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Fegure 9,

Mean (£SD, N=8) Plasma Concentration-Time Profiles of Rizatriptan in Males on
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Fiqure 13.

Mean (x S.D., N = 18) Plasma Concentration-Time Profiles of a Single 10-mg Dose of MK-0462
in Foamulations of Either Two S-mg Tablets Used in the Initial Phase I Study, One [0-ng Tablet
(Encapsulated) Used in the Phase IIb Dose-Finding Study, or One 10-mg Final Market
Composition Tablet Used in Phase III Studies
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(Encapsulated) Used in the Phase [Ib Dose-Finding Study, or One 10-mg Final Market Composition
Tablet Used in Phase III Studies
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Figure 14 .

Mean (¢SD.N= 12) Plasma Profiles for MK-0462 Following Oral Administration of 5-mg

MK-0462 FMC Tablet and Simultaneous Intravenous Infusion of 1-mg Stable-Labeled MK-0462

. oPlasma Concent.mloﬁ {ng/m?)

1o Healthy Female Subjects

Mean (+ S.D., N = 12) Plasma Profiles for MK-0462 Following Oral Administration of 5-mg

. : o ¥
MK-0462 FMC RAPIDISC™ and Simultaneous Intravenous Infusion of I-mg Stable-

=8 Tablet, § mg
—#— Intravenous, 1 mg

Time{hr):

iean (% S.D., N= 12) Plasma Profiles for MK-0462 Following Oral
0462 FMC Tablet and Simulaneous Intravenous Infusion of 1-mg Stable-Labeled MK-0462

Plasma Concentration (ng/mi)

t0 Healthy Female Subjects

Administration of 10-mg

Mean (= S.D., N = 12) Plasma Profiles for MK-0462 Followin

Plasma Concentration (ng/ml)

“MK-0462 to Healthy Female Subjects

1003

AA AAAL

—8-=-RAPIDISC, S mg
—&— intravenous, 1 mg

Time (hr)

“ed

!

g Oral Administration of 10-r

MK-0462 FMC RAPIDISC™ and Simultaneous Intraveaous Infusion of 1-mg Stable-Labele.
MK-0462 to Healthy Male Subjects

100+

104

~—®— Tablet, 10 mg
= Intravenous, 1 mg

2 4. . 6 . ._g_. 10

Time (hr)

zan (£ 5.D., N = 12) Plasma Profiles for MK-0462 Following Oral Administration of 10-mg
K-0462 FMC RAPIDISC™ and Simultaneous Intravenous Infusion of 1-mg Stable-Labeled

Plasma Concentration (ng/ml)

MK-0462 to Healthy Fernale Subjects

1003
3 —e— RAPIDISC, $0 mg
] ~—#— Intravenous, 1 mg
4 T
T T
107
== hd
" r
0.1 v Y —r— Y I
o) 2 c 4 6 8 10

Time (hr)

Plasma Concentration {ng/mi)

Fraction of Dose Absorbed

1003

~—8— RAPIDISC, 10 mg
—8— intravenous, 1 mg

0.5+

Time (hr)

10

0.4
0.3
0.2

0.1

——— Male, 10 mg RAPIDISC -~
—w—- Femnale, 5 mg Tablet
—<~—Female, 10 mg Table{
@~ Female, S mg RAPIDISC
- Female, 10 mg RADIDISC

10 5

Time (hr)

20

BEST POSSIBLE COPY



15

¢ = miane so o w

Figurey.  Mean (& S.D., N =6)0-12 Hour Plasma Concentration-Time Profiles of MK-0462

Plasma Conc. (n§ or ng eq/mi)

4

and “C-Radioactivity after Separate LV. (3 mg, ~75 pGi) and Oral (10 mg, ~75 uCj)
Administration of “C-MK-0462

100 ) ' =@ LV. MK-0462

- | =O=LV. Radioactivity
==~ Oral MK-0462
. e=J==Oral Radioactivity

10

Time (hr)

0o __2 4 6 8 10 12 14

APPEARS THIS WAY
ON ORIGINAL



e

b PAGES REDACTED

CONTAINED TRADE
SECRETS and/or
CONFIDENTIAL/
COMMERCIAL
INFORMATION




Fj‘”’- Q.

