.7
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Pooled SD : 1.0 1.1 12 I4 14 15 15 1.5 1s 1.4 14
Effext P Values by Tismcpoint (Hours Postdose)
Treatraont 1+ 0.902 a.o02 0.004 0.001 0.008 «.001 «0.00} «0.001 «0.001 «0.00) «0.001
Bascline Pain Inxcasity (P1) 1 0.232 o 0.048 Q019 0.0 a1y 0.153 0.064 0028 0.134 [ 377
Ceniey (Sindy Siae) ++ «.001 0.150 0099 0.206 0.056 aols 0.064 0.152 atig 0.154 01
Suryical Procedure (Surpery) H 0419 0437 0.521 0993 0205 0107 0.120 01N 0.360 0243 0.421
Rx-by-Basclie Pl lnteracuont 1 0969 0.645 0610 0.866 0.507 0.503 om 0.949 (311 0.933 03814
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THt: Model inciuded bascline PL cener, surpical procedire, treatmiest, 55d the hiot facior: by-
AL B, C = Bascd on Model +Y LSMeans. Letter A indicaics the oost édfective dame(s), B indicaies ihe Rex ot Effective, and o forth, Treauments sharing ai least one Jetter were
nou sigriificandy diffcrent from each other 31 the S 5 phificance level.
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MK-0966 Protocol 072 - Phase III Post Orthopedic Surgery Pain Study
Analysis of PID Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
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Pooled SD 0s 07 1% [1% 1 0s [+2 ] [+X ] ('} ] [+R § [+} ] [+ ]
Effect : p-Values by Timepoint (Hours Posidosc)
Trestment +1 _ 0.454 0.042 0.005 o031 0.030 0.001 <0.00) «0.001 0.001 «0.001 0.002
Bascline Pain Inwensity (P1) ++ o.a3s 0013 0.010 0164 0.09% o™ [ Xvi) 0.704 0.698 0913 0937
Center (Stady Sie) «0.00} 0.053 026 [ ¥¢}] 0.0t 0018 0.107 0260 Q12 0.128 06
Surgical Procedure (Sargery) + 0.064 0618 0.043 0968 0211 0.035 Q191 0229 [:52; § 02130 0.580
Rx-by-Bascline PI lnacracyiont +4 0545 0.764 0.120 Qis4 0.020 0.437 0283 0.630 0816 0.999 0939
Rx-by-Center bnastactiont 0625 [k} a.008 0303 0.152 o 0s32 0973 0363 0.845 0.905
) Rx-by-Surpery Interaction H+ 0363 [:X'2x] 0.153 0282 0.087 o.on 0,095 0218 0.120 0369 0173
foo +: Observed sampie size
% *1: Model included bascline Pain lntensity (PY), comer, surgical proceduore, and sreaiment as facions.
~ 1t: Model included bascline PL tsicr, surgical procedur, teatment, and the (e {actor-by-ireament Incrictions.
A, B.C = Basnd on Moded 11 LSMeans. Leaer A indicates the most effoctive dosc(s). B indicaies the acxi most effective, and 30 focth. Treaumens sharing at keast one enisr were
ot significantly diffcrent from cach other af the S% sighificance kevel.
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MK-0966 Protocol 072 - Phase III Post Orthopedic Surgery Pain Study
Analysis of PRID Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
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Effect P-Values by Timepoint (Hours Posidosc)
Tresunem t+ 0.743 0.004 0.003 0.003 0007 | <0001 | <0001 | 0001 | @001 | <0001 | <0001
Basekine Pain Lueasity (PI) 1+ 097 0654 [%; -] 0323 O.46e 0.760 0.558 017 oI 0318 o3
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N 11: Model included Bascline Pain Iscasicy (P1). cesicr, surical procedure. aind = (o,
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A B, C - Bated on Mode! t+ LSMeans’ Letwer A indicaies the matt effective dose(s), B indicaics the mexi most effective. and o forth. Treaumens shaning al keast ane letier were
wﬁﬂmﬂyﬁﬂmfwaﬁeﬁunhﬂﬁgﬁfmm
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Appendix 4.1.18

Analysis of Total Pain Relief Score Over 8 Hours (TOPARS)
Unadjusted for Carryover effect:

(Intention-to-Treat Approach)

J——

Treatment N Mean SD LSMean 95% CI for LSMean

Placebo 60 114 8.9 10.8 ( 86,13.0)

MK-0966 50/25 mg 60 184 9.8 183 (16.0,205)

