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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Population)
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4,2.10 Concentration-Time Profiles: Individual Concentration versus Rctual Time in Semi-Logarithmic Scale
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15,4.2.10 Concentration-Time Profiles: Individual Concentration wversus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values) (Safety Population)
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(For Total T4 Values) {Safety Population)
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Population}
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) {(Safety Population)
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(For Total T4 Values) (Safety Population)
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Figure 15.4.2,10 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Semi-Logarithmic Scale
{For Total T4 Values) {(Safety Population)
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration wversus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Population)
Subject ID/Random Mumber:

1000
—
3
E
T~
o
E

- 1006 4
<+
[
B

= L
o I

2

10

T T ¥ ¥ ¥ ¥ T T ¥ T T T T T T T T T T ¥ T T v T T T T T T ¥ T T T T T T
— 0D 2 4 & 8 1 1 1 2 3 4
2 D 2 8 4 6 8
Tirne Point (h)
Treaiment: -« Test 4+—4—4& Reference

@:8ubjects excluded from PK Population; Horizontal lines represent the Baseline .of the respective treatments.
Test: 600 ug {3*200 pg tablets) levothyroxine new formulation.

Refarence: 600 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2

/project24/ep/blinded/eZ1OB99_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4,2.10.sas

11PRC2014 00:01

CONFIDENTIAL

Document No.0900babe8085bba6 v1.0
INFORMATION

1116/1628

i



Levothyroxine
EMR 200125-001

Bicequiv EMR200125-001 Page 1117 of 1628 alation vs. old formulation

Merck Serono
EMR 200125-001

rage 144 of 216
Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(For Total T4 values) (Safety Population)
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Congentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in semi-Logarithmic Scale

{For Total T4 Values) {(Safety Population)
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B:5ubjects excluded from PK Population: Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old Formulation.
Source: Listing 16.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{For Total T4 Values) {Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments,
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxzine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in semi-Logarithmic Scale
(For Total T4 Values) (Safety Population)
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@:3ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levcthyroxine old formulation.
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(For Total T4 Values) [(Safety Fopulatioen)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.

Test: 600 pg (3*200 pg tablets)

levothyroxine new formulation.

Reference: 600 pg {3*200 ng tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{For Total T4 Values} (Safety Populatlen)
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@:%ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ng (3*200 pg tablets) levothyroxine new formnlation.

Reference: 600 pg (3*200 pg tablets! levothyrozine old formulation.

Source: Listing 1§.2.5.2
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Figure 15,4.2,10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{For Total T4 Values) {Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pug [3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulation.

Scource: Listing 16.0.53.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) {Safety Population)
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@:3ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levethyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Populaticn)
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€:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments,
Test: 600 ng (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 npg (3*200 pg tablets) levothyrozine old formulation.

Source: Listing 16.2.5.%
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in semi-Logarithmic Scale

{(¥For Total T4 Values) (Safety Population}
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@:3ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ng (3*200 pg tablets) levothyroxine new formulaticn.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulatioen.

Source: Listing 16.2.5%.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{For Total T4 Values) (Safety Population)
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€:5ubjects excluded from PK Populaticn; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 npg tablets) levothyroxine new formulation.

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.02.5.2
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Figure 15.4.2.,10 concentration-Time Profiles: Indivicual Concentration versus Actual Time in Semi-Logarithmic Scale
(For Total T4 Values) (Safety Population}
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ug (3*200 pg tablets) levothyroxine new fermulation.

Reference: 600 pg (3*¥200 pg tablets) levothyroxine old formulatien.

Source: Listing 16.72.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) {Safety Population)
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@:Subjects excluded from PK Populaticn; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets] levothyroxine new formulation.
Reference: 600 pg (3*200 pug tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) {Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.

Tast: 600 pg {3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulation.
Source: Listing 16.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(For Total T4 Values) (§afety Population)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.

