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Pable 15,1.1 Summary of subject Dispogition
Treatment Treatment
sequence 1 Sequence 2 Total
{N=108) {H=108) {N=216
. status n (%) n_ (%) n_ (%)
subjects who terminated the study Yes 5 (4.6} T (6.5) 12 {5.6)
prematurely :
No 103 (95.4) 101 (93.5) 204 (24.4
Reascns of withdrawal from the studyAdverse Event 2 (1.9} 2 (1.9) 4 (1.%9)
prematurely
protocol Non-Compliance 2 (1.9 3 (2.8) 5 (2.3}
Withdrawal By Subject 1 (0.9) 2 {1.9) 3 (1.4}
Safety Anélysia Population Yes 108 (100.0} 108 (100.0} 216 (100.0)
PK Analysis Fopulation Yeas 103 {95.4} 101 (93.5) 204 (84.4)
No 5 (4.6) 7 {6.5) 1z (5.8)

N: The number of subjects dosed with at least one treatment in that
The num

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

subjects in the safety population for the total sumnary; ni

or the number of subjects in the safety populaticn for the total summary.
Treatment Seguence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

Pest: 600 ug (3*200 pg tablets) levothyrozine new formulation,

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

/project24fep/blinded/ezl089B_mercfstats/versioncontrul#primary/scripts/programfmain/

15.1.1.8as

treatment seguence;
ber of subjects in the specific category.
ent SeqUence,

or the number

TFL programs/Tables/Table

11DEC2014 00:0%

Document No.0960babe80BS ka6 v1.0

CONFIDENTIAL

INFORMATION

90/1628 BW
I



Levothyroxine

EMR 200125-001

EMR200125-001 Page 100 of 1628

Bioequivalence trial of new levothyroxine formulation vs. old formulation

Merck Sercno
EMR 200125-001

Table 15.1.2 Demographic Data (Safety Population)

Page 1 of 2
Confidential

Treatment . + Treatment : . t
Demographic Sequence 1 Ssquence 2 Total
characteristic Statistics {N=108) {N=108) {N=216}
Age {yr) n (missing} 108 (0} 108 {0} 216 {0)
Mean (SD) 35.0 (9.56) 34.1 {3.09) 34.5 (9.32)
Median 34.0 3.0 33.0
Min; Max 18; 50 18; 50 18; 50
Sex, n {%) n (missing) 108 (1) 108 (0) 216 {0)
Male 64 {59,3) 6d (59.3) 128 (53.3
Female 44 (40.7) 44 {40.7) 88 {40.7}
Race, n (%} n (missing) 108 {0} 168 (D) 216 {0)
White 108 {100.0) 106 (98.1) 214 {99.1
Black Or African 4] 2 (1.9) 2 (0.9}
American
Ethnicity, n (%) n {missing) 108 (0) 108 {0} 216 (0)
Mot Hispanic Or Latino 108 (160,0) 108 (100.0) 216 (100.0}
Height (cm) n (missing) 108 {0} ing (D) 216 {0)
Mean {SD) 174.9 (8.08) 174.1 {8.16) 174.5 (8.11)
Median’ 175.0 174.5 175.0
Min; Max 153; 191 153; 191 153; 191

Max: Maximum Valwne; Min: Minimum Value; :
treatment seqguence, or the number subjects
the specific category. %: calculated using
sequence, or the number of subjects in the
Treatment Sequence 1: Test/Reference;

Test: 600 pg [3*200 pg tablets) levothyroxine new formulation.

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

The number of subjects dosed with at least one treatment in that
in the safety population for the total summary; n: The number of subjects in
the number of subjects desed with at least one treatment for each treatment
safety population for the total summary; SD: Standard deviation.
Treatment Sequence 2: Reference/Tast,
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Table 15.1.2 Demographic Data (Safety Population)
Treatment Treatment
Demographic Sequence 1 Sequence 2 Total
characteristic Sstatistics (N=108) {N=108} [N=216}
Weight (kg) n (missing) 108 (0) 108 (0 216 (0}
Mean (SD) 71.84 (9,245) 71.43 (9.717) 71.64 (%.464) -
Median 71.75 71.60 T1.75
Min; Max 52.0; 90.6 52.2: 93.5 52.0; 93.5
BMI (kg/m?} n (missing} 108 (0 108 (0) 216 (D)
Mean (8D} 23.42 (1.998) 23.51 {2.311) 23.47 (2.156)
Median 23.20 23.70 23.40
Min; Max 19.2; 27.3 18.9; 2§.2 18.9; 28.2

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

treatment seguence, or the number subjects in the safety population for the total summary; n:

the specific category. %: calculated using the number of subjects dosed with at least one treatment for each treatment

The number of subjects in

sequence, or the number of subjects in the safety populaticn for the total summary; SD: Standard deviation.

Treatment Sequence 1:

Test/Reference;

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

Reference: 600 pg (3*200 pg tablets)

levothyrexine old formulation.

Treatment Sequence 2: Reference/Test.
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15.2 Efficacy Data

There were no efficacy assessments performed during the trial.
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15.3 Safety Data
153.1 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)
Dacument No.0900babe8085bb46 v1.0 CONFIDENTIAL 103/1628 %
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Table 15.3.1.1 Summary of Treatment-Emergent Adverse Events by System Crgan Class and Preferred Term {Safety Population)

Test Reference Total
{N=209) (N=211) {N=216)
System Organ Class Subjects Events Subjects Events Subjects Events o
Preferred Term n {%) n n (%) n n (%} n
Subjects with events and total events 63 ( 30.1} 118 61 [ 28.9) 165 98 ( 45.4) 283
BElood And Lymphatic System Disorders 0 ) 1 (0.5 1 1 { 0.5 1
Lynphadenopathy ] 0 1 (0.5 1 1 (0.3 1
Cardiac Disorders 2 3 4 (1.9 5 6 ( 2.8} 8
Palpitaticns 2 3 3 (1.4) 4 5 ( 2.3} 7
Sinus Tachycardia ] 1 (0.5 1 1 (0.5 1
Ear And Labyrinth Disorders 0 0 1 ¢{06.5 1 1 ¢ 0.5 1
Hearing Impaired 0 1 (0.5 1 1 { 0.5) 1
Castrointestinal Discrders 14 ( 6.7) 22 14 ( 6.6} 29 24 ( 11.1) 51
Abdominal Discomfort 1 (0.3} 1 0 0 1 (0.5 i
Bbdominal Pain 5 ( 2.4) 9 3 (1.4} 7 71 03.2) 16
Abdominal Pain Lower 1 ( 0.5} 1 0 0 1 (0.3 1
Constipaticn 1 (0.5 1 0 0 14 0.5) 1
Diarrhoea 6 { 2.9) ] 9 { 4.3) 10 13 { 6.0} 16
Dry Mouth 0 0 1 (0.5} i 1 { 0.5} 1
Dyspepsia i 0 1 {0.5) 1 1 (0.3} 1
] o] 1 (0.5 1 1 {0.3) 1

Epigastric Discomfort

N: The number of subjects dosed with each treatment, or the numbar 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}.

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

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.1.1 Summary of Treatment-Emergent Adverse Events by System Organ Class and Preferred Term (Safety Fopulation)

Test Reference Total
(N=209) (N=211} (N=216)
System Organ Class Subjects Events Subjects Events Subjects Eveilts
Preferred Term n (%) n n (%) n n (%) bl o
Eructation 1 (0.5 1 0 Q 1 (6.5 1
Nausea 3 (1.4) 3 4 (1.9} 5 T 03.2) 8
Vomiting 0 0 3 (1.4} 4 3 (1.4) 4
General Disorders And Bdministration Site Conditions8 { 3.8} 8 6 { 2.8) 8 13 { 6.0} 16
Asthenia ] 0 1 { 0.5) 1 1{0.5 1
Axillary Pain 0 0 1 (0.5 1 1 (0.9 1
Catheter Site Phlebitis 3 { 1.4) 3 1 (0.5 1 4 (1.9} 4
Fatigue 2 {1.0) 2 1 ( 0.5} 1 3 (1.,4) 3
Fealing Hot 2 (1.0} 2 1 {0.3) 1 3 (1.4) 3
Malaise o} l 1 (0.5 1 1 (0.5 1
Sensation Of Pressure 1 (0.5 1 1 ( 0.5) 2 1 ¢0.5) 3
Immune System Disorders 1 {0.5 1 0 0 1 (0.5 1
Seascnal Allergy 1 { 0.5) 1 0 ) 1 (0.5 1
Infections And Infestations 17 ( 8.1} 19 i8 ( 8.5) 20 33 (15.3) 39
Folliculitis Q 0 1 (0.3 i 1 (0.5 1
Nasopharyngitis 10 ( 4.8) 11 12 { 5.7} 14 22 ( 10.2) 25
Oral Herpes 1 ( 0.5 1 2 (0.9 2 3 (1.4 3
Otitis Media 1{0.5) 1 0 0 i ¢ 0.5 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 uszing 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).

Test: 600 pg {3*200 pg tablets) levothyroxine new formulation.

Reference: 600 ng (3*200 pg tablets) levothyroxzine ocld formulation.
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Table 15.3.1.1 Summary of Treatnent-Emergent Adverse Events by System Organ Class and Preferred Term (Safety Population)

Test Reference Total
{N=208} (N=211) (N=216

System Organ Class Subjects Events Subjsects Events Subjects Events
Preferred Term n (%) 1 n (%) n n (%} n
Pharyngitis 1 (0.5 1 0 [ 1 ( 0.5} 1
Rhinitis 2 {1.m 2 3(1.4) 3 5 {2.3) 5
Tonsillitis 3t 1.4) ’ 3 0 0 3 (1.0) 3
Injury, Poisconing And Procedural Complications 1 { 6.5} 1 1 ¢0.5 1 2 {09 2
Animal Bite 0 o] 1 ¢{0.5 1 ¢ 0.5 i
Radius Fracture 1¢(0.5 1 0 0 1¢{0.5) 1
Investigations 1 (0.5 1 0 ] 1 (0.5 1
EBlood Creatine Phosphokinase Increased 1 (0.5 1 0 o] I {0.5) 1
Metabolism And Nutrition Disorders 1 (0.5 1. 0 0 1 (0.5 1
Hypokalaemia 1 (0.5 1 Q 0 1 (0.5 1
Musculoskeletal And Cennective Tissue Disorders 3 (1.1 4 T (3.3 16 9 { 4.2) 20
Arthralgia ] o] 2 { 0.9) 5 2 ¢ 0.9) 5
Back Pain 2 {1.0) 2 2 (0.9} 2 4 (1.9} 4
Musculoskeletal Discomfort 0 o 1(0.5 2 1 (0.5 2
Musculeskeletal Pain 1 { 0.5} 1 0 [ 1 (0.5 1
Myalgia 1} 0 2 (0.9 2 2 (0. 2
Neck Pain 0 0 1 ¢{0.5 2 1 (8.5 b4

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; %: celculated 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}.

Test: 600 pg (3*200 ng tablets) levothyroxine new fermulation.

Reference: 600 pg {3*200 pg tablets) levothyroxine cld formulation.
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Table 15.3.1.1 Summary of Treatment-Emergent Adverse Events by System Organ Class and Preferred Term (Safety Population)

Test Reference Total
(N=209) (N=211} (H=216)
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%} n n (%) n e

Pain In Extremity 0 0 3 (1.4} 3 3 (1.4) 3
Sensation Of Heaviness 1 { 0.5 1 0 ¢ 1 (0.5 1
Nervous System Disorders 27 ( 12.9) 43 34 { 16.1) 56 54 { 253.0) 99
Disturbance In Attention 1 {0.5) 2 1] 0 1 {0.5) 1
Dizziness 3 (1.4) 4 7 (3.3 7 8 (4.2} 11
Dysgeusia 1 ¢ 0.5) 1 0 1] 1 (0.5 1
Headache 24 { 11.5} 35 26 ( 12.3) 44 45 [ 20.8) 79
Paraesthesia 1¢0.9) 1 0 0 1 (0.5 1
Semnolence 1 { 0.5} 1 3 (1.4 5 4 (1.9 8
Paychiatric Disorders 5 ( 2.4} 5 2 { 0.9 6 T (3.2) 11
Agitation 2 (1.0) 2 1 (0.5 3 3 (1.4} 5
Apathy 1105 1 0 0 1 (0.9 1
Depressed Mood 1 (0.5 1 1 ¢ 0.5 1 2 (0.9 2
Euphoric Mood 0 0 1 } 2 1 (0.5 2
+ Libido Decreased 1 (0.3} i 0 O 1 (0.5 1
Reproductive System And Breast Discrders 1 (0.5 1 5 ( 2.4) a 6 (2.9) [
Breast Pain 1 (0.5 1 0 0 { 0.5) 1
Menstruation Delayed 0 0 3(1.4) 3 3 ¢(1.4) 3

N: The number of subjects dosed with each treatment, or the number cf subjects in the safety population for
the total summary; n: MNumber of subjects with speaific 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).

Test: 600 pg {3*200 ng tablets) levothyroxine new formulation.

Referenge: 600 pg {3*200 pg tablets] levethyroxine cold formulation.
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Table 15.3.1.1 Summary of Treatment-Emergent Adverse Events by System Organ Class and Preferred Term {Safety Peopulation) :

Test Reference Total
(N=209) {N=211} {N=216)
System Organ Class Subjects Events Subjecta Events Subjects Events ’ .
Preferred Term n (%) e n (%) n n {(%) n
Menstruation Irregular 0 4] 2 {0.9) 2 2 (0.9} 2
Respiratory, Thoracic And Mediastinal Disorders 3 (1.4) 3 8 {3.8) 9 10 ¢ 4.8} 12
Cough 1 { 0.5) 1 1 { 0.5} 1 2 {0.9) 2
Dyspnoea 0 ] 1 { 0,5} 1 1 (0.5 1
Epistaxis 1 (0.5 1 1 (0.5 1 2 (0.9 2
Orcpharyngeal Pain 1 { 0.5} 1 5 (2.4) 5 6 ( 2.8) 6
Throat Irritation o] o] 1 ¢ 0.5 1 1 (0.5 1
Skin And Subcutanecus Tissue Disorders 4 ¢ 1.9 4 6 (2.8 7 10 ( 4.6) i1
Angioedema 0 4] 1 ( 0.5) 1 1 ( 0.5} 1
Dry Skin a 0 2 (0.9) 2 2 {0.9 2
Hyperhidresis 14{0.5 1 2 (0.9) 2 3 (1.4} 3
Rash 1{40.5 1 2 (0.9) 2 3 (1.4) 3
Rash Papular 1 (0.3 1 o} 0 1 (0.5 1
Swelling Face 1 ¢ 0.5 1 0 0 1 { 0.5 1
Vascular -Disorders 2 (1.0} 2 1 (0.5 1 3 3
Het Flush 2 (1.0} 2 1 (0.5 1 3 (1.4 3

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for
the total summary; n: HNumber 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}.

Test: 600 ug (3*200 pg tablets) levothyrozine new formulation.

Refersnce: 600 png (3*200 g tablets) levothyrozine old formulation.
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Table 13,3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)
Teat
Subjects (N=209) Events (n=118}
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 531 { 24.4) 76 27 ( 12.%) 40 2 {1.0) 2
Blood 2Znd Lymphatic System Disorders 0 0 V] 0 0 0
Lymphadenopathy 0 0 [} 0 [} 1]
Cardiac Discrders 2 ¢ 3 0 o] 0 0
Palpitations 2 3 0 a 0 a
Sinus Tachycardia 1] 0 Q 0 1] 0
Ear And Labyrinth Disorders Q 0 0 0 0
Hearing Impaired 0 0 0 ] 0 0
Gastrointestinal Disorders 13 ( 6.2) 18 4 (1,9 4 ] V]
Abdominal Discomfort 1°( 0.5) 1 0 0 0 0
Abdominal Pain 4 (1.9 5 4 {1.9) 4 0 0
Abdominal Pain Lower 1 { 0.5} 1 0 0 0 4]
Constipation 1 { 0.5} 1 o] Q 0 a9
Diarrhoea 6 (2.9 [ 0 0 0 o]
Dry Mouth 0 ] 0 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 total
summary as the denominator (n/N*100).

Test: %00 pg (3*200 pg tablets) levothyroxine new formulation,

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.1.7 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)
Test
Subjects (N=209) Events (n=118)
Mild Moderate Severe
System Qrgan Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) n n (%) n
Dyspepsia 0 0 il 0 0 0
Epigastric Discomfort \] 0 0 0 0 0
Eructation 1 (0.5 i 1] 0 0 0
Nausea 3 (1.4) 3 0 0 0 0
Vomiting 0 V] 0 0 0 0
General Disorders And Administration Site Cenditions6 { 2.9) 6 2 (1.0} 2 Q 0
Asthenia 0 Q Q Q ] 0
Axillary Pain 0 0 0 o} o} o]
Catheter Site Phlebitis 3 3 0 0 1} [
Fatigue 2 (1. 2 0 0 o} 0
Feeling Hot 0 8 2 (1.0 2 o] 0
Malaise 4] 0 0 0 0 g
Sensation Of Pressure 1 ¢ 0.5) 1 0 0 0 0
Inmune System Disorders 1 (0.5} 1 0 0 0 ¢
Seascnal Allergy 1 (0.5 1 ] [¥] 0
Infections And Infestations 9 { 4.3) 9 9 (4.3) 30 0 lu]

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; 3%: calculated using the number of
subjects dosed with each treatment, or the number of subjects in the safety populaticon for the total
summary as the denominator (n/N*10Q).

Test: 600 pg (3%200 pg tablets) levothyroxine new formulation.

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

/project24/ep/blinded/eElOE99_merc/stats/versionccntrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.1,2.8a8
11DEC2014 00:01

Document No.0900babeB085bb46 v1.0 CONFIDENTIAL 110/1628
INFORMATION i



EMR209125-001 Page 111 of 1628

Levothyroxine Bioequivalence trial of new levothyroxine fermulation vs. old formulation
EMR 260125-001 -
Merck Sercno Page 3 of 18
EMR 200125-001 Confidential
Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population}
Test
Subjects (N=209) Events {(n=118)
Mild Moderate Severe
System Crgan Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) i} n (%) n
Folliculitis 0 a 0 o] ] 0
Nasopharyngitis 5 { 2.4) 3 6 [ 2.9 [ ) 0
Oral Herpes 1t 0.5 1 1] a 0 1]
Otitis Media 0 0 1 ¢ 0.5} 1 0 o]
Pharyngitis 1 ) 1 o 0 0 M
Rhinitis 2 ) 2 0 0 0 0
Tonsillitis ¢ 0 3 (1.4 3 a 0
Injury, Poiscning And Procedural Ceomplicatioms 0 ] 0 0 1t 40.5) 1
Animal Bite 0 & 0 l 0
Radius Fracture Jul 0 0 0 1 (0.5 1
Investigations 0 q 0 0 1 ) 1
Blood Creatine Phosphokinase Increased 0 Q9 0 0 1 (0.5 1
Metaboliam And Nutrition Disorders 1 (0.5 1 0 ] 0 ¢]
Hypokalaemia ’ 1 (0.5} 1 0 Q 0 0
Musculoskeletal And Connective Tissue Disorders 0 0 3 (1.4 4 i] [

M: The number of subjects dosed with each treatment, or the number of subjects in the safety population for
the total sunmary; 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/M*100}.

Tast: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 1pg {3*200 pg tablets] levothyroxine cold formulation.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)
Test
Subjects (¥=209) Events {(n=118)
Mild Moderate Severe .
System Crgan Class Subjects Events Subijects FEvents Subjects Events
Preferred Term n (%) n n (%) n n (%) n
Arthralgia 0 V] o 0 0
Back Pain i} ] 2 {1.0) 2 0 0
Musculoskeletal Discomfort 0 0 0 1] ] 0
Musculoskeletal Pain 0 0 1 (0.5 1 ] 1]
Myalgia 0 0 0 0 ] a
Neck Pain 0 4 0 0 a 0
Pain In Extremity V] 0 0 0 0 Q
Sensation Of Heaviness [ 0 1 (0.5 1 0 0
Nervous System Disorders 22 ( 10.5) 27 11 { 5.3} 16 0 0
Disturbance In Attention 0 0 1 (09.%5 1 u] [}
Dizziness 3 ( 1.4) 3 1¢0.5 1 [ o
Dysgeusia 1 ¢ 0.% 1 0 0 [y ¢
Headache 12 { 9.1) 22 10 ( 4.8) 13 0 0
Paraesthesia T (0.5 1 0 0 0 0
Sernolence 0 0 1 ¢ 0.5) 1 o 0
Bsychiatric Discrders 2 z 3 (1.4} 3 0 0
Agitation 1 {0.5) 1 1 { 0.5} 1 0

¥: 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 denominator (n/N*100}.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old fermulation.
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Table 15,3.1.2 Summary of Treatment-Emergent Adverse Events by Intemsity (Safety Population)
Teat
Subjects (N=209) Events (n=118)
Mild Moderate Severe
System Organ Class Subjects Events Subjects Events Subjects Bvents
Preferrad Term n (%) n n (%) n n (%) . n
Apathy 0 0 1 (0.9 1 0 0
Depressed Mood o] 0 1 { 0.5 1 0 0
Euphoriec Mood 0 0 0 0 0 0
Libido Decreased 1 (0.5 1 0 0 0 4]
Reproductive System And Breast Discoxders 1 (0.5 1 0 [\ 0 0
Breast Pain 1 ¢ 0.5) 1 0 0 Q 0
Menstruation Delayed 0 0 0 0 0 a
Menstruation Irregular 0 a 1] 0 0 0
Respiratory, Thoracic And Mediastinal Disorders 2 {1.0) 2 1 ¢ 0.5) 1 0 1]
Cough 1 ( 0.5) 1 0 0 0 4]
Dyspnoesa 0 0 0 ] [\] o
Epistaxis 1 { 0.5 1 0 1} 0 0
Oropharyngeal Pain 0 0 1 { 0.5} 1 0 {
Throat Irritation 0 0 Q 0 0 0
Skin And Subcutaneous Tissue Disorders 4 (1.9 4 0 0 0 0
Angioedema V] V] Q i}

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; %: cazleulatad uaing 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).

Test: 600 pg (3%200 ng tablets) levothyroxine new formulation,

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.1.2 Summary of Treatment-Fmergent Adverse Events by Intensity (Safety Population}

Test
Subjects (N=209) Events (n=118)

Mild Moderate Severe .

