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Phase Il Postorthopedic Surgical Pain

 APPENDIX 4.1

Appendix 4.1.37: Five-Page Summary of Efficacy (Cont.)
Analysis of PRID over Time (Intention-to-Treat)
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Treatment s i 15 2 3 4 5 [3 7 1 12
Placebo Nt ) 53 « n Y 2 1 1 3 7 2
MEAN 10 A 38 148 138 135 0y B os o3 03B 06 B (B}
STD 135 19 1) 20 0 1. 1.3 1.é 3 15 1.7
MK-0966 50 mg Nt 110 110 L 1) % S0y « 58 52 4 % 40 N
) MEAN 12A 1A 5 A 26 A 135A iSA 26N 25A 24A 244 24
$TD "4 17 1y bA 13 26 26 6 3 23 24
Naproxsn Sodiam Nt 53 55 2 » L) n b 4 7 k1] 1% 4
MEAN A LA 21A A LA 22 A LI A 20 A 21 A WA 20A
$TD 15 1.6 19 k2 3 24 13 23 3 3 3
Pool:d S L4 Ly 19 2 2 pA) 23 23 22 12 2
Eflect y p-Vahes by Tuncpoint (Hours Pasdose)
Treatriens 1 ant 0008 0.001 coan 0007 001 «0.001 «0.001 «0.00] «0.001 <001
Bascling Puin bty (P1) +4 o QsS4 [ 374} oSy (X1} Qi a9y arnv 0574 0T 0.305
Crsaey (Study Site) $1 . «Q001 0.068 o) [ 81} a2 L.008 0.038 aono 0036 0.06% a1
Swrgical Proceduie (Surpery) H ol oz | amn ara 014 0033 0064 aors 0098 0.067 1%
Rx-by-Bascline M Inructicn HY s a3 [ & oISy ax) ant arny 09% .U [ X, ] a9ts
Bx-by-Cenner hicencion  t14 0266 0420 ool ams (%] sy om a8 Q88 (Y27 anr
Rx-by-Sergery latcraction ol o7 (2] [ X].] oun wn aso! [.5}7] [§11 0.566 0818

t: Observed sample size

$1: Mode! included baseline Pain Intensity (PI), center, surgical procedure, and freamviient as factors.

ttt: Mod:lindudedhnﬁmﬂm.mginlpowdmmmnm&zﬂ:mfmrbym interactions,

A, B, C— Based on Model 11 LSMeans. uwAMam&meﬁecﬁwM:).BiMimumtmeﬁwﬁve.ndw
forth. Tmtmm:hﬁnguhnmhumwﬁpﬁﬁmdydiﬁmﬁomuchom«nﬂnS%xigﬁﬁmkvd

All p-values from the pairwise comparisons are provided in Appendix [4.1.3) of the CSR

P
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Appendix 4.1.37: Five-Page Summary of Efficacy (Cont.)

Analysis of Time to Confirmed Perceptible Pain Relief
(Stopwatch Time of Perceptible Pain)
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Newbert% *) of Paiens Time (Hour} 1o Confumsed Perceptible Puis Refief by Precnilic
Trestment N with Cofirtaed Percepuibic Pai Relicl 254 Souh (95% €D 758
Placcbo ) 2 (W) [Y3 NE » NE
MK-0966 0 mg 110 (s as 09{ 07, wjA NE
Naproxen Sodiura I L] W(527) os U 13( 03, - JAB NE
Effect »-Vahe
Treameent [-¥. 15}
Buscline Puin bnicucky (PD e
Surgical Procedare oy
Cemer (Study Ste) <00l

O:Mmukuun:m-qkiﬂmmhmmL :

A B C— Lemer A lndicmes the most effective done(s). B Iadicaies ihe iext inom effective, ind 30 ot Tieatments
shariag o st one lecier wenr oo sigaificandy dillanms from eech othar t the 5% sipaificace level,

NE: Not esthable.

