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11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale [for Total T3 Valuas)
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@:5ubjects excluded from PK Population;

Treatment A:
Treatment C:
/project24/ep
15.4.2.11.5as

12 tablets of 50 pg of levothyroxine; Treatment B:
3 tablets of 200 ug of levothyroxine,

/blinded/e2108%98_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
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Levothyroxine Dosage Form Proportion: E "'0 01 2"5_0 02' Pa;;a 6 0‘6 of 6 és'ions (50 pg, 1060 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State
Merck Seronc Page 34 of 42
EMR 200125-002 Confidential

Figure 15,4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T3 Values)

{Safety Populatien)
Subject ID/Random Number:

Total T3 {ng/mL)
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Treatment: & 8-8® Treatment A 4—4—4& TreatmsntB d—A—k TreatmentC

2:Subjects excluded from PK Population;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levethyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

/project2d/ep/blinded/e210898 _merc/stats/versioncontrol/primary/scripts/program/main/ TFL programs/Figures/Figure

15.4.2.11.8as
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Levothyroxine Dosage Form Proportions " " R - _toms (50 100 pg, and 200 pg Tablets) in Fasted
EMR 200125.002  Ster POTHION: EMR200125-002 Page 601 of 658 " C0 &+ 100 e K Tablets) In

Merck Sercno Page 35 of 42
EMR 200125-002 Confidential

Figure 15.4.2.11 Concentration—Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 values)
{Safety Population) :
Subject ID/Random Number:
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Time Point (h)
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B:Subjects excluded from PK Population:
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine. .
/project24/ep/blinded/e210898 merc/stats/versioncontrol /primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.11.8a8
10DBEC2014 00:20
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Levoth i D F P tions """ ” o o~ i 50 pg, 100 ¢ 200 pg Tablets) in Fasted
EMR 200125.002 Spaney T orm BIOPOTHON B IR200125-002 Page 602 of g5g 1% (50 pe. 100 ig, and 200 pg )i

Merck Serono Page 36 of 42
EMR 200125-002 Confidential
Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T3 Values)

|Safety Population)

Subject ID/Random Number: e
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Treatment: 88 Tregiment A 444 TreotmentB &—&k—&k TreatmantC

@:Subjects excluded from PK Population:

Treatment A: 12 tablets of 50 pg of levothyroxine:; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C:; 3 tablets of 200 pg of levothyroxzine. .
/project24/ep/blinded/e210898 merc/stats/versioncontrol /primary/scripts/program/main/TFL programs/Figures/Figure

15.4,2,11.sas
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Levothyroxine Dosage Form Proportions ™' "~ iy oot > _‘ions (50 100 pg, and 200 Tablets) in Fasted
EMR 200125002 State POrHOn EMR200125-002 Page 603 of 658 " O H& 100 e Tablets)

Merck Sercno Page 37 of 42
EMR 200125-00Z2 Confidential

Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
(Safety Population) .

Total T3 (ng/mL)

Subject ID/Randem Number:
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Treatment: 888 Treatment A 4—4—4 TreotmentB 4 —a4—& TreatmentC

8:Subjects excluded from PK Populations

Treatment A: 12 tablets of 50 ug of levoethyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 ng of levothyroxine.

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/progran/main/ TFL programs/Figures/Figure
15.4.2,11.,8as
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Levothyroxine

EMR 2(0125-002

Dosage Form Proportionz - ‘tons (50 pg, 100 pg, and 200 pg Tablets) in Fasted
State

EMR200125-002 Page 604 of 658

Merck Sercono
EMR 200125-002

Page 38 of 42
Confidential

Figure 15,4.2,11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(for Total T3 Values)

{Safety Population)
Subject ID/Randem Number:
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Time Point (h)
Treatment: 88 Tregtment A 44— TreatmentB A—k—& Treatment C

@:5ubjects excluded from PK Population;

Treatment A: 12 tablets of 50 ug of levothyroxine;
Treatment C: 3 tablets of 200 png of levothyroxine.
/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL pregrams/Figures/Figure
15.4.2.11.3as