System Organ Class Subjects Events Subjects Events Subjects Events

Preferred Term n (%) o n (%) n n (%) n

Dry Skin o a 0 a 0

Hyperhidrosis 1 (0.53) 1 0 i} o} a

Rash 1 (0.5} 1 Q V] a 0

Rash Papular 1 ¢ 0.5) 1 0 o 0 0

Swelling Face 1 (0.5) 1 0 9 0 0
Vascular Disorders 2 {1.9) 2 0 0 0 0

Hot Flush 2 (1.0 2 0 0 o]

N: The number of subjecis 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 sach treatment, or the number of subjects in the safety pepulation for the total
summary as the denominator (n/N*100).

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

Reference: 600 png [3*200 ng tablets}) levothyroxine old formulation,
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)
Reference
Subjects (N=211} Events {(n=16&3}
Mild Moderate Severe
System Crgan Class Subjects Events Subjects Events Subjects Events
Praferred Term n (%) n n (%) n n {%) n
Subjects with events and total events 54 ( 25.6) 115 31 (14.7) 50 0 o]
Blood And Lymphatic System Disorders 1 1{40.5) 1 0 4] 0 b
Lynphadencpathy 1 { 0.5} 1 0 0 Q 0
Cardiac Disorders 2 (0.9 3 2 (0.9 2 0 Q
Palpitations 2 ( 0.9) ! 1 (0.5} 1 0 0
Sinus Tachycardie ¢] ¢ 1 (0.5 1 0 0
Ear And Labyrinth Discrders 1 { 0.5) 1 0 0 0 0
Hearing Impaired 1 (0.%) 1 0 0 1] 0
Gastrointestinal Disorders 13 { 6.2) 20 5 (2.4 9 0 o]
Abdominal Discomfort 0 0 o 0 0 1]
Abdominal Pain 2 {0.9 4 3¢ 1.4) 3 0 [
Abdominal Pain Lower 0 0 0 0 0 0
Constipation V] 0 0 0 0 0
Diarrhoea 8 9 1 { 0.5 1 a 0
Dry Mouth 1 1 o] 0 o] 0

N: The number of subjecta 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/H*100).

Test: 600 pg (3*200 pg tablets) levothyroxine new formulaticn.
Reference: 600 ng {3*200 npg tablets}) levothyroxine old formulatioen.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Populatien)
Reference
Subjects (N=211) Events (n=165}
Mild Moderate Severe
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n {%) 1 n (%) n n {%) n
Dyapepsia 0 ] 1 (8.5 1 0 0
Epigastric Discomfort 1 { 0.5} 1 0 Q 1} 0
Eructation 0 0 0 0 Q 0
Nausea 3(1.4) 3 1 ¢ 9. 2 0 o]
Vomiting 2 (0.9 2 2 { 0. 2 0 ]
General Disorders And Administration Site Conditionsd4 ( 1.%) 4 2 {0.9) 2 [} 0
Asthenia 1 (0.5 1 0 0 0 o
Axillary Pain 1 (0.5 1 v] 0 0 0
Catheter Site Phlebitis 1 (0.5 1 0 0 0 0
Fatigue o} 1] 1 (0.5 1 0 0
Feeling Hot 0 ] 1 (0.5 1 0 ]
Malaise 1 (0.3) 1 0 0 a 0
Sensatien Of Pressure 1 (0.5 2 a 4} o} 0
Immune System Discorders 0 0 0 0 0 [}
Seasonal Allergy 0 Q 0 0 [
Infections And Infestations 11 ( 5.2 12 g { 3.8) 8 1] 0

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 with specific adverse svent; %: calculated using the number of
subjects desed with each treatment, or the number of subjects in the safety pepulation for the total
summary as the denominator {n/N*100).

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

Reference: 600 pg (3%*200 pg tablets) lewvothyroxine old formulation.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity {Safety Population}
Reference
Subjects (N=211) Events (n=165)
Mild Moderate Savere

System Organ Class Subjects Events Subjects Events Subjects Events

Preferred Term n (%) n n (%) 1 i (%) n

Folliculitis 0 0 1 (0.9 1 0 0

Nasopharyngitis g (4.3) 10 4 (1.9 q 0 0

Oral Herpes 1 5} 1 1 (0.5 1 0 0]

Otitls Media 0 0 ¢} 0 "0 [}

Pharyngitis 0 o ] a 0 0

Rhinitis 14{ 0.5 1 2 (0.9} 2 0 0

Tonsilliitis V] 0 0 0 0 ¢
Injury, Polscning And Procedural Complicaticons 1 { 0.5) 1 0 o] ] ]

Animal Bite 1 ¢ 0.5} 1 0 0

Radius Fracture 0 0 0 0 0 0
Investigations 0 a [ a [ 0

Blcod Creatine Phosphokinase Increased 0 0 o} 0 [} ¢
Metabolism And Mutrition Diserders 0 0 sl 0 0 o

Hypokalaemia V] 0 0 0 0 0
Musculoskeletal And Connective Tissue Disorders 4 (1.9 11 5 { 2.4) 5 0 Q

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).

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

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulatien.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)
Reference
Subjects (N=211} Events (n=163)
Mild Moderate Severe
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) n n (%) n
Arthralgia 1 ( 0.5) 3 2 (0.9) 2 0 0
Back Pain 1 (0.5 1 1 (0.5 1 o] 0
Musculoskeletal Discomfort 1 {0.5) 2 0 0 o] 0
Musculoskeletal Pain 0 0 0 0 )] 0
Myalgia 1 (0.5 1 1 (0.3 1 0 0
Neck Pain 1 (0.5 2 ] 0 0 ]
Pain In Extremity 2 (0.9 2 1 (0.5 1 0 0
Sensation Of Heaviness 0 1] Q 0 0 0
Mervous System Disorders 27 { 12.8) 38 15 ( 7.1) 18 0 1}
Disturbance In Attenticn 0 0 0 0 0 0
Dizziness 6 ( 2.8) [ 1 (0.5 1 0 1]
Dysgeusia V] 0 ] 0 0 0
Headache 20 ( 9.5) 28 14 ( 6.6) 16 0 [t}
Paraesthesia 0 J 0 0 0 o
Somnclence 2 {0.9) 4 1 (0.5) 1 0 0
Psychiatric Discorders 2 (0.9 5 0 o] V] 0
Bgitation - 1 (0.5) 0 0 o 0

N: The number of subjects dosed with each treatment, or the number of subjects in the safety populaticn 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).

Test: 600 ug (3*200 ng tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population}
Reference
Subjects (N=211} Events (n=165)
Mild Moderate Severe
System Organ Class Subjects Events Subjects Eventa Subijects Events
Preferred Term n (%) n n (%) n n (%) n
Apathy 0 0 0 o 0 0
Depressed Mood 1 0.5) 1 1] 0 1] 0
Euphoric Mood 1 (0.9 2 o 0 [\ o
Libido Pecreased o} 4] [ 4] bl 0
Reproductive System And Breast Disorders 5 {2.4) 5 0 0 0 0
Breast Pain 1] 0 Q 0 0 (]
Menstruation Delayed 3 (1.4 3 0 0 o] Ju]
Menstruation Irregular 2 (0.9} 2 0 0 o] a
Respiratory, Thoracic And Mediastinal Disorders 6 { 2.8B) 6 31 1.4) 3 0 0
Cough 0 0 1 (0.9 1 0 0
Dyspnoea 0 a 1 (0.9 1 0 0
Epistazis 1 (0.5 1 0 ] 0 [t}
Oropharyngeal Pain 4 11.9) 4 1 ¢ 0.5 1 [\ o
Throat Irritation 1(0.5) 1 0 0 0 0
Skin And Subecutaneous Tissue Disorders 4 {1.9) 5 2 (0.9 2 0 0
Angicedema 1 ( 0.3) 1 a 0 0 a

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}.

Test: 600 pg (3*200 pg tablets) levothyroxine new formulaticn.

Reference: 600 pg {3*200 ng tablets) levothyroxine old formulation.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)
Reference
Subjects (N=211) Events (n=165
Mild Moderate Severe .

System Organ Class Subjects Eventa Subjects Events Subjects Events

Preferred Term n (%) n n (%) n n {%} n

Dry Skin 2 (0.9 2 0 0 0 0

Hyperhidrosis 0 g 2 (0.9 2 0 0

Rash 2 {0.9) 2 0 o] Q 0

Rash Papular 0 0 a Y] 0 0

Swelling Face 0 0 0 ] 0 [\]
Vascular Disorders ] i} 1 (0.3 1 0 0

Hot Flush 0 0 1 (0.5 i 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}.

Test: $00 pg {3200 pg tablets) levothyroxine new formulaticn.

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulaticn.
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Table 15.3.1.2 Summary of Treatment-Emaergent Adverse Events by Intensity (Safety Population)
Total
Subjects (N=216) Events (n=283}
Mild Moderate Severe
System Organ Class Subjects Events Subjects Eventa Subjects Events
Preferred Term n (%) n n (%} n n (%) n
Subjects with events and total events 86 [ 39.8) 191 50 ¢ 23.1) 90 2 {0.9) 2
Blood And Lymphatic System Disorders 1 (0 1 g )l 0 0
Lymphadenopathy 1 1 a 0 0 4}
Cardiac Disorders 4 {1.9) 6 2 {0.9) 2 [ 0
Palpitations 4 (1.9} 7 1 {03.5) 1 Q 0
8inus Tachycardia 0 a 1 (0.5 1 0 0
Ear And Labyrinth Discrders 118 1 0 0 0 v
Hearing Impaired i{ 0. 1 0 0 0 0
Gastrointestinal Disorders 23 ( 10.06) 38 70 3.2) 13 0 0
Ahdominal Discomfort 1 ( 0.5} 4] 0 0 Q
Abdominal Pain 6 (2.8 9 6 { 2.8} 7 0 ]
Abdominal Pain Lower 1 ¢(0.5) 1 0 0 0 0
Constipation 1 (0.9 1 0 0 [} 0
Diarrhoea 12 ( 5.8} 15 1{0.9) 1 [ 0
Dry Mouth 1 (9.5 1 0 0 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 subjectsa in the safety population for the total
summary as the denominator {n/N+*100).

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity {Safety Populaticen)
Total
Subjects (N=216) Events (n=283)
Mild Moderate Severe _
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) o n (%) n
Dyspepsia ] 0 1 (0.5} 1 0 0
Epigastric Discomfort 1 (0.5} 1 g 0 0 Q
Eructation 1 (0.5 1 o] 1] t] [¥]
Nausea 6 ( 2.8} 3 1 {0.5) 2 0 o
Vemiting 2 (0.9) 2 2 (0.9) 2 0 0
General Disorders And Administration Site Conditions9 { 4.2} 12 4 {1.9) 4 0 0
Asthenia 11{ 0.5 1 0 0 0 0
BAxillary Pain 11 0.5) 1 ] 0 0 ]
Catheter Site Phlebitis 4 {1.9) 4 Y 0 6 Q
Fatigue 2 {0.9) 2 1 ¢ 0.5) 1 0 0
Feeling Hot 0 4] 3 (1.4) 3 0 ]
Malaise 1 (0.5 1 0 a a 0
Sensation Of Pressure 1 ¢ 0.5} 3 0 0 0 0
Immune System Disorders 1 (0.5 1 0 0 o] 0
Seasonal Allergy 1 (0.9 0 0 0
Infections And Infestations 20 ( 9.3) 21 16 ( 7.4) i8 V] 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 subjecta in the safety population for the total
summary as the denominator (n/N*100).

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

Reference: 600 ug (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Population)
Total
Subjects (N=216) Events (n=283)
Mild Moderate Severe
System Crgan Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) n n (%) n
Folliculitis q a 1 ¢ 0.5} 1 0 0
Masopharyngitis 14 { 6.5} 15 10 { 4.6) 10 0 0
Oral Herpes 2 (0.5 2 1 (0.5 1 0 0
Otitis Media 0 o 1 { 0.5) 1 0 ]
Pharyngitis 1{0.5) 1 0 Q 0 Q
Rhinitis 3 { 1.4} 3 2 (0.9 2 0 0
Tonsillitis 1] s} 3 ¢ 1.4) 3 o} 4]
Injury, Poiscning &nd Procedural Complications 1 (0.5 1 a 1] 1 (0.3 1
Animal Bite 1 ( 0.5} 1 0 V] 0 o]
Radiug Fracture 0 Ju] 1] 0 1 { 0.5 i
Investigations a 0 0 0 1 (0.5 1
Blood Creatine Phesphokinase Increased 0 Q 0 o 1 (0.5 1
Metabolism And Nutrxition Discrdars 1 10.5) 1 0 0 0 0
Hypokalaemia 1 ( 0.5) 1 4 o] 0 Q
Musculoskeletal And Connective Tissue Disorders 4 (1.9 i1 8 { 3.7} 9 0 0

N: The number of subjects dosed with each treatment, cr the number of subjects in the safety populatien 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).

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

Reference; 600 pg {3*200 pg tablets] levothyroxine cld formulatien.
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Table 15.3.1.2 Summary of Treatmant-Emergent Adverse Events by Intensity {Safety Populatien)
Total
Subjects (N=216) Events (n=283)
Mild Moderate Sgvere .
Syatem Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) n n (%) n
Arthralgia 1 (0.5 3 2 (0.9} 2 0 0
Back Pain 1 ( 0.5} 1 3 (1.4) 3 ] 1]
Musculoskeletal Discomfort 1 (0.5 2 0 0 o 0
Musculoskeletal Pain 0 0 1 0.3 1 0 0
Myalgia 1¢0.3) 1 1 0.3} 1 0 0
Neck Pain 1 ¢ 0.5) 2 0 ] 0 0
Pain In Extremity 2 (0.9 2 1 (0.9 1 0 0
Sensation Of Heaviness 1] 0 1 (0.5) 1 0 0
Mervous System Discrders 43 { 19.8) 65 25 { 11.6} 34 0 V]
Disturbance In Attention 0 0 1 { 0.5 1 h] o]
Dizziness 8 (3.7} ] 2 (0.9 2 0 0
Dysgeusia 1 (0.5 1 0 0 0 0
Headache 35 { 16.2) 50 23 | 10.6) 2% 0 s
Paraesthesia 1 (0.9 1 4] 0 o] 0
Somnolence 2 (0.9 4 2 (0.9} 2 0 0
Psychiatrie¢ Disorders 4 (1.8} g 3 (1.4) 3 [\] 0
Agitation 2 [ 0.9) 4 1 (0.5 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: 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 for the tetal
summary as the denominator {n/N*100).

Test: 800 pg (3*200 ng tablets) levothyroxine new formulation,

Reference: 600 png {3*200 png tablets) levothyroxine old formulation.
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Table 15.3.1.2 Summary of Treatment-Emergent Adverse Events by Intensity (Safety Pcpulation)
Total
Subjects (N=216) Events (n=283)
Mild Moderate Severe
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) n n (%) n
Apathy 0 a 1 10.5) 1 0 0
Depresaed Mood 1 (0.5 1 1 (0.5 1 0 0
Euphorig Mood 14{0.5 2 0 0 Q 0
Libido Decreased 1 {0.5) 1 0 0 0 0
Reproductive System And Breast Disorders 6 ( 2.8} 3 0 0 a 0
Breast Pain 1 ¢ 0.3) 1 0 0 0 0
Menstruation Delayed 3 ( 1.4) 3 o] 0 0 1]
Menstruation Irregular 2 (0.9 2 0 0 0 0
Respiratory, Thoracic And Mediastinal Discorders T (3.2) 8 4 {1.9) 4 V] 0
Cough 1 { 0.5} 1 1 ¢ 0.5) 1 0 0
Dyspnoea o] 0 i (0.5 1 0 0
Epistaxis 2 (0.9 2 0 0 0 0
Oropharyngeal Pain 4 { 1.9 4 2 (0.9 2 o] 0
Threat Irritation 1 {0.5) 1 1] 0 0 V]
Skin And Subcutaneous Tissue Disorders g8 (3.7} 9 2 { 0.9} 4 0 il
Ingicedema 1 (0.5 1 J 0 0 0

N: The number cf subjects dosed with each treatment, or the number of subjects in the safety population for
the total summary; n: Nomber 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}.

Test: 600 pg (3*200 pg tablets) levothyroxine new fermulation.

Reference: 600 ng (3*200 ug tablets) levothyroxzine cld formulation.

/project24/ep/blinded/e?10899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.1.2.8as
11DEC2014 00:01

Drocument No.0%00babe8085bb46 v1.0 CONFIDENTIAL 125/1628
INFORMATION D



EMR200125-001 Page 126 of 1628

Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. old formulation
EMR 200125-001
Merck Serono Page 19 of 18
EMR 200125~-001 Confidential
Tabie 15.3.1.2 Summary of Treatmant-Emergent Adverse Events by Intensity (Safety Population)
Total
Subjects (N=216) Events (n=283
Mild Moderate Severe o
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n {%) n n (%) n n {%) n
Dry Skin 2 (0.9 2 0 0 0
Hyperhidrosis 1 { 0.5} 1 2 ¢ 0.9 2 ] 0
Rash 3 (1.4} 3 0 0 o} 1]
Rash Papular 1 ¢ 0.5} 1 [ 0 a a
Swelling Face 1 (0.5 1 0 0 0 Q
Vascular Disorders 2 (0.9 2 1 (0.5 1 0 0
Hot Flush 2 { 0.9 1 { 0.3 1 0 0

N: The number of subjects dosed with each treatment, or the number of subjects in the safety populatien 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}.

Test: 600 ng (3*%200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Population)

Test Reference .
Subjects (N=209} Events {n=118) Subjects (N=211) Events {(n=165)
Related Not Related Related Hot 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 35 ( 1l6.71) 687 37 (17 51 39 ( 18.5) 87 39 ( 18.5) 78
Blood And Lymphatic System Disorders ] 0 0 ¢} 0 o] 1 {0.5) 1
Lymphadenopathy o} 0 0 a 0 0 11 0.3) 1
Cardiac Disorders 2 (1.0} 3 0 o] 3 (1.4} 4 1 {0.5) 1
Palpitations 2 (1.0} 3. 1] 0] 3 (1.4) 4 0 0
Sinus Tachycardia 0 0 .0 0 0 0 14{0.5) i
Ear And Labyrinth Disorders [ 0 0 0 0 0 1 ¢ 0.5
Hearing Impaired 0 0 o 0 0 1 (0.5)
Gastrointestinal Discrdexs 10 ( 4.8) 15 4 ( 1.9) 7 TN 10 8 { 3.8) 19
Abdominal Discomfort 1 ( 0.5) 1 0 o 0 0 ol 0
Abdominal Pain 2 (1.0) 5 3 (1.4 41 2 (0.9 3 200.9) 4
Abdominal Pain Lowsr 1 { 0.5) 1 0 Q 0 a 0 0
Constipation 1 ( 0.5) 1 0 0 0 0 0 o]
Diarrhoea 5 ¢ 2.4} 5 1 (0.5 1 5 2.4} 3 5 ( 2.4) 5
Dry Mouth 0 0 0 0 1 0.5} 1 0 0

H: The number of subjects dosed with each treatment, ¢r the number of subjeects in the safety population for
the total summary; n: Number cof 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*100j}.

Test: 600 pg (3*200 pg tableta) levothyroxine new formulation.

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Population}
Test Reference
Subjects (N=209)}) Events {n=118) Subjects (N=211) Events (n=1653)
Related Not Related Related Not Related
Syatem Organ Class Subjects Events Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%} n n (%) n n (%) T
DySpepsia [ 0 0 o} 0 V] 1 (0.5 1
Epigastric Discomfort 0 a 1] 0 q 0 1( 0.5 1
Eructation 1 ( 0.5) 1 0 0 0 ] 0 0
Nausea 1 { 0.5 1 2 (1.0 2 1 (0.9 1 3 ¢ 4) q
Vomiting a ] 4] 0 0 0 3 4) 4
General Disorders And Administration Sited ( 2.4) 3 3 (1.4} 3 5 (2.4 7 1 {0.5) 1
Conditicns
Asthenia 0 0 0 bl 1 (0.5 1 0 0
Axillary Pain 0 0 u] 0 1 (0.5 1 0 0
Catheter Site Phlsebitis 0 ] 3 (1.4 3 0 o] 1 4{0.5) 1
Fatique 2 (1.0 2 o} 0 1 (0.9 1 lu] 0
Feeling Hot 2 (1.0 2 0 o] 1 (0.5 1 1] 0
Malaise Q 0 0 4] 1 (0.5 1 (] 0
Sengation Of Pressure 1 ( 0.5) 1 0 0 1 (0.5 2 0 o
Immune System Disorders 0 0 1 (0.9 1 ] 0 0
Seasonal Allergy 0 0 1 (0.5 1 a 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: Namber of subldects with apecific 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}. :

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Pable 15.3.1.3 Summary of Treatment-Emergant Adverse Events by Causality to Study Drug (Safety Population)
Test Reference
Subjects (N=205} Events {(n=118) Subjects (N=211) Events (n=163}
Related Not Related Related Not Related
System Qrgan Class Subjects Events Subjects Events Subjects Events Subjects Events
Preferred Term n (%) n n (%) n n {%) n n (%) n
Infections And Infestations 0 W] 17 (8.1 19 1 (0.5 1 17 { 8.1} 19
Folliculitis 0 o 0 0 1 (0.5 1 ] 0
Nasopharyngitis Q 0 10 ( 4.8) 11 0 0 12 { 5.7) 14
Oral Herpes 0 0 14{0.5 1 o] W] 2 { 0.9 2
Otitis Megdia 0 0 1 { 0.5 1 0 0 0 0
Pharyngitis 0 Q 1 ( 0.5) 1 0 [ 0 0
Rhinitis 0 0 2 (1.0) 2 0 0 3 (1.4 3
Tonsillitis 0 1] 3 ( 1.4} 3 o 0 0 0
Injury, Poiscning And Procedural 0 0 1 (0.5 1 0 0 1 (0.5 i
Complications ’
Animal Bite o o Q 0 0 0 1 ( 0.5) 1
Radius Fracture 0 1] 1 (0.5 1 9 0 0 0
Investigations 0 o 1 ¢ 0.5) 1 0 0 0 0
Blood Creatine Phosphokinase Increased( 0 1t 0.5 1 0 o] o] 0
Metabolism And Nutrition Disorders 0 0 1 {90.5) 1 0 0 a 0
Hypokalaemia 0 0 1 (0.5) 1 0 0 0 0

MN: The number of subjects dosed with sach 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 aumber of subjacts in the safety population for the total
summary as the denominator (n/N*100}.

