Levothyroxine Bioequiv EMR200125-001 Page 1401 of 1628 ulation vs. old formulation
EMR 200125-001 .

Page 212 of 216

Merck Serono
Confidential

EMR 200125-001
Figure 15.4.2.11 Concentration-Time Profiles: Irdividual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
{safety Population)

Subject ID/Randem Number:

184

Total T3 {ng/mL)

0.6 -
s ] 4

0.4 4

0.2

|

o -
e
=~
o -
& -

[ \t]
o g
N - o
(e
o~
(=]
ca
Na

Time Point (h)
Treatment: > Test 444 Reference

R:Subjects excluded from FK Population;

Test: 600 pg (3*200 ug tablets) levothyroxine new formalation.
Refarence: 600 pg {3*200 pg tablets) levothyrexine old formulation.
Source: Table 16.2.5.3

/project24/ep/blinded/ez1OE997merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.11.sa3
11DEC2014 00:01

Document No.1900babe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 1401/1628



Levothyroxine Bioequiv EMR200125-001 Page 1402 of 1628 tlation vs. old formulation
EMR 200125-001 :

Merck Sercono Page 213 of 216
EMR 200125-001 Confidential
Figura 15.4.2.11 Conrentration-Time Profiles: Individual Concentraticn versua Actual Time in Linear Scale {for Total T3 Values)
(Safety Population)

Subject ID/Random Number:

1.8
1.6
1.4
o124
S
~
[all
|y
R
M
-
=) e
o T
°
0.2 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 T T T T T T T T T T T T T T
- 02 468 B 11 1 2 3 4 7
2 o2 a 4 6 B 2

Time Point {h)
Treatment: *8 Test 444 Reference

@:%ubjects excludsd from PK Population;
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg {(3*200 pg tablets) levothyroxzine old formulaticn.

Source: Table 1%.2.5.3

/project24/ep/blinded/e2108%9 merc/stata/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.11.sas

Document No.0900babe8085bb46 v1.0 CONFIDENTIAL 1402/162131DEC2014 00:01
INFORMATION 7



Levothyroxine Bioequiv EMR200125-001 Page 1403 of 1628 ulation vs. old formulation
EMR 200125-001

Page 214 of 218

Merck Serono
Confidential

EMR 200125~001
Figure 15.4.2.11 Concentraticn-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T3 Values}
{Safety Population)

Subject ID/Random Number:

1.8

Total T3 {ng/mL)

0.8 -
T ""‘1«-__&_“_ —
- - h-h_“_‘*ﬂ—ﬂ‘ff—""‘ﬁ_{‘imm Mw—m—“ﬁ_m.
. ‘A:’"” :::/ = . ey

0.4

02+

M=
ca
LN
L=
=]
ha

Timea Point {(h)
Treatment: .- " Test 444 Reference

@:Subjects excluded from PK Population;

Test: 600 pg (3%200 ug tablets) levothyroxine new formulation,
Reference: 600 pg {3*200 ng tablets) levothyroxine old formulation.
Source: Table 16.2.5.3

/project24fepfblinded/ezl0899_merc/statsfversicncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.,11,sas
11DEC2014 0G:01

Document Ne,0900babeB085bb46 v1.0 CONFIDENTIAL
INFORMATION 1403/1628



Levothyroxine Bioequiv EMR200125-001 Page 1404 of 1628 zlation vs. old formulation
EMR 200125-001 .