Reference: 600 ng (3*200 pg tablets) levothyroxzine old formulation,
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scals
{For Total T4 Values} (Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individuwal Concentration versus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values) {Safety Population)
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#:Subjects excluded from PK Population: Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.

Reference: 600 ug (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15,4.2.10 Concentration-Time Profiles: Individweal roncentration versus Actual Time in Semi-Togarithmic Scale

{For Total T4 Values) (Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) lavothyroxine new formulation.

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.

Source: Listing 16.2.3.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) {(Safety Population}

Subject ID/Random Number: 1

1000
—_
g
E
S
on
[ =
~ (a0 -
-
=
g L
=
A
10
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 6 8 1 1 1 2 3 4 7
2 D 2 B8 4 B B 2
Time Point {h)
Treotment: *—o—8 Tesi &-9—¢ Reference

@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 500 pg {(3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 g tablets)
Source: Listing 16.2.5.2

levothyroxine old formulation,
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in gemi-Logarithmic Scale
(Fer Total T4 Valuas} (Safety Population)
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@:Subjects excluded from FK Population; Horizental lines represent the Baseline of the respective treatments.
Teat: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16¢.2.5.%

fproject24/ep/blinded/eZ10899_mercfstats/versioncontrol/primary/scripts/program/maianFL programs/Figures/Figure
15.4.2.10.aas
11DEC2014 DO:01

Document No.0500babe8)85bbds v1.0 CONFIDENTIAL
INFORMATION 113%/1628 M



Levothyrﬂxine Bioequiv EMR200125-001 Page 1140 of 1628 ulation vs. old formulation
EMR 200125-001

Merck Serono Page 167 of 216
EMR 200125-001 Confidential
Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Population)

Subject ID/Randcm Number: !

1000 -
0
E
~
o
=
~ 100 ~
+
fus
B L
B2
O -
2
10
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 T T
- 0 2 4 688 1 1 1 2 3 4 7
2 o 2 B8 4 6 8 b4
Time Foint (h)
Treatment: -8 Teat 4—¢—4& Reference

B:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets}) levothyroxine old formulatien.
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Cencentration versus Actual Time in Semi-Logarithmic Scale
{For Total T4 Values) {Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
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(3%¥200 pg tablets)

levothyroxine new formulation.

Reference: 600 ng (3*200 pg tablets) levothyroxine cld formulation.

Source: Listing 16.2.5.2
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
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Figure 15.4.2,10 Congentration-Time Profiles: Individual Concentraticn versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Population}
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values} (Safety Population}
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?:Subjects exciuded from PK Population; Horizental lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 500 pg (3*200 ng tablets) levothyroxine eold formulation.

Source: Listing 16.2.3.2

/projeth4/ep/blinded/eZl08997merc/stats/versioncontrol/primary/scripts/program/mainfTFL programs/Figures/Figure

15.4.2.10.sas
11DEC2014 00:01

Document No.0900babe8055bbd6 v1.0 CONFIDENTIAL
INFORMATION 1144/1628 M



Levothyroxine Bioequiv EMR200125-001 Page 1145 of 1628 ulation vs. old formulation
EMR 200125-001

Merck Serono Page 172 of 216
EMR 200125-001 Confidential
Figure 15.4.2.10 Concentration-Time Prcfiles: Individual Cencentration versus Actual Time in Semi-Logarithmic Scale
{For Total T4 Values) {Safety Population)
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@:%ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg {3*200 ug tablets} levothyroxine old formulation,
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the reaspective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation,

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.2.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Population)
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@:5ubjects excluded from PK population; Horizontal lines represent the Baseline of the respective treatments,
Test: 600 pg (3*200 pg tablets) levothyrozine new formulation.

