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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 ug, 100 pg, and 200 pg Tablets) in Fasted
EMR 20:0125-002 State

Merck Serono Page 1 of 2
EMR 200125-002 Confidential

Table 15.1.1 Summary of Subject Disposition

Treatment Treatment Treatment Treatment Treatment Treatment
Sequence 1Seguence 2Sequence 3Sequence 4Sequence 5Sequence 6Total

(N=7}) (N=T) (N=7} (N=T7) {N=7) (N=T) (N=42}

Status n (%} n (%) n (%) n (%) n (%) n (%) n {%)
Screened subjects 103
Randomized subjects Yes 7 {100.0) 7 (100.0} 7 (100.0) 7 (100.0) 7 (l00.0) 7 (100.0} 42 (100.0)
Subject treated Yes 7 (100,01 7 (100.0) 7 (l00.0) 7 {(1e0.0) 7 (l00.0) 7 {100.0) 42 {100.0)
Subjects who completed theYes 7 (100,071 5 (71,4 7 (100.0) & (85.7) 6 (#5.7) & (B3.7) 37 (88.1
trial

Ne 0 2 (28.6) O 1 (14.3) 1 (14.3) 1 (14.3) 5 {11.9)
Subjects who terminated Yes [ 2 (28.6) O 1 (14.3) 1 (14.3) 1 (14.3) 5 {11.9
treatment earlier

Ho 7 {106.0) 5 (71.4) 7 (100.0) & (85.7) € (85.7) & (85.7) 37 (88.1})
Reason for early treatmentAdverse Event 0 1 {14.3) 0 1 {14.3y O Q 2 (4.8}
termination

Protocel Non-Compliance0 1 (14.3) © 0 0 [ 1 (2.4)

<
[=3
(=]
[

Withdrawal By Subject 0 (14,37 1 (14.3) 2 (4.8)

N: The number of subjects dosed with at least one treatment in that treatment sequence, or the number of

subjects in the safety population for the total summary; n: The number of subjects in the specific category.

%:; calculated using the number of subjects dosed with at least one treatment for each treatment sequence,

or the number of subjects in the safety population for the total summary.

Treatment Sequence 1:ABC; Treatment Sequence 2: ECA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC; Treatment Seguence 6: CBA,

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ng of levethyroxine; Treatment C: 3 tablets
of 200 pg of levothyroxine,
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Seronc Page 2 of 2
EMR 200125-002 Confidential

Table 15.1.1 Summary of Subject Disposition

Treatment Treatment Treatment Treatment Treatment Treatment
Sequence 1Sequence 2Sequance 3Sequence 4 Seqguence 5Sequance 6Total

(N=7) (N=7) [N=T) (N=T) (N=T} (N=T) {N=42)

Status n (%) n (%) n (%) n (%) n (%) no(%) n (%)
Subjects who terminated Yes 0 2 {28.8] O 1 (14.3) 1 (14.3) 1 (14.3%y 5 {11.%)
the study prematurely

No 7 (100.0) 5 (7i.4) 7 (100,0) & (B85.7) 6 (85.7) 6 (85.7) 37 (88.1)
Reasons of withdrawal fromAdverse Event 0 1 (14.3) O 1 (14.3) ¢ 0 2 (4.8}
the study prematursly

Protocol Non-Compliance 0 1 {14.3) ¢ 0 0 0 1 (2.4)

Withdrawal By Subject 0 0 o] 0 1 (14.3) 1 (14.3) 2 (4.8)
safety Analysis Yes 7 {100.0y 7 {100.0} 7 (100.0) 7 {100.0) 7 (i0C.0) 7 (10C.0) 42 (100.0)
Population
PK Analysis Population Yes 7 {100.0} 5 {71.4) 7 (100.0) & (85.7) 6 (B5.7) & (85.7) 37 (B8.1)

No 0 2 (28.6) O 1 (14.3) 1 (14.3) 1 (14.3}) 5 (11.9)

N: The number of subjects dosed with at least one treatment in that treatment sequence, or the number of

subjects in the safety population for the total summary! n: The number of subjects in the specific category.

%: calculated using the number of subjects dosed with at least one treatment for each treatment sequence,

cor the number of subjects in the safety population for the total summary.

Treatment Secquence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Seguence
b: BAC; Treatment Sequence 6: CBA,

Treatment A! 12 tablets of 50 ug of levothyroxine: Treatment B: 6 tablets of 100 ug of levothyroxine; Treatment C: 3 tablets
of 200 ug of levothyroxina,
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Levothyroxine
EMR 200125-002

Dosage Form Proportionality of Levothyroxine

State

EMR200125-002 Page 95 of 658

ew Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Seronc Page 1 of 2
EMR 200125-002 Confidential
Table 15.1.2 Demographic Data (Safety Population}
Treatment Treatment Treatment Treatment Treatment Treatment Total

Demographic Seguence 1 Sequence 2 Sequence 3 Seguence 4 Seguence 5 Sequence € (N=42)
characteristic Statistics (N=7) [N=7) (N=1) (N=7) (N=7) (N=7) n (%)
Age (yr) n (missing) 7 (M 7 (0) T {0 71 70 7 {0) 42 (0}

Mean (SD} 31.1 (7.20) 38.0 (l0.66) 38.9 (11.23) 32.6 {9.55)33.0 35.9 34.9 (10.13)

(10.17) (12.,55)

Median 27.0 42.0 43.0 34.0 32.0 43.0 35.0

Min; Max 24; 42 26; 50 19; 50 ig; 45 22; 47 21; 418 18; 50
Sex, n (%} n (missing) 7 10) 7 (0} 7 (0 7 (0} T10) 7 {0 4z ()

Male 3 (42.9) 3 (42.9) 3 (42.9) 3 (42.9) 3 142.9) 4 (57.1) 15 (45.2}

Female 4 {57,1) 4 (57.1) 4 (57.1) 4 (57.1) 4 (57.1) 3 (42.9) 23 (54.8)
Race, n (%) n (missing) 7 i0) 7 (0} 7 (0} 700 7T T (0 42. {0}

White 7 (100.0) 7 (100.0) 7 (100.0) T (100. 0 7 (100.0} 7 {100.0) 42 {100.0)
Ethnicity, n (%) o (missing) FER)] 7 {0y 7 {0}~ -7 104 70} 70} 4z (0)

Not-Hispanic 7 (100.0;} 7 (100.0) 7 (100.0) 7(100.0) 7 (100.0) 7 {100,0) 42 [100.0}

Max: Maximum Value; Min: Minimom Value; N: The number of subjects dosed with at least one treatment in that
treatment sequence, or the number subjects in the safety population for the total summary; n:

the specific category: %:

The number of subjects in
calculated using the number of subjects dosed with at least one treatment for each treatment

sequence, or the number of subjects in the safety populatien for the total sumuary; SD: Standard deviation.
Treatment Sequence l:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence

5: BAC;

of 200 pg of

Treatment Sequence §: CBA.

Treatment A: 12 tablets cf 50 png of
levothyroxine.

levothyroxine;

Treatment B: 6 tablets of 100 py of

levothyroxine; Treatment C: 3 tablets
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 ug Tablets) in Fasted
EMR 200125-002 State

Merck Serocno Fage 2 of 2
EMR 200125-002 Confidential

Table 15.1.2 Demographic Data {dafety Population)

Treatment Treatment Treatment Treatment Treatment Treatment Total
Demographic Sequence 1 Sequence 2 Sequence 3 Seguence {4 Sequence 5 Sequence & (N=42}
characteristic Statistics {N=7) (N=7) (N=7) {N=7) (N=T) {N=7) n (%)
Height {cm) n (missing) 70 7 (0) 7 {0) 7 (0 7 (0) 700 42 (0)
Mean (5D} 172.0 (6.03) 170.9 (7.93) 176.5% 174.1 171.% 174.1 173.3 (7.868)
(10.16} {9.69} (5.24) (7.1%)
Median 171.0 168.0 173.0 : 176.0 171.90 1714.0 171.5
Min: Max 1685; 18D 162; 184 165; 189 160; 185 166; 182 163; 183 160; 189
Weight (kg) n (missing) 7 {0) 7T m 7 (0 7 o(m T (0 T o403 42 (0)
Mean (5D} 70.23 (9.790) 69.79% (7.523) 7T1.27 66.06 65,37 71.94 59,11 (9,389)
(11.686) (8.760) (7.780) {11.383})
Median 74.50 66.40 69,00 68,50 65.10 69.00 67.75
Min; Max 56,2; 81.0 59.7: 79.0 53.0; 90.0 51,0 76,7 54.0; 78,6 55,0¢ 87,3 51.0; 90.0
BMI {kg/m?) n (missing} 7 (0} 7 (0 700 7 (00 7 (0} 740 42 (0)
Mean (3D) 23.67 [2.469) 23.90 (2.026) 22.67 21.69% 22.10 - 23.084 22.85 (2.118}
(1.884) (1.068) (1.865) {2.700)
Median 23.60 24.50 23.00 22.10 22 .80 23.70 22.85
Min; Max 2D0.6; 28.0 19.9; 26.5 18.5; 25.5 19.9; 22.9% 19.3; 23.8 19.0; 26.8 19.0; 28.0

Max: Maximum Value; Min: Minimum Vvalue; N: The number of subjects dosed with at least one treatment in that

treatment segquence, or the number subjects in the safety population for the total summary; n: The number of subjects in
the specific category; %: caleulated using the number of subjects dosed with at least one treatment for each treatment
sequence, or the number of subjects in the safety population for the total summary; SD: Stancdard deviation.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC; Treatment Sequence 6: CBA. '

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine; Treatment C: 3 tablets
of 200 pg ¢f levothyroxine.
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg,
100 pg, and 200 pg Tablets) in Fasted State
EMR 2(0125-002
152 Efficacy Data

There were no efficacy assessments performed during the trial.
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 ng,
100 pg, and 200 pg Tablets) in Fasted State
EMR 200125-002

15.3 Safety Data

1531 Display of Adverse Events

Table 15.3.1.1 Summary of Treatment-Emergent Adverse Events by System Organ
Class, Preferred Term and Intensity (Safety Population)

Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by System Organ
Class, Preferred Term and Intensity (Safety Population)

Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by System Organ
Class, Preferred Term and Causality (Safety Population)

Table 15.3.1.4 Summary of Treatment-Emergent Adverse Events Leading to
Withdrawal, by System Organ Class and Preferred Term (Safety
Population)
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (S0 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State .

Merck Serono Page 1 of 3
EMR 200125-002 Confidential

Table 15.3.1.1 Summary of Treatment-Emergent Adverse Bvents by System Organ class and Preferred Term (Safety Population)

Treatment A Treatment B Treatment C Total
{N=38) (N=40) (N=38) (N=42)
System Organ Class Subjects Events Subijects Events Subjects Events Subjects Events
Preferred Term n {%) pr] n {%) n n (%) n n (%) n
Subjects with events and total events 11 ¢ 28.9) 27 16 ( 40.0) 21 13 { 33.3) 31 27 { 64.3) 85
Cardiac Disorders 2 (5.3 2 o] 0 1 [ 2.6} 1 2 { 4.8) 3
Palpitations 2 [ 5.3) 2 0 0 1 (2.6) 1 2 [ 4.8} 3
\
: Eye Disorders 0 1 { 2.5 1. 0 0 11 2.4) 1
: Diplopia il 0 1 ( 2.5) 1 0 0 1 2.4) 1
Gastrointestinal Disorders 30 7.9) 7 2 ([ 5.0) 4 6 { 15.4) 10 il { 26.2) 21
Abdominal Discomfort 0 0 o ] 11 2.8) 1 1 (2.4} 1
Abdominal Fain 1 (2.6) 1 0 4 0 o 1 { 2.4) 1
Abdominal Pain Lowsr [y 0 0 [} 1 (2.6} 1 1 { 2.4) 1
Diarrhoza 2 (5.3 2 1 {2.5) 1 0 b 0. 3
Nausea 2 { 5.3 2 1 { 2.5) 1 5 { 12.8) 7 g8 ( 15.0) 10
Vomiting 2 { 5.3) 2 2 { 5.0} 2 1 ( 2.6) 1 5 ( 11.%) 5
General Disorders And Administration Site 3 ( 7.9) 4q 2 {5 3 1 { 2.8} 1 B { 14,3) 8
Conditions
Asthenia 1 2.6) 1 1 (2.5) 1 0 0 2 { 4.8) 2
Catheter Site Phlebitis 0 0 1 [ 2.5) i 0 0 1 { 2.4) 1
Fatigue 1 ( 2.6} 1 1 (2.5 1 0 0 2 [ 4.8) 2

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for
the total summary; n: Number of subjects with specific adverse event; %: calculated using the number of
subjects dosed with each treatment, or the nurber of subjects in the safety population for the total
summary as the denominator (n/N¥100).

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levothyroxine Daosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 2 of 3
EMR 200125-002 Cenfidential

Table 15.3.1.1 Summary of Treatment-Emergent Adverse Events by System Organ Class and Preferred Term {Safety Population)

Treatment A Treatment B Treatment C Total
(N=38) {N=40) {N=39) (N=42}
System Organ Class Subjects Events Subjects Events Subjects Events Subjects Events
Preferred Term n (%) o] n (%) n n (%) n n (%) n
Hunger 0 0 0 v} 1 ( 2.6) 1 1 ( 2.4} 1
Hon-Cardiac Chest Pain 1{ 2.6} 1 1] o3 0 0 1 ( 2.4} 1
Pyrexia 1 { 2,6) 1 o] [ 0 0 1t 2,4) 1
Infections And Infestations 3017.9) 4 4 ( 10.0) 4 1 ( 2.8) 1 7 1 16.7) )
Nasopharyngitis 2 [ 5.3} 3 4 {10, 4 1 { 2.6} 1 6 ( 14.3) 8
Otitis Media 1 2.8) 1 a 0 0 o 1t 2.4) 1
Injury, Foiscning And Procedural 0 0 0 0 1 (2.6} 1 1 ( 2.4) 1
Complications
Muscle Rupture 0 0 Q 0 1 { 2.6} 1 1 { 2.4) 1
Musculoskeletal And Connective Tissue 2 [ 5.3) 2 1 {1 2.5) 1 0 0 3{(7.1) 3
Disorders
Back Pain 1 { 2.8) 1 1 ( 2.5) 1 a 0 2 ( 4.8) 2
Pain In Extremity 1 { 2.8) 1 0 0 a 0 1 (2.4} 1
Nervous System Discrders 5 ( 13.2) 6 8 { 20.0) 12 6 { 15.4) 13 14 { 33.3) 31
Dizziness 4 ( 10.5) 4 1 ¢ 2.5 1 2 (51 4 5 ( 11.8) 9
Headache 2 { 5.3) 2 8 [ 20.0} 11 5 ( 12.8; 9 12 ( ZB.6) 22

N: The number of subjects desed with each treatment, or the number of subjscts In the safety population for
the total summary; n: Number of subjects with specific adverse event; %: calculated using the number of
subjects dosed with each treatment, or the number of subjects in the safety population for the total
summary as the denominator {(n/N+*100).

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyrozine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Sereno Page 3 of 3
EMR 200125-002 Confidential
Table 15.3.1.1 Summary of Treatment-Emergent Adverse Events by System Organ Class and Preferred Term (Safety Population)
Treatment A Treatment B Treatment C Total
(N=38) {(N=40) {N=39) T {N=42)
System Organ Class Subjects Events Subjects Events Subjects Events Subjects Events
Preferred Term n (%] n n (%) n n (%) n n (%} n
Psychiatric Disorders 0 0 0 0 1 ( 2.6) 1 1 ( 2.4) 1
Sleep Discrder o] 0 [y ] 1 { 2.8) 1 1{2.4) 1
Respiratory, Thoracic And Mediastinal 1 { 2.6} 1 11 2.5 1 1 { 2.6) 1 3 { 7.1) E)
Disorders
Nasal Congestion a M 0 4 1 { 2.6) 1 1 { 2.4) 1
oropharyngeal Fain 1 ( 2.6) 1 1 (2.5 1 & 0 2 [ 4.8) 2
8kin And Subcutaneous Tissue Disorders 0 0 1 (2.5} 1 0 i3 1 ( 2.4) 1
Dermatitis Atopic 0 0 1 { 2.5) 1 i} 0 1 { 2.4) 1
VYascular Disorders 1 { 2.8) 1 0 4] 2 1 5.1) z 3 (7.1 2
Desp Vein Thrombosis 11 2,6) 1 0 0 V] 0 1024 1
Hot Flush 0 0 [ 0 2 (5.1 2 2 { 4.8) 2

N: The number of subjscts dosed with each treatment, or the number of subjects in the safety population for
the total summary; n: Number of subjects with specific adverse event: %: calculated using the number of
subjects dosed with each treatment, or the number of subjects in the safety population for the total
summary as the denominater (n/N*100).

Treatment A: 12 tablets of S0 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-0G2 State

Merck Seronc Page 1 of 12
EMR 200125-002 Confidential

Table 15,3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)

Treatment A
Subjects (N=3B8) Events (n=27)

Mild Moderate Severe
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n {%) n n (%) n n (%) n
Subjects with events and total esvents 10 ( 26.3) 16 7 { 18.4} 11 o o
Cardiac Disorders 2 ( 5.3% 2 o ] 0 ¢
Palpitations 2 (5.3 2 0 0 i} 0
Eye Disorders o] 0
Diplopia 0 0 0 0 o 0
Gastrointestinal Disorders 2 (5.3 3 2 { 5.3} 4 0 0
Abdominal Discomfort 0 a a 0 0 0
Abdominal Pain 0 a 1 { 2.8) 1 0 ]
Abdominal Pain Lower 0 0 o 0 o 0
Diarrhoea 1 (2.6) 1 1 ( 2.6) 1 0 0
Nausea 1 ( 2.6) 1 1 2.8) 1 0 0]
Vomiting 1 ¢ 2.8) 1 1 (2.6 1 0 0
Gerieral Disorders And Administration Site Conditions3 ( 7.9} 3 1 (2.6} 1 Q 0
Asthenia 0 0 1({ 2.6) 0 0
Catheter Site Phlebitis 0 0 0 V] 0 0

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for

the total summary; n: Number of subjects with specific adversa event; %: calculated using the number of

subjects dosed with each treatment, or the number of subjects in the safety population for the total

summary as the denominator (n/N*100).

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine; Treatment C: 3 tablets
of 200 pg of levothyroxine.
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Levothyroxine Dosage Form Proporticnality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 - State

Merck Serono Page 2 of 12
EMR 200125-002 Confidential

Tabla 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)

Treatment A
Subjects (N=38) Events (n=27)

Mild Moderate Severe
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n {%) n n (%) n n (%) n
Fatigue 1 2.6} 1 ] 0 0 ]
Hunger 1] 0 0 0 0 Q
Non—Cardiac Chest Fain 1 { &) 1 0 0 0 0
Pyrexia 1 ( 3 1 0 0 0 0
Infections And Infestations 2 5.3) 2 2 { 5.3) 2 ¢ 0
Nasopharyngitis 2 { 5.3) 2 { 2.6} ]
otitis Media 0 o 1 { 2.6} 1 0 ¢
Injury, PFeisoning And Procedural Complications 0 0 0 a 0 0
Muscle Rupture 0 0 Q Q 0 0
Musculoskeletal And Connective Tissue Disorders ] 0 2 (5% 2 ] 0
Back Pain o 0 1§ 2.8) 1 0 ]
Pain In Extremity [+ 4] 1 ( 2.8} 1 0 ]
Nervous System Disorders 4 ( 10.5) 5 10 2.8) 1 0 0
Dizziness 3 {0 7.9) 3 1 ( 2.6} 1 ¢ 0
Headache 2 4{5.3) 2 0 t] 0 D

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for

the total summary; n: Number of subjects with specific adverse event; %: caleculated using the number of

subjects dosed with each treatment, or the number of subjects in the safety population for the total

summary as the dencminator (n/N*100) .

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine; Treatment C: 3 tablets
of 200 pg of levothyroxine.
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serona Page 3 of 12
EMR 200125-002 Confidential

Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)

Treatment A
Subjects (N=38}) Events (n=27)

Mild Moderate Severe
System Organ Class Subjects Events Subdjects Events Subjects Events
Preferred Term n (%) n n (%) mn n (%) n
Psychiatric Disorders 0 o3 0 0 o ]
Sleep Disorder 0 o - [} g 0 0
Respiratory, Thoracic And Mediastinal Disorders 1 {2.%) 1 ¢ o 0 0
Nasal Congestion 0 0 [ 0 a 0
Cropharyngeal Pain 1{ 2.6} 1 i3 4 0 0
Skin And Subcutaneous Tissue Discrders 0 0 0 Q Q 0
Dermatitis Atopic 0 Y 0 Q Q 0
Vascular Disorders 0 4} 1 { 2.6} 1 0 V]
Deep Vein Thrombosis [\] ] 1 ( 2.6} 1 0 0
Het Flush [\ 0 0 o} 0 0

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for

the total summary; n: Number of subjects with specific adverse event:; %: calculated using the number of

subjects dosed with each treatment, or the number of subjects in the safety population for the tetal

summary as the denominator (n/N*100).

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine; Treatment C: 3 tablets
of 200 py of levothyroxine.
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Levothyroxine
EMR 200125-002 State

EMR200125-002 Page 105 of 658

Dosage Form Proportioaality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Sercno

Page 4 of 12

EMR 200125-002 confidential
Table 15.3.1.2 Sunmary of Treatment-Emergent Adverse Events by Intensity (Safety Populaticn)
Treatment B
Subjects (N=40) Events (n=27)
Mild Moderate Severe
System Organ Class Subjects Eventsa Subjects Events Subjects Events
. Preferred Term n (%) n n (%} n n (%) n

Subjects with events and total events 16 ( 40.0) 22 3 { 7.5) 4 1 { 2.5} 1
Cardiac Disorders 0 Q 0 o 0 o3

Palpitations 0 0 0 0 0 0
Bye Discrders 1 (2.9 1 o o 0

Diplopia 1 { 2.5} 1 0 V] 0 0
Gastrointestinal Disorders 2 { 5.0% 2 1 { 2.5) 1 1 ¢ 2.5 1

Abdominal Discomfort 0 o 0 0 0 0

Abdominal Fain 0 0 0 0 o] 0

Abdominal Pain Lower 0 0 0 1] 0 8

Diarrhcea 1 { 2.5 1 0 0 0 0

Nausea 0 0 1 { 2.5) 1 0 o

Vomiting 1 ( 2.5) 1 0 0 1 ( 2.5) 1
General Disorders And Administration Site Cenditions2 ( 5.0) 3 0 o 0 0

Asthenia i { 2.5) 1 ¢ 0 0 0

Catheter Site Phlebitis 1 (2.5 1 o} 0 0 0

N: The nunber of subjects dosed with each treatment, or the number of subjects in the safety population for

the total summary: n: Number of subjects with specific adverss event; %: calculated using the number of

subjects dosed with each treatmant, or the number of subjects in the safety population for the total

summary as the denominator (n/N*100}.

Treatment &: 12 tablats of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine; Treatment C: 3 tablets
of 200 g of levothyroxine.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)

Treatment B
Subjects ([N=40) Events (n=27)

Mild Moderate Severe
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) n n (%} n
Fatigue 1 { 2.5} 1 0 0 3] ¢
Hunger ¢ 0 o o 0 0
Non-Cardiac Chest Pain M ] 0 0 0 0
Pyrexia o g 0 ] 0 0
Infections And Infestations 3 (7.5 3 ) 1 0 0
Masopharyngitis 2 (7.5 3 1{ 2.5 1
Otitis Media 0 0 0 0 0 ' 0
Injury, Poisoning And Procedural Complications 0 0 0 : 0 a iy
Muscle Rupture 0 0 0 0 0 0
Musculoskeletal And Connective Tissue Disorders 1 (2.5 1 o] o 0 0
Back Pain 1 { 2.5) 1 0 0 0 0
Fain In Extremity ] 0 0 0 0 0
Nervous System Disorders 71 17.5) 10 2 [ 5.0) 2 0 0
Dizziness 1 (2.5 i 0 ] ] 0
Headachs 7T 0175 ) 2 { 5.0y 2 o 0

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for
the total summary; n: Number of subjects with specific adverse event; %: calculated using the number of
- subjects dosed with each treatment, or the number of subjects in the safety population for the total
summzry as the denominator (n/N*100}.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine; Treatment C; 3 tablets
of 200 ug of levothyroxine.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Bwvents by Intensity (Safety Population)

Treatment B
Subjects (N=40} Events (n=27)}

Mild Moderate Severe
System Organ Claszs Subjects Events Subjects Events Subjects Events
Preferred Term n (%} n n {%) n n (%) n
Psychiatric Disorders ] 0 ] 0 0 0
Sleep Disorder o] 0 0 0 ] 0
Respiratory, Thoracic And Mediastinal Disorders 1 { 2.5) 1 0 0 0 0
Nasal Congesticn 1] 9 Q 0 0 0
tropharyngeal Fain 1 (2.5 1 1] 0 0 0
Skin And Subcutanecus Tissue Discrders 1 (2.5 1 0 0 0 0
Dermatitis Atopic 1 ( 2.5) 1 0 ¢ 0 : 0
vascular Disorders 0 [ ] 0 0 0
Deep Vein Thrombosis o o 0 g o 0
Hot Flush 0 ] 0 0 0 0

N: The number of subjects dosed with each treatment, or the number of subjects in the safety pepulation for

the total summary; n: Number of subjects with specifiec adverse event; %: calculated using the number of

subjects dosed with each treatment, or the number of subjects in the safety population for the total

summary as the denominator (n/N*100). .

