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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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8:5ubjects 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 pg tablets) levothyroxine cld formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentraticon versus Actyal Time in Linear Scale (for Total T4 Values)
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@:Subjscts excluded from PK Population; Horizontai 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

/projeth4/ep/blinded/ez10899_merc/statsfversioncontrol/primary/scripts/programfmain/TFL programs/Figures/Figure
15;4.2.9.8as

Document No.0900babeB8083bb46 v1.0 CONFIDENTIAL 203/1 62131“‘320“ 0001
INFORMATION i



Levothyroxine Bioequivi EMR200125-001 Page 804 of 1628 ‘ulation vs. old formulation

EMR 200125-061
Merck Serono Page 47 of 216

EMR 200125-001 . Confidential
Figure 15.4.2.9 Concentration-Time Profiles: Individual Congentration versus Actual Time in Linear Scale (for Total T4 Values}
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@:%ubjects 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 pg tablets) levothyroxine old 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.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Scurce: Listing 15.2.5.2

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripta/program/main/TFL programs/Figures/Figure B

15.4.2.9.5as
Document No.090Cbabe80BSbE4G v1.0 CONFIDENTIAL wosiezg oL 00
INFORMATION _ 3




Levothyroxine Bicequivi EMR200125-001 Page 806 of 1628 ulation vs. old formulation
EMR 200125-001

Merck Seronc i Page 49 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)
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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} levcothyroxine new formulation,

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

Source: Listing 16,2.5.2
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Figure 15.4.2.9 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.
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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 pg (3*200 pg tablets) levothyroxine old formulation.
Source: Listing 16.2.5.2
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@:Supjects 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 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} levothyroxzine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulatiom,

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 ug tablets) levothyroxine new formulation.

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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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 cold 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; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new fermulation.

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

Source: Listing 16.2.5.2
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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 ug tablets) levothyroxine old formalation,

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

Source: Listing 16.2.5.2
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@:Subjects excluded from BK Population; Horizental lines represent the Baseline of the respective treatments,
Test: 600 png (3*200 ng tablets) levothyroxine new formulatiom.

Reference: 600 pg (3*200 pg tablets) levothyrozine old formulation.
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Figure 15.4,2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linsar Scale (for Total T4 Values)
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i:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
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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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Test: 400 pg {(3*200 pg tablets) levothyroxine new formulation.

Reference: 600 png (3*200 ug tablets) levothyroxine old formulation.
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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,% 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 pg tablets) levothyroxine new formulaticn.

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

Source: Listing 16.2.53.2
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Figure 15.4.2.8 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 ng (3*200 pg tablets) levethyroxine new fermulation.

Reference: 600 pg (3*200 npg tablets) levothyroxine old formulation.
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Figure 15.4.2.9 Concéntration-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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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versusa Actual Time in Linear Scale (for Total T4 Values)
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Figure 15.4.2.9 Concentration-Time Profiles: Tndividual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Figure 15,4.2,9 Concentraticn~Time Profiles: Individual Concentration versus ictual Time in Linear Scale (for Total T4 Values)
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Agtual 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 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(for Total T4 Values)
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Figure 15.4.2.8 Concentration-Time Profiles: Individuzl Concentration versus Actnal Time in Linear Scale (for Total T2 Values)
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Rctual 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.% Concentraticon-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 Aectnal Time in Linear Scale (for Total T4 Values)
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Figure 15.4.2,9 Congentration-Time Profiles: Individual Congentration versus Actual Time in Linear Scale (for Total T4 Valués)
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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 15.4.2.8 Concentration-Time Prefiles: Individual Concentration versus Actual Time in Linear Scale (for Tetal 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 Valuves)
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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 treatmenis.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration verses 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 tablets) levothyroxine c¢ld 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 (fox 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.

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

Source: Listing 16.2.3.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individuzl Concentration versus Actual Time in Linear Scale (for Tetal 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) levothyroxzine new formulation.

Reference: 600 pg (3*200 pg tablets) lewothyroxine old formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individnal Concentration versus Actual 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 ug (3*200 pg teblets) 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)

Subject ID/Random Mumber:

270
2490
210
180

—_

—

£

= 150
ey

g

=t

E o204

a

8

le]

2

30

o - -

T

1 1 2 3 4 7

2 8 4 B B 2
Time Paoint (h)

Treatment: *u Test 44— Reference

@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the reapective treatments.

Taest: 600 pg (3*200 pg tablets)
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 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 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 Profilas: Individual Concentration versus Actual Tinme 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.
Teast: 600 ng (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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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 ng 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 Congentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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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 formutation.

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

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

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 Tctal 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: 800 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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@: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 cld 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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2:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg {3*200 pg tablets) levothyroxine new formulation.

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

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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@:S5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ng (3*200 ng tablets} levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.3.2
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Figure 15,4,2.9 Concentration-Time Profiles: Individual Concentration versus Actusl 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.
Tast: 600 pg (3*200 npg 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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G:3ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg {3*200 ng tablets) levethyroxine new formulation.
Reference: 600 pg {3*200 pg tablets} levothyrexine 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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8:Subjects excluded from PR Pepulation; 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.

