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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Humber/ 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 Screening 13-01-2014/ 39.5 (H, ncs) 0.0 - 35.0
{U/L) 8:45
Creatine Kinase (IU/L) Screening 17-01-2014/ 363.2 (H, ncs! 0.0 - 145.0
7113
Thyrcxine (nmcl/L) pericd 1,Day -1/ 22-01-2014/ £2.6 (L, ncs} 62.7 - 150.8
24 H Predose 8:35
Erythrocytes (ul) Peried 2,Day -1/ 27-02-2014/ 10.00 {(H, ncs) 0.00 - 5.00
24 H Predese 9:16
Thyroxine (mmol/L} Period 2,Day -1/ 27-02-2014/ 61.9 (L, ncs) 62.7 - 150.8
. 24 H Predose 8:1¢9
Monocytes/Leukocytes (%) Period 2,Day -1/ 27-02-2014/ 15.5 (H, ncsa) 5.3 - 14.2
24 H Predose 9:19
Monocytes (107%/L) Period 2,Day -1/ 27-02-2014/ 1.16 (H, necs) 0.27 - 0.91
24 H Predose 9:19
Neutrophils (10°9/L} Follow-Up 14-03-2014/ 7.19 {H, nca} 3.63 1.61 - 6.45
9:23
Thyroxine (nmol/L) Fcliow-Up 14-03-2014/ 61.8 (L, ncs} ~13.7 62.7 - 150.8
9:23
Creatine Kinase (IU/L) Follow-Up 14-03-2014/ 157.4 (H, ncs) -203.8 0.0 -~ 145.0
9:23
Lymphocytes/Leukocytes Follew-Up 14~-03-2014/ 16.5 (L, nes) -13.5 17.8 - 48.5
(%) 5:23 )
Neutrophils/Leukocytes Follow-Up 14-03-2014/ 75.6 (H, ncs) i5.2 37.9 - 70.5
(3} 9:23

cs

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

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

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

a1 L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
= clinically significant; Baseline defined as Scrseening for Follow-Up results,
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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
T Treatment Erythrocytes [(ul} Screening 13-01-2014/ 10.00 (H, ncs) 0.00 - 5.00
. Sequence 2 11:18
seodium (mmol/L} Screening 13-01-2014/ 135.1 (L, nes) 136.0 - 146.0
11:21
Bilirubin (umol/L} Period 1,Day -1/ 1B-01-2014/ 4.7 {L, ncs) 5.0 - 21.¢
24 H Predose 8:18
Chloride (mmol/L} Period 1,Day -1/ 18-01-2014/ 100.4 (L, ncs) 101.0 - 109.0
24 H Predose 8:18
Sodium (mmol/L} Period 1,Day -1/ 18-01-2014/. 133.3 (L, ncs} 136.0 - 146.0
24 H Predose 8:18
Creatine Kinase (IU/L} Follow-Up 12-02-2014/ 146.0 (H, ncs) 6.5 0.0 - 145.0
7:36
Bilirupin {umol/L} Follow-Up 12-02-2014/ 4.8 (L, necs) -1.5 5.0 - 21.0
7:36
Monocytes/Lenkocytes (%) Follow-Up 12-02-2014/ 14.3 (H, nca) 6.6 5.3 - 14.2
7:36
Sodium {mmol/L) Follow-Up 12-02-2014/ 135.0 (L, ne¢s) -0.1 136.0 - 146.0
7:36
Treatment Erythrocytes {(ul) period 1,Day -1/ 01-02-2014/ 10.00 {H, ncs) 0.00 - 5.00
Sequence 1 24 H Predose 8:30
Hematocrit (L/L} pPeried 1,Day -1/ 01-02-2014/ $.33 (L, ncs) 0.35 - 0,44
24 H Predose §:33
Hemoglopin {g/L} Period 1,Day -1/ 01-02-2014/ i05 (L, nes} 111 - 146
24 H Predose 8:33

cs
Treatment Sequence 1: -Test/Reference;
Test: 600 pg (3*200 ng 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: 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 Abncrmal Laboratory Values {Safety Population)
Subject
Nunbex/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Nunmber Sequence (Unit} Timepoint Measurement Result f{a,b) Bageline Low - High
Eosinophils/Leukocytes Period 1,Day -1/ 01-02-2014/ 8.2 (H, ncs) 0.6 - 7.9
(%) 24 H Predose 8:33
Ketones (mmol/L) Period 2,Day -1/ 09-03-2014/ 0.5 {H, ncs) 0.0 - 0.5
24 H Predose §:27
Erythrocytes (ul) period 2,Day -1/ 09-03-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose 8:27
Calcium (mmol/L) Peried 2,Day -1/ 09-03-2014/ 2.17 (L, ncs) 2.20 - 2.85
24 H Predose 8:29
Hematocrit (L/L) Period 2,Day -1/ 09-03-2014/ .33 (L, ncs) 0.35 - 0.44
24 H Predose 8:29
Hemcglcbin {g/L) Period 2,Day -1/ 0%-03-2014/ 104 (L, ncs) 111 - 146
24 H Predose 8:29 '
Ketones (mmol/L} Follow-Up 25-03-2014/ 0.5 (H, ncs) 0.5 0.0 - 0.5
10:26
Erythrocytes (uL) Follow-Up 25-03-2014/ 25.00 (H, ncs) 25 0.00 - 3.00
10:26
Hemateocrit {(L/L} Follow-Up 25-03-2014/ 0.33 (L, ncs) -0.04 0.35 - 0.44
10:28
Hemoglobin (g/L) Follow-Up 25-03-2014/ 103 (L, ncs) =16 111 - 146
10:29
Treatment Thyroxine (nmol/L} Sereening 13-01-2014/ 60.2 (L, ncs) 62.7 - 150.8
Sequence 1 12:19
Urea (mmol/L}) Period 1,Day -1/ 22-01-2014/ 7.32 (H, ncs} 2.80 - 7.20
24 H Predose §:21

a: L = below lower limit of reference range, H = above upper limit of reference range; b: nca = not clinically significant,
gs = 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.
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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 Segquence {Unit) Timepoint Measurement Result (a,b) Bageline TLow - High
Thyroxine (nmol/L) period 2,bay -1/ 27-02-2014/ 62.5 (L, ncs) 62.7 - 150.8
24 H Predose 9:05
Thyroxine (nmel/L) Follow-Up 14-03-2014/ 59.5 (L, nocs} -6.3 52,7 — 150.8
12:35
Glucese {mmol/L) Follow-Up 14-03-2014/ 3.96 (L, ncs) -0.78 4,10 - 5.80
" 12:35 !
3
v pH Follow-Up 14-03-2014/ 8.0 (H, nos) 1.5 4.8 - 7.4
12:35
- . Treatment Chloride {mmol/L} Screening 14*01*2014/ 99,9 (L, nca) 101.0 - 109.0
’ Sequence 1 9:57
Neutrophils/Leukocytes Screening 14-01-2014/ 73.1 (H, ncs) 38.2 - 71.5
(%) 9:57
Chloride {mmol/L} Period 1,Day -1/ 22-01-2014/ 100.5 (L, ncs) 101.0 - 108.0
24 H Predose §:186
Potassium (mmol/L) Follow-Up 14-03-2014/ 5.22 (d, ncs) 1.03 3.00 - 5.10
8:52
Bilirubin {umol/L} Follow-Up 14-03-2014/ 21.8 (H, ncs) 4,7 5.0 - 21.0
8:52
o Indirect Bilirubin Follow-Up 14-063-2014/ 18.7 (H, ncs) 1.6 - 17.6
B tumel/L} 8:52
) Treatment Urea (mmol/L) Period 1,Day -1/ 27-01-2014/ 2.64 (L, ncs) 2.80 - 7.20
Sequence 2 24 H Predose 8:31
Hematocrit (L/L) Period 2,Day -1/ 04-03-2014/ 0.34 (L, nes) 0.35 - 0.44
24 H Predose 9:11

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

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

above upper limit of reference range; b: nes = not clinically significant,

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

/project24/ep/blinded/e210899_merc/stats/versicencontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.4.1.sas

11DEC2014 00:01

Document No.0900bahe8085bb46 v1.0

CONFIDENTIAL
INFORMATION

204/1628

M



Levothyroxine
EMR 200125-001

EMR200125-001 Page 205 of 1628

Bioequivalence trial of new levothyroxine formulation ¥s. old formulation

Merck Serono

Page 54 of 197

EMR 200125-001 Confidential
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
Hemoglobin {g/L) Period 2,Day -1/ 04-03-2014/ 108 (L, ncs} 111 - 146
24 H Predose 9:11
Leukocytes (10°9/L) Follow-Up 19-03-2014/ 10.75 (H, ncs) 3.48 3.69 - 10.04
10:07
Neutrophils (10+5/L) Follow-Up 19-03-2014/ g.19 (H, ncs} 3,51 1.61 - 6.45
14:07
Thyroxine [nmol/L} Follow-Up 19-03-2014/ 59.7 (L, nca) -10 62.7 — 150.8
10:07
Lymphocytes/Leukocytes Follow-Up 19-03-2014/ 15.2 (L, nes) -10.4 17.8 - 48.3
(%) 10:07
. Neutrophils/Leukocytes Follow-Up 19-03-2014/ 76.1 (H, ncs) 11.7 37.9 - 70.5
g (%) 10:07
; FEosinophils/Leukocytes Follow-Up 19-03-2014/ 0.5 (L, ncs} -0.3 0.6 - 7.%
¢ (%) 10:07
. 1 Treatment Creatine Kinase (IU/L) Screening 14-01-2014/ 179.1 (H, ncs) 0.0 - 145.0
i Sequence 1 11:47
Sodium (mmol/L) Screening 14-01-2014/ 134.3 (L, ncs} 136.0 - 146.0
11:47
Creatine Kinase (IU/L) Screening 17-01-2014/ 171.0 (M, ncs) 0,0 - 145.0
11:00
Creatine Kinase (IU/L) Period 1,Day -1/ 22-01-2014/ 191.4 (H, ncs) 0.0 - 145.0
24 H Predose 8:25
Creatine Kinase (IU/L} Period 1,Day -1/ 22-01-2014/ 179.0 {H, ncs) 0.0 - 145.0
24 H Predocse 17:54

cs

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

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

= clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 2: Reference/Test.
levothyroxine new formulaticn.

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

above upper limit of reference range; ki 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 vigit/ Date/Time of From Range
Humber Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Protein (g/L) Period 2,Day -1/ 27-02-2014/ 65.2 {L, ncs) §6.0 - 83.0
24 H Predose 9:25
Creatine Kinase (IU/L) Period 2,Day -1/ 27-02-2014/ 207.5 (H, ncs) 0.0 - 145.0
24 H Predose 9:25
Calcium {mmol/L) Period 2,Day -1/ 27-02-2014/ 2.15 (L, ncs) 2.20 - 2.65
24 H Predose 9:25
Creatine Kinase (IU/L} Peried Z,Day -1/ 28-02-2014/ 159.6 {H, ncs} 0.0 - 145.0
24 B Predose §:50
Creatine Kinase (IU/L} Foliow-Up 14-03-2014/ 199.8 (H, ncs) 23.8 0.0 - 145.0
# 11:59
Treatment Leukocytes (ulL) Screening 15-021-2014/ 25.00 (H, ncs) 0.00 - 9.00
v Sequence 2 8§:52
3 Erythrocytes (ul) Period 1,Day -1/ 22-01-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose 8:38
Urea {mmol/L) Period 1,Day -1/ 22-01-2014/ 2,57 (L, ncs) 2.80 - 7.20
24 H Predose 8:40
sodium {mmol/L) Period 1,Day -1/ 22-01-2014/ 135.9 (L, ncs) 136.0 - 146.0
24 H Predose 8:40
Leukocytes (/HPF) Pericd 2,Day -1/ 27-02-2014/ 10.00 (H, nes) 0.00 - 4.00
24 H Predose 9:49
Leukocytes (ul) pPeriocd 2,Day -1/ 27-02-2014/ 25.00 (H, ncs) 0.00 - 9.00
24 E Predcse 9:49
Thyroxine {nmol/L) Period 2,Day -1/ 27-02-2014/ 61.6 (L, ncs} 62.7 - 150.8
24 1 Predose 9:51
a: L = below lower limit of reference range, H = above upper limit of reference range; b: nes = not clinigally significant,

¢s = ¢linically significant; Baseline defined as Screening for Follew-Up results.
Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.
Test: 600 pg {3*200 pg tablets) levothyroxine new formulation.

Reference: 600 ug (3*200 ug tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Numbex/ Change Reference
Random Treatment Visit/ Date/Time of From Range
Humber Seguence Timepoint Measurement Result (a,b) Baseline TLow - High
Period 2,Day =1/ 27-02-2014/ 2.26 (L, ncs) 2,80 - 7.20
24 H Predose 9:51
v Thyrczine (nmol/L} Follow-Up 17-03-2014/ 56.8 (L, ncs} -24.8 62,7 - 150.8
i 10:34
% Urea (mmol/L} Follow-Up 17-03-2014/ 2.56 (L, necs} -0,35 2,80 - 7.20
h 10:34
Treatment Urea (mmol/L)} Screening 15-01-2014/ 2.61 (L, negs) 2.80 - 7.20
! Sequence 1 10:10
Erythrocytes {ul) Perioad 1,Day -1/ 27-01-2014/ 10.00 (E, ncs) 0.00 - 5.00
24 H Predose 8:48
period 1,Day -1/ 27-01-2014/ POSITIVE (H, ncs)
24 H Predose 8:49
{/HPF) Period 1,Day -1/ 27-01-2014/ 25.00 (H, ncs) 0.00 - 4,00
24 H Predose 8:49
Leukocytes (ul} Period 1,Day -1/ 27-01-2014/ 100.00 (H, ncs) 9.00 - 9.00
24 H Predose 8:49
Sodium (mmol/L) Period 1,Day -1/ 27-01-2014/ 134.6 {L, nocs) 136.0 - 146.0
24 H Predose 9:02
Creatine Kinase (IU/L} Follow-Up 19-03-2014/ 1575.2 {d, ncs) 1512.4 0.0 - 145.0
8:27
Alanine Aminotransferase Follow-Up 19-03-2014/ 40.8 (H, ncs) 31.46 0.0 - 35.0
§:27
Follow-Up 19-03-2014/ 72.0 {H, ncs} 56.2 0.0 - 35.0
Aminotransferase (U/L) 8127

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

cs = clinically significant; Baseline defined as Screening for Follow-Up results.

Treatment Sequence 1: Test/Reference;

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

Treatment Sequence 2: Reference/Test.

= not ¢linically 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 (Unit} Timepoint Measurement Result (a,b) Baseline Low - High
1238/282 Treatment Erythrocytes (ul} Screening 15-01-2014/ 10.00 {H, ncs} 0.00 - 5.00
Sequence 2 11:00
Gamma Glutamyl Transferase Screening 15-01-2014/ 41.8 (H, ncs) 0.0 - 38.0
{U/L) 11:03
Erythrocytes {(ul} Pericd 1,Day -1/ 22-01-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose 8:43
Ketcnes {(mmol/L) Follew-Up 06-03-2014/ 15.0 (H, ncs) 15 0.0 - 0.5
11:30 .
Erythrocytes (ul) Follow-Up 06-03-2014/ 10.00 (H, nes) 0 0.00 - 5.00
11:30
Erythrocytes {(ul) Follow-Up 10-03-2014/ 10.00 {H, ncs) 0 0.00 - 5.00
10:05
Treatment Chloride (mmol/L} Period 1,Day -1/ 18-01-2014/ 100.2 (L, ncs) 101.0 - 109.0
Sequence 1 24 H Predose 8:26
Sodium {mmol/L) Period 1,Day -1/ 18-01-2014/ 135.6 (L, ncs} 136.0 - 146.0
24 H Predese 8:286
Basophils/Leukocytes (%) Period 1,Day -1/ 18-01-2014/ 1.1 (H, necs) 0.0 - 1.0
24 H Predoss 8126
Amylase (IU/L} Follow-Up 10-03-2014/ 103.6 (H, ncs) 47.6 28.0 - 100.0
7155
Chloride (mmol/L) Follow-Up 10-03-2014/ 99,7 (L, ncs) -2.3 101.0 - 109.0
7:35
Monocytes/Leukocytes (%) Follow-Up 10-03-2014/ 15.0 (H, ncs) 7.8 5.6 - 14.8
7:55