Al p-values froom the pairwise comparisots s provided in Table 25 of the CSR.
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Appendix 4.1.37: Five-Page Summary of Efficacy (Cont.)
Analysis of Time to Rescue Medication Use Within 12 Hours
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MK-0966 Protocol 066 - Phase 111 Dental Pain #1
Analysis of Pain Relief Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
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Note: To enhanee the visual elarity of the data between 0-8 bours, the distance between 8, 12, and 24 hours on the x-axis is not 10 scale

S Y istics by Timepoint (Hours F dose) - Jine Observation Camied Forward

“Treatment [ESSRS SR I 15 2 BE ) P | 5 6 7 3 12 24

Placebo Nt 50 50 50 41 4] | 1] 13 13 10 10 6 s
MEAN 09A 078 078 078 0B 078 osB 068 068 04C 03B 028
STD 08 09 09 11 12 13 1.4 S 1.2 ] 09 08

MK 0966 50 mg Nt 50 50 50 45 ¥ 3 30 28 n 26 25 3
MEAN LIA 14A 15A 16A 18A 19A 18A 18A LTA 1L7A 1SA 13A
STD 09 10 13 14 16 1.7 1.7 17 s 18 17 1.6

Mouprolen 400 mg Nt 51 51 st 45 35 n 3 2 Pk 21 13 11
MEAN 09A 1LUA 13A 14A 1.7A 17A 17A 15A 13A 118 03B 0SB
ST 09 09 1 12 16 1.6 (K] 1.7 1.7 16 13 1.1

Pooled SO [:X ] a9 1.1 12 Sk 15 1.6 1.6 1.6 s 14 12

Effect p-Values by Timepotat (Hours Posidose)

Treaunenttt 0.494 001 001 <001 <0001 D001 0.001 «0.001 0.0m «0.001 «0.001 <0001

Seratum(Bascline PN 14 o4 0575 0.697 0365 030 0361 0438 0896 (1 a2 0.53% a2 0931

Rix-by-Strates laicractiont 0634 0354 0.595 asn 0116 0.802 0.655 0.538 asie 0.947 0.567 (1} 37)

+ — Observed sample size R i R

N—MMNMMN&:MMM):M .

m—memwmmnu by-baseli [ & jon &5 (ace0rs. y
. N AL B, C i Based on Mode] 1 LSMeans. WAwumMM&lmmmmﬁ@mMn(ﬂ Treatrnents sharing al keast one leticr were
( - mﬁp{@y&wfmwmguﬂwm s R e R st ot e SRR




MK-0966 Protocol 066 - Phase [II Dental Pain #1

Analysis of PID Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
1.8 j
o 149
A
<
bt 1.0 1
=
2 0.6 1
(=]
a 0.21
c
©
o 0.2
=
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o 1 2 3 4 5 6 7 8 12 24
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- Treatment Group

+—+—+ Placebo o-e--0 MK-0966 50 mg
+——s |puprofen 400 mg

Note: To enhance the visual clarity of the data between 0-8 hours, the distance between 8, 12, and 24 hours on the x-axis is not to scale

Surmairy Suitistics by Timepoint (Hours Posidoss) - line Obscrvation Carricd Forward

Treatment 05 1 13 2 3 4 5 6 7 3 12 24

Placebo Nt 50 50 5 41 20 4 13 13 10 10 6 5
MEAN 02A Q018 o3 018 038 03B 03B 028 03B 02C 0.18B 3% ]
STD [13 1 08 os o3 0.6 05 0.6 0.6 0.6 0s 04 04

MK 0966 50 mg Nt s0 50 0 45 36 n 3 28 b4 26 25 il
MEAN 03A 0S5 A 0SA 06 A 07A 09 A 0L A 09 A 0% A 09 A 0TA 06A
STD 0.7 07 09 09 08 ol 09 09 09 09 [13 1 [1} ]

buprolen 400 wg Nt S5t -5t s3 43 35 n k1) 29 pa) pi] 13 1
MEAN 03A 03A 04A 0SA 08 A OsA 03A 06A 07A 068 03B 028
STD os 0 ol 09 09 09 09 09 09 0% 0.7 0s

Pooled SD 0.7 03 [} 09 08 08 o8 03 0.8 [+2 ] 07 06

Effect ' p-Values by Timepoint (Hoers Posidose)

Tresmenttt 0862 «@.00] «0.001 | <0001 «0.001 <0001 0.002 «0.001 0.002 0001 | <0001 «<0.001

Soanon(Baschine PI) + 0.045 oo 0.0 0.009 0.451 0390 a.1st 0.056 0.047 0.631 0988 055

Rx-by-Stratam Intsracucattt 0938 0as7 [ X5} 0.954 0332 0.36 0.191 0.145 0.113 0.591 0931 0

t — Observed sample sz

+ < Modc) included Jine Pain Ineasity (P1) as acwrs.