Treatment B: 6 tablets of 100 upg of levothyroxine;
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.Levoth roxine Dosage Form Proportions > "~ y Lo 7 . 50 ng, 100 d 200 pg Tablets) in Fasted
EMR 200125002 Stote: POrtOnt b MR200125-002 Page 605 of 658 " ©° M 100 12 and 200 pg Tablets) in Faste
Merck Sercno Page 3% of 42
EMR 200125-002 Confidential

Figure 15.4.2.11 Coencentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Toetal T3 Values)
{Safety Populaticn)
Subject ID/Random Number:

Total T3 {ng/mL)

Time Point {h)
Treatment: -8—® Treatment A 44— TreaimentB &—&—& Treatment C

@:Subjects excluded from PK Pepulation:
Treatment A: 12 tablets of 50 pg of levothyroxine: Treatment B: 6 tablets of 100 png of levothyroxine;
Treatment C: 3 tablets of 200 pug of levothyroxine.
/project24/ep/blinded/e210898 _merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.11.s5as .
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Levothyroxi D Form P tions ), "7 ¢ ot~ 50 pg, 100 pg, and 200 pg Tablets) in Fasted
E;‘azﬁzcglg_%oz Sto:t:ge orm Proportions 00125-002 Page6060f658wns( ne g, an pg Tablets) in Faste;

Merck Sersno Page 40 of 42
EMR 200125-002 Confidential
Figure 15.4,2,11 Concentraticn-Time Profiles: Individual Concentration versus Actual Time in Linear 5cale (for Total T3 Values)

{Safety Population)

Subject ID/Random Number:
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Tirme Point (h)
Treatment: k—4—k TreatmentC

#:5ubjects excluded from PK Population;

Treatment A: 12 tabiets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.
/projectid/ep/blinded/e210898_merc/stats/versioncontrel/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.11.sas
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Levothyroxine
EMR 200125-002

Dosage Form Proportions ™ “*_ “ * = iong (50 ug, 100 pg, and 200 ug Tablets) in Fasted
St FOROTHON: EVR200125-002 Page 607 of 658 " U 1100 12 and 200 pg Tablets) in Faste

Merck Serono
EMR 200125-002

Page 41 of 42
Confidential

Figure15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
{safety Population)

Subject ID/Random Number:
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Time Paint (h)
Treatment: 8- Treatment A % TreaimentB A&k TreatmentC

B:S5ubjects excluded from PK Populations

Treatment A: 12 tablets of 50 pg of levoihyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL pregrams/Figures/Figure

15.4.2.11.sas

10DEC2014 0C:20

Document No.0900babe8085bad% v1.0

CONFIDENTIAL 607/638
INFORMATION



Levothyroxi Dosage Form Proportions™ =% " = jng (50 ug, 100 pg, and 200 g Tablets) in Fasted
MR 200125002 Searerorm Froporiolt priR200125-002 Page 608 of 658 (50 g, 100 pe, pg Tablets) in

Merck Serono Page 42 of 42
EMR 200125-002 Confidential
Figure 15.4.2.11 Concentration-Time Profiles: Individuval Concentration versus Actual Time in Linear Scale (for Total T3 Values)
(safety Population

Subject ID/Random Number:
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Treatment: & 8® TreotmentA 444 TreatmentB k44 TreatmentC

@:Subjects excluded from PK Pepulations

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of lsvothyroxine;
Treatment C: 3 tablets of 200 pug of levothyroxine.

/project24/ep/blinded/e210898 merc/stats/versioncontrel/primary/scripts/progran/main/TFL programsg/Figures/Figure
15.4.2.11.sas
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Levothyroxine Dosage Form Proportion: . °~ R - ‘ions (50 pg, 100 and 200 pg Tablets) in Fasted
EMR 200125.002  State. POrHON pAIR200125-002 Page 609 of 658 " ©° 18 100 1 He )

Merck Seronc Page 1 of 42
EMR 200125-002 Confidential

Figure 15.4.2.12 Concentration-Time Profiles: Individual Consentration versus Actual Time in Semi-Logarithmic Scale
{for Total T3 values) {Safety Fopulation) .
’ Subject ID/Random Numbex:
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@:Subjects excluded from FK Population:

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets aof 200 pg of levothyroxine.