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
cs = cliniecally significant; Baseline defined as Screening for Fellow-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 Population)
Subject
Number/ Lab Change Reference
Random o Treatmant Test Visit/ Date/Time of From Range
Numbers Sequence {Unit} Timepoint Measurement Result {a,b) Baseline Low - High
- Treatment Erythrocytes (ul} Peried 2,Day -1/ 04-03-2014/ 150,00 (H, ncs). 0.00 - 5.00
sequence 2 24 H Predose 9:06
Bacteria Period 2,Day -1/ 04-03-2014/ PQSITIVE (H, ncs)
24 H Predose 9:06
Erythrocytes (/HPF) Period 2,Day -1/ 04-03-2014/ .00 (H, nes) 6.00 - 3.00
24 H Predose 9:06
Leukocytes {/HEF) Peried 2,Day -1/ 04-03-2014/ 20.00 (H, ncs) 0.00 - 4.00
24 H Predose 9:06
Leukocytes (ul} Period 2,Day -1/ 04-03-2014/ 100.00 (H, ncs) 0.00 - 9.00
24 H Predose 9:06
Squamous Epithelial CellsPeriod 2,Pay -1/ 04-03-2014/ 80 (H, ncs) 0 -15
{/HFF) 24 H Predose 9:06
Thyroxine (nmol/L) Period 2,DPay -1/ 04-03-2014/ 60.0 (L, ncs) 62.7 - 150.8
. 24 H Predose 9:15
Creatine Kinase {IU/L) Period 2,Day -1/ 04-03-2014/ 152.0 (H, ncs) 0.0 - 145.0
24 H Predose 9:15
Lymphocytes/Leukocytes Period 2,Day -1/ 04-03-2014/ 16.4 (L, ncs) 17.8 - 48.5
{%) 24 H Predose 9:15
Neutrophils/Leukocytes Pericd 2,Day -1/ 04-03-2014/ 71.9 (H, ncs) 37.9 - 70.5
{%) 24 H Predose 9:15
Erythrocytes (ul) Pericd 2,Day -1/ 04-03-2014/ 25.00 (H, ncs) 0.00 - 5.00
24 H Predcse 16:45
Thyroxine (nmol/L} Follow-Up 20-03-2014/ 60.8 (1L, ncs) -3.1 62.7 - 150.8
10:47

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 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 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
Chloride {mmol/L) Follow-Up 20-03-2014/ 100.6 (L, ncs) -3.4 101.0 - 1Q9.0
10:47
jﬁ Glucose (macl/L}) Follow-Up 20-03-2014/ 3.74 {L, ncs) -0.53 4,10 - 5,%0
E 10:47
Treatment Creatine Kinase (IU/L) Period 1,Day -1/ 01-02-2014/ 186.0 (H, ncs) 0.0 - 171,0
r Sequence 1 24 H Predose 8:05
! pPH Follow-Up 13-03-2014/ 8.0 (H, nca) 1 4,8 - 7.4
10:18
& Protein {g/L) Follow-Up 13-03-2014/ 64.0 (L, nocs) -3.6 66.0 - 83.0
10:20
Treatment Creatine Kinase (IU/L} Period 1,Day -1/ 18-01-2014/ 145,2 {H, ncs) 0.0 - 145.0
Sequence 1 24 H Predose 8:46
Protein (g/L) period 2,Day -1/ 23-02-2014/ 62.9 (L, nes) 66.0 - 83.0
24 1 Predose 11:01
Thyroxine {nmol/L} Period 2,Day -1/ 23-02-2014/ 60.9 (L, ncs) 62.7 - 150.8
24 H Predose 11:01
Basophils/Leukocytes (%) Period 2,Day -1/ 23-02-2014/ 0.1 (L, nes) 0.2 - 1.3
24 H Precdose 11:01
Thyroxine (nmol/L) Follow-Up 14-03-2014/ 57.5 (L, ncs) -14.4 62.7 - 150.8
12:38
Creatine Kinase (IU/L) Follow-Up 14-03-2014/ 188.3 (H, ncs) 75.4 0.0 - 145.0
12:38
pH Follow-Up 14-03-2014/ 8.0 {H, ncs} 3 4.8 - 7.4
12:39

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinieally 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 ng (3*200 pg tableta) levothyroxine old formulation.
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a: L = below lower limit of reference range, H =
cs =
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.

clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Segquence 2: Reference/Tast.

EMR 200125-001 confidential
Table 15.3.4.1 Abnormal Laboratory Values {Safety Population}
Subject
Nunber / Lab Change Reference
Random Treatment Test Vigit/ Date/Time of From Range
Number/ Sequence {Unit) Timepoint Measurement Result ({a,b} Baseline Low - High
’ Treatment Chloride (mmol/L) Screening 17-01-2014/ 97.0 (L, ncs} 101.0 - 109.0
), Sequence 1 11:15
Sodium (mmol/L) Screening 17-01-2014/ 131.1 {L, nca} 136.0 - 146.0
11:15
Erythrocytes {ul) Pericd 1,Day -1/ 22-01-2014/ 10.00 (H, neca) 0.00 - 5.00
24 H Predose g4l
Leukocytes (uL} pPeriod 1,Day -1/ 22-01-2014/ 25.00 {H, ncs) 0.00 - 9.00
24 H Predose §:41
Leukocytes (10749/L) Period 1,Day -1/ 22-01-2014/ 3.31 (L, ngs) 3.69 - 10.04
24 H Predose 8:43
Neutrophils (10°9/L) Period 1,Pay -1/ 22-01-2014/ 1.40 (L, nca) 1.61 - 6.45
24 H Predose 8:43
Urea {(mmol/L) Period 1,Day -1/ 22-01-2014/ 2.67 (L, ncs) 2.80 - 7.20
24 H Predose §:43
Chioride (mmol/L} Period 1,Day -1/ 22-01-2014/ 99,4 (L, ncs} 101.0 - 109.0
24 H Predose 8:43
Monocytes/Leukocytes (%) Period 1,Day -1/ 22-01-2014/ 18.4 (H, ncs) 5.3 - 14,2
24 H Predose €:43
Sodium {mmol/L) Pericd 1,Day -1/ 22-01-2014/ 132.2 (L, ncs) 136.0 - 146.0
24 H Predose §:43
Eosinophils (10°%/L) pPeriod 1,Day -1/ 22-01-2014/ 0.03 (L, ncs) 0.04 - 0.43
24 H Predose 8:43
Leukoeytes (1049/L) Period 1,Day -1/ 22-01-2014/ 3.04 (L, ncs) 3.69 - 10.04
24 H Predose 17:45
apove upper limit of reference range; b: ncs = not clinically significant,
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Table 15.3.4.1 Rbnormal Laboratory Values {Safety Population)
Subject
Number/ Lab Change Reference
Randomn Treatment Test visit/ Date/Time of From Range
Nunber Seguence {Unit) Timepolint Measurement Result (a,b} Bageline Tow - High
Neutrophils (10°9/L} Period 1,Day -1/ 22-01-2014/ 1.11 {L, ncs) 1.61 - 6.45
24 H Predose 17:45
Protein {g/L) Period 2,Day -1/ 27-02-2014/ 65.5 (L, ncs} 66.0 - 83.0
24 H Predose 9:56
Chioride (mmol/L) Period 2,Day -1/ 27-02-2014/ 100.2 (L, ncs) 101,0 - 109.0
24 H Predose 9:56
Sodium {mmol/L} Period 2,Day -1/ 27-02-2014/ 128.7 (L, ncs) 136.0 - 144.0
24 H Predose 9:56
Chloride (mmol/L} Follow-Up 14-03-2014/ 100.8 (L, necs) 3.8 101.0 — 103.0
11:56
Sodium (mmol/L) Follow-Up 14-03-2014/ 134.5 (L, ncs) 3.4 136.0 - 146.0
11:56
Calcivm (mmol/L} Follow-Up 14-03-2014/ 2.70 (H, ncs) 0.24 2.20 - 2.65
< 11:56
Treatment Chloride {(mmol/L) Screening 20-01-2014/ 100.8 (L, ncs) 101.0 - 109.0
Sequence 1 9:43
Glucose {(mmol/L} Screening 20-01-2014/ 4.03 (L, ncs} 4.10 - 5.90
9:43
Lymphocytes/Leukocytes Screening 20-01-2014/ 17.5 (L, ncs} 18.3 - 48.1
{%) 9:43
Neutrophils/Leukocytes Screening 20-01-2014/ 72.3 (H, nes) 38.2 - 71.5
(%) 9:43
Erythrocytes (ul} Period 1,bay -1/ 27-01-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose 8:24

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.

cs5 =

Treatment Sequence 1: Test/Reference;

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

Reference:

600 pg (3*200 pg tablets)

levothyroxine old formulation.

nes = not elinically significant,
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Table 15.3.4.1 Abnormal Laboratory Valuss (Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Humber Sequence (Unit) Timepoint Measuremernt Result {a,b) Baseline Low - High
Protein {(g/L) Period 1,Day -1/ 27-01-2014/ 65.6. (L, ncs) 66.0 - 83.0
24 H Predose §:27
Urea (mmol/L) Period 1,Day -1/ 27-01-2014/ 2.75% {L, nca) 2.80 - 7.20
24 H Predose 8:27
Basophils/Leukocytes (%) Period 1,Day -1/ 27-01-2014/ 1.1 (H, ncs) g.0 - 1.0
24 H Pradose 8:27
Eryvthrocytes {(ul) Period 2,Day -1/ 04-03-2014/ 10.00 (H, ncs} 0.00 - 5,00
24 H Predose 8:57
Erythrocytes (ul) Follow-Up 19-03-2014/ 10.00 (H, ncs) 10 0.00 - 5.00
10:14
Urea {(mmol/L) Follow-Up 16-03-2014/ 2.75 (L, ncs) -0.53 2.80 - 7,20
10:17
Triacylglycerol Lipase Fellow-Up 19-03-2014/ 78.8 {H, ncs) 30.3 0.0 - 7.0
(IU/L} 10:17
) Treatment Creatine Kinase (IU/L) Screening 20-01-2014/ 217.0 (H, ncs) 0.0 - 171.0
5 Seguence 2 10:08
’ Chleride (mmol/L) Screening 20-01-2014/ 99.7 (L, ncs) 101.0 - 109.0
10:08
Sodium {mmol/L) Screening 20-01-2014/ 133.7 (L, ncs) 136.0 - 146.0
10:08
Basophils/Leukccytes (%) Screening 20-01-2014/ 1.2 (H, necs) 0.0 ~ 1.0
10:08
Chloride (mmcel/L) period 1,Day -1/ 22-01-2014/ 100.9 (L, nos) 101.0 - 108.0
24 H Predose 8:39

a: T = 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 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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Table 15.3.4.1 Rbnormal 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
Sodium (mmol/L) Period 1,Day -1/ 22-01-2014/ 134.9 (L, ncs) 136.0 - 146.0
24 H Predose g:39
Basophils (1049/L) Period 1,Day -1/ 22-01-2014/ 0.09 (H, ncs} 0.01 - 0.07
24 H Predose g:39
Basophila/Leukocytes (%) Period 1,Day -1/ 22-01-2014/ 1.7 (H, necs} 0.0 - 1.0
24 H Predose g8:3%
Amylase (IU/L}) period 2,Day -1/ 27-02-2014/ 109.7 (H, ncs) 28.0 - 100.0
o 24 H Predose 9:22
A Treatment Sodium {mmol/L} Screening 21-01-2014/ 134.8 (L, ncs) 136.0 - 146.0
- Sequence 1 9:29
s Calcium (mmol/L) Screening 21-01-2014/ 2.17 (L, ncs) 2.20 - 2.65
9:20
Amylase (TU/L) Period 1,Day -1/ 27-01-2014/ 120.0 (H, ncs) 28.0 - 100.0
24 H Predose 8:17
Chloride (mmol/L) Period 1,Day -1/ 27-01-2014/ 100.8 (L, nes) 101.0 - 109.0
24 H Predose §:17
Triacylglycerol Lipase Period 1,Day -1/ 27-01-2014/ 110.0 (H, ncs) 0.0 - 67.0
(IU/L) 24 H Predose 8:17
Protein {g/L) Pericd 2,Day -1/ 04-03-2014/ 62.8 (L, ncs) 66.0 - 83,0
24 H Predose 8:04
Sodium (mmol/L} Period 2,Day -1/ 04-03-2014/ 135.0 (L, ncs) 136.0 - 146.0
24 H Predose §:04
Calcium (macl/L) Period 2,Day -1/ 04-03-2014/ 2.15 (L, ncs) 2.20 - 2.65
24 H Predose §:04

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

cg = ¢linically 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.
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rable 15.3.4.1 Abnormal Laboratory Values (Safety Population}
Subject
Number/ Lab Change Reference
Random Treatment Test visit/ bate/Time of From Range
Number Seguernce (Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Erythreocytes {(ul) Follow-Up 20-03-2014/ 10.00 (H, ncs} 10 0.00 - 5.00
8:34
Protein (g/L) Follow-Up 20-03-2014/ 65.3 (L, ncsa) -1.5 66.0 - 83.0
8:35
Urea (mmol/L) Follow-Up 20-03-2014/ 7.81 (K, ncs) 2.07 2.80 - 7.20
8:35
Treatment Creatine Kinase (IU/L) Screening 21-01-2014/ 293.7 (H, ncs) 0.0 - 171.0
Saequence 2 9:19
Chloride (mmol/L} Screening 21-01-2014/ 99,2 (L, ncs) 101.0 - 108.0
It 9:19
Creatine Kinasa (IU/L} Period 1,Day -1/ 22-01-2014/ 299.4 (H, ncs) 0.0 - 171.0
24 H Predose 8:58
Chloride {mmol/L) period 1,Bay -1/ 22-01-2014/ 87.7 {L, ncs} 101.0 - 109.0
24 H Predose g8:58
Creatine Kinase (IU/L) Period 1,Day -1/ 22-01-2014/ 252.8 (H, ncs) 0.0 - 171.0
24 H Predose 17:50
Thyroxine (nmol/L) pPericd 2,Day -1/ 27-02-2014/ £1.2 (L, ncs) 62.7 - 150.8
24 H Predose 9:11
Creatine Kinase {IU/L) Perigd 2,Day -1/ 27-02-2014/ 210.4 (H, ncs) 0.0 - 171.0
24 H Predose 9:11
Glucose (mmol/L} Period 2,Day -1/ 27-02-2014/ 5.11 (H, ncs) 4.10 - 5.90
24 H Predose 9:11
pH Follow-Up 14-03-2014/ 8.0 {H, ncs) 1 4.8 - 7.4
11:44

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

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

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

/project24/ep/blinded/e210899_merc/stats/vers ioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

13.3.4.1.sas
11DEC2014 00:01

Document No.0900babeB025bb46 v1.0 CONFIDENTIAL 215/1628
INFORMATION 1



EMR2060125-001 Page 216 of 1628

Levothyroxine ' Bioequivalence trial of new levothyroxine formulation vs. old formnlation

EMR 200125-001

Merck Serono

Page 65 of 187
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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
Number Sequence (Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Thyroxine {(nmol/L)} Fellow-Up 14-03-2014/ 56.5 (L, necs) -11.7 62.7 - 150.8
11:45
Creatine Kinase (IU/L) Follow-Up 14-03-2014/ 177.7 (H, ncs) -116 0.0 - 171.0
11:45
.fi Chloride {(mmol/L) Follow-Up 14-03-2014/ 100.8 (L, ncs) 1.7 101.0 - 109.0
g 1i:45
Treatment Bilirubin (umcl/L) Screening 21-01-2014/ 27.4 (H, nca) 5.0 - 21,0
Sequence 1 11:15
Chloride (mmol/L) Screening 21-01-2014/ 100.8 {L, ncs} 101.0 - 109.0
11:15
Direct Bilirubin {umoi/L} Screening 21-01-2014/ 4.6 (H, ngs} 0.0 - 3.4
11:15
Indirect Bilirubkin Screening 21-01-2014/ 22.8 (H, nes) 1.6 - 17.8
(umol /L) 11:15
Bilirubin (umol/L) Period 1,Day -1/ 27-01-2014/ 21.4 (H, ncs) 5.0 - 21.0
24 H Predose 8:37
Chloride (mmol/L) Period 1,Day -1/ 27-01-2014/ 99.9 (L, ncs) 101.0 - 105.0
24 H Predose §:37
Direct Bilirubin {umel/L} Peried 1,Day -1/ 27-01-2014/ 3.5 (H, ncs) 0.0 - 3.4
24 H Predose 8:37
Indirect Bilirubin Period 1,Day -1/ 27-01-2014/ 17.9 (H, ncs) i.6 - 17.6
{umol/L} 24 H Predose 8:37
Thyrozine (nmol/L) Period 2,Day -1/ 04-03-2014/ 1.2 (L, nes) 2.7 - 150.8
24 H Predose 9:05

cs

a: L = below lower limit of reference range, H = above upper limit of reference range; b:
= ¢linically significant; Baseline defined as Screening for Fellew-Up results.

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

Taest: 600 pg {3*200 pg tablets} levethyrozine new formulation.