Mean (= S.D.. N =7, 5, o 6) Plasma Concentration-Time Profiles of MK-0462 in Renal

Insufficieacy Patients Following the Administration of a S-mg Oral Dose of MK-0462 (Solution)
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F‘b ure 2°7-

Mean Plasma Concentration-Time Profiles of DHPG in Young Healthy Subjects
Receiving Moclobemide (150 mg) or Placebo on Day 4 (N=12)
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Mean (+ S.D., N=12) Plasma Concentration-Time Profiles of MK-0462 in Healthy Subjects
Receiving Paroxetine and MK-0462 or Placebo and MK-0462
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Individual and Nean ADCi.., ti, Cu 80d Tay £or L-705,126 in

Iy

Healthy Volunteers ving a Single Oral Dose of 5. 10, 20,
40, 60 or 80 mg of L-705,126 ,
g Bbde | (ngomevan s (ng7ml) =
5 009
010
011
012
014
015
Mean £6.D. | 17.4 £3.6 | 1.36* | 7.8222.92 | 1.2 21.0
Dose subj. AUC, e tin Coex e
(mg) No. {(ng-hr/ml) {hr) (ng/ml) {hr)
10 001
002
003
005
107 ]
008
Mean % S.D. 9.6+ 11.7| 2.0 | 19.8£6.6 | 1.0%0.6
Dose Subj. AUC, . ta Coux Toux
(mg) No. (ng-hxr/ml) {hr) (ng/ml) (hr)
20 009
010
012
013
014
016 )
101+ 12 39.4 £15.7 I 1.0 £0.6
3]
Dose Subj. AUC, L. Coux | Toue
(mg) No. (ng-hr/ml) | (ng/ml) |  (Bmx)
40 001
002
004 _
005 |
006 _
107 .
Mean £ S.D. 265+ 95 2.24* | 90.8 +47.0 { 1.5 £1.2
Dose Subj. AUC, oo tir Coux Toax
{mg) No. {ng-hr/ml) (hr) (ng/ml) (hr)
60 013 ]
014
015
016
Mean #+ 5.D. - 394 28 l 2.06" J 89.6 £16.3 | 2.1 £1.6
Dose subj. AUC, 2 Caux Toax
(ng) No. (ng-hr/ml) (br) (ng/ml) (hr)
80 011
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earance of b-'lOS 126

in Healthy

Pmteets i':‘&smﬁmfm% Tance e of 5, 10, 20, 40, 60
or 80 mg of 1-705,126 -
pose (mg) Subj. No. €L, (ml/min)
5 009 '
010
011
012
014
015
Mean * S5.D. 386 £ 40
Dose (mg) Subj. No. CL, (ml/min)
T a0 001
002 o
003
_005
107
' 008 ‘
Mean % S.D. 414 £ 86
. .Dose (mg) Subj. No. CLn (bmllmin) APPEARS TH'S WAY
2 005 ” ON ORIGINAL
010
012
013
014
016
Mean % S.D. 363 & S8
Dose (mg) Subj. No. CL, (ml/min)
- 40 001
002
004
005
006
107
Mean % S.D. 453 £ 98
Dose. {mg) Subj. No. CL, (ml/min)
60 013
014 - TR
-015 S
016 ~
Mean % 5.D. 332 £ 77
Dose (mg) “Subj. No. CL, (ml1/min)
80 011 - 2371
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"TEUJL 6 Tabl'e$

“Table F

:

Table® 5

Geometric Mean AUCs and Geometric Mean Ratio AUCs
for Intravenous Doses of MK-0462 10 pg/kg to 90 heke -
Dose-Adjusted Geometric Mean Ratio AUC
Dose | Geometric Mean (90% Confidence Interval)
(ug/g) | AUC (ngehe/mb) | 10 ug/kg | 20 pg/ke 40pgig | 6Oupiks |SOpg/ks |
10 12.58 - - - - -
20 12.17 097 - - - -
(.85, 1.10)
40 - 11.00 0.9 - - -
’ (0.80, 1.02)
60 12.03 1.09 - -
(097, 1.23)
.90 21.70 1.80 -
(1.59, 2.04)
individual and Mean Values of Pharmacokinetic Parameters of MK-462 In Subjects
Recetving & 40-mg Tablet of MK-462 Without Breakfast
Subject No. AUC (ng-hr/mi) C e (ng/mi) Teeax (O1) t,, (h)
1 —
2 1 1
3 ’ |
4
105
6
!
10 —
1 ]
12 -
Mean 330 76.8 1.6 180 M4
S.D. 54 324 12 0%
Tablez.r individual and Mean Values of Pharmacokinetic Parameters of MK-462 in Subjects
Recelving a 40-mg Tablet of MK-462 With Breakfast
Subject No. | AUC (nghml) | Cru (0g/m) Tenax (W) 4 (h1)
1 —
2
3
4 -
105
6 -t
10
11
12
Mean 397 72.3 29 19* 2.0
- « . é
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Tarde

