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Clinical Pharmacology/Biopharmaceatics Study Sommary Sheet

Page 1of2
NDA/IND# | SUPPL/AMEND. # SUBMISSION DATE: VOLUME;:
2104 23 Nov. 98
Study Type: | ADME Study# | 012 ]

Study Title: | An Open, Oral Single-Dose, 4-Period Stady in Hal:hj Subjects to Invsag.u'me Absorption,
‘ Maaboxism,ﬂxuwou,mdumaahnao(“c.m-o%smsauﬁou

CLINICAL SITE ANALYTICAL SITE
TMB'CIGATOR INVESTIGATOR
L Merck West Point, USA

SINGLEDOSE: { X MULTIPLE DOSE: | NA WASHOUT PERiOD: 7-10 days
CROSS-OVER | X PARALLEL NA OTHER DESIGN: NA
FASTED X FOOD NA | FDA HIGH FAT NA

‘ L STUDY BREAKFAST

( If fasted, how long (hrs.)? | 8

SUBJECT
BREAKDOWN :
Normal | X [ Patients | NA | Young [x [ Eldeddy [NA | Renal | NA [Hepatic | NA
SUBJECT TYPE g GROUP N=i12 [M=|12 [F=NA |
Weight .| Mesn.. | 759Kg | M | Ranpe | 603 91 | Group N=|NA|M=|12 |[F=|NA
Age Mean 378¥r {M |Range |22 50 Group N=|NAIM=|12 |F=|NA
SUBJECT TYPE GROUP N=|NA |M=|NA[F=1Na
Weight | Mean Ke F._ | Range Group N=|NA | M= {NA|F=|Na
Age Mean | Yr F . | Range Group N=|{NA M= |NA|F=|NaA
TREATMENT GROUP DOSE(mg) | DOSAGE FORM | STRENGTH | LOT# LOTSIZE
H“CMK 0966 125 Solution 10 mg/mlL, MR-3262 NA
MK -0966 125 Solution 10 mg/ml, MR-3261 | NA
MEK-0966 125 125 Tablet 125 mg MR-3215 NA




Papge 2612
SAMPLING TIMES
Plasma | Part 1 (Period 1): Pmdosundos,x,x.s,z,a,a,s,s.12,16,20.22,23,24.25,26,30,36, 42,
46,4&50,60,72,96,lnd120bom'sp0s‘dosc.
PartZ(Puiorkz,l!,tndl):Pmdosemdo.s,l,ls,z,»li.d,&,&lz,16,20,22,23,24,75,26,
30,36,42,46,¢3,50,60,72,96,mdlzwounpos¢dose.
Urine tormbjedsrec&vingllc-Mx%-ZtoO(pradosc),oto2,2 to4,4to6,6to9,9to
12,12(016,16&)24,24&)3636(048,48&072,72%96,lhd96to120bours,postdose
Feces mgmmurmmmwmxmwmmmmy
ASSAYMETHOD: 7t — LN
Assay Sensitivity .
Assay Accuracy ‘ s

Absorption, Digestion, Metabolism and Excretion

-

,
PR
~ Y
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MK-966 D.M. #1169, M.A. # 012 Page 24

Table XIII

Maximum Concentrations in Plasma (ng or ng-eq/mL) Observed Following Administration of
Single 125-mg Oral Doses

Solution Tablet
MK-966 Radioactivity MK-966
AN. 1® Dose 2™ Dose 1* Dose 1% Dose 2™ Dose

1

9

3

4 . e, e — SN, — .

5 \ B
, 6 !
7 |

s

9

10

11

12

Mean 851 1139 930
Std. Dev. 221 350 195
n.a. = not applicable
Notebook/Page: 14171/353-400; 15219/3-28; 39899/69
Revised 12/19/97
Revised 3/ 13/98
APPEARS THIS WAY

ON ORIGINAL
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MK-966 D.M. #1169, M.A. # 012 Page 25
Table XIV
Time of Occurrence of Cenax (h) Observed Following Administration of Single 125-mg Oral
Doses =~ oo .
Solution - Tablet
MK-0966 : Radioactivity MK-0966
AN, 1" Dose 2 Dose 1% Dose 1" Dose 2 Dose

2 |
3
5 iL SN b R - -
6 i

i
g

{ - e
’ i
10
11
12 | S

Mean : 8.8 S 6.6 - 8.6
Std. Dev. 2.6 ' 5.9 4.0

n.a. = not applicable
Notebook/Page: 14171/353-400; 15219/3-28; 39899/69

Revised 12/19/97
Revised 3/13/98
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( MK-966 D.M. #1169, M.A. # 012

Page 26

Table XV

Areas Under the Plasma Concentration vs. Time Curve Following Administration of Single
125-mg Oral Doses of MK-966, jtigeh/mL or pg-eqeh/mL