= Moddl inciaded tine Pl and by-baselinc P1 jon as {acurs.

e A.l.C-—-lu:deaModdﬂLSMm wAwmanmsxsmmmwdmmﬁw Treatnents sharing ai least onc lenirr were
/ ! msipiﬁcndydiﬂauﬂmxhuhﬁuﬂﬂiﬁpﬁfwkﬁ.




MK-0966 Protocol 066 - Phase 1II Dental Pain #1
Analysis of PRID Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
5.0 1

4.5
4.0

35"
3.0
2.57
2.07
1.57
1.0
0.5

Mean PRID with 84% ClI

0.0

-0'5- T T T T T T T T T T ¥ T
i 0 1 2 3 4 5 6 7 8 12 24

Hours Postdose
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s—r—> Placebo o-e-0 MK-0966 50 mg
+—+—e |buprofen 400 mg :

Note: To enhance the visual clarity of the data between 0-8 hours, the distance between 8. 12, and 24 hours on the x-axis is not 1o scale -

sumrys:anniubyf—,," (Hours Posidosc) « Baseli Otservation Carried Forward

Treatment 05 . 1 15 2 3 4 5 6 7 3 12 24

Placebo Nt S0 50 S0 41 il 14 13 13 10 10 6 S
MEAN 1LIA 068 04B 06B o9k 108 [R% ¥ X3} 08B 06C 04B 03B
STD 1.5 16 17 18 L1 18 19 [t ] 1.8 15 1.2 1.2

MK-0966 50 g Nt 50 50 50 45 k 33 30 28 by 26 25 23
MEAN 14A 15A 20A 22A 15A 28A 1A 16A 25A 2L6A 22A 19A
STD 13 15 1 23 3 18 15 26 26 27 25 23

Dbaprofen 400 mg Nt H] sl 51 45 3 n 3 » 23 n 1® 1"
MEAN LIA 14A 1.7A 19A 25A 26A 25A 1A 20A 178 118 078
ST (K] 1.7 13 19 4 24 5 2.6 25 5 19 16

Pooled SD 15 16 19 2.0 22 ) 23 24 23 23 20 1.8

Effect p-Valics by Temepoint (Houry Posudose)

Treatmenit? 0.638 <0001 «0.001 «0.001 <0001 «0.001 0.001 .00 0.002 «0.001 «0.001 «0.001

Swrarom (Bascline P T+ 0534 0.424 0354 (& ] o 0738 0383 0449 | 0365 0799 0482 0.898

Ri-by-Stratom Isieractiont 14 0.769 0.341 0861 0.784 0.637 0.661 0.458 0.391 03N 0. 7T 0988 0.341

t = Obscrved sampic sz

+ == Moddl included ¢ bascline Pxin knsensity (PT) a8 faciors.

: 44 o Model included ine P1 and oy tisw: P 308 &8 (aCUNE.
’ A B.C = Bascd on Model 14 LSMeans. WAwumdmwslehﬂwdfdmﬂmm Treauncents Sharing st kast onc letier were
{ L ' : pmﬁgnﬂ'nmlydﬂrmlmachmumsiﬁpirmkvd




MEK-0966 Protocol 071 - Phase III Dental Pain #2
Analysis of Pain Relief Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
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Treatment Group
+—r—+ Placebo o-e-0 MK-0966 50 mg
»-=-s MK-0966 100 mg e MK-0966 200 mg
+—es—e |puprofen 400 mg

Note: To enhance the visual clarity of the data between 0-8 hours, the distance between 8, 12, and 24 hours on the x-axis is not to scale

3 y Statisaics by T point (Hows Postd y . Baseline Observation Carned Forward X
“Treaiment oS [} 13 2 3 4 5 & 7 8 12 21
Placebo Nt 30 50 50 24 12 5 4 4 4 4 2 1