Source; listing 16.2.5.3

/preject24/ep/blinded/e210898_merc/stats/versionceontrol /primary/scripts/progran/main/ TFL programs/Figures/Figure
15.4.2.12.8as
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Levoth i D F P tions . ° 7 7 ot - - ioms (50 100 and 200 ug Tablets) in Fasted
ez beoage Form Proporiont by 12200125002 Page 610 of 653 0 - 18 100 16 He )

Merck Serono A Page 2 of 42
EMR 200125-002 Cenfidential

Figure 15.4.2.12 Concentration-Time Prefiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T3 wvalues) {Safety Population)
Subject ID/Randem Number:
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Treotment: &—8-® Tregiment A +—¢— Treatmeni B *—h—& Traoiment C

@:5ubjects excluded from PK Population;

Treatment A: 12 tablets of 50 pg of levathyroxiner Treatment B: 6 tablets of 100 pg of leveothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 1&.2.5.3

/project24/ep/blinded/e2108%8 marc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.12 .=as
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Levothyroxine Dosage Form Proportions” " iy Lo - * “jons (50 pg, 100 and 200 pg Tablets) in Fasted
EVR 200125002 State POrtiOnt b MR200125-002 Page 611 of 658 " M8+ 100 E: hg Tablets) in

Merck Serono Page 3 of 42
EMR 200125-002 - Confidential

Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(foer Total T3 wvalues) [Safety Population)
Subject ID/Random Number:
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Treatment: *—8—& Treatment A +——& Tregiment B d—&—& Tregtment C

@:3ubjects excluded from PK Population;

Treatment A; 12 tablets of 50 pg of leveothyroxine; Treatment B: 6 tablets of 100 nug of levethyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 1&.2.5.3

/projecti4/ep/blinded/e2108%8 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.12 .sas
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Levothyroxi D F P, tiops " LT ol 50 pg, 100 d 200 pg Tablets) in Fasted
vothyroxine osage Form Propor DuiE 00125-002 Page 612 of 658 fons (50 pg pg, an ng ) i e

EMR 200125-002 State

Merck Sercno Page 4 of 42
EMR 200125-002 Confidential
Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(for Total T3 values) {Safety Fopulation)

Subject ID/Random Number:
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Time Point {h)
Treatment: #—8—®& Treotment A 44— Treatment B d—Ak—& Treotment C

@:Subjects excluded from FK Population;

Treatment A: 12 tablets of 50 ug of levothyrozine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
Source: listing 14.2.5.3

Treatment B: 6 tablets of 100 pg of levothyroxine;

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.12.sas
10DEC2014 00:20

Document No.0900babe8085badf v1.0 CONFIDENTIAL 612/658 M
INFORMATION




Levothyroxine

Dosage Form Proporti aww o wr o
EMR 200125-002 osage Form Froportion! pnR200125-002 Page 613 of 658

State

v ‘tons (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Serono
EMR 200125-002

Page 5 of 42
Confidential

Figure 15.4,2,12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(for Total T3 values) (Safety Fopulation)
Subject ID/Random Number:
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@:Subjects excluded from PK Population:

Treatment A: 12 tablets of 50 pg of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyrozine.
Source: listing 16.2.5.3

Treatment B: & tablets of 100 pg of levothyroxine;

/project24/ep/blinded/e21085%8 merc/stats/versloncontrel/primary/scripts/program/main/TFL programs/Figures/Flgure

15.4.2.12.8a8
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Levoth i D F P tions ™ "~ iy T 50 pg, 100 pg, and 200 g Tablets) in Fasted
evothyroxine osage Form Proportion: & 00125-002 Page 614 ofﬁssnms( pe pg, an pg Tablets) in Faste

EMR 200125-002 State
Merck Serono Page & of 42
EMR 200125-002 Confidential

Figure 15,4,2,12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T3 values) (Safety Populatien)
Subject ID/Random NMumber:

Total T3 (ng/mL)
.
Y

0.1 4

. Tirne Poind {h}
Treotrment: &8 Tregiment B k& TregimentiC

:Subjects excluded from PK Population:

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tabliets of 200 ug of leveothyroxine.