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine; Treatment C: 3 tablets
of 200 ug of levothyroxine.
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Table 15,3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)

Treatment C
Subjects (N=39) Events (n=31)

Mild Moderate Sevaere
System Organ Class Subiects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%} n n (%) n
Subjects with events and total events 12 ( 30.8) 21 6 ( 15.4) 10 0 o
Cardiac Disorders 11 2.0) 1 0 4 0 0
Falpitations 1 Z2.0) 1 0 0 Q o
Eye Disorders ] o o . 0 Q o]
Diplopia a o3 ] 0 0 i}
Gastrointestinal Disorders 4 ( 10.3) 7 3077 3 0 0
Abdominal Discomfort 1 { 2.6) 1 ] 0 0 0
Abdominal Pain 0 0 0 0 0 0
Abdominal Pain Lower \] 0 1( 2.8) 1 0 0
Diarrhocea a 0 0 ¢ 4 0
Hausea 4 {10.3) 5 2 (5.1 2 4 0
Vomiting 1 ( 2.6} 1 0 0 0 0
General Disorders And Administration 5ite Conditionsl [ 2.6) 1 0 0 0 o}
Asthenia 0 0 a
Catheter Site Phlebitis 4 Q 0 0 0 o]

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for

the total summary; n: Number of subjects with specific adverse event; %: calculated using the number of

subjects dosed with each treatment, or the number of subjects in the safety population for the total

summary as the denominater (n/M*100). .

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine; Treatment C: 3 tablets
of 200 pg of levothyroxins,

/project24/ep/blinded/e2108 9E“merc/statsf’versioncontrol/primary/scripts/program/main/TFL programs/Tables/ Table
15.3.1.2.8a8
10DEC2014 00:20

Document No.0900bahe8085badf v1.0 CONFIDENTIAL 108/658 M
INFORMATION




EMR200125-002 Page 109 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Sercno Page 8 of 12
EMR 200125-002 Confidential

Table 15.3.1.2 Surmary of Treatment-Emergent Adverse Events by Intensity (Safety Population)

Treatment C
Subjects (N=39) Events (n=31)

Mild Moderate Severe
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) n n (%) n
Fatigue 0 0 0 a 0 0
Hunger 1 { 2.6} 1 0 0 0 0
Non-Cardiac Chest Pain 0 0 o 0 0 0
Pyrexia 0 0 ¢ 0 0 0
Infections And Infestations 1 ( 2.6) 1 0 0 0 0
Nasopharyngitis 1 (2.6} 1 e Q
Otitis Media 0 0 0 0 0 0
“Injury, Polsoning And Procedural Complications 11 2,6) 1 0 0 0 0
Muscle Rupture 1 { 2.6) 1 0 0 0 0
Musculoskeletal And Connective Tissue Disorders 0 0 0 0 0 0
Back Pain 0 0 0 0 ¢
Pain In Extremity ] b 0 0 0 0
Nervous System Disorders 5 ( 12.8}) 7 3 { 7.7} 0 0
Dizziness 2 { 5.1} 2 1 { 2.6} 2 0 0
Headache : 4 { 10.3) 5 2 { 5.1} 4 0 0

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for

the total summary; n: Number of subjects with specific adverse event; %: calculated using the number of

subjects dosed with each treatment, or the number of subjects in the safety populaticn for the total

summary as the denominator (n/N*100).

Treatment A: 12 tablets of 50 ng of levothyroxine; 'Ireatment B: 6 tablets of 100 pgof levothyroxine; Treatment C: 3 tablets
of 200 ug of levothyroxine,
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Table 15.3,1,2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)

Treatment C
Subjects (N=39} Events (n=31}

Mild Moderate Severe
System Organ Class Subjects Events Subjacts Events’ Subjects Events
Preferred Term n {%} n n (%) n n (%) it
Psychiatric Disorders 1 [ 2.86) 1 ] 0 1] 0
Sleep Disorder 1 ( 2.6} 1 q ] o] 0
Respiratory, Thoracic And Mediastinal Disorders 0 0 1 { 2.6} 1 ] : 0
Nasal Congestion 0 o 1 { 2.6} 1 o] 0
Oropharyngeal Bain o i3 0 0 0 ]
Skin And Subgutanescus Tissue Disorders H \] 0 0 o ]
Dermatitis Atopic : 0 [\ 0 0 [\ 0
Vascular Disorders 2 (5.1 2 o 0 o o]
Deep Vein Thrombosis 0 V] o 0 0 ]
Hot Flush 2 (5.1} 2 o 0 o] 0

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for

the total summary; n: Number of subjects with specific adverse event:; %: calculated using the number of

subjects dosed with each treatment, or the number of subjects in the safety populaticn for the total

summary a5 the denominator (n/N*100j.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine; Treatment C: 3 tablets
of 200 pg of levothyroxine.
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Table 15.3.1.2 Summary of Treatment—Emergent Bdverse Events by Intensity (Safety Populatien}

Total
Subjects (N=42)} Events (n=85)

Mild Moderate ’ Severe
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) n n {%) n
Subjects with events and total events 27 ( Bd.3} 59 15 ( 35.7) 25 1 ( 2.4) 1
Cardiac Disorders 2 (4.8 3 M o] 0 0
Palpitations 2 { 4.8) 3 [u] 0 0 0
Eye Disorders 1 (2.4} 1 0
Diplopia 1 (2 1 0 0 a 0
Gastrointestinal Disorders 8 ( 18.0) 1z & { 14.3) 8 1 { 2.4) 1
Abdominal Discomfort 1 ( 2.4) 1 a0 0 0 0
Abdominal Pain o 0 1 (2.4 1 ¢ ¢
Abdominal Pain Lower 0 0 10 2.4 i 0 0
Diarrhoea 2 { 4.8) 4 1t 2.4) 1 0 0
Nausea 5 1 11.9) [ 4 [ 9.5} 4 ] D
Vomiting 317010 3 1{ 2.4) 1 1{ 2.4 1
seneral Disorders And Administraticon Site Conditions6 { 14.3) 7 1 (2.4} 1 0 ]
Asthenia 1 (2.4) 1 1 (2.4 1 0 1]
Catheter Site Phlebitis 1(2.4) 1 o} 0 8} 0

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for

the total summary; n: Number of subjects with specific adverse event: %: calculated using the nunber of

subjects dosed with each treatment, or the number of subjects in the safety population for the total

summary as the denominator (n/N*100).

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine; Treatment C: 3 tablets
of 200 py of levothyroxine
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Takla 15,3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)

Total
Subjects (N=42) Events (n=85)

Mild Moderate Severe
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%} n n (%) n
Fatigue 2 { 4.8) 2 u] 0 0
Hunger 1 { 2.4y 1 "0 o 0T 0
Non-Cardiac Chest Pain 11 2.4) 1 0 o 0 o}
Pyrexia 1 { 2.4} 1 [0 Y 0 0
Infecticns And Infestations 5 ( 11.%8) 3 3 ( 7.1) 3 0 o3
Nascpharyngitis 5 ¢ 11.9) [ 2 [ 4.8} 2 b
Otitis Media 0 i3 1 (2.4} 1 ] 0
Injury, Polsoning And Procedural Complications 1 (2.4 1 0 ] 0 0
Muscle Rupture 1 {2.4) 1 1] Q ] 0
Musculoskeletal And Connective Tissue Disorders 1 ] 1 2 1 4.8 2 0 0
Back Pain 1 1 1( 2.4} 1 0 0
Pain In Extremity [ ¢ 1(2.4) i 0 ¢
Nervous System Disorders 12 ( 28.8) 22 6 { 14.3} 9 0 0
Dizziness 4 { 9.5} & 2 { 4.8) 3 0 0
Headache 13 ( 26.2) 16 4 { 9.5) 6 0 0

N: The number of subjects dosed with esach treatment, or the number of subjects in the safety population for

the tetal summary; n: Number of subjects with specific adverse event: %: calculated using the number of

subjects desed with each treatment, or the number of subjects in the safety population for the total

summary as the denominator (n/N*100) . ’

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine; Treatment C: 3 tablets
of 200 pg of levothyroxine.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)

Total
Subjects [N=42) Events (n=83)

Mild Moderate Severe
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) 1 n (%) n
Psychiatric Disorders 1 ¢ 2.4} 1 ] 0 0 0
Sleep Disorder 1 ¢ 2.4) 1 b 0 o 0
Respiratory, Thoracic And Mediastinal Disorders 2 [ 4.8) 2 1 { 2.4) 1 0 0
Nasal Congestion 0 0 1 2.4) 1 0 0
Oropharyngeal Pain 2 (4.8} 2 ] ] 0 0
skin And Subcutaneous Tissue Disorders 1 2.4) 1 0 0 0 0
Dermatitis Atopic 1 (2.4) 1 0 0 a 0
Vascular Disorders 2 [ 4.8) 2 1 (2.4% 1 0 0
Deep Vein Thrombosis 0 0 10 2.4) 1 0 0
Hot Flush 2 { 4.8) 2 o 0 0 o]

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for

the total summary: n: Number of subjects with specific adverse event; %: calculated using the number of

subjects dosed with each treatment, or the number of subjects in the safety population for the total

summary as the dencminator (n/N*100).

Treatment A:; 12 tablets of 50 g of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine; Treatment C: 3 tablets
of 200 pg of levothyroxine.
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Table 15.3,1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Population)

Treatment A Treatment B
Subjects (N=38} Events (n=27) Subjects (N=40) Events (n=27)
Related Not Related Related Not Related

System Organ Class Subjects Events Subjects Events Subjects Events Subjects Events

Preferred Term n (%) n n (%) n n {%) n n (%) n
Subjects with events and total events 5 ( 13.2) ] 9 { 23.7) 18 6 { 15.0) 10 11 { 27.5) 17
Cardiac Disorders 0 0 2 { 5.3 2 0 ] o] 0

Palpitations u] 4] 2 { 5.3) 2 o [y a 0
Eye Disorders i} 0 0 [H 1 ¢ 2.5) 1 0

Diplopia i} 0 [H 8 1 ( 2.5) 1 0 [
Gastrointestinal Discrders 2 { 5.3} 5 1 { 2.6) 2 1 (2.5) 1 1t 2.5) 3

Abdominal Discomfort 0 - 1] 0 0 0 0 0 ol

Abdeoninal Pain 1 (2.6} 1 0 0 ] 0 0 0

Abdominal Pain Lower 0 ¢ 0 0 1] 0 0 0

Diarrhoea 2 (5.3) 2 0 ] 0 4 1 { 2.5) 1

Nausea 1 ( 2.6) 1 1 { 2.6} 1 ] 0 1 {2.5) 1

Vomiting 1 ( 2.6) 1 1 { 2.6) 1 1 { 2.5} 1 i (2.5 1
General Disorders And Administration Sitel [ 2.6) 1 2 (5.3 3 1 ( 2.5) 2 1 ( 2.5) 1
Conditions

Asthenia 0 0 1 { 2.6} 1 1 { 2.5} 1 o a

Cathatar Site Phlebitis 0 0 0 a a 0 1 (2.5 1

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for
the total summary; n: Number of subjects with specific adverse event; %: calculated using the number of
subjects dosed with each treatment, or the number of subjects in the safety population for the total
summary as the denominator (n/N*100) .
Treatment A: 12 tablets of 50 ug of levothyroxine;Treatment B: & tablets of 100 pg of levothyroxine:r Treatment C: 3 tablets
of 200 pg of levothyroxine.
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Table 15,3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Pepulation)

Treatment A Treatment B
Subjects (N=38) Events (n=27}) Subjects (N=40) Events (n=27)
Related Not Related Related Mot Related
System Organ Class Subjects Events Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n {%) ] n (%) n n (%) o
Fatigue 11 2.6) 1 ¢ 0 1 { 2.5) 1 [ 0
Hunger Q ] ¢ 0 i} 4] ] o
Mon-Cardiac Chest Pain Q0 0 1 ¢ 2.6) 1 0 0 i} 0
Pyrexia Q 0 1 { 2.8) 1 ] 4 0 V]
Infections And Infestations 0 ] 3 (7.9 4 ] 0 4 { 10.0} 4
Nascpharyngitis o 0 2 { 5.3) 2 4 ( 10.0) 4
Otitis Media 0 4 1 ( 2.6) 1 0 0 0 0
Injury, E‘oisoning'And Procedural 0 4 o] 0 0 0 0 0
Complications
Muscle Rupture 33 o 0 ¢ o ¢ 0 0
Musculoskeletal And Connective Tissue [\ [ 2 { 5.2) 2 0 0 1 { 2.5) 1
Disorders
Back Pain 0 [ 1 (2.6 1 0 0 1 { 2.5) i3
Pain In Extremity V] 0 1 { 2.6) 1 0 v] Q 0
Nervous System Disorders 2 [ 5.3) 3 3 ( 7.9} 3 4 ( 10.0) 6 4 (10.0) G
Dizziness 2 (5.3 2 2 (5.3 2 1 { 2.5} 1 0 0

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for
the total summary: n: Mumbsr of subjects with specific adverse svent; %: calculated using the number of
subjects dosed with each treatment, or the number of subjects in the safety population for the total
summary as the denominator (n/N*100).
Treatment A: 12 tablets of 50 ug of levothyroxine;Treatment B: 6 tablets of 100 ug of levothyroxine; Treatment C: 3 tablets
of 200 ug of levothyroxine.
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Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Population}

Treatment A Treatment B

Subjects (N=38) Events (n=27} Subjects (N=40} Events (n=27)
Related Not Related Related Not Related

System Organ Class Subjects Events Subjects Events Subjects “Events Subjects Events
Preferred Term n {%) n n (%) n n (%) n n (%) n
Headache 1 (2.6} 1 1 { 2.6) 1 4 ( 10.0} 5 4 { 10.0) 6
psychiatric Disorders . 0 0 1] ] 0 0 0 0
Sleep Disorder o 0 0 4] 0 4 0 0
Respiratory, Thoracic And Mediastinal 0 .0 1 (2.6 1 0 0 1{2.5 1

Disorders

Naszal Congestion 0 0 0 [ 0 0 o} 0
Oropharyngeal Pain 0 0 1 ( 2.8) 1 0 0 1 ¢ 2.0) 1
Skin And Subcutanesus Tissue Disorders 0 0 0 0 0 0 1 { 2.5) 1
Dermatitis Atopic 0 0 0 [H 0 0 1 {2.5) 1
Vascular Disorders 0 0 1.( 2.6) 1 l 0 i} Q
Deep Vein Thrombosis 0 0 1 ( 2.8) 1 0 0 ] 0
Hot Flush 0 0 0 0 0 0 9 0

MN: The number of subjects dosed with each treatment, or the number of subjects in the safety population for
the total summary; n: Number of subjects with specific adverse event; %: calculated using the number of
subjects dosed with each treatment, or the number of subjects in the safety population for the total
summary as the denominator {(n/N*100}.
Treatment A: 12 tablets of 50 pg of levothyrexine;Treatment B: 6 tablets of 100 ug of levothyroxine; Treatment C: 3 tablets
af 200 pg of levothyroxine.
/project2d/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
15.3.1.3.sas
10DEC2014 00:20

Document No.0900habe8085badt v1.0 CONFIDENTIAL 116/658 M
INFORMATION




EMR200125-002 Page 117 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page ¢ af 6
EMR 200125-002 Confidential

Table 15.3.1.3 Summary of Treatment-Emergent Adverse Fvents by Causality to Study Drug {gafety Population)

Treatment C Tetal
Subjects (N=39) Events (n=31) gubjects (N=42) Events (n=83)
Related Not Related Related - Not Related
System Organ Class Subjects Events subjects Events Subjects Events Subﬁt_:ts Events
Preferred Term n (%) n n {%) n n (%) n n (%) n
Subjects with events and total events T (179 13 g ¢ 20,5 18 16 { 38.1) 32 21 { 50.0} 53
Cardiac Disorders 1 ( 2.6) 1 0 0 1 ¢ 2.4) 1 2 { 4.8} 2
Palpltations 1 (2.6} 1 0 0 1 ¢ 2.4) 1 2 (4.8 2
Eye Disorders 0 0 0 0 1 {2.4) 1 0
Diplopia 0 0 0 0 1 (2.4) 1 0
Gastrointestinal Discorders 4 { 10.3) 4 3 (7.7 6 7 ( 16.7) 10 5 { 11.9) 11
Abdominal Discomfort 0 0 1 (2.6) 1 0 0 1 ( 2.4} 1
Abdominal Pain 0 0 0 0 1 (2.4) 1 0 4}
Abdominal Pain Lower 1 (2.6} 1 0 0 1 (2.4} 1 0 G
Diarrhoea 0 1] 2 4 2 [ 4.8) 2 1 ¢ 2.4) 1
Nausea 3 (7. 3 2 (5.1 q 4 ( 9.5) 4 4 { 9.5) 6
Yomiting ¢ 0 1 { 2.6) 1 2 ( 4,8) 2 370 3
General Disorders And Administration Site( 0 i¢( 2.6 1 2 ( 4.8) 3 4 { 9.5) 5
Conditions
Asthenia o] 0 o o 1 { 2.4) 1 1 ( 2.4} 1
Catheter Site Phlebitis 0 0 0 o] 0 0 1 { 2.4) 1

N: The number of subjscts deosed with each treatment, or the number of subjects in the safety population for
the total summary; n: Number of subjects with specific adverse event; %: calculated using the number of
subjects dosed with each treatment, or the number of subjects in the safety pepulation for the total
summary as the denominator (n/N*100).
Treatment A: 12 tablets of 50 pg of levothyroxine;Treatment B: € tablets of 100 pg of levethyroxine; Treatment C: 3 tablets
of 200 pg of levothyroxine.
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EMR 200125-002 Confidential

Table 15.3.1.3 Summary of Treatment-Emergent Advarse Events by Causality to Study Drug (Safety Population)

Treatment C Total
Subjects (N=39) Ewvents (n=31) Subjects (N=42) Events (n=85)
Related Not Related Related Not Related

System Organ Class Sub_j_e_c_ts Events Sub_jecta Events Subjects Events Subjects Events

Preferred Term n (%) T n (%) n n (%) n n (%) n

Fatigue b} v o 0 2 { 4.8} 2 0 0

Hunger 0 G 1t 2.6} 1 Q0 0 1 ( 2.4) 1

Nen-Cardiac Chest Pain 0 ] 0 0 Q ) 1 (2.4 1

Pyrexia 0 [} 0 0 a ) 1 ¢ 2.4 1
Infections And Infestations o] v 1 ( 2.6) 1 0 0 7 ( 16.7) G

Nasopharyngitis 0 0 1 ({ 2.8) a 0 { 14.3) 8

Otitis Media o 0 0 0 a 0 1 (2.4 1
Injury, Poisoning And Procedural 0 0 1 4{ 2.6) 1 0 0 1 (2.4 1
Complicaticns

Muscle Rupture o 0 1 ¢ 2.4) 1 0 s} 1 { 2.4) 1
Musculoskeletal And Cennective Tissue [} 0 o o o] 0 3 (7.1 3
Disorders

Back Pain o 0 0 [ 0 0 2 { 4.8) 2

Pain In Extremity ] 0 o} 0 0 0 { 2.4} 1
Nervous System Discrders 2 5.1 5 4 { 10.3) 8 7 ( 16.7) 14 9 { 21.4) 17

Dizzinass 20 5.1 q 0 4 4 ( 9.5) T Z2 ¢t 4.8} 2

M: The number of subjects dosed with each treatment, or the number of subjects in the safety population for

the total summary; n: Number of subjects with specific adwverse event; %: calculated using the number of

subjects dosed with each treatment, or the number of subjects in the safety population faor the total

summary as the dencminator (n/W*100}.

Treatment A: 12 tablets of 50 png of levothyroxine;Treatment B: 6 tablets of 100 pg of levothyroxine: Treatment C: 3 tablets
of 200 pg of levothyroxine.

/project?4/ep/blinded/e210898_merc/stats/versionceontrol/primary/scripts/program/main/TFL programs/Tables/Table
15.3.1.3. sas
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Taple 15.3.1.3 Surmary of Treatment-Emergent Adverse Events by cansality to Study Drug {Safety Population)

Treatment € ) Total
Subjects (N=38) Events (n=31} subjects (N=42) Events {n=85)
Related Not Related Related Not Related
System Organ Class subjects Events Subjects Events Subjects Events subjecEs Events
Preferred Term n {%) b n (%} n n (%) n n (%) b1
Headache 1t 2.6) 1 4 { 10.3) 8 6 ( 14.3) 7 7T { 16.7} 15
Peychiatric Disorders 1 ¢ 2.8) 1 o] 1] 1 { 2.4y 1 0 0
Sleep Biscorder 1 2,6} 1 0 o 1 ¢ 2.4) 1 0 s]
Respiratory, Thoracic And Mediastinal 0 0 1(2.8) 1 0 0 3 (7.1) 3
Disorders
Nasal Congestion 0 0 1 {2.6) 1 0 0 1 ¢ 2.4} 1
Oropharyngeal Pain 0 0 0 0 V] ] 2 { 4.8) 2
Skin And Subcutaneous Tissue Disorders 0 \] 8 0 o 0 1 2.4) 1
Dermatitis Atopic 0 0 0 0 0 0 1 (2.4 1
Vascular Disorders 2 (5.1) 2 o] ¢ 2 ( 4.8) 2 1t 2.4) 1
Deep Vein Thrombesis 0 0 0 0 0 [ 1 ¢ 2.4) 1
Hot Flush Z2 (5.1 Z 0 0 2 { 4.8) 2 ] o

N: The number of subjects dosed with each treatment, or the number of subjects in the safasty population for

the total summary; n: Number of subjects with specific adverse event; %: calculated using the number of

subjects dosed with each treatment, ox the number of subjects in the safety population for the total

summary as the denominator (n/N*100).

Treatment A: 12 tablets of 50 ng of lewthyroxine;Treatment B: & tablets of 100 pg of levothyroxine; Treatment C: 3 tablets
of 200 pg of levethyroxine.

/’projact24/ep/blinded/ez108QS_merc/stats."versioncontrcl/primary/scripts/pmgra.m/main/TFL prograns/Tables/Table
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EMR 200125-002 . Confidential

Table 15.3.1.4 Summary of Treatment-Emergent Adverse FEvents Leading to Discontinuation ({Safety Population)

Treatment A Treatment B Treatment C Total
(N=3B} (N=40) {N=38} [N=42)
System Organ Class Subjects Events Subjects Events Subjects Events Subjects Events

Preferred Term n {%) n n (%) n o (%) n o (%} n
Subjects with events and total events 1(2.8) 1 1 (2.5 1 0 0 2 (4.8 2
Gastrointestinal Disorders 0 0 1 .5 1 n n 1 (2.4) 1
Vomiting [ 0 1 (2.0 1 0 o] 1 (2,4} 1
Vascular Disorders 1 { 2.6} 1 0 0 1] s 1 ( 2.4) i
Deep Vein Thrombosis 1 (2.6} 1 0 0 0 1] 1 { 2.4y 1

N: The number of subjects dosed with each treatment, or the nuwber of subjects in the safety population for
the total summary; n: Number of subjects with specific adverse event; %: calculated using the number of
subjects desed with each treatment, or the numbsr of subjects in the safety population for the total
summary as the denominator (n/N*100}.

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine; Treatment C: 3 tablets
of 200 ug of levothyroxine.