(7

11
12
Mean 16.0 328 7?.'0 127 ' 67.8
S.D. 7.0 89 222 4s 157
Individy,) and Mean (+ SD,N= 12) Values of AUC (ng-hr/m]) of MK-462 i Healthy Females
Receiving Orally 2.5.15 mg and lntmvcnously 4 mg of MK 467
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Talde .

soéoxla\u'“"'"“""

P et e
N - O

Mean
S.D.

6.2
28

127
4.8

286
13.5

44.8
17.8

Individual and Mean (+ §.D., N = 12) C,,,, of MK~462 in Healthy Females

Subject #

Co, (ng/mi)

2.5mg p.o.

Smgp.o.

10 mg p.o.

1Smgp.o.

13
14
15
16
17
18
19
20
21
22
23
24

Mean
S.D.

6.1
1.9

13.2
3.7

32.1
11.9

540
18.7
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T (o)
Subject # 25 mg p.o Soepe 10me po Sm,
1
2
3
4
5
6
; 7 -
8
9
10
11
12 ’
Mean 0.77 0.73 0.66

. 0.88
S.D. 0.50 o 03] 0.23 0.42

Table 13 Individual and Mean (+ S.p_, N = 12) T of MK462 in Heattny Females

Subject # 2.5mg p.o.

13~ e T
14

15 o
16

17

18

19

20

21

22

23

24
—_— T
0.81

Mean 0.94 0.73 0.96
S.D. 0.28 0.41 . 020 0.55

APPEARS This way
ON ORIGINg,



Tabl |
Lr Individual and Mean (£ SD, N= 12) Values of Apparent t; and l,;,. respectively,

of MK~462 in Healthy Males Recelving Orally 2.5-15 mg and Intravenously 4 mg of MK-462

1 34
2 5.1
3 42
4 13
5 1.7
- 6 !.2
7 2.9
8. 1.7
9 1.7
10 22
11 2.6
12 2.5 - _.-
Harmonic 2.1 22 24 24 29
Mean
APPEARS THIS WAY
ON ORIGINAL
Tabkk 157 Individual and Mean (= $.D., N = 12) Values of Apparent lip of MK-462 in Healthy Females
Receiving Orally 2.5-15 mg and Intravenously 4 mg of MK-462 :
. Apparent t,, (hr)
Subject # 2.5 mgp.o. S mg p.o. 10 mg p.o. 15 mg p.o. 4mpi.v.
13
14
15
16
17
18
19
20
21
22 -
23
24
Harmoonic 22 24 26 24 24
Mean
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10
1
Mean 1042 141 23
S.D. 281 3 05
,qgfe 17 Individyz and Meap (=S.D. N=12)va, UeS of Apparen Phannacokincu'c
Paramctcrs of MK.46 62 in Hea)yy, male
ﬂ APZE,"S,?,;’,‘,&it"“"
\
14
15 )
I6
17
18
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20
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22
23
24
Mean 821 lo2 21
S.D 148

29 0.5
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Talde 19

/
" Individual and Mean (= S.D., N = 12) Values of Percentage :
) D, of Dose Excreted in Urine
MK-462 (U,) Following Intravenous or Oral Administration to Healthy Males ®

U, (% Dose)
Subject # -
2.5 mg p.o. Smgpo. 10mgpo. - 15mgp.o. 4mgiv.
1
2
3
4
5
6
7
. -
9
10
11
12
Mean 76 130 ° 119 132 234
S.D. 24 41 64 47 15

Individual and Mean (= S.D., N = 12) Values of Percentage of Dose Excreted in Urine as
MEK-462 (U,) Following Intravenous o Oral Administration to Healthy Females

U, (% Dose)

ject # . -
Subjec 2.5mgp.o. 5mgp.o. 10 mg p.o. 15 mg p.o. 4mgi.v.

13
14
15
16
17
18
19
20
21
22
23
24 o .- - ' .