Source: listing 16.2.5.,3

/project?24/ep/blinded/e21089 Eumérc/stats /versioncontrol/primary/scripts/program/main/ TFL programs/Figures/Figure

15.4.2.12.sas
10DEC2014 00:20
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Levothyroxine Dosage Form Proportion: )" °~ - ot - Cions (50 100 and 200 pg Tablets) in Fasted
EMR 200125.002  State: POrtlon! EMR200125-002 Page 615 of 658 °° (0 #5100 e he )

Merck Serono . Page 7 of 42
EMR 200125-002 Confidential

Figure 15.4.2.12 Concentration-Time Frofiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T3 values) {(Safety Population)
Subject ID/Random Mumber:

Total T3 (ng/mL}
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Time Point (h}

Treatment: #—8—& Treatment A 4+—¢—4 Treaiment B & Treotmenl C

0:Subjects excluded from PK Populations

Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16,2,5.3

/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4,2,12 ,sas
10DEC2014 00:20

Docement No.0900babe8085badSf v1.0 CONFIDENTIAL 615/658
INFORMATION []




Levothyroxine Dosage Form Proportions ) "~ ° ot~ * ‘ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Serong Page 8§ of 42
EMR 200125-002 Confidential
Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(for Total T3 values) (Safety Population)

Subject ID/Randem Number:

Total T3 {ng/mL)
1

D-I B T T T T T T T T T T T T T T T 3 T T T T T T T LI T T T T T T T T T T T T T T
- D 2 4 6 8 1 1 1 2 3 4 7
2 g z B 4 ] 8 2
Time Poirtt {h)
Treatment: #—9—& Treaiment A 4——4 Treaiment B &—&—& Treatment C

@:Subjects excluded from PK Population;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine:
Treatment C: 3 tablets of 200 pg of levethyroxine.

Source: listing 16.2,5.3

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts /program/main/TFL programs/Figures/Figure

15.4.2.12.sas
19DEC2014 00:20
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Levothyrozine Dosage Form Proportion: " "~ o - - _ions (50 pg, 100 and 200 pg Tablets) in Fasted
EMR 200125002 Stte POTHON! EMR200125-002 Page 617 of 658 > O 48 100 v e )

Merck Seronc Page 9 of 42
EMR 200125-002 Confidential

Figure 15.4.2.12 Concentration-Time Frofiles: Individual Concentration versus Actual Time in Semi~Logarithmic Scale
(for Teotal T3 values) (Safety Population) .
Subject ID/Random Number:
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Treatment: 88 Treatment A +—¢—¥ Treaimeni B k—&—& Treotmeni C

B:Subjects excluded from PK Population:

Treatment A: 12 tablets of 50 nug of levothyroxine: Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Spurce: listing 16.2.5.3

/preject24/ep/blinded/s21085%8_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15,4.2.12.5as
10DEC2014 00:20
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Levothyroxine D Form Proportion: 7 "~ Lot~ " ‘jons (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 2{]0125_002 S::taege P EMR200125-002 Page 618 of 658 ( & e ve )

Merck Sercno Page 10 of 42
EMR 200125-002 Confidential

Figure 15.4.2.12 Concentration-Time Profiles: Individual Cencentration versus Actual Time in Semi-Togarithmic Scale
(for Total T3 values) (Safety Populatlon)
Subject ID/Random Number:

|
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Time Peint {h)
Treetment: #—8—% Treotment A 4—¢—4 Treatment B 4—&—& Tregtment C

@:Subjects excluded from PFK Populaticn;

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: € tablets of 160 pg of levothyroxine:
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 1€.2.5.3

/project24/ep/blinded/e210898 merc/stats/versioncontrel/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.12.sas
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Document No.0900babe8085ba% v1.0 CONFIDENTIAL 618/658 M
INFORMATION



Levothyroxine Dosage Form Proportion: D "7 > R © iond (50 pg, 100 and 200 pg Tablets) in Fasted
FMR 290125-002  State POrfiOn: b TR200125-002 Page 619 of 658 = C 1 100 1% He )