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

ncs = not clinically significant,
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Pcpulation)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Nurber /i Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
," Thyroxine (nmol/L) Follow-Up 19-03-2014/ 57.9 (L, ncs) -6.4 62.7 - 150.8
J 11:25
Treatment Erythrocytes (ul) Screening 21-01-2014/ 10.00 {H, ncs) 0.00 - 5.00
Sequence 2 11:20
Sodium (mmol/L) Screening 21-01-2014/ 135.2 (L, necs} 136.0 - 146.0
11:22
Erythrocytes {ul) Period 1,Day -1/ 27-01-2014/ 25.00 (H, nes) 0.00 - 5.00
24 H Predese g:50
Protein {g/L} Period 1,Day -1/ 27-01-2014/ 63.5 (L, ncs) 66.0 - 83.0
24 H Predose §:52
Creatine Kinase (IU/L) Period 1,Day -1/ 27-01-2014/ 157.1 (H, nes) 0.0 - 145.0
24 H Predose g:32
Monocecytes {1073/L} Period 1,Day -1/ 27-01-2014/ 0.26 (L, ncs) 0.27 - 0.91
24 H Predose 8:52
Sodium (mmol/L} Period 1,Day -1/ 27-01i-2014/ 135.5 (L, ncs) 136.0 - 146.0
24 H Predose 8:52
Calcium {mmol/L) period 1,Day -1/ 27-01-2014/ 2,18 (L, ncs) 2.20 - 2.65
24 H Predose 8:52
Erythrocytes {(ul) Period 2,Day -1/ 04-03-2014/ 10.00 (H, ncs) g.00 - 5.00
24 B Predose 8:35
Protein {g/L} Pericd 2,Day -1/ 04-03-2014/ 64.8 (L, ncs) 66.0 - 83.0
24 H Predose g:37
Creatine Kinase (IU/L) Follow-Up 21-03-2014/ 178.5 (H, ncs) 67 0.0 - 145.0¢
10:37

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

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

Test: 600 png (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 Lesboratory 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 TLow - High
# Erythrocytes (ul} Follow-Up 21-03-2014/ 25.00 {(H, ncs) 15 0.00 - 5,00
10:37
Treatment pH Screening 23-01-2014/ 8.0 (H, ncs) 4.8 - 7.4
- Sequence 2 §:49
i Thyroxine (nmol/L) Screening 23-01-2014/ 59.7 (L, ncs) 62.7 - 150.8
8:350
Creatine Kinase (IU/L) Screening 23-01~-2014/ 173.7 (H, ncs) 0.0 - 171.0
8:50
Creatine Kinase (IU/L} Screening 24-01-2014/ 177.6 (H, nes) 0.0 - 171.0
T:53
Creatine Kinase (IU/L) Period 1,Bay -1/ 01-02-2014/ 199.5 {H, necs) 0.0 - 171.0
24 H Predose 8:51
Creatine Kinase (IU/L} Period 1,Day -1/ 01-02-2014/ 192.0 {H, nes} 0.0 - 171.0
24 H Predose 13:58
pH Period 2,Day -1/ 09-03-2014/ 8.0 (H, ncs) 4.8 - 7.4
24 H Predose g:12
Thyroxine {(nmol/L) Period 2,Day -1/ 09-03-2014/ 61.7 (L, ncs} 62,7 ~ 150.8
24 H Predose 8:14
Creatine Kinase (IU/L) Period 2,Day -1/ 09-03-2014/ 207.4 {(H, ncs) 0.0 - 171.0
24 H Predose g:14
Thyroxine (nmol/L} Fellow-Up 26-03-2014/ 52.5 (L, nes) -11.4 62.7 - 150.8
9:48
Creatine Xinase (IU/L) Follew-Up 26-03-2014/ 224,1 (H, ncs) 46.5 4.0 - 171.0
9:48

a: T = 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: Referenca/Test.
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 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Humber/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Numbe;/x Saquence (Unit} Timepoint Measurement Result (a,b) Baseline Low - High
T Treatment Creatine Kinase (IU/L) Period 1,Day -1/ 05-02-2014/ 184,1 (H, ncs) 0.0 - 171.0
- 3equence 1 24 H Predose 8:55
Hemoglobin (g/L) Period 1,Day -1/ 05-02-2014/ 166 (H, ncs) 126 - 165
24 H Predose 8:533
Chloride (mmol/L) Period 2,0ay -1/ 13-03-2014/ 100.4 (L, ncs) 101.0 - 109.0
24 H Predose 8:35
Thyroxine (nmol/L) Foliow-Up 28-03-2014/ 58.8 (L, ncs} -15 62.7 - 150.8
7:09
Chloride (mmol/L) Follow-Up 28-03-2014/ 99.6 (L, ncs} -1.9 101.0 - 105.0
7:0%
Sodium {mmol/L) Follow-Up 26-03-2014/ 135.46 (L, ncs) -0.9 136.0 - 146.0
7:09
Treatment Bilirubin (umol/L) Screening 27-01-2014/ 21.5 (H, ncs) 5.0 - 21,0
i Sequence 1 8:42
i Indirect Bilirubin Screening 27-01-2014/ 18.2 {H, ncs} 1.6 - 17.6
4 {umol/L) 8:42
: Platelets (10°9%/L) Screening 27-01-2014/ 144 (L, nes) 155 - 342
8:42
Bilirubin (umol/L) Pericd 1,Day -1/ 16-02-2014/ 22,7 (H, ncs) 5.0 - 21.0
24 H Predcse 8134
Direct Bilirubin (umol/L} Period 1,Day -1/ 16-02-2014/ 3.7 (H, nes) 0.0 - 3.4
24 H Predose §:34
Indirect RBilirubin period 1,Day -1/ 16-02-2014/ 19.0 (H, ncs) 1.6 - 17.8
{umol/L} 24 H Predose 8:34

a: L = below lower limit of reference range, H = zbove upper limit of reference range; b: ncs = 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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Table 15.3.4.1 Abnormal Laboratory Values (3afety Population)
Subject
Number/ Lab Change Reference
Random Treatmsnt Test Vigit/ Date/Time of From Range
Number Sequence {unit) Timepoint Measurement Result (a,b) Baseline Low - High
5 Platelets (10~9/L) Period 1,Day -1/ 16-02-2014/ 151 (L, ncs) 155 - 342
24 H Predose g:34 .
Treatment Erythrocytes ({uL) Screening 27-01-2014/ 10.¢0 {H, ncs} 0.00 - 5.00
Sequence 1 §:21
Creatine Kinase (I0/L) Screening 27-01-2014/ 210.2 {H, ncs) 0.0 - 271.90
8:50
Lymphocytes (107%/L) Screening 27-01-2014/ 3.69 (H, ncs} 1.08 - 3.00
- 8:50
chloride (mmol/L} Screening 27-01-2014/ 99.5 (I, ncs) 101.0 - 108.0
8:50
Erythrocytes (ul) Period 1,Day -1/ 05-02-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose §:39
Erythrocytes (ul) Period 2,Day -1/ 13-03-2014/ 25.00 (M, ncs) 0.00 ~ 5.00
24 H Predose 8:58
Lymphocytes (1079/L} Period 2,Day -1/ 13-03-2014/ 3.83 (H, ncs) 1.08 - 3.00
24 H Predose g:00
Chloride (mmol/L) period 2,Day -1/ 13-03-2014/ 9%.5 (L, ncs) 101.0 - 109.0
24 H Predose 9:00
Lymphocytes/Leukocytes Period 2,Day -1/ 13-03-2014/ 52.6 (K, ncs) 18.3 - 48.1
(%) 24 H Predose 9:00
Neutrophils/Leukocytes Period 2,Day -1/ 13-03-2014/ 36.5 (L, ncs) 38.2 - 71.5
(%) 24 H Predose 9:00
Erythrocytesa {uL) Follow-Up 31-03-2014/ 10.00 {H, ncs) 0 0.00 - 5.00
9:04 :

s

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 formeiation.

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.

nes = not clinically significant,
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Table 15.3.4.1 Bbnormal Laboratory Values {Safety Population)
Subject
Hurmber/ Lab Change Reference
Random Treatment Tagt Visit/ Date/Time of From Range
Number Sequence {unit) Timepcint Measurement Result (a,b) Baseline Low -~ High
Lymphocytes {1079/1) Follow-Up 31-03-2014/ 3.83 (H, ncs) 0,14 1.08 - 3.00
9:08
Lymphocytes/Leukocytes Follow-Up 31-03-2014/ 52.9 {H, ncs) 8.% 18.3 - 4B.1
13) 9:08
Neutrophils/Leukocytes Follow-Up 31-03-2014/ 34.8 (L, ncs} -11.7 38.2 - 71.5
(%) 9:08
// Creatinine {(umel/L) Follow-Up 31-03-2014/ 49.2 (L, ncs) -21.5 55.0 -~ 104.0
7 9:08
’ Treatment Creatine Kinase (IU/L) Screening 27-01-2014/ 358.8 {H, ncs) 0.0 - 171.0
Fa Sequence 1 9:25
ﬁ! Basophils (10°9/L) Screening 27-01-2014/ 0.10 (H, ncs) 0.01 - 0.07
' 9:25
Eosinophils/Leukocytes Screening 27-01-2014/ 9.8 (H, ncs) 0.6 - 8.4
(%) 8:25
Alanine Aminotransferase Screening 27-01-2014/ 71.5 (K, ncs) 6.0 - 50.0
S (u/L) 9:25
Bascophils/Leukocytes (%) Screening 27-01-2014/ 2.1 {H, ncs} 0.0 - 1.0
9:25
Creatine Kinase (IU/L) Screening 05-02-2014/ 466.8 (H, ncs) 0.0 - 171.0
8:16
Alanine Aminctransferase Screening 05~02-2014/ 54,5 (H, ncs) 0.0 -~ 50.0
{U/L} 8:16 -
Creatine Kinase (IU/L) Period 1,Day -1/ 16-02-2014/ 496.4 (H, nes} 0.0 - 171.0
24 H Predose 8:30

cs

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: 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/ Leb Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit} Timepoint Measurenent Result f{a,b} Baseline Low - High
Basophils {1079/L) Peried 1,Day -1/ 16-02-2014/ 0.11 (H, ncs) 0.01 - 0.07
24 H Predose 8:30 '
Eosinophils {1079/1) Period 1,Day -1/ 16-02-2014/ 0.53 (K, necs) 0.03 - 0.50
24 H Predose 8:30
Eosinophils/Leukocytes Period 1,Day -1/ 16-02-2014/ 10.5 (H, nes) 0.6 - 8.4
{%) 24 H Predose 8:30
Alanine Eminotransferase Period 1,Day -1/ 16-02-2014/ 59.9 (H, ncs) 0.0 - 50.0
(U/L) 24 H Predose 8:30
Basophils/Leukocytes {%) Peried 1,Day -1/ 16-02-2014/ 2.2 (H, ncs) 0.0 - 1.0
24 H Predose g8:30
Creatine Kinase (IU/L) Period 1,Day -1/ 16-02-2014/ 382.9 (H, ncs) 0.0 - 171.0
24 § Predecse 18:42
Alanine Aminotransferase Periocd 1,Day -1/ 16-02-2014/ 53.6 (H, ncs} 0.0 - 50.0
{U/L) 24 H Predose 18:42
Thyroxine (nmol/L} Peried 2,Day -1/ 24-03-2014/ 56.4 (L, ncs) 62.7 - 150.8
24 H Predose 9:06
Creatine Kinase (IU/L) Period 2,Day -1/ 24-03-2014/ 1167.5 (H, nes) 0.0 - 171.0
24 H Predose 9:06
Basophils (1079/1) Period 2,Day -1/ 24-03-2014/ 0.08 (H, ncs) 4.01 - 0.407
24 H Predose 9:06
Alanine Aminotransferase Period 2,Day -1/ 24-03-2014/ 0.4 (H, ncs) 0.0 - 50.0
(U/1) 24 H Predose 9:06
Aspartate Peried 2,Day -1/ 24-03-2014/ 61.3 (H, ncs) 0.0 - 30.0
Aminctransferase (U/L) 24 H Predose 9:06

cs

Treatment Sequence 1:
Test: 600 pg (3*200 pg tableis) levothyroxine new formulation.
Reference: 600 ug (3*200 pg tablets) levothyroxine cld formulation,

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/progran/main/TFL
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a: L = below lower limit of reference range, H =
= glinically significant; Baseline defined as Screening for Follow-Up results.
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Table 15,3,4.]1 Abnormal Laboratery Values (Safety Population)

Subject
Number/ Lab Change Referaence
Randorm Treatment Test Visit/ Date/Tine of From Range
Number Sequence {Unit) Timepoint Measurement Result (a,b) Bageline Low - High
Basophils/Leukocytes (%) Period 2,Day -1/ 24-03-2014/ 1.9 (H, ncs) 0.0 - 1.0
24 H Predose 8:06
Creatine Kinase (IU/L) Period 2,Day -1/ 24-03-2014/ 927.0 (H, ncs) 0.0 - 171.0
24 H Predose 16:13
Alanine Aminotransferase Period 2,Day -1/ 24-03-2014/ 61.5 (H, ncs) 0.0 - 50.0
(U/L) . 24 H Predose 16:13
Aspartate _Period 2,Day -1/ 24-03-2014/ 52.6 (H, ncs) 0.0 - 50.0
Aminctransferase {(U/L) 24 H Predose 16:13
;J Creatine Kinase (IU/L} Follow-lUp 11-04-2014/ 29%,2 {H, ncs) -169.6 0.0 - 171.0
4 : ’ G:08
Treatment Erythrocytes (ul) Screening 27-01-2014/ 10.60 (H, ncs) 0.00 - 5.00
K Sequence 1 9:55
/ Urea {mmol/L) Screening 27-01-2014/ 2.29 (L, ncs) 2.80 - 7.20
9:59
Hepatitis C Virus Antibody Screening 27-01-2014/ POSITIVE (H, nes)
9:59
Glucese (mmol/L) Period 1,Day -1/ 05-02-2014/ 4.00 (L, neca) 4.10 - 5.90
24 H Predoae 8:56
pH Period I,Day -1/ 05-02-2014/ 8.0 (H, nca} 4.8 - 7.4
24 H Predose 8:586
Erythrocytes (ul} Period 2,Day -1/ 13-03-2014/ 25.00 (H, ncs) 0.00 -~ 5.00
- 24 H Predese 8:17
Leukocytes (/HPF) Peried 2,Day -i/ 13—03—2014/ 4,00 (H, ncs) 0.00 - 4.00
24 H Predose g:17 ’

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
ca = 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: &00 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4,1 Abnormal Laboratory Values {Safety Popuiation)
Subject
Number/ Lab Change Refarence
Random ' Treatment Test Visit/ Date/Time of From Range
Nunber Seguence (Unit) Timepoint Measurement Result {(a,b} Baseline Low - High
Leukocytes {(ul) Period 2,Day -1/ 13-03-2014/ 100.00 (H, ncs} 0.00 - 9.00
24 H Predose 9:17
Leukocytes (10°49/L) Period 2,Dbay -1/ 13-03-2014/ 10.33 (H, ncs) 3.69 - 10.04
24 H Predose B 8:25
Neutrophils (10°%/L) Period 2,bay -1/ 13-03-2014/ 7.40 (H, nos} 1.61 - 6.45
24 H Predose 8:25
Urea (mmcl/L} Period 2,Day -1/ 13-03-2014/ 2.42 (L, ncs) 2.80 - 7.20
24 H Predose 8:25
Neutrophils/Leukocytes Period 2,Day -1/ 13-03-2014/ 71.6 (H, ncs} 37.9 - 70.5
(%) 24 H Predose 8:25
) Urea {mmol/L} Follow-Up 31-03-2014/ 2.62 {L, ncs) 0.33 2.80 - 7.20
12:07
' Treatment Urea {mmol/L) Sereening 27-01-2014/ 2.50 (L, ncs) 2.80 - 7.20
Sequence 1 10:57
/; Chloride (mmol/L) Screening 27-01-2014/ 160.3 (L, ncs) 161.90 - 108.0
. 10:57
ff Urea {mmol/L) pPeriod Z,Day -1/ 09-03-2014/ 2.73 (L, ncs) 2.80 - 7.20
. 24 H Predose 8:18
Treatment Creatine Kinase (TU/L) Screening 28-01-2014/ 198.2 {H, nes} 0.0 - 171.0
Sequence 2 8:34
f Creatine Kinase (IU/L) Period 2,Day -1/ 09-03-2014/ 205.3 (H, ncs) 0.0 - 171.0
24 H Predose 7:59
Hemoglobin (g/L} Folliow-Up 27-03-2014/ 167 (H, ncs) 8 126 — 165
g:52

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

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

Test: 600 pg {3*200 pg tablets} levothyrozine new formulatien.