/preject24/ep/blinded/e210B898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
15.3.1.4.sas
10DEC2014 0C:20
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Levothyroxine

EMR 200125-002

EMR200125-002 Page 121 of 658

Dosage Form Proportionality of Levethyroxine New Formulations (50 pg,
100 ng, and 200 pg Tablets) in Fasted State

15.3.2

Table 15.3.2.1
Table 15.3.2.2

Table 15.3.2.3

Listing of Deaths, Other Serious and Significant Adverse

‘Events

Serious Adverse Events with Qutcome Death (Safety Population)
Serious Adverse Events (Safety Population)

Serious Adverse Events Leading to Study Discontinuation (Safety
Population)
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EMR 200125-002 Confidential
Table 15.3,2.1 Sericus Adverse Events with Outcome of Death (Safety Population)

Resoluticon Action
Subject bate/ Taken
Number/ System Org,Class/ Time {AE with Other
Random Preferred Term/ Serious Onset Date Duration Relatic- Study Action Treatment
Number Reported Term Criteria /Time fth : vm) Severity -nship Treatment Taken Cutcome at Onset

Thers was no serious adverse event with outcome of death in this trial.

/projectZd/ep/blinded/e210898_merc/stats/versioncontrel/primary/scripts/program/main/TFL programs/Tables/Table
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Merck Serono

Page 1 of 1
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Table 315.3,2,2 Serious Adverse Events (Safety Populaticn)
Regclution Action
Subject Date/ Taken
Number/ System Org.Class/ Time (AE with Other
Random Preferred Term/ Sericus Onset Date Duration Relatio- Study Action Treatment
Nurnber Reported Term Criteria fTime h:mm) Severity -nship Treatment Taken OQutcome at Onset
Vascular Disorders / Yes 2013-12-17 Moderate Not Drug Mulitiple HNot Treatment
Deep Vein Thrombosis / /22:00 Related Withdrawn Recovere A
Deep Vein Thrombosis Left d/Not
Thigh Resolved

MedDRA: Medical Dictionary for Regulatory Activities; AE duration = AE Resplution date/time - Onset Date/time.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: € tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyrexine.

/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Merck Sercno Page 1 of 1
EMR 200125-002 confidential

Table 15.3.2.3 Serious Adverse Events Leading to Study Discontinuation (Safety Population)

Resolution Action

Subject Date/ Taken
Number/ System Org.Class/ Time (AE with Other
Randon Preferred Term/ Serious Onset Date Duration Relatio- Study Action Treatnent
Number Reported Term Criteria /Time hh:mm) Severity -nship Treatment Taken Outcome at Onset

Vascular Disorders / Yes 2013-12-17 Moderate Net Drug Multiple Net Treatment

Deep Vein Thrombosis / 722:00 Related Withdrawn Recovers A

Deep Vein Thrombosis Left : d/Not
Thigh Resolved

MedDRA: Medical Dictienary for Regulatory Activities; AE duration = AE Resolution date/time - Cnset Date/time.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

/project24/ep/blinded/eZ10888 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg,
100 pg, and 200 pg Tablets) in Fasted State
EMR 200125-002

15.3.3 Narratives of Deaths, Serious Adverse Events and Significant
Adverse Events

No subject died during the trial. Two (2) subjects were withdrawn from the ftrail
(Subject narratives are provided in Section 12.3.2).
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Levothyroxine Dosage Form Proporiienality of Levothyrexine New Formuilations (50 pg,
100 pg, and 200 pg Tablets) in Fasted State

EMR 200125-002

153.4 Abnormal Laboratory Value Listing (Each Subject)

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State : ‘

Merck Serono Fage 1 of 52
EMR 200125-002 tonfidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population}

Subject
Number/ Lab Change Reference
Randam Test Visit/ Date/Time of From Range
Menhe Treatment Seguence . {Unit) Timepoint Measurement Result {a,b} Baseline Low - High
Treatment Secquence 1 Glucose (wmol/L) Screening 20-11-2013/ 4.0% (L, ncs) 4.10 - 5,90
9:59
Treatment Sequence 1 thleride {(mmol/L}) pPeriod 1,Day -1/ 01-12-2013/ 98.7 (L, ncs) 101.0 -
24 H Predose B:l5 109.0
Glucose {(mmol/L} period 1,Day -1/ 01-12-2013/ 4.04 (L, ncs) 4.10 - 5.90
24 H Predose 8115
Sodium (mmol/L) Period 1,Day -1/ 01-12-2013/ 133.2 (L, ncs) 136.0 -
24 H Predose 8:15 146.0
Treatment Sequence 1 Platelets (10%9/L) Period 2,Day -1/ 06-01-2014/ 329 (H, ncg) 173 - 369
24 H Predoese §:15
Thyroxine [nmel/L) Pericd 2,Day -1/ 06-01-2014/ 54,4 (L, ncs) 62.7 -
24 H Predose 8:1% 150.8
Treatment Segquence 1 Platelets {10°9/L) Peried 3,Day -1/ 11-02-2014/ 401 (H, ncs} 173 - 369
24 H Predose 754
Sodium {mmol/L) period 3,Day -1/ 11-02-20%4/ 135.0 (L, ncs) 136.0 ~
24 H Predose 7:54 146.0
Treatment Sequence 1 Erythrocytes (/HPF) Follow-Up 25-02-2014/ 30.00 {H, nes) 0.00 - 3,00
9:086
Erythrocytes (ul) Follow-Up 25-02-2014/ 150.00 (H, ncs) 150 0.00 - 5.00
9:06
Treatment Sequence 1 Amvlase (IU/L} Follow-Up 25-02z-2014/ 101.5 (H, ncs) 33.4 zg.0 -
9:07 100.0

a: L = below lower limit of reference rangs, H = above upper 1imit of reference range; b: ncs = not clinically
significant, cs = clinically sigrificant

Baseline qefined as Screening for Follow-Up results.

Treatment Sequence 1:2BC; Treatment Ssguence 2: BCR; Treatment Sedquence 3: CAB; Treatment Seqguence 4: ACB;
Treatment Seqguence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine
Treatment C: 3 tablets of 200 ug of levothyroxine

/project24/ep/blinded/e21DB98_mercfstats/versioncontrol/primary/scripts/progran/main/TFL programs/Tables/Table
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 2 of 52
EMR 200125-002 Confidential

Takle 15.3.4.1 Rbnormal Laboratery Values (Safety Population)

Subject
Number/ Lab Change Reference
Randor Test visit/ Date/Time of From Range
Number Treatment Seguence {Unit) Timepoint Measurement Result {a,b] Bageline Low - High
Bilirubin (umol/L) Follow-Up 25-02-2014/ 3.8 (L, ncs) -4.9 5.0 - 21.0
9:07
Hemoglobin (g/L) Follow-Up 25-02-2014/ 110 (L, necs) . =10 111 - 146
9:07
Neutrophils/Lenkocytes Follow-Up 25-02-2014/ 71,95 (H, ncs) 12.6 37.9 - 70.5
(%) 9:07
Flatelets {10"9/L} Follow-Up 25-02-2014/ 382 (H, ncs) 28 173 - 2469
9:07
Thyroxine {(nmel/L}) Follow-Up 25-02-2014/ 55.5 (L, ncs} -14.1 62.7 -
9:07 150.8
Treatment Seqguence 6 Hemoglokin {g/L) Screening 20-11-2013/11 109 (L, ncs) 111 - 146
Treatment Sequence 6 Erythrecytes {uL) Pericd 1,Day -1/ 08-12-2013/ 25.00 (H, ncs} 0.00 - 5.00
24 H Predose 8:00
Treatment Sequence & Sodium (mmol/T) Paricd 1,Day -1/ 08-12-2013/ 134.4 (L, ncs} 136.0 -
24 H Predose g:11 146.0
Erythrocytes {(10°12/L) Pericd 1,Day -1/ 08-12-2013/ §5.19 (H, ncs) 4,02 - 5,08
24 H Predose g:11
Treatment Sequence & Sodium (mmol/L) Period 2,Day -1/ 13-01-2014/ 135.1 (L, ncs) 136.0 -
24 H Predose 9:00 146.0
Treatment Sequence 6 Erythrocytes (10712/L) Periocd 3,Day -1/ 18-02-2014/ 5.19 {H, ncs) 4.02 - 5.08
24 H Predose " 8:48

a: L = below lower limit of reference range, H = above upper linit cf reference range; b: nes = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:BBC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC: Treatment Sequence 6: CBA,

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 pg of levethyroxine

/projectZ4/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Sercno
EMR 200125-002
Table 15.3.4.1 Rbnormal Laboratory Values (Safety Population)

Page 3 of 52
tonfidential

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Treatment Sequence & Hemoglobin {(g/L) Follow-Up 05-03-2014/ 108 {L, ncs) -1 111 - 146
7:386
calcium {(mmol/L) Follow-Up 05-03-2014/ 2.1% (L, ncs) -0.11 2.20 - 2.65
736
Treaktment Sequence 1 Calcium {mmol/L) Screening 21-11-2013/ 2.19 (L, ncs) 2.20 - 2,65
g8:48
Creatinine {umpl/L) Screening 21-11-2013/ 44.1 (L, ncs) 45.0 - 84.0
8:48
Protein Sereening 21-11-2013/ 65.8 (L, ncs) 66.0 - 83,0
[(mML/min/1.73m2) §:48
Treatment Sequence 1 Erythrocytes ({(uL) period 2,Day -1/ 15-01-2014/ 10,00 (H, ncs) 0.00 - 5.00
24 H Predase H
Treatment Seguence 1 Calcium {mmol/L) Follow-Up 06~03-2014/ 2.17 (L, ncs) -B.02 2.20 - 2.65
8:39
Creatinine (umol/L) Follow-Up 06-03-2014/ 44,1 (L, necs) a 45.0 - 84.0
8:39
Protein Follow-Up 06-03-2014/ 65.9 (L, ncs) 0.1 66.0 - 83.0
{mL/min/1,73m2) 8:39
Treatment Sequence 5 Bilirubin (umol/L) Screening 22-11-2013/12 30.7 (H, ncs) 5.0 - 21.0
106
Neutrophils/Leukocytes Screening 22-11-2013/12 77.2 {(H, ncs) 37.9 - 70.5
[%] 106

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs
significant, cs = clinically significant
Baseline defined as Screening for Follow-Up results.

= not clinically

Treatment Secuence 1:ABC; Treatment Seguence 2: BCA; Treatment Sequence 3: CAB; Treatment Seguence 4: ACB;

Treatment Seguence 5: BAC; Treatment Sequence 6: CBAR,

Treatment A: 12 tsblets of 50 pgy of levothyroxine; Treatment B: 6 tablets of 100 png of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine

/project2d/ep/blinded/e2108%8_merc/stats/versioncontrol/primary/scripts /program/main/TFL programs/Tables/Table
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Populatien}

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequsnce {Unit) Timepolint Measurement Result (a,b) Baseline Low - High
Platelets {10%9/L) Screening 22-11-2013/12 383 (H, ncs) 173 - 269
:06
DPirect Bilirubin Screaning 22-11-2013/12 5.3 [(H, ncs) 0.0 - 3.4
{umol/L) :06
Indirect Bilirubin Screening 22-11-2013/12 25.4 (H, ncs) 1.6 -17.46
fumel /L) :06
Leukocytes (10°9/L) Screening 22-11-2013/12 10.82 (H, ncs) 3.68 -
106 10.04
Lymphocytes/Leukocytes Screening 22~-11-2013/12 14.1 (L, nes) 17.8 - 48,5
(%) 106
Neutrophils (10°9/L) Screening 22-11-2013/12 8.35 {H, ncs) 1.61 - 6.45
106
Treatment Sequence 5 Bilirubin {(umol/L) Screening 29-11-2013/ 21.7 (H, ncs) 5.0 - 21.0
g:06
Direct Bilirubin Screening 29-11-2013/ 4,1 {(H, ncs) 0.0 - 3.4
{umol/L) 9:06
Treatment Sequence 5 Rrythrocytes (ul) Peried 1,Day -1/ 03-12-2013/ 25.00 [H, ncs) 0.00 = 5.00
24 H Fredose 8:17
Treatment Sequence 5 Platelets (10"9/L) Period 1,Day -1/ 03-12-2013/ 373 (H, ncs) 173 - 369
24 H Predoese 8:20
Protein reriod 1,Day -1/ 03-12-2013/ 62.6 (L, ncs} 66.0 - 83.0
(ML/min/1.73m2) 24 H Predose g:20

a: L = below lower limit of reference range, H = above upper limit of reference range: b: ncs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Seguence 1:ABC:; Treatment Seguence 2: BCA; Treatment Secuence 3: CAB; Treatment Sequence 4: ACB;
Treatment Secuence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 ug of levothyroxine

/project24/ep/blinded/e210B98 merc/stats/versioncontrol/primary/scripts/progran/main/TFL programs/Tables/Table
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Table 15.3,4,1 Abnormal Laboratory Values (Safety Population)

Subject
Humber/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Humber Treatment Sequence (Unit} Timepoint Measurement Result (a,b) Baseline Low - High
Eosingphils (10%9/L) Period 1,Day -1/ 03-12-2013/ 0.51 (H, ncs) 0.04 - 0.43
24 H Predose §:20
Treatment Sequence 5 Platelets (10%9/L) Period 2,Day ~1/ (8-01-2014/ 442 (H, nos) 173 - 368
24 H Pradose 8:32
Eosingphils (10°9/L) Period 2,Day -1/ 08-01-2014/ 0.53 (H, ncs) 0.04 - 0.43
) 24 H Predose §:32
Neutrophils (10°9/L) Period 2,Day ~1/ 08-01-2014/ §.74 (H, ncs) 1.61 -~ 6.45
24 H Predose #4:32
Treatment Seguence S Erythrocytes (ul) pPeriecd 3,Day =1/ 13-02-2014/ 10.0C {(H, ncs) 0.00 - 5.00
. 24 H Predose §:20
Bacteria Period 3,Day -1/ 13-02-2014/ POSITIVE (H,
. 24 H Predose 8:20 ncsl
Leukocytes {/HPF) period 3,Day -1/ 13-02-2014/ 14.00 (H, ncs) 0.00 - 4.00
24 H Predose 8:20
Leukocytes (ul) Period 3,Day -1/ 13-02-2014/ 100.00 (H, nes) 0.00 - 9,00
24 H Predose 8:20
Treatment Sequence 5 Sodium (mmol/L) Peried 3,Day -1/ 13-02-2014/ 135.5 (L, ncs) 136.0 -
24 H Predose 8:22 . 146.0
Protein pPeriod 3,Day -1/ 12-02-2014/ €4.7 (L, ncs) 66,0 - 832.0
(mL/min/1.73m2) 24 H Predose B:22
Treatment Sequence 5 Leukocytes (ulL) Period 3, Day -1/13-02-2014/13 25.00 (H, ngs) 0.00 - 9.00
24 H Predose 152

a: I = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatwent Segquence 5: BAC; Treatment Sequence 6€: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine
Treatment C: 3 tablets of 200 uyg of levothyroxine
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Daosage Form Proportionality of Levothyroxine
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Levothyroxine
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Page & of 52

EMR 200125-002 Confidential
Table 15.3.4.) Abnormal Laboratory Values (Safety Population)
Subject
Numbexr/ Lab Change Reference
Randem Test Visit/ Date/Time of From Range
Number Treatment Seguence {Unit} Timepoint Measurement Hesult {a,b) Baseline Low - High
Treatment Sequence 5 Chloride (mmol/L} Follow-Up 27-02-2014/10 100.5% (L, ncs) -2.5 101.0 -
145 106,40
Neutrophils/Lenkocytes Follow-Up 27-02-2014/10 73.2 {H, ncs) -4 37.9 -~ 70.5
(%) 145
Platelats (10°9/1) Fcllow-Up 27-02-2014/10 375 (H, ncs) -8 173 - 369
:45
Sodium (mmol/L) Follow-Up 27—02-2014{10 i33.6 (L, ncs) -4.4 136.0 -
:45 146.0
Protein Follow-Up 27-02-2014/10 63.1 (L, necs) -6.6 66.0 - 83,0
(mL/min/1.73m2) 145
Lymphocytes/Leukocytes Follow-Up 27-02-2014/10 16.3 (L, ncs) 2.2 17.8 - 48.5
(%) : H
Treatment Sequence 3 Chloride (mmol/L) Screening 256-11-2013/ 100.0 (L, ncs) 101.0 -
7:51 109.0
Monocytes/Leukocytes Screening 25-11-2013/ 14.3 {H, ncs) 5.3 - 14.2
{%) 7:51
Treatment Segquence 3 Bilirubin (umol/L) Pericd 1,Day -1/ 08-12-2013/ 21.6 (H, ncs) 5.0 - 21.0
24 H Predose 8:16
Chloride (mmol/L) Pericd 1,Day -1/ 08-12-2013/ 7.6 (L, ncs) 101.0 -
24 H Predose 8:16 109.0
Sodium (mmol/L) Feriod 1,Day -1/ 08-12-2013/ 132.3 (L, ncs) 136.0 -
24 H Predose 8:16 146.0

a: L = below lower limit of reference range, H = above upper limit of reference range:; b: ncs = not clinically

significant, ¢s = clinically significant

Baseline defined as Screening for Follow-Up results.
Treatment Sequence 1:ARC; Treatment Sequence 2: BCA;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA,
Treatment A: 12 tablets of 50 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine

Treatment B:

Treatment Sequence 3: CAB;

6 tablets of 100 pg of

Treatment Sequence 4: ACBE;

levothyroxine
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EMR200125-002 Page 133 of 658

Levothyrexine Dosage Form Proportionality of Levothyroxine New Formulations (50 ug, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 7 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Taboratery Values (Safety Populaticn)

Subject
Number/ Lab Change Reference
Random Test visit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Erythrocytes (10°12/L) Period 1,Day -1/ 08-12-2013/ 3.B5 (L, ncs) 4.02 - 5.08
24 H Pradoese 8:16
Indirect Bilirubin Period 1,Day -1/ 0B8-12-2013/ 18.4 (H, ncs) 1.6 - 17.6
{umal/L) 24 H Predose 8:16
Lymphocytes/Leukocytes Period 1,Day -1/ 08-12-2013/ 17.1 (L, ncs) 17.8 - 48.5
(%) 24 H Predose g:16
Lymphocytes (10°9/1L) Period 1,Day -1/ 08-12-2013/ 0.95 (L, ncs) 0.99 - 2.89
24 H Predose 4:16
Urea (mmol/L) Pericd 1,Day -1/ 68-12-2013/ 2.42 (L, ncs) 2.80 - 7.20
24 H Predose 8:16
Treatment Sequence 3 Erythrecytes (10%12/L) Pericd 2,Day -1/ 13-01-2014/ 3.89 (L, ncs) 4.02 - 5.08
4 H Predose 8:44
Treatment Sequence 3 Sodium (mmol/L) Period 3,Day -1/ 18-02-2014/ 135.7 (L, nes) 136.0 -
24 H Predose 8:27 14€.0
Erythrocytes {10~12/L) Peried 3,Day -1/ 18-02-2014/ 3.85 (L, ncs) 4,02 -~ 5,08
24 H Predose 8127
Treatment Sequence 3 Erythrocytes (ul} Follow-Up 05-03-2014/10 10.00 {H, ncs} 10 9,00 - 5.00
116
Treatment Sequence 3 Erythrocytes (10°12/L) Follow-Up 05-03-2014/10 3.88 (L, nes) -0.2 4.02 - 5.08
122
Lymphocytes/Leukocytes Follow-Up 05-03-2014/10 16.8 (L, ncs) -5.5 17.8 - 48.5
(%) 122

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Seguence 1:ABC; Treatment Seguence 2: BCA: Treatment Seguence 3: CAB! Treatment Sequence 4: ACE;
Treatment Secuence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxing; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment €: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 134 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine

EMR 200125-002 State

ew Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Serono
EMR 200125-002

Table 15.3.4.1 Abnormal Labecratory Values (Safety Population)

Page 8 of 52
Confidential

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Monocytes {(10"9/L) Follow-Up 05-03-2014/10 0.96 (H, ncs) 0.18 0.27 - 0.91
122
Monceoytes/Leukocytes Follow-Up ¢5-03-2014/10 15,5 (H, ncs} 1.2 5.3 - 14.2
{%) 122
Treatment Sequence 2 Eosinophils (107%/L) Screening 25-11-2013/ 0.50 (H, ncs) 0.04 - 0.43
9:25
Eosinophils/leukocytes Screening 25-11-2013/ 10.9 (¥, ncs) 0.6 - 7.9
(%) 9:25 .
Treatment Sequence 2 Chloride {mmol/L} Period 1,Day -1/ 01-12-2013/ 99.8 {L, ncs) 101.0 -
24 H Predese 8:36 10%.0
Eosinophils {10%9/L) Period 1,Day -1/ 01-12-2013/ 0.64 {(H, ncs) 0.04 - 0.43
24 H Predose 8:56
Eosinophils/Leukocytes Period 1,Day -1/ 01-12-2013/ 11.4 (H, ncs) 0.6 - 7.8
{%) 24 H Predose 8:56
Treatment Sequence 2 Chloride (mmol/L} Period 2,Day -1/ 06-01-2014/ 100.9% (L, ncs) 10L.0 -
24 H Predose §:40 108.0
Thyroxine (nmol/L) Period 2,Day -1/ 06-01-2014/ 62.2 (L, ncs) 62.7 -
24 H Predose 8:40 150.8
Eosinophils (10~9/L) Period 2,Day -1/ 06-01-2014/ 0.54 (H, ncs) 0.04 - 0.43
24 H Predose 8:40
Eosinophils/Leukacytes Period 2,Day -1/ 06-01-2014/ 10.7 (H, ncs) 0.6 - 7.8
13} 24 H Predecse 8:40

a: L = below lower limit of reference range, H = above upper limit of

significant, ¢s = clinically significant

Baseline defined as Screening for Follow-Up results.
Treatment Sequence 1:ABC; Treatment Sequence 2: BCA;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.
Treatment A: 12 tablets of 50 pg of levothyroxine:
Treatment C: 3 tablets of 200 ug of levothyroxine

Treatment Sequenc

reference range; b: ncs = not clinically

e 3: CAB; Treatment Sequence 4: ACB;

Treatment B: 6 tablets ¢of 100 ng of levothyroxine
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EMR200125-002 Page 135 of 658
Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 ng, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Serono Page 9 of 52
EMR 200125-002 Confidential
Table 15.3.,4,1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Randoem Test visit/ Date/Time of From Range
Number Treatment Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Treatment Sequence 2 Opiate Period 3,Day -1/ 11-02-2014/ POSITIVE (H,
24 H Predose 8:54 nes)
Treatment Sequence 2 Bilirubin {umol/L) Period 3;Day -1/ 11-02-2014/ 4.6 {L, ncs) 5.0 - 21.0
24 H Predose 8:56
Chloride {(mmol/L) Period 3,Day -1/ 11-02-2014/ 99.% (L, ncs) 101.0 -
24 H Predose g:56 109.0
Fosinophils (1079/L) Period 3,Day -1/ 11-02-2014/ D0.48 (H, nes) 0.04 - 0,43
24 H Predose §:56
Eosinophils/Leukocytes Period 3,Day -1/ 11-02-2014/ 9.8 (H, ncs} 0.6 - 7.9
(%) 24 H Predose 8:56
Treatment Sequence 2 Chloride (mmol/L} Follow-Up 04-03-2014/ 99.5 (L, ncs) -1.8 101.0 -
9:22 109.0
Thyroxine (nmol/L} Follow-Up 04-03-20147 1.1 {L, nc3) -9.5 62.7 -
9:22 150.8
Fosinophils/Lenkocytes Follow-Up 04-03-2014/ 8.0 (H, ncs) -2.9 0.6 - 7.9
(%) 9:22
1 [reatment Sequence 6 Creatine Kinase (IU/L) Screening 25-11-2013/11 182.9 (H, ncs) 0.0 - 171.0
105
Treatment Sequence € Chloride (mmol/L} Peried 1,Day -1/ 01-12-2013/ 992.0 (L, ncs) 101.0 -
24 H Predese 7:52 10%.0
Erythrocytes (10%12/L} Period 1,Day -1/ 01-12-2013/ 5.86 (H, ncs) 4,12 - 5.74
24 H Precdose 7152

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Seguence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB:; Treatment Sequence 4: ACB:
Treatment Sequence 5: BAC: Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: € tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 ug of levothyroxine
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EMR200125-002 Page 136 of 658
Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Serono Page 10 of 52
EMR 200125-002 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Seguence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Urea [mmol/L) Period 1,bay -1/ 01-12-2013/ 7.86 [H, ncs) 2.80 - 7.20
: 24 H Predose 7:52
Creatine Kinase (IU/L) Period 1,Day -1/ 01-12-2013/ 536.9 (H, ncs) 0.0 - 171.0
4 H Pradose 7:52
Treatment Seguence 6 Creatine Kinase (IU/L) Period 1,Day -1/01-12-2013/16 412.1 (H, nes} 0.0 - 171.0
24 H Predose 152
Treatment Sequence & Creatine Kinase ({IU/L) Period 2,Day -1/ 06-01-2014/ 364.9 (H, ncs) 0.0 - 171.0
24 H Predose 8:33
Treatment Sequence 6 Chloride {mmol/L) Period 3,Day -1/ 11-02-2014/ 99,2 (L, ncs) 101.0 -
24 H Predose §:35 i0e.o
Erythrocytes (10712/L} Pericd 3,Day -1/ 11-02-2014/ 5.83 (H, ncs) 4,12 - 5,74
24 H Predose 8:35
Treatment Sequence & Thyroxine (nmol/L} Follow-Up 25-02-2014/10 61.2 (L, ncs) -4.8 62.7 -
t55 150.8
Erythrocytes (10°12/L} Follow-Up 25-02-2014/10 5.76 (H, ncs) 0.17 4,12 - 5,74
H ]
Treatment Sequence 4 Sodium {mmol/L) Screening 26-11-2013/ 134.7 {L, ncs) 136.0 —
§:0% 1446.0
Treatment Sequence 4 Sedium (mmol/L} periocd 2,Day -1/ 06-01-2014/ 135.5 (L, nes) 136.0 -
24 H Predose §:10 l46.0
Erythrocytes (10712/L) Pericd 2,Day ~1/ 06-01-2014/ 4,00 {L, ncs) 4,02 - 5.08
24 H Predose §:10

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Seguence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxzine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 137 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State .