Merck Serono Page 11 of 42
EMR 200125-002 Cconfidential

Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actuzl Time in Semi-Logarithmic Scale
{for Total T3 wvalues) (Safety Population)
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Treatment: #—8—® Treatment A 44— Treoiment B &k Treaiment C

@:Subjects exciuded from FK Population;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxzine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 16.2.5.3

/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/program/main/TFL pregrams/Figures/Figure
15.4.2.12.sas
10DEC2014 00:20

Document Ne.0900babe8085basf v1.0 CONFIDENTIAL 619/658
INFORMATION i
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T3 values) (Safety Population)
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@:Subjects excluded from PK Populaticn:

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Sourcer listing 16.2.5.3
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Figure 15.4,2,12 Concentration-Time Frofiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T3 wvalues) (Safety Population)
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@:5ubjects excluded from FK Population; .

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levethyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.3
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Figure 15,4,2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T3 values) (Safety Population)
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Treatment: #—8-® Treptment A *+——4  Treatment B &—k—& Treatment C

@:5ubjects excluded from PK Population;

Treatment A: 12 tablets of 50 png of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 16.2.5.3
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Legarithmic Scale
{for Tetal T3 values) {Safety Papulaticon)
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8:5ubjects excluded from PK Population;

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: & tablets of 100 ug of levothyroxine;
Treatment C:; 3 tablets of 200 pg of levothyroxine.

Source; listing 1%.2.5.3
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8:Subjects excluded from PK Pepulation;
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: & tablets of 100 pg of levothyraoxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.3
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Levothyroxine
EMR 200125-002

Dosage Form Proportion:
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Togarithmic Scale
(for Total T3 values) (Safety Population)
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@:subjects excluded from PK Populatiocn;

Treatment A: 12 tablets of 50 pg of levothyroxine;
Treatment C; 3 tablets of 200 pg of levothyroxine.
Source: listing 1&.2.5.3

Treatment B: 6 tablets of 100 pg of levothyroxine;
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic §cale
(for Total T3 values) (Safety Population) '
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@:5ubjects excluded from PK Population:
Treatment A: 12 tablets of 50 pg of leveothyroxine; Treatment B: & tablets of 100 png of levothyroxine;

Treatment C: 3 tablets of 200 pg of levothyroxine,
Source: listing 15.2.5.3
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Levothyroxine Dosage Form Proportion: "~ ” Lo T | 50 100 pg, and 200 pg Tablets) in Fasted
EMR 200125002 State: POTHOnt B MR200125-002 Page 627 of 658 " 0 16 100 ugs and 200 pig Tablets) in

Merck Serocno ’ FPage 19 of 42
EMR 200125-002 Confidential

Figure 15.4.2.12 Concentration-Time Prefiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T3 values) {Safety Population)
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@:Subjects excluded from PK Populakion;

Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 pg of levethyroxine.

Source: listing 16,2.5.3
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Figure 15.4.2.12 Congentration-Time Profiles: Individeal Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T3 values) (Safety Population)
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@:5ubjects excluded from PK Population;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine,

Source: listing 15.2.5.3
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Figure 15.4.2.12 Coéncentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Secals
{for Total T3 values) {Safety Populaticn)
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B:Subjects excluded from PK Population;

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: § tablets of 100 ug of levothyroxine;
Treatment ¢: 3 tablets of 200 pg of levothyroxine.

Source: listing 18.2.5.3
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Figure 15,4.2,12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T3 values) (Safety Fopulaticn)
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Treatment: 8% Treatmeni A +—4—&  Tregtment B 4*—4&—4& Treaiment C

@:5ubjects excluded from PK Population;

Treatment A: 12 tablets of 50 nug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 1€.2.5.3
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration wersus Actual Time in Semi-Logarithmic Scale
(for Total T3 values) {Safety Population)
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@:S5ubjects excluded from PK Populations

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 pug of levethyroxine.