Test: 600 pg {3*200 pg tablets) levothyroxine new formulation.

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

/project24/ep/blinded/e21089% merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.1.3.s5as
11DECZ2014 00:01

Document No.0900babe8085bb46 v1.0 CONFIDENTIAL 129/1628
INFORMATION i



EMR200125-001 Page 130 of 1628

Levothyroxine Bioequivalence trial of new levothyroxine formnlation vs. old formulation
EMR 200125-001 :

Merck Serono Page 4 of 12

EMR 200125-001 Confidential
Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Populatiocn)
Test Reference
Subjects (N=209) Events {n=118} Subjecta (M=211) Events (n=165)
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
Musculoskeletal And Connective Tissue 2 (1.0) 3 1 (0.5 1 5 ( 2.4) g 3 (1.4) 7
Discrders
Arthralgia 0 0 0 0 2 0.9 4 1 (0.5 1
Back Pain 1 (0.5 1 14¢0.% 1 0 o] 2 | ) 2
Musculoskeletal Discomfort 0 0 o} 0 0 ] 1 ¢ 0.5 2
Musculoskeletal Pain 11 0.5) i 0 0 0 ] ] 0
Myalgia 0 0 0 0 2 (0.9 2 0 0
Neck Pain 0 0 0 0 [} 0 1 {0.5 2
Pain In Extremity [ 0 b] q 3 (1.4) 3 0 0
Sensation Of Heaviness 1 ¢ 0.5) 1 bl a 0 0 0 V]
Nervous System Disorders 19 { 5.1 30 10 { 4.8) 13 22 ( 10.4} 36 i5 { 7.1} 20
Disturbance In Attention 1 ¢ 0.5) 1 0 0 0 [ V] 0
Dizziness 3 (1.4} 4 0 0 5 (2.4) 5 2 (0.9 2
Dysgeusia 1 ( 0.5} 2 ] 0 0 0 ¢ 4
Headache 16 ( 7.7) 22 10 ( 4.8} 13 16 ( 7.8) 26 13 ¢ 6.2) 1B
Paraesthesia 1 [ 0.5) 1 0 0 Q 0 0 9
Somnolence 1 (0.5 1 0 o 3 (1.4) 5 0 0

N: The number of subjects dosed with each treatment, or the number of subjects in the safety populaticn 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 subjecta in the safety population for the total
summary as the dencminatecr (n/N*100).

Test: 00 ng (3*200 pg tablets} levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation,
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Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Population)
Test Reference
Subjects (N=209) Events (n=118) Subjects (N=211)} Events (n=1465}
Related Net Related Related Not Related
System Qrgan Class Subjects Events Subjects Events Subjects Events Subjects Events
Preferred Term ) n (%} n n (%) n n (%} n n (%) n
psychiatric Disorders 5 ( 2.4) 5 ] 0 2 (0.9) 5 1 (0.5 1
Agitation 2 {1.0) 2 0 0 1 0.5 3 o] ]
Apathy T (0.5} 1 0 0 0 0] 0 ]
Depressed Mood 1 (0.9 1 0 0 1 10.5) 1 0 0
Euphoric Mood 0 0 0 o] i ( 0.5) 1 ¢ 0.%) 1
Libido Decreased 14{0.5 1 1] 0 0 0 0 0
Reproductive System And Breast Disorders 0 0 1 {0.3) 1 5 (2.4) 3 0 0
Breast Pain o 0 1 ¢ 0.5 1 [H 0 1] 1]
Menstruation Delayed \] a 0 ¢] 3 (1.9) 3 o} o
Menstruation Irregular 0 0 0 0 2 (0.9 2 33 a
Respiratory, Thoracic And Mediastinal 0 0 3 (1.4) 3 3 (1.4) 3 S [ 2.4) 6
Discrders
Cough 0 o] 1 (0.5 1 a 0 1 (0.5 1
Dyspnoea 0 ] Q 0 1t0 1 0 Q
Epistaxis 0 0 1 (0.5 1 1{0.5 1 0 ]
Orcpharyngeal Pain 4] 0 1 (0.5 1 0 o] 3 { 2.4) 5

N: The number of subjects dosed with each treatment, or the number of subjects in the safety population for
the total summary; n: Nuomber 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}.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Population}
Test Reference
Subjects (N=209) Events (p=118} Subjects (N=211) Events (n=165}
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
Throzt Irritation 0 I 0 0 14 0.5 1 1] bl
Skin And Subcutanecus Tissue Disorders 4 (1.9 4 0 1] 5 { 2.4) 6 1 ( 0.5) 1
Angioedema 0 1} 0 V] 1 (0.5 1 0 0
bry Skin 0 0 Q [} 2 (0.9 2 0 0
Hyperhidrosis T (0.3 1 a g 2 {0.9) 2 Q 0
Rash 1 (0.3 i 0 0 1 (0.5} 1 1 (0.5 1
Rash Papular 1 { 0.5 1 0 0 0 0 0 a
Swelling Face 1 (0.5 1 0 0 0 0 0 0
Vascular Disordera 2 (1.0} 2 0 o] 1 (0.5 1 0 0
Hot Flush z2 (1l.0) 2 o] g 1 (0.5) 1 0 o]

N: The number of subjects dosed with each treatment, or the number of subjects in the safety populaticn 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 pcpulation for the total
summary as the denominator (n/N*100).

Test: 600 pg {3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Population)

Total
Subjects (N=216) Events (n=283}

Related Not Related
System Organ Class Subjects BEvents Subjects Events
Preferred Term n (%) n n (%) n
Subjects with events and total events 61 { 28.2} 154 69 { 31.9) 129
Bigod And Lymphatic System Disorders 1] 0 1 (0.5 1
Lymphadencpathy ¢ 0 1 ¢ 0.5) 1
Cardiac Disorders 5 2.3} 7 1 ¢ 0.5 1
Palpitaticns .5 2.3) 7 0 0
Sinus Tachycardia a 0 1¢{ 0.5 1
Ear Bnd Labyrinth Discrders 0 0 1 { 0.5} 1
Hearing Impaired a 0 1 (0.3
Gastrointestinal Disorders 15 { 6.9) 25 11 { 5.1) 26
Ahdominal Discomfort 1 (0.3 1 0 0
Abdominal Pain 3 (1.4) 8 S (2.3 g
Abdominal Pain Lower 1 ¢ 0.5) 1 0 1]
Constipation 1 { 0.5} 1 1] o]
Diarrhoea § ( 3.7) . 10 6 { 2.8) 6
Dry Mouth 1 (0.5 ’ 1 ] 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: %: caleulated 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) .

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

Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulaticn.
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Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Population)
Total
Subjects [N=21€) Events {n=283)
Related Not Related o
System Organ Class Subjects Events Subjects Events
Freferred Term n (%) n n (%) n
Dyspepsia 4] 0 1 ( 0.5) 1
Epigastric Discomfort Q 0 1 ¢0.3 1
Eructation 1 (0.5} 1 0 0
NHausea 2 (0.9} 2 5 ( 2.3) 3
Vomiting 0 i} 3 {1.4) 4
General Disorders And Administration Site Conditions 9 { 4.2) 12 4 (1.9 91
Asthenia 1 ( 0.5} 1 o] o]
Axillary Pain 1 (0.5 1 0 0
Catheter Site Phlebitis ¢ 0 4 (1.9) 4
Fatigque 3 (1.9 3 0 0
Feeling Hot 3 ( 1.4) 3 0 0
Malaise 11{ 0.3 1 0] 0
Sensation Of Pressure 1 { 0.3) 3 [ 0
Immune System Discorders 0 0 1 (0.5 1
Seasonal Allergy 0 1] 1 { 0.5} 1
Infections And Infestations 1 (0.5 1 32 { 14.8} 38

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 vsing 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).

Test: 600 ug (3*200 pg tablets) levothyroxine new formuiation.

Referenca: 600 pg (3*200 pg tablets) levothyroxine old formulatioen.
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Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Prug (Safety Population)

Total
Subjects (N=216) Events {(n=283)

Related Not Related
System Organ Class Subjects Events Subjects Events
Preferred Term n (%) n n (%) n
Folliculitis 1 { 0.5) 1 Y] 0
Nasopharyngitis 0 0 22 (10.2) 25
Cral Herpes 0 0 3 (1.4} 3
Otitis Media 0 0 1 (0.5 1
Pharyngitis 0 0 1( 0.5 1
Rhinitis 0 a 5 ( 2.3) 3
Tonsillitis 0 ] 3( 1.4% 3
Tnjury, Polsoning And Procedural Complications 0 Q 2 (0.9 2
Animal Bite ] 1 ¢ 0.5) 1
Radius Fracture 1] 0 1 { 0.5) 1
Investigations 0 0 1 ¢ 0.5) 1
Blood Creatine Phosphokinase Increased o 0 1 (0.5 1
Metabolism And Nutrition Disorders Q : 0 1 (0.5 1
Hypokalaemia ] 0 I ¢ 0.5 1
Musculoskeletal And Connective Tissue Disorders 6 ( 2.8) 12 4 (1.9} |

¥: 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 desed with each treatment, or the number of subjects in the safety population for the total
summary as. the denominater (n/N*100).

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

Reference: 600 pg (3*%200 pg tablets) leveothyroxine old formulation.
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Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety pPopulaticn)

Teotal
Subjects (N=216) Events (n=283)

Relzted Not Related
System Organ Class : Subjects Events Subjects Events
Preferred Term n (%) n n (%) il
Arthralgia 2 (0.9} 4 1 (0.5 1
Back Pain 1 (0.5 1 3(1.4) 3
Musculoskeletal Discomfort Q 0 1 (0.5} 2
Musculoskeletal Pain 1 (0.5 1 o] 0
Myalgia 2 1 0.9) 2 Q 0
Neck Pain o] 0 1 { 0.5) 2
Pain In Extremity 31 1.4) 3 0 0
Sensation Of Heaviness 1 (0.5 1 Q 1]
Nervous System Disorders 38 { 17.6} €66 23 { 10.6}) 33
Disturbance In Attention 1 (0.5} 1 0 ]
Dizziness 70 3.2y 9 2 (0.9 2
Dysgeusia 1 (0.5 1 0 0
Headache 31 ( 14.4}) 48 21 { 9.7) 31
Paraesthesia 1 (0.5} 1 G 0
Somnolence 4 ( 1.9) 6 o 0
Psychiatric Disorders 7 (3.2) 10 1{0.9) 1
Agitation 3 (1.4) 5 0 o

N: The number of subjects dosed with each treatment, or the number of subjects in the safety populaticn for
the total 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 denominateor (n/N*160).

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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Table 15.3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Population}
Total
Subjects {N=216) Events (n=283)
Related Not Related
System Organ Class Subjects Events Subjects Events
Preferred Term n (%) n n (%) . n
Apathy 1 ({ 0.5) 0 0
Depressed Mood 2 (0.9 2 V] 0
Euphoric Mood 1 (0.5 1 1 ( 0.5) 1
Libido Decreased 1 { 0.5) 1 0 li]
Reproductive System And Breast Disorders 5 { 2.3) 5 1 (0.5 1
Breast Pain o] [ 1 {0.5 1
Menstruation Delayed 3(11.4) 3 1] o]
Menstruation Irregular 2 (0.9 2 0 0
Respiratery, Thoracic And Mediastinal Disorders 3 (1.4} 3 8 (3.7} 9
Cough V] 0 2 (0.9 2
Dyspnoea 1 (0.5 1 0 0
Epistaxris 1 (0.5 1 1 (0.5 1
Oropharyngeal Pain 0 4} 6 ( 2.8) 6
Throat Irritation 1 (0.5) 1 0 0
Skin And Subcutanecus Tissue Discrders 9 (4.2} 10 1 ¢ 0.5} 1
Angioedena 1 ¢ 8.9 1 0 0

N: The number of subjects dosed with each treatment, or the number of subliects in the safety population for
the total summary; n: Mumber 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).

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15,3.1.3 Summary of Treatment-Emergent Adverse Events by Causality to Study Drug (Safety Population}
Total
Subjects (N=216)} Events (n=283)
Related Not Related —

System Organ Class Subjects Events Subjects Events

Preferred Term : n (%) ) n n (%) n

Dry Skin 2 (0.9 z 0 -0

Hyperhidrosis 3 (1.9 3 0 ]

Rash 2 (0.9 2 1 ¢ 0.5) 1

Rash Papular 1 ( 0.5) 1 0 o]

Swelling Face 1 ¢ 0.3 1 0 0
Vaacular Disorders 3 (1.9} 3 o] 0

Hot Flush 3 (1.4} 3 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 denominator (n/N*100).

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

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

/project24/ep/blinded/e210889_merc/stats/versioncontrol/primary/scripts/program/main/TFL pregrams/Tables/Table
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Table 15.3.1.4 Summary of Treatment-Emergent Adverse Events Leading to Discontipuation {Safety Population)
Test Reference ‘Total
{(N=209) (N=211) (N=216)
System Organ Class Subjects Events Subjects Events Subjects Events
Preferred Term n {%) n n (%} n n (%) n -
Subjects with events and total events 3 (1.4 3 2 (0.9 4 5 ( 2.3) 7
Cardiac Disorders 0 0 1 ¢ 0.9 € 1 (0.3 1
Sinus Tachycardia 0 0 1 ¢ 0.5 1 1 (0.5 1
Gastreintestinal Disorders o 4] 1 (0.5} 2 1 (0.5 2
Diarrhoea 4] 0 { 0.5) 1 1 (0.5 1
Nausea 0 a 1 { 0.5} 1 1 { 0.5} 1
Infections And Infestations 1 {0.5) 1 0 0 14{0.5) 1
Otitis Media 1 ( 0.5} b3 0 ] 1 (0.5} 1
Investigations L {0.5 1 0 0 1 (0.5 1
Blood Creatine Phosphokinase Increased 1{0.5 i 0 g 1 (0.5 1
Nervous System Disorders 0 0 1 (0.5 1 { 0.5) 1
Dizziness 0 1] 1 (0.5 1 1 ¢ b 1
Psychiatric Disorders 1 (0.5) 1 a 1] 110, 1
Depressed Mood 1 (0.5} 1 0 0 1t 0. 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 vsing 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).

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

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

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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formulation

15.3.2

Table 15.3.2.1

Listing of Deaths, Other Serious and Significant Adverse
Events

Serious Adverse Events with Outcome Death (Safety Population)

Table 15.3.2.2 Serious Adverse Events (Safety Population)

Table 15.3.2.3 Serious Adverse Events Leading to Study Discontinuation (Safety
Population)
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Table 15.3.2.1 Serious Adverse Events with Outcome of Death (Safety Populaticn)

Action
Subject Resolution Taken
Homber/ Syatem Org.Class/ Date/ with Other
Random Preferred Term/ Serious Onset Date Time(AE Relatio- Study Action Treatment
Number Reported Term Criteria /Time Duration) Severity -nship Treatment Taken Qutcome at Onset

There was no serious adverse event with Qutcome of Death in this trial.

/project2d/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.2.1.8as
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Table 15.3.2,2 Sericus Adverae Events ({(Safety Populaticn)
Resolution Action
Subject Date/ Taken
Number/ System Crg.Class/ Time (AR with Other
Random  s"Preferred Term/  Serious Onset Date Duration Relatic- Study Action Treatment
Numhquﬁdéy Reported Term Criteria /Time hh ;mm) Severity -nship Treatment Taken Outcomg at Cnset
1 Injury, Poisoning And Yes 23-01-2014 27-01-2014 Severe Not Not Multiple Recovere Test
#y Procedural /17:00 {102:59) Relaztad Applicable d/Reselv
Complications / ed
Radius Fracture /
Dislocated Distal
Radius Fracture Right
side
Infections And Yes 26-04-2014 11-05-2014 Moderate Not Prug Multiple Recovere Test
- Infestations / /2100 /10:00 Related Withdrawn d/Resolv
: Otitis Media / {368:00) ad

otitis Media Left Ear

MedDRA: Medical Picticnary for Regulatory Activities; AE duration = AE Resolution date/time - Onset Date/time
Test: 800 pg (3*200 ng tablets) levothyroxine new formulation.

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

A1l adverse events (AEs) are coded using MedDRA versicn 17.0.

/project24/ep/blinded/e210899_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Table 15.3.2.3 Serious Adverse Events Leading tc Study Discontinuation ({(Safety Population)

Resclution Acticn
Subject Date/ Taken
Number/ System Org.Class/ Time (AE with Other
Random 4##’1 Preferrsed Term/ Serious Onset Date Duration Relatio- Study Action Treatment
Numbeg%j Reported Term Criteria /Time hh :mm}) Severity -nship Treatment Taken Outcome at Onset o
- Infections And Yes 26-04-2014 11-05-2014 Moderate Not Drug Multiple Recovere Test
i Infestations / /2100 /10:00 Related Withdrawn d/Rescly
Otitis Media / {368:00) ed

Otitis Media Left Ear

MedDRA: Medical Dictionary for Regulatory Activities; AE duration = AE Resclution date/time - Onset Date/time
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation,

Reference: 600'ug {3*200 ng tablets) levothyroxine old formulatiom.

All adverse events (AEs) are coded using MedDRA version 17.0.

/project24/ep/blinded/e210899_merc/stats/versionecontrol/primary/scripts/program/main/TFL programs/Tables/Table
15.3.2.3.sas
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15.3.3 Narratives of Deaths, Other Serious and Certain Other
Significant Adverse Events

There were no deaths reported during this trial.
Two SAEs were reported during the trial:

e Subjeci “had an SAE of severe radius fracture considered unrelated to IMP. The event of
radius fracture also led to withdrawal of the subject from: the trial.

i

e Subject " had an SAE of moderate otitis media considered unrelated to IMP.
&

Five (5) subjects hz}_d either IMP withdrawn, or were withdrawn from trial entirely:

ot
L

o Subject . was withdrawn from the trial due to an AE of moderate sinus tachycardia
considered unrelated to IMP.

s  Subjeci ~ = was withdrawn from the trial due to AEs of mild dizziness, moderate diarrhoea,
and mild nausea; all considered unrelated to IMP.

“ had IMP withdrawn due to moderate depressed mood considered related to

s  Subject
IMP. ¥
o Subject - - was withdrawn from the trial due to an AE of severe elevated blood creatinine

phosphokinase considered unrelated to IMP.

e Subject rwhad IMP withdrawn due to an SAE of moderate otitis media considered
unrelated to IMP (see SAE narrative).
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15.3.3.1 Serious Adverse Event Narratives
Subject Number: -
Age (years): : " o438
Gender: Female
Race / Ethnicity White / Not Hispanic or Latino
Weight (kg): 533
Height (cm): 160
BMI (kg/m®): 20.8

Reason for Narrative: SAE

et
3

Subject , f‘ a 48-year-old female, was randomized to Sequence 2 (Reference/Test) and
receiv€d Reference treatment on 11 Dec 2013 at 12:15 and Test treatment on 16 Jan 2014 at
9:21. The subject had unremarkable medical history including herpes zoster (in 1980), tibia
fracture (in 2007), dysmenorrhea (in 2007), limb operation (leg) (in 2007), and uterine dilation

and curettage (in 2007).

On 23 Jan 2014 (at 17:00) (approximately 7 days after last IMP dose), the subject fell down and
experienced a severe SAE of radius fracture (right arm) considered unrelated to IMP. On
24 Jan 2014, surgery (open reposition) was performed. The subject was discharged on 27 Jan
2014 and the SAE of radius fracture was considered resolved on the same day.

The subject received 600 mg ibuprofen orally three times daily from 24 Jan 2014 until
29 Jan 2014, 5 mg Oxygenic® orally as needed from 24 Jan 2014 until 25 Jan 2014, 10 mg
Targin® orally as needed from 24 Jan 2014 until 25 Jan 2014, and 500 mg Novaminsulfon®
orally as needed from 24 Jan 2014 until 27 Jan 2014; all as treatment for the event of radius
fracture. As prophylaxis for gastric ulcer the subject also received 40 mg Pantoprazole® orally
once daily from 24 Jan 2014 until 27 Jan 2014.
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-

Subject Number:
Age (years): , ‘?11
Gender: Female
Race / Ethnicity White / Not Hispanic or Latino
Weight (kg): 62.0
Height (cm): 165
BMI (kg/m?): 22.8
Reason for Narrative: SAE (IMP withdrawal)
Lt
Subject ?ima 41-year-old female, was randomized to Sequence 1 (Test/Reference) and

received¥only Test treatment on 31 Mar 2014 at 9:15. The subject had unremarkable medical
history of developmental hip dysplasia (from 1972 until 1999), with hip surgery in 1998 and
1999, appendicitis and appendectomy (in 1996), spontaneous abortion (in 1999), and caesarean
section (in 2000).

On 26 Apr 2014 (at 2:00) (approximately 26 days after last IMP dose), the subject experienced a
moderate SAE of otitis media considered unrelated to IMP. Due to exacerbation the subject was
hospitalized on 27 Apr 2014. Tympanic drainage of (left) middle ear for treatment of otitis media
was performed on 30 Apr 2014 and the subject was discharged from hospital on 03 May 2014.
The SAE of otitis media resolved on 11 May 2014 and the IMP was withdrawn on 20 May 2014,

Other AEs reported included mild hypokalaemia and moderate tonsillitis from 27 Apr 2014 until
11 May 2014. Both events were considered unrelated to IMP by the investigator.

The subject received 1000 mg Novaminsulfon® orally three times daily from 27 Apr 2014 until
1 May 2014 and 90 mg Cymbalta® orally once daily from 29 Apr 2014 until 11 May 2014 for
otitis media, and 1500 mg Cefuroxim® intravenous (IV) three times daily from 27 Apr 2014
until 3 May 2014 for otitis media and tonsillitis. The subject received Propofol® as sedative
during tympanic drainage on 30 Apr 2014, For the treatment of hypokalaemia the subject
received 1 potassium tablet (unknown dose) orally three times daily from 27 Apr 2014 until

4 May 2014.
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15.3.3.2 - Adverse Event Withdrawal Narratives

Subject Number:

Age (years): 34
Gender: Female
Race / Ethnicity White / Not Hispanic or Latino
Weight (kg): 60.0
Height (cm): 168
BMI (kg/m®): 21.3
Reason for Narrative: AE leading to withdrawal
Subject i, a 34-year-old female, was randomized to Sequence 2 (Reference/Test) and

received only Reference treatment on 6 Dec 2013 at 9:15. The subject had no reported medical
history.