Merck Seronc Page 11 of 52
EMR 200125-002 . Confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population}

Subject :
Number/ Lab Change Reference
Randam Test Visit/ Date/Time of From Range
Number Treatment Seguence (Unit} Timepoint Measurement Result {a,b}) Baseline Low - High
Creatine Kinase (IU/L) Period 2,Day -1/ 06-01-2014/ 230.4 (M, necs) 0.0 - 145.0
24 H Predose H
Treatment Seguence 4 Sodium (mmol/L} Period 3,Day -1/11-02-2014/12 134.1 (L, ncs} 136.0 —
24 H Predose 117 1456.0
Erythrocytes (10°12/L) Period 3,lRay ~1/11-02-2014/12 3.64 (L, ncs) 4.02 - 5.08
24 H Predose 117
Treatment Sequence 4 Erythrocytes (10712/1) Follow-Up 25-02-2014/ 3.95 (L, ncs) -0.16 4.02 - 5.08
T:46
Monocytes/Laukocytes Follow-Up 25-02-20147 15.7 (H, nocs) 3.4 5.3 - 14.2
(%) Tid6
Treatment Segquence 4 Chloride (mmol/L) Screening 26-11-2013/ 99,9 (1, ncs) 101.0 —
9:02 ' 109.0
Sedium (mmol/L) Screening 26-11-2013/ 135.2 (L, ncs) 136.0 -
9:02 146.0
Treatment Sequence 4 Erythrocytes {(/HPF) Period i,Day -1/ 08-12-2013/ 6.00 {H, ncs) 0.00 - 3.00
24 H Predose 8:26
Erythrocytes {(ul) Peried 1,Day -1/ 0B-12-2013/ 25.0C (H, ncs) 0.00 - 5.00
24 H Predcse 8:26
Bacteria Peried 1,Day ~1/ 08-12-2013/ POSITIVE (H,
: 24 H Predoses 8:26 ncs)
Casts (/HPF) Period 1,Day -1/ 0B-12-2013/ 3 (H, ncs) 0~ 0
24 H Predose 8:126

a: L = below loewer limit of reference range, H = above upper limit of reference range; b: nes = not clipically
gignificant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Seguence 5: BAC; Treatment Sequence &: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: € tablets of 100 pg of levothyroxine
Treatment €: 3 tablets of 200 pg of levothyroxine
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Levothyroxine Desage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Serono pPage 12 of 52

EMR 200125-002 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Randcm Test Visit/ pate/Time of From Range
Humberx Treatment Sequence {Unit) Timepolnt Measurement Result {a,b) Baseline Low - High
Treatment Sequence 4 Chlieoride {(mmol/L) Pericd 1,Day -1/ 08-12-2013/ 99%.9 (L, ncs) 101.0 -
24 H Predose 8:28 109.0
Sodium (mmol/L} Peried 1,Day -1/ 08-12-2013/ 133.9 (L, ncs) 136.0 -
24 H Predose 8:29 146.0
Treatment Sequence 4 Glucose {(mnol/L) Peried 2,Day -1/ 13-01-2014/ 3.98 (L, ncs) 4.10 - 5.90
24 H Predose 8:52
Sodium (mmel/L) period 2,Day -1/ 13-01-2014/ 135.1 (L, nes) 136.0 -
24 H Predose g§:52 146.0
Treatment Sequence 4 Chloride (mmol/L} period 3,Day -1/ 18-02-2014/ 98.7 (L, ncs) 101.0 -
24 H Predose g:44 109.0
Sodium (mmol/L) Perind 3,Day -1/ 18-02-2014/ 133.8 (L, necs} 136.0 -
24 H Predose 8:44 146.0
Treatment Sequence 4 Thyroxine {(nmol/L) Follow-Up §4-03-2014/ €0.6 (L, ncs) -17.2 62.7 ~
B:24 156.8
" Treatment Sequence 4 Leukocytes (10°9/L) Period 1,Day -1/ 15-12-2013/ 3.48 (L, ncs) 3,60 -
24 H Predose 1i581 10.04
Treatment Sequence 4 Thyroxine (nmel/L) Peried 3,Day -1/ 25-02-2014/ 62.3 (L, ncs) 62.7 —
24 H Predose §:25 150.8
Lymphecytes (10%8/L) Period 3,Day -1/ 25-02-2014/ 0.94 (L, ncs) 0.%9 - 2.89
24 H Predose 8:25
Treatment Sequence 4 Erythrocytes {ul) Follow-Up 11-03-2014/10 10.00 {H, nos) 10 0.00 - 5,00
103

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, ©s = clipically significant .

Baseline defined as Screening for Follow-Up results.

Treatment Seguence l:ABC; Treatment Seguence 2: BCA; Treatment Segquence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 ug of levethyroxine
Treatment C: 3 tablets of 200 ug of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

¥Merck Serono Page 13 of 52
EMR 200125-002 Confidential

Table 15.3.4.]1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Treatment Sequence 4 sodium (mmol/L} Follow-Up 11-03-2014/10 135.4 (L, ncs) ~-1.2 136.0 -
. 146.0
Erythrocytes (10712/L) Follow-Up 11-03-2014/30 3.93 (L, ncs} -0.36 4.02 - 5.08
105
Monocytes/Leukocytes Follow-Up 11-03-2014/10 14.7 (H, nes) 3.8 5.3 - 14.2
(%) 105
Treatment Sequence 2 Monocytes/Leukecytes Period 1,Day -1/ 10-12-2013/ 15.9 (H, ncs) 5.6 -~ 14.8
(%) 24 B Predose g:49
Treatment Sequence 2 Erythrocytes (ul} Period 3,Day -1/ 20-02-2014/ 25.00 (H, ncs) 0.00 - 5.00
24 H Predose T:46
Treatment Sequence 2 Chloride {mmol/L} Period 3,Day -1/ 20-02-2014/ 89.6 (L, nus) 101.0 -
24 H Predose 7:48 108.0
Lymphocytes (1079/L) Period 3,bay -1/ 20-02-2014/ 1.00 (L, ncs) 1.08 - 3.00
24 H Predose 7:48
Monocytes/Leukocytes Period 3,Day -1/ 20-02-2014/ 14,9 (H, ncs) 5.6 - 14.8
(%) 24 H Predose 7:48
Treatment Sequence 2 Thyroxine (nmol/L} Follow-Up 07-03-2014/ 59.9 (L, ncs) -13.5 62.7 -
7:10 150.8
Creatine Kinase (IU/L) Follow-Up 07-03-2014/ 196.5 [H, ncs) 96.3 0.0 - 171.0
7:10
Treatment Sequence 3 Leukocytes (ul) Screening 27-11-2013/ 25.00 (H, ncs) 0.00 - §.00
§:27

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cg = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Seguence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAR; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Freatment A: 12 tablets of 50 ug of lewothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 140 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State .

Merck Serono Page 14 of 52
EMR 200125-002 Confidem;ial

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Labh Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Segquence {Unit) Timepoint Measursment Result {a,b] Baseline Low - High
Treatment Sequence 3 Glugcose (mmol/L) Screening 27-11-2013/ 3.80 (L, ncs) 4,10 - 5.980
g:36
Treatment Sequence 3 Bacteria Period 1,Day -1/ 01-12-2013/ POSITIVE (H,
24 H Predose Tid4 ncs)
Leukoeytes (/HPF) Period 1,Day -1/ 01-12-2013/ 6.00 {H, ncs) 0.00 - 4,00
24 H Predose Tidd
Leukocytes (ul) Period 1,bay -1/ 01-12-2013/ 25,00 (H, ncs) 0.00 - 9.00
24 H Predose 7:44
Treatment Segquence 3 Leukocytes (/HPF) Paeriod 2,Day -1/ 06-01-2014/ 19.00 {(H, ncs) 0.00 - 4.00
24 H Predose 8:42
Leukocytes (ul) Period 2,Day -1/ 06-01-2014/ 100.00 {(H, ncs} 0.00 - 3.00
24 H Predose g:42
Treatment Sequence 3 Leukocytes (ul) Period 3,Day -1/ 11-02-2014/ 25.00 (H, ncs) 0.00 - 3.00
24 H Predose 8:59
Treatment Sequence 3 Basophils/Leukocytes Period 3,Day -1/ 11-02-2014/ 1.5 (H, ncs} 0.2 - 1.3
(%) 24 H Predose 9:01
Treatment Seguence 3 Bacteria Follow-Up 25-02-2014/ POSITIVE (H,
9117 ncs)
Leukoecytes (/HPF) Follow-Up 25-02-2014/ &0.00 (H, ncs) 60 0,00 - 4.00
9:17
Leukocytes {ul) Follow-Up 25-02-2014/ 500.00 (H, ncs) 475 0.00 - 8.00
9:17

a: L = below lewer limit of reference range, H = above upper limit of reference range; b: ncs = not glinically
significant, cs = cliniecally significant

Baseline defined as Screening for Follow-Up results.

Treatment Seguence 1:ABC; Treatment Seguence 2: RBCA; Treatment Sequence 3; CAB; Treatment Seguence 4: ACB;
Treatment Sequence 5: BAC: Treatment Sequence 6: CBA,

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 ug of levothyroxine
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. EMR200125-002 Page 141 of 658
Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg. and 200 pg Tablets) in Fasted

EMR 200125-002 State

Page 15 of 52

Merck Serono
confidential

EMR 200125-002
Table 15,3.4.1 Abnormal Laboratory Values (Safety Populaticn)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Seguence {Unit) Timepoint Measurement Resuit (a,b) Baseline Low - High
Squamous Epithelial Follow-Up 25-02-2014/ 20 (B, ncs) 20 0 - 15
Cells (/HEF) 9:17
Traatment Sequence 3 Urea {(mmol/L) Fcllow-Up 25-02-2014/ 2.70 (L, ncs) -0,18 2.80 - 7.20
9:18
Treatment Sequence 1 Bilirubin (umol/L) Screening 27-11-2013/ 23.6 (H, ncs) 5.0 - 21.0
§:52
Chloride {mmal/L) Screening 27-11-2013/ 100.6 (L, ncs) 101.0 -
9:52 109.0
Glucose (mmol/L} Screening 27-11-2013/ 3.96 (L, ncs) 4,10 - 5.90
9:52
Direct Bilirubin Screening 27-11-2013/ 4.1 (H, ncs) 0.0 - 3.4
{umol/L) 9152
Indirect Bilirubin Screening 27-11-2013/ 1%.5 (H, ncs) 1.6 -17.8
(umol /L) 9:52
Treatment Sequence 1 Alanine Peried 1,Day -1/ 03-12-2013/ 50.9 (H, ncs) 0.0 - 50,0
Aminotransferase (U/L) 24 H Predose 8:16
Treatment Sequence 1 Alanine period 3,Day -1/ 13-02-2014/ 59.2 (H, ncs) 0,0 - 50.0
Aminotransferase {U/L}) 24 H Predose 8:16
Treatment Sequence 1 Alanine Period 3,Day -1/13-02-2014/16 59.9 (H, ncs) 0.0 - 50.0
Aminotransferase (U/L) 24 H Predose 124 .
Treatment Sequence 1 Ketones {mmol/L} Follow-Up 27-02-2014/ 0.5 {(H, nes) 0.5 0.0 - 0.5
9:40

a: L = below lower limit of reference range, H = above upper limit of reference range; b: acs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follew-Up results.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;

Treatment Sequence 5: BAC; Treatment Segquence 6: CBA.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyrozine

Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 142 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 160 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 16 of 52
EMR 200125-002 Confidential

Table 15,3.4,1 Abnormal Laboratory Values (Safety Populaticn)

Subject
Number/ Lab Change Reference
Random Test visit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Raesult (a,b) Baseline Low - High
Treatment Seguence 1 Bilirubin {umol/L) Follow-Up 27-02-2014/ 23.7 (H, ncs) 0.1 5,0 - 21,0
9:486
 Direct Bilirubin Follow-Up 27-02-2014/ 3.5 {H, ncs) -0.8 0.0 - 3.4
{umel/L) 9:46
Indirect Bilirukbin Follow-Up 27-02-2014/ 20.2 {(H, nos) 0.7 1.6 - 17.6
(umol/L) 9:46
Alanine Follow-Up 27-02-2014/ 53.1 (H, nos) 4.3 0.0 - 50.0
Aminotransferase (U/L} 9:45 ‘
Treatment Sequence 3 Glucose {mmol/L) Perioed 1,Day -1/ 15-12-2013/ 4.0B (L, mnecs) 4.10 - 5,80
24 H Predose B8:06
Treatment Sequence 3 Monocytes (10°95/L) Pericd 2,Day -1/ 20-01-2014/ 0.1% (L, ncs) 0.27 - 0.81
24 H Predose 9:02
Monocytes/Leukocytes Period 2,Day -1/ 20-01-2014/ 4.8 (L, ncs) 5.3 - 14.2
(%) 24 H Predose g:02
Ireatment Sequence 2 Bilirubin (umol/L) Screening 27-11-2013/10 33.1 (H, ncs) 5.0 - 21.0
125
Hemoglobin (g/L) Screening 27-112-2013/10 147 (H, ncs) 111 - 146
125
Direct Biliruvbin Screening 27-11-2013/10 5.5 (H, nos) 0.0 - 3.4
(umol/L) :
Indirect Bilirubin Screening 27-11-2013/1C¢ 27.6 (H, ncs) 1.6 - 17.6
{umol /L) 125

a: L =below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cs = clinically significant :

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ARC; Treatment Seguence 2: BCA; Treatment Secuence 3: CAB; Treatment Sequence 4: ACBE;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA,

Treatment A: 12 tablets o¢f 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyrozine
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Levothyroxine

EMR 200125-002 State

EMR200125-002 Page 143 of 658

Dosage Form Proportienality of Levothyroxine

ew Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Serono

Page 17 of 52

EMR 200125-002 Confidential
Table 15.3.4.1 Abnormal Laboratory vValues {Safety Population)
Subject
Number/ Lab Change Reference
Random Test Visgit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Alanine Screening 27-11-2013/10 35.3 (H, ncs) 0.0 - 35.0
Aminotransfarase (U/L) 125
Treatment Sequence 2 pH Period 1,Day -1/ 08-12-2013/ 8.0 (H, ncs) 4.8 - 7.4
24 H Predose 7150
Treatment Sequence 2 Sodium (mmol/L) Periecd 1,Day -1/ 08-12-2013/ 135.8 (L, nes) 136.0 -
24 H Predose 7:53 146.0
calciun {(mmol/L} peried 1,Day -1/ 08-12-2013/ 2,19 (L, ncs) 2.20 - 2.65
24 H Predose 7:53
Treatment Ssequence 2 Erythrocytes {ul) Peried 2,Day -1/ 13-01-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 ¥ Predose §:08
Treatment Sequence 2 Bilirubin {(umol/L} Period 2,bay -1/ 13-01-2014/ 21.6 [(H, ncs) 5.0 -~ 21.0
24 H Predose 8:10
Calcium {mmol/L}) Period 2,Day —1/ 13-01-2014/ 2.18 (L, ncs) 2,20 - 2.65
24 H Predose 8:10
Direct Bilirubin Period 2,Day -1/ 13-01-2014/ 3.6 (H, ncs) 0.0 - 3.4
{umol/L) 24 H Predose B:10
Indirect Bilirubin Period 2,Day -1/ 13-01-2014/ 18.0 (H, nes) 1.6 - 17.6
{umol /L) 24 H Predose g:10
Leukocytes (10°9/L) Perioed 2,Day -1/ 13-01-2014/ 3.62 (L, ncs) 3.89 -
24 H Predose 8:10 10.04
Treatment Sequence 2 Hemoglobin (g/L) period 3,Day -1/ 18-02-2014/ 148 (H, ncs}) 111 - 1446
24 H Predose 9:08
a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically

significant, es =

clinically significant

Baseline defined as Scréening for Follow-Up results.
Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACBE;

Treatment Sequence 5: BAC: Treatment Sequence &: CBA.

12 tablets of 50 pg of
3 tablets of 200 ug of

Treatment A:
Treatment C;:

levothyroxine:
levothyrexine

Treatment B:

6 tabletz of 100 pg of

levothyroxine
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EMR200125-002 Page 144 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (30 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Seronc : Page 18 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequence (Unit) Timepoint Measurement  Result {a,b) Baseline Low - High
Treatment Ssquence 2 pH Follow-Up 05-03-2014/ 8.0 (H, ncs) 1 4.8 - 7.4
9:37
Treatment Sequence 2 Bilirubin {umol/L} Follow-Up 05-03-2014/ 24.4 (H, ncs) 3.7 5,0 - 21,0
. 9:40
Hemoglobin {g/L) Follow-Up 05-03-2014/ 151 (H, ncs) 4 111 - 148
9:40
Direct Bilirubin Fellow-Up 65-03-2014/ 4,3 (H, nes) -1.2 0.0 - 3.4
(umol /L) 9:40
Indirect Bilirubin Follow-Up 05-03-2014/ 20.1 (H, ncs) -7.5 1.6 - 17.6
[umol/L) 9:40
Urea (mmol/L) Follow-Up 05-03-2014/ 2,40 (L, ncs) -0,49 2.80 - 7.20
9:40
Treatment Seguence 4 Leukocytes (ul} Screening 27-11-2013/10 25.00 (H, nes) 0.00 - 9.00
155
Treatment Seguence & Erythrocytes (uL) Period 1,bay -1/ 15-12-2013/ 10.00 (H, ncs) 0.00 - 5.00
’ 24 H Predose §:32
Bacteria Period 1,Day -1/ 15-12-2013/ POSITIVE (H,
24 H Predose §:32 ncs)
Leukocytes (/HEF) Period 1,Day -1/ 15-12-2013/ 27.00 (H, ncs} 0.00 - 4.00
24 H Predose B:32
Letkocytes (ul) Period 1,Day -1/ 15-12-2013/ 500,00 {H, ncs) 0.00 - 9.00
24 H Predose B:32

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ngs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Seguence 1:ABC: Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACE;
Treatment Sequence 5: BAC: Treatment Seguence 6: CBA.

Treatment A: 12 tablets of 50 pwg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine :
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EMR200125-002 Page 145 of 658 . '
Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Serono Fage 19 of 52
EMR 200125-002 Confidential
Table 15.3.4.1 Abnormal Laboratcry Values (Safety Population}

Subject
Mumber/ Lab Changa Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Segquence {Unit)} Timepoint Measurement Result (a,b) Baseline Low - High
Treatment Sequence {4 Sodium (mmol/L) Pariod 1,Day -1/ 15-12-2013/ 135.7 (L, ncs) 136.0 —
24 H Predose 8:35 l4¢6.0
Treatment Sequence 4 Leukocytes (/HPE) Period i,Day -1/15-12-2013/18 30.00 (H, ncs} 0.00 - 4.00
24 H Predose 149
Leukocytes (ul} Period 1,Day -1/15-12-2013/18 500.00 (H, ncs) 0.00 - 9.00
24 H Predose 149
Treatment Sequence 4 Leukocytes {(ul} Follow-Up 03-01-2014/10 25.00¢ {(H, ncs) 1] 0.00 -~ 9.00
110
Treatment Sequence 4 Bilirubin (umol/L} Follow-Up 03-01-2014/10 4.8 {L, ncs) -2.4 5.0 - 21.0
119
Alanine Follow-Up 03-01-2014/10 49.2 (H, ncs) 37.8 0.0 - 35.0
Aminotransferase {U/L) 119
Treatment Sequence 2 Ketones (mmol/L) Screening 27-11-2013/10 0.5 (H, ncs) 0.0 - 0.5
152
Treatment Sequence 2 Creatine Kinase (IU/L) Screening 27-11-2013/10 372.7 (H, ncs) 0.0 - 171.0
154
Treatment Sequence 2 Ketones (mmol/L} Period 1,Day -1/ 0B-12-2013/ 0.5 (H, ncs) 0.0 - 0.5
24 H Predose 8:31
Treatment Sequence 2 Creatine Kinase (IU/L) Period 1,Day -1/ 08-12-2013/ 174.2 (H, ncs) 0.0 - 171.0
24 H Predose §:34
Preatment Sequence 2 Thyroxine (nmol/L} Period ?,Day -1/ 13-01-2014/ 60.0 {L, ncs) 62,7 -
24 H Predose 8:23 150.8

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, os = clinically significant

Baseline defined as Screening for Fellow-Up results, .

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tabiets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine

Treatment C: 3 tablets of 200 ug of levothyroxine
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EMR200125-002 Page 146 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets} in Fasted
EMR 200125-002 State '

Merck Sercono Page 20 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratory Values {Safety Population)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Treatment Sequence 2 Thyroxine (nmol/L) Periocd 3,Day -1/ 18-02-2014/ 56.2 (L, ncs) 62,7 -
24 H Predose g:25 150.8
Creatine Kinase {IU/L) Period 3,Day -1/ 18-02-2014/ 291.3 {(H, ncs) 0.0 - 171.0
4 H PFredose 8:25
Triiodothyronine Period 3,Day -1/ 18-02-2014/ 4.06 (H, ncs) 0.89 - 2.44
(nmol/L} 24 H Predose g:25
Treatment Sequence 2 Thyroxine {nmol/L) Period 3,Ray -1/18-02-2014/19 56.3 (L, ncs) 62.7 -
24 H Predose H ¥ 150.8
Creatine Kinase (IU/L) Period 3,Day -1/186-02-2014/19 297.8 (H, ncs) 0.0 - 171.0
24 H Predose :12
Triiadothyronine Period 3,Day ~1/18-02-2014/19 2.83 (H, ncs) 0.89 - 2.44
(nmol/L} 24 H Predose :12
Treatment Sequence 2 Thyrexine (nmol/L) Follow-Up 04-03-2014/11 57.5 (L, ncs) -14.8 62.7 -
125 150.8
Creatine Kinase (IU/1) Follow-Up 04-03-2014/11 251.5 (H, ncs} -1z21.2 0.0 - 171.0
125
Treatment Sequence 3 rH Screening 28-11-2013/10 8.0 (H, nes) 4.8 - 7.4
:18
Treatment Sequence 3 Chnleoride (mmol/L} Screening 28-11-2013/10 100.4 (L, ncs) 121.0 -
:21 09.0
Treatment Sequence 3 Chloride (mmol/L} Period 1,Day -1/ 03-12-2013/ 100.5 (L, necs) 101.0 -
24 H Predose 8144 10%.0

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, ¢s = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Segquence 1:ABC; Treatment Seguence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB:
Treatment Segquence 53: BAC; Treatment Seguence 6: CBA.