Referance: 600 pg (3%200 pg tablets) levothyrozine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values) (Safety Population)
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Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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{For Total T4 Values) (Safety Population)
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@:Subjects excluded from PK Peopulation; Horizontal lines represent the Baseline of the respective treatments.
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/project24/ep/blinded/e210889 merc/stats/versicncentreol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.10.sas

11DRC2014 00:01

CONFIDENTIAL
INFORMATION

Document No.0900babe&085bb46 v1.0 1149/1628

i



Levothyroxine Bioequiv EMR200125-001 Page 1150 of 1628 tlation vs. old formulation
EMR 200125-601

Merck Serono Page 177 of 216
EMR 200125-001 Confidential
Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{(For Total T4 Values) (Safety Population)
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@:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulaticn.

Source: Listing (6.2.5.2
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g:Subjects excluded from PK Population;i Horizontal lines represent the Baseline of the reapective treatments.
Test: 600 pg {3*200 pg tablets) levothyroxine new formulaticn.

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.%
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration wversus Actual Time in Semi-Logarithmic Secale
{(For Total T4 Values) (Safety Population)
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@:Subjects excluded from PK Fopulation; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg {(3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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/project24/ep/blinded/e210699 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.10.sas
11DREC2014 00:01

Docuiment No.0500babe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 1152/1628 M



Levothyroxine
EMR 200125-001

Bioequiv EMR200125-001 Page 1153 of 1628 ulation vs. old formulation

Merck Serono
EMR 200125-001

Page 180 of 216
Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Leogarithmic Scale

(For Total T4 Values) (Safety Population)
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8:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
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Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Figure 15.4.2.10 Concentraticn-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total Td values) (Safety Population)
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Figure 15.4,2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{For Total T4 Values) (Safety Population)
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@:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.

Reference: 600 pg {3*200 pg tablets] levothyroxine old formulation.
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Figure 153.4.2,10 Concentration-Time Profiles: Individual Concentration wversus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) {Safety Population)
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@:Subjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Valuesg) (Safety Population)
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actunal Time in Semi-Logarithmic Scale
{(For Total T4 Values) (Safety Population)
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values) (Safety Population}
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual ‘Time in Semi-Logarithmic Scale
{For Total T4 Values) (Safety Population)
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Source: Listing 16.72,53.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic 3Scale
{For Total T4 Values) (Safety Population)
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@:Subjects excluded from PK Population; Herizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) leveothyroxine new formulation,

Reference: 600 pg (3*200 npg tablets) levothyroxine old formulaticn.

Source: Listing 16.7,5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Tndividual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Population)
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#:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Individual Concentraticn versus Actual Time in Semi-Logarithmic Scale
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@:3ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxzine new formulaticn.

Reference: 600 pg (3*200 ug tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15,4.2.10 Concentration-Time Prefiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Population)
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Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Figure 15.4.2,10 Concentration-Time Profiles: Individual concentration versus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values} (Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.

Test: 600 pg {3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
Source: Listing 16.2,3.2
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Pigure 15.4.2.10 Concentration-Time Profiles: Individnal Concentration versus Actual Time in semi-Logarithmic Scale
{For Total T4 Values) (Safety Population)
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Leogarithmic Scale
(For Total T4 Vvalues) {Safety Population)
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B:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg {(3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulatioen.

Source: Listing lé.2.5.%
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versds Aotuzl Time in Seni-Logarithmic Scale

{For Total T4 Values) {Safety Population)

Subject ID/Random MNumber:

1000 -
-
E
~
o
| =
~ 100
<
-
_D -
B -
o
i
10
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 T
-0 2 46 8 1 1 1 2 3 4 7
2 0 2 8 4 6 8 2
Time Point {h}
Treotment: Lan a4 Tesl 4+—¢—&  Reference

@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old fermulation.

Sourge: Listing 16.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) {Safety Populatiocn)
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@:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
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Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Figuore 15.4.2.10 Concentraticon-Time Profiles: Individual Concentration wversus Actual Time in Semi-Logarithmic Scale
{(For Total T4 Values} {Safety Population)
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@:Subjects excluded from PK Populaticn; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation, :
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Figure 19.4.2.10 Concentration-Time Profiles: Individual Congentration versus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values) {3afety Population)
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@:Subjects excluded frem PK Pepulation; Horizontal lines represent the Baseline of the respective treatments.
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Figure 15.4.2.10 Concentratien-Time Profilea: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(For Total T4 Values) (Safety Population)
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@:subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 png (3*200 pg tablets) levothyroxine old formulation.
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) {Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets} levothyroxine new formulation.