Naproxen Soditm 59 203 8.7 20.1 (17.8,24)

Pairwise Comparison Difference in 95% CI for Difference p-Value
LSMeans

MK-0966 50725 mg vs Placebo 7.5 (-44,106) <0.001

Naproxen Sodium vs Placebo 93 (162 124) <0.001

Naproxen Sodium vs 50725 mg 18 (1.3, 49) 0.254

Effect p-Value Pooled Intra-Patient SD

Sequence 0.728 83 :

Patient(Sequence) : 0.029

Period(Square) 0.078

Treatment <0.001

Stratum (ie, Baseline PI) 0.885
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Appendix 4.1.19
Mean Total Pain Relief Score Over 8 Hours (TOPARS)
by Sequence and for Each period
Sequence Period 1 Period 2 Period 3 Treatments
1¢ 15.2 22.7 153 Placebo/50 mg/Naproxen
2 22.7 18.2 9.8 50 mg/Naproxen/ Placebo
3 220 14.7 19.1 Naproxen/Placebo/50 mg
4 10.9 229 15.6 Placebo/Naproxen/50 mg
5 15.6 17.0 8.6 Naproxen/50 mg/ Placebo
6 14.5 9.6 20.5 50 mg/Placebo/Naproxen

e: Evidence of treatment-by-period interaction, which, since it is partially confounded
with carryover effect, manifests itself as significant carryover effect. Placebo is similar to
naproxen Sodium in Sequence 1, but smaller than MK-0966 50 mg and Naproxen
Sodium in every other sequence.

Estimates of carryover effect
carryover LSmean p-value
placebo 3.6 0.009
MK-0966 50 mg -2.7 0.045 :
Naproxen Sodium -0.9 0478
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Appendix 4.1.20

Analysis of Sum of Pain Intensity Difference to 8 Hours (SPID8)
Unadjusted for Carryover Effect

(Intention-to-Treat Approach)

Treaunent N Mean SD LSMean 95% CT for LSMean
Placebo 60 5.5 6.6 59 (44, 74)
MK-0966 50/25 mg 60 103 6.8 10.7 (9.2.122)
Naproxen Sodium 59 108 6.3 11.6 (10.1,13.2)
Pairwise Comparison Difference in 95% CI for Difference p-Value
: LSMeans
MK-0966 50/25 mg vs Placebo 49 (28,69) <0.001
Naproxen Sodium vs Placebo 58 (3.72,.7.8) <0.001
| Naproxen Sodium vs S0/25 mg 09 (-11,3.0) 0.386
Effect p-Value Pooled Intra-Patient SD
o Sequence 0.867 55

{ Patient(Sequence) 0.003

\, - Period(Square) 0.047
Treatment <0.001
Stratum (ie, Baseline PI) <0.001

APPEARS THIS WAY
ON ORIGINAL
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Appendix 4.1.21
Mean Score of Sum of Pain Intensity Difference to 8 Hours (SPID8)
by Sequence and for Each Period
Sequence Period 1 Period 2 Period 3 Treatments
1e 7.9 11 6.5 Placebo/50 mg/Naproxen
2 125 9.1 3.2 50 mg/Naproxen/ Placebo
3 12.8 6.8 11.1 Naproxen/Placebo/50 mg
4 7.5 10.8 9.6 Placebo/Naproxen/50 mg
5 114 9.0 34 Naproxen/50 mg/ Placebo
6 8.6 4.0 12,7 30 mg/Placebo/Naproxen

e: Evidence of treatment-by-period interaction, which, since it is partially confounded
with carryover effect, manifests itself as significant carryover effect. Placebo is similar to
naproxen Sodium in Sequence 1, and similar to MK-0966 50 mg in Sequence 4, but
smaller than MK-0966 50 mg and Naproxen Sodium in every other sequence.

Estimates of carryover effect
carryover LSmean
placebo 25
MK-0966 50 mg -1.9
Naproxen Sodium -0.8

APPEARS THIS waAY
UN ORIGINAL
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p-value

0.006
0.037
0.443
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Appendix 4.1.22

Analysis of Patient’s Global Evaluation at 8 Hours
Unadjusted for Carryover Effect

(Lnteution-to—'l“rcat Approach)

Treatment o N Mean SD: - LSMean 95% CI for LSMean

Placebo 0 i 57T 100 1.1 1.0 (06, 13)

MK-0966 50/25 mg 56 1.9 14 1.9 (15, 22)

Naproxen Sodium 58 - 23 13 23 (20 27)