Page 215 of 216

Merck Sercono
Confidential

EMR 200125-001
Figure 15.4.2.11 Concentration~Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)

{Ssafety Population)
Subject ID/Random Number:

1.8

1.6 -

Total T3 {ng/mL)

0.8 1

0.6 -

0.4

0.2

Time Point (h)
Treatment: * - Test 444 Reference

@:8ubjects excluded from PK Population;

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3+*200 pg tablets}) levethyroxine old formulation.
Source: Table 16.2.5.3

/project24/ep/blinded/e2108%9 merc/stats/versioncontrol/primary/seripts/program/main/TFL programs/Figures/Figure

15.4.2.11.s8a8
11DEC2014 00:01

Document No.0500babeB8085bb46 v1.0 CONFIDENTIAL
INFORMATION 140471628 b



Levothyroxine Bioequiv EMR200125-001 Page 1405 of 1628 ulation vs. old formulation
EMR 200125-001
Merck Serono

EMR 200125-001
Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentraticn versus Actnal Time in Linear Scale {for Total T3 Values)

Page 216 of 216
Confidential

(Safety Population)
Subject ID/Random Number:

1.8 -
1.6
1.4 H
O 1.2
£
S
o
oy
p— 1_0 -
"
—
a
ke
Q o8
_“4_m4_—4-4-"—"‘""”ﬁ'ﬂﬂ~.“‘““““‘%“k~g—k_k_unuthw
........ e —-— — -
08 \L‘
0.4 -
0.2 -
T T T T T T T T T T T 3 T T T 3 T T T T T T T T T T T T T T T T T T T T
- 0 2 4 6 & 11 1 2 3 4 7
2 o 2 8 4 & a8 2
Time Paint (h)
Treatment: > Test 44— Reference

@:5ubjects excluded from PK Population;

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulatiocn.
Source: Takle 16.2.5.3

/projECt24/ep/blinded/eZlOSQ97merc/stats/versionccntrcl/primary/scripts/program/main/TFL programs/Figures/Figure

15.,4.2,11.s8as
11DEC20Q14 00:01

Document No.0200babe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 1405/1628



Levothyroxine Bioequiv EMR200125-001 Page 1406 of 1628 tlation vs. old formulation
EMR 200125-001

Merck Sercno Page 1 of 216
EMR 200125-001 Confidential
Figure 15.4.2,12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(For Total T3 values) (Safety Population)

o)

gubject ID/Random Numbe#®

10
=
£
~
o
c
A 1 -
]
i
g
=
o
2
0.1
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 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 8 4 [ & 2
Time Point {h)
Treatment: Lam a4 Test 444 Reference

@:Subjects excluded from PK Population;

Tast: 600 pg (3*200 pg tablets) levcthyroxine new fermulatiom,
Reference: 600 ng (3*200 pg tablets) levothyroxine cld formulation.
Source: Table 16.2.5%.3

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/seripts/program/main/TFL programs/Figures/Figure
15.4.2.12.3a8

11DEC2014 00:01
Document No,0960babe8085bb46 v1.0 CONFIDENTIAL 1406/1628

INFORMATION



Levethyroxine Bioequiv EMR200125-001 Page 1407 of 1628 ulation vs. old formulation
EMR 200125-001

Page 2 of 216

Merck 3Serone
Confidential

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 Population) < e

Subject ID/Random NumbgEie

10
N
—
£
™~
o
oy
Red 14
M
=
=
=
Q
-
0.1 1
T T T T T T T T T T T T T T T T T T T T T 1T 1 T 1
-0 2 46 811 1 2 3 4 7
2 0 2 8 4 B 8 2

Time Foint (h)
Treatment: *-& Test 44 —¢ Reference

@:5ubjects excluded from PK Population;

Test: 600 pg {3*200 pg tablets) levothyroxine new formulation,
Reference: 600 pg (3*200 ug tablets) levothyroxine old formulation.
Source: Table 16.2.5.3

/project?d/ep/blinded/e210899 merc/stats/versioncentrol/primary/scripts/progran/main/TFL programs/Figurea/Figure
15.4.2,12.5as

11DECZ2014 00:01

Document No.0900babe80B5bb46 v1.0 CONFIDENTIAL
INFORMATION 1407/1628 f



Levothyroxine Bioequiv EMR200125-001 Page 1408 of 1628 Wation vs. old formulation
EMR 200125-00% '
Page 3 of 216