Reference: 600 ug (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15,4,2,10 Cencentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Population}

Subject ID/Random Number:

1000 -
=
E
~
o
c
el 100 4
<+
~ - +
— . o T T L, —
£ A\q‘\ﬁ = :
O o == = m m - T e e R = ot oo ot T T Em mm omm s W RN S S B E= = eS emoom o mm o owm mmoomo e
2
:g,,y
10

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 F T T T El T T T T T T

— 0 2 4 5§ 8 1 1 1 2 3 4 7

2 o 2 a8 4 § 1 2

Time Poirt {h)
Treatrnent: Lan an J Test 44— Referernce

@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tableta) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets} levethyroxine old formulatiom.
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Figure 15.4.2.10 Concentration-Time Prefiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values) (Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline ¢f the respective treatments.
Test: 600 pg [3*200 pg tablets) levothyroxine new formulation.

Reference: 600 py (3*200 pg tablets)
Source: Listing 16.2.5.2

levothyroxine old formulation.

/proijectz4/ep/blinded/e21089% merc/stats/versioncontrol/primary/scripts /program/main/TFL programs/Figures/Figure

15.4.2.10.sas

11DEC2014 00:01

Document No.0900babe8085bb46 v1.0

CONFIDENTIAL

INFORMATION 1176/1628

i



Levothyroxine Bioequiv EMR200125-001 P 11 ulation vs. old formulation
EMR 200125-001 age 1177 of 1628

Merck Seronc Page 204 of 216
EMR 200125-001 Confidential
Figure 15.4.2,10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(For Total T4 Values) (Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration wversus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values) (Safety Population)
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@:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Figure 15.4.2.1C Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(For Tectal T4 Values) {Safety Population}
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 png tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration wersus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values) {Safety Population)

subject ID/Random Wumber: .

1000
—
3
E
e
m
C
~ $00
<+
- r_‘_r____r___._—o
"g tm St Sy, eSSt M
A
10
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 T
-0 2 46 81 1 1 2 3 4 7
2 o 2 8 4 5 B 2
Time Point {h}
Treatment: * - Teat 4—&—¥ Raference

@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.

Reference: 600 ng (3*200 pg tablets) levothyrexine old formulation.

Source: Listing 16.2.5.2

/project24/ep/blindedf'e210899_merc/stats.’versioncontrolf'primary,"scripts/pmgram/main/TE‘L programs/Figures/Figure

15.4.2.10.sas
11DEC2014 00:01

Dacument No.0900babe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 1182/1628 M



Levothyroxine Bioequiv EMR200125-001 Page 1183 of 1628 ulation vs. old formulation
EMR 200125-001
Merck Serono Page 210 of 216

EMR 200125-001 Confidential
Figure 15,4,2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values) {Safety Population)
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Figure 15,4,2,10 Conecentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values) (Safety Population)
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T3 Values)
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(for Total T3 Values)
{Safety Population)
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
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Subject ID/Random Number:

1.8

1.6

1.4 -

1.2 4

e g

0.8 -

Total T3 (ng/ml)

0.6 -

0.4

0.2 4

M= -

Time Paint {h)
Treatment: *—— Test 4—4—& Reference

@:8ubjects excluded from PK Population;

Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levethyroxine old formulation.
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
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Figure 15.4.2.11 Concentration-Time Profiles: Individueal Concentration versus Actual Time in Linear Scale (for Total T3 Values)
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
(Safety Population)
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Figure 15,4.,2,11 Concentration-Time Profiles: Individval Concentration versus Actual Time in Linear Scale {for Total T3 Values)
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