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The pooled data from all patients suggest a consistent inhibition of COX-2 activity over time and
across doses.

The effect of MK-0966 on TXB,is summarized in the following graph.

Effect of MK-0966 on TXB: WAI (%) on Days | and 14
Expressed as Difference From Placebo (Without AN 006)
(Mean £ 90% CIy
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Sponsor’s graph

The pooled data in the graph above demonstrates less than a 15% inhibition of serum TXB,
levels on day 14.

Individual Patient Data: Individuals in both the treatment and placebo groups demonstrated a
decrease in serum TXB,; levels at the sampling points. At those time points the decrease was
greater for individuals in the treatment group compared to placebo. There appeared to be no
dose response that accounted for that observation. No further conclusions can be drawn from
the data. .

Bleeding time: The pooled data are summarized in the following table and graph.

Summary Staristics for the Effect of MK-0966 on Mean Change
From Baseline in Bleeding Time (Minutes)

Treatment Between- | - Change From
Group Subject Baseline
ng) N.| Mean | Median | Min Max SD p-Value
e

0 4 049 | o085 \1 149 0559

250 [ 0.6% 0.42 1.68 0360

375 6 0.63 0.57 1.94 0.463

Duais Source: (4.12]

Sponsor’s table
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Effect of Multiple Dose MK-0966 on Bleeding Time (Minutes)
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Sponsor's graph

There was no significant change in bleeding times after multiple dose administration as

demonstrated by the Day 14 data. Individual bleeding time data was reviewed in Appendix 4.12
and was consistent with the pooled data.

Clinical Adverse Events: No adverse hematological events were reported.

Changes in other Hematologic Parameters: Volunteers receiving MK-0966 appeared to
experience a decrease in hemoglobin over the course of the study, which improved off study.
The pooled data did not demonstrate a greater than 2 g/dL decrease. The decrease
demonstrated here represents the effect of MK-0966 on repeated dosing. Below is a plot of the
change from baseline hemoglobin for the dosage groups and post-dosing levels.

White blood cell count, platelet count, neutrophils, lymphocytes, and eosinophils did not appear to
be affected by administration of MK-0966. A slight monocytosis and basophilia were observed in
some volunteers receiving MK-0966 over time compared to those receiving placebo. A few
individuals experienced an increased activated partial thromboplastin time (APTT) however no
dose response effect could be observed.
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Change From Bascline Hemoglobin (g/dL) Across Days by Trearment
(Mcan Change + 84% CI)
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Conclusion: Vioxx™ does not appear to affect bleeding time after multiple dose administration.
This conclusion is evident when both the individual and pooled data are evaluated. Serum TXB,
levels demonstrated significant individual variability. Pooled data also showed variable results.

In general Vioxx™ has significant COX-2 inhibition without significant COX-1 inhibition. Individual
patients may vary in their susceptibility to COX-1 inhibition by Vioxx™. The cause of the
observed decrease in serum hemoglobin with repeated dosing in normal volunteers is unclear;
however the lack of concurrent drop in white blood cell and platelet counts rules out marrow
suppression.

Study Protocol P061

Objectives: To assess the inhibition of COX-1 activity by MK-0966, diclofenac, ibuprofen,
naproxen, meloxicam and placebo based on serum TXB, level: to assess inhibition of COX-2
activity based on LPS-induced PGE,. to assess urinary prostanoids, bleeding time, and ex-vivo
platelet aggregation, and to monitor the safety and tolerability

Study Design: Partially blinded, randomized, paraliel-group, placebo-controlled study
Subjects: Healthy females

Study Drug: Plaéebo. MK-0966 12.5 mg/d, MK-0966 25 mg/d, diclofenac 50 mag tid, ibuprofen
- 800 mg tid, naproxen 550mg bid, meloxicam 15 mg/d :

Study Plan: All treatments were administered for 5 full days plus a moming dose on day 6
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Results

Serum TBX,
The serum TXB, Weighted Average Inhibition (WAI) and the Weighted Average Inhibition for

LPS-induced, on day 6 of MK-0966 administration at various doses compared to placebo and
NSAIDs are shown in the following graphs..