Merck Sercono
EMR 200125-001 confidential
Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T3 wvalues) (Safety Populatioen)

Subject ID/Random HNumber:

10 4

B

Total T3 {ng/mL)
/

0-1 _| T T T T T T T T T T T T T Ll T T T 1 T T T T T T T T T T T T T T T T T T T
- 0 2 4 56 8 11 1 2 3 4 7
2 o 2 8 4 -] a8 2
Time Pairt {h}
Treatment: [ = = Test 44— Reference

B:Subjects excluded from PK Population;
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulationm.

Source: Table 1&6.2.5%.3

fproject24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/progran/main/TFL programs/Figures/Figure

15.4.2.12.3as
11DEC2014 00:01

Document No.0900babeB085bbd6 vi.0 CONFIDENTIAL
INFORMATION 1408/1628




Levothyroxine Bioequiv EMR200125-001 Page 1409 of 1628 ulation vs. old formulation
EMR 200125-001

Merck Serono

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

{For Total T3 values) {Safety Population}

Page 4 of 216
Confidential

Subject ID/Random Number:

104

Pl
4
£
.
o
o e~
et 1 - - - I SR o *
E ‘\\ //
O
-+
[e]
find
0.1 A
T T 7T 7T T TT7 T 1 T 7T 1 T—7r 17T r r t—rr 1 Fr 1 1. 11 1T
-0 2 456 811 1 2 3 4 7
2 o 2 8 4 B 8 2

Time Point {h)
Treatment: L e o Test +—4—4& Reference

B:3ubjects excluded from PK Population;

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg {3%200 pg tablets) levothyroxine old formulation.
Source: Table 16.2.5.3

fprojethq/epfblinded/e2108997merc/stats/versioncontrol/primary/scripts/programfmain/TFL programs/Figures/Figure

15.4.2.12.5as
11DECZ014 00:01

Document No,0900babe80835bbd6 v1.0 CONFIDENTIAL
INFORMATION 1409/1628 :



Levothyroxine Bioequiv EMR200125-001 Page 1410 of 1628 tlation vs. old formulation
EMR 200125-001

Page 5 of 216

Merck Serono
Confidential

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 Population)
Subject ID/Random Number: -

10 A

Total T3 {ng/mL)
\
i

0.1 4

na
o
[
ta
EN
[+
@
N

Time Foint (h)
Treatment: 8 Test 4—4—¢ Reference

@:%ubjects excluded from PK Population;

Test: 600 pg {3*200 pg tablets) levothyroxine new formulaticn.
Reference: 600 mg (3*200 pg tablets) levothyroxine old formulation,
Sgurce: Table 16.2.%.3

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

15.4.2,12.8as
i1DEC2014 00:01

Document No,0900kabe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 141071628 :



Levothyroxine Bioequiv EMR20 . 1411 of 1628 Uation vs. old formulatien
EMR 208125-001 0125-001 Page ¢

Merck Serone

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

Page 6 of 216
Confidential

{For Total T3 valvas) {Safety Population}
Subject ID/Random Numberx:

10
—
)
E
S
(=]
j oy
—r 1
N
-
5 -
o
Q
i
0.1
T ——T—T 71T T 1 1T T T T T T T 1 T [ 1 T T 1T 1T T 1 1 I T T T T 1T T 3
- 0246 811 1 2 3 4 7
2 0 2 & 4 B B 2

Time Point (h)
Treatment: * & Test 444 Reference
@:Subjects excluded from PK Population:
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: €00 pg (3*200 ng tablets) levothyroxine old formulatien.
Source: Table 1£.2.%.3

/projectZ4/ep/blinded/e210899 merc/stats/versioncontrol/primary/scriptsa/program/main/TFL programs/Figures/Figure