MEAN 0.7 AB 09C 09 C 06C a3cC 02cC 03C 03D 02D 02C 01C 01C
sTD 09 09 09 09 01 [+X] 1.0 1.0 08 0.7 04 04
MK-0966 SO mp Nt 50 50 50 k M p x4 k1) n 26 25 3 -20 -
MEAN 0.6 AB 13B 168 198 208 208 198 188 138 168 148 138
ST [t} ] 1 13 1.3 1.6 17 17 18 18 18 17 17
MX-0966 100 mp Nt st L 2 4% & a3 “ “ k) ] 3% 3
MEAN 06B 13AB 19AB 13 AB LIA 28A 27A 25A 24A 23A 20A 20A
STO 0.7 09 10 12 13 13 13 1.4 1.6 16 (%) 18
MK-0966 200 mg Nt 0 50 0 o a » 3 3N 37 3% M 3
MEAN 09 A 17 A 23A 25A 26A 27A 27A 26A 26A ISA 12A iA
sTD 09 12 13 [ 5] 15 1.6 16 17 1.7 1.7 1.8 18
Toupeolen 400 mg Nt 2 52 2 L+ 33 3 n b1} 19 15 ] 4
MEAN 09AB 16 AB 19A8 | 20AB 08 1.7B 14B 11C 09C 0sC 03C 02c
STD 1.0 12 13 14 1.6 16 16 1.5 14 1.} 09 09 .
Pooked SD 09 1 12 13 14 14 15 s 15 1.4 14 14
Effect p-Values by Timcpoint (Hours Postiosc)
Treatmend ¥ [ §33] <0001 <0.00} «0.001 «0.001 0.001 «0.001 |- <0.00 «0.001 <0.001 <0.001 «0.001
Seramm(Bascline PI) 0.052 ool 0.005 0120 0281 0582 0.623 0.500 0.642 091 01 0.573
Rx-by-Straium incracuonttt 0300 0.436 0.7l§ on oTn 0.610 0.660 0628 0476 0.192 0123 042
- 4 = Modcl inciuded bascline Pain kacasity (P) as facionx.
44 = Model included bascline Pl and by time Pt § JON B8 {aCA0FS.
AL B, C = Bassd on Model ¢t LSMeans: muAMhmdmmxlﬂmumdeﬁnumm Treamenis sharing at bcas onc fotier were
not si phificanty differemt froin cach othor a1 the §5 significence level.
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MK-0966 Protocol 071 - Phase [II Dental Pain #2
Analysis of PID Over Time (Intention-to-Treat) - Baseline Observation Carried Forward

1.8 j
© 1.41
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o 0.2-
c
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o 0.2
=
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Treatment Group

+—r— Placebo o-e-0 MK-0966 50 mg

a=&~s MK-0966 100 mg e & MK-0966 200 mg

+—e— |buprofen 400 mg

Note: To enhance the visual clarity of the data berween 0-8 hours, the distance between 8,12, and 24 hours on the x-axis is not to scale

S y Suitistics by Timcpoint (Hours P y - Baseline Obscrvation Camed Forward E

Tresument 05 i 15 2 3 4 5 3 7 s 12 22

Placcho Nt s0 0 S0 bL} 12 s 4 4 4 4 2 1
MEAN | 02AB 0acC 02¢ 03¢ 01C 0ic o1c 01D 61D 0.1C 00C 00C
STD 07 09 (1 05 04 04 0.5 0.5 04 03 0.1 0.1

MK 0966 50 g Nt L] 50 S0 in u 32 0 28 26 25 23 20
MEAN 018 058 (%] 108 118 LIB LB 108 108 (1] 08B 01B
[310] 0.7 10 1.0 09 10 i1 1.1 11 12 [R] L1 11

MK-0966 100 mg Nt L s 52 46 Ay 43 “ ad 39 38 3% 3
MEAN 01B 0&AB | 09B 12AB 15A 16A 1SA JAAB | 13AB | 13AB [ 11AB | L1aAB