Pairwise Comparison Difference in 95% CI for Difference p-Value
LSMeans

MK-0966 5025 mg vs Placebo 0.9 (0S5, 14) <0.001

Naproxen Sodium vs Placebo 14 (.09, 18) <0).00t

Naproxen Sodium vs S0/25 mg 04 (-0.0,:09) 0.073

Effect p-Value Pooled Intra-Patient SD

Sequence 0.526 N v

Patient(Sequence) 0.165

Period(Square) : 0.176

Treatment «0.001

Stratum (ie, Baseline PI) 0.317

APPEARS THIS WAY
UN ORIGINAL

53
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Appendix 4.1.23

Mean Score of Patient’s Global Evaluation at 8 Hours
by Sequence and for Each Period

Sequence Period 1 Period 2 Period 3 Treatments
1 13 33 14 Placebo/50 mg/Naproxen
2 2.1 1.7 1.0 50 mg/Naproxen/ Placebo
3 2.8 1.0 23 Naproxen/Placebo/50 mg
4 0.6 3.1 1.2 Placebo/Naproxen/50 mg
5 24 1.5 0.8 Naproxen/50 mg/ Placebo
6 1.3 0.9 2.4 50 mg/Placebo/Naproxen

e: Evidence of treatment-by-period interaction, which, since it is partially confounded
with carryover effect, manifests itself as significant carryover effect. Placebo is similar to

_ naproxen Sodium in Sequence 1, but smaller than MK-0966 50 mg and Naproxen
{ ' Sodium in every other sequence.

Estimates of carryover effect
carryover LSmean p-value
placebo 0.9 <0.001
MK-0966 50 mg 0.5 0.005

Naproxen Sodium
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: MK-0966 Prot. No. 056
( Phase III Dysmenorrhea

APPENDIX 4.1

4.1.18: Analysis of Peak Pain Intensity During 8 Hours Postdose —
Unadjusted for Carryover Effect
(Intention-to-Treat Approach)

Treatment N Mean SD LSMean 95% CI for LSMean
Placebo 118 1.3 1.0 1.4 (12, 15)
MK-0966 25/25 mg 115 1.7 0.9 1.8 (1.6, 19)
MK-0966 50725 mg 118 1.7 09 1.8 (16,19)
Naproxen Sodium 122 1.8 0.8 1.9 ( 18,20)
Difference in
Pairwise Comparison LSMeans 95% CI for Difference p-Value
MK-0966 vs Placebo: :
MK-0966 25/25 mg vs Placebo 04 (:02,06) <0.001a
MK-0966 5025 mg vs Placebo 04 (02, 06) <0.001a
Between MK-0966 Doses:
U MK-0966 50/25 mg vs 2525 mg 0.0 (0.2, 02) 0.970
( With Naproxen Sodium
Naproxen Sodium vs Placebo 05 (03,07) <0.001
Naproxen Sodium vs 25/25 mg 0.1 (0.1,.03) 0.183
Naproxen Sodium vs 50125 mg 0.1 (0.1, 03) : 0.192
Effect p-Value Pooled Intra-Patient SD
Sequence 0.976 0.8 E
Patient(Sequence) <0.001
Period 0.067-
Treatment <0.001
Stratum (ie, Baseline PI) - -<0.001
* Step-down test procedure vs placebo.
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MK-0966 Prot. No. 056
Phase III Dysmenorrhea

APPENDIX 4.1

4.1.19: Peak Pain Intensity During 8 Hours Postdose (PEAKPIDS)
Means by Sequence and for Each Period

Sequence | Period 1 | Period 2 | Period 3 | Period 4 Treatments
1 14 1.8 1.8 1.7 Placebo/25 mg/50 mg/Naproxen
2 1.8 1.7 1.3 1.8 25 mg/Naproxern/ Placebo/50 mg
3 1.8 1.1 22 1.7 50 mg/Placebo/Naproxen/25 mg
4! 1.8 1.4 1.7 1.6 Naproxen/50 mg/25 mg/Placebo

t

Evidence of treatment-by-period interaction, which; since it is partially confounded with carryover
effect, manifests itself as significant carryover effect. Placebo is similar to MK-0966 25 mg and
naproxen sodium in sequence 4, but is smaller than all the treatments in every other sequence.

Estimates of Carryover Effect
Carryover Mean | p-Value
Placebo 0.2 0.027
- MK-0966 25/25 mg 0.1 0.240
MK-0966 50/25 mg -0.1 0.110
Naproxen sodium -0.1 0.076

56
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