Reference: 600 ug (3*200 pg tablets) levothyroxine cld formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safsty Population)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number/ Sequence (Unit) Timepoint Measurement Result {z,b) Baseline Low - High
: Treatment Creatine Kinase (IU/L) Screening 28-01-2014/ 450.9 {H, ncs) 0.0 - 171.0
7 Sequence 2 11:04
Chloride {mmol/L}) Screening 28-01-2014/ 98.0 {L, nca) 101.0 - 109.0
11:04
Sodium (mmol/L} Screening 28-01-2014/ 133.3 (L, ncs) 136.0 - 146.0
11:04
Creatine Kinase (IU/L} Screening 31-01-2014/ 176.7 (H, ncs) 0.0 - 171.0
9:59
Amylase {IU/L} Period 1,Day -1/ 01-02-2014/ 110.8 (H, ncs) 28.0 - 100.0
24 H Predose 7i05
Creatine Kinase {(IU/L) Period 1,Day -1/ 01-02-2014/ 180.0 {H, nc=z) 0.0 - 171.0
24 H Predosze 7:55
Chloride (mmol/L} Period 1,Cay -1/ 01-02-2014/ 98.3 {L, necs) 1012.0 -~ 109.0
24 H Predeose 7:55
Sodium (mmol/L) Period 1,Day -1/ 01-02-2014/ 135.7 (L, nca) 136.0 - 146.0
24 H Predose 7:55
Creatine Kinase (TU/L) Period 1,Day -1/ 01-02-2014/ 178.8 (H, ncs) 0.0 - 171.0
24 R Predose 13:56
Creatine Kinase (TU/L) Period 2,Dey -1/ 09-03-2014/ 22%.1 {H, ncs) 0.0 - 171.0
24 H Predose 8:17
Chicride {(mmol/L) Pericd 2,Day -1/ 09-03-2014/ 99.3 (L, ncs) 101.0 - 109.0
24 H Predese 8:17
Chleride (mmol/L} Follow-Up 26-03-2014/ 939.9 (L, ncs) 1.9 101.0 -~ 109.0
8:33

cs

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

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

Reference: 600 pg {3200 ng tablets) levothyrozine old formulation.

a: L = below lower Limit of reference range, H = above upper limit of reference range; b: ncs = not clinieally significant,
= ¢clinically significant; Baseline defined as Screening for Follow-Up results.
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Table 15.3,4.1 Abnermal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Ember/ Sequence {Unit) Timepoint Measurement Result {a,b) Baseline TLow - High
i Treatment Chloride (mmol/L) Period 1,Day -1/ 05-02-2014/ 100.5 (L, ncs) 103,00 - 10%.0
Sequence 2 24 H Predose 7:46
f Eosinophils (10%9/L) Period 1,Day -1/ 05-02-2014/ 0.58 (H, ncas) 0.03 - 0.50
24 H Predose 7:46
;fff Chloride (mmol/L) Follow-Up 28-03-2014/ 100.2 (L, ncs) ~1.6 101.0 - 109.0
11:02
') Treatment Neutrephils (107%/L) Screening 29-01-2014/ 1.27 (L, ncs) 1.46 - 5.85
Sequence 1 7:587
[ Protein (g/L) Screening 29-01-2014/ 60.4 (L, ncs} 66.0 - 83.0
7157
Thyroxine (nmol/L) Screening 29-01-2014/ 59.8 (L, nos) 62.7 - 150.8
7:57
Lymphocytes/Leukocytes Screening 29-01-2014/ 31.1 (H, necs) 18.3 - 48.1
(%) 7:57
Neutrophils/Leukocytes Screening 29-01-2014/ 34.7 (L, ncs) 38.2 - 71.5
(%) 7:57
Neutrophils (10~9/L} Period 1,Day -1/ 01-02-2014/ 1.08 (L, ncs) 1,46 - 5.85
24 H Predose 7:49
Protein (g/L} Period 1,Day -1/ 01-02-2014/ 63.0 (L, ncs) 6.0 ~- 83.0
24 H Predose 7:49
Lymphocytes/letkocytes Period 1,Day -1/ 01-02-2014/ 53.7 (H, ncs) 18.3 - 48.1
(%) 24 H Predose 7:49
Weutrophils/Leukocytes Period 1,Day -1/ 01-02-2014/ 33.3 (L, ncs) 38.2 - 71.5
(%) 24 H Predose 7149

[of)

Treatment Sequence 1: Test/Reference;

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

a: L = below lower limit 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.

= not ¢linically significant,
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Table 15.3.4.1 Abnormal Leboratory Values (Safety Populatiocn)
Subject
Humber/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit} Timepolnt Measurement Result {a,b} Baseline Low - High
Neutrophils (10°9%/L) Period 1,Day -1/ 01-02-2014/ 1.22 (T, ncs) 1.46 - 5.85
24 H Predose 13:58
Lymphocytes/Leukocytes Period 1,Day -1/ 01-02-2014/ 50.8 (H, ncs) 18.3 - 48.1
(%) 24 H Predose 13:58
Neutrophils/Leukocytes Period 1,Day -1/ 01-02-2014/ 37.5 (L, ncs) 38.2 - 71.5
(%) 24 H Predose 13:58
Neutrophils (10"2/L) Period 2,Day -1/ 0%-03-2014/ 1.28 (L, ncs} 1.4 - 5.85
24 H Predose §:03
Protein (g/L}) period 2,Day -1/ 09-03-2014/ 61.3 (L, ncs) $6.0 - 83.0
24 U Predcse 8:03
Thyrczine (nmol/L) Pericd 2,Day -1/ 09-03-2014/ 51.0 {L, ncs) 2.7 - 150.8
24 H Predose §:03
Neutrophils/Leukocytes Period 2,Day -1/ 09-03-2014/ 36.9 (L, ncs) 38.2 - 71.5
(%) 24 H Predose §8:03
Protein {g/L} Follow-Up 26-03-2014/ 63.8 (L, ne¢s) 3.4 66.0 - 83.0
7:30 .
Thyroxinge {nmocl/L} Follow-Up 26-03-2014/ 55.9 (L, ncs) -10.8 §2.7 - 150.8
< 7:30
Treatment pH Screening 29-01-2014/ 8.0 (H, ncs) 4.8 - 7.4
& Sequence 2 8:17
iy Creatine Kinase (IU/L} Screening 29-01-2014/ 202.2 (H, ncs) 0.0 - 171.0
8:20
Chleoride (mmol/L} Screening 26-01-2014/ 100.4 (L, ncs) 101,00 - 109.0
E g:20

cs

Treatment Sequence 1: Test/Reference;

Test: 600 pg (3*200 ng 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: ncs = not clinically significant,
= erlinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 2: Reference/Teat.
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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 cf From Range
Number Sequence (Unit} Timepoint Measurement Result {a,b} Baseline Low - High
Creatine Kinase (IU/L}) Period 1,Day -1/ 01-02-2014/ 204.0 (H, ncs) 0.0 - 171.0
2¢ H Predeose 8:00
Chloride (mmel/L} Period 1,Day -1/ 01-02-2014/ 99.1 (L, ncs) 101.0 - 109.0
24 H Predose §:00
Glucose {mmel/L) Period 1,Day -1/ 01-02-2014/ 3.90 (L, ncs) 4,10 - 5.90
24 H Predose 8:00
Erythrocytes {10412/L) Pericd 1,Day -1/ 01-02-2014/ 5.88 (H, ncs) 4,12 - 5.74
24 H Predose 8:00 .
Sodium (mmol/L) Period 1,Day -1/ 01-02-2014/ 135.8 (L, ncs) 136.0 - 146.0
24 H Predose 8:00
Bosinophils (1079/L) Period 1,Pay -1/ 01-02-2014/ 0.51 (H, nca) 0.03 - 0.50
24 H Predose g:00
Creatine Kinase (IU/L) Period 1,Day -1/ 01-02-2014/ 172.5 (H, ncs} 0.0 - 171.0
24 H Predose 14:16
Glucose (mmol/L) Period 1,Day -1/ 01-02-2014/ 7.73 (H, ncs) 4,10 - 5.90
24 H Predose 14:16
Eosinophils {10~9/1L) Period 1,Day -1/ 01-02-2014/ 0.55 (H, ncs) 0.03 - 0.50
24 H Predose 14:16
Creatine Kinase [IU/T) Period 2,Day -1/ 09-03-2014/ 285.5 {H, ncs) 0.0 - 171.0
24 H Predose 7:34
Monocytes/Teukocytes (%) Period 2,Day -1/ 09-03-2014/ 5.5 (L, necs) 5.6 - 14.8
24 H Predose 7:34
Erythrocytes (10°12/L) Period 2,Day -1/ 09-03-2014/ 5,79 (H, ncs) 4.12 - 5.74
24 H Predose Ti34

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 pg tablets) levothyroxine new formulation.

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.
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Levothyroxine
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Merck Serono
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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 Segquence (Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Creatine Kinase (IU/L) Follow-Up 26-03-2014/ 339.9 (H, nos) 137 0.0 - 171.0
10:09
Monocytes/Leukocytes (%) Follow-Up 26-03-2014/ 5.5 (L, ncs} -0.5 5.6 - 14,8
H 10:09
7
/ Creatine Kinase [IU/L} Follow-Up 02-04-2014/ 261.0 (H, ncs) 58.1 0.0 - 171.0
£ 8:21
. Treatment Protein (g/L} Screening 30-01-2014/ €5.0 (L, ncs} 6.0 - 83.0
I_i‘ Sequence 1 11:04
J Creatine Kinase (IU/L) Screening 30-01-2014/ 204.2 (H, ncs) 0.0 - 171.0
/ 11:04
: Chloride (mmol/L) Period 1,Day -1/ 01-02-2014/ 100.% (L, nes) 101.0 ~ 108.0
24 H Predose 8:28
Sodium {mmol/L} Period 1,Day -1/ 01-02-2014/ 134,6 (L, necs) 136.0 - 146.0
24 H Predose §:28
Creatine Kinase (IU/L) Period 2?,Day -1/ 09-03-2014/ 171.6 {H, ncs} 0.0 - 171.0
24 H Predose 8:36
Chleoride (mmol/L) Period 2,Day -1/ 09-03-2014/ 99.% (L, ncs) i01.0 - 109.0
24 H Predose 8:36
Sodium {(mmol/L) Period 2,Day -1/ 09-03-2014/ 134.9 (L, ncs) 136.0 - 146.0
24 H Predose 8:36
i Chleride (mmol/L) Follow-Up 25-03-2014/ 99.4 (L, ncs) =3.3 101.0 - 109.0
# 9:33
Treatment Erythroecytes (ul} Screening 30-01-2014/ 10.00 (H, ncs) 0.00 - 5.00
11:08

Sequence 2

cs

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 tableta) levothyroxine old formulation.

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinieally significant,
= clinically significant; Baseline defired as Screening for Fellow-Up results.
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Levothyroxine Bioequivalence trial of new levothyroxine formulation vs, old formutation

EMR 200125-001

Merck Serono Page 7% 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 Sequance (Unit) Timepeoint Measurement Result (a,b} Baseline Low - High
Erythrocytes (ul) Period 1,Pay -1/ 01-02-2014/ 10.00 {H, necs) 0.00 - 5.00
24 H Predose 8:17
Amylase (IU/L} Period 1,Day -1/ 01-02-2014/ 136.3 {H, ncs) 28.0 - 100.0
24 H Predose 8:18
Erythrocytes (ul) Period 2,Pay -1/ 09-03-2014/ 10.00 {H, negs}) 0.00 - 5.00
24 H Predose 8:11
Amylase (IU/L) Period 2,Day -1/ 09-03-2014/ 103.8 (H, ncs) 28.0 - 100.0
. 24 H Predose 8113
F Amylase (IU/L) Follow-Up 25-03-2014/ 147.3 (H, ncs) 52.3 28.0 - 100.0
12:11
Treatment Erythrocytes (ul} Screening 30-01-2014/ 10.00 (H, necs) 0.00 - 5.00
Sequence 2 11:27
Thyroxine (nmol/L) Screening 30-01-2014/ 61.8 (L, ncs) 62.7 - 150.8
11:30
Chloride {mmol/L} Screening 30-01-2014/ 98.9 (L, ncs) 101.0 - 109.0
11:30
Platelets (10°9/L) Screening 30-01-2014/ 127 (L, ncs) 155 - 342
11:30°
Erythrocytes {uL) Period 1,Day -1/ 05-02-2014/ 25.00 (H, ncs} 0.00 - 5.00
24 H Predose 8:29
Platelets (10~%/1L) Period 1,Day -1/ 05-02-2014/ 126 (L, nes) 155 - 342
24 H Predose g:32
Thyroxine (nmol/L) Pericd 2,Day -1/ 13-03-2014/ 51.8 (L, necs) 62.7 - 150.8
24 H Predose 9:28

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 formuiation.

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

Page B0 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 Sequence (Unit) Tinepoint Measurement Result (a,b) Baseline Low - High
Bilirubin {umol/L} Period 2,Day -1/ 13-03-2014/ 21.1 {(H, ncs} 5.0 - 21.0
24 H Predose 9:28
Chloride {mmocl/L} Period 2,Day -2/ 13-03-2014/ 96.8 (L, ncs) 101.0 - 102.0
24 H Predose 9:28
Direct Bilirubin (umecl/L) Period 2,Day -1/ 13-03-2014/ 3.9 (H, nca) 0.0 - 3.4
24 H Predose 9:28
Platelets (10~%/L) Period 2,Day -1/ 13-03-2014/ 141 (L, ngs) 155 - 342
24 H Predose 9:28
Thyroxine (nmol/L) Follow-Up 28-03-2014/ 53.6 (L, necs) -15.3 62.7 - 150.8
12:55
Bilirubin ({(umol/L} Follow-Up 28-03-2014/ 21,1 (H, nes} 1.5 5.0 - 21.0
12:55
Chloride {(mmol/L) Follow-Up 28-03-2014/ 59.5 (L, ncs) 0.6 101.0 - 109.0
12:55
Direct Bilirubin (umol/L) Follow-Tp 28-03-2014/ 3.6 {H, ncs) 0.0 - 3.4
12:55
Sodium (mmol/L) Follow-Up 28-03-2014/ 135.8 (L, ncs) -0.6 136.0 - 146.0
12:55
Platelets (10°9/L) Follow-Up 28-03-2014/ 146 {L, ncs) 19 155 - 342
12:5%
; Creatinine {(umel/L) Fellow-Up 28-03-2014/ 52,5 (L, ncs) -14 55,0 - 104.0
" 12:55
Treatment Urea (mmol/L) Sereening 30-01-2014/ 2.40 (L, ncs) 2.80 - 7.20
i 12:59

Sequence 1

cs
Treatment Sequence 1: Test/Reference;
Test: 600 pg (3*200 png tablets) levothyroxine new formulation.
Reference: 600 ng {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,
= ¢linically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 2: Reference/Test.
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Levothyroxine Bioequivalence trial of new levothyroxine formulation vy, old formulation
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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 Sequence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Chleoride (mmol/L) Screening 30-01-2014/ 100.9 (L, ncs} 101.0 - 109.0
12:58
Monocytes {10°9/L} Screening 30-01-2014/ 0.27 (L, ncs} 0.30 - 0.92
12:59
Sodivm (mmol/L} Screening 30-01-2014/ 135.4 (L, ncs) 136.0 - 146.0
12:39
Basophils/Leukocytes (%) Screening 30-01-2014/ 1.2 {H, nes) 0.0 - 1.0
12:59
pH Pericd 1,Day -1/ 01-02-2014/ 8.0 {H, ncs) 4.8 - 7.4
24 H Precdose 8:57
Sodium (mmol/L) Period 1,Day -1/ Q1-02-2014/ 135.6 (L, ncs) 136.0 - 146.0
24 H Predose g:59
Erythrocytes (ul} Period 2,Day -1/ 09~03-2014/ 25.00 (H, nes} 0.00 -~ 5.00
24 H Predose 8:19
Creatine Kinase (IU/L} Peried 2,Day -1/ 09-03-2014/ 577.2 (H, ncs) 0.0 - 171.0
24 H Predose 8122
Bilirubin ({(umol/L) Period 2,Day -1/ 09-03-2014/ 4.2 (L, ncs) 3.0 - 21.0
24 H Predose g:22
Triacylglycercl Lipase Period 2,Day -1/ 09-03-2014/ 71.5 (H, ncs) 0.0 - 67.0
(IU/L) 24 H Predose g:22
Basophils {1079/L) period 2,Day -1/ 09-03-2014/ 0.08 (H, nea) 0.01 - 0,07
24 H Predose §:22
Basophils/Leukocytes (%) Period 2,Day -1/ 09-03-2014/ 1.5 (H, ncs) 0.0 - 1.0
24 H Predose §:22

a: 1 = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
cs = clinically significant; Baseline defined as Scresning for Follow-Up resuits.

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

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

Reference: 600 jpg (3*200 pg tablets) levothyroxine eold formulation.
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EMR 200125-001
Merck Serono Page B2 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 Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Creatine Kinase (IU/L) Period 2,Day -1/ 09-03-2014/ 609.2 (H, ncs) 0.0 - 171.0
- 24 H Predose 14:33
.,J"’ pH Follow-Up 26-03-2014/ g.0 {H, ncs} 1 4.8 - 7.4
i 10:37
Treatment Erythrocytes (uL) Screening 31-01-2014/ 25.00 (H, ncs) 0.00 - 5.00
- Sequence 2 §:29
Erythrocytes {/HPF) Screening 31-01-2014/ .00 (H, ncs) 0.00 - 3.00
8:29
pH Screening 31-01-2014/ §.0 {H, nes) 4.8 - 7.4
§:29
PH Period 2,Day -1/ 13-03-2014/ 8.0 (H, ncs} 4,8 - 7.4
24 H Predose 9:10
Thyroxine (nmcl/L) Follow-Up 31-03-2014/ 58.9 (L, ncs) -5.2 62.7 - 150.8
10:48
Leukocytes (ul) Follow-Up 31-03-2014/ 25.00 (H, ncs} 25 0.00 - 2.00
. 10:48
Treatment Chloride (mmol/L) Screening 31-01-2014/ 99.4 (L, ncs) 101.0 - 109.0
Sequence 2 11:06
Sodium (mmol/L} Screening 31-01-2014/ 133.7 (L, ncs) 136.0 - 146.0
11:06
Chloride {(mmol/L) Period 1,Day -1/ 05-02-2014/ 100.6 (I, ncs) 101.0 - 109.0
24 H Predose 8:04
Sodium {mmol/L) Period 1,Bay -1/ 05-02-2014/ 135.7 (L, ncs) 136.0 ~ 146.0
24 H Predose 8:04

a: L = below lower limit of reference range, H = above upper limit of reference rangs; b: ncs = not clinically significant,
gs = 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 pg {3*200 pug tablets} levothyroxine old formulation.
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Levothyroxine Bioequivalence irial of new levothyroxine formulation vs. old formulation
- EMR 200125-001
Merck Serono Page 83 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
Nunber Sequernce (Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Thyroxine (nmol/L) Periocd 2,Day -1/ 13-03-2014/ 52.4 (L; ncs) 62.7 - 150.8
24 H Predose 9:05
Chloride (mmol/L) Period 2,Day -1/ 13-03-2014/ 97.9 (L, ncs) 101.0 — 109.0
24 H Predose 9:05
Scdium {rmol/L) Period 2,Day -1/ 13-03-2014/ 134.3 (L, ncs) 136.0 ~ 146.0
24 H Predose 9:05
Basophils (10+9/L) Period 2,Day -1/ 13-03-2014/ 0.09 (H, ncs) 0.01 - 0.07
24 H Predose 9:05
Basophils/Leukocytes (%) Period 2,Day -1/ 13-03-2014/ 1.6 {H, ncs} 0.0 - 1.0
24 H Predose 9:05
Thyroxine (nmol/L) Fellow-Up 28-03-2014/ 59.2 (L, ncs) -4.3 62.7 - 150.8
9:19
sodium (mmel/L) Folleow-Up 28-03-2014/ 135.0 (L, nes} 1.3 136.0 - 146.0
9:19
Gamma Glutamyl Tranaferase Follow-Up 28-03-2014/ 60.2 (H, ncs) 13.6 0.0 - 55.0
§ (u/L) 9:19
Jj Gamma Glutamyl Transferase Follow-Up 09-04-2014/ 57.9 (H, ncs) 11.3 0.0 - 55.0
£ {u/L) 8:53
- Treatment Erythrocytes (ul) Screening 03-02-2014/ 10.00 (H, ncs) 0.00 - 5.00
- Seguence 1 10:19
k4 Creatine Kinase (IU/L) Screening 03-02-2014/ 146.0 {H, ncs) 0.0 - 145.0
- 10:20
Erythrocytes (10%12/L} Screening 03-02-2014/ 3.8 (L, ncs) 4.02 - 5.08
10:20

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not ¢linically significant,
o5 = 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) levothyrozine new formulation.