15.4.2.12.38as
11DEC2014 00:01

Deeument No.(900babeB0OB5bbA6 v1.0 CONFIDENTIAL 141111628
INFORMATICN M



Levnthyroxine Bioequiv EMR200125-001 Page 1412 of 1628 nlation vs. old formulation
EMR 200125-001

Page 7 of 216

Merck Serono
Confidential

EMR 200125-001
Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{For Total T3 walues) {Safety Population)

Subject ID/Random Number:

10
L)
—
£
s
(=g}
A o — »
= o -
g /‘
!
Q
kS
0.1 -
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 T T T T T T T 7 T T T T
- 02 4868811 1 2 3 4 7
2 D2 a 4 6 & ]

Time Point {h)
Treatment: " Test 444 Reference

@:5ubjects excluded from PK Population;

Test: 600 pg (3*200 pg tablets)} levothyroxine new formulation.
Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
Source: Table 16.2.5.2

/project24/ep/blinded/e210899_mexc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.12.sas

Document No.0900babeB085bbAG v1.0 CONFIDENTIAL a1 62131DEC2014 0o: 01
INFORMATION i



Levothyroxine Bioequiv EMR200125-001 Page 1413 of 1628 ulation vs, old formulation
EMR 200125-001

Merck Sercno

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

{For Total T3 wvalues) (Safety Population)

Page 8 of 216
Confidential

gubject ID/Random Mumbser:

10 4

T e

Total T3 {ng/mL)
:\\
\/
]
1

0.1 4

[
o=
ro =
fo
EN
<)
x
N~ o

Tirme Point {h)
Tredtment: L an on 4 Test 444 Reference

@:5ubjects excluded from PK Population;

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

/projectquep/blinded/521089Q_merc/stats/versioncontrol/primary!scripts/program/main/TFL programs/Figures/Figure

15.4.2.12.8as
11DEC2014 00:01

Document No.0900babe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 1413/1628 b




Levothyroxine Bioequiv EMR200125-001 Page 1414 of 1628 1ation vs. old formulation

EMR 200125-001

Merck Sercno Page 9 of 216
EMR 200125-001 Confidential
Figure 15.4.2.12 Concentration-Time Profiles:
(For Total T3 valuea) {Safety Population)

Individual Concentratien versus Actual Time in Semi-Logarithmic Scale

Subject ID/Random Number:

10 4
=)
£
~
T
c
e’ 1
]
I »
Izl
4
[a]
=
0.1+
S SR B B pe e St B B e R Sy R S S R B S S S M B B S B S S R B B B S WA B R B R
- 0 2 46 B 11 1 2 3 4 7
2 0 2 8 4 3 8 2

Time Paoint {h}
Treatment: L o Test 444 Reference

@:8ubjects excluded from PK Population;
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxzine old formulation.

Source: Table 16.2.5.3

/project24jep/blinded/te089Qimercfstats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2,12.8as
11DEC2014 00:01

Document No.0900babeR085bb46 v1.0 CONFIDENTIAL
INFORMATION 1414/1628 M




Levothyroxine Bioequiv EVR200125-001 Page 1415 of 1628 ulation vs. old formulation
EMR 200125-001

Page 10 of 216

Merck Seronc
Confidential

EMR 200125-001
Figure 15,4.2.12 Concentration-Time Profiles: Individual Concentration veraus Actual Time in Semi-Logarithmic Scale
{For Total T3 walues) (Safety Populaticn)

Subject ID/Random Number:

10 4
Fan
]
£
S
n
£ 14 -
e ™~
5 - v
L
<]
2
0.1 4
T T T T T T T T T T T T T T T T T T T 3 T T 1 T T T T T T T T T T T T T T T
-0 2 486 B 11 1 2 3 4 7
2 o 2 8 A i) 8 2
Tirme Paint {h)
Treatment: * 8 Test 4—4-% Reference

@:Subjects excluded from PK Population;

