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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:Subjects excluded from PK Populatiocn; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulaticn,

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

Source: Listing le.2.5.2
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Figure 15.4,2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:5ubjects excluded from PX 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 16.21.5.7
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Figure 15.4.2.% Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale [for Total T4 Values)

(Safety Pcpulation)
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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)

levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Coneentration versus Actual Time in Linear Scale (for Total T4 Values}
{Safety Populatiocn)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ug (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2

/project24fep/blinded/e2108997merc/stats/versioncontrol/primaiy/scripts/program/main/TFL programs/Figures/Figure
15.4.2.8,.888
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear 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 ug tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2

/projethé/ep/blinded/eZlOB99“merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(for Total T4 Values)
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@:Subjects escluded 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 ug tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentratien versus Actual Time in Linear Scale (for Total T4 Values)
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@:3ubjects excluded from PE Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets} levothyroxzine new formulation.

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

Source: Listing 16.2.5.2

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/progran/main/TFL programs/Figures/Figure
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:%ubjects excluded frem PK Population; Horizontal lines represent the Baseline of the respactive treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulaticn.

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

Source: Listing 1¢.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
(Safety Population)
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P: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) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Tetal T4 Values)
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R: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

/project?4/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts /program/main/TFL programs/Figures/Figure
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear 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 formulaticn,

Source: Listing 16.2.53.2
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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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 formulatien.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Tetal T4 Values)
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@:Subjects excluded from PK Populaticn; Horizental 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 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values}
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B:Subjects excludad from PE Population; Horizontal lines represent the Baseline of the respective treatmentas.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets} levothyrozine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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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) levethyroxine new formulation.

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

source: Listing 16.2.3.2
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@:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3200 pg tablets}) levothyroxine new formulation.

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

source: Listing 16.2.5.2

/projeCtZ4/ep/blinded/eZl08997mercfatatsfversioncontrolfprimary/script5/program/main/TFL programs/Figures/Figure
15.4.2.8,.sas

11DEC2014 C0:01

Document No.0900babeBI85bb46 v1.0 CONFIDENTIAL 915/1628
INFORMATION 0



Levothyroxine Bioequivi EMR200125-001 Page 916 of 1628 ulation vs. old formulation
EMR 200125-001

Merck Serono Page 159 of Z16
EMR 200125-001 Confidential
Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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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) levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear 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 ug tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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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 ng tablets) levothyroxine old formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)

(safety Population)
Subject ID/Random Number:

270

240 A

210

180 -

150

120 -

Total T4 (ng/mL)

90

60 -

30

e
o
to & -
~l

Time Paint (h)
Treatment: > Test +—4—¢ Reference

@:5ubjects exciuded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg {3*200 ug tablets) levothyroxine new formulation.
Reference;: 600 ng (3*200 ng tablets) levothyroxine old formulation.
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(8afety Population)
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@:5ubjects excluded from PK Populaticn; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3200 pg tablets) leveothyroxine new formulation.

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

Source: Listing 16.1.5.%
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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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 tableta) levothyroxine old formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Iadividual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
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@:Subjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pgy (3*200 ug tablets) levothyroxine old formulation.
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Figure 15.4.2.% Concentration-Time Profiles: Individual Concentraticn versvs Actual Time in Linear Scale (for Total T4 Values}
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(safety Population)
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R:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyronine new formulation.

Reference: 600 pg (3*200 pg tablets} levothyroxine old formuilation.

Source: Listing 18.2.5.2
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Figure 15.4,2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
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Subject ID/Random Number: ! 2

270 A

240

210

180 o

150

120

Total T4 {ng/mL)

a0 4

80

30 4

A=
cn

A

=

ca

)

Time Point {h)
Treatment: [ o o J Test 44— Reference

@:Subjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scaie (for Total T4 Values)
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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9:8ubjects 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 ng (3*200 pg tableta) levothyroxine old formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:Subjects excluded from PK Population; Herizontal 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) levothyrozine old formulatien.

Source: Listing 16.2.5.7
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Aotual Time in Linear Scale {for Total T4 Values)
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@:Subjects excluded from PK Populatien; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg {3*200 ng tablets) levothyroxine new formulation.

Reference: 600 ug {(3*200 ug tablets) levothyroxine old formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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Figure 15,4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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Figure 15.4.2.9 Concentratieon-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
{3afety Population)
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
{safety Population)
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Congentration versus Actual Time in Linear Scale {(for Total T4 Values)
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Fiqure 15.4.2.% Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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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 ug tablets) levothyrozine old formulation.