Reference: 600 png (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 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
Sodium (mmol/L} Screening 03-02-2014/ 134.8 {1, ncs} 136.0 - 146.0
10:20
Hematcocrit (L/L) Screening 03-02-2014/ 0.34 (L, ncs) 0.35 - 0.44
10:20
Basophils/Leukocytes (%) Screening 03-02-2014/ 0.1 (L, ncs) 0.2 - 1.3
10:20
Erythrocytes {ul} Pericd 1,Day -1/ 05-02-2014/ 25.00 {H, necs) 0.00 - 5.00
24 H Predose g8:06
Erythrocytes {(ul) Pericd 2,Day -1/ 13-03-2014/ 50.00 {H, nes) 0.00 - 5.00
24 K Predose 9:21
Chloride {mmol/L) Period 2,Day -1/ 13-03-2014/ 98.4 (L, ncs) 101.0 - 10%.0
24 H Predose 9:23
Sodium {(mmol/L) Peried 2,Day -1/ 13-03-2014/ 135.2 (L, ncs} 136.0 - 146.0
24 H Predose 9:23
Erythrocytes {(ul) Follow-Up 28-03-2014/ 25.00 (H, ncs} 15 . 0.00 - 5.00
9:20
Erythrocytes (/HPF) Follow-Up 28-03-2014/ 15.00 {H, ncs) 15 0.00 - 3.00
9:20
Thyroxine (nmol/L) Fellow-Up 28-03-2014/ 60.5 {L, ncs) -3.3 62.7 - 150.8
. $:31
Erythrocytes (10°12/L) Follow-Up 28-03-2014/ 3.92 (L, ncs) 0.11 4,02 - 5.08
9:31
Sodium (mmol/L) Follow-Up 28-03-2014/ 135.3 (L, nes) 0.5 136.0 - 146.0
9:31

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

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

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

Reference: 600 ng (3*200 ng tablets) levothyroxine cld formulation.
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Page 85 of 197

EMR 200125-001 Confidential
Table 15.3.4.1 ARbnormal 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
1342/271 Treatment Neutrophils (10°9/L} Screening 03-02-2014/ 6.53 (H, ncs) 1.61 ~ 6.45
Sequence 1 11:50
Erythrocytes (ul) Period 1,Day -1/ 05-02-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose 7:54
Glucose (mmol/L} Peried 1,Day -1/ 05-02-2014/ 4,06 (L, ncs} 4,10 - 5.%0
24 H Predose 7:56
Alanine Aminctransferase Period 2,Day -1/ 13-03-2014/ 40.5 (H, ncs) 0.0 - 35.0
. {U/1) 24 H Predosge 8:22
f Sodium (mmol/L) Follow-Up 28-03-2014/ 135.0 (L, necs) -1.6 136.0 - 146.0
12:17
Treatment Urea (mmol/L)} Screening 05-02-2014/ 2.06 (L, nca) 2.80 - 7.20
; Sequence 2 8:29
. Chloride (mmol/L} Screening 05-02-2014/ $7.4 (L, nca) 101i.0 - 109.0
8:29
Sodium {(mmocl/L) Screening 05-02-2014/ 133.1 (L, necs) 136.0 - 146.0
§:2¢
Chleride (mmol/L) Periog 1,Day -1/ 20-02-2014/ 99.4 (L, ncs) 101.0 - 108.0
24 H Predose 8:45
Sodium (mmol/L) Period 1,Day -1/ 20-02-2014/ 134.0 (L, ncs) 136.0 - 146.0
24 H Predose 8:45
pH Pericd 2,Day -1/ 28-03-2014/ §.0 (H, necs) 4.8 - 7.4
24 H Predose g:13
Urea {(mmcl/L} Period 2,Day -1/ 28-03-2014/ 2.72 (L, ncs) 2.80 - 7.20
24 H Predose 8:13

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

c5 =

Treatment Sequence 1: Test/Reference;

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

above upper limit of reference range; b:

ncs = not clinically significant,
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Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. ofd formulation
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Merck Serono Page 86 of 187

EMR 200125-002 Confidential
Table 15.3.4.1 Abnermal 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
Chleride (mmol/L) Feriod 2,Day -1/ 28-03-2014/ 98.4 (L, ncs) 101.0 - 109.0
24 H Predose 8:15
Sodium {mmel/L} Period 2,Day -1/ 28-03-2014/ 134.6 (L, ncs) 136.0 - 146.0
24 H Predose 8:15
PH Follow-Up 11-04-2014/ 8.0 (H, nca) 1 4.8 - 7.4
g9:46
Urea {mmol/L) Follow—Up 11-04-2014/ 2.61 (L, ncs) 0.55 2.80 - 7.20
8:49 ’
Chloride {(mmol/L) Follow-Up 11-04-2014/ 99.2 (L, ncs) 1.8 101.0 - 109.0
§:49
Treatment Thyroxine {nmol/L) Screening 05-02-2014/ 62.2 (L, ncs} 62,7 ~ 150.8
s Sequence 2 9:15
Creatine Kinase (IU/L) Screening 05-02-2014/ 178.7 (H, ncs) 0.0 - 171.0
9:15
Ketones {(mmol/L) Period 1,Day -1/ 16-02-2014/ 0.5 (H, ncs) 0.0 - 0.5
24 H Predose §:40
T, Platelets (10°9/L) Period 2,Day -1/ 24-03-2014/ 354 ({H, ncs) 155 - 342
24 B Predose 10:28
Treatment Erythrocytes (ul) Screening 05-02-2014/ 10.00 (H, nes} -0.00 - 5.00
Sequence 2 9:21
i Glucose (mmol/L} Screening 05-02-2014/ 3,76 (L, ngs) 4.10 - 5.90
3 9:26
: Eosinophils (10°9/L) Screening 05-02-2014/ 0.52 {H, ncs} 0.03 - 0.50
9:26

a: L = below lower limit of reference range, H
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 npy tablets) levothyroxine cld fermulation.

sbove upper limit of reference range; b: nes = not clinically significant,
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Levothyroxine Bioeqaivalence trial of new levothyroxine formulation vs. old formulation
EMR 200125-002

Merck Sercinc Page 87 of 197

EMR 200125-001 Confidential
Table 15.3.4.1 Abncormal 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
Eosinophils/Teukocytea Screening 05-02-2014/ 8.6 (H, necs) 0.6 - 8.4
{%) 9:26
Erythrocytes {ul) Period 1,Day -1/ 11-02-2014/ 25,00 {H, ncs) 0.00 - 5.00
24 H Predcse 8:42
Bosinophila/leukccytes Period 1,Day -1/ 11-02-2014/ 9.7 {H, ncs) ¢t.6 - B.4
(%) 24 H Predose 8:44 .
Erythrocytes (ul} Peried 2,Day ~1/ 19-03-2014/ 25.00 (H, ncs) 0.00 - 5.00
24 H Predose 9:11
Erythrocytes {/HPF) Period 2,Day -1/ 1%-03-20i4/ 8.00 (H, ncs} 0.00 - 3.00
24 H Predose 9:11
Thyroxine (nmol/L) period 2,Day -1/ 18-03-2014/ 54,3 (L, nca) 62.7 - 150.8
24 H Predose 9:18
Bosinophils/Teukogytea Period 2,Day -1/ 19-03-2014/ 9.8 (H, ncs) 0.6 - 8.4
(%) 24 H Predose 9:18
Erythrocytes (ul} Period 2,Day -1/ 19-03-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose 15:37
Thyroxine {(nmol/L) Period 2,Day -1/ 19-03-2014/ 39.5 (L, nes) 62.7 - 150.8
24 H Predose 15:54
Erythrocytes (ul) Follow-Up 03-04-2014/ 10.00 (H, ncs) 1] 0.00 - 5.00
11:32
pH Follow-Up 03-04-2014/ 8.0 (H, necs) 1 4.8 - 7.4
11:32
Chloride (mmol/L) Follow-Up 03-04-2014/ 100.3 (L, ncs) -0.8 1¢1.0 - 109.0
11:37

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 ug {3*200 pg tablets) levothyroxine new formulaticn.

Reference: 600 pg (3*200 ng tablets) levothyroxine old feormulation.
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Table 15.3.4.1 Bbnormal Laboratory Values (Safety Population)

Subject

Number/ Lab Change Reference
Random . Treatment Teat Visit/ Date/Time of From Range
Number " Sequence (Unit) Timepoint Measurement Result f{a,b) Bagseline Low - High
Eosinophils/Leukocytes Follow-Up 03-04-2014/ 9.5 (H, ncs) 0.9 0.6 - 8.4
(%) 11:37
Treatment Urea (mmol/L} Screening 05-02-2014/ 2.75 (L, nca) 2.80 - 7.20
Sequence 2 10:24
Bilirubin (umol/L) $creening 05-02-2014/ 21.4 (H, nca) 5.0 - 21.0
10:24
Indirect Bilirubin Screening 05-02-2014/ 18.4 (H, neca) 1.6 - 17.6
{umol/L) 10:24
Erythrocytes (10712/L) Screening 05-02-2014/ 5.13 (H, ncs) 4.02 - 5.08
i0:24
Bacteria Period 2,Day -1/ 19-03-2014/ POSITIVE (H, ncs)
24 { Predose 7:33
Leukocytes (/HPF) Period 2,Day -1/ 19-03-2014/ 18.00 (H, ncs) 0.00 - 4.00
24 H Predose 7:33
Leukocytes (ul) Period 2,lay -1/ 19-03-2014/ 100,00 (H, ncs) 5.00 - 9.00
24 H Predose 7:33
Squamcus Epithelial CellsPeriod 2,Day -1/ 19-03-2014/ 25 (H, ncs) 0 - 15
{/HEPF) 24 H Predose 7:33
Urea (mmol/L) Period 2,Day -1/ 19-03-2014/ 2.60 (L, ncs) 2,80 - 7.20
24 H Predose 7:36
Lymphocytes/Leukocytes Period 2,Day -1/ 18-03-2014/ 14.7 (L, ncs) 17.8 ~ 48.5
(%) 24 H Predose 7:36
Neutrophils/Leukocytes Pericd 2,Day -1/ 19-03-2014/ 75.5 (H, ncs) 37.9 - 70.5
{%) 24 H Predose T:36

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

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

Teat: 6500 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 00 pg (3*200 pg tablets) levothyroxine old formulatien.
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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) Timepolnt Measurement Result {a,b) Baseline Low - High
Leukocytes (/HPF) Period 2,Day -1/ 19-03-2014/ 36.00 (H, ncs) 0.00 - 4.00
24 H Predose 15:39
Leukocytes (ul) Period 2,Day -1/ 1%-03-2014/ 100.00 {H, ncs) 0,00 - .00
24 H Predose 15:39
Erythrocytes (ul) Follow-Up 03-04-2014/ 10.00 {H; nes) i0 0,00 - 5,00
10:44
Bacteria Follow-Up 03-04-2014/ POSITIVE {H, ncs)
10:44
Leukocytes (/HEF) Follow-Up 03-04-2014/ 40.00 {H, ncs) 0.00 - 4.00
10:44
Leukocytes (ul} Follow-Up 03-04-2014/ 500.00 (H, nca) 500 0.00 - 9.00
10:44
pH Follow-Up 03-04-2014/ 8.0 (H, nes) i 4.8 - 7.4
10:44
; Leukocytes (/HPF) Follow-Up 09-04-2014/ 7.00 (H, ncs} 0.00 - 4.00
10:33
i;/ Leukocytes (uL} Follow-Up 09-04-2014/ 25.00 (H, ncs) 25 0.00 - 9.00
. 10:33
-7 Treatment Sodium (mmol/L) Screening 05-~02-2014/ 135.8 (L, ncs) 136.0 - 146.0
Sequence 2 11:43
9% Platelets (10%%/L) Screening 05-02-2014/ 411 (H, ncs) 173 - 369
11:43
Bilirubin (umol/L) Period 1,Day -1/ 11-02-2014/ 4.3 (L, ncs) 5.0 - 21.0
24 H Predose 8147

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 Fellow-Up results.
Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.
Test: 600 pg {3*200 ng tablets) levothyroxine new formulation.

Refarence: 600 ng (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.,1 Abnormal Laberatory 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
Chloride {mmol/L} Peried 1,Day -1/ 11-02-2014/ 98,6 (L, ncs}) 101.0 - 109.0
24 H Predose §:47
Sodium (mmol/L) period 1,Day -1/ 11-02-2014/ 131.4 (L, ncs) 136.0 - 146.0
24 H Predose 8:47
Creatine Kinase (IU/L} Period 2,Day -1/ 19-03-2014/ 257.2 (H, ncs} 0.0 - 145.0
24 H Predose 9:47
Chloride (mmol/L) Period 2,Day -1/ 19-03-2014/ 100.0 {L, nes) 101.0 - 109.0
24 H Predose 9:47
Sodium (mmol/L) Periog 2,Day -1/ 19-03-2014/ 133.1 (L, nes) 136.0 ~ 146.0
24 H Predose G9:47
Platelets (1078/L) Periocd 2,Day -1/ 19-03-2014/ 371 {H, ncs) 173 - 369
24 H Predose 9:47
Hematocrit (L/L) Period 2,bay -1/ 19-03-2014/ 0.34 (L, ncs} 0.35 - 0.44
. 24 H Predose G:47
Chloride ({mmol/L) Follow-Up 03-04-2014/ 139.0 (L, ncs} ~2.7 101.0 - 169.0
11:14 )
Sodium (mmol/L) Follow-Up 03-04-2014/ 131.7 (L, ncs) —-4,1 136.0 - 146.0
11:14
Platelets (10°9/L) Follow-Up 03-04-2014/ 411 (H, ncs) 0 173 - 369
11:14
Hematocrit (L/L) Follow-Up 03-04-2014/ 0.33 (L, ncs) -0.02 0.35 - ¢.44
11:14
Hemogleobin (g/L) Follow-Up 03-04-2014/ 103 (L, nes) -8 111 - 148
11:14

a: L = below lower limit of referenge range, H = above upper limit of reference range; bi: ncs = not clinically significant,
3 = elinically 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) levothyrozine 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
Humbef Sequence {Unit} Timepeoint Measurenent Result {a,b) Baseline Low - High
. Treatment Chloride (mmol/L) Screening 06-02-2014/ 99.4 (L, ncs) 101.0 - 109.0
¥ Seguence 1 10:18
) Erythrocytes (ul) Peried 1,Day -1/ 11-02-2014/ 10,00 (H, ncs) 0.00 - 5.00
24 H Predose 8§:49°
Leukocytes (ul)} Period 1,Day -1/ 11i-02-2014/ 25.00 (H, ncs) 0.00 - 9.00
24 H Predose §:49
Chloride {mmocl/L) Pericd 1,Day -1/ 11-02-2014/ 100.8 (L, ncs) 101.0 - 10%.0
24 H Predcse 8:51
Sodium (mmol/L) Period 1,bay -1/ 11-02-2014/ 135.5 (L, nca} 136.0 - 146.0
24 H Predose 8:51
Erythrocytes {ul} Period 2,Day -1/ 1%-03-2014/ 10.00 {H, ncs) 0.00 - 5.00
24 H Predose- 9:09
Protein (g/L) Period 2,Day -1/ 19-03-2014/ 64.4 (L, ncs) $6.0 - 83.0
24 H Predose 9:11
Sodium {mmol/L} period 2,Day -1/ 19-03-2014/ 135.7 {L,; ncs) 136.0 - 146.0
24 H Predose 9:11
Treatment Urea (mmol/L} Screening 07-02-2014/ 1.83 (L, necs) 2.80 - 7.20
= Sequence 1 9:56
: Creatine Kinase {IU/L} Period 1,Day -1/ 11-02-2014/ 176.2 (H, ncs) 0.0 - 171.0
24 H Predose 8:32
Urea (mmol/L) Periocd 1,Day -1/ 11-02-2014/ 2.26 (L, ncs) 2.80 - 7.20
24 H Predose 8:32
Creatinine {umol/L) Period 1,Day -1/ 11-02-2014/ 55.4 (L, ncs) 59,0 - 104.0
24 H Predose 8:32

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 Sequence 2: Reference/Test.
Test: 600 pg (3*200 pg tablets) levothyroxzine new formulation.