Source: listing 16.2.5.3
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oo 3 > ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Levothyroxine Dosage Form Proportion: EM:R200125-002.Pa‘ge 63; of 658
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T3 values) (Safety Populatiocn)

Subject ID/Random Number:

10 4
—_
|
E
S
i
S
o 14
Ll h
[ A———— - —ly
g * -+ -+
=]
=]
[l
0.1 -
Y IS B B S S e E m e MU RN SR B B B R SR IR SR RN N R B B B B S R R A SRR R NN BN B N
- 0 2 4 658 11 1 2 3 4 7
2 0 2 8 4 8§ B 2

Time Point {h)
Treatment: 8% Treotment A 44— Tregimeni B &—&-& Treatment C

@:5ubjects excluded from PK Population;
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;

Treatment C: 3 tablets of 200 ug of levothyroxine.
Source: listing 1&.2.5.3
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T3 values) (Safety Population)
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Treatmant: #—8-®& Treatment A *—4-9  Tregtment B &—&—& Treatmenti C

@:Subjects excluded from PX Population;

Treatment A: 12 tablets of 50 png of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.

Spurce: listing 16.2.5.3
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Figure 15,4,2,12 Concentration-Time Profiles: Individual Concentration wversus Actual Time in Semi-Logarithmic Scale
(for Total T3 wvalues) (Safety Population)
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@:Subjects excluded from PK Fopulation:

Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16,2,5.3
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@:Subjects excluded from PK Population:
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxines

Treatment C: 3 tablets of 200 pg of levothyroxine.
Source: listing 1£.2.5.3
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration wersus Actual Time in Semi-Logarithmic Scale
[for Tetal T3 values) (Safety Population)
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Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: € tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levothyroxine  Dosage Rorm Proportions b 500125002 Page 637 of 658 "> &+ 100 K8 and 200 pg Tablets) i

Merck Serono Page 29 of 42
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Rotual Time in Semi-Logarithmic Scale
(for Total T3 values) {(Safety Population)
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Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 ng of levothyroxine.

Source: listipng 16.2.5.3
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Levothyroxi Dosage Form Proportions ™ °~  ~ _~" = - igng (50 pg, 100 pg, and 200 pg Tablets) in Fasted
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T3 values) (Safety Population)
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@:5ubjects excluded from PK Population;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.3
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Levothyroxine

EMR 200125-002 State

Dosage Form Proportion:

3 ‘jons (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR200125-002 Page 639 of 658
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Figure 15.4.2.12 Concentration-Time Frofiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T3 values) {(Safety Population)
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@:Subjects excluded from PK Population:

Treatment A: 12 tablets of 50 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
Source: listing 16.2.5.3

Treatment B: & tablets of 100 ng of levothyroxine;
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Levothyroxine Dosage Form Proportions™ =7 > =~ jong (80 uo 100 pg, and 200 pg Tablets) in Fasted
EMR 2olae00r g Form Proporfion by TR200125-002 Page 640 of 658 0 M 100 4> and 200 ug Tablets) in Faste
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-TLogarithmic Scale

(for Total T3 values) (Safety Pepulation)
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Treatment A: 12 tablets of 530 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 ug of levethyroxine.

Source: listing 16.2.5.3
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Levothyroxine Dosage Form Proportion: . "~ ” Lot i S0 140 and 200 pg Tablets) in Fasted
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Figrure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Legarithmic Scale
(for Total T3 values) (Safety Population)
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€:5ubjects excluded from PK Population; .

Treatment A: 12 tablets of 50 ng of levothyroxine:; Treatment B: § tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of lsvothyroxine.

Source: listing 1€.2.5.3
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Levoth; i D F P tions™ "~ " ot T i 50 pg, 160 and 200 pg Tablets) in Fasted
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T3 values) (Safety Population)
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Treatrent: #—8—& Treatment A 44— Treatment B *—hk—&k Treatment C

@8:5ubjects excluded from PK Population:

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levethyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 1£.2.5.3
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Levothyroxine Dosage Form Proportions 7 "~ ° A > ‘tons (50 pg, 100 pg, and 200 pg Tablets) in Fasted
Merck Seronc - Page 35 of 42
EMR 200125-002 Confidential

Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Semi-Logarithmic Scale
(For Total T3 values) (Safety Peopulation)
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Time Point {h}
Treatment: 4+——& Tregtment B

@:Subjects excluded from BK Population;

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine,

Source: listing 16.2.5.3
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Levothyroxine Dosage Form Proportions ™ "~ > LT o © Cions (50 100 and 200 pg Tablets) in Fasted
EMR 200125002 State POrAOn! £ MR200125-002 Page 644 of 658 " (0 18 100 18 20d 200 pig Tablets) in Faste
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T3 wvalues) (Safety Population)
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@:Subjects excluded from PK Pepulaticn:

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxzine.