Scurce: Listing 1¢6.2.5.2

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.9.sas

Document No.0900babeB085bb46 v1.0 CONFIDENTIAL T
INFORMATION



Levothyroxine Bioequivi EMR200125-001 Page 938 of 1628 ntation vs. old formulation
EMR 200125-001

Merck Serono Page 181 of 216
EMR 200125-001 Confidential
Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(safety Populatiocn)
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Figure 15.4.2.9 Concantration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(for Total T4 Values)
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Figure 15.4,2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{safety Population}
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(for Total T4 Values)
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g: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 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scaie (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) levothyrozine new formulatien.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Figure 15.4.2.9 Concentration-Time Profilea: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population)
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Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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EMR 200125-001

Eage 187 of 216

Merck Serono
Confidential

EMR 200125-001
Figure 15.4.2.% Concentration-Time Profiles: Tndividual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(Safety Population)
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®:3ubjects excluded from PK Population; Horizontal lines represent the Basaline 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.%
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear 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 ng (3*200 ug 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 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)

{Safety Population}
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective Lreatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg {3*200 ng tablets) levothyroxine old formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:Subjects excluded from PX 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) levothyroxzine old formulatiocn,

Source: Listing 16.2.5%.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear 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) levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)

(safety Population)
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@:5ubjects excluded from PK Population; Horlzontal lines represent the Baseline of the respective treatments.
Test: 600 ug (3*200 ng tablets) levothyrozine new formulaticn.

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

Source: Listing 16.2.5.%
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear 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 formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
(8afety Population) .
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@:Subjects 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 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 153,4.2.9 Concentration-Time Profiles: Tndividual Concentration versus Actual Time in Linear Scale (for Total T4 Valuas)
(Safety Population)
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@:3ubjects excluded from PK Population: Horizontal 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 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear 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 ng tablets) levothyroxine old formulatiom.

Scurce: Listing 1¢.2.5.7

/project24/ep/blinded/e2108%% merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
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Figure 15.4.2.9 Concentration-Time Prefiles: Individual Concentration versus Actual Time in Linear 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 ng (3*200 ug tablets) levothyroxine old formulation.

Source: Listing 16.2.5.%2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 values})
(safety Population}
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@:5ubjects excluded from PK Populatien; Herizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxzine new formulaticn.

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

Source: Listing 1¢.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear 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.
Test: 600 pg {3*200 pg tablets) levothyroxine new formulatiom.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.% Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{safety Population)
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@:Subjects excluded from PK Population; Horizontazl lines represent the Baseline of the respective treatments.
Test: 6090 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 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear 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 formulatiom.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.1.3.2
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Linear Scale (for Total T4 Values)
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g:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ng (3*200 ug tablets) levothyroxine new feormulation.

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

Source: Listing 16.2.5.2

/project24/ep/blinded/e210899 merc/stats/versiconcontrol/primary/scripts/progran/main/TFL programs/Figures/Figure

15.4.2.9,8as
Document No.0900babe80BIbb46 v1.0 CONFIDENTIAL 959/16;; DEC2014 00:01
INFORMATION {



Levothyroxine Bioequivi EMR200125-001 Page 960 of 1628 ulation vs. old formulation
EMR 200125-001

Merck Serono Page 203 of 214

EMR 200125-001 Confidential
Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:Subjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 ug tablets} levothyroxine new formulation.

Reference: 600 pg {3*200 pg tablets) levothyroxine cld formulaticn.

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration veraus Actual Time in Linear 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 ug (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(safety Populaticn)
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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 ng (3*200 ug tablets) levothyroxine old formulation.

Source: Listing 16.2.5.%
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8:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments,

Test: 600 pg (3*200 pg tablets) levothyroxine new formulatien.
Reference: 600 pg (3*200 pg tablets) levethyroxkine cl@d formulatien.
Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration~Time Profiles: Individual Concentraticn versus Actual Time in Linear Scale (for Total T4 Values)
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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 mew formulation. ’

Reference: €00 pg (3*200 pg tablets) levothyroxine old formalation.
Source: Listing 16.2.53.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 values)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 png (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individeal Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:3ubjects excluded from PK Population; Horizental lines represent the Bageline of the respective treatments.
Teat: 600 pg (3*200 ug 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 15.4,2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear 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 png {(3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levethyroxine old formulation.
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EMR 200125-001
Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Rctual Time in Linear Scale (for Total T4 Values)
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Test: 600 pg (3*200 pg tablets} levothyroxine new formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear 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 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
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@:3ubjects excluded from PX Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ug (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)

{Safety Population)
Subject ID/Random Number:

270

240 H

210

1BD

150 o

120

Totel T4 {ng/mL)

90

30 A

M=
e
FS
o
ta
N

Time Point {h)
Treatment: [ = = ] Test 444 Reference

@:s5ubjects 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 cld formulation.