Test: 600 pg (3*200 pg tablets) leveothyroxine new formulatiom.
Reference: 600 pg (3*200 png tablets} levothyroxine old formulation.
Scurce: Table 16.2.5.3

/proiject24/ep/blinded/e21089% merc/stats/versioncontrel/primary/scripts/program/main/TFL programs/Figures/Fignre

15.4.2.12,5as
11DEC2014 00:01

Document Ne.0900babe8085bbdé v1.0 CONFIDENTIAL
INFORMATION 1415/1628 ;



Levothyroxine Bioequiv EMR200125-001 Page 1416 of 1628 ulation vs. old formulation
EMR 200125-001

Merck Serono Page 1l of Zlé

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

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

10 4

—N
3
=
S
& Y .
<, ——— e T +
=]
+
i
e
0.1+
T 1 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 T T T T T T T T T LI
- O 2 4 6 B 1 1 1 2 3 4 7
2 o 2 8 4 i3 8 2

Time Point (h)
Treatment: 44— Reference

@:Subjects excluded from PK Population;

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 ug (3*200 pg tablets) levothyrexine old formulation.
Source: Table 16.2.%.3

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

Decument No.0900babes085bbd6 v1.0 CONFIDENTIAL 141 51162181 DECZ01E 00:01
INFORMATION i



Levothyroxine Bioequiv g)yfR200125-001 Page 1417 of 1628 tlation vs. old formulation
EMR 200125-001

Page 12 of 216

Merck Serono
Confidential

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 Populaticn)

Subject ID/Random Number:

10 H
Py
il
£
S
o
oy
p—, 1 -
o R .
o —
B
o
AS)
0.1+
T T T T T T T T 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 1 T T T
-0 2 406 B 11 1 2 3 4 7
2 o 2 8 4 B <] 2
Time Paint {h)
Treatment: >0 Test 44 Reference

@:8ubjects excluded from PK Population;
Test: 600 ug (3%200 pg tablets) levothyroxine new formulation.
Reference: 600 ng (3*200 pg tablets) levothyroxine old formulation.

Source: Table 16.2.5.2

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2,12,5as

11DEC2014 00:01

Dogument No,0900babe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 1417/1628



Levothyroxine Bivequiv EMR200125-001 Page 1418 of 1628 tation vs. old formulation
EMR 200125-001

Merck Serono R Page 13 of 216
EMR 200125-001 - Confidential
Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{For Total T3 values) {Safety Population}

Subject ID/Random Number: .

10
e
1
£
~
n
oy
p— 1 - o 3
= Mg _ﬂ_ﬁ_f_ﬂ—r—“—*'f"—‘ﬂ_
— e
2
[5]
2
0.1
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 T T T T T T T T T T T T T
-0 2 486 B 11 1 2 3 4 7
2 o 2 B 4 5] 8 2
Time Point (h)
Treatment: L o o ] . Test 44— Reference

@:5ubjects excluded from PK Population:
Test: 600 pg (3*200 pg tablets) levethyroxine new formulation,
Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.

Source: Table 16.2.5.3

/project24/ep/blinded/e210899% merc/stats/versioncentrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.12.3as

Document No.0900babeB085bhd6 v1.0 CONFIDENTIAL a1 8”62181 DEC2014 00:01
INFORMATION i



Levothyroxine Bioequiv 001 P nlation vs. old formulation
BMR 200125001 EMR2(0125-001 Page 1419 of 1628

Merck Sercno

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 Population)

Page 14 of 216
Confidential

Subject ID/Randcm Number:

10 A

Totel T3 (ng/mL)
!