Reference: 600 pg (3*200 ug tablets) levothyrozine old formulation.
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Table 15.3.4.1 Abnormal TLaboratcry Values (Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Tast visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Creatinine- (umcl/L} period 2,Day -1/ 19-03-2014/ 58.7 (L, ncs) 55.0 - 104.0
24 H Predose g:18
Chloride (mmol/L) Follow-Up 03-04-2014/ 100.3 (L, ncs) -2.5 101,00 - 109.0
11:15
Glucose (amol/L)} Follow-Up 03-04-2014/ 4.02 (L, ncs) ~0.08 4,10 - 5,90
11:15
a Creatinine {umol/L) Follow-Up 03-04-2014/ 55.7 (L, nca) -3.7 59.0 - 104.0
E 11:15
Treatment Glucose (mmol/L) Screening 10-02-2014/ 4.01 (L, ncs) 4.10 - 5.90
Sequence 2 10:34
gilirubin {umol/L} Period 1,Day -1/ 11-02-2014/ 25.0 (H, ncs) 0.0 - 3.4
24 H Predose 8:38
pH Follow-Up 04-04-2014/ 8.0 (H, ncs) 1.5 4.8 - 7.4
10:20
Bilirubin (umol/L) Follow-Up 04-04-2014/ 23.7 (H, ncs) 5.7 5.0 - 21.0
10:22
Chloride {mmol/L} Follow-Up 04-04-2014/ 100.5 {L, nca} -4.1 10:,0 - 109.0
10:22
Direct Bilirubin {umol/L) Follow-Up 04-04-2014/ 5.0 {H, ncs} 0.0 - 3.4
. 10:22
2
o Indirect Bilirubin Follow-Up 04-04-2014/ 18.7 (H, ncs) 1.6 - 17.6
2 {umol/L) 10:22
Treatment Erythrocytes {(uL) Screening 10-02-2014/ 10.00 (H, ncs) 0.60 - 5.00
i Sequence 2 10:42

c8

Treatment Sequence 1: Test/Reference;

Test: 600 pg (3*200 pg tablets} levothyrozine new formulatien.
Reference: 600 pg (3*200 ug tablets) levothyroxine old Fformulaticn,

a: L = below lower limit of reference range, E = 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 Reference
Random Treatment Test ¥isit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Glucose (mmol/L) Screening 10-02-2014/ 3.87 (L, ncs) 4.10 - 5.%0
10:45
Platelets (10°9/L) Screening 10-02-2014/ 142 (L, ncs) 173 - 369
10:45
Eosinophils (10°9/L} Screening 10-02-2014/ 0.03 (L, ncs} 0.04 - 0.43
10:45
Erythrocytes (ul) Pericd 1,Day -1/ 16-02-2014/ 250,00 (H, ncs} 0.00 - 5.00
24 H Predose 8:17
Erythrocytes (/HEF) Period 1,Day -1/ 16-02-2014/ 8.00 (H, ncs) 0.00 - 3.00
24 H Precdose 8:17
Monoeytes {1079/L) Pericd 1,Day -1/ 16-02-2014/ 0.24 (L, ncs) 0.27 - 0.91
24 H Predose 8:19
Platelets (10"9/L) Period 1,Day -1/ 16-02-2014/ 126 (L, ncs) 173 - 369
24 H Predose 8:19
Platelets (10"9/L) Pariod 2,Day -1/ 24-03-2014/ 143 (L, ncs) 173 - 369
24 H Predose 9:30
Monocytes (10°9/L) Follow-Up 07-04-2014/ 0.25 (L, ncs) -0.04 0.27 - 0.81
16:08
Sodium {mmcl/IL} Follow-Up 07-04-2014/ 135.5 (L, ncs) -5.4 136.0 - 146.0
10:09
Platelets {(10%9/L} Follow-Up 07-04-2014/ 131 (L, nes) =11 173 - 369
10:09
Eosinophils (10°9/L) Follow-Up 07-04-2014/ 0.03 (L, ncs) 0 0.04 - 0,43
10:08

a: L = below lower limit of reference range, H = above upper limit of reference range; b: nes = not clinically significant,
cg = ¢linically 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 pg (3*200 ng tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Taboratory Values {(3afety Population}
Subject
Number/ Change Reference
Random Treatment Visit/ Date/Time of From Range
Number Saquence Timepoint Measurement Baseline Low - High
Thyrotropin (mU/L) Follow-Up 07-04-2014/ -0.92 0.35 - 4,94
10:08
Treatment Bilirubin {umol/L) Screening 10-02-2014/ 5.0 - 21.0
Sequence 2 12:23
Direct Bilirubin Screening 10-02-2014/ 0.0 - 3.4
12:23
Period 1,Day -1/ 16-02-2014/ 66.0 - 83.0
24 H Predose 8:33
Thyroxine (nmol/L) Period 1,Day -1/ 16-02-2014/ 62.7 - 150.8
24 H Predose 8:33
Thyroxine (nmol/L}) Feriod 2,Day -1/ 24-03-2014/ 62.7 - 150.8
24 H Predose 8:14
Bilirubin {umol/L} Period 2,Day -1/ 24-03-2014/ 5.0 - 21.0
' 24 H Predose 8:14
Direct Bilirubin (umol/L) Period 2,Day -1/ 24-03-2014/ 0.0 - 3.4
24 H Predose g:14
Indirect Bilirubin Period 2,Day -1/ 24-03-2014/ 1.6 - 17.6
24 H Predose 8:14
Follow-Up 08-04-2014/ -10.5 66.0 - 83.0
9:35
Creatine Kinase (IU/L) Follow-Up 08-04-2014/ 7%2.8 0.0 - 171.0
9:35
Follow-Up 08-04-2014/ 6.1 5.0 - 21.0
9:33

cs

Treatment Sequence 1: Test/Reference;

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

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

not clinically significant,
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Table 15.3.4.1 Bbnormal Laboratory Values (Safety Population}

Subject
Number/ Lab Change Reference
Random Treatment Test Viait/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result {a b} Baseline Low - High
Direct Bilirubin (umocl/L)} Follow-Up 08-04-2014/ 5.1 {H, ncs} 0.7 0.0 - 3.4
9:35
Indirect Bilirubin Follow-Up 08-04-2014/ 22.6 (H, ncs) 5.4 i.6 - 17.6
{emol/L) 9:35
IR Platelets {10°5/L) Follow-Up 08-04-2014/ 153 (L, ncs) -15 155 - 342
= 9:35
? Treatment Creatine Kinase (IU/L} Screening 11-02-2014/ 198.5 (H, ncs) 0.0 - 145.0
Seguence 1 11:17
5 Chleride (mmol/L} Screening 11-02-2014/ 99.3 (L, ncs} 101.0 - 109.0
11:17
Sodium (mmol/L) Screening 11-02-2014/ 133.1 (L, ncs} 136.0 - 146.0
1117
Chloride (mmol/1L) Period 1,Day -1/ 16-02-2014/ 100.8 (L, necs) 101.0 - 149.0
24 H Predose 8137 )
Sodium (mmol/L) Period 1,Day -1/ 16-02-2014/ 132.1 (L, nca) 136.0 - 146.0
24 H Predose 8:37
Chleride (mmol/L) Follow-Up 07-04-2014/ 93.5 (L, ncs) 0.2 101.0 - 105.0
9:29
Jodium {mmol/L)} Follow-Up 07-04-2014/ 133.6 (L, nes) 0.5 136.0 - 146.0
g:29
Basophils (1079/L) Fellow-Up 07-04-2014/ 9,10 (H, ncs) 0.04 0.01 - 0.07
9:29
Basophils/Leukocytes (%) Follew-Up 07-04-2014/ 1.4 (H, nes) 0.6 0.2 - 1.3
9:29

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 Sequence 2: Reference/Test.

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

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

/project24/ep/blinded/e210899_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
15,3.4.1.8as
11DECZ2014 00:01

Document No,090Cbake8085bb45 v1.0 CONFIDENTIAL 246/1628 ' ['\,\/A']
INFORMATION i



EMR200125-001 Page 247 of 1628

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

Merck Serono Page 56 of 137

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 » Sequence {Unit) Timepoint Measurement Result {(a,b) Baseline Low - High
Leukocytes (uL) Follow-Up 07-04-2014/ 25.00 {H, nos) 25 0.00 - 9.00
9:30
Treatment Leukocytes (1079/L) Screening 13-02-2014/ 3.46 (L, ncs) 3.89 - 10.04
Sequence 1 8:04
Neutrophils (10+2/L) Screening 13-02-2014/ 1.52 (L, nas} 1.61 - 6.45
8:04
Monocytes/Leukocytes (%) Screening 13-02-2014/ 20.5 (H, ncs} 5.3 - 14,2
g:04
Erythrocytes (ukb) Period 1,Day -1/ 16-02-2014/ 25.00 (H, nca) 0.00 - 5.00
24 H Predose 8:26
Erythrocytes (/HPF) Period 1,Day -1/ 16-02-2014/ 5.00 (H, ncs) 0.00 - 3.00
24 H Predcse 8:26
Neutrophils {(10°9/L) Period 1,Day -1/ 16-02-2014/ 1.55 (L, necs} 1.61 - 6.45
24 H Predose §:129
Erythrocytes (ul) Follow-Up 07-04-2014/ 150.00 (H, ncs) 150 0.00 - 5.00
8:19
Erythrocytes (/HPF) Fcllow-Up 07-04-2014/ 12.00 (H, ncs) 0.00 - 3.00
g:19
Levkocytes (/HPF) Follow-Up 07-04~-2014/ 6.00 (H, ncs) 0.00 - 4,00
8:18
Creatine Kinase (IU/L) Follow-Up 07-04-2014/ 147.5 (H, ncs} 5.6 0.0 - 145.0
8:24
Erythrocytes (10%12/L)} Follow-Up 07-04-2014/ 3.87 (L, nca) -0.3 4.02 - 5.08
8:24

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 rasults.

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

Teat: 600 pg (3*200 ug 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
Number Sequence {(Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Hematocrit (L/L) Follow-Up 07-04-2014/ 0.34 (L, ncs} -0.02 0.35 - 0.44
8:24
s Treatment Thyroxine {mmol/L) Period 2,Day -1/ 24-03-2014/ ¢1.4 (L, ncs) 62.7 - 150.8
Sequence 1 24 H Predcse 9:18
Treatment Creatine Kinase ({(IU/L) Screening 13-02-2014/ 275.7 (H, nes) 2.0 - 171.0
Seguence 2 11:07
Chloride {mmol/L} Screening 13-902-2014/ 97.4 (L, ncs) 102.0 - 108.0
11:07
Glucose {mmol/L) S$creening 13-02-2014/ 3.76 (L, ncs} 4,10 - 5.90
11:07
Erythrocytes (10712/L} Screening 13-02-2014/ 5.76 (H, ncs) 4.12 - 5.14
11:07
Sodium {mmel/L} Screening 13-02-201¢/ 134.8 (L, ncs) 136.0 — 146.0
11:07
Creatine Kinase (IU/L) Period 1,Day -1/ 16-02-2014/ 472.9 (H, ncs) 0.0 - 171.0
24 H Predcse 8:24
Bilirubin {umol/L) Period 1,Day -1/ 16-02-2014/ 22.4 (H, nes) 5.0 - 21.0
24 H Predose 8:24
Direct Bilirubin ({umcl/L) Period 1,Day -1/ 16-02-2014/ 4.7 (H, ncs} 0.0 - 3.4
24 H Predose 8:24
Indirect Bilirubin Peried 1,Day -1/ 16-02-2014/ 17.7 (H, ncs} 1.6 - 17.6
{umel /L) 24 H Predose §:24
Creatine Kinase (IU/L) Period 1,Day -1/ 16-02-2014/ 401.3 (H, nca} 0.0 - 171.0
24 H Predose 18:49

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

Treatment Sequence 1: Test/Reference;

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

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
Humber/ Lab Change Reference
Random Treatment Test visit/ Date/Tine of From Range
Number Sequence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Opiate Period 2,Day -1/ 24-03-2014/ POSITIVE (H, ncs)
24 H Predose T155
Creatine Kinase (IU/L) Pericd 2,Day -1/ 24-03-2014/ 221.2 (H, ncs) 0.0 - 171.0
24 H Predcse 7:58
Bilirubin {umol/L) Period 2,Day -1/ 24-03-2014/ 24.8 (B, ncs) 5.0 - 21.0
24 H Predose 7:58
Chloride (mmol/L) Period 2,Day -1/ 24-03-2014/ i00.0 (L, ncs} 101.0 - 109.0
24 H Predose 7:58
Direct Bilirubin (umol/L) Period 2,Day -1/ 24-03-2014/ 4.5 (H, ncs) 0.0 - 3.4
24 H Predose 7:58
Indirect Bilirubin Period 2,Day -1/ 24-03-2014/ 20.3 (H, ncs) 1.6 - 17.6
{umol/L) 24 H Predose 7:58
Alanine Aminotransferase Period 2,Day -1/ 24-03-2014/ 64.6 {H, ncs) 0.0 - 50.0
(U/L) 24 H Predose 7:58
Creatine Kinase (IU/L) Follow-Up 02-05-2014/ 443.2 (H, ncs) 167.5 0.0 - 171.0
11:21
Bilirubin {umol/L) Follow-Up 02-05-2014/ 29.4 (H, ncs) 9 5.0 - 21.0
11:21
Chloride {mmol/L} Follow-Up 02-05-2014/ 97.2 (L, ncs) -0.2 101.0 ~- 109.0
11:21
Direct Bilirubin (umol/L) Follow-Up 02-05-2014/ 3,6 {H, neas} 0.0 - 3.4
11:21
Indirect Bilirubin Focllow-Up 02-05-2014/ 23.8 (H, nocs} 1.6 - 17.6
{umol/L) 11:21

a: I = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not e¢linically significant,
o8 = clinically significant; Baseline defined a3 Screening for Follow-Up results.

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

Test: 600 pg {3*200 pg tablets} levothyroxine new formulatien.