Mean 79 12.1 13.5 13.8 208
s.D. 2.0 35 6.9 32 29

» value was not included in the calculation of mean and S.D. because of unusually low urinary

excretion of MK-462. ] .
v value was not included in the calculation of mean and S.D. because no urine volume was recovered

for 12-24 hr urine.



of MK462 in Healthy My,

Apparen; CL, (mU/min)
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Taue&l{&lmmary Statistics for Dose-Adjusted (to 2.5 mg) AUC,... (ngehr/mL)

Between- | Within- - p-Values
Geometric Subject | Subject { Over- | 25 ] 10 15
Treatment | N Mean Median S CcV all vs vs vs vs
Males .
7.5 mg 12 143 167 | 9.1 0.172 | 0.001 0.174 | 0017 | <0.001
5.0mg 12 15.8 163 5.0 0265| 0.003
10.0 mg 12 17.1 18.7 6.5 0.043
15.0 mg 12 19.8 20.2 8.9
Females
2.5mg 12 18.0 18.2 5.8 0.110 | <0.001 0.018 | <0.001 | <0.001
5.0mg 12 20.2 200 59 0.004 | 0.000
1100mg 12 23.2 24.2 7.6 0.015
15.0 mg 12 26.1 26.2 7.0
Tade 224 Tﬂﬂ%‘ 90% Confidence Intervals for Dose-Adjusted
(to 2.5 mg) AUCo._ (ngehr/mL)
Geometric Mean Ratio in Relation to 2.5-mg Treatment
0% CI for, >
Geometric | Geometric | Within- O
Geometric | Mean Mean Subject (e
Treatment N Mean Ratio Ratio SD (b ]
Males w
2.5mg 12 | 143 i D) 2.92 —
5.0 mg 12 15.8 1.10 (0.98, 1.24) . o
10.0 mg 12 17.1 1.19 (1.06, 1.34) —
15.0 mg 12 19.8 1.38 (1.23, 1.56) VD
Females 8
2.5mg 12 18.0 . (.,.) 241 o
5.0 mg 12 | 20.2 1.12 (1.04, 1.21) .
10.0 mg 12 | 23.2 1.29 (1.19, 1.39) S
15.0 mg 12 | 26.1 1.45 (1.34, 1.56) (Jp)
- Lad
R o
ToHe 22} Summary Statistics for Dose-Adjusted (to 2.5 mg) AUC,._ (ngehr/mL)
Male Versus Female Comparison
Pooled Between- Overall-
Between-Subject Sex Sex
Treatment N Male* Female' SD® _D-Value p-Value
2.5mg 12 143 18.0 7.8 0.201 0.060
s0mg 12 15.8 20.2 55 0.050
10.0 mg 12 17.1 232 71 0.032
15.0 mg 12 19.8 26.1 8.3 0.058
* Geometric mean
® Back-transformed standard deviation from 10§ transformation
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—_— 22f-  summary Statistics for Terminal Half-Life (Hours) :
A i ; ‘ Tace: Values :
Harmonic knife | Over- | 25 | L.‘T_]—IO ‘ is
“Treatment | N Mean Median SD all vs vs vs vs
Males ]
25mg |12 2.11 234 092 | 0531 0.609 0209 0230
s50mg 12 221 224 0.61 0450 0.485
10.0 mg 12 236 265 097 0.954 .
15.0 m| 12 235 2.70 0.75
. APPEARS THIS WAY ek -
: ON ORIGIN Z5mg |12 222 320 | 042 | 0376 0357 0.089 | 0242
da AL 50mg 12 240 225 0.66 0.420 0.797
< .100mg |12 257 250 | 035 0.581
15.0m 12 245 2.50 027
—Table ’? Summary Statistics for Percent of Oral Dose Excreted in the Urine
Between- p-Values
Subject | Over- 25 5 10 15
Treatment | N Median | Mean S$D all vs vs vs vs
> Males .
Q. 2smg |12 | 743 | 76! 2.44 0018 0002 0073 {0022
O somg |12 | 1as |1297 | 4B 0.160 | 0.384
o 100mg |12 965 | 11.06 6.80 0.584
o 150mg {12 1203 11184 545
l Females
o 25mg |12 76 | 187 198 | <0.001 0.002] <0.001 | <0.001
— s0mg |12 1209 | 11.57 378 0359 | 0044
D oomg |12 | 1265 | 1347 | 68 0251
P isome |12 | 14ss {1382 | 331 l
- A
Q oS Summary Statistics for Renal Clearance of MK-0462 (mL/min)
Between- p-Value
Subject | Over- | 25 ‘ 5 10 15
m Treatment N Median Mean SD - all vs vs vs vs
w Males
o0 Zsmg |12 | 19380 | 22480 8505 | 0.110 0016] 0237 | 0321
somg |12 | 3135 3397 121.51 0192 | 0136
100mg |12 | 25995 |272.44 138.49 0.847
150mg |12 | 27015 124191 81.57
234 .. . .
APP £ AR S TH‘ S W AY bk @ Summary Statistics for Systemic Clearance (mL/min)
ON OR\G‘NA\. Between- Pooled- Between-
Geometric Subject Subject Sex
Gender N Mean Median SD SD p-Value
Cl (mL/min)
Males 12 1010.8 1 965.1 264.6
Females 12 807.8 829.9 159.8 209.1 0.022
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Tabl 15 Individual and.Mcan (2S.D., N=8) Values of Plasma Terminal Ha]f-l_ifc'(tm) for of MK-0462
in Healthy Females Receiving Intravenous Doses of 0.5 - 5.0 mg