Treatment A: 12 tablets of S0 pg of levothyroxine:; Treatment B: € tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 147 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg. and 200 pg Tablets) in Fasted
EMR 200125-0:02 State

Merck Serono Page 21 of 52
EMR 200125-002 Confidential

Pable 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment $eguence {Unit) Timepoint Measurement Result (a,b) Bageline Low - High
Neutrophils/Leukocytes Peried 1,Day -1/ 03-12-2013/ 73.8 (H, ncs) 38.2 - 71.5
(%) 24 H Predose §:44
Leukocytes (10°9/L) Pericd 1,Day -1/ 03-12-2013/ 11.60 {H, ncs) 3.18 - 8.71
24 H Predose g:44
Lymphocytes/Leukocytes Period 1,Day -1/ 03-12-2013/ 16.6 (L, ncs} 18.3 - 48B.1
(%} 24 H Predose Bi44
Neutrophils {10%9/L) Period 1,Day -1/ 03-12-2013/ 8,57 (H, ncs) 1.46 - 5.85
24 H Predose B8:44
Menocytes {1079/L} Period i,Day -1/ 03-12-2013/ 1.04 (H, ncs) 0.30 - 0.92
24 H Predose g:44
Urea {mmol/L) period 1,Day -1/ 03-12-2013/ Zz.64 (L, ngs) 2.80 - 7.20
24 H Predese 8:44
Eosinophils/Leukocytes Period 1,Day =1/ 03-12-2013/ 0.5 {L, ncs) 0.6 - B.4
(%) 24 H Predose §:44
Treatment Sequence 3 Chloride (mmol/L} Period 2,Pay -1/ 08-01-2014/ 100.9 (L, ncs) 101.0 —
24 H Predose B:34 109.0
Hemoglobin (g/L) Period 2,Day -1/ 08-01-2014/ 168 (H, nes) 126 - 165
24 H Predose §:34
Treatment Sequence 3 Erythrocytes (ul} peried 3,Day -1/ 13-02-2014/ 10.00 {H, ncs} 0D.00 - 5,00
24 H Predose 8:40
Treatment Sequence 3 Creatine Kinase (IU/L) Peried 3,Day -1/ 13-02-2014/ ¢4z.0 (H, ncs) 0.0 - 171.0
24 H Predose 8142

a2: T, = below lower limit of reference range, H = above upper limit of reference range; b: nes = not ¢linically
significant, cs = ¢linically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ABC; Treatment Secuence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Seguence 6: CBA. o
Treatment A: 12 tablets of 50 pg of levothyroxine: Treatment B: 6 tablets of 100 ug of levothyroxine
Treatment C: 3 tablets of 200 ug of levothyreoxine
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EMR200125-002 Pagle 148 of 658
Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Serono . Page 22 of 52
EMR 200125-002 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab change Reference
Random Test visit/ Date/Time of From Range
Number Treatment Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Treatment Sequence 3 Creatine Kinase {IU/L) Period 3,Day -1/13-02-2014/16 1254.8 (H, ncs) 0.0 - 171.0
24 H Predose 127
Treatment Sequence 3 Creatine Kinase (IU/L) Peried 3,Day -1/ 14-02-2014/ 2263.8 (H, ncs) 0.0 - 171,0
24 H Predose 7:10
Creatine Kinase MB Period 3,Day -1/ 14-02-2014/ 32.0 (H, ncs) 0.0 - 24.0
(IU/L) 24 H Predose 7:10
Treatment Sequence 3 pH Follow-Up 27-02-2014/ 8.0 (H, ncs) 0 4.8 - 7.4
§:08
Treatment Sequence 4 Chloride (mmol/L) Screening 28-11-2013/10 100.1 (L, ncs) 101.0 -
131 109.0
Treatment Sequence 4 Bilirubin (umol/L) Period 3,Day -1/ 13-02-2014/ 21.4 (H, ncs) 5.0 - 21,0
24 H Predose 8:27
Chloride (mmol/L} Period 3,Day -1/ 13-02-2014/ 100.8 (L, ncs) 101.0 —
24 H Predose 8:27 106.0
Direct Bilirubin Period 3,Day -1/ 13-02-2014/ 4.0 (H, ncs) 0.0 - 3.4
(umol /L) 24 H Predose 8:27
Creatine Kinase (IU/L) Period 3,Day -1/ 13-02-2014/ 29%8.1 (H, ncs) 0.0 - 171.0
24 H Predose 8:27
Treatment Sequence 4 Creatine Kinase (IU/L} Period 3,Day -1/13-02-2014/16 226.7 (H, ncs) 0.0 - 171.0
24 H Predose 136
Treatment Sequence 4 Creatine Kinase (IU/L) Follow-Up 27-02-2014/ 171.3 (H, ncs) 41,5 0.0 - 171.0
8:13

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ABC: Treatment Sequence 2: BCA} Treatment Sequence 3: CAB: Treatment Sequence 4: ACE;
Treatment Sequence 5: BAC; Treatment Sequence 6&: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 taplets of 100 ug of levothyroxine
Treatment C; 3 tablets of 200 ug of levothyroxine
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EMR200125-002 Page 149 of 658

Levothyroxine Dosage Form Proportienality of Levothyroxine New Formulations (50 ug, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Seronc Page 23 of 52
EMR 200125-002 confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Tast Visit/ Date/Time of From Range
Number Treatment Seguence {Unit) Timepoint Measurement Result {a,b} Baseline Low — High
Treatment Sequence & Chloride {mmol/L} Screening 29-11-2013/ 98,5 (L, ncs) 101.0 -
8:15 109.0
Urea (mmol/L) Sereening 29-11-2013/ 2.61 (L, ncs) 2.80 - 7.20
8:15
Treatment Sequence 5 Sodium (mmol/L} Period L,Pay -1/ 08-12-2013/ 135.8 (L, ncs} 136.0 -
24 H Predose 8:52 146.0
Treatment Sequence 5 Chloride (mmol/L) Period 2,Day -1/ 13-01-2014/ 99.2 (L, ncs) 101.0 -
24 H Predose 9:05 108.0
Treatment Sequence 5 Bilirubin (umol/L) Peried 3,Day -1/ 18-02-2014/ 21.2 (H, ncs) 5.0 - 21.0
24 H Predose 9:12
Direct Bilirubin period 3,Day -1/ 18-02-2014/ 3.6 (H, ncs) 0.0 - 3.4
{umol/L) 24 H Predose 9:12
Gamma Glutamyl pPeriod 3,Day -1/ 18-02-2014/ 57.4 (H, ncs) 0.0 - 55.0
Transferase (U/L) 24 H Predose g:12
Treatment Sequence 5 Chloride {(mmol/L} Follow-Up 04-03-2014/ 99.5 (L, ncs) 1 101.0 -
] 7:39 109.0
Thyroxine {nmol/L} Follow-Up 04-03-2014/ 60.5 (L, n¢s) -11.8 62.7 -
7:39 150.8
Gamma Glutamyl Follow-Up 04-03-2014/ 55.3 (H, ncs) 7.5 0.0 - 55.0
Transferase {(U/L) 7:39
Treatment Sequence 6 Frotein Screening 29-11-2013/ 65.8 (L, ncs) 66.0 - 83.0
{nL/min/1.73m2) g:55

a: L = below lower limit of reference rangs, H = above upper limit of reference range; b: necs = not clinically
gsignificant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Seguence 1:ABC; Treatnent Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 ug of levothyroxine: Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 150 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pug Tablets) in Fasted
EMR 200125-002 State

Merck Seronc Page 24 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population}

Subject
Number/ Lab Change Reference
Random Test vigit/ Date/Time of From Range
Number Treatment Sequence {Unit}) Timepoint Measurement Result {a,b) Baseline Low - High
Creatine Kinase (IU/L) 3creening 29-11-2013/ 461.4 (H, ncs) 0.0 - 145.0
8:55
Treatment Sequence 6 Creatine Kinase (IU/L) Period 1,Day -1/ 10-12-2013/ 231.8 (H, ncs) 0.0 - 145.0
24 H Predose 9:58
Treatment Sequence & Bilirubin (umeol/L) Period 2,Day -1/ 15-01-2014/ 4.9 (L, ncs) 5.0 -~ 21.0
24 H Predose 8:31
Hemoglobin {g/L} Pariod 2,Day -1/ 15-01-2014/ 110 (L, nes) 111 - 146
24 H Predose B8:31
Erythrocytes {10~12/L) Period 2,Day -1/ 15-01-2014/ 3.99 (L, ncs) 4.02 - 5.08
24 H Predose §:31
Creatine Kinase (IU/L) Period Z,Day -1/ 15-01-2014/ 147.7 {(H, ncs) 0.0 - 145.0
4 H Predose §:31
Treatment Sequence 6 Creatine Kinase (IU/L) Period 3,Day -1/ 20-02-2014/ 145.3 (H, ncs) 0.0 - 145.0
24 H Predose g:09
Treatment Sequence & Hemoglobin (g/L) Follow-Up 06-03-2014/ 106 {L, ncs) =20 111 ~ 146
8:36
Leukocytes (10%9/L) Follow-Up 06-03-2014/ 3.65 (L, acs) -.85 3.68 -
8:36 10.04
Urea {(mmol/L) Follow-Up 0p-03-2014/ 2.70 (L, ncs) -1.03 2.80 - 7.20
8:36
Hematocrit {(L/L) Follow-Up 06-03-2014/ 0.33 (L, ncs) ~0.05 0.35 - 0.44
8:36

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, ¢s = clinically significant

Baseline defined as Secreening for Follow-Up results.

Treatment Sequence 1:ARC; Treatment Seguence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 ug of levothyroxine
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EMR200125-002 Page 151 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 g, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 25 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratery Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Mismaben Treatment Seguence {unit} Timepoint Measurement  Result {a,b} Baseline Low - High
Treatment Sequence 1 Chloride (mmol/L) Screening 29-11-2013/11 99.5 (L, nes) 101.0 ~
125 109.0
Glucose (mmol/L} Screening 20-11-2013/11 3.87 (L, ncs) 4,10 - 5,90
125
sodium {(mmol/L) Screening 20-11-2013/11 134.7 (L, ncs) 136.0 -
125 146.0
Treatment Sequence 1 Leukocytes (/HPF) pPeriod 1,Day -1/ 10-12-2013/ 20.00 (H, ncs} 0.00 - 4.00
24 H Predose 8:35
Leukocytes (ul) Period 1,Day -1/ 10-12-2013/ 100.00 (H, ncs) 0.00 - 9.00
24 H Predose 8:35
Treatment Sequence 1 Hemoglobin (g/L) period 1,Day -1/ 10-12-2013/ 107 (L, ncs} 111 - 14§
24 H Preclose 9:08
Treatment Sequence 1 Erythrocytes (/HPF) Peried 2,Day -1/ 15-01-2014/ 8,00 (H, ncs) 0.00 - 3.00
24 H Predose g:03
Erythrocytes (ul)} Period 2,Day -1/ 15-01-2014/ 250.00 {H, ncs) 4.00 - 5.00
24 H Predose 8:03
Leukocytes (/HFF)} Period 2,Day -1/ 15-01-2014/ 10.00 (H, ncs) 0.00 - 4.00
24 H Predose 8:03
Leukocytes {(ul) Peried 2,Day -1/ 15-01-2014/ 100,00 (H, ncs) 0.00 - 9.00
24 H Predcse B:03
Treatment Sequence 1  Thyroxine (nmel/L) Period 2,Day -1/ 15-01-2014/ £2.0 (L, ncs) 62.7 -
24 H Predose 8:05 150.8

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cs = clinically significant '

Baseline defined as Screening for Follow-Up rtesults.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA: Treatment Sequence 3: CAB; Treatment Sequence 4: ACBE;
Treatment Sequence 5: BAC; Treatment Sequence G: CBA.

Treatment A: 12 tablets of S0 pg of levethyroxine; Treatment B: 6 tablets of 100 pg of leveothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyroxine

EMR 200125-002 State

EMR200123-002 Page 152 of 658

Dosage Form Proportionality of Levothyrexine

ew Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Serono

Fage 26 of 52

EMR 200125-002 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Humber/ Lab Change Reference
Randem Test Visit/ Date/Time of From Range
Number Treatment Sequence (Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Treatmant Sequence 1 Hemoglobin {g/L) Period 3,pPay -1/ 20-02-2014/ 104 (I, nes) 111 - 148
24 H Predose 114
Thyroxine (nmol/L) Period 3,Day -1/ 20-02-2014/ 56.8 (L, ncs} 62.7 -
24 H Predose 8:14 150.8
Hematocrit {L/L) Period 3,Day -1/ 20-02-2014/ 0.34 (L, ncs} 0.35 - 0.44
24 H Predoese 81l
Treatment Seguence 1 Bacteria Follow-Up 06-03-2014/ POSITIVE {H,
§:24 nes)
Leukocytes (/HFF) Follow-Up 06-03-2014/ 15.00 {H, ncs) 0.00 - 4.00
8:24
Leukocytes (ul) Follow-Up 0e-03-2014/ 25.00 {(H, ncs) 25 0.00 - §.00
g:24
Sguamous Epithelial Follow-Up 06-03-2014/ 30 (H, ncs) 0 - 15
Cells (/HPEF) §:24
Ketones {mmol/L) Follow-Up 06-03-2014/ 0.5 (H, nos) 0.5 0.0 - 0.5
8:24
Treatment Sequence 1 Hemecglobin (g/L) Follow-Up 06-03-2014/ 100 (L, nes) -13 111 - 146
8:28
Thyrexine (nmol/L} Follow-Up 06-03-2014/ 62.0 (L, ncs) -0.8B 62,7 -
§:28 150.8
Hematocrit {(L/L) Follow-Up 06-03-2014/ 0.33 (L, ncs) ~0.03 0.35 - 0.44
8:28

a: L = below lower limit of reference range, H = above upper limit of reference range; b: nes = not clinically

significant,

cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ABC; Treatment Seguence 2: BCA; Treatment Sequence 4¢: ACE:
Treatment Sequence 5: BAC! Treatment Sequence &: CBA.
Treatment A: 12 tablets of 50 ug of levothyroxine;

Treatment C: 3 tablets of 200 pg of levothyroxine

Treatment Secquence 3: CAB;

Treatment B: ¢ tablets of 100 pg of levothyroxine

/preject24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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EMR200125-002 Page 153 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State .

Merck Serono Page 27 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratcry Values (Safety FPopulation)

Subject
Numbexr/ Lak Change Rkeference
Random Test Visit/ Date/Time of From Rangs
Number Treatment Sequence [(Unit} Timepoint Measurement Result (a,b) Bazeline Low - High
Treatment Sequence 1 Leukooytes (/HPF) Follow-Up 10-03-2014/ 10.00 (H, ncs) 0.00 - 4.00
7:15
Leukocytes (ulL) Fellow-Up 10-03-2014/ 100.00 (H, ncs) 100 0.00 - 85.00
: il
Squamous Epithelial Follow-Up 10-03-2014/ 26 (H, ncs) 0~ 15
Cells {/HPF} 7:15
Treatment Sequence 2 Ketones (mmol/L) Screening 26-11-2013/11 ©¢.5 {H, ncs) 0.0 - 0.5
156
Treatment Sequence 2 Urea {(mmol/L} Screening 29-11-2013/11 2.10 (L, ncs) 2.80 - 7.20
158 .
Treatment Sequence Z Scdium (mmol/L} pPeriod 1,Day -1/ 15-12-2013/ 135.7 (L, nes) 136.0 -
24 H Predose §:07 146.0
Treatnent Sequence 2 Erythrocytes (/HPF} Follow-Up 27-12-2013/ 5.08 (H, ncs} 0.00 - 3.00
9:23
Erythrocytes ({(ul) Follow-Up 27-12-2013/ 25.00 (H, ncs) 25 0.00 - 5.00
9:23
Leukocytes {(ul) Follow-Up 27-12-2013/ 25.80 (H, ncs) 25 0.00 - 9.00
9:23
Treatment Sequence 2 Sodium (mmcl/L) Follow-Up 27-12-2013/ 135.3 (L, ncs} -1.4 136.0 -
9:24 146.0
Calcium (mmol/L) Follow-Up 27-12-2013/ 2.12 (L, ncs) -0.22 2.20 - 2,65
9124

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cs = ¢linically significant -

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ARC; Treatment Sequence 2: BCA; Treatment Seguence 3: CAB; Treatment Sequence 4: ACB!
Treatment Seguence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tableta of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 154 of 658

Levothyroxine

EMR 200125-002 State

Dosage Form Proportionality of Levothyroxine

ew Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Serono

Page 2B of 52

EMR 200125-002 Confidential
Tabkle 15.3.4.1 Abnormal Laboratory Values ([Safety Population)
Subject
Number/ Lab Change Reference
Randem Test visit/ bate/Time of From Range
Number Treatment Seguence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Protein Follow-Up 27-12-2013/ 61.4 (L, ncs} -7.3 66.0 - B3.0
(mL/min/ 1, 73m2) 9:24
Treatment Sequence 3 Chloride (mwmol/L} Period 1,Bay -1/ 17-12-2013/ 100.6 (L, ncs) 101.0 -
24 H Predose 8:22 109.0
Treatment Sequence 3 Protein Period 2,Day -1/ 22-01-2014/ 64.% (L, ncs) 66.0 - 83,0
(mL/min/1.73m2) 24 H Predose g:27
Creatine Kinase (IU/L) Period 2,Day -1/ 22-01-2014/ 195.1 (H, ncs} 0.0 -171.0
24 H Predose g4:27
Gamma Glutamyl Beriod 2,Day -1/ 22-01-2014/ 55.6 (H, nes) 0.0 - 55.0
Transferase (U/L) 24 H Predose 8:27
Treatment Sequence 3 Protein Period 3,Day -1/ 27-02-2014/ €1.6 (L, ncs) 66.0 - B3.0
[mL/min/1.73m2) 24 H Predose 7:56
Creatine Kinase (IU/L) Period 3,Day -1/ 27-02-2014/ 192.1 {H, ncs) 0.0 - 171.¢
24 H Predose 1156
Treatment Sequence 3 Chloride (mmol/L) Follow-Up 13-03-2014/ 99,8 (L, ncs) -1.86 101.0 -
7:1¢9 109.0
Caleium (mool/L) Follow-Up 13-03-2014/ 2.18 (L, ncs) -0.17 2.20 - 2.65
7:19
Protein Follow-Up 13-03-2014/ 60.7 (L, ncs) -8.68 66.0 - §3.0
{mL/min/1.73m2) 7:1¢9
Creatine Kinase (IU/L) Follow-Up 13~03-2014/ 213.72 (H, ncs) 55.2 0.0 - 171.0
7:1%
a: L = belew lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically

significant, cs = clinically significant
Bageline defined as Screening for Follow-Up results.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.
Treatment A: 12 tablets of 50 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine

Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;

Treatment B: 6 tablets of 100 pg of levothyroxine

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/progran/main/IFL programs/Tables/Table

15.3.4.1.5as

10DEC2014 00:20

Document No.0900babe8083badf v1.0

CONFIDENTIAL
INFORMATION

154/658

M




EMR200125-002 Page 155 of 658
Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations {50 ug, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Seronc
EMR 200125-002
Table 15,3.4.1 Abnormal Laboratory Values (Safety Population)

Page 29 of 52
Confidential

Subject
Numbe r/ Lab Change Reference
Random Test visit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Treatment Sequence 4 Basophils/Leukocytes Screening 02-12-2013/ 1.8 (H, ncs) 0.0 - 1,0
{%}) 9:44.
Basophils (10°9/L) Screening 02-12-2013/ 0.08 {H, ncs) 0.01 - 0.07
9:44
Treatment Sequence 4 Eosinophils (10°9/L) Peried 2,Day -1/ 13-01-20147 0.52 (H, ncs) 0.03 - 0.50
24 H Predose 8:32
Ecsinophils/Leukocytes Periocd 2,Day -1/ 13-01-2014/ 9.5 {H, ncs) 0.6 - 8.4
(%) 24 H Predose 8132
Basophils/Leukocytes Period 2,Day -1/ 13-01-2014/ 1.5 (H, nes) 0.0 - 1.0
(%) 24 E Predose §:32
Basophils (10°9/L) Period 2,Day -1/ 13-01-2014/ 0.08 (H, ncs) 0.01 - 0,07
24 H Predose 8:32
Treatment Sequence 4 Erythrocytes (ul) period 3,Day -1/ 18-02-2014/ 10.00 (H, ncs) 0,00 - 5.00
24 H Predose 9:39
Leukocytes (ul) period 3,Day -1/ 18-02-2014/ 25.00 (H, ncs) 0.00 - 9.00
24 H Fredose 9:39
Treatment Sequence 4 Eosinephils {1079/L) Period 3,Day -1/ 18-02-2014/ 0.55 {H, ncs) 6.03 - 0.50
24 H Predose 9:41
" Besinophils/Leukocytes Period 3,Day -1/ 18-02-2014/ 10.0 {H, ncs) 0.6 - B.4
(%) 24 H Predose 9:41
Basophils/Leukocytes Period 3,Day -1/ 18-02-2014/ 1.6 {H, ncs) 0.0 - 1.0
(%) 24 H Predose §:41

a: T, = below lower limit of reference range, H = above upper limit of reference range; b:

significant, ©s = clinically significant
Baseline defined as Screening for Follow-Up results.

ncs = not clinically

Treatment Sequence 1:ABC; Treatment Seguence 2: BCA; Treatment Sequence 3: CAB; Treatment Segquence 4: ACB}

Treatment Seguence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine

Treatment C: 3 tablets of 200 pug of levothyroxine
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EMR200125-002 Page 156 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serocno Page 30 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Nunber/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequence {Unit) fimepoint Measurement Result (a,b) Baseline Low - High
Alanine Period 3,Day -1/ 18-02-2014/ £0.4 (H, ncs) 0.0 - 50.0
Aminotransferase (U/L) 24 H Predose 9:41
Basophils (10°9/L) Period 3,Day -1/ 18-02-2014/ 0,09 (H, ncs) 0.01 - 0.07
24 H Predose 9:41
Treatment Sequence ¢ FEosinophils (1079/L} Follow-Up 05-03-2014/11 0.91 {H, nes) 0.62 0.03 - 0.50
H
Bosinophils/Leukocytes Follow-Up 05-03-2014/11 14.7 (H, ncs) 5.2 0.6 - B.4
(%) 109 ’
Basophils/Leukocytes Follow-Up 05-03-2014/11 1.9 {H, ncs) 0.1 0.0 - 1.0
(%) 109
Basophils (10°8/L) Follow-Up 05-03-2014/11 0.12 (H, ncs) 0.04 9.01 - 0.07
HE]
Treatment Sequence 5 Bascophils/Leukocytes Screening 02-12-2013/ 1.6 (H, ncs) 0.2 -1.3
(%) 9:59
Basophils (10"9/L} Screening 02-12-2013/ 0.08 (H, ncs) 0,01 - 0.07
9:59
Treatment Sequence 5 Sodium (mmol/L) Peried 1,Day -1/ 08-12-2013/ 135.7 (L, ncs) 136.0 -
24 H Predose 7:38 146.0
Monocytes/Leukocytes Period 1,Day -1/ 0B-12-2013/ 15.4 (K, ncs) 5.3 - 14.2
(%) 2¢ H Predose 7:38
Treatment Sequence 5 Erythrocytes {10°12/L) Pericd 2,Day -1/ 13-01-2014/ 3.88 (L, ncs) 4.0 ~ 5.08
24 H Predose T:42

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, c8 = clinically significant

Baseline defined ag Screening for Follow-Up results.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CABR; Treatment Sequence 4: ACE;
Treatment Seguence 5: BAC; Treatment Sequence 6: CBA.