: sTD 06 0.1 3] os (X [X] 09 10 1o 10 L1 1.1

MKL966 200 mp Nt S0 0 S0 T 4 » k1 » n % M N
MEAN 04A 09A 13A 15A ISA [EYN 15A 1SA 15A L4A 13A 124
£312) 06 os 09 10 10 1.0 Ll 11 11 11 1.1 1.1

Thuprofen 400 mg Nt 52 2 82 Q 3 '» n 21 19 15 6 4
MEAN. | 03AB | 071AB | 09B SRS N ) oss 078 | 06C asc 03¢ 02c 02¢C
STD ot 10 10 os 10 10 10 09 09 o8 0.6 0.6

Pooled SD 06 os 08 03 os 09 09 0.9 09 0y 0.9 09

Effet P-Values by Timepoint (Hours Postdost)

Treamenctt ool 0001 | <0001 | @001 |- «0001 | <0001 | <0001 000l | <0001 | <0001 | <0001 } <0001

Strathm(Bascline PT) T+ @0l | <o | oo | 001 | <0001 | <0001 @001 | 0001 | «0.001 | <0.001 0.003 0015

; Rix-by-Strauin inseraciont+4 07159 0.192 0.501 0.086 0.03% 0014 0028 0.042 0.103 0.1 0.090 0.262
d ¥ o Obscrved samplc Sz
4 o= Model includod bascline Pain ey (PD) as Eactons. - oA
) 1t = Modcl included bascline Pl and by-bascline P{ macraction i facwon.
A, B. C = Basod'an Model +1 LSMeans. WAumm“mmuusumummd{mmwmw Treatmints shaniag al kcast onc loter were
ou sipnificanty different from each other b the 5% significance level.
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Analysis of PRID Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
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MK-0966 Protocol 071 - Phase III Dental Pain #2
4.5
3.01 eI T
1.5
0.0
Hours Postdose

Treatment Group

+—+— Placebo ~o-e--0 MK-0966 50 mg
e-&-& MK-0966 100 mg & & 8. MK-0966 200 mg
+—e—e |buprofen 400 mg

Note: To enhance the visual clarity of the data between 0-8 hours, the distance between 8, 12, and 24 hours on the x-axis is not to scale

[ Y Suatisiics by Tinepou (Hours Pasidosc) - Bascl Observation Camied Forward -
Treatment 05 1 15 2 3 4 s 6 7 3 12 24
Placebo Nt 50 50 £ 24 12 s ] 4 4 4 2 1
MEAN 09ABC Lic 10C 09C 04C 03¢ 04C 04D 03D 0ac aic 01¢
$TD 18 1.7 17 1.3 Ll 12 15 [K T S 1.1 0.6 06
MK-0966 50mg - | Nt 50 50 0 3 M 3 30 * 26 2 B | 220
MEAN 078C 138 238 198 3B 318 308 298 288 268 228 208
$TD 14 20 23 22 25 28 28 2t 29 23 28 28
MK-0966 100 mp | Nt s1 st 52 % as as “ “ » s 3% 3N
MEAN 01¢C 208 188 | 3sAB | 42A A3A 41A 194 38A 36A | 31AB | 31A
STD 12 1.6 1.7 19 1 22 22 23 25 26 27 13
MK-0966 200mg | Nt 0 [} S0 “ Q ¥ 3 3 3 % M 3
MEAN LaA 27 A 36A 4DA LA 42A 42A 41A 1A 39A 35A 33A
ST s 19 22 24 24 5 26 27 17 27 29 29
Iuprofen 00 mg - | Nt 2 52 $2 «Q k) 3 7 2 19 15 6 4
MEAN 12AB 23A8 | 238 s 328 268 218 11¢ 15C osc 0sC 04C
ST 1.6 12 3 23 , 16 26 b 23 12 19 15 1.4
Poolcd SD 14 18 19 20 22 bk} 23 23 24 23 23 23
Effect - p-Values by Timepoint (Hours Postdosc)
Treaument 0.041 D001 | <0001 | <0001 | 001 | <000t | <0001 €001 |- <000 | <001 | <0001 | <0000
. Sumoe(Bascling P1} <0.001 0001 | <00l | <000t 0.001 0011 0019 o017 0.034 o1a 0.349 0558
fon Rx-by-Straum laseracrion 0784 0303 0810 | 0408 J’,‘.‘E 0263 03K 0389 0381 0296 0.2%9 0.555
\ t — Obscrved aample izt o
. ¥+ Model inciuded bascline Pais Incnsity (PT) a8 facwors. :
M-MMMmenuwwmuanm
A, C = Bascd on Modc] t+ LSMeans. umAwuwdmwulmummMmunm Treaments sharkny 5 351 0nc etier were
ot significantly different {rom each other at de $4 significance level.
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MK-0966 Protocol 055 - Phase Il Dysmenorrhea #1
Analysis of Pain Relief Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
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s~ Placebo o-e-o MK-0966 50/25 mg-
+—+—= Naproxen Sodium