On 10 Jan 2014 (approximately 35 days after last IMP dose), the subject presented with a
moderate AE of sinus tachycardia (asymptomatic) considered unrelated to the IMP by the
investigator. The event resolved on 16 Jan 2014 and the subject was withdrawn from the trial on
the same day. No concomitant therapy was administered. A summary of relevant vital signs
results is provided below.

Other AEs reported for this subject included mild angioedema and mild dry skin on 7 Dec 2013
and an event of mild delayed menstruation from 18 Dec 2013 until 15 Jan 2014; all three events
were considered related to IMP by the investigator. The angicedema was treated with a local
cooling pack before resolving, no other concomitant therapy was provided.

Time Point SBP (mmlHg} DBP (mmHg) Pulse (bpm)
Screening (22 Nov 2013) 138 87 78
Period 1, 24 hours predose (5 Dec 2013) 114 63 84

*| 50 min predose (6 Dec 2013) 124 77 79
2 hours postdose (6 Dec 2013) 127 74 71
3 hours postdose (6 Dec 2013) 121 81 72
6 hours postdose (6 Dec 2013) 115 71 88
12 hours postdose (6 Dec 2013) 118 77 75
24 hours postdose (7 Dec 2013} 118 74 87
48 hours postdose (8 Dec 2013} 133 78 80
72 hours postdose {9 Dec 2013) 145 86 86 (Abnormal/NCS)
* Period 2, 24 hours predose (10 Jan 2014) 136 78 111 {Abnormal/NCS)
50 min predose (11 Jan 2014) 145 81 119 {Abnormal/NCS)
50 min predose (11 Jan 2014) (repeat) 153 91 112 (Abnormal/NCS)
Follow-up (15 Jan 2014} 151 83 108 (Abnormal/NCS)

Bpm = beats per minute; DBP = diastolic b[ood pressure; NCS = not clinically significant; SBP = systolie blood pressure -
*Note: Test treatment was not administered due to sinus tachycardia
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Subject Number: w‘l 7 .
Age (years): 30
Gender: Female a
Race / Ethnicity White / Not Hispanic or Latino
Weight (kg): 73.0
Height (cm): 171
BMI (kg/m?): -25.0
Reason for Narrative: AE leading to withdrawal
Subject _, “a 30-year-old female, was randomized to Sequence 2 (Reference/Test) and

received only Reference treatment on 23 Jan 2014 at 9:33. The subject had unremarkable

medical history of tonsillitis and tonsillectomy (in 1992), allergy to animals (since 1993), and
upper limb (arm) fracture (in 1994).

On 26 Feb 2014 (approximately 34 days after last IMP dose), the subject presented with mild
dizziness at 8:00. At 17:00 on the same day, the subject presented with moderate diarrhea and
mild nausea. The diarrhea and nausea resolved on 2 Mar 2014 and the dizziness resolved on
4 Mar 2014. The subject was withdrawn from the trial on 2 Mar 2014. All three events were
considered unrelated to IMP by the investigator. No concomitant therapy was administered.

No other AEs were reported.
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Subject Number: ’

Age (years): 26

Gender: Female B
Race / Ethnicity White / Not Hispanic or Latino

Weight (kg): 71.3 |

Height (cm): ' 179

BMI (kg/m?): 223

Reason for Narrative: AE leading to withdrawal
Subject | ,Zﬁa 26-year-old female, was randomized to Sequence 1 (Test/Reference) and

received only Test treatment on 17 Feb 2014 at 9:39. The subject had no reported medical —
history.

On 22 Feb 2014 (approximately 5 days after last IMP dose), the subject presented with moderate

depressed mood at 10:00. The depressed mood resolved on 24 Feb 2014 and the IMP was

withdrawn on 7 Apr 2014. The depressed mood was considered related to IMP by the
‘investigator. No concomitant therapy was administered.

‘No other AFs were reported.
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Subject Number:

Age (years):
Gender:

Race / Ethnicity
Weight (kg):
Height (cm}:
BMI (kg/m?):

Reason for Narrative:

T

£\

46

Male

White / Not Hispanic or Latino
77.5

174

25.6

AE leading to withdrawal

Subject ,a 46-year-old male, was randomized to Sequence 1 (Test/Reference) and received
only Test treatment on 17 Mar 2014 at 9:45. The subject had unremarkable medical history of
tendon rupture (in 2002), and ureteric stenosis and ureteric surgery (in 2009).

On 21 Apr 2014 (approximately 35 days after last IMP dose), the subject presented with severe
elevated blood creatinine phosphokinase (CPK) and was withdrawn from the trial on the same
day. The elevated blood CPK was considered unrelated to IMP by the investigator and resolved
on 2 May 2014, The subject was asymptomatic and ECG results were within normal range. No
other AEs were reported and no concomitant medication was:administered.

A summary of relevant laboratory results are provided below.

ALT (U/L) AST (U/L) CPK (U/L)
Time Point Range: 6 —50 | Range: 0 — 50 Range: 0-171
Screening (11 Mar 2014) 17.4 24.3 162.7
Period 1, 24 hours predose (16 Mar 2014) 16.2 23.5 165.6
Period 2, 24 hours predose (21 Apr 2014) (10:15) 72.1 (H/NCS) 240.6 (H/NCS) 9146.7 (HANCS)
Repeat (21 Apr 2014) (18:06) 64.6 (H/NCS) 209.4 (H/NCS) 7822.1 (H/NCS)
Follow-up {24 Apr 2014) 61.2 (H/NCS) 114.8 (H/NCS) 2988.1 (H/INCS)
Repeat (2 May 2014) 25.1 27.0 220.3 (H/NCS)

ALT = alanine aminotransferase, AST = aspartate aminotransferase; CPK = creatine phosphokinase

H = high (above normal range); NCS = not clinically significant
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15.3.4 Abnormal Laboratory Value Listing (Each Subject)

Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
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Table 15.3.4.1 Ebnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random . ;-" Treatment Test Visit/ Date/Time of From Range
EBEPe;V‘ Sequence (Unit} Timepoint Measurement Result (a,b)} Baseline Low - High
: 3 Treatment Leukeocytes (10°9/L) Screening 18-11-2013/ 3.61 (L, nos) 3.69 - 10.04
Sequence 1 11:47
Protein {g/L) Screening 18-11-2013/ 5.7 (L, ncs) 66.0 - 83.0
11:47
Bmylase (IU/L) Period 1,Day -1/ 01-12-2013/ 101.2 (H, ncs) 28.0 - 100.0
24 H Predose g:10
Leukocytes (1079/L) Period 1,Day -1/ 01-12-2013/ 3.4¢6 (L, ncs)} 3.69 -~ 10.04
24 H Predose §:10 *
Neutrophils (107%/L) Period 1,Day -1/ 01-12-2013/ 1.38 (L, ncs) 1.61 - 6.45
24 H Predose §:10
Thyroxzine {nmol/L} Period 2,Day -1/ 06-01-2014/ 62.2 (L, ncs) 62.7 - 150.8
24 H Predose §:45
Leukccytes (1079/L}) Follow-Up 20-01-2014/ 3.06 (L, ncs) -0.55 3.69 - 10.04
11:22
Neutrophils ({1079/L} Follow-Up 20-01-2014/ 1.30 (L, ncs) -0.59 1.61 - 6.45
11:22
Thyroxine (nmel/L) Follow-Up 20-01-2014/ 35,7 (L, necs) -10.8% 62.7 - 150.8
= 11:22
Treatment Lymphocytes (1049/L) Screening 20-11-2013/ 1,01 (L, nes) 1.08 - 3.00
& Sequence 1 12:17
Protein (g/L) Period 1,Day -1/ 05-12-2013/ 65.0 (L, ncs} 66.0 - 83.0
24 H Predose 9135
Creatine Kinese (IU/L) Period 1,Day -1/ 05-12-2013/ 241.1 (H, nes) 0.0 - 171.0
2¢ H Predose 9:35

a: L = below lower limit of reference range, H = above upper iimit of reference range; b: ncs = not clinically significant,
cs = clinically significant; Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 pg (3*200 pg tablets) levothyrozine cld formulatierd.

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.4.1.s8a8
11DEC2014 00:01
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Pepulation}

Subject
Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Humber Sequence (Unit} Timepoint Measurement Result (a,b) Baseline Low - High
Ketones (mmol/L) Period 1,Day -1/ 10-12-2013/ 0.5 (H, ncs) 0.0 - 0.5
24 H Predose g€:12
Urea (mmol/L) Period 2,Day -1/ 15-01-2014/ 2.692 (L, ncs) 2.80 - 7.20
24 H Predose g:21
Treatment Erythrocytaes (ul) Screening 21-11-2013/ 10.00 {H, ncs} 0.00 - 5.00
o Sequence 1 11:21
'/ Bilirubin {umol/L)} Screening 21-11-2013/ 22.4 (H, ncs) 5.0 - 21.0
11:24
Direct Bilirubin {(umol/L}) Screening 21-11-2013/ 4,2 {H, ncs) 0.0 - 3.4
11:24
Indirect Bilirukin Screening 21-11-2013/ 18.2 (H, ncs) 1.6 - 17.6
{umol/L} 11:24
Monocytes/Leukocytes (%} Screening 21-11-2013/ 14.6 (H, ncs) 5.3 - 14.2
11:24
Frythrocytes (ul) Periogd 2,Day -1/ 10-01-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose §:47
Bilirubin {umcl/L) Periocd 2,Day -1/ 10-01-2014/ 36.8 (H, ncs) 5.0 - 21.0
24 H Predose | §:30
Direct Bilirubin {umol/L} Pericd 2,Day -1/ 10-01-2014/ 5.5 {H, ncs) 0.0 - 3.4
24 H Predese €:50
Indirect Bilirubin Period 2,Day -1/ 10-01-2014/ 31.3 (H, ncs) 1.6 - 17.6
{umesl/L} 24 H Predase 8:50
Glucose (mmol/L) Period 2,Day -1/ 10-01-2014/ 4.04 (L, nca) 4.10 - 5.90
24 H Predose 8:50

ai T = below lower limit of reference range, H = sbove upper limit of reference range; h: nes = not clinically significant,
cs = clinically significant; Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

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

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

fprojectz4/ep/blinded/ez10899_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
15.3.4.1.sas
11DEC2014 00:01
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Table 15.3.4.1 Abneormal Laboratory Values {(Safety Pcpulation)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Meagurement Result (a,b) Baseline Low - High
Potassium (mmocl/I) period i,Day -1/ 05-12-2013/ 3.49 (L, ncs) 3.50 - 5.10
24 H Predose 9:35
Creatine Kinase (IU/L) Period 1,Day -1/ 05-12-2013/ 178.8 (H, nca) 0.0 - 171.0
24 H Predose 16:42
Protein (g/L) Pericd 2,Day -1/ 10-01-2014/ 65.5 (L, ncs) 66.0 - 83.0
24 H Predose 9:42
Thyroxine (nmol/L) Period 2,Day -1/ 10-01-20%4/ 61.3 (L, ncs) 62.7 - 150.8
24 H Predose 9:42
Urea (mmol/L} Period 2,Day -1/ 10-01-2014/ 7.42 (H, ncs) 2.80 - 7.20
24 H Predose 9:42
Protein (g/L) Follow-Up 27-01-2014/ 65.8 (L, ncs) -1.2 66.0 - 83.0
10:06
Thyroxine {nmol/L) Follow-Up 27-01-2014/ 54.8 (L, ncs) -18.4 62.7 - 150.8
10:086
Urea (mmol/L) Follow-Up 27-01-2014/ 8.17 (H, ncs} 3.35 2.80 - 7.20
i 10:06
- Treatment Biliruvbin {umoi/L) Screening 21-11-2013/ 24.3 (H, nes) ) 5.0 - 21.0
Sequence 1 9:43
Chloride {mmol/L) Screening 21-11-2013/ 98.7 {IL, ncs) 101.0 - 1098.0
8:43
Direct Bilirubin {umol/L) Screening 21-11-2013/ 4.4 (H, ncs) 0.0 - 3.4
§:43
Indirect Bilirubin Screening 21-11-2013/ 19.9 {(H, ncs) 1.6 - 17,6
{umol/L) B:43

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

8 clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Segquence 1: Test/Reference; Treatment Sequence 2: Reference/Test.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject

Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Nunber Sequence {Unit} Timepoint Measurement Result {a,b) Baseline FLow - High
Bilirubin (umol/L) Period 2,Day -1/ 10-01-2014/ 22.9 (H, ncs) 5.0 - 21,0
24 H Predose 15:58
Indirect Bilirubin Period 2,Day -1/ 10-01-2014/ 19.9% (H, ncs) 1.6 - 17.6
{umcl/L) 24 H Predcse 15:59
Bilirubin {umocl/L} Follow-Up 27-01-2014/ 21.9 (H, ncs) -0.5 5.0 - 21.0
. 10:486
P Indirect Bilirubin Follow-Up 27-01-2014/ 18.6 (H, ncs) 0.4 1.6 - 17.%
~ {umol/E) 10:46
. - Treatment Leukocytes (1079/L) Screening 22-11-2013/ 12.01 (H, nes) 3.19 - 8.71
o Sequence 2 8:21
~ : Neutrophils (1049/L} Screaning 22-11-2013/ 7.71 (H, ncs) 1.46 - 5.85
§:21
Creatine Kinase (IU/L) Screening 22-11-2013/ 298.4 (H, ngs) 4.0 - 171.0
g§:21
Urea {mmol/L} Screening 22-11-2013/ 2.79 (L, nas) 2.80 - 7.20
B:21
Chloride (mmol/L) Screening 22-11-2013/ 39.5 (L, ncs} 101.0 -109.0
g8:21
Glucese (mmol/L) Screening 22-11-2013/ 3.71 (L, ncs) 4,10 - 5.90
B8:21
Monocytes (10°9/L) Screening 22-11-2013/ 1.23 (H, ncs) 0.30 - 0.92
8:21
Creatine Kinase (IU/L)} Screening 27-11-2013/ 181.6 {H, ncs} 0.0 - 171.0
11:03

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not c¢linically significant,
¢s = clinically significant; Baseline defined as Screening for Follow-Up results.

Treatment Sequence i: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 pg (3*%200 pg tablets) levothyroxine old formulation.
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EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change rReference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Amylase (IU/L) Period 1,Day -1/ 01-12-2013/ 107.7 (H, ncs) 28.0 - 100.0
24 B Predose 9:05
Creatine Kinase (IU/L) Period 1,Day -1/ 01-12-2013/ 212.5 (H, ncs) 0.0 - 171.0
24 H Predcse 9:05
Chloride (mmol/L)} Period 1,Day -1/ 01-12-2013/ 100.8 (L; ncs) 101.0 - 109.0
24 H Predose 9:03
Erythrocytes {(10712/L) Period 1,Day -1/ 01-12-2013/ 5.77 {H, ncs} 4,12 - 5,74
24 H Predose 9:05
Sodium (mmol/L) period 1,Day -1/ 01-12-2013/ 133.5 {L, ncs) 136.0 - 146,0
24 H Predose 9:05
Triacylglycercl Lipase Peried 1,Day -1/ 01-12-2013/ 188.4 (H, ncs) 0.0 - 67.0
(IU/L) 24 H Predose 9:05
Creatine Kinase (IU/L) Period 1,Day -1/ 01-12-2013/ 186.9 (H, ncs) 0.0 - 171.0
24 B Predose 17:04
Leukocytes (1049/L) Period 2,Day -1/ 06-01-2014/ 9.02 (H, ncs} 3.1 - 8.71
24 H Predose 10:08
Creatine Kinase [IU/L) Pericd 2,Day -1/ 06-01-2014/ 15364.9% (H, ncs) 0.0 - 171.0
24 H Predose 10:08
Sodium (mmol/L) Period 2,Day -1/ 06-01-2014/ 135.5% (L, nes) 136.0 - 146.0
24 H FPredose 10:08
Creatine Kinase {(IU/L} Period 2,Day -1/ 06-0i-2014/ 1167.7 (H, ncs) 0.0 - 171,0
24 H Predose 17:22
Protein {g/L} Follow-Up 22-01-2014/ 65.7 (L, ncs} -0.3 66.0 - 83.0
8154

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

¢s = clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence l: Test/Reference; Treatment Sequence 2: Reference/Test,
Test: 600 pg (3*200 pg tablets) levothyroxing new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulaticon.
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Table 15.3.4.1 Abnormal Laboratory Values ({Safety Pcpulation)
Subject
Numbar / Lab Change Reference
Random Treatment Test Vigit/ Date/Time of From Range
Nunmber Sequence {Unit) Timepoint Measurement Result f{a,b) Baseline Low ~ High
Creatine Kinase (IU/L) Follow-Up 22-01-2014/ 322.5 {H, nes) 140.9 0.0 - 171.0
9:54
Bilirubin {(umol/L} Follow-Up 22-01-2014/ 4.3 (L, ncs) -2.17 5.0 - 21.90
9:54
//ﬂ Glucose {(mmol/L) Follow-Up 22-01-2014/ 6.99 (H, ncs} 3.28 4.10 - 5.90
9:54
- Treatment Leukocytes {(1049/L) Period 2,Day -1/ 06-01-2014/ 14.68 (H, ncs) 3.6%9 - 10.04
Sequence 2 24 H Predose 9:59
Neutrophils (1079/L) - Period 2,Day -1/ 06-01-2014/ 11.59 (H, nca) 1,61 - 6.45
24 H Predose 9159
Monocytes/Leukocytes (%) Period 2,Day -1/ 06-01-2014/ 5.0 {L, nes} 5.3 - 14.2
24 H Predose 9:59
Lymphocytes/Leukocytes Period 2,Day -1/ 06-01-2014/ 13.4 (1, ncs) 17.8 - 48.5
(%) 24 H Predose 9:5¢9
Neutrophils/Leukocytes Period 2,Day -1/ 06-01-2014/ 79.0 (H, ncs) 37.% - 10.5
(%) 24 H Predose 9:58
Platelets (10°9/L} Period 2,Day -1/ 06-01-2014/ 374 (H, ncs) 173 - 369
24 H Predose 9:59
/ Erythrocytes (ul) Follow-Up 22-01-2014/ 10,00 (H, necs) 10 .00 - 5.00
8:05
Treatment Urea ({(mmcl/L) Screening 22-11-2013/ 2.73 (L, ncs} 2.80 - 7.20
Seguence 1 g:47
/ Basophils (1079/L) Screening 22-11-2013/ 0.08 (H, ncs) 0,01 - 0.07
§:47
nes = not clinically significant,

cs
Treatment Sequence 1: Test/Reference;
Test: 600 ng (3*200 pg tablets) levothyrozine new formulatien.
Reference: 600 pg

a: L = below lower limit of reference range, H = above upper limit of reference range; b:
= clinically significant; Baseline defined as Screening for Follow-Up rasults.
Treatment Sequence 2: Reference/Test.

{3*200 pg tablets) levothyroxine old formulation.
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EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Populaticn)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Cate/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High o
Protein (g/L) pPeriod 1,Day -1/ 10-12-2013/ 0.25 (H, nocs) 0.00 - 0.09
24 H Predose 8:29
Ketcnes (mmol/L} Period 1,Day -1/ 10-12-2013/ 1.5 (H, ncs) 0.0 - 0.5
24 H Predose 8:29
Erythrocytes (uL) Period 1,Bay -1/ 10-12-2013/ 250.00 (H, ncs) 0.00 - 5.00
24 H Predose 8:25
Bacteria Period 1,Day -1/ 10-12-2013/ PQSITIVE (H, necs)
24 H Predose 8:29
Erythrocytes (/HFF) Period 1,Day -1/ 10-12-201i3/ 10.00 {H, ncs} 0.00 - 3.00
24 H Predose 8:29
Leukocytes {(/HPF} Pericod 1,Day -1/ 10-12-2013/ 20.00 (H, ncs) 0.00 - 4.00
24 H Predose §:29
Leukocytes ({ul} pPericd 1,Day -1/ 10-12-2013/ 100.00 {H, ncs) 0.00 - 9.00
24 H Predose §:29
Squamous Epithelial CellsPeriod 1,Day -1/ 10-12-2013/ 16 (H, ncs) 0 - 15
{/HPF} 24 H Predose 8:29
Erythrocytes {ul) Pariod 1,Day -1/ 10-12-2013/ 25.00 (H, nes) 0.00 - 5.00
24 H Predose 17:33
Erythrocytes {ul) Period 2,Day -1/ 15-01-2014/ 10.00 (H, nes) 0.00 - 5.00
24 H Predose 7:59
Protein (g/L} Follow-Up 03-02-2014/ 63.6 (L, ncs) -2.86 66.0 - 83.0
. 7:36
Urea (mmol/L) Follow-Up 03-02-2014/ 2.61 (L, ncs) -0.12 2.80 - 7.20
7:36

<8

Treatment Sequence 1: Test/Reference;

Test: 600 pg {3*200 pg tablets) levothyroxine new formulatien,

Reference: 600 pg (3*200 pg tablets)

levothyroxine old formulation.

