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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Congentration-Time Profiles: Individual Concentration versus Actval Time in Semi-Logarithmic Scale
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Figure 15.4,2,12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Togarithmic Scale

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

10 4
—
I
£
\
[w)]
|y
g 1_. .
M = &
I
+=
(o]
°
0.1
IIIIIIIIIIII||||l|||IJIIIl||||I’IIiIlll
-0 2 48 81 1 1 2 3 4 7
2 D 2 8 4 B ] 2

Time Paoint (h)

Treatment: *& Test 494 Reference

8:5ubjects excluded from PK Population;

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 ng (3*200 pg tablets) levothyrozine old formulaticn.
Source: Table 16.2.5.3

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

11DEC2014 00:01
CONFIDENTIAL 1528/1628

INFORMATION {

Document No0900bateB085bh46 v1.0



Levothyroxine Bioeguiv 001 P ulation v, old formulation
EMR 200125-001 EMR200125-001 Page 1529 of 1628
Page 124 of 216

Merck Serono
Confidential

EMR 200123-001
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Figure 15.4.2.12 Congentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration~Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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(For Total T3 values) (Safety Population)

Subject ID/Random Number:

10 H
—
i
S
S
g e
=g —
) =ty
’_
=l
4
a
2
0.1
T T T T T T T T T T T T T 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
-0 2 486 8 11 1 2 3 4 7
2 o 2 B 4 B 8 2
Time Point (h)
Treatment: >8-8 " Test 4+—4—¢ Reference

@:5ubjects excluded from PK Population;

Test: 600 pg (3*%200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levethyrerine old formulation.
Source: Table 16,2.5.3

/project24/ep/blinded/eZ10899_merc/statsfversioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.12.sas
11DEC2014 00:01

Doeument No.0900bake8085bb46 vi.0 CONFIDENTIAL
INFORMATION 1548/1428



Levothyroxine Bioequiv EMR200125-001 Page 1549 of 1628 ilation vs. old formulation
EMR 200125-001
Merck Serono Page 144 of 216

EMR 200125-001 Confidential
Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi~Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(For Total T3 wvalues) {Safety Population)
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Figure 15.4.2,12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T3 values) {Safety Population}
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Cencentration versus Actual Time in Semi-Logarithmic Scale

(For Total T3 values) (Safety Population)
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Figure 15.4.2.12 Congentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actunal Time in Semi-Logarithmic Scale
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Figure 15,4.2,12 Concentration-Time Profiles: Individual Concentratien versus Actual Time in Semi-Legarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Prefiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration vwersus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Semi-Logarithmic Scale
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Figure 15,4.2.12 Conoentration-Time Profiles: Individual Concentration versus Actual Time in Semi-~Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration~Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actval Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2,12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Cencentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration~Time Profiles: Individual Concentration versus Actual Tine in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Subject ID/Random Number:

10
N
]
£
™~
o
=
- 1 -
"
-
iz!
G
2
014
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 48 811 1 2 3 4 7
2 D 2 8 4 B 8 2
Time Point {h)
Treotment: [ o o Test 4—4—¢ Reference

@:Subjects. excluded from PK Population;

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 ug (3*200 pg tablets) levothyroxine old formulation.
Sourge: Table 1€.2.5.3

/project24/ep/blinded/e2108%3_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.12.sas :
11DEC2014 00:01

Document No.0900babeB0E5bb46 v1.0 , CONFIDENTIAL
INFORMATION 1601/1628 !



Levothyroxine Bioequiv EAMR200125-001 Page 1602 of 1628 ulation vs. old formulation
EMR 200125-001

Merck Serono . . Page 197 of Z21%
EMR 200125-00Q1 Confidential
Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmie Scale

(For Total T3 wvalues) (Safety Population)
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentraticn-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmiec Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actuzl Time in Semi-Logarithmic Scale

(For Total T3 values) (Safety Population)
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in $emi-Logarithmic Scale

{For Total T3 values) (Bafety Pepulatiom)

Subject ID/Random Number: 1

10 4
Ly
|
E
~
g
c
e 1
rlj
= + e
o
4+
Q
i
0.1 4
13 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 T T T T T T T T 3 T T
-0 2 4 6 B 11 1 2 3 4 7
2 D 2 B 4 B 8 2

Time Point (h)
Treatment: 4+—4—¢ Reoference

@:8ubjects excluded from PK Population;

Tast: 600 pg (3%200 pg tablets) levethyroxine new formulation.
Reference: 600 ng (3*200 pg tablets) levothyroxine old formulationm.
source: Table 16.2.5.3

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL pregrams/Figures/Figure

15.4.2.12.sa3
11DEC2014 00:01

Document No.0500babe8085bb46 v1.0 CONFIDENTIAL )
INFORMATION 1615/1628 "




Levothyroxine

Bioequiv EMR200125-001 Page 1616 of 1628 nlation vs. old formulation
EMR 200125-001 ‘

Merck Sercono
EMR 200125-001
Figure 15.4,2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{For Total T3 values} {Safety Pcpulation) '

Subject ID/Random Number:

Page 211 of 216
Confidential

10 S
0
£
~.
L=
oy
p— 1 -
)
-
Jz!
a
-
0.1
T T T T T T T 1 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 13 T
- D 2 486 81 1t 1 2 3 4 7
2 o 2 B 4 B 8 2
Time Point {h)
Treatment: L o o . Test 444 Reference

@:3ubjects excluded from PK Pcpulation;

Test: 600 pg (3*200 pg tablets) levothyrozine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation,
Source: Table 16.2.3.%

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/seripts/program/main/TFL programs/Figures/Figure
15.4,2.12.8as

11DEC2014 00:01

Document No.0900babe8085bb46 v1.0

CONFIDENTIAL
INFORMATION

1616/1628

0




Levothyroxine Bicequiv EMR200125-001 Page 1617 of 1628 nlation vs. old formulation

EMR 200125-001
Merck Serono Page 212 of 2ié
EMR 200125-001 Confidential

Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-TLogarithmic Scale
(For Total T3 values) {(Safety Population)
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.12 Concentraticn-Time Profiles:
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Cencentration versus Actual Time in Semi-Logarxithmic Scale
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Figure 15.4,2,12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.3.1.1 Boxplot: Baseline Adjusted Cmax and Baseline Adjusted AUC(C-72 for Total T¢ {Pharmacokinetic Population)

Parameter: Baseline Adjuéted AUC0-72 (hr*ng/mL)

4000

Py -
TE| E
~ 3000 '
g

&

*

|

=
p—4

o™

rT _
o

o

> 2000

<T

o

Q

2

7]
=

k=)

<€

ay

L

¢ 1000 -

9 ,

21} ‘

0 _
Tegt : Reference
Treotment

Subjects : - . .mgre excluded from the PK Populationm,

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

/project24/ep/blinded/e210889 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figurs

15.4,3.1.1.5as8
11DEC2014 00:01 -

Document No,0900babe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 1623/1628 M



Levothyroxine Bioequiv EMR200125-001 Page 1624 of 1628 ulation vs. old formulation
EMR 200125-001
Merck Sercno Page 1 of 2
Confidential

EMR 200125-001
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Figure 15.4.3.1.2 Boxplot: Cmax and AUC0-72 for Total T4 (Pharmaccokinetic Population)
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Figure 15.4.3.1.3 Boxplot: Cmax and AUCO-72 for Total T3 (Pharmacokinetic Population)
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Figure 15%.4,3.1.3 Boxrplot: Cmar and AUCO-72 for Total T3 {Pharmacokinetic Population)
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15.5 Pharmacodynamic Data

There were no pharmacodynamic assessments performed during this trial.
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