Treatwent A: 12 tablets of 50 py of levothyroxine; Treatment B: & tapletz of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine

/project2d/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
15.3.4.1.5as
10DEC2014 00:20

Decument No.(900babe8085badf v1.0 CONFIDENTIAL 136/658 M
INFORMATION




EMR200125-002 Page 157 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 ug, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono ) Page 31 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Nunber/ Lab Change Reference
Random Test Visit/ bate/Time of From Range
Number Treatment Seqguence {Unit) Timepoint Measurement Result {(a,b) Baseline Low - High
Monocytes (10°9/L) -Period 2,Day -1/ 13-01-2014/ 0.93 (H, ncs) 0.27 - 0,91
4 H Precdose 7:42
Monocytes/Leukecytes Period 2,Day -1/ 13-01-2014/ 16.7 (H, ncs} 5.3 - 14.2
(%) 24 H Predose 7:42
Urea (mmol/L) Period 2,Day -1/ 13-01-2014/ 2,66 (L, ncs) 2.80 - 7.20
24 H Predose 7:42
Treatment Sequence 5 Neutrophils/Leukocytes Period 3,Day -1/ 18-02-2014/ 73.3 {H, ncs) 37.9 - 70.5
(%) 24 H Predose §:19
Erythrecytes (10°12/L) Period 3,Day -1/ 18-02-2014/ 3.86 (L, ncs) 4.02 -~ 5.08
24 H Predose 8:19
Lymphocytes/Leukocytes Period 3,Day ~1/ 1g-02-2014/ 15.5 (L, ncs) 17.8 - 48.5
{%) 24 H Predose 8:19
Neutrophils (1079/L) Period 3,Day -1/ 18-02-2014/ 6.73 (H, ncs) 1.61 - 6.45
24 H Predose 8:19
Treatment Sequence 5 Erythrocytes {/HFPF) Follow-Up 04-03-2014/ 5.00 (H, ncs) 0.00 - 3.00
9:47
Erythrocytes (ul) Follow-Up 04-03-2014/ 25.00 (H, ncs) 25 0.00 - 5,00
9:47
Treatment Sequence 5 Platelets [1079/T) Follow-Up 04-03-2014/ 374 (H, ncs) 84 173 - 369
9:50
Erythrocytes (10°12/L) Follow-Up 04-03-2014/ 3.91 {L, ncs) -p.16 ¢.02 - 5.08
9:50

a: L = below lower limit of reference range, H = above upper linit of reference range; b: ncs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ABC; Treatment Seguence 2: BCR; Treatment Sequence 3: CAE; Treatment Sequence 4: ACB;
Treatment Seguence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tableta of 100 pug of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 158 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formnlations (50 pug, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Sercno Page 32 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Urea (mmol/L} Follow-Up 04-03-2014/ 2.61 (L, ncs) ~0.9 2.80 - 7.20
9150
Treatment Sequence 2 Leukocytes [/HPF) Screening 02-12-2013/11 15.00 (H, ncs) 0.00 - 4.00
111
Leukocytes (uL} Screening 02-12-2013/11 100.00 (H, ncs) 0.00 - 9.00
:11
Treatment Sequence 2 Platelets (10°%/L) Screening 02-12-2013/11 437 {(H, ncs) 173 - 389
114
Basophils {10°8/L) Screening 02-12-2013/11 0.08 (H, ncs) 0.01 - 0.07
114
Treatment Sequence 2 Leukocytes (/HPF) Period 1,Day -1/ 10-12-2013/ 8.00 {(H, ncs) 0.00 - 4.00
24 H Predose §:25
Leukocytes (ul) Period 1,Day -1/ 10-12-2013/ 25.00 (H, ncs) 0.00 - 8.00
24 H Predose 8:25
Treatment Sequence ? Flatelets ({1079/L) Period 1,Day -1/ 10-12-2013/ 378 (H, necs) 173 - 369
24 H Predose §:27
Treatment Sequence 2 Erythrocytes {ul) Period 2,Day -1/ 15-01-2014/ 50.00 (H, ncs) .00 -~ 5.00
24 H Predose §:29
Treatment Sequence 2 Platelets [10°9/L} Period 2,Day -1/ 15-01-2014/ 428 (H, ncs) 173 - 369
24 H Predose 9:31
Basophils/Leukocytes Period Z,Day -1/ 15-01-2014/ 1.5 (M, ncs) 0.2 - 1.3
’ (%) 24 H Predose 9:31

a: L = below lower 1imit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, ¢s = clinically significant

Baseline defined as Screening for Follew-Up results.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAR; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC: Treatment Sequence &: CBA.

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levethyroxine
Treatment C: 3 tablets of 200 ug of levothyroxine
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EMR200125-002 Page 159 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (56 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 33 of 52
EMR 200125-00C2 Confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Peopulation)

Subject
Number/ Lab Change Reference
Random Test yisit/ Date/Time of From Range
Number Treatment Sequence (Unit) Timepoint Measurement Result (a,b) ‘Baseline Low - High
Basophils (10°%/L) Period 2,Day -1/ 15-01-2014/ 0.09 (H, ncs) 0.01 - 0.07
24 H Predose 9:
Treatment Sequence 2 Platelets {10°9/L} Period 3,Day -1/20-02-2014/10 446 (H, ncs) 173 - 368
24 H Predose 142
Bagophils (10°8/L) Period 3,Day ~1/20-02-2014/10 0.09 (H, ncs) 0.01 - 0.07
24 H Predose 142
Treatment Segquence 2 Leukocytes (/HPF} Follow-Up 07-03-2014/10 8.C0 (H, ncs} =7 0.00 - 4.00
120
Leukocytes (ul) Follow-Up 07-03-2014/10 25.00 (H, ncs) -75 0.00 - 9.00
120
Treatment Segquence 2 Platelets (10"%/L} Follow-Up 07-03-2014/10 397 (H, ncs) -40 173 - 369
122
Neutrophils (10"9/L) Follow-Up 07-03-2014/10 6.46 (H, ncs) 2.69 1.61 - 6.45
122
Monocytes (10°9/L) Follow-Up 07-03-2014/10 1.23 (H, ncs) 0.65 0.27 - 0.91
122
Treatment Sequence 5 Bilirubin (umel/L) Screening 03-12-2013/10 40.0 (H, ncs) 5.0 - 21.0
12
Glucose (mmol/L) Screening 03-12-2013/10 4.07 (L, nes) 4.10 - 5.90
=12
Direct Bilirubin S¢reening 03-12-2013/10 7.4 (H, ncs} 0.0 - 3.4
fumol /L) 112

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = net clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ARC; Treatment Seguence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence &: CBA,

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 160 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 34 of 52
EMR 200125-002 Confidential

Table 15,3.4.1 Abnormal Laboratory Values (Safety Populatien)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Seguence {Unit) Timepolnt Measurement Result (a,b) Bageline Low ~ High
Indirect Bilirubin Screening 03-12-2013/10 32.& (H, ncs) l.e - 17.%
{umel /L) 112
Leukocytes (10%9/L) Scraening 03-12-2013/10 3.66 (L, ncs) 3.69 -
- 112 10.04
Treatment Sequence 5 Bilirubin {umol/L) Screening 06-12-2013/ 26.8 (H, ncs) 5.0 - 21.0
g:14
Direct Bilirubin Screening 06-12-2013/ 5.1 (K, nes) 0.0 - 3.4
{umol /L) g:14
Indirect Bilirubin Screening 06-12-2013/ 21.7 (H, ncs) 1.6 -~ 17.8%
{umpl/L} 8:14
Treatment Sequence & Erythrocytes (ul) Period 2,Day -1/ 15-01-2014/ 10.00 {H, ncs} 0,00 - 5.00
24 H Fredose §:18
Treatment Sequence 5 Sodium (mmol/L) Period 2,Day -1/ 15-01-2014/ 135.0 (L, ngs} 136.0 -
24 H Predose 8:20 146.0
Thyroxine (nmol/L) Period 2,Day -1/ 15-01-2014/ 55.3 (L, ncs) 62.7 -
24 H Predose §:20 150.8
Treatment Sequence 5 Neutrophils/LeukocytesPeried 3,Day -1/23-02-2014/10 33.9 (L, ncs) 37.6 - 70.5
(%) 24 H FPredose 130
Eosinophils (10°3/L) Period 3,Day -1/23-02-2014/10C 0.49 (H, ncs) 0.04 - 0.43
24 H Predose H
Leukocytes (10"9/L) Period 3,bay -1/23-02-2014/10 3.55 (L, ncs) 3.69 —
24 H Predose 130 10.04

a: L = balow lower limit of reference range, H = above upper limit of reference range; ©: nos = not clinically
significant, ¢s = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Seguence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence &6: CBA.

Treatment A: 12 tablets of 50 pg of levethyroxine; Treatment B: 6 tablets of 100 ug of levothyroxins
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 161 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (S0 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 35 of 52
EMR 200125-002 Confidential

Table 15.3,4.1 Abnormal Laberatory Values (Safety Population)

Subject
Number/ Lab Change Reference
Randam Test Visit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Neutrophils {(10°%/L} Period 3,Day -1/23-02-2014/10 1.20 {L, ncs) ' 1.61 - 6.45
24 H Predose 130
Eosinophils/Leukocytes Period 3,Day —-1/23-02-2014/10 13.8 (E, ncs) 0.6 - 7.9
(%) 24 H Predose 130
Treatment Sequence 5 Thyroxine (omol/L) Follow-Up 10-03-2014/ 47.0 (L, ncs) -18.2 62.7 -
8:37 : 150.8
Protein Follow-Up 10-03-2014/ 65.7 (L, ncs) -5.9 66.0 - B3.0
(mL/min/1.73m2) §:37
Eosinophils (104%/L) Follow-Up 10-03-2014/ 0.51 (H, ncs) 0.27 0.04 - 0.43
§:37
Ecsinophils/Leukocytes Follow-Up 10-03-2014/ 10.7 (H, ncs) 4,1 0.6 - 7.9
(%) 8:37
Treatment Sequence & Erythrocytes (/HPE) Scresning 04-12-2013/ 5.00 (H, ncs) g.00 - 3.00
9:26
Erythrocytes {ul} Screening (#4-12-2013/ 50.00 (H, ncs) 0.00 - 5.00
9:286
Treatment Seguence & Erythrocytes (ul) Pericd 1,Day -1/ 10-12-2013/ 50,00 (H, ncs) 0.00 - 5.00
24 H Precose 7:52
Ketones (mmol/L) Peried 1,Day -1/ 10-12-2013/ 0.5 (H, ncs) 0.0 - 0.5
24 H Predose 7:52 .
Treatment Sequence 6 Erythrocytes (/HPF) Period 2,Day -1/ 15-01-2014/ §.00 {H, ncs) 0.00 - 3.00
24 H Predose 8:10

a: T = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Fellow-Up results.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCAR; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC: Treatment Sequence §: CBA.

Treatment A: 12 tablets of 50 pg of Jlevothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 162 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (S0 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 36 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Test visit/ Date/Time of From Range
Number Treatment Sequence (Unit) Timepoint Measurament Result {a,bn) Baseline Low - High
Erythrocytes (ul} Period 2,Day -1/ 15-01-2014/ 50,00 (H, ncs) 0.00 - 5.00
24 H Predose g:10
Treatment Sequence 6 Alanine Period 2,Day -1/ 15-01-2014/ 43.4 {H, ncs) 0.0 - 35.0
Aminctransferase (U/L) 24 H Predose 8:13
Aspartate Feriod 2,Day -1/ 15-01-2014/ 38.1 (H, ncs) 0.0 - 35.0
Aminotransferase (U/L) 24 H Predose 8:13
Treatment Sequence & Erythrocytes (/HPF) Period 3,Day -1/ 20-02-2014/ 5.00 (H, ncs) 0.00 - 3.00
24 H Predose 9:16
Erythroeytes (ul} Period 3,Day -1/ 20-02-2014/ 25.00 (K, ncs) 0.00 - 5.00
24 H Predose 9:16
Treatment Sequence § Erythrocytes (/HFF) Follow-Up 06-03-2014/ 6.00 (H, ncs) 1 0.00 - 3,00
7:18
Erythrocytes (ul) Follow-Up 06-03-2014/ 25.00 {H, ncs) -25 0.00 - 5.00
7:18
Bacteria Follow-Up Be-03-2014/ POSITIVE (K,
7:18 ncs)
Leukocytes (/HEF) Follow-Up 06-03-2014/ 20.00 (H, ncs) 17 0,00 - 4.00
7:18
Leukocytes (ul) Fellow-Up 06-03-20:4/ 100.00 (H, ncs) 100 0.00 - 9.00
718
Squamous Epithelial Follow-Up 08-03-2014/ 20 (H, ncs} 18 0 - 15
Cells (/HPF) 7:18

a: L = below lower limit of reference range, H = above vpper limit of reference range; b: ncs = not clinically
significant, cs = clinically significant '

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ARC; Treatment Sequence 2: BCA; Treatment Sequence 3:; CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Saguence 6: CBA,

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxzine
Treatment C: 3 tablets of 200 ug of levothyroxine
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EMR200125-002 Page 163 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations {50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono pPage 37 of 52
EMR 200125-002 _ Confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Populatien}

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Seguence [Unit) Timepoint Measurement Result (a,b) paseline Low - High
Treatment Sequence 6 Chloride {mmol/L) Follow-Up 06-03-2014/ 109.3 (H, ncs) 6.3 101.0 -
TF:23 109.0
Hemoglobin (g/L) Follow-Up 06-03-2014/ 109 (L, ncs) -9 111 - 146
7:23
Caleium {mmel/L) Follow-Up 06-03-2014/ 2.1% (1L, ncs) -0.11 2.20 - 2.853
7:23
Treatment Sequence 1 Erythrocytes (uL} Screening 04-12-2013/10 10.00 (H, ncs) 0.00 - 5.00
112
Treatment Sequence 1 Urea {(mmol/L} Screening pa-12-2013/10 2.71 (L, ncs) 2.80 - 7.20
:15
Treatment Sequsnce 1 Erythrocytes {ul) period 1,Day -1/ 08-12-2013/ 10.00 (H, necs) 0.00 - 5.00
24 H Predose 8102
Treatment Sequence 1 Chloride (mmol/L) pericd 1,Day ~1/ 08-12-2013/ 100.0 {I, ncs) ipl.0 -
24 H Predose g:04 1058.0
Treatment Sequence 1 Erythrocytes (uL) period 2,Day -1/ 13-01-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose g:01
Treatment Sequence 1 Bilirubin (umel/L) Period Z,Day -1/ 13-01-2014/ 26.8 (H, ncs) 5.0 -~ 21.0
: 24 H Predose 8:03
Chloride (mmol/L) Period 2,Pay -1/ 13-01-2014/ 100.3 (L, necs) 101.0 -
24 H Predose g:03 108.0
Direct Bilirubin Peried 2,Day -1/ 13-01-2014/ 4.7 (H, ncs) 0.0 - 3.4
{umol/L} 24 H Predose 8:03

a: L = below lower limit of reference range, H = above upper limit of reference range; b: nes = not clinically
significant, s = clinically significant

Baseline defined as Screening for Follow-Up results,

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 164 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 38 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Rbnormal Laberatory Values (Safety Population)

Subject
Number/ Lab Change Reference
Randemn Test visit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Indirect Bilirubin Period 2,Day -1/ 13-01-2014/ 22.1 (H, ncs) 1.6 - 17.6
[umol/L} 24 H Predose 8:03
Treatment Sequence 1 pH Period 3,Pay -1/18-02-2014/11 B.0 (H, ncs) 1.8 - 7.4
24 H Predose 152
Treatment Sequence 1 Thyroxine (nmol/L) Period 3,Day -1/18-02-2014/11 60.3 (L, ncs) 62.7 ~
24 H Predose :54 150.8
Treatment Sequence 1 Erythrocytes {ul) Follow-Up 05-03-2014/ 10.00 (H, ncs) 0 0,00 - 5.00
9:17
Treatment Segquence 1 Thyroxine (nmol/L} Follow-Up 05-03-2014/ 58.7 (L, ncs) -7.1 62.7 -
9:20 150.8
satment Sequence & Chloride {mmol/L}) Scresning 04-12-2013/10 99.7 (L, ncs} 101.0 -
! ine.0
Treatment Sequence 6 Bilirubin (umel/L) Period 1,Day -1/ 08-12-2013/ 21,2 (H, ncs) 5.0 - 21.0
24 H Predose 2:14
Hemoglobkin (a/L) Period 1,Day -1/ 08-12-2013/ 169 (H, ncs) 126 165
24 H Predose §:14
Direct Bilirubin Periog 1,Day -1/ 08-12-2013/ 4.0 {H, ncs) G.0 3.4
[umol/L) 24 H Predose g4:14
Hematocrit (L/L) Period 1,Ray -1/ 08-122-2013/ 0.49 (B, ncs) 0.38 0.48
24 H Predose 8:14
Treatment Sequence & Ketenes (mnol/L) Period 2,Day -1/ 13-01-2014/ 0.5 {H, necs) 0.0 0.5
24 H Predose 7:56

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, es = clinically significant

Baseline defined as Screening for Follow-Up results,

Treatment Seguence 1:ABC; Treatment Seguence 2: BCA; Treatment Sequence 3: CAB; Treatment Seguence d4: ACE;
Treatment Sequence 5: BAC; Treatment Seguence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: ¢ tablets of 100 ug of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 165 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pug, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 39 of 52
EMR 200125-002 Confidential

Pable 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Test vigit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Treatment Sequence 6 Protein Period 2,Day -1/ 13-01-2014/ 64.0 (L, ncs) 66.0 - 83.0
{mL/min/1.73m2) 24 H Predose 7:58
Bascphils/Leukocytes Period 2,Day -1/ 13-01-2014/ 1.3 (H, ncs) 0.0 -~ 1.0
(%) 24 H Predose T:58
Treatment Segquence 6 Chloride {(mmol/L) Period 3,Day -1/ 18-02-2014/ 100.7 (L, ncs} 161.0 -
24 H Predose §:30 109.0
Hemoglobin {g/L} Period 3,Day -1/ 18-02-2014/ 167 {H, ncs) 126 - 165
24 H Predose 8:30
Treatment Sequence & Urea {mmol/L) Follow-Up 04-03-2014/ 7.95 (H, ncs) 1,54 2.80 - 7.20
8:10
reatment Sequence 5 Amylase (IU/L} Screening ¢5-12-2013/ 19.3 (L, nocs) 28.0 -
§:10 100.0
Protein Screening 05-12-2013/ 65.2 (L, ncs) 66.0 - 83.0¢
(mL/min/Ll,73m2} §:10
Treatment Sequence 5 Amylase (IU/L) Period 1,Day -1/ 17-12-2013/ 22.1 (L, nacs) 28.0 -
24 H Predose 7:20 100.0
Neutrophils/Leukocytes Peried 1,Day -1/ 17-12-2013/  36.5 (L, ncs) 3.2 - 71.5
(%) 24 H Predose 7:20
Creatine Kinase (IU/L) Peried 1,Day -1/ 17-12-2013/ 188.8 (H, ncs) ¢.0 - 171.0
24 H Predose T:20
Treatment Sequence 5 Erythrocytes (ul} Feriod 2,Day -1/ 22-01-2014/ 10.00 (H, ncs} 0.00 ~ 5.00
24 H Predese 8:47

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not c¢linically
significant, ©s = c¢linically significant

Baseline defined as Screening for Follow-Up results.

Treatment Segquence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine
Treatment C: 3 tablets of 200 pg of levethyroxine
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EMR200125-002 Page 166 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pgr, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono . Page 40 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Populaticn)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result {a,b} Baseline Lew - High
Treatment Sequence 5 Amylase (IU/L) Period 2,Day -1/ 22-01-2014/ 17.8 (L, ncs) 28.0 -
24 H Predose 8:49 100.0
Treatment Sequence 5 Erythrocytes ({ul) Period 3,Day -1/ 27-02-2014/ 10.00 (H, ncs} 0.00 - 5.00
24 H Predose 7:05
Treatment Seguence 5 Amylase (IU/L) Period 3,Day -1/ 27-02-2014/ 23.1 (L, ncs) 28.0 ~
24 H Predose 7:07 100.0
Neutrophils/Leukocytes Period 3,Day ~1/ 27-02-2014/ 34.9 (L, necs) 38.2 - 71,5
(%) 24 H Predose 7:07
Treatmant Sequence 5 Amylase (IU/L} Follow-Up 13-03-2014/ 22.3 (L, ncs} 3 28.0 -
7:32 10c¢.0
Bilirubin {(umol/L} Follow-Up 13-03-2014/ 4.6 (L, ncs) -11.8 5.0 -21.¢0
7132
Chleride {(mmol/L) Follow-Up 13-03-2014/ 9%.8 (L, ncs) =2 tol.o -
7:32 108.0
Neutrophils/Leukocytes Follow-Up 13-03-2014/ 25.0 (L, ncs) -13.¢ 38.2 - 71.5
(%) 7:32
Protein Follow-Up 13-03-2014/ 65.1 {L, ncs} -0.1 66.0 - B2.0
(nL/min/1.73n2) 7:32
Lynphocytes/Leukocytes Follow-Up 13-03-2014/ 55.7 (B, ncs) 5.9 18.3 - 48.1
{%) 7:32
Neutrophils (1049/L) Follow-Up 13-03-2014/ 1.05 {L, nes) -0.51 1.46 - 5,85
7:32

a: L = below lower limit eof reference range, H = above upper limit of reference range: b: ncs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Seguence 1:ABC; Treatment Sequeance 2: BCA; Treatment Sequence 3: CAB; Treatment Seguence 4: ACB;
Treatment Seqguence 5: BAC; Treatment Sequence 6&: CBA,

Treatment A: 12 tablets of 50 py of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 167 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 41 of 52
EMR 200125-002 Confidential

Table 15,3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Test visit/ Data/Time of From Range
Numher Treatment Sequence {Unit) Timepoint Measursment Result (a,b) Baseline Low - High
Treatment Sequence 1 Chloride {mmol/L) Screening 05-12-2013/ 89,2 (L, ncs) leL.0 -
8:46 10%.0
Erythrocytes (ulb) Screening 05-12-2013/ 10.00 (H, ncs) 0.00 - 5.00
8:46
Platelets (10"9/L} Screening 05-12-2013/ 388 (H, ncs) 155 -~ 342
8:46
Lymphocytes/Leukacytes Screening 05-12-2013/ 17.6 (L, necs) 18.3 - 48.1
13} 8:46
Lymphacytes {1079/L) Screening 05-12-2013/ 0.98 (L, ncs) 1.08 -~ 3.00
§:46
Urea (mmol/L) Screening 05-12-2013/ 2.61 (L, ncs) 2,80 - 7.20
8:46
Gamma Glutamyl Screening 05-12-2013/ 56.7 (H, ncs) 0.0 - 55.0
Transferase (U/L) g:46
Treatment Sequence 1 Ketones {mmol/L} period 1,bay -1/ 17-12-2013/ 8.5 (H, ncs) 0.0 - ¢.5
24 H Predose Ti46
Treatment Sequence 1 Chloride (mmel/L) period 1,Day -1/ 17-12-2013/ 100.3 (L, ncs) 101.0 -
24 H Predose 7147 108.0
Platelets {10%9/L) Period 1,Day -1/ 17-12-2013/ 401 (H, nes) i 135 - 342
24 H Predose 7:47
Treatment Sequence 1 Ketones (mmol/L) Period 2,Day -1/ 22-01-2014/ 0.5 (H, ncs) 0.0 - 0.5
24 H Predose 7128

a: L = below lower limit of reference rangs, H = above upper limit of reference range; b: nes = not clinieally
significant, ¢z = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1;ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACE;
Treatment Sequence 5: RBAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 168 of 658
Dosage Form Proportionality of Levothyroxine

State

Levothyroxine
EMR 200125-002

ew Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Serono

Page 42 of 52

EMR 200125-002 confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random Test visit/ Date/Time of From Range
Number Treatment Seguence {Unit) Timepoint- Measurement Result {a.,b} Bazeline Low - High
Treatment Sequence 1 Erythrocytes (/HPF) Period 3,Day -1/ 27-02-2014/ 6.00 (H, ncs} 0.00 - 3.00
24 H Predose 7:49
Erythrocytes {uL) Period 3,Day -1/ 27-02-2014/ 10.00 (H, ncs} 0.00 - 5.00
24 R Predose 7:49
Bacteria Period 3,Day -1/ 27-02-2014/ POSITIVE (H,
24 H Predose 7:49 ncs}
Leukocytes (/HPF) period 3,Day -1/ 27-02-2014/ 8.00 (H, ncs) 0.00 — 4,00
24 H Predose 7:49
Leukocytes (ul) period 3,Day -1/ 27-02-2014/ 25.00 (H, ncs} 0.00 - .00
24 H Predose 7:48
Ketones (mmol/L) Period 2,Day -1/ 27-02-2014/ 0.5 (H, ncs) 0.0 - 0.5
24 H Pradose 7:498
Protein (g/L}) Period 3,Day -1/ 27-02-2014/ 0.25 (H, ncs) 0.00 - 0.09
24 H Predose 7:49
Treatment Sequence 1 Thyroxine (nmol/L) Period 3,Day -1/ 27-02-2014/ 58.5 (L, ncs) 62,7 -
24 B Predose 7152 150.8
Treatment Sequence 1 Erythrocytes {uL} Follow-Up 13-03-2014/ 10.00 {H, ncs) [ 0.00 —- 5.00
7:32
Treatment Sequence 1 Chloride (mmol/L) Follow-Up 13-03-2014/ 99.4 (L, ncs) 0.2 161.0 —~
7:38 109.0
Treatment Sequence 5 Glucose (mmol/L} Screening 05-12-2013/ 4.01 (L, ncs) 4,10 - 5,80
9:35
a: L = below lower limit of reference range, H = above upper limit of reference range; b: nes = not clinically

significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.
Treatment Seguence 1:ARC; Treatment Sequence 2: BCA;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA,
Treatment A: 12 tablets of 50 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine

Treatment Sequence 3: CAB; Treatment Sequence 4: ACE;

Treatment B: & tablets of 100 ug of levothyroxine
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EMR200125-002 Page 169 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 ug Tablets) in Fasted
EMR 200125-002 State -

Merck Seronc Page 43 of 52
EMR 200125-002 Confidential

fable 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Test visit/ Date/Time of From Range
Number Treatment Seguence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Treatment Sequence 5 Eosinophils {10°9/L) Period 3,Day -1/ 25-02-2014/ 0.34 (H, ncs) 0.04 - 0.43
H Predose g:18
Leunkocytes (10~8/L) Period 3,bay -1/ 25-02-2014/ 10.32 (H, ncs} 3.69 —
24 H Predose 8:18% 10,04
Lymphocytes/Leukocytes Peried 3,Day -1/ 25-02-2014/ 16.8 (L, ncs) 17.8 - 48.5
%) 24 H Predose 8:19
Heutrophils ({10*9/L) Pericd 3,Day -1/ 25-02-2014/ 7.15 (H, ncs) 1.61 - 6.4%
24 H Predose §:19
Urea {mmol/L) period 3,Day -1/ 25-02-2014/ 2.6l (L, ncs) 2.80 - 71.20
24 H Predose g8:19 B
Rasophils/Leukocytes Period 3,Day -1/ 25-02-2014/ 0.1 (L, ncs} 0.2 - 1.3
{%) 24 H Predose 8:18
Treatment Sequence 5 Erythrocytes (ul) Follow-Up 13-03-2014/ 250.00 (H, ncs) 250 0.00 - 5.00
§:15
Leukeocytes {uly Follow-Up 13-0(3-2014/ 25.00 (H, ncs) 25 0.00 - 5.00
8:15
Treatment Sequence 5 Thyroxine (nmol/L) Follow-Up 13-03-2014/ 58.8 (L, nce) -8,1 62.7 -
g:18 150.8
Treatment Sequence 3 Erythrocytes (ulL) Screening 05-12-2013/11 10.0D (H, ncs) 0.00 - 5.00
103
Treatment Sequence 5 Bilirubin {umol/L) Sgreening 05-12-2013/11 32.3 (H, ncs) 5.0 - 21.0
106

a: L = below lower limit of reference range, H = above upper 1imit of reference range; b: ncs = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up resulis. .