0.1+
T T T T T T T T T T T T T T T T ] T T T T T T 1 T T 1

Time Point (h)
Treatmant: 444 Reference

@:8ubjects excluded from PK Population;
Test: 600 pg (3*200 pg tablets) levothyroxine new formulatiom.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Table 16.2.5%.3

/project2d/ep/blinded/eZl08997merc/stats/versiencontrol/primary/scripts/program/main/TFL preograms/Figures/Figure

15.4.2.12.5as
11DEC2014 00:01

Document No,(900babe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 1419/1628 T




Levothyroxine Bioequiv ENMR200125-001 Page 1420 of 1628 ulation vs. old formulation

EMR 204125-(01 .

Merck Seronc Page 15 of 216
EMR 200125-001 Cenfidential
Figure 15.4.2.12 Concentration-Time Profiles:
{For Total T3 walues) {Safety Population)

Individual Concentraticon versus Actual Time in Semi-Logarithmic Scale

Subject ID/Random Number:

10 4
-
=
ey
o
oy
L) 1 4 B,
ﬂ B = + — gt
=
5
2
0.1 4
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 2 486 B 11 1 2 3 4 7
2 o 2 8 4 G B 2
Time Point {h)
Treatment: [ o o Test 4—4—& Reference

8:Subjects excluded from PK Population;
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulationm.

Source: Table 16.2.5.3

/projectz4/ep/blinded/e210839 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.12.3a8
11DEC2014

Document No,0500babe80B5bb46 v1.0 CONFIDENTIAL
INFORMATION 1420/1628




Levothyroxine Bioequiv EMR200125-001 Page 1421 of 1628 alation vs, old formulation
EMR 200125-001
Merck Serono

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 Population)

Page 16 of 216
Confidential

Subject ID/Random Humber:

10

Total T3 {ng/mL)
E

‘{
|
!
\
.
;

0.1+

o =
@
ES
o

Time Point (h)
Treatment: Lo an J Test 444 Refersnce

@:Subjects excluded from PK Population;

Test: 600 pg (3*200 ug tablets} levothyroxine new formulation.
Reference: 600 pg (3*200 ng tablets} levothyroxine old formulation.
Source: Table 16.2.%.3

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

15.4.2.12.8as
11DEC2014 £00:01

Docutnent No.(1900bahe8085bbd6 v1.0 CONFIDENTIAL
INFORMATION 1421/1628 !



Levothyroxine Bicequiv EMR200125-001 Page 1422 of 1628 Wation vs. old formulation
EMR 200125-001
Page 17 of 216

Merck Serono
EMR 200125-001 Confidential
Figure 15.,4.2.12 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Semi-Logarithmic Scale

{For Total T3 walues) (Safety Population)

Subject ID/Random Number:

10
0
£
~
[=1]
c
s 1 —
o -
- = ey e ¢
a ”/ﬂ,’dﬁ
3
[a]
3
0.1 -
T T T T T T T T L T T T T T T T T T T T T T T T T T 1 T T T T T T T T T T T
-0 2 4858 &8 11 1 2z 3 4 7
2 e 2 B 4 B 8 2

Time Paint {h)
Treatment: L o J Test 444 Reference
@:Subjects excluded from PK Population;

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

Scurce: Table 16.2.5.3

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

15.4.2.12.5as8
11DEC2014 00:01

Document No.0900babeBDB5bb46 v1.0 CONFIDENTIAL
INFORMATION 1422/1628 .



Levothyroxine Bioequiv EMR200125-001 Page 1423 of 1628 nlation vs. old formulation
EMR 200125-001

Page 18 of 214

Merck Serono
Confidential

EMR 200125-001
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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)

Page 35 of 216
confidential

Subject ID/Random Number:

10
Camy
-
E
~
=4
= & Y
e 1 = & L
EE " _ﬁ_ﬂg__)_"‘_f,_f”_ﬂa—t
— _k_‘-‘“““**—ﬁw-_—ﬂ—'”‘”ﬂw—_’
=] .
o]
Q
i
014
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 T
-0 2 486 B 11 1 2 3 4 7
2 0 2 B 4 B 8 2