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
= clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 2: Reference/Test.
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Table 15.3.4.1 Abnormal Laboratory Values {Safety Population)
Subject
Number/ Lab Change Raeference
Random Treatment Test visit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Calcium {mmol/L) Follow-Up 03-02-2014/ 2.19 (L, ncs} -0.07 2.20 - 2.65
7:36
f Hematocrit (L/L) Follow-Up 03-02-2014/ 0.34 (L, ncs) ~0.03 0.35 - 0.44
£ 7136
1 Treatment Erythrocytes (ul) Period 1,Day -1/ 05-12-2013/ 10.00 (H, ncs) ¢.00 - 5.00
f Sequence 2 24 H Predose 8:35
Treatment Hemoglobin {g/L) Follow-Up 21-01-2014/ 166 (H, ncs} 3 126 - 165
I3 Sequence 2 §:06
’ Treatment Monocytes (1079/L) Screening 22-11-2013/ ¢.28 (L, ncs) 0.30 - 0.92
i Sequence 1 10:59
H Treatment Erythrocytes (uL) Screening 22-11-2013/ 10.00 (H, ncs) 0.00 - 5.00
§ Sequence 2 11:12
Erythrocytes (10712/L) Screening 22-11-2013/ 3.99 (L, ncs} 4,02 - 5.08
11:15
Erythrocytes {ul) Period 1,Day -1/ 05~12-2013/ 25.00 (H, ncs) 0,00 - 5.00
24 B Predose 8144
Neutrophils (1079/L) Peried 1,Day -1/ 05-12-2013/ 7.67 (H, ncs) 1.61 - 6.45
24 H Predose 8:46
Bilirubin {umol/L}) Peried 1,Day -1/ 05-12-2013/ 22.6 (H, ncs) 5.0 - 21.0
24 H Predcse §:46
Direct Bilirubin {umol/L} Period 1,Pay -1/ 05-12-2013/ 4,2 {(H, ncs} 9.0 - 3.4
24 H Predose 8:46
Indirect Bilirubin Period 1,Day -1/ 05-12-2013/ 18.4 (H, nes) 1.6 - 17.6
{umol/L) 24 H Predose §:46

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: Test/Reference; Treatment Sequence 2: Reference/Test.

Test: 600 pg {3*200 ng tablets) levothyroxine new formulation.

Reference: 600 ug {3*200 ug tablets) levothyroxine old formulation.
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EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratcory Values (Safety Population)
Bubject
Number/ Lab Change Reference
Random Treatment Tast Visit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Erythrocytes (10°12/L) Perioed 1,Day -1/ 05-12-2013/ 3.92 (L, ncs) 4,02 - 5.08
24 H Predeose §:46
Lymphocytes/Leukocytes Period 1,Day -1/ 05-12-2013/ 16,3 (L, ncs) 17.8 - 48.5
(%) 24 H Predose 8:46
Neutrophils/Leukogytes Peried 1,Day -1/ 05-12-2013/ 77.0 (H, ncs) 37.9 - 70.5
(%) 24 H Predose g8:46
Erythroeytes (ul} Period 2,Day -1/ 10-01-2014/ 25.00 (H, ncs) 0.00 - 5.00
24 H Predose 9:02
Erythrocytes (/HPF) Period 2,Day -1/ 10-01-2014/ 7.00 (H, nes} 0.00 - 3.00
24 H Predose 9:02
Leukocytes {1079/L) Period 2,Day -1/ 10-01-2014/ 11.19 {H, ncs} 3.62 - 10.04
24 H Predose 9:04
Neutrophils (10°9/L) pPeriod 2,Day -i/ 10-01-2014/ 8.40 (H, ncs) 1.61 - 6.45
24 H Predose 9:04
Bilirubin (umol/L) period 2,Day -1/ 10-01-2014/ 27.2 (4, ncs) 5.0 - 21.0
24 H Predose 2:04
Direct Bilirubin (umol/L) Period 2,Day -1/ 10-01-2014/ 4.8 (H, ncs) 0.0 - 3.4
24 H Predose 9:04
Indirect Bilirubin Period 2,Day -1/ 10-01-2014/ 22.4 (H, ncs) 1.6 - 17.86
(umol/L) 24 H Predose 9:04
Mongcytes/Leukocytes (%) Period 2,Day -1/ 10-01-2014/ 5.1 (L, ncs} 5.3 - 14.2
24 H Predose 9:04
Erythrocytes (10°12/L) Period 2,Day -1/ 10-01-2014/ 3.99 (L, ncs) 4.02 - 5.08
24 H Predose 9:04

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.
Treatrnent Sequence l: Test/Refersnce; Treatment Sequence 2: Reference/Test.
Test: 400 pug (3*200 pg tablets) levothyroxine new formulation. )
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Populaticn)
Subject
Nunber/ Lab Change Reference
Random Treatment Tast Visic/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Neutrophils/Leukocytes Pericd 2,Day -1/ 10-01-2014/ 75.0 (H, necs) 37.9 - 10.5 _
(%} 24 H Predeose 9:04
Ketones (mmol/L} Follow-Up 15-01-2014/ 0.5 {(H, ncs) 0.5 0.0 - 0.5
10:17
Erythrocytes (ul) Follow-Up 15-01-2014/ 50.00 (H, ncs) 40 0.00 - 5.00
10:17
Neutrophils {10-9/L) Follow-Up 15-01-2014/ 7.26 (H, ncs} 2.16 1.61 - 6.45
10:20
Bilirubin {(umol/L) Follow-Up 15-01-2014/ 28.1 {H, ncs) 1.2 5.0 - 21.0
10:20
Direct Bilirubin (umol/L} Follow-Up 15-01-2014/ 4.5 (H, ncs) 0.0 - 3.4
10:20
Indirect Bilirubin Follow-Up 15-01-2014/ 23,6 {H, ncs) 1.6 - 17.6
{umol/L) 10:20
Monocytes/Leukocytes (%) Foliow-Up 15-01-2014/ 4.6 (L, necs) -0.8 5.3 - 14.2
10:20
Erythrocytes (10°12/L) Follow-Up 15-01-2014/ 3.95 (L, ncs) -0.04 4.02 - 5.08
10:20
Lymphocytes/Leukocytes Follow-Up 15-01-2014/ i7.6 (L, ncs) -7.5 17.8 - 48.5
(%) 10:20
Neutrophils/Leukocytes Follow-Up 15-01-2014/ 77.3 (H, ncs) 8.8 37.9 - 70.5
(%) 10:20
Eosinophils (10°S8/L}) Follow-Up 15-01-2014/ 0.03 (I, ncs} -0.02 0.04 - 0.43
10:20 .

c3

Treatment Sequence 1: Test/Reference;

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

a: L = below lower limit of reference range, H — above upper limit of reference range; b:
= ¢linically significant; Baseline defined as Secreening for Follow-Tp results,
Treatment Sequence 2: Reference/Test.

ncs = not clinically significant,

/projecti4/ep/blinded/e21088 9_merc/stats/versioncontrol/primary/scripts/program/ma in/TFL pregrams/Tables/Table

15.3.4.1.8as

11DEC2014 (0:01

Daocument No.0900babe8085bb46 v1.0

CONFIDENTIAL
INFORMATION

161/1628 r\w
0



EMR200125-001 Page 162 of 1628

Levothyroxine Bioequivalenee trial of new levothyroxine formulation vs, old formulation
EMR 200125-001

Merck Serono Page 11 of 197

EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory values (Safety Population)
Subject
Number/ Lab ) Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Seguence (Unit) Timepoint Measurement Result (a.b) Baseline Low - High
] Eosinophils/Leukocytes Follow-Up 15-01-2014/ 0.3 (L, ncs) -0.4 0.6 - 7.9
f// (%) 10:20
Treatment Protein (g/L) Screening 22-11-2013/ 65.5 (L, ncs) 66.0 - 83.0
Sequence 1 12:16
//{ Urea {(mincl/L) Screening 22-11-2013/ 2.61 (L, ncs) 2.80 - 7.20
: 12:16
Chloride (mmol/L} Screening 22-11-2013/ 98.4 (L, ncs) 101.0 - 108.0
12:16
Sodium {mmocl/L} Screening 22-11-2013/ 134.9 (L, ncs) 136.0 - 146.0
12:16
Lymphocytes (1078/L) Period 1,Day -1/ 01-12-2013/ 3.32 (H, nca) 1.08 - 3.00
24 H Predocse 8:4%
Chloride {mmcl/L) period 1,Day -1/ 01-12-2013/ 98.6 (L, ncs} 101.0 - 109.0
24 H Predecse 8:49
Sodiam {(mmol/L) periog 1,Day -1/ 01-12-2013/ 133.2 (L, ncs) 136.0 - 146.0
24 H Predose g:49
Brotein {g/L} Pericd 2,Day -1/ 06-01-2014/ 65.9 (L, ncs) 66.0 - B3.0
24 H Predose 10:07
Creatine Kinase (IU/L) Period 2,Day -1/ @6-01-2014/ 350.1 (H, ncs) 6.0 - 171.0
24 H Predose 10:07
Urea (mmol/L) Period 2,Day -1/ 08-01-2014/ 2.58 (L, ncs) 2.80 - 7.20
24 H Predose 10:07
Sodium {mmcl/L) Period 2,Day -1/ 06-01-2014/ 134.6 (L, ncs) 136.0 - 146.0
24 H Predose 10:07

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 l: Test/Reference; Treatment Sequence 2: Reference/Test.

fest: 600 pg (3*200 ng tablets) levothyroxine new formulationm,

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulatiom.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Populaticn)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Creatine Kinase (IU/L) Period 2,Day -1/ 06-01-2014/ 383.6 (H, ncs} 0.0 - 171.0
24 H Predose 17:25
Creatine Kinase (IU/L} Period 2,Dbay -1/ 07-01-2014/ 281.4 {H, ncs) 0.0 - 171.0
24 H Predose 12:01
Protein (g/L) Follow-Up 22-01-2014/ 65.6 (L, ncs) 0.1 66.0 - 83.0
12:04
Urea {(mmol/L) Follow-Up 22-01-2014/ 2.73 {L, ncs} 0.12 2.80 - 7.20
p; 12:04
Chloride {mmol/L) Follow-Up 22-01-2014/ 100.2 (L, ncs}) 1.8 101.0 -~ 165.0
12:04
: Treatment Protein (g/L) Screening 22-11-2013/ 65.1 (L, ncs) 66.0 - 83.0
Sequence 1 ) 12:22
Urea {(mmocl/L} Screening 22-11-2013/ 1.60 {L, ncs) 2.80 - 7.20
12:22
sodium {mmol/L) Period 1,Day -i/f 01-12-2013/ 134.7 (L, ncsg) 136.0 - 146.0
24 H Predose §:41
Protein (g/L} Follow-Up 21-01-2014/ 64,8 (L, ncs) -0.3 66.0 - 83.0
9:06
Lymphocytes (10°9/L) Follow-Up 21-01-2014/ 0.57 (L, ncs) -0.84 0.99 - 2.89
9:06
Lymphocytes/Leukocytas Follow-Up 21-01-2014/ 9.3 {1, ncs) -13.86 17.8 - 48.5
{%) 9:06
Neutrophils/Leukocytes Follow-Up 21-01-2014/ 76.0 (H, ncs) 8 37.9 - 70.5
(%) 9:06

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 l: Test/Reference; Treatment Sequence 2: Reference/Test.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyrexine old formulation,
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Pépulation)
Subject
Number/ Lab Change Reference
Random Treatment Teat Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High
1037/105% Treatment Brythrocytes (ul) Period 1,Day -1/ 01-12-2013/ 10.00 {H, ncs) 0.00 - 5.00
Sequence 2 24 H Predose 8:22
Ketones (mmol/L} Follow-Up 23-12-2013/ C.5 {(H, ncs) 0.5 0.0 - 0.5
10:41
Erythrocytes {uL) Follow-Up 23-12-2013/ 10.00 (H, ncs) 10 Q.00 - 5.00
10:41
j?/ Creatine Kinase (IU/L) Follow-Up 23-12-2013/ 481.2 (H, ncs) 3981.7 0.0 - 171.0
10:45
' Treatment Urea (mmol/L) Screening 27-11-2013/ 2.67 (L, ncs) 2.80 - 7.20
r Sequence 2 8:12
/ Chloride {(mmcl/L) Screening 27-11-2013/ 100.2 (L, necs) 101.0 - 109.0
§:12
Sedium (mmol/L) Screening 27-11-2013/ 135.8 (L, ncs} 136.0 - 146.0
§:12 .
Protein {g/L) Period 1,Day -1/ 01-12-2013/ 65,4 {L, ncs) 66.0 - B3.0
24 H Predose g:15
Glucose {mmol/L) Period 1,Day -1/ 01-12-2013/ 3.76 (L, nca) 4,10 - 5.80
24 H Predose g:15 )
Erythroeytes (10412/L) Period 1,Day -1/ 01-12-2013/ 4.00 (L, ncs) 4,02 - 5,08
24 H Predose ) §:15
Sodium {mmol/L) period 1,Day -1/ 01-12-2013/ 135.2 (L, necs} 136.0 - 146.0
24 H Predose 8:15
Erythrocytes (ul} Peried 2,Day -1/ 06-01-2014/ 25.00 (H, negs) 0.00 - 5.00
24 H Predose 10:01

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 l: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. old formulation
EMR 200125-001 '
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EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory Values {Safety Populaticn)
Subject
Number / Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit} Timepoint Measurement Result (a,b)} Baseline Low - High
Erythrocytes (/HPF) Period 2,Day -1/ 06-01-2014/ 5.00 (H, ncs) 0.00 - 3.00
24 H Predose 10:01
Neutrophils (10°9/L) Period 2,Day -1/ 06-01-2014/ 7.11 {(H, ncs) 1.61 - 6.45
24 H Predose 10:03
Protein (g/L) pPeriod 2,Day -1/ 06-01-2014/ 65.5 (L, ncs) €6.0 - 83.0
24 H Predose 10:03
Monocytes/Ieukocytes (%) Period 2,Day -1/ 06-01-2014/ 5.0 {L, ncs) 5.3 - 14.2
24 H Predose 10:03
Erythrocytes {10712/1L) Period 2,Day -1/ 06-01-2014/ 3.94 (L, ncs) 4,02 - 5.08
. 24 H Predose 10:03
Lymphocvtes/Levkocytes Period 2,Day -1/ 06-01-2014/ 16.1 (L, ncs!} 17.8 - 48.5
(%} 24 H Predese 10:03
Neutrophils/Leukocytes Period 2,Day -1/ 06-01-2014/ 78.0 (H, ncs) 37.9 - 70.5
5 (%) 24 H Predoae 10:03
ki Erythrocytes (10712/L} Follow-Up 20-01-2014/ 3.88 (L, ncs) -0.26 4.02 - 5.08
i 7:56
Treatment Erythrocytes (ul) Period 1,Day -1/ 10-12-2013/ 10.00 (H, ncs) 0.00 - 5.00
Sequence 2 24 H Predose 9:56
: Leukccytes (/HPF) Period 1,Day -1/ 10-12-2013/ 6.00 (H, ncs) 0.00 - 4.00
! 24 H Predose 9:56
Leukocytes {ul) Period 1,Day -1/ 10-12-2013/ 25.00 (H, nes) 0.00 - 9.00
2¢ H Predose 9:56
Alanine Eminectransferase Period 1,Day -1/ 10~12-2013/ 35,9 (H, ncs) 0.0 - 35.0
(U/L) 24 H Predose 9:59

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: Test/Reference; Treatment Sequence 2: Reference/Test.

Teat: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tableta) levothyroxine old formulaticon.
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Table 15.3.4.1 Bbnormal Laberatory Values (Safety Population}
Subject
Number/ Lab . Change Reference
Random Treatment - Test visit/ Date/Time of From Range
Number Seguence {Unit) Timepoint Measurement Result {a,b} Baseline Low - High
Alanine Aminctransferase Period 1,Day -1/ 10-12-2013/ 36.1 {H, ncs) 0.0 - 35.0
{U/L) 24 H Predose 17136
Buylase (IU/L) Period 2,Day -1/ 15-01-2014/ 26.2 (L, ncs) 28.0 - 100.0
24 H Predose g:36
Protein (g/L) Period 2,Pay -1/ 15-01-2014/ 65.1 (L, ncs} 66.0 - 8§3.0
24 H Predose B8:36
Urea (mmol/L) Period 2,Day -1/ 15-01-2014/ 2.61 (L, ncs) 2.80 ~ 7.20
24 H Predose 8:36
Sodium (mmel/T) Period 2,Day -1/ 15-01-2014/ 135,9 {L, ncs) 136.0 ~ 146.0
24 H Predose 8:36
Calecium (mmol/L) Period 2,Day -1/ 15-01-2014/ 2.17 (L, nca) 2,20 - 2.65
24 H Predcse 8:36
Alanine Aminotransferase Pericd 2,Day -1/ 15-01-2014/ 106.4 (H, ncs) 6.0 - 35.0
(0/L) 24 H Predose 8:386
Aspartate Period 2,Day -1/ 15-01-2014/ 58.5 (H, ncs} 0.0 - 35.0
Aminotransferase (U/L) 24 U Predose 8:36
Alanine Aminotransferase Period 2,Day -1/ 15-01-2014/ 102.7 (H, ncs) 0.0 - 35.0
(U/L} 24 H Predose 16:32
Aspartate period 2,Day -1/ 15-01-2014/ 54.4 (H, ncs) 0.0 - 35.0
Aminotransferase (U/L} 24 H Predose 16:32
Erythrocytes {ul) Follow-Up 30-01-2014/ 25,00 (H, ncs) 25 0.00 - 5.00
g:51
Erythrocytes (/HPF) Follow-Up 30-01-2014/ 8.00 (H, nocs} 0.00 - 3.00
B:51

[of)

Treatment Sequence l: Test/Reference;

a: L = below lower limit of reference range, H =
= clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 2: Reference/Test.

Test: 600 pg (3*200 pg tablets) levothyroxine new fermulation,

Reference: 600 pg {3*200 pg tablets)

levothyroxine cld formulatien,

above upper limit of reference range; b:

ncs

= not clinically significant,
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Number Sequence {Onit) Timepoint Measurement Result (a,b) Baseline Low - High
3 Monocytes (10°9/L) Follow-Up 30-01-2014/ 0.23 (L, ncs) -0.05 0.27 - 0.921 _
B:52
Treatment Neutrophils (1049/L) Screening 28-11-2013/ 1.33 (L, ncs) 1.46 - 5.85
v Sequence 2 11:07
Monocytes (10°9/L) Screening 28-11-2013/ 0.28 (L, ncs) 0.30 - 0.92
; 11:07
Glucose (mmol/L} Period 1,Day -1/ (05-12-2013/ 3.72 (L, ncs) 4.10 - 3,90
24 H Predose §:41
Monocytes (1079/L) period 1,Day -1/ 05-12-2013/ 0.29 {L, ncs) 0.30 - 0.92
24 H Predose - 8:41
Creatinine (umol/L) period 1,Day -1/ 05-12-2013/ 56.4 (L, ncs) 59.0 - 104.0
24 H Predose g:41
Neutrophils {10~9/L) Period 2,Day -1/ 10-01-2014/ 1.44 (L, necs) 1.46 - 5.85
24 H Predose 9:00
Urea {mmol/L}) Peried 2,Day -1/ 10-01-2014/ 2.78 (L, ncsg) 2.80 - 7.20
24 H Predose 9:00
Lymphocytes/Leukoeytes Period 2,Day -1/ 10-01-2014/ 49.3 (H, ncs) 18.3 —~ 48.1
(%} 24 H Predose 5:00
Meutrophils/Leukocytes Period 2,Day -1/ 10-01-2014/ 38.0 (L, ncs) 38.2 - 71.5
(%) 24 H Predose 9:00
Bascphils/Leukocytes (%) Period 2,Day -1/ 10-01-2014/ 1.1 {H, ncs) 0.0 - 1.0
24 H Predose 9:00
Leukocytes (1079/L}) Follow-Up 29-01-2014/ 3.02 (L, ncs) -0.27 3.1% - 8,72
8:17

fot:3

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

Test: 600 pg {3*200 pg tablets) levothyroxine new formulation.

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

a: L = below lower limit of reference range, H = above upper limit of reference range; b: nes = not clinically significant,
= clinically significant; Baseline defined as Screening for Follow-Up results.
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Table 15.3,4.1 Abnormal Laboratory Values (Safety Populaticn)
Subject
Numbex/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High -
Neutrophils (10+9/L} Follow-Up 29-01-2014/ 1.24 (L, ncs} -0.64 1.46 -~ 5.85
g:17
Monocytes (10%9/L) Follow-Up 29-01-2014/ 0,28 (L, ncs) 0 0,30 - 0.92
§:17
Creatinine {umol/L) Follow-Up 29-01-2014/ 58,5 (L, ncs) -2.6 59.0 - 104.0
8:17
Treatment Erythrocytes {ul) Screening 28-11-2013/ 25.00 (H, ncs) 0.00 - 5.00
; Sequence 2 ’ 11:18
/ Erythrocytes (/HPF) Screening 28-11-2013/ 5.00 {H, ncs) 0.00 - 3.0C
11:1%
Thyrozine (nmol/L} Screening 28-11-2013/ 62.6 (L, ncs) 62.7 - 150.8
11:43
Chloride ({(mmol/L} Screening 26-11-2013/ 9.1 (L, ncsj 101.0 ~ 109.0
11:43
Basophils/Leukocytes (%) Screening 28-11-2013/ 0.1 {I, nes) 0.2 - 1.3
11:43
Erythrocytes (ul) Period 1,Day -1/ 10-12-2013/ 10,00 (H, ncs} 0.00 - 5.00
24 H Predose 9:03
Eosinophils (1079/L} Period 1,Day -1/ 10-12-2013/ 0.01 (L, ncs) 0.04 - 0.43
24 H Predose 9:29
Ecsinephila/leukocytes Period 1,Day -1/ 10-12-2013/ 0.2 (L, ncs) 0.6 - 7.9
(%) 24 H Predose 9:29
Erythrocytes (ul) Period 2,Day -1/ 15-01-2014/ 25.00 (H, ncs) 0.00 - 5.00
24 0 Predose §:26

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

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 pg (3*200 pg tablets} levethyroxnine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population}
Subject
Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result {a,b) Bagseline Low - High
Erythrocytes {ul) Foliow-Up 30-01-2014/ 10.00 {H, ncs) -15 0.00 - 5.00 —
10:31
Bilirubin {umol/L) Follow-Up 30-01-2014/ 4.6 (L, ncs} -4,6 5.0 - 21.0
10:34
Easinophila (10°9/L) Follow-Up 30-01-2014/ 0.03 (L, nca) -0.02 0.04 - 0,43
10:34
) Epsincphils/Leukocytes Follow-Up 30-01-2014/ 0.4 (L, nca} -0.2 0.6 - 7.9
I (3 10:34
f Basophils/Leukocytes (%) Follow-Up 30-01-2014/ 0.1 {L, nes} 0 0.2 - 1.3
< 10:34
Treatment Erythrocytes ({(ul) Screening 29-11-2013/ 10.00 (H, nes} 0.00 - 5.00
Sequence 1 10:39
Leukocytes (uL) Screening 29-11-2013/ 25.00 (H, ncs) 0.00 - $.00
. 10:39
pH Sereening 29-11-2013/ 0.0 (L, ncs) 4.8 - 7.4
10:39
Creatine Kinase (IU/L) Screening 29-11-2013/ 282.1 (H, ncs) 0.0 - 145.0
10:42 ’
Chloride {mmol/L) Screening 29-11-2013/ 100.1 (L, necs) 101.0 -109.0
10:42
Erythrocytes (10~12/L) Screening 29-11-2013/ 3.89 (L, nes) 4.02 - 5.08
10:42
Erythrocytes (ul) Screening 06-12-2013/ 50.00 (H, ncs) 6.00 - 5.00
8:09

ca
Treatment Segquence 1: Test/Reference;

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

a: L = below lower limit of reference range, H = above upper limit of reference range; b: nes = not clinically significant,
= clinically saignificant; Baseline defined as Screening for Foliow-Up results.