Treatment Sequence 1:ABC; Treatment Segquence 2: BCA; Treatment Seguence 3: CAB; Treatment Sequence 4: ACB:
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine: Treatment B: 6 tablets of 100 ug cf levothyroxine
Traatment C: 3 tablets of 200 pg of levethyroxine
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Levothyroxine
EMR 200125-002

State

EMR200125-002 Page 170 of 658

Dosage Form Proportionality of Levothyroxine

ew Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Sercno

Page 44 of 52

EMR 200125-002 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Chandge Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequence {Unit} Timepoint Measurement Result (a,b) Baseline Low - High
DPirect Bilirubin Screening 05-12-2013/11 4.7 (H, nes) g.0 - 3.4
{umal/L) H
Indirect Bilirubin Screening 05-12-2013/11 27.6 (H, nes) 1.6 - 17,4
(unmol/L) 106
Treatment Sequence 5 Bilirubin {umol/L} Screening 09-12-2013/ 26.1 (H, ncs) 5.0 - 21.0
7:28
Direct Bilirubin Screening 09-12-2013/ 4.0 (H, ncs) 0.0 - 3.4
{umol/L) 7:28
Indirect Bilirubin Screening - 09-12-2013/ 22.1 {H, ncs) 1.6 - 17.6
{umol/L) 7128
Treatment Segquence 5 Bilirubin {umel/1L} Feriocd 1,Day -1/ 10-12-2013/ 25.7 (H, ncs) 5,0 - 21,0
24 H Predose 8:53
Direct Bilirubin Period 1,Day -1/ 10-12-2013/ 4.1 (H, ncs} 0.0 - 3.4
(umol/L) 24 H Predose §:53
Indirect Bilirubin Period 1,Day -1/ 10-12-2013/ 21.6 (H, ncs) 1.6 - 17.6
(umol /L) 24 H Predose 8:563
Treatment Sequence 5 Bilirubin {umol/L} Follow-Up 30-12-2013/12 30.1 (H, ncs) 4 5.0 - 21.0
108
Direct Bilirubin Follow-Up 30-12-2013/12 4.2 (H, ncs) 0.2 0.0 — 3.4
(umol/L) :08
Indirect Bilirubin Follow-Up 30-12-2013/12 25.9% (H, ncs) 3.8 1.6 - 17.6
[umol/L) 108

a: L = pelow lower limit of reference range, H =

significant, cs = clinically significant

Baseline defined as Screening for Fpollow-Up results.

Treatment Seguence 1:ABC: Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA. ’

12 tablets of 50 ug of
3 tablets of 200 pg of

Treatment A:
Treatment C:

levethyroxine:
levethyroxine

Treatment B: & tablets of 100 pg of

above upper limit of reference range; b:

ncs =

not clinically

Sequence 4: ACB;

levothyroxinae
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EMR200125-002 Page 171 of 658
Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Serono Page 45 of 52
EMR 200125-002 Confidential
Table 15.3.4.1 Abnormal Laberatory Values (Safety Population)

Subject
Number/ Lab change Reference
Random Test Visit/ Date/Tima of From Range
NumheT Treatment Sequence {Unit) Timepoint Measurement Result (a,b) Bageline Low - High
Treatment Sequence 3 Chloride {mmol/L} Screening 05-12-2013/11 69.8 (L, ncs) 101.0 -
;40 106.0
Treatment Sequence 3 Creatine Kinase (IU/L) Period 1,Day -1/ 10-12-2013/ 426.0 (H, ncs) 0.0 - 171.0
24 H Predose g:41
Treatment Sequence 3 Creatine Kinase (IU/L) Period 1,Day -1/10-12-2013/17 3%6.8 (H, ncs) 0.0 - 171.0
24 H Predose 111
Treatment Sequence 3 Neutrophils/Leukocytes Period 2,Day -1/ 15-01-2014/ 37.7 (L, ncs) 38.2 -~ 71.5
(%) 24 H Predose §:35%
creatine Kinase (IU/L) Period 2,Day -1/ 15-01-2014/ 528%4.5 (H, ncs 0.0 - 171.0
24 H Predose 8:35
Alanine period 2,Day -1/ 15-01-2014/ 50.1 (H, ncs) 0.0 - 50.0
Aminotransferase {U/L}) 24 H Predose 8:35
Creatine Kinase MB Period 2,Day -1/ 15-01-2014/ 53.0 (R, ncs) 9.0 - 24.0
{IU/L) 24 H Predose §:35
Aspartate Period 2,Day -1/ 15-01-2014/ 116.3 (H, ncs) 0.0 - 50.0
Aninotransferase (U/L) 24 H Predose 8:35
Lactate Dehydrogenase Period 2,Day -1/ 15-01-2014/ 264.0 (H, ncs) 0.0 - 248.0
(TU/L) 24 H Predose 8:35
Treatment Sequence 3 Creatine Kinase (IU/L) Period Z,Day -1/15-01-2014/174656.0 (H, ncs) 0.0 - 171.0
24 H Predose 154
Creatine Kipase MB Period 2,Day -1/15-01-2014/17 49.4 (H, nes) 0.0 - 24.0
{I0/L) 24 H Predose 154

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cs = cliniecally significant

Baseline defined as Screening for Follow-Up results,

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxing
Treatment C: 3 tablets of 200 yg of levothyroxine
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EMR200125-002 Page 172 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR. 200125-002 State

Merck Seronc ' Page 46 of 57
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratory Valnes (Safety Populaticn)

Subject
Number/ Lab Change Reference
Random Test visit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Aspartate Period 2,Day -1/15-01-2014/17 116.5 (H, ncs) 0.0 -~ 50.0
Aminotransferase (U/L) 24 H Predose 154
Lactate Dehydrogenase Period 2,Day -1/15-01-2014/17 267.5 (H, ncs} 0.0 - 248.0
{TU/L) 24 H Predose 154
Treatment Sequence 3 Creatine Kinase {IU/L) Fericd 2,Day -1/ 18-01-2014/ 1054.3 (H, ncs) 0.0 - 171.0
24 H Predose §:38
Aspartate Period 2,Day -1/ 18-01-2014/ 57.4 (H, ngs) 0.0 - 50.0
Aminotransferase (U/L) 24 H Predose 8:38
Treatment Segquence 3 Creatine Kinase ({IU/L) Period 3,Day -1/ 20-02-2014/ 353.6 (H, ncs) 0.0 - 171,80
24 H Predose 9:20
Treatment Sequence 3 Creatine Kinase (IU/L) Period 3,Day -1/20-02-2014/1€ 337.2 (H, ncs) 0.0 - 17:.0
24 H Predose 150
Treatment Seguence 4 Bilirubin {umecl/L) 3creening 05-12-2013/11 22.0 (H, ncs) 5.0 - 21.0
153
Direct Bilirubin Screening 05-12-2013/11 4.9 {H, ncs} 0.0 - 3.4
{umol /L) 153
Thyrotropin {(mU/L} Screening 05-12-2013/11 0.32 (L, ncs) 0.35 — 4.94
HE)
Treatment Sequence 4 Glucose (mmol/L) Period 2,Day -1/15-01-2014/10 4.0% (L, ncs) 4,10 - 5.90
24 H Predose 135
Treatment Sequence 4 Thyrotropin (mU/L} Follow-Up 06-03-2014/10 0.23 {L, ncs) -0.44 0.35 - 4,94
:30

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, cs = clinically significant

Bassline defined as Screening for Follew-Up results.

Treatment Sequence 1:ABC:; Treatment Seguence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 ug of levothyroxine
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EMR200125-002 Page 173 of 658
Levathyroxine Dosage Form Proportionality of Levothyroxine New Formulations {50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Serono
EMR 200125-002
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Page 47 of 52
Confidential

Subject

Number/ Lab

Random Tast Vigit/
Nimber Treatment Sequence {Unit) Timepoint

Date/Time of
Measurement Result {a,b)

Change Reference
Range
Bageline Low - High

Fram

Treatment Sequence 3 Erythrocytes (10712/L) Screening

Treatment $equence 3 Ervthrocytes (/HPF) Paried 1,Day -1/
24 H Predose

Exrythrocytes ({ul) Period 1,Day -1/
24 H Predose

Erythrocytes (10712/L) Peried 1,Day -1/
24 H Predose

Protein Period 1,bay =1/
{mL/min/1.73m2) 24 H Predose
Bacteria Period 1,Day ~1/

24 H Predose

Leukocytes (/HPF) Periad 1,Day -1/
24 H Predose

Leukocytes {ul} Period 1,Day -1/
24 H Predose
Urea {(mmol/L) Period 1,Day -1/
24 H FPredose
Treatment Sequence 3 Bacteria Period 3,Day -1/

24 H Predose

Leukocytes (/HPF) Pericd 3,Day -1/
24 H Predose

a: L = below lower limit of reference range, H = above upper limit of
significant, cs = clinically significant
Baseline defined as Screaning for Follow-Up results.

06-12-2013/10 3.9% (L, ncs)

117

15-12-2013/ 5.00 (H, ncs)
§:20

15-12-2013/ 5§0.00 (H, ncs)
g4:20

15-12-2013/ 3.99 (L, ncs)
8:20

15-12-2013/ 84.7 (L, ncs}
8:20

15-12-2013/  POSITIVE (H,
8:20 necs)

15-12-2013/ 18.00 (B, ncs)
B:20

15~12-2013/ 500.00 (H, ncs)
g:20

15-12-2013/ 2.73 (L, ncs)
8:20

25-02-2014/ POSITIVE (H,
§:56 ncs)

25-02-2014/ 8.00 (¥, ncs)
8:56

4.02

0.00

reference range; b: ncs = not clinically

Treatment Sequence 1:ABC; Treatment Seguence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;

Treatment Sequence 5: BAC; Treatment Seguence &: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR20(0125-002 Page 174 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State :

Merck Serono Page 48 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Populatiocn)

sSubject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequence (Unit) Timepoint Measurement Result (a,b] Baseline Low - High
Leukocytes (uL) Period 3,Day -1/ 25-02-2014/ 25.00 (H, ncs) 0.00 ~ 9.00
24 H Predose 8:56
Treatment Sequence 3 Glucose (mmol/L) Pariod 3,Day -1/ 25-02-2014/ 4.03 (L, ncs) 4,10 - 5.90
24 H Precose §:57
Treatment Sequence 3 Leukocytes (ul} Period 3,Day -1/25-02-2014/20 25.00 (H, ncs) 0.00 - 9.00
24 H Predose R
Treatment Sequence 3 Leukocytes (ul) Follow-Up 12-03-2014/ 25.00 (H, ncs) 25 0.00 - 5.00
7:35
Treatment Sequence 3 Erythrocytes (10°12/L) Follow-Up 12-03-2014/ 4.01 (L, ncs) 0.02 4.02 - 5.08
g:08
Treatment Sequence &  Erythrocytes {ul) Period i,Day -1/ 17-12-2013/ 10.00 [H, ncs) 0.00 - 5.00
24 H Predose §:30
Protein {(g/L) Period 1,Day -3/ 17-12-2013/ 0.25 (H, ncs) 0.00 - 0.09
24 H Predose §:30
‘reatment Sequence 6 Creatinine {umol/L) Screening 06-12-2013/11 50.8 (L, ncs) 59.0 -
126 104.0
Treatment Sequence 6 Creatinine (umol/L) Period 1,Day -i/ 10-12-2013/ 56.6 (L, ncs) 59.0 -
24 H Predose 9:05% 104.0
Treatment Sequence 6 Erythrocytes (ul} Follow-Up 26-02-2014/ 10,00 (H, ncs) 10 0.00 - 5.00
§:14
Treatment Sequence 6 Glucose (mmol/L} Follow-Up 26-02-2014/ 3.97 (L, ncs) -0.21 4,10 - 5.90
9:18

a: I = below lower limit of reference range, H = above upper limit of reference range; b: nos = not clinically
significant, ¢s = clinically significant

Baseline defined as Screening for Follow-Up results,

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Ssquence 3: CAB; Treatment Sequence 4: ACB;
Treatment Seguence 5: BAC; Treatment Sequence &: CBA.

Treatment A: 12 tablets of 50 py of levethyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine
Treatment C: 3 tablets of 200 ug of levothyrorine
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EMR200125-002 Page 175 of 658
Dosage Form Proportionality of Levothyroxine

State

Levothyroxine
EMR 200125002

ew Formulations (50 pg, 100 pg, and 200 pg Tablets} in Fasted

Merck Serono

Page 4% of b2

EMR 200125-002 Confidential
Table 15,3, 4.1 Abnormal Laboratory Values (Safety Population)
subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Mumber Treatnent Sequence {Unit} Timepoint Measuremant Result {a,b) Bageline Low - High
Thyroxine (nmol/L} Follow-Up 26-02-2014/ 59.4 (L, ncs) -11.2 62.7 -
9:18 150.8
Creatinine {umol/L} Follow-Up 26-02-2014/ 56.1 (L, ncs) © 5.3 59.0 -
2:18 104.0
Treatment Sequence 1 Erythrocytes {(ul) Screening 09-12-2013/11 10.00 (H, necs) 0.00 -~ 5.00
117
Bacteria Screening 00-12-2013/11 PQSITIVE (H,
117 ncs)
Leukocytes (/HPF) Screening 09-12-2013/11 10.00 (K, ncs)} 0.00 ~ 4.00
117
Leukocytes {(ul) Screening 09-12-2013/11 25.00 (H, ncs} 0,00 - 9.00
117
Treatment Sequence 1 Hemoglobin {g/L) Screening 08-12-2013/11 153 (H, nes) 111 - 14¢
148
Erythrocytes (10°12/L) Screening 08-12-2013/11 5.1% (H, ncs) 4.02 - 5.08
148
Eosinophils (10°9/L) Screening 05-12-2013/11 0.45 (H, ncs) 0.04 ~ 0,43
148
Treatment Sequence 1 Erythrocytes (/HPF) Period 1,Day -1/ 15-12-2013/ 12.00 (H, ncs) 0.00 - 3.00
24 H Predose g8:39
Erythrocytes (ul} Period 1,Day -1/ 15-12-2013/ 250,00 (H, ncs) 0.00 - 5.00
24 H Predose 8:38
a: I = below lower limit of reference rangs, H = above upper limit of refsrence range; D! nes = not clinically

significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Seguence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
Treatmant Sequence 5: BAC; Treatment Seguence &: CBA.
Treatment A: 12 tablets of 50 ug of levothyroxine;
Treatment C: 3 tablets of 200 wg of levothyroxine

Treatment B: § tablets of 100 pg of levothyroxine
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EMR200125-002 Page 176 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 ug Tablets) in Fasted
EMR 260125-002 State

Merck Serono - Page 50 of 52
EMR 200125-002 confidential

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Sequence {Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Bacteria Period 1,Day -1/ 15-12-2013/ POSITIVE (H,
24 H Predose 8:3% nes)
Leukocytes (/HFF} Period 1,Day -1/ 15-12-2013/ 6.00 (H, ncs) 0.00 - 4.00
: 24 H Predose B8:39
Leukocytes (ul) Paried 1,Day -1/ 15-12-2013/ 25.00 (H, ncs) g.00 - 95,00
24 H Predose 8:39
Protein (g/L) period 1,bay -1/ 15-12-2013/ 0.25 (H, ncs} 0.00 - 0.089
24 H Predose 8:39
Treatment Segquence 1 Bilirubin {umol/L} Period 1,Day -1/ 15-12-2013%/ 21.2 (H, ncs) 5.0 - 21.0
24 H Pradose 8:41
Hemoglobin {g/L)} Period 1,Day -1/ 15-12-2013/ 157 {(H, ncs) 111 - 146"
24 H Predose 8:41
Erythrocytes (10°12/L) Period 1,Day -1/ 15-12-2013/ 5.39 {H, ncs) 4.02 - 5,08
24 H Predose 8:41
Direct Bilirubin Period 1,Day -1/ 15-12-2013/ 3.5 (H, nca) 0.0 - 3.4
(umol /L) 24 H Predose 8:41
Eosinophils {10°9/L) Period 1,Day -1/ 15-12-2013/ 0.50 (H, ncs} 0.04 - 0.43
24 H Predose 8:41
Indirect Bilirubin Period 1,Day -1/ 15-12-2013/ 17.7 (H, ncs) 1.6 - 17,6
(umol/L) 24 H Predose B:dl
Monocytes (1049/L) Period 1,Day -1/ 15-12-2013/ .54 (H, ncs! 0.27 - 0.91
24 H Predose §:41

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not ¢linieally
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Secuence l:ABC; Treatment Sequence 2: BCA; Treatment Seguence 3: CAB; Treatment Seguence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 ug of levothyroxine: Treatment B: 6 tablets of 100 ug of levothyroxine
Treatment C: 3 tablets of 200 ug of levothyroxine
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EMR200125-002 Page 177 of 658

Levothyrexioe Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Sercno Page 51 of 52
EMR 200125-002 confidential

Table 15.3.4.1 Abnormal Laboratery Values (Safety Pepulation)

Subject
Number/ Lab Change Reference
Random Test Visit/ Date/Time of From Range
Number Treatment Seguence (Unit) Timepoint Measurement Result {a,b} Baseline Low - High
Hematocrit {L/L) Pericd 1,Day -1/ 15-12-2013/ 0.46 (H, ncs) 0.35 - 0.44
24 H Predose B:dl
Treatment Sequence 1 Glucese (mmol/L) pPeriod 2,Day -1/ 20-01-2014/ 3.96 (L, ncs) 4,10 - 5,90
24 H Predose 9:06
Hemoglobin (g/L) Period 2,Day -1/ 20-01-2014/ 148 (H, ncs) 111 - 146
24 H Predose 9:086
Erythrocytes (10°12/L) Period 2,Day -1/ 20-01-2014/ 5.10 (H, ncs) 4.02 ~ 5.08
24 H Fredose 9:06
Urea (mmol/L} period 2,Day -1/ 20-01-2014/ 2.31 (L, ncs) 2.80 - 7.20
. 24 H Predose 9:08&
Treatment Sequence 1 Erythrocytes (ul} Period 3,Day -1/ 25-02-2014/ 10.00 (H, ncs) 0.00 - 5,00
: 24 H Predose 8:25
Treatment Sequence 1 Chloride {mmol/L} pPeriod 3,Day -1/ 25-02-2014/ 36,9 (L, ncs) 101.0 -
24 H Predose 9:26 109.0¢
Hemoglobin {g/L} Pericd 3,Day -1/ 25-02-2014/ 149 (H, ncs) 111 - 148
24 H Predose 9:26
Sodium (mmol/L) Period 3,Day -1/ 25-02-2014/ 134.2 {L, ncs} 136.0 -
24 H Predose 9:26 146.0
Erythrocytes (10%12/L) Period 3,Day -1/ 25-02-2014/ 5.13 (H, ncs) 4.02 - 5.08
24 H Predose 9:26
Lymphocytes/Leukocytes Period 3,Day -1/ 25-02-2014/ 14.4 (L, ncs} 17.8 - 48.%
(%) 24 H Predoese 9:26

a: L = below lower limit of reference rangs, H = above upper limit of reference range; b: nes = not clinically
significant, cs = clinically significant

Baseline defined as Screening for Follow-Up results.

Preatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACE;
Treatment Seguence 5: BAC; Treatment Sequence B: CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine
Treatment C: 3 tablets of 200 pg of levothyroxzine
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EMR200125-002 Page 178 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Sercne Page 52 of 52
EMR 200125-002 Confidential

Table 15.3.4.1 Ahnormal Laboratory Values (Safety Fopulation}

Subject
Number/ Lab Change Reference
Random Test Vigit/ Date/Time of From Range
Number Treatment Seguence (Unit) Timepoint Measurement Result {a,b} Baseline Low - High
Monocytes {(1079/L} Peried 3,Day -1/ 25-02-2014/ 1.44 {H, ncs) 0.27 - 0.91
24 H Predose 9:26
Monocytes/Leukocytes Period 3,Day -1/ 25-02~2014/ 20.1 (H, ncs) 5.3 - 14,2
(%) 24 H Predose 9:26
Urea (mmol/L} Peried 3,Day -1/ 25-02-2014/ 2.21 (L, ncs) 2.80 - 7.20
24 H Predose 9:2€6
Treatment Sequence 1 pH Follow-Up 13-03-2014/11 &.0¢ {H, ncy) 1.5 4.8 - 7.4
113
Treatment Sequence 1 Urea (mmol/L) Follow-Up 13-03-2014/11 2.73 {1, ncs) -0.81 2.80 - 7.20
115
Treatment Sequence 2 Chloride (mmol/L) Follow-Up 13-03-2014/ 100.2 (L, ncs) -3 01,0 -
g:11 108.0
Thyroxine (nmol/L) Follow-Up 13-03-2014/ 57.6 (L, ncs) -9.,2 62.7 -~
§:11 150.8
Protein Follow-Up 13-03-2014/ 65.48 (L, nos) -3.9 66,0 - B83.0
(mL/min/1,73m2) 8:11
Creatine Kinase (IU/L} Follow-Up 13-03-2014/ 191.4 {H, ncs) 99.2 0.0 - 171.0
g:11

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically
significant, ¢s = clinically significant

Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1:ABC; Treatment Seguence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACE;
Treatment Sequence 5: BAC; Treatment Sequence &: CBA.