Not::Tocnhanccv.hevisualclaxityofmcdmbctweenO-Shours.medistancebexwecnSmdthomsonu'acx-axisisnostcale

s y Suitistcs by Timcpoint (Hours Pasdose)
Treaument 05 ] 15 2 3 4 5 6 k] ] 12
Placeho Nt 60 60 59 58 S0 a 44 41 38 38 3
MEAN 06A 108 138 148 158 148 IS8 1SB 168 158 128
STD 0.9 8] 11 14 14 13 15 1.5 1.6 1.7 16
MK 0966 SO/25 m Nt 60 60 9 57 s? 5s 52 51 49 &8 45
MEAN 07A 14A 168 20A 15A 16A 26A 26A 25A 24A 23A
STD 10 2 12 1.3 1.5 1.6 15 15 16 1.6 18
Naproxea Sodiumn Nt » s 3 51 s ss L) © 48 o 4
MEAN O A L6A 22A 235A 13A 29A 27A 27A 26A 1SA 22A
STD [ 13 14 13 13 1.3 1.5 16 16 17 17
Within Patient Pooled SD [X] [N 12 13 14 13 14 14 1S 1S5 14
Effect p-Values by Timepoint (Hours Postdose) .
Sexuencett 0.947 as1s 0.59% [T+ | ae2 0.360 0.586 0721 0.760 o 0.664
Paseni(Seqoence) T+ <0001 0.053 0uTs 0.087 024 0.148 0.019 0.029 0013 0036 <0001
Peniod( Square) 11 0388 0958 Qai3s 0.065 0.061 010 0.051 0070 019 0.264 0.307
Treatmenctt 0.405 0.003 <0001 0001 <0001 <0001 <D.001 @001 «.00! «0.001 <0.001
Straiom (Bascline POy +¢ oy [k 0253 o3 0y %z o 0897 0189 o 0543
Casry-over (Residual) ¥+ 0.134 <0001 0.004 0.045 0.008 003 0.106 0.1%0 0031 0.091 0.1
Rx-by-Suratum Istevacionttt o998 |oxoe | jax3 ) ose2 ] .0400 - o4 | aore..]. 0098 | 0087 0243 0.080
1. Obscrved samplc sz :
+4: Modc] includcd $oq paucat (soq ). period. bascling Pain Inicasity (P) a8 faciors.
+t: Model included g , paticnl (soquence). period uuﬂineﬂuadmm—bymnmnrxm
ALB. C < Based on Mods! t+ LSMcans. LmAh&mhmdmmalmmmmzﬂnimunm Treatments sharing 3 east oec lener were
wot sipnificantly differcnt from each other 3t the S signilicance level.
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MK-0966 Protocol 055 - Phase IIl Dysmenorrhea #1
Analysis of PID Over Time (Intention-to-Treat) - Baseline Observation Camied Forward
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Summary Satistics by Timepoint (Hours Posidose)

Treatment 0S5 1 18- 2 F 4 s 6 7 t 12

Placebo Nt 60 @ ] 53 0 & % 4 38 3 3
MEAN 03A 058 06C 03¢ 38 o8 03B 03B 098 08B 078