TXB; WAI (%) for Treatments on Day 6
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Sponsor's graph

Nonselective COX inhibitors caused a marked inhibition of serum TXB, while MK-0966 caused
only a slight inhibition of serum TXB; when compared to placebo.

Both graphs shown above demonstrate MK-0966 selectivity of inhibition of COX-2 activity.
MK-0966 has significant COX-2 inhibitory activity without significant COX-1 inhibitory activity.
This contrasts with results seen with the relatively non-selective COX inhibitors (NSAIDs).

Platelet Aggregation (Pooled data): Platelet aggregation as measured using arachidonic acid as

agonist was not significantly inhibited by MK-0966.- This result is contrasted with that seen with
the more non-selective COX inhibitors (NSAIDs).
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Platelet Aggregation WAI (%) for Treatments on Day 6 Using Arachidonic Acid
as the Agonist (Amplitude)
(Mean 1 SE)!
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Effect of MK-0966 on Bleeding time: The results are summarized in the following table.

ng Time (Minuies). oo
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Sponsor's graph

( ‘ While there may be some individual variation of bleeding times for MK-0966 from Day 0 to Day 6
Lo the results were not consistent with a marked effect on bleeding time.

[
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Urinary Prostanoids: 11-Dehydro Thromboxane B, (pa/mq): The results are shown in the
corresponding tables.
Analysis of Change From Bascline on Day 6 (0 to 8-Hour Interval)
for Urinary 11-Dehydro TXB; (pg/mg Creatinine)
Baseline Mcan Day 6 Mcan Mean Change LSMcan Change
Treuiment N (D) {SD) (SD) (SE)
Placebo 15 | $63.97(119.62) | X3116(57922) | 273.18(56390) | 27334 229y
MKLV66 (125 mg) 12 60620(230.55) | 597.12 (162.85) 9.07(130.17) 16.23(104.04)
MK:0966 (25 mg) 12 | $33.80(138.69) | 693.84 (401.2%) | 140.04'(490.64) 134,63 (10333)
Mloxicam (15 mg) 12| 4729859 023.52) - | 423.02(15255) | -5657(235.20) - | -105.50(106.0%)
Drclofenac (S0 mg 8] 635.48(13268) | 38588 (7132) | -249.60 (23641 | 207,10 (128.22)
3 tirtws a dav)
Difference in 90% C1 for
Between-Treatment Companison LSMcan Difference p-Valoe
MK 0966 (12.5 mg) versus placebo L2575 (-486.2, -28.8) 0.070
MKLMG6 (25 mg) wirsus placebo 3.0 (-3678. 89.6) 0.320
Mcioxiczam versus placebo -3192 (-607.9,.150.5) 0.000
Diclofenac versus placebo A%0.9 (-740.2, -221.6) 0.004
FiTict p-Value Pucled SD for Change
Tremment 0018 35783
Hascline 0.047
. ANCOV A within-treaunent p-value $0.050.
b Univariate within tecstrent p-vilue £0.050.
Data Source: [[2.1]
Sponsor’s table
{ The difference of MK-0966 from placebo approached statistical significance for the 12.5 mg dose

but not for the 25 mg dose. Meloxicam and diclofenac were both statistically different from
placebo. This is consistent with the relatively selective inhibition of COX-2 for MK-0966.

Urinary 2,3-Dinor-6-Keto Prostaglandin F, (pa/mg Creatinine):.