Treatment A: 12 tablets of 50 png of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine
Treatment C: 3 tablets of 200 ug of levothyroxine

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts /program/main/TFL programs/Tables/Table
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EMR200125-002 Page 179 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg,
100 pg, and 200 pg Tablets) in Fasted State
EMR 200125-002 '

15.3.5 Other Displays of Laboratory Data

Table 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment

and Time Point: Hematology (Safety Population)

Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment
Levotiyroxine  Dosage Fofi gt AG RIS CRtsa GERIV I (RARDEP AR RS ha 200 pg Tablets) in Fasted
EMR 200125-002 State
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EMR200125-302 Page 180 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 ug, and 260 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 1 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Sunmary and Change fromBaseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)

Treatment Sequence 1 Treatment Seguence 2 Treatment Sequence 3
{N=7) (N=T) {N=7}
Laboratory Visit/
Test {Unit) Timepoint Statistics Chsexved Change Observed Change Observed Change
Bascphils Screening n {missing} 7 (0} 7T 40 7 (0
{10~8/L}
Mean (5D) 0.027 (0.018) 0.033 (0.023) 0.027
(0.013)
Median 0.020 0.030 0.030
Min; Max 0.01; 0.06 0.01; 0.08 0.01; 0.05
Pericd 1/ n (missing) 7 (0} 7 (0 7 (0}
(Day -1}
Mean (5D} 0.027 (0.019) 0.026 (0.016) 0.027
(0.014)
Median 0.020 0.020 06.020
Min; Max 0.01; 0.05 0.01; 0.06 0.01: 0,05
Peried 2/ n {missing) 7 (0) 6 (0) 70
(Day -1)
Mean (SD} 0.029 (0.012) 0.040 (0.028} 0.026
(0.013)
Median 0.020 0.03Q0 T 0.02Q
Min; Max 0.02; 0.05 ' 0.02; 0.09 ¢.01; 0,05

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC: Treatment Sesquence 6: CBA;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine

fproject2d/ep/blinded/e210898 merc/stats/versioncontrol /primary/scripts/program/main/TFL programs/Tables/Table
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EMR200125-002 Page 181 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 2 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.] Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Population}

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 3 Total
{(H=T) {H=T) {(N=7} (N=42)
Laboratory Visit/
Test (Unit) Timepoint Statistics CObserved Change Observed Change Cbserved Change Chaerved Change

Basophils Screening n (missingy 7 {0} T (0 7 (0 42 (D)
{10~9/1)
Mean (SD) 0.036 0.029 0.024 0.029
(0.021) {0.023) (0.008) 10.018)
Median 0.030 0.020 0.030 0.030
Min; Max D.02; 0.08 D.01; 0.08 0.01; 0,03 0.01; 0.08
Period 3/ n [(missing) 7 (0) 740 7 (0} 42 {0}
(Day -1}
Mean {SD) 0.030 0.030 0.020 0.027
(0.017) (0.015) 10.008) {0.015)
Median 0.020 0.020 0.020 0.020
Min; Max 0.017 0.0% 0.02; 0.06 0.01; 0.03 0.01; 0.06
Period 2/ n [(missing) & (0} 6 () 8 10} 38 {0)
{Day -1}
Mean (8D} 0.040 0.028 0.028 0.032
(0.022) (0.008) (0.0159) 10.017)
Median 0.040 0.030 0.025 0.030
Min: Max nD.02; 0.08 0.02; 0.04 0.01; 0.05 0.01; 0.0%

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC:; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: € tablets of 160 ug of levothyroxine

Treatment C: 3 tablets of 200 ug of levothyroxine

/project24fep/blinded/e2l089B_mercjstats.v'versioncont:olfprimary/scripts/prag:am/main/TFL programs/Tablea/Table
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EMR200125-002 Page 182 of 658 ‘

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono . Page 3 of 50
EMR 200125-002 Confidential

Table 15.3,5,1.1 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematclogy [$afety Populati on}

Treatment Sequence 1 Treatnent Sequence 2 Treatment Sequence 3
(N=7} (N=7} (N=T}
Laboratory Visit/
Test (Unit) Timepeint Statistics Obgerved Change Observed Change Observed Change
Basophils Period 3/ n {missing) 7 (0} 6 (0} 7 (0

{10°9/L) {Day -1}

Mean (3D} 0.019 (0.009) 4.033 (0.029) 0.029
{0.020)
Median 0.020 0.02% 0.020
Min; Max 0.01: 0.03 0.01; 0.0¢ 0.01; 0.07
Follow-Up n (missing} 7 (0} 7 {0) 7 (0) 7 (0 7 {0} 710}
Mean (8D}  0.029 (0.012) 0.001 (0.012) 0.026 (0.011} -0.007 (0.016)0.033 0.006
(0,011} {0.005)
Median 0.020 0.010 0.030 J.000 0.030 0.010
Min; Max 0.02; 0.05 -0.02; 0.01 0.01; 0.04 -0.04; 0.01 0.02; 0.05 0.00; 0.01
Bascphils/ Screening n (missing) 7 (D) 7 10) 7 (0)
Leukocytes
(%}
Mean (SD} 0.50 (0.258) 0.61 (0.329} 0.51 (0.234)
Median Q.50 0,60 0.50
Min: Max 0.2; 0.9 0.2; 1.2 0.2; 0.9

Baseline defined as Screening for Follow-Up results,

Max: Maximam Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population-for the total summary; n: Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC: Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Seguence
5: BAC; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyrozine

Treatment C: 3 tablets of 200 pg of levothyroxine

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/T¥L programs/Tables/Table
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EMR200125-002 Page 183 of 658

Levothyroxine Dosage Form Proportionaiity of Levethyroxine New Formulations (56 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 4 of 50
EMR 200125-002 confidential

table 15.3.5.1.1 Summary and Change Erom Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Population)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
(H=7) {H=7) ="7) |N=42)
Laboratory Visit/
Test {Unit) Timepoint Statistics Observed Change Observed Change Observed Change Cbserved Change

Basophils Period 3/ n {missing) & (0) 6 (0} 6 (0) 38 (0)
{10~9/L) {pay -1)
Mean (SD) 0.038 0.025 0.035 0.029
(0,026} {0.014) {0.021) {0,020}
Median 0.030 0.020 0,040 0.020
Min; Max 0.02; 0.09 0.01; 0.05 0.01; 0.06 0.01; D.09
Follow-Up n {(missing} 7 {0} T {0} 7 (0) 7 (0} 7 {0} 7 (0} 42 (0} 42 (0)
Mean (SD)  0.044 0.009 0.031 £.003 0.023 ~0.001 0.031 0.002
{0.034) (0.017) (0.015) (0.011) {0.011) {0.012} {0.018) {0.013)
Median 0.030 0.000 0.030 0.010 0.020 0.000 0.030 0,000
Min; Max 0.02; 0.12 -0.01; 0.040.02; 0.06 ~0,02; 0.016.01; 0.04-0,02;0.,020.01; 0.12-0.04; 0,04
Basophils/ Screening n (missing} 7 (0) 7 (0) 7 {0} 42 {0)
Leukocytes
(%}
Mean ({S5D) 0.69 0.586 0.49 0.56
{0.564) {0.486) {0.121) (0.349)
Median 0.40 0.50 0.50 0.50
Min; Max 0.3; 1.8 " 0.2; 1.6 0.3; 0.7 0.2; 1.8

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value: Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: Number of subjects in specific laboratory tests.

Treatment Secuence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 yg of levothyroxine; Treatment B: 6 tablets of 100 ngy of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 184 of 658 .
Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Serono Page 5 of 50
EMR 200125-002 Confidential
Table 15.3.5.1.1 Summary and Change fromBaseline of Laboratory Data by Treatment and Time Point: Hematology {Safety Populati on)

Treatment Sequernce 1 Treatment Sequence 2 Treatment Sequence 3
(N=T}) {N=T} (N=T}
Laboratcry Visit/
Test {Unit) Timepoint Statistics Observed Change Observed Change Observed
Basophils/ Peried 1/ n (missing} 7 {0) T {0 T {0}
Leukocytes (Day -1}
(%)

Change

Mean (SD) 0,49 (0.318) 0.47 (0.221) 0.49 (0.273)
Median 0.40 .40 0.40
Min; Max 0.2; 1.0 0.2; 0.9 0.1; 0.9
Pericd 2/ n {missing} 7 {0} 6 (0} 7 {0)
{Day -1)
Mean (5D} 0.50 (0.208) 0.75 (0.428} 0,54 (0.294)
Median 0.50 Q.60 0.40
Min; Max 0.3: 0.8 0.4; 1.5 0.2; 1.0
Period 3/ n (missing} 7 (0) 6 {0} 700}
(Day -1}
Mean (8D) 0.31 (0.1486} 0.58 (0.337) 0,61 (0.438)
Median 0.30 0.55 0,50
Mins Max 0.2 0.6 0.2; 1,2 0.2; 1.5

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects

in the safety populaticn for the tetal summary; n:

Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sesquence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BRC:; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 nug of
Treatment C: 3 tablets of 200 ug of

levothyroxine;
levothyrozine

Treatment B: & tablets of 100 pg of

levothyroxine
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EMR200125-002 Paﬁe 185 of 658
3

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Seronc page 6 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Surmary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Population)

Treatment Sequence 4 Treatment Sequence 5 Treatment Seguence 6 Total
(N=7) . {(N=T7} (N=T7) (=42}
Laboratory Visit/
Teat (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Ohserved Change

Basophils/ Pericd 1/ n (missing) 7 {0) 7 (0} 1 {0) 42 {0}
Leukocytes (Day -1}
(%)
Mean (SD) 0.47 0.57 0.39 0.48
(0.198) (0.368) (0.186) {0.258
Median 0.50 0.50 0.50 0.40
Min; Max 0.2; 0.8 0.3; 1.3 0.1: 0.6 0.17 1.3
Period 2/ n (missing} 6 (0} 6 (0} 6 (0} 38 (0)
{Day -1)
Mean (SD) 0.68 0.47 0.85 0.59
(0,417} {0,163} (0.383) 10.321)
Median 0.55 0.45 0.60 0.50
Min: Max 0.4; 1.5 0.3; 0.7 0.2: 1.3 04.2; 1.5
Period 3/ n (missing) 6 {0) 6 {0) 5 {0) 38 {0}
(Pay -1}
Mean (5D) 0.70 0.43 Q.47 0.55
{0.460) {0.234) {0.437) (0.362})
" Median 0.55 0.45 0.65 0.50
Min; Max 0.3; 1.6 0.1; 0.8 0.2; 1.3 0.1; 1.6

Bagseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The number of subjects desed with each treatment, or the number of subjects
in the safety population for the total summary; n: Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCAs Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC: Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyroxine
EMR 200125-002

Dosage Form Proportionality of Levothyroxine

State

EMR200125-002 Page 186 of 658

ew Formuiations (50 pg, 100 pg, and 200 ug Tablets) in Fasted

Merck Seronc
EMR 200125-002

Page 7 of 50
Confidential

Table15.3.5.1.1 Summnary and Change from Basgeline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)

Treatment Seguence 1

Treatment Sequence 2

Treatment Sequence 3

(W=7} {(N=T7} (N=T}
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observad Change Observed Change
Basophils/ Follow-Up n (missing) 7 (0} T (0) 7 10} 710} 7 {0} 7 (0}
Leukocytes
(%]
Mean (SD) 0.56 (0.251) 0.06 (0.230) 0.49 {0.219) -0.13 (0.335) 0.60 (0.200} 0.09 (0.0%0)
Median 9.40 0.20 0.60 -0.10 0.50 0.10
Min; Max 0.3; 1.0 -0.3r 0.3 0.2: 0.7 -0.8:; 0.3 0.4: 1.0 0.0; 0.2
Ecsinophil Screening n {missing) 7 (0} T (0} 7 {0}
s (10%9/1)
Mean (5D} 0.166 ({0.130} G.17%% (0,156) 0.183
(0.112)
Median 0.130 0.100 0.200
Min; Max 0.07; 0.45 0.08; 0.50 0.05: 0.33
Period 1/ n [missing} 7 (0) 7 (0 7 ()
(Day -1)
Mean {SD) 0.176 (0.150) 0.223 {0.187} 0.153
(0.082)
Median 0.130 0.170 06.120
Min: Max 0.0%: 0.50 0.12; 0.64 0.06; 0.29

Baseline defined a3 Screening for Follow-Up results.

Max:

in the safety population for the total summary; n:

Maximom Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence

51 BAC
Treatment A:

Treatment Sequence 6: CBA;
12 tablets of 50 pg of levethyroxine;

Treatment C: 3 tablets of 200 pyg of levethyroxzine

Treatment B: 6 tablets of 100 ng of levothyroxine
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EMR200125-002 Page 187 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Marck Serono Page 8 of 30
EMR 200125-002 confidential

tfable 15.3.5.1.1 Surmary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematclogy (Safety Population)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Teotal
{N=T7) (N=7) (=7} (N=42)
Laboratory Visit/
Test (Unit) Timepeint Statistics Observed Change Observed Change Chserved Change Observed Change

Basophils/ Follow-Up n (missing) 7 (0) 7T {0) 7 (0} 7 (0 T (0} 7 (0) 42 (0} 42 {0)
Leukocytes
(%)
Mean (SD) 9.77 0.09 9.57 0.01 0.46 -0.03 0.57 6.01
(0.515}) {0.204) [(0.287) {0.285) (0.237} (0.198) {0.303} (0.234}
Median 0.60 0.10 0.60 0.10 0.50 0.00 0.50 0.05
Min; Max 0.4; 1.9 -0.3; 0.4 0.2; 1.0 ~0.6; 0.2 0.2: 0.8 -0.3; 0.3 0.2; 1.9 -0.8: 0.4
Eosinophil Screening n (missing) 7 (0) 7 (0 7 (0} 42 ()
s (10"9/L)
Mean (3D} 0.170 0.147 D.146 0.165
(0.075) {0.093) {0.072) {0.105)
Median 0.160 0.120 0,110 0.125
Min; Max 0.07; 0.29 0.05; 0.31 0.08; 0.27 0.05; 0.50
"Period 1/ n (missing) 7 {0} 70 T (0 42 (o)
{Bay -1]
Mean (5D} 0.187 0,209 0.184 0.18%
{0.084) {0.139) {0.091) (0.123)
Median 0.170 0.160 0.220 0.165
Min; Max 0.10; 0.31 0.12; 0.51 0.06; 0.31 0.06; 0.64

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The number of "subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB: Treatment Sequence 4: ACB; Treatment Seguence
5: BAC; Treatment Sequence 6: CBA;

Treatmgnt A: 12 tablets of 50 pg of levothyrozine: Treatment B: 6 tablets of 100 ug of levothyroxine

Treatment C: 3 tablets of 200 pug of levothyroxine

/project24/ep/blinded/e2108 9E_merc."stats/versioncontrol/‘primary/scripts/proqra.m/main/TFL programs /Takles/Table
15.3.5.1.1.8as
10DEC2014 00:20

Document No.0900babe8085badfv1.0 CONFIDENTIAL 187/658 M
INFORMATION




EMR200125-002 Page 188 of 658
Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

State

Levothyroxine
EMR 200125-002

Merck Serono Page 9 of 50
EMR 200125-002 Confidential
Table 15,3,5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment and Time Peint: Hematology {Safety Populati on}

Treatment Sequence 1 Treatment Seguence 2 Treatment Sequence 3

{N=T) (W=7} {N=7}
Laboratory Visit/
Test (Unit) Timepoint $Statistics Observed Change Observed Change Observed Change
Eosinophil Period 2/ n (missing) 7 (O) 5 {0} 7 {0}
s (1078/L) (Day -1)
Mean {SD} 0.193 (0.129) 0.237 (0.155) 0.173
(0.088)
Median 0.150 0.180 0.120
Min; Max 0.07; 0.42 0.10; 0.54 0.08; 0.29
Period 3/ n (missing) 7 (0} 6 (0} 7 (0
{Day -1)
Mean (3D} 0.123 (0.063) 0.180 (0.150) 0.157
(0.089)
Median 0.140 0,145 0.140
Min; Max 0.05; 0.21 0.08: 0.48 0.06; 0.33
Fellow-Up n {missing) 7 (0} FERT)) 710 7 {0} 7 (0} 7 {0}
Mean (3D} 0,159 (0,080} -0.007 (0.066)0.217 (0.106) 0.039 (0.085} 0.198 0.018
(0.128) {0.075)
Median 0.140 0.020 d.220 0.030 0.160 0.040
Min; Max 0.08; 0.31 -0.14; 0.05 0.12; 0.43 -0.07; 0.18% 0.05; 0.38 -0.12; 0.11

Bageline defined as Screening for Follow-Up results. X

Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: Number of subjects in specific laboratory tests.

Treatment Sequence 1:3BC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAE; Treatment Sequence 4: ACB; Treatment Seguence
5: BAC; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine

Treatment B: 6 tablets of 100 ng cf levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formalations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Marck Serono Page 10 of 50
EMR 200125-002 . Confidential

Table 15.3.5.1.1 Summary and Change fromBaseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Population}

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 5} Total
{N=7} (N=7) {N=T) (N=42)
Laboratory Visit/
Pest (Unit) Timepoint Statistics Observed Change Observed Change Ohserved Change Observed Change
Eosinophil Period 2/ n {(missing) & (0) & (0) & (0} 38 (0)
s {1078/1) (Day -1}

Mean (SD} 0.233 0.245 0.142 0.203
{0.152) (0.161) {0.068) (0.1286)
Median 0,219 0.180 0.120 0.165
Min; Max 0.08; 0.52 0.12; 0.53 0.09; 0.27 0.07; 0.54
Period 3/ n {(missing) & (0] 6 (0} 6 (0) 38 (0}
{(Day -1}
Mean (3D) 0.230 0.322 0.172 0.18%5
(D.165) {0.186) (0,115} (0.140})
Median 0.160 0,315 0.145 0,145
Min; Max G.11; 0.55 0.13; 0.54 0.08:; 0.39 0.05: 0.55
Follow-Up n (missing} 7 (0} 7 (0 7 {0) 7 (0 7 (0} To0) 42 (0} 42 (0}
Mean (3D} 0.281 0.111 0.227 0.080 0.146 0.000 0.205 0.040
{0.295) (0.237) {0.142) {0.095) {0.080) {0.069} {0.154) (0.121)
Median 0.210 0.020 0.1890 0.070 0.120 0.020 0.160 ¢.030

Min; Max 0.07; 0.91 -0,05; 0.620.10; 0.5% -0.02;0.270.07; 0.31~0,107 0.090.05; 0.91-0,14; 0.62

Baseline defined as Screening for Fellow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treastment, or the number of subjects
in the safety population for the total sunmary:; n: Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC; Treatment Segquence 6: CBA;

Treatment A: 12 tablets of 50 ng of levethyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulatiens (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Sercno Page 11 of 50
EMR 200125-002 Confidential
Table 15.3,5.1.1 Summary and Change fromBaseline of Laboratory Data by Treatmaent and Time Point: Hematclogy (Safety Populati on}
Treatment Segquence 1 Treatment Sequence 2 Treatment Sequence 3
(N=T) (N=7) (N=T}
Labcratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Cbserved Change
Ecosinophil Screening n [misaing) 7 {0} 7 {0} T (0)
s/Leukocyt
es (%)
Mean (SD} 3.03 {1.735) 3.63 (3.460) 3.36 (2.022)
Median 2.70 1.90 3.70
Min; Max 1.3; 6.6 1.4; 10.9 0.9; 5.6
Period 1/ n (missing} 7 (0) 7 {0} 7 10}
(Day -1}
Mean (8D} 3.01 $1.933) 4.11 (3.246) 2.80 (1.883)
Median 2.60 3.00 2.20
Min; Max 1.6; 7.1 2.3: 11.¢ 0.5; 5.3
Period 2/ n (missing) 7 (0) 6 {(0) 7 (0
(Day -1) :
Mean (5D) 3.36 (2.248} 4,53 (3.105) 3.56 (2.124)
Median 2.30 3.35 2.40
Min; Maz 1.7; 7.5 2.6 10.7 1.6; 6.1

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The nunber of subjects dosed with each treatment, or the number of subjects
in the safety populaticn for the total summary; n: Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Seguence 4: ACB; Treatment Sequence
5: BAC; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyrozine

Treatment C: 3 tablets of 200 pyg of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (S0 pg, 100 pg, and 200 ug Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 12 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.! Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)

Treatment Sequence ¢ Treatment Sequence 5 Treatment Sequence [3 Total
{N=T) (N=7) {N=T}) (N=42)
Laboratory Visit/ .
Test (Unit) Timepoint Statistics Observed Change Observed Change Obgsarved Change Observed Change

Eosinophil Screening n (missing} 7 (0} T 7 {0} 4z (0)
s/Leukocyt
es (%)
Mean (SD} 3.04 2.70 3.13 3.15
{1.659) {1.840} {2.072) (2.0%8)
Median 2.80 2.40 2.30 2.55
Min; Max 1.7: 6.5 1.0; 6.6 1.2; 7.2 0.9; 10.9
Period 1/ n (missing) 7 (0) 7 (D) T (0} 42 {0}
{Day -1}
Mean (SD} 3.00 3.51 3.71 3.3¢6
(1.003) (1.555) (2.081) {1.990}
Median 2,90 3.00 3.60 2.95
Min; Max 1.7; 4.3 2.3: 6.8 1.0; 7.0 0.5; 11.4
Pariod 2/ n [(missing) & (0} 6 {0) 6 {0) 38 ()
{Day -1)
Mean {SD) 4,02 3.75 3.22 3.72
(2.802) {1.781) {1.809) {2.248)
Median 3.15 2.95 2.70 2.75
Min: Max 1.8; 9.5 2.3 6.6 1.8; 6.7 1.6; 10.7

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value: Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-G02 State
Merck Serono Page 13 of 50
EMR 200125-002 Confidential
Table 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematclogy (Safety Populati on}
Treatment Sequence 1 Treatment Seguence 2 Treatment Sequence 3
(N=7) (=7} (N=7)

Laboratory Visit/
Teat (Unit) Timepeint  Statistics Observed Change Observed Change Observed Change
Eosinophil Period 3/ n {miasing] 7 (0) 6 (0} 7 (0}
s/Leukocyt (Day -1}
es (%}

Maan (3D} 1.97 (1.013) 3.85 (3.102) 3.26 (2.081)

Median 2.00 2.90 2.20

Min; Max 0.7; 3.6 1.1; 9.8 1.1; 6.3

Follow-Up n (missing} 7 (0} T 00 7 (0} 710 70} T 40

Mean (SD) 2.96 (1.409) -0,07 (1.179} 3.94 (2,015} 0.31 (1.674) 3.60 {2.189) 0.24 (1.318)

Median 2.20 0.40 3.10 0.80 3.10 0.60

Min: Max 1.7 5.3 -1.6; 1.3 2.2: 8.0 -2.9: 2.6 0.9; 6.1 -2.4; 1.7
Erythrocyt Screening n (missing) 7 (0) T (0) 7 {0)
es
{10"12/L)

Mean (3D} 4.831 (0.309) 4.693 (0.407) 4.644

{0.581}
Median 4,920 4,740 4.570
Min; Max 4.23; 5.1% 4.06; 5.38 3.99; 5.55

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: Humber of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence Z2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Seguence
5: BAC; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 ug of levothyroxine

Treatment C: 3 tablets of 200 ug of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 ug Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 14 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Population)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence € Tetal
{(N=7}) (N=7) (N=T) (N=42)
Laboratory Visit/
Test {Unit) Timepoint Statistics Observed Change Observed Change Observed Change Cbserved Change

Eosinophil Period 3/ n (missing) € (0} a (0} 6 {0) 32 (0
s/Leukocyt (Day -1)
es {%)
Mean (SD} 4.23 5.52 3.17 3.61
(3.040) (4.346) {1.626) (2.748)
Median 3.25 4.90 2.75 2.70
Min; Max 1.7 10.0 1.4; 13.8 1.6: 5.9 0.7; 13.8
Follow-Up n {missing} 7 (0} 7 (0) 70 7T (0 700 7 (0 412 (O 42 (0)
Mean (5D} 4,80 1.76 4,20 1.50 3.04 -0.09 3.76 0.6l
{4.635) {3.003) (3.042) (1.513) {1.984) {1.113) (2.662) (1.8086)
Median 4.10 0.80 3.00 1.50 2.40 0.10 2.95 0.65
Min; Max 1.1; 14.7 -0.6; 8.2 1.7; 10.7 -0.7; 4.1 1.7; 7.4 -1.5; 1.7 0.9 14.7 -2.9; 8.2
Erythrocyt Screening n (missing) 7 (0) 7 (0} -1 (o) 42 (0)
as
(10~12/L) : .
Mean (SD) 4.684 4.643 5.001 4.750
(0.630) {0.379) {0.,458) (0.463)
Median 4,300 4.610 5.090 4.725
Min; Max 4.11; 5.61 4.07; 5.36 4.36; 5.59 3.99; 5.61

Baseline defined as Screening for Follow-Up results.

Max: Maximum vValue; Min: Minimum Value; N: The nurber of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: Number of subjects in specific laboratory tests.

Treatment Secuence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC:; Treatment Sequence §: CBA;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of laevothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyroxine Dosage Form Propertionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 15 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)

Treatment Sequence 1 Treatment Sequence 2 Treatment Seguence 3
{N=7} {N=T7} (N=T7}
Laboratory Visit/
Test {Unit) Timepoint Statistics Obsarved Change Observed Change Observed Change
Erythreeyt Pericd 1/ n {missing) 7 (0) T (0} T 1)
es {Day -1)
(10°12/L) )
Mean (3D} 4.887 {0.307} 4.733 (0,324) 4.637
{0.596}
Median 4.840 4,760 4,650
Min; Max 4.49; 5.39 4.35; 5.23 3.85; 5.32
Period 2/ n {(missing) 7 {0} & (0) 7 {0}
{Day -1}
Mean (SD} 4.954 (0.253) 4.780 (0,402) 4.6286
{0.545)
Median 5.030 4,780 4.470
Min; Max 4.64; 5,27 4,26; 5.40 3.69; 5.44
Period 3/ n (missing) 7 (0} 6 (0) 7 ()
{Day -1}
Mean {SD) 4.929 (0.308) 4,782 (0.378) 4.587
{0.534)
Median 4,940 4.755 4,370
Min; Max 4.54; 5,36 . 4.21; 5.39 3.95; 5.19

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The nunber of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACE; Treatment Sequence
5: BAC; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine

Treatment C: 3 tablets of 200 ug of levothyroxine
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