Levothyroxine

Biocquiv EMR200125-001 Page 1001 of 1628 tlation vs. old formulation
EMR 200125-001

Merck Serono
EMR 200125-001

Page 28 of 216

Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.10 Congentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.10 Congentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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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: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2

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

15.4.2.10.5as .
11PRC2014 00:01

Document No.0900babe8085bb46 v1.0 CONFIDENTIAL 101241628 M

INFORMATION



Levothyroxine Bioequiv EMR200125-001 Page 1013 of 1628 Wlation vs. old formulation
EMR 200125-001

Fage 40 of 216

Merck Serono
Confidential

EMR 200125-001
Pigure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-logarithmic Scale
{For Total T4 Values) (Safety Population)

Subject ID/Randem Number:

1000 -
-
£
~
[ ]}
C
~ 100
<
~
£
O
2
10
T T T T T T T T T T T T T T T T T T T T T T T T T T £ T T T T T T T T T T T T
- 0 2 4681 1 1 2 3 4 7
2 0oz 8 4 & 8 2
Time Point {h)
Treatment: *o— Test 44— Reference

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

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

Source: Listing 16.2.5.2

/project24/ep/blinded/eZlOBQB;merc/statsfversioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.10.8as
11DEC2014 00:01

Document No.0900babe8085bhd6 v1.0 CONFIDENTIAL :
INFORMATION 1013/1628 M



Levothyroxine Bioequiv EMR200125-001 Page 1014 of 1628 ulation vs. old formulation
EMR 200125-001
Merck Serono ‘ Page 41 of 216
Confidential

EMR 200125-001
Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Timé in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Population)

Subject ID/Random Number:

1000
—_
_
E
™
(=2}
C
:: 100 -
[ Ead
E L
Q
=
10
T T T T T T T T T T T T T T T T T T T T T T L} T T T T T T T T T 13 T T T T F T
- 0D 2 4 8 8 1 1 1 2 k] 4 7
2 0 2 8 4 i} 8 2
Time Poirt {h}
Treatment: > " Test 64 Reference
@:sSubjects excluded from PK Peopulation; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets}) levethyroxine new formulatiom.
Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulation.
Scurce: Listing 16.2.5.2
/project24/ep/blinded/e210899 merc/stats/versioncentrol/primary/ecripts/progran/main/TFL programs/Figures/Figure
15.4.2.10.8as
11DEC2014 00:01
Document No.0900babe8085bb46 v1.0 CONFIDENTIAL 1014/1628
INFORMATION M



Levothyroxine Bioequiv gnMR200125-001, Page 1615 of 1628 lation vs. old formulation
EMR 200125-001
Merck Serono Page 42 of 216

EMR 200125-001 . Confidential
Figure 15.4.2.10 Concentration-Time Profiles: Tndividual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 values) (Safety Population)

Subject ID/Random Number:

1000 -
—
=
E
—
o
=
bl 100
<
[us
=
+
0
'_ —
10—
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 3 T T T T T T T
- 0 2 46 8 11 1 2 3 4 7
2 D 2 8 4 1< 8 2z

Time Point {h} ) -
Treatment: L an o J - Test 44 —& Referance

@: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) levethyroxine old formulation,

Source: Listing 16.2.5.2

/project24/ep/blinded/e210899 merc/stats/versioncontrel/primary/scripts /program/main/TFL programs/Figures/Figure

15.4.2.10.3as
11DECZ2014 D0:01

Document No,0900babe8085bb46 v1.6 CONFIDENTIAL
[INFORMATION 101571628 M



Levothyroxine Biceguiv EMR200125-001 Page 1016 of 1628 nlation vs. old formulation

EMR 200125-001
Maerck Serono Page 43 of 216
EMR 200125-001 Confidential

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

1090 H
iy
E
e
o
C
~ 100 o
< e,
= ry N
— —M—*_'_—"h—_a_.__‘_'__‘“‘
2 \.
©
o e R e e e e e e e e e e e === = — = e A e e mm - - ——— ——— —— -
10
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
- 0 2 4 6 8 1 1 1 2 3 4 7
2 o 2 B8 4 6 g 2
Time Point {h)
Treatment: - Test 4—#—4¢ Refarence

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

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

Source: Listing 16.2.5.2

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripta/program/main/TFL programs/Figures/Figure
15.4.2.10.8as
1IDEC2014 00:01

Document No.0900babeB085bb46 v1.0 CONFIDENTIAL
INFORMATION 1016/1628 EM




Levothyroxine Bioequiv gpR20 001 P 1017 nlation vs. old formulation
BMR 200125.001 0125-0 age of 1628
Merck Serono

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)

Page 44 of 216
Confidential

Subject ID/Random Number:

1000
—
]
E
S
[=))
[y
~ {00 A . . N
S ¥ - » 9
5 L NN W et e e e e e — — — — — ]
g e e o e o e e e o ke e e e e i e e e e — — — —]
(=]
-
10
—T—r T T T T T r7 79T T 7T T 1+« 1T+t rrrr°t1°T1°T 715 &+ 1T ° 17
-0 2 4 8 B 1 1 1 2 3 4 7
2 0 2 8 4 3] 8 2

Time Point {h} . —
Treatment: L e 2 Tesat 44— Reference

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

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

Source; Listing 16.2.5.2

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

15.4.2.10.sas
11DEC2014 00:01

TDocument No,0900bahe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 1017/1628 M



Levothyroxine
EMR 200125-001

Bioequiv EMR200125-001 Page 1018 of 1628 ulation vs. old formulation

Merck Serono

EMR 200125-001
Figure 15.4.2.10 Concentration-Time Profiles: Individial Concentration versus Actual Time in Semi-Logarithmic Scale

(For Total T4 Values) {Safety Pcpulation)

Page 45 of 216
Confidential

Subject ID/Random Number: 1. ...

1000
—
|
E
S
o
=
=t
fuk
2
[}
=

10 -

o -

&

o

o< 4

[ g

LCE

1 2 3 4 7
8 4 [} 8 z
Time Point (h) _
Treatment: L an Test 4—¢—4& Rofererce

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

Source: Listing 16.2.3.2

/project24/ep/blinded/e21089% merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.10,sas

11DEC2014 §C:01

Document No,0900babe8085bb46 v1.0

CONFIDENTIAL

INFORMATION 1018/1628

vl



Levothyroxine Bicequiv EMR200125-001 Page 1019 of 1628 nlation vs. old formulation
EMR 200125-001

Merck Seronc Page 46 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 Populaticn}

subject ID/Random Number: 1

1000
—
-
E
S~
=4
=
~ 100
<
=
o
-+
o
-
10
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
- D 2 46 8 1 1 1 2 3 4 7
2 0 2 8 4 6 8 2

Time Point {h}
Treatment: L o = 2 Test +—o—%  Reference

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

" Source: Listing 16.2.5.2

/project24/ep/blinded/e210899_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.10.sas
11DEC2014 00:01

Decument No.0200babeR085bb46 v1.0 CONFIDENTIAL 101971628
INFORMATION M




Levothyroxine
EMR 20125-001

Bioequiv EMR200125-001 Page 1020 of 1628 ulation vs. old formulation

Merck Serono
EMR 200125-001

Page 47 of 216
Confidential

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

{For Total T4 Values) (Safety Population)

Subject ID/Random Number:

1000 -
iy
E
s
o
=
~ 100
<+
hl
= L
1
[
0
16 -
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
— 02 4 6 81 1 1 2 -] 4 7
2 D 2z 8 4 5] B8 2
Time Point {h)
Trectment: - Teat 44— Reference

@:5ubjects excluded From PK Populaticn; 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 formulation.

Source: Listing 16.2.5.2

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripte/progran/main/TFL programs/Figures/Figure

15,4.2.10.sas

1iDEC2014 00:01

Document No.(900babe8085bbdé v1.0

CONFIDENTIAL
INFORMATION

1020/1628

il



Levothyroxine Bivequiv EMR200125-001 Page 1021 of 1628 alation vs. old formulation
EMR 200125-001
Page 48 of 216

Merck Sercno

EMR 200125-001 Confidential
Figure 15.4.2.10 Concentraticn-Time Profiles:
(For Total T4 values) (Safety Populaticn)

Individual Concentraticn versus Bctual Time in Semi~Logarithmic Scale

4

Subject ID/Random Number: !

1000
—
]
E
~
o
C
=
=
o
+
(]
2

10 -

Time Point {h}
Trectment: .- Teat 44— Raference

@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments,

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

Source: Listing 16.2.5.2
/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programz/Figures/Figure

15.4.2,10,8as
11DEC2034 00:

01
CONFIDENTIAL
INFORMATION 1021/1628 M

Decument No,0900babe8085bh46 v1.0



Levothyroxine Bioequiv gMR200125-001 Page 1022 of 1628 ation vs. old formulation
EMR 200125-001

Page 49 of 216

Merck Sercno
Confidential

EMR 200125-001

Figure 15,4,2,10 Concentration-Time Profiles: Individnal Congentration versus Rctual Time in Semi-Logarithmic Scale

{For Total T4 Values) {(Safety Population]
Subject ID/Random Number: I

1000 -]
—_
]
E
~
[m)]
cC
~  joo
~+
-
E
o
e
ID—-I T T T T T T T T T T H 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 2 468 11 1 2 3 4
2 0 2 ] 4 B 8

Time Point (h)
Treatment: - Test *—¢—4& Reference

B:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.