Time Point (h)
Treatment: L an o 4 Test 49— Reference

@:5ubjects excluded from PK Pepulation:
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Table 16,2.%5.3

/project24/ep/blinded/e210B99 merc/stats/versioncontrol/primary/scripts/progran/main/TFL programs/Figures/Figure

15.4.2.12.sas
11DEC2014 00:01

Decument No,0900babe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 1440/1628 l



Levothyroxine Bioequiv EpMR200125-001 Page 1441 of 1628 nlation vs, old formulation
EMR 200125-001
Merck Serono Page 36 of 216

EMR 2001253-001 Confidential
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 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

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

10 4
Py
—
[=
~
oi
=
L 1A
Ml
—
o
+
o]
—
0.1 :
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 T T T T T T T T T T T T T T
-0 2 4 8 8 11 1 2 3 4 7
2 D 2 8 4 ) 8 2

Time Point (h)
Treatment: [ on o 2 Test 4—4—& Reference

R:Subjects excluded from PK Population;

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

/project24/ep/blinded/eZ1OB99_mercjstats/versiancontrol/primary/scripts/program/main/TFL programs/Figures/Figure

15.4,2.12.5as
11DEC2014 00:01

Document Ne.0900babeB0B5bb46 v1.0 CONFIDENTIAL
INFORMATION 1469/1628 b



Levothyroxine Bicequiv EMR200125-001 Page 1470 of 1628 Mation vs. old formulation
EMR 200125-001 ‘

Herck Serono

EMR 200125-001
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 Seale
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/project24/epfblinded/EZ108997merc/Stats/VEISioncontrol/primary/scripts/program/main/TFL programs/Flguresa/Figure

15.4.2.12.8as
11DEC2014 00:01

Document No.0900babe8085bbd6 v1.0 CONFIDENTIAL
INFORMATION 147171628 b



Levothyroxine Bicequiv ENVR200125-001 Page 1472 of 1628 nlation vs. old formulation
EMR 200125-001

Page 67 of 216

Merck Seronc
Confidential

EMR 200125-001
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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Source: Table 16.2.5.3
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/project24/ep/blinded/e210899 merc/stats/versioncontrel/primary/scripts/program/main/TFL programa/Figures/Figure

15.4.2.12.s5as
Document No.090CbabeBOE5bb4S vi.0 CONFIDENTIAL (47671 62181DEC20M 00:0L
INFORMATION



Levothyroxine Bicequiv EMR200125-001 Page 1477 of 1628 nlation vs. old formulation
EMR 200125-001

Page 72 of 214

Merck Serono
Confidential

EMR 200125-001
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 Actual Time in Semi-Logarithmic Scale
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@:8ubjects excluded from PK Population;

Test: 600 pug (3*200 ng tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Togarithmic Scale
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B:%ubjects excluded from PK Populaticn:
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Source: Table 16.2,5.3

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

15.4.2,12.58as
1iDEC2014 00:0

Doenment Mo.0900babe8085bb46 v1.0 CONFIDENTIAL
INFORMATION 1484/1628 !



Levothyroxine Bioequiv FMR200125-001 P 14 1628 tlatien vs, old formulation
EMR 200125-001 0 age 1485 or 1628

Page 80 of 216

Merck Sercno
Confidential

EMR 200125-001 .
Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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@:Subjects excluded from PK Pepulatien:

Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
Source: Table 16.2.5.3
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Figure 15.4.2.12 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scala
{For Total T3 values}{Safety Population}
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Treotment: * Test 44— Reference

@:%ubjects excluded from PK Population;

Test: 600 pg (3*200 ug tablets} levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
Socurce: Table 16.2.5.3
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Fiqure 15.4.2.12 Coneentration-Time Profiles: Individual Concentraticn versus Actual Time in Semi-Logarithmic Scale
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@:5ubjects excluded from PK Population;
Test: 600 pg (3*200 pg taplets) levothyroxine new formulation.
Reference: 600 ug (3*200 pg tablets) levothyrozine old formulation.