Source: listing 18,2.5,3
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Levothyroxzine Dgsage Form Proportion:”. "~ = ot o - 50 100 and 200 pg Tablets) in Fasted
EMR 25[;0125_002 Sfﬂteg P EMR200125-002 Page 645 of 658 ons (50 e, HE: e )i
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Figure 15.4.,2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Legarithmic Scale
{(for Total T3 wvalues) (Safety Population)
Subject ID/Random Number:

10 -
—
i
E
~ —___——__________———*‘
o + .
Ly -+
£ —
2] N it
i »
O
4=
D
2
0.1
r .. 1 —t¢ ¢ § i+ r T T© T+ T T T 7T T T T T ¥ T T ¥ T T T 1T T1Trr—T1 T1 T Tt F T T T T T
-0 2 4 B 8 1 1 1 2 3 4 7
2 o 2 8 4 5 3 2

Time Point {h} .
Treotment: 88 Treptment A 4+—4—& Treaiment B *—&—&k TregimentC

#:Subjects excluded from PX Populaticn:

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: b tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levethyroxine.

Source: listing 18.2.5.3
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Levothyroxi D F 4 tions ~° -~ Tt~ ol 50 ng, 1H d 200 pg Tablets) in Fasted
Ep,mzyomlesnjmz Stoas;ge orm Propor onsE 00125-002 Page 646 of658mns( T2 g, an pg Tablets) in Faste

Merck Serono Page 38 of 42
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Figure 15.,4.2,12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T3 values) (Safety Population} :
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@:Subjects excluded from PK Population:

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of leveothyroxine.

Source: listing 16.2.5.3
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Levothyroxine

EMR 200125-002 EMR200125-002 Page 647 of 658

State

Dosage Form Proportion: >, ions (50 ng, 100 ug, and 200 pg Tablets) in Fasted
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Page 3% of 42
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Figure 15.4.2.12 Concentration~Time Profiles: Individwal Concentration versus Actual Time in Semi-Logarithmic Scale

{for Total T3 values) (Safety Population}
Subject ID/Random Number:

10 4
.y
E
~.
om
=
. 1 -
)
[
g
o
2
01 -
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T ¥ T T T T
- 0 2 4 68 B 1 1 1 2 3 4 7
2 0o 2 8 4 8 8 4
Time Point (h}
Treatment: 88 Tregiment A 44— Tregtment B k& Tregtment C

@:Subjects excluded from PK Population;

Treatment A: 12 tablets of 50 ug of levothyroxines
Treatment C: 3 tablets of 200 ug of levothyroxine.
Source: listing ¥6.2.5.3
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Levothyroxi D Fi P tions "~ A © Cions (50 100 and 200 pg Tablets) in Fasted
Levothyrosine  Dosage Form Proportiont b1 200125-002 Page 648 of 658 0 18 M re &
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Figure 15.4,2,17 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T3 values) (Safety Population)
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@:Subjects excluded from PK Pepulaticon;

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Sourcae: listing 186.2.5.3
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Levoth i Dosage Fi P tionz "~ - - S 50 pg, 100 pg, and 200 pg Tablets) in Fasted
Emzﬁqle—:%m Stast:g orm Propor DlliE 00125-002 Page 649 of 658 ions (50 ug g, an pg Tablets) in Faste
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T3 values) {Safety Population)
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R:Subjects excluded from PK Populations

Treatment A; 12 tablets of 50 ug of levothyroxine; Treatment B: € tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine,

Source: listing 16.2.5.3
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Levothyroxine Daosage Form Proportiont E Ny '0 o1 25_ 00 2‘ Pa:g‘e 6 5‘6 of 6 és‘ions (50 pg, 100 ng, and 200 pg TaPlets) in Fasted

EMR 200125-002 State
Merck Serono Page 42 of 42
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Figure 15.4.2,12 Concentration-Tims Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T3 values) {(Safety Pepulation)
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@:8ubjects excluded from PK Populations

Treatment A: 12 tablets of 50 pg of levethyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 png of levethyroxine.