Solution Tablet
MK-0966 Radidactivig MK-0966
AN. 1¥ Dose 2™ dose 1" Dose 1* Dose 2™ Dose
2 \‘
|
3
5 f
C |
o 7 |
9 i ;f
}
10 | f
| [
11 ] '
12 3
Mean 228 353 21.8
Std. Dev. 4.6 4.7 52
n.a. = not applicable
Revised 1271997

- Revised 3/13/98
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MK-966 D.M. #1169, M.A. # 012 | , | Page 27
Table XVI

Effective Half-life of MK-966 Observed Following Administration of Single Oral Doses of
125 mg in Solution in PEG-400 or as a Compressed Tablet Formulation, hr

Solution ' Tablct'
1* Dose 2™ Dose 1"Dose 2™ Dose

>
Z

© YV ®UY U AW -

Faaaai
“ X
L T
Jorent

12

Harmonic Mean ' 125 11.2

Revised 371398
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Qlinical Pharmacology/Biopharmacentics Stndy Summary Sheet

NDA/IND# _| SUPPL/AMEND. ¢ SUBMISSION DATE: VOLUME:
210423 23 Nov. 98

Study Type: | Metabolism Stady# | 018 - |
Stady Title: | An Open Study to Investigate the Biliary Excretion of MK-0966 and its Metabolites Following Single
Oral Doses of “C-MK-0966 in Patients Having a Sarpically Implanted T-Tube or L-Tube

CLINICAL SITE ANALYTICAL SITE
INVESTIGATOR INVESTIGATOR
L LI Merck West Point, PA
SINGLEDOSE: | X MULTIPLE DOSE: | NA WASHOUT PERIOD: NA
CROSS-OVER | NA | PARALLEL NA QOTHER DESIGN: NA
FASTED X FOOD NA | FDA HIGH FAT NA
STUDY BREAKFAST
If fasted, how long (hrs.)? | 8 hr A
SUBJECT
. BREAKDOWN
(\ j Normal | NA [ Patients [X [ Younz [ NA [Eldedy |X | Renal | NA | Hepafic | NA
SUBJECT GROUP N= | 4 M= |NA |F=1]4
TYPE
Weight | Mean | Kg M | Range | NA Group = | NA = {NA | F=| NA
Ape Mean | Yr M | Range | NA Group = | NA = INA |[F={NA
SUBJECT . .- ] .. | .. i e GROUP-Y - | N2 ].NA | M=.| NA .| F=| 4
TYPE
Weight | Mean | 753 Kg F | Ranee | 62 84 | Group N= | NA = |NA |F=[4
Ape Mean | 57 Yr F | Range | S3 61 | Group = | NA = | NA {F={d -
TREATMENT GROUP DOSE(mg) | DOSAGE FORM | STRENGTH | LOT¢# LOT SIZE
MEK-0966 '‘C 125 Tablet 125 mg MR-3341 NA
CardioGreen(indocyanine) 25 Solation 25 mg MR-3356 NA
A queoas solvent NA NA NA MR-3356 NA
SAMPLING TIMES

Plasms | Predoseand 05,1,15,2,3,4,6, 8,10, 12, 16, 20, 22, 24, 26,30, 36, 45, 48, 60, 72, 96, and 120 boars

Bile | -2-30,092, 294, 46, 69, 912, 1216, 16320, 20324, 2430, 30336, 3648,
4860, 6072, 7284, 84396, 96108, 168120 hoars

Urine | -2-0, 0-2, 24, 46, 6-9, 9-12, 12-16, 16-24, 24-36, 36-48, 48-72, 7296, 96-120

Feces | All collections up to 120 hours postdase

- ASSAY METHOD: B N
Assay Sensitivity
Assay Accoracy. Lo

LABELING CLAIMS Safety and Pharmacokinetics/ Metaholism
FROM STUDY : :
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( _ MK-0966, Protocol # 018, D.M. #1261 Page 24

Table XVI

Overall Recoveries (as % of Dose) of MK-0966, L-755,190 and Radioactivity in Urine, Feces
and Bile of Cholecystectomized Patients Following Administration of a Single Oral Dose,

142 mg (100 uCi)
Radioactivity ; MK-0966 L-755,190
A.N. Urine Feces Bile Total Bile Bile

1

2

3

4
- Mean 29% 50% 1.8% 81% 0013% 0.020%
( : SD 8% 25% 1.3% 19% 0.010% 0.015%

APPEARS THIS WAY
ON ORIGINAL
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MK-0966, Protocol # 018, D.M. #1261 : Page 26

Table XVII

Phamacokinetic Parameters Estimated from MK-0966 and Radioactivity Concenatrations in Plasma
of Cholecystectomized Patients Given a Single Oral Dose of ['“CIMK-0966 (142 mg, 100 uCi)

AUC, ngehr/mL Ceax, ng/mL T, hr
A.NN. MK-0966 Radioactivity Ratio MK-0966  Radioactivity —MK-0966  Radioactivity




Clinical Pharmacology/Biopharmaceutics Study Sommary Sheet

Page 1 of2
NDA/IND# | SUPPL/AMEND. # SUBMISSION DATE: VOLUME:
21042 “ ~
Stady Type: | Pharmacokinetc Study ¢ | 021 |

Stody Tide: | PartI: An Open, 5-Period Study of MK-0966 to Assess Dose-Proportionality and Compare Different
Formulation Profiles in Healthy Male Volunteers. PartII: An Opexty 4-Period Study of MEK-966 to
Assess Dose-Proportionality Profiles in Healthy Female Volunteers at Similar Doses.