Source: Table 16.1.5.32
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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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@:5ubjects excluded from PK Population;

Test: 600 pg (3*200 pg tablets) levcthyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyrozine cld formulation,
Spurce: Table 16.2.5.3
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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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@:Suvbjects excluded from PK Population;

Test: 600 pg (3*200 pg tablets) levothyrorine new formulation,
Reference: 600 pg (3*200 pg tablets) levothyroxine ¢ld formulation,
Source: Table 16.2.5.3

/projectZ4/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripta/program/main/TFL programs/Figures/Figure

15.4.2.12.sas
11DEC2014 00:01

Document No.0200babeB085bb46 v1.0 CONFIDENTIAL
INFORMATION 148971628 !



Levothyroxine Bioequiv EMR200125-001 Page 1490 of 1628 ulation vs. oid formuiation
EMR 200125-001

Merck Serono

EMR 200125-001
Figure 15,4.2.12 Congentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

{For Total T3 values) (Safety Population)

Page 85 of 216
Confidential

Subject ID/Random Number:

10

o S

Total T3 (ng/mL)
1
)
|
]
¢

0.1 4

h,_._
&
IS
(=21
o
ho

Tirme Point (h)
Treatment: > & Test 44— Reference
@:5ubjects excluded from PK Peopulation;

Test: 600 pg (3*200 ug tablets) levethyroxine new formulation.
Reference: 600 pg (3*200 ng tableta) levothyroxine e¢ld formulation.

Source: Table 16,2.5.3
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8:9ubjects excluded from PK Population:
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.

Source: Table 16.2.5.3
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@:Subjects excluded from EK Population;
Test: 600 pg (3*200 ug tablets) levothyroxine new formulaticn.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulaticon.
Source: Table 16.2.5.3
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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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Treatment: * o Test 444 Reference
@:Subjects excluded from PK Population;
Test: 600 pg {3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyrozine old formulation.
Source: Table i6t.2.5.3
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Figure 15.4.2.12 Concentration-Time Profiles: Individuwal Concentration versus Actual Time in Semi-Logarithmic Scale
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@:Subjects excluded from PK Population;

Test: 600 pg (3*200 ng tableta) levothyrozine new formulation,
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulaticn.
Source: Table 16.2.5.3
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{For Total T3 values) (Safety Population)
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Treatment; [ o o Test 44— Reference

@:Subjects excluded from PK Population;

Test: 600 pg {3*200 ug tablets) levothyroxine new formulatlion.
Refersnce: 600 ng [3*200 pg tablets) levothyroxine old formulation.
Scurce: Table 1€.2.5.3
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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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@:Subjects excluded from PK Pepulation;

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 ng tablets} levothyroxine old formulation.
Source: Table 16.0.2.3
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Figure 15.4.2.12 Concentration-Time Frofiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
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Test: 600 pg (3*200 pg tablets) levethyroxine new formulatien.
Reference: 600 ng (3*200 pg tablets) levothyroxine old formulation.
Scurce: Table 16.2.5.3
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@:5ubjects excluded from PK Populaticn;
Test: 600 upg (3*200 pg tablets} levothyrozine new formulation.
Reference: 600 ng (3*200 pg tablets) levothyrozine old formulaticn.

Source: Table 1&6.2.%.3
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Figure 15.4.2.12 Concentration-Time Profiles: Tndividual Concentration versus Actual Time in Semi-Logarithmic Scale

(For Total T3 values) (Safety Population)
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@:Subjects excluded from PK Population:
fest: 600 ug {3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.

source: Table 16.2.5.3
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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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@:8ubjects excluded from PK Population;
Test: 600 pg {3*200 pg tablets) levothyroxine new formulation,
Reference: 600 ug (3*200 pg tablets) levothyroxzine old formulation,

Source: Table 16.2.5.3
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