Treatment Sequence 2: Reference/Test.
Test: 600 pg (I*200 ug tablets) -levothyroxine new formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Treatment Test vigit/ Date/Time of From Range
Number Sequence {Unit} Timepoint Measurement Result (a,b) Baseline Low - High
Erythrocytes (/HPF} Screening 06-12-2013/ 8.00 (H, nca) 0.00 - 3.00
8:09
Leukocytes (/HEF) Screening 08-12-2013/ §.00 (H, ncs) 0.00 - 4.00
8:09
Leukocytes (ul) Screening 09-12-2013/ 25.00 {H, ncs} 0.00 - 2.00
8:09
Erythrocytes (ul} Period 1,Day -1/ 19-12-2013/ 25.00 (H, ncs} 0.00 - 5.00
24 H Predose 8:33
Bacteria Period 1,Day -1/ 19-12-2013/ POSITIVE (H, ncs)
24 H Predecse 8:33
pH Pericd 1,Day -1/ 19-12-2013/ 8.0 {H, ncs) 4.8 - 7.4
24 H Predose §:33
Erythroocytes {10%12/L) Period 1,Day -1/ 19-12-2013/ 3.96 (L, ncs) 4.02 - 5.08
24 H Predose 9:36
Erythrocytes ({(ul) Period 2,Day -1/ 24-01-2014/ 50.00 (H, ncs) 0.00 - 5.00
24 H Predose 7:58
Erythrocytes (l0~12/L} Period 2,Day -1/ 24-01-2014/ 3.90 (L, ncs) 4,02 - 5.08
24 H Predose 8:00
Erythrocytes {ul) Follow-Up 07-02-2014/ 50.00 {H, ncs) V] 0.00 - 5.00
8:53
Erythrocytes (/HPF) Follow-Up 07-02-2014/ 7.00 (H, ncsa) -1 0,00 - 3.00
8:53
Leukocytes {(ul) Follow-Up 07-02-2014/ 25.00 {H, ncs) 0 0.00 - 9,00
8:53

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 1l: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. old formulation
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Nunber Sequence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Bilirubin (umocl/L) Follow-Up 07-02-2014/ 3.4 (L, nes) -53.3 5.0 - 21.0
9:01
Erythrocytes (10712/L) Fellow-Up 07-02-2014/ 3.73 {L; ncs) -0.16 4.02 - 5.08
9:01
Treatment Creatine Kinase (IU/L} Screening 29-11-2013/ 295.0 {H, ncs) 0.0 - 171.0
E Sequence 1 10:51
' Chloride [mmol/L) Screening 29-11-2013/ 99.5 (L, ncs) 101.0 - 109.0
' 10:51
\ Glucose {mmol/L) Screening 29-11-2013/ 3.92 (L, ncs) 4.10 - 3.90
10:51
Creatine Kinase {IU/L) Screening 06-12-2013/ 260.2 (H, ncs) 0.0 - 171.0
11:40
Ketcnes (mmol/L) Period 1,Day -1/ 10-12-2013/ 0.5 (H, ncs) 0.0 - 0.5
24 H Predose 9:18
Creatine Kinase (IU/L) Peried 1,Day -1/ 10-12-2013/ 317.4 (H, ncs} 0.6 - 171.0
24 H Predose 9:21
Urea (mmol/L) Period 1,bay -1/ 10-12-2013/ 2.73 {L, necs) 2.80 - 7.20
24 H Predose 9:21
Glucose (mmol/L} Period 1,Day -1/ 10-12-2013/ 4,09 (1, ncs) 4.10 - 5.90
24 H Predose %:21
Tymphocytes/Leukocytes Period 1,Day -1/ 10-12-2013/ 50.3 (H, nca) 18.3 - 48.1
(%) 24 H Predose 9:21
Lymphocytes (1079/L) Period 2,Day -1/ 15-01-2014/ 3.46 (H, nca) 1.08 - 3.00
24 H Predose 9:20

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
gs = clinically significant; Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1: Test/Referance; Treatment Sequence 2: Reference/Test.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laberatory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Treatment Tesat Visit/ Date/Time of From Range
Humber Sequence {unit) Timepcint Measurement Result {a,b) Baseline Low - High
Lymphocytes/Leukocytes Period 2,Day -1/ 15-01-2014/ 48.2 (H, nca) 18.3 - 48.1
{%) 24 H Predose 9:20
Protein (g/L) Follow-Up 29-01-2014/ 64.7 (L, nca) -2.4 66.0 ~ 83.0
11:00
Creatine Kinase (IU/L)} Follow-Up 29-01-2014/ 18%.5 [(H, ncs) =-70,7 0.0 - 171.0
11:00
Treatment Chloride {mmol/L} Screening 29-11-2013/ 7.6 (L, nas) 101.0 - 109.0¢
. Sequence 1 10:47
i Seodium (mmol/L) Screenlng 29-11~2013/ 135.9 (L, ncs) 136.0 - 146.0
10:47
Bascphils (1079/L) Screening 29-11-2013/ 0.13 (H, ncs) 6.02 - 0,07
10:47
Eosinephils (10°9/L) Screening 25-11-2013/ 0.01 (L, ncs) 0.04 - 0,43
10:47
Eosinophils/ILeukocytes Screening 29-11-2013/ 0.1 {L, ncs) 0.6 - 7.9
{8} 10:47
Bascophils/Leukocytes (%) Screening 29-11-2013/ 1.8 (H, ncs} 0.2 - 1.3
10:47
Chloride (mmol/L} Period 1,Day -1/ 05-12-2013/ 99.0 (L, nes) 101.0 - 109.0
24 H Predose G:13
Sodium (mmol/L) Period 1,Day -1/ 05-12-2013/ 135.6 (L, ncs) 136.0 - 146.0
24 H Predose 9:13
Basophils (10°9/L) period 1,Day -1/ 05-12-2013/ 0.10 (H, neca} 0.01 - 0.07

24 H Predose 9:13

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 l: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 pg (3*200 pg tablets) leveothyroxine old formulation.
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Table 15.3.4.1 Zbnormal Laboratory Values (Safety Pcpulation)
Subject
Nunber/ Lab Change Reference
Random Treatment Test Visit/ - Date/Time of From Range
Humber Sequence {Unit) Timepoint Measurement Result {a,b} Baseline Low - High
Chloride {mmol/L) Period 2,Day -1/ 10-01-2014/ 7.9 (L, ncs} 101.0 - 109.0
24 H Predose 9:53
sodium (mmol/L} period 2,Day -1/ 10-01-2024/ 132.7 (L, ncs} 136.0 - 146.0
24 H Predose 9:33
Basophils (10°%/L) pPeriod 2,Dzy -1/ 10-01-2014/ 0.15 (H, ncs) 0.01 - 0.07
24 H Predose 9:53
Eosinophils (10°9/1) Peried 2,Day -1/ 10-01-2014/ 0.03 (L, ncs) 0.04 - 0.43
24 H Predose 9:53
Ecsinophils/Leukocytes Period 2,Day -1/ 10-01-2014/ 0.4 (L, necs) 0.6 - 7.9
(%} 24 H Predose 9:53
Basophils/Leukocytes (%) Period 2,Day -1/ 10-01-2014/ 1.9 (H, ncs) 0.2 - 1.3
24 H Predose G:53
Creatine Kinase (IU/L) Follow-Up 27-01-2014/ 153.0 (H, ncs} 33 0.0 - 145.0
8:38
Chloride {mmocl/L} Follow-Up 27-01-2014/ 100.3 (L, ncs) 2.7 101.0 - 109.0
9:38
Bascphils (1079/L) Follow-Up 27-01-2014/ 0.10 {(H, ncs) -0.03 0.01 - 0.07
9:38
- Eosinephils (10%9/L) Follow-Up 27-01-2014/ 0.02 (L, ncs) 0.01 0.04 - 0.43
9:38
Eosinophils/Leukocytes Follow-Up 27-01-2014/ 0.4 (L, ncs) 0.3 0.6 - 7.9
(%) . 9:38
Basophils/Lenkocytes (%) Follow-Up 27-01-2014/ 1.9 (H, ncs) 0.1 0.2 - 1.3
9:38

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

ca clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.
Test: 600 ng (3*200 ng tablets) levothyroxine new formulation.

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
§umb§% Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
- Treatment Erythrocytes {(ul) Screening 29-11-2013/ 10.00 {H, ncs) 0.00 - 3,00
Sequence 1 : 11:08
f Chleoride (mmol/L) Screening 29-11-2013/ 100.3 (L, nce) 101.0 - 109.0
/ 11:13
Bascphils/Leukocytes (%) Screening 29-11-2013/ 1.4 (H, ncs) 0.2 - 1.3
11:13
Erythrocytes {ul) Period 1,Day -1/ 15-12-2013/ 25.00 (H, ncs) 0.00 - 5.00
24 H Predose 8:18
Bacteria pPeriod 1,Day -1/ 15-12-2013/ POSITIVE (H, ncs)
24 H Predose g:18
Erythrocytes ({ul} Period 2,Day -1/ 20-01-2014/ 25,00 (H, neca) 0.00 - 5.00
24 H Predose 9:23
Bagophils/Leukocytes (%) Period 2,Day -1/ 20-01-2014/ 1.5 {(H, nes) 0.z - 1.3
24 H Predose 9:24
Erythrocytes (ul) Follow-Up 05-02-2014/ 10,00 (H, ncs) o] 0.00 - 5.00
9:55
t Treatment Urea (mmol/L) Screening 29-11-2013/ 2.33 (L, ncs) 2.80 - 7.20
¢ Sequence 1 11:33
§ Erythrocytes (10~12/L) Screening 29-11-2013/ 3.93 (L, ncs} 4.02 - 5,08
11:33
Ketones (mmol/L) period 1,Day -1/ 05-12-2013/ 0.5 (H, ncs} 0.0 - 0.5
24 H Predose 8:29
Erythrocytes (ul) Period 1,Pay ~1/ 05-12-2013/ 25.08 (H, ncs) 0.00 -~ 5.00
24 H Predose §:29

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

[=2:] clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 1: Test/Referance; Treatment Sequence 2: Reference/Test.
Test: 600 pg {3*200 ng tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) leveothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number / Lab . Change Reference
Random Treatment Test Vigit/ Date/Time of From Range
Number Sequence {Unit) Timepcint Measurement Result (a,b) Baseline Low - High
Protein (g/L) Period 2,Day -1/ 10-01-2014/ 0.25 (H, ncs) 0.00 - 0.09 _
24 H Predose 9:58
Ketones (mmol/L) Period 2,Day -1/ 10-01-2014/ 0.5 {H, ncs) 0.0 - 0.5
24 H Predose 9:58
Leukocytas (/HPF) Period 2,Day -1/ 10-01-2014/ 8,00 (H, necs) 0.00 - 4.00
24 H Predose 9:58
Leukocytes (ul) Pericd 2,Day -1/ 10-01-2014/ 25.00 (H, nca) 0.00 - 6.00
24 H Predose 9:58
pH Pariod 2,Day -1/ 10-01-2014/ 8.0 (H, ncs) 4.8 - 7.4
24 H Predose 9:58 ° .
Amylase (IU/L) Period 2,Day -1/ 10-01-2014/ 22.9 (L, ncs} 28.0 - 100.0
24 H Predose 10:01
Urea (mmol/L): Period 2,Day -1/ 10-01-2014/ 1.94 (L, nca) 2.80 - 7.20
24 H Predose 10:01
Sodium (mmol /L) Period 2,Day -1/ 10-01-2014/ 135.1 (L, necs) 136.0 - 146.0
24 H Predose 10:01
Ketones {(mmol/L} Period 2,Day -1/ 10-01-2014/ 1.5 (H, ncs) 0.0 - 0.5
24 H Predose 17:22
Leukocytes (/HPF) Period 2,Day -1/ 10-01-2014/ 5.00 (H, ncs} 0.00 - 4.00
24 H Predcse 17:22
Leukocytes (ul) Period 2,Pbay -1/ 10-01-2014/ 25.00 (H, nca) 0.00 - 9.00
24 H Predose 17:22
pH Follow-Up 27-01-2014/ 8.0 {H, ncs) 1 4.8 - 7.4
10:39

cs
Treatment Sequence 1: Test/Reference;
Test: 600 pg (3*200 ng tablets)

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

Treatment Sequence 2: Reference/Test.
levothyroxine new formulation.

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

= not clinically significant,
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Table 15.3.4.1 Abnecrmal Laboratory Valuves (Safety Population)
Subject
Nurnber/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Number Sequence {Onit} Timepoint Measurement Result {a,b} Baseline Low - High
8 Erythrocytes (10%12/L) Follow-Up 27-01-2014/ 3.99 (L, ncs) 0.06 4.02 - 5.08 o
R 10:42
’ Treatment Erythreocytes {ul} Sereening 29-11-2013/ 10.00 {(H, necas) 0.00 - 5.00
Sequence 2 12:40
pH Screening 29-11-2013/ 8.0 (H, ncs) 4.8 - 7.4
12:40
Chloride {mmcl/L} Screening 29-11-2013/ 97.8 (L, ncs} 101.0 - 108.0
12:42
Erythrocytes (ulLj Period 1,Day -1/ 15-12-2013/ 50,00 (H, ncs) 0.00 - 5.00
24 H Predose 8:17
Erythrocytes (/HEF) Pericd 1,Day -1/ 15-12-2013/ 5,00 (H, ncs) 0.00 - 3.00
24 H Predose 8:17
Chloride (mmol/L) Period 1,Day -1/ 15-12-2013/ 95.9 (L, ncs) 101.0 - 10%.0
24 H Predose 8:18
frythrocytes (ul) Period 1,Day -1/ 15-12-2013/ 10.00 (H, ncs} 0.00 - 5.00
24 H Predose 18:45
Erythrocytes (ul) Period 2,Day -1/ 20-01-2014/ 25.00 (H, necs) 0.00 - 5.00
24 H Predose g:15
Erythrocytes (/HFF) Period 2,Day -1/ 20-01-2014/ 7.00 (H, ncs) 0.00 - 3.00
24 H Predose 8:13
Erythrocytes (ul) Follow-Up 05-02-2014/ 10.00 (H, ncs) 0 0.00 - 5.00
10:29
Chloride {mmol/L} Fellow-Up 05-02-2014/ 100.0 {L, ncs) 2.2 101.0 - 109.0
10:31

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
os = glinically significant; Baseline defined as Screening for Follow-Up results.

Treatment Seguence 1: Test/Reference; Treatment Sequence 2: Refersnce/Test.

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

Reference: 600 pg {3*200 pg tablets) levothyrozine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values {Safety Population)
Subject
Number/ Lab Change Reference
Random # Trgatment Test visit/ Date/Time of . From Range
Sequence (Unit) Timepoint Measuremernt Result (a,b) Baseline Low - High
Treatment Amylase (IU/L) Screening 02-12-2013/ 104.8 (H, nes} 28.0 - 100.0
Sequence 2 B:15
Monocytes {10°9/L} Screening 02-22-2013/ 0.24 (L, nes) 0.30 - 0.92
) g8:15
Amylase (IU/L) Period 1,Day -1/ 05-12-2013/ 103.9 (H, ncs) 28.0 - 100.0
24 H Predose 8:52
Chloride {mmol/L} peried 1,Day -1/ 05-12-2013/ 99.9 (L, ncs) 101.0 - 109.0
24 H Predose 8:52
Sodium (mmol/L) Period 1,Day -1/ 05-12-2013/ 135.5 (L, ncs) 136.0 ~ 146.0
24 H Predose 8:52
Bnylase {(IU/L) Period 2,Day -3/ 10-01-2014/ 111.6 {H, ncs} 28.0 - 100.0
24 H Predose 9:24
. Lymphocytes (10°9/L} Fellow-Up 28-01-2014/ 1.04 {L, necs) -0,79 1.08 - 3.00
11:58
jf Sodium (mmol/L) Follow-Up 28-01-2014/ 135.5 (L, ncs) -2,7 . 136.0 - 146.0
i 11:58
Treatment Erythrocytes {(ul) Screening 05-12-2013/ 50.00 (H, nca) 0.00 - 5.00
F Sequence 1 9:24 :
}._E Erythrocytes (/HPF) Screening 05-12-2013/ 7.00 (H, ncs) 0.00 - 3.00
9:24
i
Leukocytes (/HPF) Screening 05-12-2013/ 7.00 (K, nes) 0.00 ~ 4.00
. 9:24
Erythrocytes {(ul) Period 1,Day -1/ 10-12-2013/ 25,00 {H, ncs} 0.00 - 5.00
24 H Predoae g§:01 )

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 Follew-Up results,

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 ug [3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit} Timepoinkt Measurement Result (a,b) . Baseline Low - High o
Erythrocytes (/HPF) period 1,Day -1/ 10-12-2013/ 8.00 (H, necs) 0.00 - 3.00
24 H Predose 8:01
Urea (mmol/L) Period 1,Day -1/ 10-12-2013/ 2.73 (L, ncs) 2.80 - 7.20
24 H Predose 8:04
Erythrocytes (ul) Period 2,Day -1/ 15-01-2014/ 25.00 (H, ncs) §.00 - 5.00
24 H Predose 7:35
Erythrocytes {ul) Follow-Up 30-01-2014/ 10.00 (H, ncs) -40 0.00 - 5.00
9:17
Glucose [mmol/L) Follow-Up 30-01-2014/ 3.88 (L, ncs) ~0,79 4,10 - 5.90
9:22
Erythrocytes (10712/L) Follow-Up 30-01-2014/ 3.90 (L, ncs} -0.48 4,02 - 5.08
G:22
Treatment Thyroxine {nmol/L) Screening 05-12-2013/ 58.1 (L, nocs) 62.7 - 150.8
Sequence 2 11:3%
Urea (mmol/L) Screening 05-12-2013/ 2.25 (L, ncs) 2.80 - 7.20
11:36
Creatine Xinase (IU/L} Period 1,Day -1/ 19-12-2013/ 208.2 (H, nes) 0.0 - 145.0
24 H Predose 9:20
Lymphocytes {(10°9/L) Period 1,Day ~1/ 1%-12-2013/ 0.80 {L, ncs) 0.99 - 2.89
24 H Predose 9:20
Monocytes (1049%/L) Period 1,bay -1/ 15-12-2013/ 0.25 (L, ncs) 0.27 - 0,91
24 H Predose 9:20
Sodium (mmol/L} Peried i,Day -1/ 19-12-2013/ 135.6 {L, ncs) 136.0 - 146.0
24 H Predose 9:20

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

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.
Test: 600 pg (3*200 pg tablets) levothyroxine new fermulation.
Reference: 600 pg (3*200 pg tablets} levothyroxine old formulation,

above upper limit of reference range; b:
clinically significant; Baseline defined as Screening for Fellow-Up results.

nes = not clinically significant,
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test Visgit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result {a,b} Baseline Tow - High
Creatine Kinase (IU/%L) Period 1,Day -1/ 19-12-2013/ 184.0 (H, ncs) 0.0 - 145.0 —
24 H Predose 18:07
pH Period 2,Day -1/ 24-01-2014/ 8.0 (H, ncs) 4.8 - 7.4
24 H Predose 9:57
Creatine Kinasa {IU/L) Period 2,Day -1/ 24-01-2014/ 257.0 (H, ncs) 0.0 - 145.0
24 H Predose 10:00
Lymphocytes {10°3/L} Period 2,Day -1/ 24-01-2014/ 0.85 (L, ncs) 0,94 - 2,89
24 H Predose 1o0:00
Protein {g/L) Follow-Up 07-02-2014/ 61.8 {L, ncs} -5.1 66.0 - 83.0
10:28
Thyroxine (amol/L) Follow-Up 07-02-2014/ 59.0 (L, ncs) -9.9 62.7 - 150.8
10:28
Calcium (mmol/L} Fellow-Up 07-02-2014/ 2.13 (L, ncs) -0.2 2.20 - 2.65
10:29
Treatment Bilirubin {umcl/IL) Screening 09-12-2013/ 30.7 (H, ncs) 5.0 - 21.0
Sequence 1 9:22
Chloride {(mmol/L) Screening 09-12-2013/ 100.7 {L, necs) 101.0 - 106.0
& 9:22
f' Direct Bilirubin (umol/L}) Screening 09-12-2013/ 6.0 (H, ncs) 0.0 - 3.4
9:22
Indirect Bilirubin Screening 06-12-2013/ 24.7 (H, nca) 1.6 - 17.6
{umol/L) 9:22
Ketones {mmol/L}) period 1,Day -1/ 10-12-2013/ 0.5 ({H, ncs) 0.0 - 8.5
24 H Predose g:32