Reference: 600 pg (3*200 pg tablets) levothyrozine old formulation.
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Table 13.3.4.1 Abnermal Laboratory Values (Safety Population)

sSubject
Nurber/ Lab Change Reference
Random Treatment Teat Visit/ Date/Time of From Range
Number Seguence {Unit) Timepoint Measurement Result (a,b) Baseline TLow - High
Erythrocytes ({10712/L) Follow-Up 02-05-2014/ 5.8% (H, ncs) 0.13 4,12 - 5.14
11:21
Hematocrit (L/L) Follow-Up 02-05-2014/ 0.49 (H, ncs) 0.01 0.38 - 0.48
11:21
Hemoglobin (g/L) Follow-Up 02-05-2014/ 166 {H, ncs} 2 126 - 165
11:21
Algnine Aminotransferase Follow-Up 02-05-2014/ 61.4 (H, ncs) i8 0.0 - 50.0
.J (U/L) ] 11:21
A Treatment Urea (mmol/L) Screening 14-02-2014/ 2.04 (L, nes) 2.80 - 7.20
) Sequence 1 7150
' Chloride (mmel/L) Screening 14-02-2014/ 97.1 (L, nca) i01.0 - 109.0
7:50
Platelets {10°9/L) Screening 14-02-2014/ 362 (H, ncs) 155 - 342
7:50
Amylase (IU/L} Period 1,Day -1/ 20-02-2014/ 107.2 {H, necs) 28.0 - 100.0
24 H Predose 7:39
Platelets (10*5/L) Period 1,Day -1/ 20-02-2014/ 349 (H, nca) 155 - 342
24 H Predose 7:39
pH Period 2,Day -1/ 28-03-2014/ 8.0 (H, ncs) 4.8 - 7.4
24 H Predose 7159
Thyroxine (nmol/L} Pericd 2,Day -1/ 28-03-2014/ 62.5 (L, ncs) 2.7 - 150.8
24 H Predcse §:01
Creatine Kinase (IU/L) Period 2,Day -1/ 28-03-2014/ 183.6 (H, ncs) 0.0 - 171.0
24 H Predose 8:01

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

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

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

Reference: 600 pg (3%*200 ng tablets) levothyrozine 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 Result (a,b) Baseline Low - High
Chloride {mmol/L) Period 2,Day -1/ 28-03-2014/ 100.3 (I, ncs) 101.0 - 109.0
24 H Predose 8101
Amylase (IU/L) Follow-Up 15-04-2014/ 131.9 (H, ncs) 32.6 28.0 - 100.0
§:13
Thyrozine (nmol/L} Follow-Up 15-04-2014/ 60.2 (L, ncs) -9.4 $2.7 - 150.8
8:13
K Potassivm (mucl/L) Fcllow-Up 15-04-2014/ 5.11 (H, nes) 0.5 3.50 - 5.10
& 8:13
Treatment Urea (mmol/L) Sereening 14-02-2014/ 2.4% (L, ncs) - 2.80 - 7.20
Sequence 2 8:47
Creatine Kinase (IU/L) Period 1,Day -1/ 20-02-2014/ 175.0 (H, ncs) 0.0 - 145.0
24 H Predose 8:40
Chloride (mmol/L) Period 1,Day -1/ 20-02-2014/ 100.8 (L, ncs) 101,0 ~ 109.0
24 H Predose 8:40
Creatine Kinase (IU/L) Period 1,Day -1/ 20-02-2014/ 169.0 (H, ncs) 0.0 - 145.0
24 H Predose 16:48
Chloride {mmol/L} Period 2,Pay -1/ 28-03-2024/ 98.8 (L, nes) 101.0 - 109.0
24 H Predose 9:39
Sodium (mmol/L) Period 2,Day -1/ 28-03-2014/ 134.0 (L, ncs) 136.0 - 146.0
24 H Predose 9:39
Creatine Kinase (IU/L) Follow-Up 17-04-2014¢/ 224.6 (H, ncs} 109.8 0.0 - 145.0
. 11:20
Creatine Kinase {IU/L) Follow-Up 24-04-2014/ 181.2 {(H, ncs) 66.4 0.0 - 145.¢
. 11:04

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 Folleow-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 pold formulation.
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Table 15.3.4.1 Abnormal Laberatory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Numbar ;f Sequence {Unit) Timepoint Measurement Result {a;b) Baseline Low - High
- Treatment Eosinophils {10°9/L} Period 1,Day -1/ 16-02-2014/ 0.52 (H, ncs) 0.03 - 0.50
7 Sequence 1 24 H Predose g:42
;» Chloride (mmol/L) Follow-Up 10-04-2014/ 100.5 {L, ncs} -1.86 101.0 - 109.0
9:04
. Eosinophils (10°8/L) Follow-Up 10-04-2014/ 0.51 (H, ncs) 0.02 0.03 - 0.350
r G:04
Treatment Chleoride (mmol/L} Screening 14-02-2014/ 96.7 (L, ncs) 101.0 - 109.0
g Sequence 2 9:350
: Sodium (mmol/L) Screening 14-02-2014/ 133.2 (L, ncs) 136.0 - 146.0
9:50
Bascphils (10~9/L) Screening 14-02-2014/ 0.00 (L, necs) 0.01 - 0.07
9:50
EBEosinophils (10*9/L} Screening 14-02-2014/ 0,00 {L, ncs} 0.04 - 0.43
9:50
Eosinophils/Leukocytes Screening 14-02-2014/ ¢.0 (L, ncs) 0.6 - 7.9
1%} 9:50
Baaophils/Leukocytes (%) Screening 14-02-2014/ 0.0 (L, ncs) 0.2 - 1,3
9:50
Protein (g/L) Peried 1,Day -1/ 16-02-2014/ 65.6 (L, ncs) 66.0 - 83.0
24 H Predose g:15
Lymphocytes (1072/L) Period 1,Day -1/ 16-02-2014/ 0.86 (L, nos) 0.9 - 2.89
24 H Predose 8:15
Monocytes (1079/L) period 1,Day -1/ 16-02-2014/ 0.26 (L, ncs) 0.27 - 0.91
24 H Predose #4:15

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

Treatment Sequence 1: Test/Reference;

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

Reference: 600 pg

{3*200 ug tablets) levothyroxine old formulation.

above upper limit of reference range; b: ncs = not clinically significant,

cs = 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 / Tab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Heutrophils/Leukocytes Period 1,Day -1/ 1le-02-2014/ 71.6 (H, ncs) 37.9% - 70.5
{%} 24 H Predose g:15
Basophils {10°9/1} Period 1,Day -1/ 16-02-2014/ 0.00 (L, ncs) 0.01 - 0.07
24 H Predose 8:15
Ecsinophils (10°9/L) Period 1,Day -1/ 16-02-2014/ 0.00 (L, ncs) 0.04 - 0.43
24 H Predose 8:15
Eosinophils/Leukocytes Perioed 1,Day -1/ 16-02-2014/ 0.0 (L, ncs} 0.6 - 7.9
(%) 24 H Predose 8:15
Bascphils/Tevnkocoytes (%) Perlod 1,Day -1/ 16-02-2014/ 0.0 (L, nca} 0.2 - 1.3
24 H Predose 8:15
Protein (g/L) Period 2,Day -1/ 24-03-2014/ 65.2 (L, ncs} 66.0 - 83.0
24 H Predose 10:39
Thyroxine (nmol/L) period 2,Day -1/ 24-03-2014/ 58.4 (L, ncs) 62.7 - 150.8
24 H Predese 10:39
Chloride {mmocl/L) period 2,Day -1/ 24-03-2014/ 29.0 (L, ncs} 101.0 - 108.0
24 H Predose 10:39
Sodium (mwol/L) pPeriod 2,Day -1/ 24-03-2014/ 135.5 (L, ncs) 136.0 - 146.0
24 H Predose 10:39
Neutrophils/Leukocytes Period 2,Day -1/ 24-03-2014/ 73.8 (H, ncs) 37.9 - 70.5
(%) 24 H Predose 10:39
Bascphils {107%/L) period 2,Day -1/ 24-03-2014/ Q.00 (L, ncs) 0.01 - 0.07
24 H Predose 10:39
Eosinophils (1049/L) Period 2,Day -1/ 24-03-2014/ 0.01 (L, ncs) 0.04 - 0.43
24 H Predose 10:39

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 Fellow-Up results.

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

Test: $00 pg (3*200 pg tablets) levothyrozine new formulation.

Reference: 600 pg {(3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laboratory vValues (Safety Populaticn)
Subject
Nunbex/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Mgasurement Baseline Low — High
Eosincophils/Leukocytes Period 2,Day -1/ 24-03-2014/ 0.6 - 7.9
(%) 24 H Predose 10:38%
Basophils/Leukocytes (%) Period 2,Day -1/ 24-03-2014/ 0.2 - 1.3
24 H Predose 10:39
Protein (g/L} Follow-Up 07-04-2014/ -3.5 66.0 - 83.0
7:23
Thyroxine (nmol/L} Follow-Up 07-04-2014/ -16.3 62,7 - 150.8
7:23
Chloride {mmol/L) Follow-Up 07-04-2014/ 3.8 i01.0 - 109.0
T:23
Erythrocytes [10°12/L) Follow-Up 07-04-2014/ -G.38 4,02 - 5.08
7:23
Sodium (mrol/L) Follow-Up 07-04-2014/ 1.9 136.0 - 146.0
7:23
Basophils (10*%/L) Follow-Up 07-04-2014/ 0 0.01 - 0.07
7123
Eosinophils (10"9/L) Follow-Up 07-04-201¢/ 0.01 0.04 - 0.43
7:23
Eosinophils/Leukocytes Follow-Up 07-04-2014/ 0.2 0.6 - 7.9
(%) 7:23
Basophils/Leukocytes (%) Follow-Up 07-04-2014/ 0 0.2 - 1.3
7:23
Treatment Creatine Kinase {IU/L) Screening 14"0@—2014/ 0.0 - 171.0
Sequence 2 9:49

cs

Treatment Sequence 1: Test/Reference;

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

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

Reference: 600 pg (3*200 pg tablets} levothyroxine old fermulation.

above upper limit of reference range; b:

not ¢linically significant,
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number / Lab Change Reference
Randorm Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit}) Timepoint Measurement result (a,b) Baseline Tow - High
Bilirubin (umcl/L) Screening 14-02-2014/ 22.% (H, neca) 5.0 - 21.0
9:49
pirect Bilirubin {umol/L) Screening 14-02-2014/ 4.2 (H, ncs) 0.0 - 3.4
G148
Indirect Bilirubin Screening 14-02-2014/ 18.7 (H, ncs) 1.6 - 17.4
{umol/L}) 9:49 :
Creatine Kinase {IU/L) Period 1,Day -1/ 16-02-2014/ 257.1 (H, ncs} 0.0 - 171.0
24 H Predose g:08
Creatine Kinase (IU/L) Period 2,Day -1/ 24-03-2014/ 32%.3 {(H, ncs) 6.0 - 171.0
24 H Predose 9:25
Creatine Xinase (IU/L} Period 2,Day -1/ 24-03-2014/ 298.7 (H, ncs} 0.0 - 171.0
24 H Predose 16:16
Creatine Kinase {(IU/L) Follow-Up 08-04-2014/ 342.3 (H, ncs) 85.3 Q.0 - 171.0
9:21
Monocytes/Leukocytes (%) Follow-Up 08-04-2014/ 4.9 (L, ncs) -4.3 5.6 - 14.8
. 9:21
T Monocytes (1079/L) Follow-Up 08-04-2014/ 0.28 (I, ncs) -0.26 0.30 - 0.92
P 9:21
Treatment Chloride (mmol/L) Screening 17-02-2014/ 100.7 (L, nes) 101.0 - 109.0
Fd Sequence 1 9:06
i Neutrophils (1079/L} Pericd 2,Day -1/ 28-03-2014/ 1.32 (L, ncs) 1.46 - 5.85
24 H Predose 9:07
Chloride (mmol/L) Period 2,Day -1/ 28-03-2014/ 100.6 (L, nca) 101.0 - 109.0
24 H Predose 9:07

a: L = below ilower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
cs = clinically significant; Baseline defined as Screening for Feollow-Up resulta,

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

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

Reference: 600 pg {3*200 ug tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnorma}! 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'
Mcnocytes/Leukocytes (%) Period 2,Day -1/ 28-03-2014/ 15.9 (H, nca) 5.8 - 14.8
24 H Predose 9:97
Ngutrophils/leukocytes Period 2,Day -1/ 28-03-2014/ 35.8 (L, ncs} 38.2 - 71.5
(%} 24 H Predose 9:07
j Thyroxine {nmol/L} Follow-Up 15-%#—%?14/ 56.4 (L, ncs) ~16.6 §2.7 - 150.8
. 1
Treatment Creatine Kinase (IU/L) Screening 17-02-2014/ 206.1 (H, necs) 0.0 - 171.0
i Sequence 1 10:24
J Chloride (mmol/L} Screening 17-02-2014/ 96.2 (L, ncs) 101.0 - 109.0
i 10:24
Sodiom (mmol/L) Screening 17-02-2014/ 135.2 (L, necs) 136.0 - 146.0
10:24
Chloride (mmol/L) Period 1,Day -1/ 06-03-2014/ 99,3 (L, ncs) 101.0 - 108.0
24 H Predose 8:57
Sogium (mmel/L) Period 1,Day -1/ 06-03-2014/ 135.8 (L, necs) 136.0 - 146.0
24 H Predose 8:57
Chloride (mmol/L) Period 2,Day -1/ 11-04-2014/ 98.9% (L, ncs) 101.0 - 109.0
24 H Predose g:02
Sodium {mmol/L) Period 2,Pbay -1/ 11-04-2014/ 135.9 {L, ncs} 136.0 - 146.0
24 H Predose g§:02
Chloride (mmol/L) Follow-Up 29-04-2014/ 100.4 (L, ncs) 4,2 101.0 - 109.¢
§:27
Triiodothyronine, Free Foliow-Up 29-04-2014/ 5.84 (H, ngs) 0.48 2.3 - 5.70
{pmol/L) 8:27

<8
Treatment Sequence 1: Test/Reference;

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

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

= not clinically significant,
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Humbsr/, Lab Change Reference
Randomy’ Treatment Test visit/ Date/Time of From Range
Numbe® Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Treatment Erythrocytes {ul) Screening 17-02-2014/ 25.00 {H, ncs} 0.00 - 5.00
- Sequence 2 10:48
= Erythrocytes (/HPF) Screening 17-02-2014/ 6.00 (H, ncs) 0.00 - 3.00
10:48
Protein (g/L) Screening 17~02-2014/ 63.4 (L, nes) 66.0 - 83.0
10:51
Creatine Kinase (IU/L) screening 17-02-2014/ 151.6 {H, ncs} 0.0 - 145.0
10:51
Monccytes/Leukocytes (%} Screening 17-82-2014/ 4,7 (L, ncs) 5.3 - 14.2
. 10:51
Neutrophils/Leukocytes Sereening 17-02-2014/ 75.0 (H, ncs) 37.9 - 70.5
(%) 10:51
Erythrocytes (ul} Period 1,Day -1/ 06-03-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose 8:38
Sodium (mmol/L) Period 1,Day -1/ 06-03-2014/ 135.6 (L, ncs) 136.0 - 146.0
24 H Predose 8:49
Erythrocytes (uL} pericd 2,bay -1/ 11-04-2014/ 25.00 (H, ncs) 0.00 - 5.00
24 H Predose 9:30
Erythrocytes {/HPF} Period 2,Day -1/ 11-04-2014/ 4,00 (H, ncs} 0.00 - 3,00
24 H Predose 9:30
Thyroxine {(nmol/L) pPeriog 2,Day -1/ 11-04-2014/ 59,9 (L, ncs) 62,7 - 1i50.8
24 R Predose 9:35
Creatine Kinase !IU/L} Period 2,Day -1/ 11-04-2014/ 170.4 (H, ncs) 0.0 - 145.0
24 H Predose 9:35

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

cs = clinically significant; Baseline defined as Screening for Follow-Up resulls.
Preatment Sequence Z: Reference/Test.

Treatment Sequence l: Test/Reference;
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
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Bioequivalence trial of new levothyroxine formulation vs. old formulation

Merck Serono

Page 107 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
Mumber Seguence (Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Creatine Kinase [IU/L) Period 2,Day -1/ 11-04-2014/ 150.0 (H, ncs) 0.0 - 1453.0
24 H Predose 17:11
Brythrocytes (ul) Follow-Up 29-04-2014/ 10.00 (H, ncs) -15 0.00 - 5.00
7 10:33
jj Creatine Kinase (IU/L) Follow-Up 29-04-2014/ 188.6 (H, ncs) 37 0.0 - 145.0
E 10:35
Treatment Chloride (mmol/L} Screening 17-02-2014/ 98.6 (L, ncs) 101.0 - 109.0
s Seguence 1 11:46
: Sodium (mmol/L) Screening 17-02-2014/ 134.9 (L, ncs) 136.0 — 146.0
11:46
pH Screening 17-02-2014/ 8.0 (H, ncs) 4.8 - 1.4
11:46
Chloride f{(mmol/L) Period 1,Day -1/ 20-02-2014/ 92.3 (L, ncs) 101.0 - 109.0
24 H Predose 7:44
Sodium {mmol/L) Period 1,Day -1/ 20-02-2014/ 135.7 (L, ncs) 136.0 - 146.0
24 H Predose 7:44
Thyroxine {nmol/L) Period 2,Day -1/ 28-03-2014/ 57.1 (L, ncs} 62.7 - 150.8
24 H Predcse 8:33
Creatine Kinase (IU/L) Periog 2,Day -1/ 28-03-2014/ 195.2 {H, ncs) 0.0 - 171.0
24 H Predese 8:53
Chloride (mmol/L} pPeriod 2,Day -1/ 28-03-2014/ 98.% (L, nes) 101.0 - 109.90
24 H Predose 8:53
Sodium (mmol/L) Period 2,Day -1/ 28-03-2014/ 134.4 (L, ncs) 136.0 ~ 146.0
24 H Predose 8:53

cs

Treatment Sequence 1: 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 formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old fermulaticon.

above upper limit of reference range; b:

ncs = not clinically significant,
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EMR 200125-001 )
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EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Pcpulation)
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
Thyroxine {nmol/L} Follow-Up 15-04-2014/ 55.5 (L, ncs) -13.8 62.7 - 150.8
10:09
Creatine Kinase (IU/L) Follow-Up 15-04-2014/ 202.3 (H, ncs) 36 0.0 - 171.,0
10:09
Chlcride (mmcl/L} Follow-Up 15-04-2014/ 99.7 (L, ncs) 1.1 101.0 - 108.90
10:09
fﬂ' Creatine Kinase (IU/L) Follow-Up 22-04-2014/ 209.8 (H, ncs) 43.5 0.0 - 171.0
i 9:41
- Treatment Creatine Kinase {IU/L) Screening 18-02-2014/ 198.1 (H, ncs) 0.0 - 171.0
Sequence 2 11:20
Chloride (mmol/L) Screening 18-02-2014/ 99,7 {L; ncs) 101.0 - 109.0
11:20
Sodium (mmol/L) Screening 18-02-2014/ 135.9 (L, ncs) 136.0 - 146.0
11:20
Chloride (mmol/L} periocd i,Day -1/ 20-02-2014/ 99.4 (L, ncs) 101.0 - 109.0
24 H Predose 7:59
sodium (mmal/L) Period 1,Day -1/ 20-02-2014/ 135.8 (L, ncs) 136.0 - 146.0
24 B Predose 7:59
Chloride {mmol/L) pPeriod 2,Day -1/ 28-03-2014/ 100.7 (L, nes) 101.0 - 108.0
24 H Predocse §:48
Creatine Kinase (IU/L}) Follow-Up 15-04-2014/ 207.2 (H, necs) 9.1 0.0 - 171.0
10:12
Treatment Amylase (IU/L) Screening 20-02-2014/ 103.6 (H, ncs) 28.0 - 100.0
Sequence 1 7133

P ]

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 resulls.