Analysis of Change From Baseline on Day 6 (0- to 8-Hour Interval)
for Urinary 2,3-Dinor-6-Keto Prostaglandin Fg (pg/mg Creatinine)

Bascline Mean Day 6 Mean Mean Change LSMean Change

Treatment N (SD) (SD) (SD) (SE)
Placebo 15| 193.57(60.17) 184,34 (69.53) «9.23(64.47) ~7.27(10.9))
MK-0966 (125 mg) | 12 | 176.93 (8R.09) 9434 (25.22) -82.58 (76.16)" -92.70 (12.24)*
MK-0966 (25 mg) 12 1 205.98 (84.99) 97.27(49.68) . | -108.70 (77.76)' -97.75 (12.25)!
Meloxicam (15 mg) | 12 | 156.40 (49.24) 66.91 (21.85) ~89.49(44.78)" 11450 (12.50)!
Dicinfenac (50 mg & | 235.78(76.06) 89.82 (28.07). | -146.00 (68.28)" - |-113.40 (15.35)}

3 times a'day)
Difference in 90% ClI for
Between-Treatment Comparison LSMean Difference p-Value

MK-0966 (12.5 mg) versus placebo -854 (-112.4,-58.4) «<0.001
MK-(966 (25 mg) versus placebo -90.5 (-111.5, -63.5) «<0.001
Meloxicam versus placebo <1072 {-134.2,-80.2) <0.001
Diclofenac versus placebo -106.1 (-136.7.-75.5) <0.000
Effect p-Value Pooled SD for Chanpe
Treatment <0001 4223
Baseline <0.007
' Univariate within-uestment p-value 0.050,
' ANCOVA within-tréatrnent p-value £0.050.

Data Source: [2.1]

Sponsor’s table
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All treatment groups demonstrated a statistically significant decrease in urinary 2,3-Dinor-6-Keto
Prostaglandin F,, excretion reflecting their ability to inhibit COX-2.

Urinary 6-Keto Prostaglandin Fi, (pa/mgq Creatinine):

Analysis of Change From Baseline on Day 6 (0- to 8-Hour Interval)
for Uninary 6-Keto Prostaglandin Fyq (pg/mg Creatinine)

Baseline Mean Day 6 Mean Mean Change -/ | 1L.SMean Change

Trcatment N (SD) (SD) (SD) (SE)
Plicebo 15 57.6) (18.71) 68.97 (32.84) 11.36 (28.40) 1030 (5.57)
MK-0966 (12.5 mg) 12{  54.53(2348)- [ 29.12 (9.38) [ -2541 (17.29)" | -28.28(6.24)’
MK-0966 (25 mg) 121 63.88 (32.14) 4161 (35.32) | <2228(30.79) ' | -19.66 (624}
Meloxicam (15 mg) 1215293 (06.72) | 2444 (8.31) |} -28.49(16:%3)" | -3230(6.26)’
Diclofenac (50 mg 8] 73.18(41.32) 21.25(7.83) 4593 (36.54)" -37.85(1.77)*

3 trnes aday)
Difference in 90% CI for
Bemween- Treatment Comparison LSMean Differcice ‘p-Valve

MK-0966 (12.5 mg) versus placebo -38.6 (-524, -24.8) <0.00)
MK-0966 (25 mg) versus plucebo -30.0 (43.7,-16.2) 0.001
Meloxicam versus placebo 426 (-56.4,-26.8) <0.001
Diclofenac versus placebo 482 («63.8,-32.5) <0.001
Effect p-Value Pooled SD for Change
Treatrnent <0.00] 21.55
Baselinc <0.001
' Univarialc within-treatment p-value <0.050.
- ANCOVA within-treatment p-valoe €0.050.

Duta Sourve: 2.1}

Sponsor's table

Significant inhibition of 6-Keto Prostaglandin F,, excretion occurred with all treatment groups
when compared to placebo.