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

s clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulatien.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Pcpulation}
Subject
Number/ Lab Change Reference
Random Treatment Test vigit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result {a,bk) Baseline Low - High o
Bilirubin {umol/L)} Period 1,Day -1/ 10-12-2013/ 24.8 (H, nes) 5.0 - 21.0
24 H Predose 8:34
Dirgct Bilirubin (umol/L} Pericd 1,Day -1/ 10-12-2013/ 5.8 (H, nes) 0.0 - 3.4
24 H Predose 8:34
Tndirect Bilirubin Period 1,Day -1/ 10-12-2013/ 19.0 (H, ncs) 1.6 - 17.86
{umol/L) 24 H Predose 8:34
Alanine Aminctransferase Peried 2,Day -1/ 15-01-2014/ 72,1 {H, ncs} 0.0 - 50.0
(U/L} 24 H Predose 8:25
Alanine Aminotransferazse Period 2,Day -1/ 15-01-2014/ 65.0 (H, ncs) 9.0 - 30.0
& (U/L) 24 H Predose 16:27
i Treatment Chloride (mmol/L) Screening 08-12-2013/ 99.1 (L, ncs) 101.0 - 108.0
Fa Sequence 1 9:58
i Chloride {mmol/L) Period 1,Day -1/ 15-12-2013/ 99.5 (L, ncs) 101.0 - 109.0
) 24 H Predose 8:10
Basophils/leukocytes (%) Period 1,Day -1/ 15-12-2013/ 1.1 (H, ncs) 0.0 - 1.0
24 H Predose g:10
Thyroxine {nmol/L} Period 2,Day -1/ 20-01-2014/ €2.3 (L, nes) £2.7 - 150.8
24 H Predose 8:46
Creatine Kinase (IU/L) Period 2,Day -1/ 20-01-2014/ 421.1 (H, ncs) 0.0 - 171.0
24 H Predose §:46
Alanine Aminctransferase Period 2,Day -1/ 20-01-2014/ 4.2 (H, nes) 0.0 - 50.0
{u/L} 24 H Predose 8:46
Creatine Kinase {IU/L) Perioed 2,Day -1/ 20-01-2014/ 340.0 (H, ncs) ¢.0 - 171.0
24 H Predose 17:51

c3

Treatment Sequence 1: Test/Reference;

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

a: I = below lower limit of reference range, H = above upper limit of reference range; b:
= glinically significant; Baseline defined as Screening for Feollow-Up results.
Treatment Sequence 2: Reference/Test.

ncs = not clinically significant,
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Table 15.3.4.1 Abnormal Laboratory Values {(Safety Population)
Subject
Number/ Lab Change Reference
Randem Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Alanine Aminotransferase Period 2,Day -1/ 20-01-2014/ 65.8 (H, ncs) 3.0 - 50.0
(U/L) 24 H Predose 17:53
33 Chleoride {mmcl/L} Follow-Up 03-02-2014/ 99.3 (L, ncs} Q9.2 101.0 - 109.0
E 10:57
2 Treatment Glucose (mmol/L) Screening 05-12-2013/ 4,07 (L, ncs) 4,10 - 5.%0
5 Sequence 2 10:22
Ketones {mmol/L} Pericd 1,Day -1/ 15-12-2013/ 1.5 {H, ncs) 4.0 - 0.5
24 0 Predcse g:34
Erythrocytes {ul) Peried 1,Day -1/ 15-12-2013/ 25.00 (H, ncs) 0.00 - 5.00
24 H Predose §:34
Bacteria Period 1,Day -1/ 15-12-2013/ POSITIVE (H, ncs)
24 H Predose 8:34
Lymphocytes (10°9/L) Period 1,Day -1/ 15-12-2013/ 3.62 (H, ncs) 0.99 - 2.89
24 H Predose 8:36
Urea (mmol/L) Period 1,Day -1/ 15-12-2013/ 2.61 (L, necs) 2.80 - 7.20
24 H Predose 8:3¢6
Erythrocytes (ul) Period 1,Day -1/ 15-12-2013/ 10.00 ({(H, ncs) 0.00 - 5.00
24 H Predose 18:44
Amylase (IU/L} Period 2,Day -1/ 20-01-2014/ 103.2 (H, nes) 28.0 - 100.0
24 H Predose 8:42
Glucose (mmol/L) Period 2,Day -1/ 20-01-2014/ 4.06 (L, nos} 4,10 - 5.5%0
24 H Predose 8:42
Erythrocytes (ulL) Follow-Up 03-02-2014/ 10.00 (H, ncs) 10 0.00 — 5.00
8:26

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncg = not clinically significant,
cs = clinically significant; Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 png {3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values [Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Numbex Sequence (Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Leukocytes (ul} Follow-Up 03-02-2014/ 25,00 (H, ncs) 25 0.00 - 9.00
8:26
Protein (g/L) Follow-Up 03-02-2014/ 64.4 (L, ncs) -4.9 66.0 - 83.0
8:29
Erythrocytes (10712/L} Follow-Up 03-02-2014/ 3.99 (L, ncs) -0.34 4,02 - 5.08
8:29
Neutrophils/Leukocytes Follow-Up 03-02-2014/ 37.3 (L, ncs} -13.6 37.9 - 70.5
%) §:29
Ecsinophils (10°9/L) Follow-Up 03-02-2014/ 0.51 (H, ncs) 0,21 0.04 - 0.43
2 §:29
k Eosinophils/Leukocytes Follow-Up 03-02-2014/ 9.4 (H, necs) 3.8 0.6 - 7.9
(%) 8:28
Treatment Erythrecytes (ul) Period 1,Day -1/ 19-12-2013/ 25,00 {H, ncs) 0.00 - 5.00
- Sequence 2 24 H Predose 10:52
Bacteria Period 1,Dbay -1/ 19-12-2013/ POSITIVE {H, ncs)
24 H Predose 10:52
Hematocrit (L/L) pPericd 1,Day -1/ 19-12-2013/ 0.49 (H, ncs) 0.38 - 0.48
24 H Predose 10:54
Hemoglebin {g/L} Period 1,Day -1/ 19-12-2013/ 146 (H, ncs) 126 - 165
) 24 H Predose 10:54
Erythrocytes (ul) Period 2,Day -1/ 24-01-2014/ 10.00 (H, ncs} 0.00 - 5.00
24 H Predose 10:14 .
Bascphils/Leukocytes (%) Period 2,Day -1/ 24-01-2014/ 1.1 {H, ncs) §.0 - 1.0
24 0 Predose 10:22

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

cs clinicelly significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/qut.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulaticn.

Reference: 600 pg (3*200 ug tablets} levothyrozing old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From . Range
Number Sequence (Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Erythrocytes (ul) Follow-Up 07-02-2014/ 25,00 (H, nes) 25 0.00 - 5.00 -
9:25
Basophils/Leunkocytes (%) Follow-Up 07-02-2014/ 1.1 (H, ncs) 0.6 0.0 - 1.0
9:27
Treatment Creatine Kinase (IU/L) Screening 10-12-2013/ 409.7 (H, nes) 0.0 - 171.0
Sequence 2 10:12
Bilirubin (umol/L} Screening 10-12-2013/ 21.9 (H, ncs) 5.0 - 21.0
10:12
Chloride {(mmol/L} Screening 10-12-2013/ 100.9 (L, nca} 101.0 - 190%.0
10:12
Direct Bilirubin {(umol/L) Secreening 10-12-2013/ 4.1 (H, ncs) 0.0 - 3.4
1¢:12
Indirect Bilirubin Screening 10-12-2013/ 17.8 (H, ncs) 1.6 - 17.86
{umol/L) 10:12
Erythrocytes {ul) Peried 1,Day -1/ 19-12-2013/ 10.00 {H, ncs) 0.00 - 5.00
24 H Predose 10:10
Bilirubin {umol/L} Period 1,Day -1/ 19-12-2013/ 22,2 (H, nca) 5.0 - 21.0
24 H Predose 10:12
Direct Bilirubin (umol/L) Period 1,Day -1/ 19-12-2013/ 3.9 (M, ncs) 0.0 - 3.4
24 H Predose 10:12
Indirect Bilirukin period 1,Day -1/ 19-12-2013/ 18.3 (H, ncs} 1.6 - 17.6
{umol/ L) 24 H Predose 10:12
calcium (mmol/L) Period 1,Day -1/ 19$-12-2013/ 2.67 [H, ncs) 2.20 - 2.65
24 H Predose 10:12

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 l: Test/Reference; Treatment Sequence 2: Reference/Test.

Test: 600 pg [3*200 pg tablets) levothyroxine mew formulation.

Reference: 600 g (3*200 pg tablets) levothyroxine cold fermulationm.

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.4.1.5as
11DEC2014 00:01

Document No.0960babe8085bb46 vI.0 CONFIDENTIAL 183/1628
INFORMATION D



EMR200125-001 Page 184 of 1628

Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. old formulation
EMR 200125-001
Merck Seronc Page 33 of 197
EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Populaticn)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Tine of From Range
Number Sequence (Unit) Timepoint Measurement Result {a,b) Baseline Low — High
Erythrocytes (ul) Period 2,Day -1/ 24-01-2014/ 10.00 (H, ncs} 0.00 - 5.00 o
24 H Predose 9:29
Thyroxine (nmol/L} Period 2,Day -1/ 24-01-2014/ 62.2 (L, ncs} 62,7 - 15%0.8
24 H Predose 9:31
Chloride {mmol/L) Period 2,Day -1/ 24-01-2014/ 100.6 (L, ncs} 01,0 - 109.0
24 H Predose 9:31
Thyroxine (nmol/L) Period 2,Day -1/ 24-01-2014/ 53.9 (L, ncs) 62.7 - 130.8
24 H Predose 18:11
Erythrocytes {(ul) Follow-Up 10-02-2014/ i0.00 {(H, ncs} 10 0.00 - 5.00
10:47
Creatine Kinase (IU/L) Follow-Up 10-02-2014/ 283.4 (H, ncs} 166.8 0.0 - 171.0
10:50
Urea (mmol/L) Follow-Up 10-02-2014/ 2.58 (L, ncs) -3.01 2.80 - 7.20
10:50
Monocytes/Leukocytes (%) Follow-Up 10-02-2014/ 5.4 (L, ncs) -1 5.6 - 14.8
10:50
f// Monocytes (10%9/L) Follow-Up 10-02-2014/ 0.26 (L, ncs) -0.08 0.30 - 0.92
. 10:50
Treatment Ketones (mmol/L} Screening 11-12-2013/ 5.0 (H, ncs) 0.0 - 0.5
Sequence 2 10:18
Erythrocytes {ul) Screening 11-12-2013/ 10.00 (H, ncs) 0.00 - 5.00
10:38
Erythrocytes (/HPF) Screening 11-12-2013/ 6.00 (H, ncs) 9.00 - 3.00
10:18

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

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values {Safety Populaticn)
Subject
Number/ Lab Change Reference
Random Treatment Tast Viait/ Date/Time of From Range
Number Segquence (Unit) Timepoint Measurement Result {a,b} Baseline Low - High
Leukocytes {(/HPF) Screening 11-12-2013/ 6.00 (H, ncs} 0.00 - 4.00 .
10:18
Leukocytes. {ul) Screening 11-12-2013/ 25.00 (H, ncs) 0.00 - 9.00
10:18
Hemoglobin (g/L) Screening 11-12-2013/ 148 (H, ncs) 111 - 146
10:24
Erythrocytes (uL} Period 1,Day -1/ 15-12-2013/ 50.00 (H, ncs) 0,00 - 5.00
24 B Predose 8:20
Bacteria Period 1,Day -1/ 15-12-2013/ POSITIVE (H, ncs}
24 H Predose 8120
Leukocytes (10°9/L) period 1,Day -1/ 15-12-2013/ 10.36 (H, ncs) 3.69 - 10.04
24 H Predose g:22 .
Creatine Kinase {(IU/L) Periocd 1,Day -1/ 15-12-2013/ 189.7 (H, ncs) 0.0 - 145.0
24 H Predese §:22
Lymphocytes (10%9/L) period 1,Day -1/ 15-12-2013/ 2.91 (H, ngs) 0.99 - 2,898 °
24 H Predose 8:22
Creatine Kinase {(IU/L) Period 2,Day -1/ 20-01-2014/ 145.9 (H, ncs) 0.0 - 145.0
24 H Predose 8:25
Lymphocytes (107%/L) Period 2,Day -1/ 20-01-2014/ 3.16 (H, nas) 0.9% - 2.82
24 H Predose 8:25
Chloride !(mmol/L) Period 2,Dbay -1/ 20-01-2014/ 99.1 (L, ncs) 101.0 - 109.0
24 H Predose 8:25
Sodium {(mmol/L} Period 2,Day -1/ 20-01-2014/ 133.2 {L, ncs) 136.0 - 246.0
24 H Pradose 8:25

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

as clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

/project24/ep/blinded/e210899 merc/atats /versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.4.1.8as
11DEC2014 00:01

Document No,0%00babe8085bh46 v1.0 CONFIDENTIAL 185/1628 ‘
INFORMATION i



EMR200125-001 Page 186 of 1628

Levothyroxine
EMR 200125-001

Bivequivalence trial of new levothyroxine formulation vs, old formulation

Merck Serono

Page 35 of 197

EMR 200125-001 Confidential
Table 15.3.4.1 BAbnormal Laboratory Values (Safety Pcpulation}
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result {(a,b} Baseline Low - High
Platelets (1079/1) Period 2,Day -1/ 20-01-2014/ 371 (H, nacs) 173 - 369 o
24 H Predose 8:25
Creatine Kinase {(IU/L) Follow-Up 07-02-2014/ 965.9% (H, ncs) 847.3 0.0 - 145.0
9:41
Chloride (mmol/L} Follow-Up Q7-02-2014/ 98.9 (L, ncs) ~-3.8 101.0 - 10%.0
9:41
Sodium {mmol/L} Follow-Up 07-02-2014/ 133.6 (L, ncs) -4.2 136.0 - 146.0
9:41
Alanine Aminotransferase Follow-Up 07-02-2014/ 37.2 (H, ncs) 18.4 0.0 ~ 35.0
{G/L} 9:41
Aspartate Follow-Up 07-02-2014/ 52.9 (H, nca) 26.6 0.0 - 35.0
ABminotransferase (U/L} 9:d1
° Treatment Urea {(mmcl/L) Screening 11-12-2013/ 2.51 (L, ncs} 2.80 - 7.20
R Sequence 1 11:38
Erythrocytes {(ul) Periecd 2,Day -1/ 20-01-2014/ 10.00 (H, ncs) . 0.00 - 5.00
24 H Predose g:11
Thyrcoxine (nmol/L) Period 2,Day -1/ 20-01-2014/ 58.5 (L, ncs!) 62.7 - 150.8
24 H Predose 8:13
Urea (mmol/L) Period 2,Day -1/ 20-01-2014/ 2.54 (L, ncs) 2.80 - 7.20
. 24 H Predose §:13
sodium {(mmol/L) Period 2,Day -1/ 20-01-2014/ 134.7 (L, necs) 136.0 - 146.0
24 H Predose §:13
Neutrophils/Leukocytes Period 2,Day -1/ 20-01-2014/ 71.2 (H, ncs) 37.9 - 70.5
(%) 24 H Predose g:13
a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
o8 = clinically significant; Baseline defined as Screening for Fellew-Up results.

Treatment Sequence l: Test/Reference; Treatment Seguence 2: Reference/Test.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine eld formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population}

Subject
Nunber / Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Humber ;- Sequence {Unit) Tinepoint Measurement Result {a,b} Baseline Low - High
4 Urea {mmol/L) Follow-Up 03-02-2014/ 2.11 (L, ncs} -0.4 2.80 -~ 7.20
10:44
R Treatment Chloride (mmol/L) Screening 12-12-2013/ 99.9 (L, nos) 101.0 - 109.0
4 Sequence 2 11:05
; Amylase (IU/L) Period 1,Day -1/ 15-12-2013/ 104.3 (H, ncs) 28.0 - 100.0
24 H Predose 8:28
Chloride (mmol/L} Period 1,Day -1/ 15-12-2013/ 100.9 (L, ncs) 101,0 - 109.0
. 24 H Predose 8:28
Leukocytes {ul) Period 2,Day -1/ 20-01-2014/ 25,00 {H, ncs) 0.00 - 9.00
24 H Predose G50
Eryvthrocytes (ul) Follow-Up 05-02-2014/ 10.00 (H, ncs} 10 0.00 - 5.00
8:17
Leukocytes ({(uL) Follow-Up 05-02-2014/ 25.00 (H, ncs) 25 0.00 - 9.00
8:17
Amylase (TU/L} Follow-Up 05-02-2014/ 216.5 {H, ncs) 128.4 28.0 - 100.0
g:18
/‘ Basophils/Leukocytes (%) Follow-Up 05-02-2014/ 0.1 (L, ncs) -0.1 0.2 - 1.3
y 8:18
Treatment Ketenes {mmol/L} Screening 13-12-2013/ 0.5 {(H, ncs} 8.0 - 0.5
Sequence 1 9:40
: Leukocytes {/HPF) Screening 13-12-2013/ 6.00 (H, ncs) 0.00 - 4,00
9:40
Leukocytes (ul) Screening 13-12-2013/ 25.00 {H, ncs} 0.00 - 9,00
G40

a: = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
<8 clinically significant; Baseline defined as Screening for Follow-Up results.

Treatment Sequence l: Tast/Reference; Treatment Sequence 2: Refsrence/Test.

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

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

e
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Levothyroxine Bioequivalence trial of new Ievothyroxine formulation vs, old formulation
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EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Numberx / Lab Change Reference
Random Treatment Test Visit/ Date/Time of’ From Range
Numier Sequence {Unit) Timepcint Measurement Result (a,b) Baseline Low - High
Creatine Kinase (IU/L) Follow-Up 11-02-2014/ 404.1 (H, ncs) 322.3 0.0 - 171.0 o
8:55
o Glucose {mmol/L} Follow-Up 11-02-2014/ 4.0% (L, nca} -0.34 4,10 - 5.90
S 8:55
i Treatment Erythrocytes (ul) Screening 16-12-2013/ 10.00 {H, ncs) 0.00 - 5.00
Sequence 2 8:01
Erythrocytes (ul} period 1,Day -1/ 03-01-2014/ 25.00 (H, ncs) 0.00 - 5.00
24 H Predose 7:46
Bacteria Peried 1,Day -1/ 03-01-2014/ POSITIVE (H, ncs}
24 H Predose 7:46
Sguamous Epithelial CellsPeried 1,Pay -1/ 03-01-2014/ 20 (H, ncs) 0 - 15
{/HPF) 24 H Predose 7:46
Protein (g/L) pPeriod 1,Day -1/ 03-01-2014/ 63.6 (L, ncs) 66.0 - 83.0
24 H Predose 7:48
Potassium {(mmol/L) Period 1,Day -1/ 03-01-2014/ 3.30 (L, ncs) 3.50 - 5.10
24 H Predose 7148
Creatinine {umol/L} Period 1,Day -1/ 03-01-2014/ 40.9 (L, ncs) 45,0 - 84,0
24 H Predose 7:48
Erythrocytes {uL) Perieod 1,Day ~1/ 03-01-2014/ 25.00 (H, ncs) 9.00 - 5.00
24 H Predose 16:11
Bacteria Period 1,Day -1/ 03-01-2014/ POSITIVE (H, necs)
24 H Predose 16:11
Erythrocytes (/HPF) Peried 1,Day -1/ 03-01-2014/ 5.00 (H, nca) 0.00 - 3.00
24 H Predose 16:11

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: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 pg (3*%200 pg tablets) levothyroxine old formulatien.
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Levothyroxine : Bioequivalence trial of new levothyroxine formulation vs. old formulation
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EMR 200125-001 Confidential
Table 15.3.4.1 abnormal Lzboratery Values (Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Seqguence {Unit} Timepoint Measurement Result (a,b} Baseline Low - High
Erythrocytes (ul) Period 2,Day -1/ 08-02-2014/ 50.00 (H, nea) 0.00 - 5.00
24 H Predose 8:33
Erythrocytes (/HPF) Period 2,Day -1/ 08-02-2014/ 4.00 (H, ncs) 0.00 - 3.00
24 H Predosae 8:33
Hemoglobin (g/L) Period 2,Day -1/ 08-02-2014/ 150 (H, nes) 111 - 1l4s
24 H Predose 8:33
Erythrocytes . (ul) Follow-Up 24-02-2014/ 25.00 (H, ncs} 15 0.00 - 5.00
g:28
Protein (g/L) Follow-Up 24~-02-2014/ 65.9 (L, ncs) -1.8 66.0 - B83.0
. §:31
_"3‘-:‘ Creatinine {umol/L) Follow-Up 24-02-201¢7 43,1 (L, ncs) -2.5 45,0 - §4.0
i g:31
- Treatment Platelets (1079/L) pericd 1,Day -1/ 03-01-2014/ 370 (H, ncs} 173 - 369
Sequence 1 24 H Predose §:48 :
Erythrocytes (ul) pPeriod 2,Day -1/ 08-02-2014/ 25.00 (#, ncs) 0.00 - 5,00
24 H Predose 8:489
Erythrocytes (/HPF) Period 2,Day -1/ 08-02-2014/ 4.00 (H, necs). 0.0C - 3.00
N 24 H Predose 8:49
-7 Treatment Chloride (mmol/L) Screening 16-12-2013/ 98.3 (L, nes) 101.0 - 108.0
Sequence 1 12:28
Sodiym (mmol/L} Screening 16-12-2013/ 133.3 {L, nes} 136.0 - 146.0
12:26
Chloride {mmcl/L) Period 1,Day -1/ 15-12-2013/ 100.4 (L, ncs) 101.0 - 108.0
24 H Predose 9:42

a: L = below lower limit of reference range, H = above upper limit of reference range; b: necs = not clinically significant,
cs = clinically significant; Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

Test: 600 pg (3*200 pg tablets} levothyroxine new formulatiom,

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values {Safety Population)
subject
Number/ Lab Change Reference
Random Treatment Test Vigit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Baseline Low - High
Sodium (mmol/L} Period 1,Day -1/ 19-12-2013/ 136.0 - 146.0
24 H Predose 9:42
Chleride (mmol/L) Follow-Up 07-02-2014/ 2.3 101.0 - 109.0
= 11:49
nr Treatment Erythrocytes (ul} Screening 16-12-2013/ 0.00 - 5.00
N Sequence 2 12:40
: Thyroxine {nmol/L} Screening 16-12-2013/ 62,7 - 150.8
12:43
Chloride {mmol/L) Screening 16-12-2013/ 101.0 - 109.0
12:43
Erythrocytes ({(uL) pericd 1,Day -1/ 19-12-2013/ 0.00 - 5.00
24 H Predose 10:45
Creatine Xinase {(IU/L) Period 1,bay -1/ 19-12-2013/ 6.0 - 171.0
24 H Predose 10:57
Chloride (mmol/L) Period 1,Day -1/ 15-12-2013/ 101.0 - 10%.0
24 H Predose 10:57
Erythrocytes (ul) Period 2,Day -1/ 24-01-2014/ 0.00 - 5.00
24 H Predose 11:21
Platelets (1079/L) Period 2,Day -1/ 24-01-2014/ 155 - 342
24 H Predose 11:23
Chleride (mmol/L) Follow-Up 07-02-2014/ -0.1 101.0 - 109.0
12:08
Erythrocytes (ul) Follow-Up 07-02-2014/ 13 0.00 - 5.00
12:08

c8

Treatment Sequence 1: Test/Raference;

Test: 600 pg (3*200 pg tablets} levothyroxine new formulation.