Teat: 600 pg (3%200 pg tablets) levethyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2

/project24/ep/blinded/eZl0899_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.10.s8as8
11DEC2034 00:01

Dociment No.0900babe80856b46 v1.0 CONFIDENTIAL '
INFORMATION 1022/1628

M



Levothyroxine Bioequiv EMR200125-001 Page 1023 of 1628 nlation vs. old formuiation
EMR 200125-001
Merck Serono Page 50 of 216

EMR 200125-001 Confidential
Figure 15.4.2,i0 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values) (Safety Populatiocn)

Subject ID/Random Number:

1000 —
—_
i)
£
o T T e + ———
~ 100 v [ S +
¢
fu
_D ___________________________________________________
= L ek o o o e e e e e e e e e e e e e e e e MR = e o e = e e = e A e — e — e e
5]
[
fo -
T 13 T T T T T T T T T T T T T T T T T 3 T T T T F T T T T T T T T T T T T
- 0 2 48 8 11 1 2 3 4 7
2 o 2 8 4 § 8 2
Time Foirt {h)
Treatment: > Teat 4——4 Referance

8:Subjects excluded from PK Population; Horizeontal lines represent the Baseline of the respective treatments.
Test: 600 pg {3*200 pg tablets) levothyroxine new formulationm.

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

Source: Listing 16.2.53.2

/project24/ep/blinded/e21089% merc/stats/versioncontrol/primary/scripts /program/main/TFL programs/Figures/Figure

15.4.2.10.sas
11DEC2014 00:01

Document Ne.0900babe8085bbd6 v1.0 CONFIDENTIAL
INFORMATION 1023/1628 M



Levothyroxine

Bioequiv EMR200125-001 Page 1024 of 1628 ulation vs. old formulation
EMR 200125-001

Merck Sercno
EMR 200125-001

-Page 51 of 216
Confidential

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

(For Total T4 Values) {(Safety Pepulation}
Subject ID/Random Number:

1ono -
—_
_|
E
~
o
[=
— 100
<+
[
=
-+
=]
=
10
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 3 T ¥
- 0 2 4 8§ 8 1 1 1 2 3 4 7
2 o 2 8 4 5] 8 2
Time Poir {h}
Trectment: Lan an J Test 4—4—¢ Reference
@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg {3*200 pg tablets) levothyrozine new formulation.
Reference: 600 pg (3*200 png tablets) levothyroxine old formulation.
Source: Listing 16.2.5.2
/project24/ep/blinded/e2108%9 merc/stats/versioncontrol/primary/seripts/program/main/TFL programs/Figures/Figure
15.4.2.10.5as .
11DEC2014 00:01
Document No.0900babeB085bb46 v1.0 CONFIDENTIAL 1024/1628
INFORMATION M



Levothyroxine Bioequiv EMR200125-001 Page 1025 of 1628 nlation vs. old formuiation
EMR 200125-001
Merck Seronc

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)

Page 52 of 216
Confidential

Subject ID/Random Number: i

1000
—_
3
E
N
o
| =y
g oo MU
<+ . s
- "““-—‘HH’w‘__%_—*_-._m‘____—_———v +
= )
B
] Lo e e e e
2
10
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
- 0D 2 4681 1 1 2 3 4 7
2 o 2 8 4 5 8 2

Titne Point {h}
Treatment: 44— Raference

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

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

Scurce: Listing 16.2.5.2

/project24/ep/blinded/e21089Q_merc/statsfversioncontrol/primary/scripts/pragram/main/TFL programs/Figures/Figure

15,4.2.10.sas
11DEC2014 00:01

Document No.0900bebes0856b46 v1.0 ' CONFIDENTIAL
INFORMATION 1025/1628 M



Levothyroxine
EMR 200125-001

Bioequiv FpMR200125-001 Page 1026 of 1628 elation vs. old formulation

Merck Seronoc
EMR 200125-001

Page 53 of 216
Confidential

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

Subject ID/Random Number:

1000

—
-
E
S
gi
c
“~ o0 4
<+
-
I
Erl
t -
~ L

10 -

T T T T

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

T
1 2 3 4 7
B 4 § B8 2
Time Foint {h}
Treatment: *o-» Taat +——4 Reference

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/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.10.sas

11DECZ014 00:01

Document No.0900babeB0E5bb46 v1.0

CONFIDENTIAL
INFORMATION

1026/1628
ol



Levothyroxine Bioequiv EMR200125-001 Page 1027 of 1628 ulation vs. old formulation
EMR 200125-001

Page 54 of 216

Merck Seronco
EMR 200125-001 Confidential
Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T4 Values} (Safety Population)
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentratiocn versus Actual Time in Semi-Logarithmic Scale
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Figure 15.4,2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Legarithmic Scale

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

(For Total T4 Values) {Safety Populatiom}
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Figura 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scals

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

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

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

{For Total T4 Values) (Safety Population}
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