STD 06 09 { o8 | 09 09 09 09 09 10 10 11

MK-0966 50725 mg Nt 0 0 ) 5 57 s 52 51 9 43 %%
MEAN 03A 0.6 AB 098 118 14A 1SA 1SA 16A 15A 14A L4A

“STD 0.6 0s os os 10 s 10 10 1 %] 11

Naproxen Sodium Nt [ 53 s ] 55 55 54 0 “ & 4H
MEAN 03A 0SA 13A 14A 16A 16A 15A 1SA 15A 13A 12A

STD X o8 09 09 08 09 1.0 1.0 11 1 (R}

Within Patient Pooled SD 0s 07 07 ox 0s 09 os 03 09 09 09

Effecy p-Valucs by Timepoint (Hours Pustdosc)
Soquencet 0.969 0.95 0918 0.505 007 0559 071t 0.630 ors 0.631 0.755
5 )+t 001 | <0001 0.003 0.041 0.047 00s | . oot <0.001 .00 0.001 @001 -
Period(Squarc) 0.405 070 013 0.007 0% 0.166 0077 o112 0.265 0.454 0.667
Treatmenttt 0.349 0013 | ot | <0001 | <0.00i @001 | <0001 <0.001 Q001 001 <0.001
Seratorn (Baschine PT) 0.005 0027 0050 0.06 0012 «.001 0.002 0.008 0.001 0.009 0.009
e Carry-over (Resicaal) 1+ 0.008 «.001 0.004 [1>5] 0.007 0.082 0lo4 0.09 0088 0075 0.081
/ Rax-by-Straium Incractiontrt o8 odzs |tasas | Taoe ] oei e | o019 T 0037 vois 1 o0& | - oom
(, C Y: Observed sample s
B +4: Mode] included sy paziént {sequence), poriod, baseline Pain Iensity (PD) as (actons.
41 Model included 54 . patical (soquence), period Baseline P ad seaonioi-by-baschine Pl imeraction as (actons.
A, B, C — Bascd on Moded MWAMN”&MMAIMBM.&&M&»M Treamnents sharing 3 kcast bac fcticr were
sot sipnificantly different rmmmw level.
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MK-0966 Protocol 055 - Phase Il Dysmenorrhea #1
Analysis of PRID Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
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0 1 2 3 4 5 6 7 8 12

Hours Postdose

- Treatment Group

s—r— Placebo o-e--0 MK-0966 50/25 mg
+—+—=. Naproxen Sodium

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

3 y Sauistics by Timepoint (Hours Posudose)
Treatment 0s ' K1 2 3 4 5 6 7 z 12
Placcho Nt 0 0 5 58 50 « 46 a 38 38 3l
MEAN 09 A 148 138 21c 238 128 238 238 248 238 188
$TD 14 19 [ § 22 22 22 23 24 26 26 26
MK-0966 50728 mg Nt 60 0 L) 57 57 L0 52 51 49 @ 45
MEAN 10A 20AB 258 SR A § ] 40A 40A 401 A 42A 40A JRA 36A
sTD LS 20 19 10 28 25 25 24 26 26 21
Naproacs Sodiun Nt L] 58 5 51 53 55 s4 ® a« @
MEAN LIA 25A ISA I9A 43A 48A 43A7 42A 41A 38A J4A
sTD 13 20 11 21 20 20 23 24 26 27 23
Within Pauient Pooled SD 11 13 18 20 21 21 22 22 23 24 22
Effect p-Valucs by Timepoint (Hours Posidase)
Soquoncett 0964 0751 019 0.753 0.640 0423 0615 o 0763 0707 0.695
Paticn(Sequence) tt .00 0.010 0,034 aor2 0218 o o028 0013 0.007 0017 <0.001
Period(Sqaare) + 0.488 [T 0250 0.069 0.143 0.162 0058 0078 0.174 0315 0.435
Treatmenttt (3] 0.003 «0.001 <001 0001 |- <0001 <0.001 @©.001° | <0.001 <0001 <.001
Strausn (Baschioe PT) ¢ 0321 0437 |- 099 0.5%4 03 0.109 0213 0356 0171 0.408 0.5z
Carryover (Residuad) 11+ 0 £ 030 /@000 10002 {0,030 | - 0.006 1 0084 <1 0.095 013 | ooa2 | oo | 009
Rax-by-Straium Ineractiont+ 0,938 03%9 0307 0280 0336 0.163 0.048 0.085 0.052 ais2 0.069
t: Obscrved samplé sise :
++: Moda! included 30q patient ( ), period, bascline Pain Inicasity (P1) as facton.
TH1: Moddl inchuded o paicnt ). period tasclin P and tresment-by-bascline PY interaction as facsors.