Urinary PGE,

Analysis of Change From Baseline on Day 6 (0« to 8-Hour Interval)
for Urinary PGE; (pg/mg Creatininc)

Baseline Mean Day 6 Mean Mean Change - | LSMean Change

Trentment N (SD) (SD) (SD) (SE)
Placebo 15| 249.72 (106.56) | 214.76. (93.29) | -34.96 (86.52) | -33.0(18.1)
MK-U966 (12.5 mg) 121 20197 (88.40) | 11380 (59.35) | -88.17 (63.05)" | -106.0 (205)°
MK-0966 (25 mg) 12 ] 281.00 (164.32) | 18136 (144.45) | 99.64 (10254)' | - -84.7 (204)"
Meloxicam ({5 mg) 12120844 (97.68) | 11950 (R4.15) | -BR.95 (9132)! [ -104.1 (204)°
Diclofense (50 mg 8] 0143 (143.16) | 173:61 (34.11) [-127.80° (75.88)" | -104.4 (25.2)*

3 uimes a day)
Difference in 0% CI for

Between-T reatment Comparison LSMean Differcnce “p-Value
MK-0966 (12.5 mg) versus placebo -13.0 (-117.8,-28.3) 0.010
MKA966 (25 mg) versus placebo -51.7 (D64, $.9) 0063
Meloxicam versus placebo -7 (-115.9,-26.4) 0012
Diclofenac versus placebo -71.4 (-122.1,-20.6) 0025
Effect p-Value Pooled SD for Change
Treatment 0.041 70.02
Daxeline <0.001
* Univariate within-treatnent p-vatue S0.050.
T ANCOVA within-ureammemt p-value $D.050.

Daw Source: J2.1)
Sponsor's table

- The mean change from placebo was statistically significant for all treatment groups except MK-
0966 25 mg dose where it approached statistically significance.
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Clinical Adverse Events: The clinical adverse events were not more frequent with MK-09666,
The adverse events reported in the study are summarized in the following table.

Patient # Treatment Study Day Duration | Intensity | Event

049 MK-0966 (25 | 4 23 days | Mild Bruising on both thighs
mg) :

019 Naproxen -2 19 days Mild Bruises on left knee
sodium and lower leg

070 MK-0966 3 3 days Miid Spotting
(12.5 mg) .

056 Meloxicam 7 . 6 hours Mild Vaginal Bieeding

056 Meloxicam 9. - | 11days | Mild Spotting

054 Ibuprofen 9 2 days Mild Vaginal blood loss

Other Hematologic parameters: All patients experienced a decrease in hemoglobin. White blood
cell count, platelet count and neutrophil count did not appear to be affected by administration of
MK-0966.

Conclusion: Individual bieeding times were not affected by the administration of MK-0966.
Individual platelet aggregation by arachidonic acid and collagen were not affected by the
administration of MK-0966. Vioxx™ does not appear to affect bleeding time:

Urinary TXB,; levels with MK-0966 12.5 mg dosage group approached statistical significance
compared to placebo while those levels in the 25 mg dosage group did not.

Laboratory data demonstrated a mild decrease in hemoglobin for all treatment groups. No further
conclusions can be drawn form this data.

Study Protocol P063

Objectives: To assess the effect of low dose aspirin on serum TXB, and platelet aggregation,
assess the effect of MK-0966 on the aspirin-induced inhibition of serum TXB; and platelet
aggregation, confirm lack of effect of MK-0966 on serum TXB; and platelet aggregation, confirm
the safety and tolerability of concomitant therapy with 50 mg MK-0966 and low dose (81 mg)
aspirin :

Study Design: Double-blind, randomized, placebo-controlied, parallel-group study of two
treatment groups in which subjects received double-blind tablets of either 50mg of MK-0966 or
matching placebo for 10 days. All patients were given open-label once daily aspirin 81 mg
beginning on day 4 through day 10. ‘ i

Subjects: Healthy non-smbking; 24 males and females of non-child bearing potential, within 30%
of ideal weight, aged 18t0 38

Study Drug: 50 mg MK-0966 fablets, placebo tablets 81 mg aspirin

Study Plan: MK-0966 50 mg tablets or placebo tablets taken once daily starting on Day 1 and
continued through Day 10. Serum TXB,and platelet aggregation performed 72 hours prior to first
dose on Day 1, predose Day 1, prior to first aspirin dose day 4, prior to MK-0966 dose on Day 10,
and 4 hours post dose of MK-0966 on Day 10.
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Resuits
Pooled Data from all subjects

Below is a table with summary statistics of the pooled data from all subjects.