CLINICAL SITE ANALYTICAL SITE
INVESTIGATOR ‘ INVESTIGATOR
(L / [ Merek West Point, Pa

SINGLE DOSE: | NA | MULTIPLE DOSE: X WASHOUT PERIOD: 7-10 days

CROSS-OVER | X PARALLEL NA OTHER DESIGN: NA
FASTED | X FOOD NA | FDA HIGH FAT NA
STUDY BREAKFAST
K : If fasted, how long (hrs))? | 8 hr
( : predose
SUBJECT
BREAKDOWN ' e
Normal | X [ Patients | NA | Young [X [ Hdedy [NA | Renal [ NA [ Hepatic | Na
Part I
SUBJECT TYPE GROUP N= 110 {M= |10 |F= [NA
Weight | Mean | 765 Kg | M| Range | 591 [ 908 Group N= INA{M= |10 |F= |NA
Age Mean 0Yr M | Range |23 37 Group N= |NA|M= |10 |F= [NA
SUBJECT TYPE GROUP N=- | NA = |NA{F= | NA
Weight | Mean Kg F | Range Group N="| NA = |NA|[F= | NA
Ape Mean Yr F | Range Group =" | NA = |NA|{F= | NA
Part I
SUBJECT TYPE GROUP N= |8 M= INA|F=]8
Weight | Mean EKrg | M| Range Group N= | NA = |NA[F= | NA
Ape '{ Mean Yr M | Range Group N= |NA{M= |NA|F= | NA
SUBJECT TYPE | GROUP = |8 M= INA|F=1|8
Weight | Mean €92Kg | F | Range | 603 | 870 Grouap = |INA|M= |[NA|F= |8
Age Mean |37Yr |F | Range {26 45 | Group N= |NA|M= [NA|F=]8

r

Z




Study #: 021
Page2o0f2

PART

- TREATMENT GROUP DOSE(myz) | DOSAGE FORM | STRENGTH | LOT# LOT SIZE
MEK-0966 125 Tablet 125mg MR-3215 NA
MX-0966 10 Tablet 10 me MR-3292 NA
MX-0966 50 Tablet S0mg | MR-3286 NA
MK-0966 125 Tablet 125 mg ‘MR-3281 NA
PART II . :
TREATMENT GROUP DOSE | DOSAGEFORM | STRENGTH | LOT# LOT SIZE
MEK-0966 10 Tablet 10 mp MR-3292 ~ NA
MEK-0966 50 Tablet 50 mg MR-3286 NA
MK-0966 125 Tablet 125 me¢ MR-3281 NA
PART I & PARTII
SAMPLING TIMES

Plasma | Predose and 05,1, 15, 2,3, 4, 5,6, 75,9, 12, 16, 18, 20, 22, 23, 24, 25, 26, 30, 33, 36, 39,
42, 46, 47, 48, 49, 50, 55, 60, 72, 96, and 120 hoars postdose
Urine | -2 to 0 (predose), 0 t0 2, 2 lo(,lto6,6lo9,9&ou,12tol6,16m24,24t036,36to48,
. 48 10 72, 72 to 96, and 96 to 120 hours, postdose
/\ Feces | NA
i N —
ASSAY METHOD: | o N _
Assay Seasitivity || £ i)
ol ‘(

LABELING CLAIMS Safety and Pharmacokinetics
FROM STUDY

o
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“ MK-966 D.M. #1195, M.A. # 021-01  Page24

Table XX

Maximum Values of Plasma Concentration (C..) Observed in Plasma Following Administration of
Single Oral Doses to Healthy Subjects, ng/mL

Allocation 10 mg 50 mg 125 mg 250 mg 125 mg

Number e QId Formulation ld Formulation
1 .
2
3 !
4 f
s
6
7
8
9
0

1
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MK-966 D.M. #1195, M.A. # 021-0! Page 25

Table XXI

-
-

Time of Occurrence of C,, (t.,,) Observed in Plasma Folleng Administration of Single Oral Doses to
Healthy Subjects, h

Allocation 10 mg 50 mg 125 mg 250 mg 125 mg

Number e Qld Formulation
Mcn: ‘:f:\ R A N S R BN R R G it \:;m,;gw»«:z\‘\?“‘“‘ e ) \\Q:;Mx\:

O WO 00~ A B W N e

o~
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