A.l.C—Bandeouﬂ.Lst Letier A indicascs the most effoctive dose(s), B indicaies the i aos effective. and 50 forth. Treatments sharing st least owe koner wer

wot significantly different from cach other at the 5% sipnificance level.




MK-0966 Protocol 056 - Phase III Dysmenorrhea #2
Analysis of Pain Relief Over Time (Intention-to-Treat) - Baseline Observation Carried Forward
3.5 1

3.01

ct

251

2.0 1

1.51

1.0 1

0.5 7

Mean PR with 84%

M 0 T i T T T T T T T

0 1 2 3 4 5 6 7 8 12
Hours Postdose

Treatment Group

+—+— Placebo %K K MK-0966 25/25 mg
=& -5 MK-0966 50/25 mg <+ -+ Naproxen Sodium

Noie: To enhance the visual clasity of the data between 0-8 hours, the distance between 8 and 12 hours on the x-axis is not to scale

Summiry Satisics by Timepoint (Hours Posidose)
Treaument 0s 1 15 2 3 4 s s 7 3 12
Placedo Nt s 1 118 17 L] " 1 n 72 67 64
MEAN 03A osC 148 7B 1.88 118 L1B 1.6B 16B 168 13B
SO 0.6 11 R [ 16 16 Ly 1.3 1.7 13 13
MK-0966 25725 mg Nt 115 1S 113 [§) 107 99 L1 54 90 9 34
MEAN 04A 09 BC 16B 21A 25A ISA 16A 25A 25A 23A 19A
STD 0s 11 13 15 14 1.5 1.6 1.7 1.7 1.7 18
MK-0966 50/25 mg Ny 17 118 [31] 131} 12 103 96 93 92 91 ¥}
MEAN 0sSA 1.LAB 168 12A J4A 25A 26A ITA 15A 23A 12A
sSTD i} 12 13 15 15 16 1.6 1.6 17 1.7 1.7
Naproxen Sodium Nt 122 2 121 121 13 1l 106 103 9% 92 4]
MEAN 0SA 13A 20A 23A 26A 2TA 26A 26A 25A 24A 21 A
STD 09 12 1.4 14 15 [ 16 1.7 17 1.7 18
Within Paticot Pookd SD 07 1.0 1 13 1.3 13 14 1.4 1.4 14 14
Effecy p-Values by Tinepoint (Hours Posidose)
Sequencett 0207 0.687 om 0.606 0.60% 0.785 0.570 0.809 0.502 0.554 0344 .
Paticou(Sequence) ++ <0.001 <001 0001 0,001 <0.001 <D.001 @001 Q001 «0.001 «0.001 «0.001
Perod(Square) t+ o4 o166 aon 0.034 0027 [ &IH 0327 028 0.102 oon 0112
Treammenttt 0273 0.004 0.007 «0.001 «0.001 <0001 0.001 «0.001 «0.001 «0.001 «0.00}
Stratwn (Bascline PI) 4 (57 0.263 0.043 [ 4 }r] 0.069 0130 0.20} 0.255 0.4 -4} %] 0619
Carry-over (Residual) t¢ 0663 [\ ¥.7] 03758 0.163 0.509 0291 0256 0.9 0.1M on 0.696
Rx-by-Stratum Inecricuont+t 0715 (.23} 0788 0959 [+3 +1] 0343 0.476 0.450 0.162 0330 0924

1 Observed sample sist

+1: Model included seg paticnd {soq1 mumh:hxmmry(ﬂ)nm

+Ht: Model included ; paacat ( ). period basciing Pl 2nd trestmeni-by-baschine Pl imeraction as facwors.

ABC~ Bascd o0 Model + LSMeans. Letios A indicazes the taost eflcctive domc(s). B indicakes the next most elfcciive, 5ad 3o forh. Treatments sharing & kast one lotier were
ot sighificantly different from each othey at the $& sipnificance level.