Summary Statistics of TXB; Percent Inhibition From Baseline by Time Point

Tine Between-
Day: | (Vhwes) Treunieni N Meun Muoian Mii, Max Subjeit SD
nseline (npg/ml.)
[} 0 MK 121 MK 2599 205, M5 621,20 12854
Placetny 12125030 W68 1200 48,90 R1.36 . ;
Tine Between- | Within-Ciroup Within-Grap
2y {ilkwre) Treaiment N | Men! | Metisn! Min, Max' Subject SB* | p-vahie! wri ¢l
Inhibitis From Hieseliie (%) . -
4 O IMK0966 12 (%] =199 <2155, 4520 19 037 677, 18.62)
Place b 12 .94 9.8y =20.50, 13.07 10.30 0.133 -10.20, 0.51)
Inhibithm From Rxseline (% )
10 O IMKAWOH + Aspirin® 12 v7.22 $a.70 LKA R 6565 <0.001 (9.9, ¥K.02)
Aspirin 1) 96.99 97.00 95.20, 9R.18 35.80 <0.00} (96.3%, Y7.50)
Inhitdtinn Frim Nascling (%)
) <4 MK4¥00 + Aspiliu‘ 12 Y8.37 Y7187 L R T8.98 <().00) (Y2.55,95.9)
Aspirin 12 Y836 9802 9525, 99.6¢ 61.64 <L} (V7.67, 94.84)
" Buckaransfiemd tram the log soale, s
wll ¥ SU v e g seale s 40,
= . ! Wikhinsprou e vitie versus wh ndiibiion,
{ Y Note that comcantiiing therapy with wxpirin bepas on Day 4. J

N Dats Seawee: 2.1

Sponsor's table

The pooled data indicate that administration of MK-0966 tablets did not affect the serum TXB,
results taken on Day 4. The coadministration of MK-0966 tablets with aspirin did not affect the
expected outcome of nearly complete inhibition of serum TXB,. These results suggest no
significant interaction of MK-0966 with aspirin in terms of serum TXB, levels over this period of
time. ‘

The Individual Patient Data are shown in the following table.
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Serum TXB2 S Serum TXB2

Tréatment Group: Placebo/Aspirin Treatment Group: Placebo/Aspirin

% change & change
AN DayfMime - TXB2 ngimi  trom Day 1 AN Day/Time  TXB2 ng/ml from Day 1
01 prastudy 18975 13 presnidy 2374
o1 1 1 1
01 4 180.3 10.8% 17 4 2902 17.4%
o1 1vpredose &4 -86.0% b 10/%predose s -96.6%
01 104hry 42 97.4% 13 104k 8.1 -§7.5%
02 prestudy 251.5 5 prestudy 307.3
02 4 238.1 A% T 15 4 3333 13.1%
02 10/pradoss T4 57.0% B 15 Wipredoss 1o -96.3%
02 VOi4hes 49 -98.0% :: Jordhrs 1::5 87.5%
[+:-] prestudy 2011 Y —
7 1 .
05,, ! 13.9% 17 4 172.8 ~4.7%
03 “ 2612 : 170 ipredase 87 952%
05 1o/predose 9.1 96.0% o \Gidhrs v .95.8%
0s 10/4hrs 5.3 97.7% 2 preshudy Tor4
06 prestucty 4241 2 f EI‘-Q__J
06 1 20 Y 1432 0.8%
06 4 22 9.6% 20 vopredose a3 97.0%
06 10°predose 75 ~§7.8% 20 10/4hrs 32 QT
06 10/4hrs 5.1 -£8.5% 21 prestudy 223
10 prestuzy 1996 2 1 22 ]
10 ' 2 4 2194 “13.1%
10 4 2120 -5.8% 21 10predose 40 58.4%
A 10 10/predose 6.0 -87.3% 21 107anry 32 . -8B8.7%
10 1C/4hry 45 -98.0% z prestudy 419
( 1" prestudy 249.7 ’;’: : S
A 1" 1 ] 210.8 ] 8¢ SV
o 4 2322 10.1% 23 1obredase 80 -98.2%
11 1Gpredose 58 87.3% 23 ot 3z > -99.3%
11 10/ahng 35 -98.3% vtuy: . .
blsene & Cay! (homed rarde 4 % Change con € TXU2 ¢ bl TXSZ & 100
- O’urg - Qraetices TXE2 « Sasetne THE . x 100 Saivpins TXE2
saseies TXB2 ¢ LLORQ w 3.2 ngirnd