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

a: L = below lower limit of reference range, H = above upper limit of reference range; b: nca
= glinically signifigant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 2: Reference/Test.

not clinically significant,
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Levothyroxine Bioequivalence frial of new Ievothyroxine formuplation vs. old formulation
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Nunber/ Lab Change Reference
Random - Treatment Test Vigit/ Date/Time of From Range
HNumbe Sequence {Unit) Timepeint Measurement Reault (a,b) Baseline Low - High
) 3 Treatment Erythroecytes (ul) Period 2,Day -1/ 24-01-2014/ 10.00 (H, ncs) 0.00 - 5.00 o
. Sequence 2 24 H Predcse 9:33
’ Erythrocytes (ul} Follow-Up 07-02-2014/ 10.00 (H, nes) 10 0,00 - 5.00
A 9:38
Treatment Creatine Kinase (IU/L) Screening 18-12-2013/ 267.0 (H, ncs} 0.0 -~ 171.0
Sequence 2 10:34
Hemoglobin (g/L) Screening 18-12-2013/ 123 (L, ncs) 126 - 165
10:34
Protein (g/L) Period 1,Day -1/ 03-01-2014/ 63.4 (L, ncs} 66.0 - 83.0
24 H Predose 8:24
Hematocrit (L/L) Pericd 1,Day -1/ 03-01-2014/ 0.36 (L, ncs) 0.38 - 0.48
24 H Predcse g:24
Hemoglobin {g/L} Peried 1,Day -1/ 03-01-2014/ 121 {L, ncs) 126 - 165
24 H Predose g6:24
Protein {g/L)} Follow-Up 25-02-2014/ 65.7 (L, ncs) -1.3 66.0 - 83.0
9:04
Thyrozine {nmol/L} Follow-Up 25-02-2014/ 62.5 (L, ncs) -8.5 62.7 - 150.8
9:04
Creatine Kinase (IU/L) Follow-Up 25-02-2014/ 271.8 (H, ncs) 118.2 0.0 - 171.0
9:04
Treatment Hemoglobin (g/L) Period 1,Day -1/ 1%-12-2013/ 166 (H, ncs) 126 - 165
Sequenge 1 24 H Predose 10:27
Lymphocytes/Leukocytes Follow-Up 11-02-2014/ 44,3 (H, ncs) 2.8 18.3 - 48.1
(%) 11:32

a: L = below lower limit of reference range, H = above upper limit of refsrence range; b: ncs = not clinically significant,
¢3 = clinically significant; Baseline defined as Screening for Fellow-Up results.

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Teat.

Test: 600 pg (3*200 pg tablets) levothyroxine new formvlation,

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Levothyroxine Bioequivalence trial of new levethyroxine formulation vs. old formulation
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number / Tab Change Reference
RandoT// Treatment Test Visit/ Date/Time of From Range
Nunmber, Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
T Treatment. Erythrecytes (ul) Screening 18-12-2013/ 50.00 {H, ncs) 0.00 - 5.00
Sequence 1 11:17
// Bacteria Screening 18-12-2013/ POSITIVE (H, ncs)
’ 11:17 ’
Thyroxine {nmol/L} Screening 18-12-2013/ 60.5 (L, ncs) 62,7 - 150.8
11:19
Urea {(mmol/L} Screening 18-12-2013/ 2.65 (L, ncs) 2,80 - 7.20
11:19
Amylase (IU/L} Period 1,Day -1/ 03-01-20i4/ 27.1 (L, ncs} 28.0 - 100.0
24 H Predoae §:22
Urea ({(mmol/L}) Period 1,Day -1/ 03-01-2014/ 2.35 {L, ncs) 2.80 - 7.20
24 H Predose g:22
Erythrocytes (ul) Period 2,Day -1/ 08-02-2014/ 10.00 {H, ncs) 0.00 - 5.00
24 H Predose g:43
Urea (mmol/L) Period 2,Day -1/ 08-02-2014/ 2.55 (L, ncs) 2.80 - 7.20
24 H Predose g:47
Thyroxine (nmcl/L) Follow-Up 24-02-2014/ 58.5 (L, nca)l -16 62.7 - 150.8
10:086
f Sodium (mmol/L) Fellow-Up 24-02-2014/ 135.7 (L, ncs) -4 136.0 - 146.0
ra . 10:06
- N Treatment Sodiam (mmol/L} Screening 20-12-2013/ 135.6 {L, ncs) 136.0 - 146.0
Sequence 2 §:24
Erythrocytes {(ul) Period 2,Day -1/ 08-02-2014/ 250.00 (H, ncs) 0.00 - 5.00
24 K Predose 8:53

a: L = below lower linmit 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 resulta.

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Raference: 600 ug {3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random . Treatment Test Visit/ Date/Time of From Range
Number, Sequence {Unit) Timepoint Measurement Result {a,b} Baseline Low - High
E Urea (mmol/L}) Period 2,DBay -1/ 08-02-2014/ 2.73 (L, ncs) 2.80 - 7.20 —
i 24 H Predose 8:56
_Treatment Creatine Kinase (IU/L) Screening 23-12-2013/ 958.1 (H, ncs) 0.0 - 171.0
? Sequence 2 11:23
f Bilirubin (umol/L) Screening 23-12-20i3/ 23.0 (H, necs) 5.0 - 21.0
. 11:23
[ Direct Biliruvbin {umol/L) Scraening 23-12-2013/ 4.3 (H, nocs) 0.0 - 3.4
11:23
Indirect Bilirubin Screening 23-12-2013/ 18.7 (H, ncs) 1.6 - 17.6
fumol/L} 11:23
Glucose {(mmol/L) Screening 23-12-2013/ 3.95 (L, ncs) 4.10 - 5.90
11:23
Aspartate Screening 23-12-2013/ 53.7 (H, ncs} 0.0 - 50.0
Aminotranaferase (U/L)} 11:23
Chloride (mmol/L} Period 1,Day -1/ 03-01-2014/ 100.9 (L, ncs} 101.0 - 109.0
24 H Predose §:13
Thyroxine (nmcl/L) Follow-Up 24-02-2014/ 55.6 (L, ncs) -9.6 62.7 - 150.8
9:53
Creatine Kinase (IU/L} Follow-Up 24-02~2014/ 2666.8 {H, ncs} 2540.8 0.0 - 171.0
9:53
Eosinophils/Leukocytes Follow-Up 24-02-2014/ 8.7 (H, ncs) 2.5 0.6 - 8.4
(%) 9:53
Alanine Aminotransferase Follow-Up 24-02-2014/ 52.4 {H, nca) 7.7 0.0 - 30.0
(U/L} . G:53

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: Test/Reference; Treatment Seguence 2: Reference/Test.

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

Raference: 600 pg {3%200 pg tablets} levothyroxine old formulatiaon.
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Table 15,3.4,1 Abnormal Laboratory values (Safety Pcpulation)
Subject
Nunber/ Lab Change Reference
Randonm Treatment Test Visit/ Date/Time of From Range
Number Seqguence {Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Aspartate Follow-Up 24-02-2014/ 87.6 (H, ncs) 0.3 0.0 - 30.0
Bminotransferase {U/L) 9:53
S Creatine Kinase MB (IU/L) Follow-Up 24-02-2014/ 38.7 {H, ncs) 1%5.4 0.0 - 24.0
s 9:53
. Treatment Potassium {mmol/L} Screening 30-12-2013/ 5.13 (H, ncs) 3.50 - 5.10
3 Seguence 1 7:32
i Flatelets (10~9/L) Screening 30-12-2013/ 407 (H, ncs) 155 - 342
7:32
Ketones (mmgl/L) Period 1,Day -1/ 18-01-2014/ 1.5 {H, ncs) 0.0 - 0.5
24 H Predose 7:48
Creatine Kinase (IU/L} Period 1,Day -1/ 18-01-2014/ 292.1 (H, ncs) Q0.0 - 171.0
24 H Predose 7153
Platelets (1049/L) Peried 1,Day -1/ 18-01-2014/ 449 (H, ncs) 155 - 342
24 H Predose 7:53
Ketones (mmol/L} Period 2,Dav -1/ 23-02-2014/ 0.5 (H, ncs) 0.0 - 0.5
24 H Predose 9:15
Erythrocytes (ul} Period 2,Day -1/ 23-02-2014/ 10.00 {H, ncs) 0.00 - 5.00
24 0 Predecse G:13
Creatine Kinase {IU/L) Period 2,Day -1/ 23-02-2014/ 359.8 (H, ncs) 0.0 - 171.0
24 H Predose 9:17
Platelets (10~9/L) Period 2,Day -1/ 23-02-2014/ 391 {H, nes) 155 - 342
24 H Predose 9:17
Creatine Xinase (IU/L) Period 2,Day -1/ 24-02-2014/ 189.6 {H, ncs) 0.0 - 171.0
24 H Predose g:14 ’

[i:3

Treatment Sequence 1: Test/Reference;

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

a: L = below lower limit of reference range, H = above upper limit of reference range; b:
= clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 2: Reference/Test.

ncs = not clinically significant,
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Table 15.3.4.1 ®brneormal Laboratory Values {Safety Pepulation)

Subject
Number / Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
j Erythreocytes ({uL) Follow-Up 11-03-2014/ 10.00 (H, ncs) 10 0.00 - 5.00
g - 7:49
f Platelets (10°9/L} Follow-Up 11-03-2014/ 378 (H, ncs) -29 155 - 342
K 7:53
Treatment Ketones (mmol/L) Sereening 30-12-2013/ 0.5 (H, ncs} 0.0 - 0.5
Sequence 2 7:34
Bilirubin (umol/L} Screening 30-12-2013/ 23.3 (H, ncs) 5.0 - 21.0
737
Direct Bilirubin (umol/L) Screening 30-12-2013/ 4.1 {H, ncs) 0.0 - 3.4
7:37
Indirect Bilirubin Screening 30-12-2013/ 1%.2 (H, ncs) 1.6 - 17.6
{umol/L} 7137
Lymphocytes (1079/L} Period 1,bay -1/ 18-01-2014/ 3.10 (H, ncs) 1.08 - 3.00
E 24 H Predose 7158
. Treatment Erythrocytes {ul) . Screening 30-12-2013/ 10.00 {H, ncs) 0.00 - 5.00
b Sequence 1 7:44
Lymphocytes/Leukocytes Screening 30-12-2013/ 17.1 (L, ncs) 17.8 - 48.5
(%) 7:48
Creatine Kinase (IU/L) Peried 1,Day -1/ 03-01-2014/ 165.8 (H, nes) 0.0 - 145.0
24 H Predosze 8:29
Chloride (mmol/L) Period 1,Day -1/ 03-01-2014/ 100.1 (L, ncs) 101.0 - 109.0
24 H Predose 8:29
Erythrocytes (ul} Period 2,Day -1/ 08-02-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose - 8:17

a: L = below lower limit of referenge range, H = above upper limit of reference range; b: ncs = nct c¢linically significant,
os = clinically significant; Baseline defined as Screening for Follow-Up results,

Treatment Segquence l: Test/Reference; Treatment Sequence 2: Reference/Test.

Test: 600 pg (3*200 pg tablets} levothyrozine new formulation,

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulaticn.
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Table 15.3.4.1 Abnermal Laboratory Values (Safety Populaticn)
Subject
Number/ Lab Change Reference
Randecm Treatment Test vigit/ Date/Time of From Range
Number Sequernce {Unit) Timepoint Measurement Result ({a,b) Bageline Low -~ High
Neutrophils (10°9/L} Follow-Up . 24-02-2014/ 6.49 (H, necs) 0.9 1.61 - §.45 o
9:53
Creatine Kinase (IU/L} Follow-Up 24-02-2014/ 152.2 (H, ncs) 31 0.0 - 145.0
9:53
Sodium {mmel/L) Follow-Up 24-02-2014/ 135.5 (L, ncs) -2.5 136.0 - 146.0
9:33
Lymphocytes/Leukocytes Follow-Up 24-02-2014/ 14.0 (L, necs) -3.1 17.8 - 48.5
(%) 9:53
J} Neutrophils/Leukocytes Fellow-Up 24-02-2014/ 76.0 (H, ncs) 6.3 37.9 - 70.5
o (%) 9:53
o Treatment Bilirubin (umol/L) Screening 03-01-2014/ 26.3 (H, ncs) 5.0 - 21.0
. Sequence 2 11:50
Chloride (mmol/L) Screening 03-01-2014/ 9%.7 (L, ncs) 101.0 - 108.0
11:50
Direct Bilirubin (umol/L)} Screening 03-01-2014/ 4,0 (H, ncs) 0.0 - 3.4
11:50
Indirect Bilirubin Screening 03-01-2014/ 22.3 (H, ncs) 1.6 - 17.6
{umol/L) 11:50
Alanine Aminotransferase Screening 03-01-2014/ 58.6 (H, ncs) 0.0 - 50.0
(U/L) 11:50
Gamma Glutamyl Transferase Screening 03-01-2014/ 62.7 (H, ncs) 0.0 - 55.0
(U/L} 11:50
Bilirubin {umol/L) Screening 09-01-2014/ 24.8 (H, acs) 5,0 - 21.0
7:19

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 Follew-Up results.
Treatment Sequence 1: Test/Reference; Treatment Seguence 2: Reference/Test.
Test: 600 pg {3*200 pg tablets) levothyroxine new formulatiom.

Reference; 600 pg (3*200 pg tablets) levothyroxine old fermulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Populaticn)
Subject
Number/ Lak Change Reference
Random Treatment Test Vigit/ Date/Time of From Range
Number Sequence (Unit} Timepoint Measurement Result {(a,b) Baseline Low - High
Direct Bilirubin {umol/L) Screening 09-01-2014/ 4.7 (H, ncs) 0.0 - 3.4
7:19
Indirect Bilirubin Screening 09-01-2014/ 20.1 (H, ncs) 1.6 - 17.6
{umol/L) 7:19
Alanine Aminotransferase Screening 09-01-2014/ 60.2 {H, ncs) 0.0 - 50.0
{U/L) 7:19
Gamma Glutamyl Pransferase Screening 08-01-201¢/ 55.7 (H, ncs! 0.0 - 55.0
(U/L) 7:19
Urea (mmol/L) Pericd 1,Day -1/ 18-01-2014/ 2.08 (L, ncs) 2.80 - 7.20
24 H Predose g8:06
Bilirubin {umol/L) Period 1,Day -1/ 18-01-2014/ 21.7 {H, ncs} 5.0 - 21.0
24 H Predose §:06
Direct Bilirubin {(umol/L) Period 1,Day -1/ 18-01-2014/ 3.5 (H, nca) 0.0 - 3.4
24 H Predose 8:06
Indirect Bilirubin Period 1,Day -1/ 18-01-2014/ 18.2 (H, ncs) 1.6 - 17.4
fumol/L} 24 H Predose 8:06
Chloride {mmol/L) Period 2,Day -1/ 23-02-2014/ 100.1 (L, ncs) 101.0 - 109.0
24 H Predose 8:47
Alanine Aminotransferase Period 2,Day -1/ 23-02-2014/ 61.6 (H, ncs) Q.0 - 30.0
{U/L) - 24 H Predose 9:47
Erythrocytes (uL) Fellow-Up 25-02-2014/ 10.00 (H, ncs) 10 0.00 - 5.00
§:15
Thyroxine (nmol/L} Follow-Up 25-02-2014/ 54.3 (L, ncs) -10.4 62.7 - 150.8
B:21

a: L = below lower limit of reference range, H = above upper limlt of reference range; b: nes = not clinicaliy significant,
c3 = glinically significant; Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 ng (3*200 pg tablets) levothyrozine old formulation,
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Table 15.3.4.1 Abnormal laboratory Values (Safety Population)
Subjeect
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result {a,b} Baseline Low - High
// Alanine Aminctransferase Follow-Up 25-02-2014/ 58.1 (H, necs) -2.1 0.0 - 50.0
{0/} g:21 '
Treatment Monocytes/Leukocytes (%) Screening 06-01-2014/ 15.0 (H, nes) 5.3 - 14.2
7 Sequence 1 9:07
// Neuwtrophils (10°9/L) Period 1,Day -1/ 18-01-2014/ 6.59 (H, nos) 1.61 - 6.45
24 H Predose 7:39
Monocytes (10~9/L} Period 1,Day -1/ 18-01-2014/ 1.16 (H, ncs) 0.27 - 0.91
24 H Predose 7:39
Bilirubin {umol/L) Period 2,Day -1/ 23-02-2014/ 4.5 (L, necs) 5.0 - 21.0
24 H Predose 9:44
Thyroxine {nmol/L) Fellow-Up 10-03-2014/ 60.1 (L, ncs) -5.5 2.7 - 150.8
B:47
Creatine Kinase {IU/L) Follow-Up 10-03-2014/ 265.0 (H, ncs) 204.1 0.0 - 145.0
8:47
Monocytes/Leukocytes (%) Follow-Up 10-03-2014/ 14.7 {H, ncs} -0.3 5.3 - 14.2
§:47
Monocytes (107%/L) Follow-Up 10-03-2014/ 0.92 (H, ncs) 0.12 0.27 - 0.91
8:47
] Treatment Chloride (mmol/L) Screening 07-01-2014/ 100.4 (I, nes) 101.0 - 109.0
Ed Sequence 2 16:21
) Sodium {(mmocl/L) Screening 07-01-2014/ 135.6 {L, ncsj 136.0 ~ 146.0
10:21
Bilirubin {umol/L) Period 1,Day -1/ 18-01-2014/ 21.7 (H, ncs} 5.0 - 21.0
24 H Predose 7:30

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 l: Test/Reference; Treatment Sequence 2: Reference/Test.

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation,

Reference: 600 pg (3*200 pg tablets} levothyroxzine old formulation,
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Table 15.3.4.1 Abnormal Laboratory Values {(Safety Population)

Subject
Humber/ Lab Change Reference
Random Treatment Tast Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurenent Result (a,b) Baseline Low - High
Indirect Biliruvbin Peried 1,Day -1/ 18-01-2014/ 18.9 (H, ncs) 1.6 - 17.6
(umol/L}) 24 H Predose 7:30
Sodium (mmol/L) Period 2,Day -1/ 23-02-2014/ 13%.5 (L, ncs) 136.0 - 146.0
24 H Predose 9:52
Platelets (1079/L) Pericd 2,Day -1/ 23-02-2014/ 160 (L, ncs) 173 - 369
24 H Predose 9:52
Erythrocytes (10*12/L} Follow-Up 10-03-2014/ 3.99 (L, ncs) -0.62 4.02 - 5.08
11:08
Treatment Amylase (IU/L) Screening 13-01-2014/ 104.5 {H, necs) 28.0 - 100.0
Sequence 2 8:42
H Platelets (10°9/L) Screening 13-01-2014/ 140 (L, ncs} 173 - 369
8:42
Alanine Aminotransferase Screening 13-01-2014/ 40.0 {(H, ncs) 0.0 - 35.0
(U/L) 8:42
Platelets {1079/L} Screening 17-01-2014/ 140 {L, ncs) 173 - 369
7:30
Alanine Aminotransferase Screening 17-01-2014/ 36.0 (H, ncs) 0.0 - 35.0
{u/L) 7:30
Erythrocytes (uL} Period 1,Day -1/ 22-01-2014/ 10.00 {(H, ncs) 0.00 - 5.00
24 H Predose 8:34
Amylase (IU/L} Period 1,Day -1/ 22-01-2014/ 100.7 (H, ncs) 2.0 - 100.0
24 H Predcse §:36
Platelets (107%/L) Pericd 1,Day -1/ 22-01-2014/ 161 (L, necs) 173 - 369
24 H Predcse §:36

a: L = below lower linit 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: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Referenca: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.] Bbnormal Laboratory Values (Safety Population}
Subject
Nurber/ Lab Change Reference
Random Treatment Test Vigit/ pate/Time of From Range
Humber Sequence (Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Alenine Aminotransferase Period 1,Day -1/ 22-01-2014/ 47.2 {H, ncs} 0.0 - 35.0
{U/L) 24 H Predcse 8:36
Gamma Glutamyl Transferase Peried 1,Day -1/ 22-01-2014/ 38.9 (H, ncs) 0.0 - 38.0
(U/L) 24 H Predose 8:36
Alanine Aminoctransferase Peried 1,Day -1/ 22-01-2014/ 38.2 (H, nes) 0.¢ - 35.0
{U/L) 24 H Predose 17:46
Platelets (10"9/L} Period 2,Day -1/ 27-02-2014/ 150 {L, ncs) 173 - 369
24 H Predose 9:15 .
Alanine Aminotrensferase Period 2,Day -1/ 27-02-2014/ 49.1 (H, ncs) 0.0 - 35.0
(U/L) 24 H Predose 9:15
Gamma Glutamyl Transferase Period 2,Day -1/ 27-02-2014/ 57.7 (H, ncs) 0.0 - 38.0
{U/L) 24 H Predose 9:15
Alanine Aminotransferase Period 2,Day -1/ 28-02-2014/ 40.8 (H, ncs) 0.0 - 35.0
(U/L) 24 H Predose 8:40
tamma Glutamyl Transfarase Period 2,Day -1/ 28-02-2014/ 50.6 (H, ncs) 0.0 - 38.0
(U/L) 24 H Predose 8:40
Amylase (IU/L) Follow-Up 14-03-2014/ 106.0 (H, ncs} 1.5 28.0 - 100.0
G:21
Alanine Aminotransferase Follow-Up 14-03-2014/ 43.1 (H, nca) 7.1 0.0 - 35.0
{U/L} 9:21
& Gamma Glutamyl Transferase Fellow-Up 14-03-2014/ 44,9 (H, ncs) 11.8 0.0 - 38.0
s {U/L) 9:21
ne Treatment Creatine Kinase (IU/L) Screening 13-01-2014/ 186.2 {H, ncs} 0.0 - 145.0
8:45

Sequence 1

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

cs clinirally significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence l: Test/Reference; Treatment Sequence 2: ReferencefTest.
Test: 600 pg (3*200 pg tablets) levethyroxine new formulation.

Reference: 60D pg (3*200 pg tablets) levothyroxine old formulation.
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