Source: Listing 14.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Valuas)
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@:Subjects excluded from PK Population; Horizental 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 14.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the reapective treatments.
Test: 600 pg {3*200 ug tablets) levothyroxine new formulation.
Raference: 600 pg (3*200 pg tablets}) levothyroxine old formulation.
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Congentration versus Actual Time in Semi-Logarithmic Scale
{For Total T4 Values) (Safety Population)
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@:8ubjects excluded from PK Population; Horizental 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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Pigure 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 (3200 pg tablets) levothyroxine new formulation,
Reference: 600 ng (3*200 pg tablets) levothyroxine old formulation.
Source: Listing 1¢.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actval 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-Legarithmic Scale
{For Total T4 Values) (Safety Pcpulation)
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@:5ubjects excluded frem 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 npg tablets) levothyroxine cld formulatien,

Source: Listing 16.2.5.%¢
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actnal Time in Semi-Logarithmic Scale

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

Referance: 600 pg [3*200 ng tablets) levothyroxine old formulaticn.
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Figqure 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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Reference: 600 ug (3*200 pg tablets) levothyreozine old formulation,
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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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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actural Time in Semi-Logarithmic Seale
{For Total T4 Values) (Safety Population)
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@:3ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
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Figure 15.4.2.10 Concentration-Time pProfiles: Individual Concentration versus Actual Time in Semi-Legarithmic 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)
Source: Listing 16.2.5.%

levothyroxine old formulation.
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EMR 200125-001
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 ng (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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Fiqure 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 Erom PK Population; Horizental 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 1¢.2.5.2

/project2d /ep.’blinded/eZIOE99hmercf’stats/versioncontrol./primary/scripts/programf‘main/TFL programs/Flgures/Figure

15.4.2.10.sas
11pEc2014 00:01

Document No.(900babe8085bh46 v1.0 CONFIDENTIAL
INFORMATION 987/1628 M



Levothyroxine
EMR 200125-001

Bioequivi EMR200125-001 Page 988 of 1628 vlation vs. old formulation

Merck Serono
EMR 200125-001

Page 15 of 216
Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individuel 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.
Tast: 600 pg (3*200 pg tablets} levothyroxine new formulation.

Raference: 600 pg (3%200 pg tablets)
Source: Listing 16.2.3.2

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 npg 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 ng tablets) levothyroxine old formulation.

Spource: Listing 1¢.2.5.2
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{For Total T4 Values) {Safety Population)
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Individual Concentration versus Actual Time in Semi-Legarithmic Scale
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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 Pepulation)
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@:5ubjects exeluded from PK Population; Horizontal lines represent the Haseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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{For Total T4 Values} {Safety Pcpulation)

Subject ID/Random Number:

Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.

Test: 800 pg (3*200 pg tablets)

levothyroxine new formulation.

Reference: 600 pg (3*200 ng 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) (Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent tie 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.

Spurce: Listing 16.2.5.2
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(For Teotal T4 Values) (Safety Population)
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@:Subjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.
Test: 600 ug (3*200 ng tablets) levothyroxine new formulation.

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

Source: Listing 15.2.5.2
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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 Population:; Horizodntal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formuiation.

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

levothyrozine cld formulation.

/project24/ep/blinded/e2108%9 merc/stats/vers ioncontrol_/primax:y/scripts/‘program/main/TFL programs/Figures/Figure

15.4.2.10.8as

11DEC2014 00:01

Documnent No.0500babeg085bbd6 v1.0

CONFIDENTIAL

INFORMATION 996/1628

i



Levothyroxine Bioequivi ENR200125-001 Page 997 of 1628 ulation vs. old formulation
EMR 200125-001

Merck Serono Page 24 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.
Test: 600 pg (3%¥200 pg tablets) levothyroxine new formulation.
Reference: 600 ng (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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g:Subjecta excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg [3*200 ng tablets) levothyroxine new formulation.
Raference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2

/project24/ep/blinded/e210899_merc/stats/vers ioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.10.8as

11DEC2014 00301

Deogument No.0900babe8085bh46 vi.0

CONFIDENTIAL
INFORMATION

998/1628

il



Levothyroxine
EMR 200125-001

Rioequivi EMR200125-001 Page 999 of 1628 ulation vs. old formulation

Merck Serono
EMR 200125-001

Page 26 of 216
Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Bcoctual Time in Semi-Logarithmic Secale

{For Total T4 Values) (Safety Population)

Subject ID/Random Number:

000 -
=y
[
M
=]
| =
~ {00
<~ -
- -
=
&
a
ID_-I 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 8B 1 1 1 ) 3 4 7
2 0 2 8 4 6 8 2
Time Point {h)
Treatment: > Test *—4—¢ Reference

#:3ubiects excluded from PK Population; Horizental linea 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 16.2.5.2
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithnmic 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) levothyroxzine new formulation.

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

levothyroxine cld formulation.
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