Sponsor’s table

Listed above are the control results. There is variability in the percent change in serum TXB;
levels from Day 1 to Day 4. This corresponds to 4 days of placebo administration.
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Serum TXB2 Serum TXB2

Treatment Group: MK-0866/Asplrin Treatment Group: MK-0966/Aspirin

4% change « change
AN - DayfTime _ TXB2ngiml from Day 1 AN DayMime -~ TXB2 ng/ml  trem Day 1
c3 prostudy A0A e presay e
o3 1
02 4 2546 '7";; " : 205%
(<] ) 1o D4, y
03 f:::f. 32 < .08.8% : 1:;«-? 1::: _':3‘2:’,'
. 24
0 presiucy 2587 1% prestdy 243.1
qE , w o
o< 4 288.9 105%
04 10fedoss wz 95.1% b 4 2049 13.9%
o Soidr 62 07.4% A 1C/praccse 104 -85.2%
o oy e 16 10/¢his ua 196 6%
o7 s m 18 Prestly 188.
oY ompradoss a8 99.1% 1 4 2048 02%
o7 10/4hrs 32 -894% 18 100recose 02 855%
[ prestudy 1856 18 104hrs 82 57.0%
08 1 _ 1% prestudy 267.0
o . 10 205% 19 1
o8 1vpredose a2 v -98.6% 19 4 2853 4.3%
o8 104 32 = .98.6% " 10/predase T8 97.2%
) prostudy 338.2 19 TR 4.2 -98.4%
ce 1 22 presway 5791
0 4 168.6 -452% 2 1 [ 621.2 |
03 10/precese [ 13 -06.8% - 4 S73.7 <7.6%
[ 10/4nes 58 -96.2% 2 10/predose 167 -97.3%
12 prestdy 185.7 22 Tordhre 8.6 -98.6%
’ ) 12 1 232.8 24 prestudy 27
& 12 4 2553 9.6% 24 1 272.6
12 10/precase 93 -96.0% 24 4 2059 24.5%
12 vty 7.5 -96.8% 2¢ 10‘precose 55 <88.0%
24 10/4bry 9.1 56.6%
Saar « Day? {bowig rcen :
€ Crargew {noriate TXRD - basebrs TXR2) 5 100 sl & DoY) Ik e
Sass e TXB % Change » THEZ . basein TXB2 1960
*LLORO = 3.2 nghmd s TXR3

Sponsor's table
Listed above are results from the MK-0966 comparison groups where MK-0966 was administered

for the first 4 days and then coadministered with aspirin for the remainder of the study. Variability
in TXB; values was observed.

Platelet Agaregation Studies:

Primary Platelet Aggregation studies were performed with arachidonic acid. Secondary platelet
‘aggregation studies were performed with collagen.

Platelet aggregation expressed as a percentage of light transmission was plotted for before
(baseline) and after administration of MK-0966.

The Graph of Pooled data results is shown below.