) 4y (hr)
Subject #
0.5 mg 1.0mg 2.5mg

5.0 mg

001
002
003
: 004
005
106
107
008

Mean® 1.5 1.9 2.2 2.1

* Harmonic mean

Tapde ;{@

Individual and Mean (£S.D., N=8) Values of V,, for MK-0462 in Healthy Females
Receiving Intravenous Doses of 0.5 - 5.0 mg

Vs )
0.5 mg 1.0 mg 2.5 mg 5.0mg

Subject #

001
002
003
004
005
106
107
008

Mean 90.7 106 103 90.7
S.D. 20.0 252 11.9 13.0
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Tabk Ja7. Individual a4 Mean (+ s p,

. N=8) Values of

Renal Clearance (CL) or
Females Receiving Intrave

MK-0462 in Healthy
nous Doses of 0.5 - 5.0 mg




“Tabe 2.9

TeSifA. Individual and Mean (& 8.., N = 6) Values of AUG of MK~462 In Healthy Males
| Recelving Three 10-mg Doses of MK.462 (q4h) per Day for Four Days -

o' | AUG, 7 [ AUt |
1 .

: e
e o S . =S
45.5 38.7 30.8 176

{ sp. | 206 106 108 | 235 | 170 | 102 73

'@. Individual and Mean (+ S.D., N = 4') Values of AUC of MK-462 in Healthy Females
Recelving Three 10-mg Doses of MK-462 (q4h) per Day for Four Days

Subj. No. | AUG,...' | AUC,...,' | AuC, . ' [ Auc, _ 2 AUC,, . | AUC,_ ‘| AUC,_
4
5
6
11 - ‘ I N

 Mean 49.8 211 | 214 | 497 505 | 500 215
S.D. 9.3 52 50 12.8 5.0 13.8 49

APPEARS This wa
ON ORIgINy T



Table 34 ' o
%&t Individual ang Mean (+ s p

fltg:(;%suf g al;l'seatﬂzy Males Reéethi:g?hYea;‘{leos-:g; Sﬂ%ﬁﬁ?@z?ﬁ?ﬁ?ﬁf
Day1 Dayq4 - f
Subl. No. | ¢, (ng/m) Te®) | toty o M) | To () | 1, (g _
L — —l — -— 4 _
7 : N
108 ! IR R IR T T
8 -4 b ,* BE ﬁ -1: I ]
T T + [ -
Mean 284 | ¢4 [ @233 255 5.1 ‘E;‘:
S.D. 172 | g | o [ o2 3.0 /.0

*Hamonic Mean,

%. Individual and Mean, *S.D., N

= 4) Values of Pharmacokinetic Parameters of
MK-462 in Healthy Females Heceiving Three 10-mg Doses of MK-462 (q4h) per
Day for Foyur Days

———

Day 1 Day 4
Subj. No. } Crax (/) | T, thr he () | Cp, (ng/m | Tou ) | ¢, )
Mean l ‘24.4 , 6.9 l 3.2%.% 30.86 ] 4.8 | 2-9'57
S.D. 72 | 45 =0 1268 26 05

*Hamonic mean.

APPEARS 1115
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