Scurce: listing 1%.2.5.3
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Levothyroxine Dosage Form Proportion; 2" “~ > R - 'ipns (50 100 aned 200 pg Tablets) in Fasted
FMR 200125002 Steie: POrtion: 1 [R200125-002 Page 651 o 658 " 0 M 100 1 he )

Merck Serono Page 1 of 2
EMR 200125-002 confidential

Figure 15.4.3.1.1 Boxplot: Cmax and AUC0-72 for Total T4 (Pharmacokinetic Population)

Parameter: Cmax (ng/ml)

170

160

150

140

130

Crnax {ng/mL)

120 o

110 4

100

a0

A ' B C
Treatmeni

subjects . - dere esxcluded from the PK Population.
Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxi Dosage Form Proportions ™. =~ = *_** = = 4uno(50 e 100 pg, and 200 pg Tablets) in Fasted
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Figure 15.4.3,1.1 Boxplot: Cmax and AUC0-72 for Total T4 (Pharmacokinetic Population

Parameter: AUC0-72 (hr*ng/mL)
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Subjects vere excluded from the PK Pepulation.

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: & tablets of 100 pg of levothyrozina;
Treatment C: 3 tablets of 200 pg of levothyroxine:
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Levothyroxine Dosage Form Proportions "~ Lt - ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted
Merck Seronc Page 1 of 2
EMR 200125-002 : Confidential

Figure 15.4.3.1.2 Boxplot: Baseline Adjusted Cmax and Baseline Adjusted AUCC-72 for Total T4 (Pharmacokinetic Population)
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Subjects e ~wov wWere excluded from the PK Fopulation.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment €: 3 tablets of 200 ug of levothyroxine;
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Levothyroxine D F P tions™ " "~ ” o - ions (50 100 d 200 ug Tablets) in Fasted
EMR 200125.002 grrage Form Froportion: g v /R200125-002 Page 654 of 658 0 18 100 4g and 200 g )

Merck Serono ‘ Page 2 of 2
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Figure 15.4.3.1.2 Boxplot: Baseline Adjusted Cmax and Baseline Adjusted AUC)-72 for Total T4 (Pharmacckinetic Populatien)

Parameter: Baseline Adjusted AUCG-72 (hr*ng/mL)
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Subjects : were excluded from the PK Population.

Treatment A: 12 tablets of 30 pg oo levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxine Dosage Form Proportions “jons (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State EM'R200125-002 Page 655 of 658
Merck Serone Page 1 of 1

EMR 200125-002 Canfidential
Figure 15.4.3,1.3 Boxplot: Baseline Adjusted AUCO-48 for Total T4 (Pharmacokinetic Population) :
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Subjacts vere excluded from the PK Population.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxine Dosage Fi P rtions > "~ - - ‘ions (50 100 and 200 pg Tablets) in Fasted
EVR aoian 00z oo e Form Proportiont b TR200125-002 Page 656 of 658 - ° P& 100 e K )

Merck Serono Page 1 of 2
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Figure 15.4.3.1.4 Boxplot: Cmax and AUCO-48 for Total T3 (Pharmacokinetic Population)

Parameter: Cmax (ng/mL)
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Treotment

Subjects were excluded from the PK Population.
Trestment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine;
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Figure 15.4.3.1.4 Boxplot: Cmax and AUCO-48 for Total T3 (Pharmacokinetic Population)
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Treatment
Subjects were excluded from the PK Population.

Treatmenl i: 12 tavlets of 50 pg of levothyroxine;
Treatment C: 3 tablets of 200 ug of levethyroxine;

Treatment B: & tablets of 100 pug of levothyroxine;
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155 Pharmacodynamic Data

There were no pharmacodynamic assessments performed during this trial.
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