Source: Listing 16.2.5.2
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Figure 15.4.2.8 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear S8cale (for Total T4 Values)
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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) léevothyroxine 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: Herizontal 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 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)
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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; Horlzontal lines represent the Baseline of the respective treatments.
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Reference: 600 ug (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 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 ng (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.
Source: Listing 16.2.5.Z2
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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)

(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.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentraticn versus Actual Tine 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 16.2.3.2
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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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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Tinear Scale (for Tetal T4 Values)
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@:S%ubjects 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 Formulatien.

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; 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 formuiation.

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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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.

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

Sourge: Listing 16.2,5.2

levothyroxine new formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus BRctual Time in Linear Scale (for Total T4 Values}
(Safety Population)
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@:Subjects excluded from PK Population; Horizomtal 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 i5,4,2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Toctal T4 Values)
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@:3ubjects excluded from PK Populat.ion; 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 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 ng {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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Figure 15,4.2.9 Concentration-Time Profiles: Individual Coneentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population)

Bioequiv: EMR200125-001 Page 877 of 1628 ulation vs. old formulation
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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 formulationm.

Reference: 600 pg (3*200 ng tablets) leveothyroxine old formulatien,

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 Teotal T4 Values)
{Safety Population)
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@:Subiects excluded from PK Population; Horizontal lines represent the Baseline of the respéctive treatments.
Test: 600 png (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentratien versus aActual 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 ng tablets) levothyroxine old 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,

Test: 600 pg (3*200 ng tablets) levothyroxine new formulatien.
Reference: 600 pg (3*200 pg tablets) levethyroxine cold formulatiom.
Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Iinear Scale (for Total T4 Values)
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@:5ubjects 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 formulatlion.

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}
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@:Subjects excluded from PK Population; Horizontal lings 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 c¢ld formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Cgncentration-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 fermulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individval Concentration versus Actual Time in Linear Scale (for Total T4 Values}
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@:s5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) leveothyroxine new formulation.

Reference: 600 ng (3%200 ng tablets) levothyroxine old formulatien.

Source: Listing 156.2.5.2
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Levothyroxine Bioequiv: EMR200125-001 Page 885.0f 1628 ulation vs, old formulation
EMR 200125-001
Merck Seronc Page 128 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 Valuses)

(Safety Population)

Subject ID/Random Number: ...

270 -

240

210+ _

180 —

150

120

Totel T4 (hg/mL)

30

o
o= -
[

Time Point {h)
Treatment: L 2 i 3 Test 4—4—4 Reference
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Test: 600 pg (3*200 ng 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}
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B: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 formulaticm.

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individueal 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 formulaticn.

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

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 npg tablets) levothyroxzine old formulatiom.

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

Source: Listing 16.2.3.2
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Page 133 of 216
Confidential

{Safety Population)
Subject ID/Random Number:

270

240

210 +

180

150

Total T4 (ng/mL)

30
o L
T T T T T T T T T 7 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 B &1 1 1 2 3 4 7 -
2 o 2 B 4 B &8 2
Time Point {h)
Treatment: >~ Test 4+—4—¢& Reference

B: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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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 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 15.4.2.95 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values}

(Safety Population)
Subject ID/Rendom Number:

270
240 -
210
180 - ‘
~N
-l
<
> 150 -
=
R
o
1204
=]
p=)
s}
fims
an H
B0 4
30 4
o —
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 8 B 1 1 1 2 = 4 7
2 o 2 &8 4 B 8 2
Time Paint {h)
Treatment: > Test 44— Reference
@: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
/project24/ep/blinded/e210895 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure —
15.4.2.9.8a8 : o
101
Documment No.0900babe8083bb45 v1.0 CONFIDENTIAL sonicas Lok 00:2

INFORMATION



Levothyroxine Bioequiv: FMR200125-001 ?age 893 of 1628 ulation vs. old formulation

EMR 200125-001
Merck Serono Page 136 of 2146
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration~-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total Td Values}
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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 ng tablets) levethyroxine old forrmuiation.

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

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

Source: Listing 16.2.53.2
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Figure 15.4,2.8 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 ug tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

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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Reference: 600 ug (3*200 pg tablets) levothyroxine old formulation.
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/project24/ep/blinded/e210899_merc/stats/versioncontrol/primary/scripts/program/mainfTFL programs/Figures/Figure

15.4.2.8.8as
11DEC2014 00:02

Doeument No.0900babe8085bbd6 v1.0 CONFIDENTIAL
INFORMATION 897/1628 {




Levothyroxine Bioequiv: gnR200125-001 Page 898 of 1628 ulation vs. old formulation

EMR 206125-001
Merck Serono Page 141 of 216

EMR 200125-001 Confidential
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 freom PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 800 ug (3*200 ng tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tableta} levethyroxine old formulatien.

Source: Listing 16.2.5.2
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Figure 15.4.2,9 Concentration—Time Profiles: Individual Concantration versus Actual Time in Linear Scale {for Total T4 Values)
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Figure 15.4.2.9 Concentration-Time Profiles: Individunal Congentration versus Actual Time in Linear Scale {for Total T4 Values)
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