Treatment Seguence 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 formulatien.

e
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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 Sequence (Unit) Timepoint Maasurement Result (a,b) Baseling Low - High
Leukocytes- (1079/L}) Screening 20-02-2014/ 2.68 {L, ncs) 3.1 - 8.71
7:33
Neutrophils (1079/L} Screening 20-02-2014/ 1.30 (L, ncs) 1.46 - 5.85
7:35
Lymphocytes (10%9/L) Screening 20-02-2014/ 1.03 (L, ncs) 1.08 - 3.00
7:35
Monocytes (10°8/L) Screening 20-02-2014/ 0.22 (L, necs) 0.30 - 0.92
7:35
Amylase (IU/L) Peried 1,Day -1/ 02-03-2014/ 107.0 (H, necs) 28.0 - 100.0
24 H Predese g:25
Creatine Kinase (IU/L) Period 1,Day -1/ 02-03-2014/ 172.3 (K, ncs) 0.0 - 171.0
24 H Predose 9:25
Potassium {(mmol/L)} Peried 1,Day -1/ 02-03-2014/ 5.28 (H, ncs) 3.530 - 5.10
24 H Predose 9:25
Amylase {IU/L} Period 1,Day -1/ 02-03-2014/ 110.7 (H, ncs) 28,0 - 100.0
24 H Predose 18:13
Creatine Kinase (IU/L) Period 1,DRay -1/ 02-03-2014/ 185.8 ({H, ncs) 0.0 - 171.0
24 H Predose 18:13
Lymphocytes {(1079/L) Period 2,Pay -1/ 07-04-2014/ 1.00 (L, ncs) 1.08 - 3.00
24 H Predose 9:08
Sodium (mmol/TL} Period 2,Day -1/ 07-04-2014/ 135.1 {L, ncs} 136.0 - 146.0
24 H Predose 9:08
Amylase (IU/L) Follow-Up 24-04-2014/ 106.0 (H, ncs) 2.4 28.0 - 100.0
8:20

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

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

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

= not clinically significant,
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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 Saquence (Unit) Timepoint Maasurement Result (a,b) Baseline Low - High
ﬁ- Creatine Kinase (IU/L} Follow-Up 24-04-2014/ 174.9 (H, ncs) 36.2 0.0 - 171.0
i 8:20
Treatment Urea (mmol/L) Screening 20-02-2014/ 2.79 (L, ncs) 2.80 - 7.20
z Sequence 1 8:25
e Eosinophils (10°9%/L) Period 1,Day -1/ 06-03-2014/ 0.03 (L, ncs) 0,04 - 0.43
i 24 H Predose 8:52
; Erythrocytes (ul}) Period 2,Day -1/ 11-04-2014/ 10.00 (H, ncs) 0.00 - 5.00
24 H Predose 9:16
pH Period 2,Pay -1/ 11-04-2014/ 8.0 (H, necs) 4.8 - 7.4
24 H Predose 9:16
Urea (mmol/L) Period 2,Day -1/ 11-04-2014/ 2.55 (L, ncs} 2.80 - 7.20
24 H Predose 9:18
Basophils/Leukocytes (%} Peried 2,Day -1/ 11-04-2014/ 0.1 (L, necs} 0.2 - 1.3
24 H Predose 9:18
Basophils/Leukocytes (%) Follow-Up 30-04-2014/ 0.1 (L, nesa) -0.1 0.2 - 1.3
7129
Treatment Creatine Kinase [TIU/L) Period 2,Day -1/ 07-04-2014/ 246.6 (H, ncs} 0.0 - 171.0
Sequence 2 24 H Predose 9:18
Creatine Kinase MB {IU/L) Period 2,Day -1/ 07-04-2014/ 24,8 (H, ncs) 0.0 - 24.0
24 H Predose 9:18
Lactate Dehydrogenase Period 2,Day -1/ 07-04-2014/ 288.7 (H, ncs) 0.0 - 248.0
{IU/L} 24 H Predose 9:18
Creatine Kinase [IU/L} Period ?,Day -1/ 07-04-2014/ 176.3 (H, nocs} 0.0 - 171.0
24 H Predeose 18:18

a: L = helow 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.

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulation.
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EMR 200125-001 Confidential
Table 15.3.4.1 Ebnormal 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
Tt T Treatment Amylase (IU/L) Screening 21-02-2014/ 100.4 (H, ncs) 28.0 - 100.0
" Sequence 2 8:01
E Amylase (IU/L) Period 1,Day -1/ 02-03-2014/ 102.9 (H, ncs) 28.0 - 100.0
24 H Predose 8:23
Amylase (IU/L) Period 2,Day -1/ 07-04-2014/ 101.5 {H, ncs) 28.0 ~ 100.0
24 H Predose 8:52
Chloride (mmol/L) Period 2,Day -1/ 07-04-2024/ 99,8 (L, nes) 191.0 - 109.0
24 H Predose g:52
Sodium (mmol/L) Period 2,Day -1/ 07-04-2014/ 135.5 (L, ncs) 136.0 - 146.0
24 H Predocse g:52
I Amylase (IU/L} Follow-Up 23-04-2014/ 109.¢ (H, ncs) 8.6 28.0 - 100.0
v 8:01
Treatment Neutrophils (10°9/1L) Screening 24-02-2014/ 1.31 (L, ncs) 1.46 - 5,85
e Sequence 1 9:25
Chleride (mmol/L) Screening 24-02-20147 100.9 {L, ncs) 101.0 - 109.0
9:25
Sodiuvm {mmol/L} Screening 24-02-2014/ 135.2 (L, ncs) 136.0 - 146.0
9:25
Neutrophils/Leukocytes Screening 24-02-2014/ 37.9 (L, necs) 38.2 - 71.5
(%) 9:25
Ketones (mmol/L) Period 1,Day -1/ 16-03-2014/ 0.5 (H, necs} 0.0 - 0.5
24 H Predose 7129
Treatment Sodium (mmol/L) Screening 24-02-2014/ 135.4 (L, ncs) 136.0 - 146.0
Sequence 1 10:02

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

Treatment Sequence 1: Test/Refersnce; 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 Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit} Timepoint Measurement Result (a,b) Baseline Low - High
Leukocytes (10°9/L) Period 1,Day -1/ 02-03-2014/ 3,11 (L, ncs) 3.1% - 8,71
24 H Predose 8:05
Neutrophils (10-9/L) Period 1,Day -1/ 02-03-2014/ 1.10 {L, ncs) 1.46 - 5.85
24 H Predose 8:05
Neutrophils/Leukocytes Period 1,Day -1/ 02-03-2014/ 35.4 (L, ncs) 38.2 - 71.5
(%) 24 H Predose 8:05
Eosincphils/Leukocytes Period 1,Day -1/ 02-03-2014/ 9.3 (H, ncs} 0.6 - §.4
(%) 24 H Predose 8:05
Monocytes/Leukocytes (%) Follow-Up 24-04-2014/ 16.2 (H, ncs) 3.1 56 - 14.8
7:11
Treatment Laukoecytes ({ul) Peried 1,Day -1/ 02-03-2014/ 25.00 (E, nca) 0.00 - $.00
@ Sequence 1 24 H Predose 9:43
Treatment Thyroxine (nmol/L) Screening 26-02-2014/ 60.9 (I, ncs) 62.7 - 150.8
o Sequence 1 8:23
< Creatine Kinase (IU/L} Screening 26-02-2014/ 223.7 {H, ncs) 0.0 -~ 171.0
8:23
Creatine Kinase (IU/L) Screening 05-03-2014/ 258.7 {(H, ncs) 0.0 - 171.0
7:33
Creatine Kinase (IU/L) Period 1,Day -1/ 16-03-2014/ 250.7 {(H, ncs) - 0.0 - 171.0
24 H Predose 9:12
Platelets (1079/L} Period 1,Day -1/ 16-03-2014/ 68 (L, ncs) 155 - 342
24 H Predose g:12
Hematocrit (L/L} Period 1,Day —1/ 16-03-2014/ 0.37 (L, ncs) (.38 - 0.48
24 H Predose 9:12

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinieally 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.
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EMR 200125-001 Cconfidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Randaoim Treatment Test vigit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Hemoglobin (g/L} Peried 1,Day -1/ 16-03-2014/ 125 (L, ncs) 126 - 1&5
24 H Predose 9:12
Creatine Kinase {IU/L) Period 2,Day -1/ 21-04-2014/ 176.0 (H, ncs) 0.0 - 171,0
24 H Predose 9153
Platelets (10°9/L) Period 2,Day -1/ 21-04-2014/ 350 (H, ncs) 155 - 342
24 H Predose 9:53
Thyroxine (nmol/L) Follow-Up 07-05-2014/ 58.8 (L, ncs) -10.5 62.7 - 150.8
8:29
Creatine Kinase (IU/L} Follow-Up 07-05-2014/ 195.9 (H, ncs) -62.8 0.0 - 171.0
8:29
Treatment Chloride {mmol/L) Screening 26-02-~2014/ 9.3 (L, ncs) 101.0 - 108.0
Sequence 1 8:32
N Sodium (mmol/L) Screening 26-02-2014/ 135.7 {L; ncs} 136.0 - 146.0
8:32
Creatine Kinase (IU/L) Period 2,Day -1/ 21-04-2014/ 201.1 (H, nes) 0.0 - 171.0
24 H Predose g:22
Chloride (mmol/L) Period 2,Day -1/ 21-04-2014/ 100.5 {L, ncs) 101.0 - 109.0
24 H Predose 8122
Monocytes {1049/L) pPeriod 2,Day -1/ 21-04-2014/ 0.93 (H, nca) 0.30 - 9.92
24 H Predese §:22
Creatine Kinase (IU/L) Follow-Up 05-05-2014/ 181.1 (H, ncs) 23.5 0.0 - 171.0
10:03
Platelets (1049/L) Follow-Up 05-05-2014/ 129 (L, ncs} -42 155 - 342
10:03

c3
Treatment Sequence 1:

Test/Reference;

Test: 600 pg (3*200 nug 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: ncs = not clinically significant,
= glinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 2: Reference/Test.
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EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Humber/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Hunbgr Seguence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Treatment Chloride {(mmol/L) Screening 26-02-2014/ 100.7 (L, necs} 161.0 - 109.0
= Sequence 2 §:42
Chloride (mmol/L) Pericd 2,Day -1/ 07-04-2014/ 99.0 (L, necs} 101.0 - 109.0
24 H Predose 9:08
Sodium (mmol/L) pPeriod 2,Day -1/ 07-04-2014/ 132.8 (L, ncs) 136.0 - 146.0
24 H Predose ’ 9:08
Erythrocytes ({(ul) Follow-Up 23-04-2014/ 10.00 (H, nes) 10 0.00 - 5.00
10:42
Treatment Alkaline Phesphatase (U/L) Screening 26-02-2014/ 28.6 (L, nca} 30.0 - 120.0
& Sequence 2 8:56
by glucose {(mmol/L) Period 1,Day -1/ 06-03-2014/ 5.00 (H, ncs} 0.00 - 1.69
_ 24 H Predese §:28
Chleoride (mmol/L) period 1,Day -1/ 06-03-2014/ 97.% (L, ncs) 101.0 - 109.0
24 H Predose 8:32
sodium {mmol/L} Period 1,Day -1/ 06-03-2014/ 130.3 (L, ncs) 136.0 - 146.0
24 H Predose 8:32
Hematocrit (L/L) Period 1,Day -1/ 06-03-2014/ 0.34 (L, nes) 0.35 - 0.44
24 H Predose 8:32
Alkaline Phosphatase {(U/L) Period 1,Day -1/ 06-03-2014/ 28.6 (L, nca) 30.0 - 120.0
24 H Predose 8:32
Urea (mmol/L) Period 2,Day -1/ 11-04-2014/ 2.64 (L, ncs) 2.80 - 7.20
24 H Predose 8:06
Hematocrit (L/L) Period 2,Day -1/ 11-04-2014/ 0.34 (L, ncs) 0.35 - 0.44
24 H Predose 8:06

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

Reference: 600 ng {3*200 pg tablets) levothyroxine old formelation.
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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 Rbnormal 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
Hemoglobin {g/L} Period 2,Day -1/ 11-04-2014/ 108 (L, nes) 111 - 146
24 H Predose 8:06
Thyroxine (nmol/L) Follow-Up 28-04-2014/ 62.2 (L, ncs) -3.3 62.7 - 150.8
9:30
Urea {mmol/L} Follow-Up 28-04-2014/ 2.76 (L, ncs) -1.04 2.80 - 7.20
9:30
Hematocrit (L/L) Follow-Up 28-04-2014/ 0.32 (L, ncs) ~0.04 0.35 - 0.44
9:30
f Hemoglobin (g/L) Follow-Up 28-04-2014/ 100 {1, ncs) -15 111 - 146
b 9:30
h Treatment Sodium (mmol/L) Period 1,Day -1/ 02-03-2014/ 134.5 (L, ncs) 136.0 - 146.0
= Sequence 1 24 H Predose 8:35
' Protein (g/L} Period 2,Day -1/ 07-04-2014/ 65.8 (L, nca) 56,0 - 83.0
24 H Predose 9:13
Urea (mmol/L) Period 2,Day -1/ 07-04-2014/ 2.73 (L, ncs} 2.80 - 7.20
24 H Predcse 6:13
Chloride (mmol/L} Periog 2,Day -1/ 07-04-2014/ 99.1 (L, negs) 101.0 - 109.0
24 ¥ Predese 9:13
Sodium {(mmol/L} Period 2,Day -1/ 07-04-2024/ 132.% (L, nca) . 136.0 - 146.0
24 H Predose 9:13
Creatine Kinase (IU/L) Follew-Up 30-04-2014/ 436.5 (H, neca) 330.1 0.0 - 171.0
. 10:24
Chloride (mmol/L) Follow-Up 30-04-2014/ 100.6 (L, ncs) -0.4 101.0 - 109.0
10:24

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

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

Referenca: 600 ug (3*200 pg tablets) levothyroxine old fermulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject .
Nunmber/ Lakb Change Reference
Random Treatment Test Visit/ Date/Time of From Range
NMumber Sequence {Unit) Timepoint Measurement Reault {a,b) Baseline TLow - High
. Sodiom (mmol/L) Follow-Up 30-04-2014/ 135.3 (L, ncs) -D.¢2 136.0 - 146.0
E 10:24
Treatment Chloride {mmol/L} Sgreening 26-02-2014/ 100.5 (L, ncs) 101.0 - 109.0
i Sequence 2 10:56
d Chloride {mmol/L} Pericd 2,Day. -1/ 07-04-2014/ 100.2 (L, ncs) 101.0 - 109.0
24 H Predose 9:21
Sodium {mmol/L) Period 2,Day -1/ 07-04-2014/ 135.6 {L, ncs) 136.0 -~ 146.0
24 H Predose 9121
Treatment Leukocytes (uL} pPeriod 1,Day -1/ 02-03-2014/ 25.00 {H, necs) 0.00 - 2,00
Sequence 2 24 H Predose §:47
amylase (IU/L) Period 1,Day -1/ 02-03-2014/ 100.5 {(H, ncs) 28.0 - 100.0
24 H Predose 6:49 .
Chloride (mmol/L) pericd 2,Day -1/ 07-04-2014/ 98.2 (L, ncs} 101.0 - 109.0
24 H Predese 9:25
Sodium (mmol/L) Period 2,Day -1/ 07-04-2014/ 133.2 (L, nca) 136.0 - 146.0
24 H Predose 9:25
Alanine Aminotransferase Period 2,Day -1/ 07-04-2014/ 16.1 {H, ncs) 0.0 - 35.0
(U/L) 24 1 Predcse 9:25
Aapartate period 2,Day -1/ 07-04-2014/ 38.6 {H, ncs) 0.0 - 35.0
Aminotranaferase (U/L) 24 H Predese 9:25
Alanine Bminotransferase Peried 2,Day -1/ 07-04-2014/ 41.1 {H, ncs) 0.0 - 35.0
(U/L) 24 K Predose 18:11
Leukccytes (uL) Follow-Up 23-04-2014/ 25,00 (H, ncs) 25 0.00 - 9.00
12:20

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 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levethyroxine old formulation.
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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 i
Number Sequence {Unit) Timepoint Measurement Result {(a,b) Baseline Low - High
Alanine Aminotransferase Follow-Up 23-04-2014/ 46,5 (H, necs) 24.4 0.0 - 35.0
» (U/L) 12:22
7 Aspartate Follow-Up 23-04-2014/ 36.6 (H, ncs) 14.2 0.0 - 35.0
f Aminotransferase (U/L) 12:22
- Treatment Protein (g/L) Screening 27-02-2014/ £§5.0 (L, ncs) 66.0 — 83.0
Sequence 1 8:37
/ Urea (mmel/L) Screening 27-02-2014/ 2.61 (L, nos) 2.80 - 7,20
. 8:37
Hematocrit (L/L} Screening 27-062-2014/ 0.32 [L, ncs) 0.35 - 0.44
§:37
Hemoglobin (g/L) 3creening 27-02-2014/ 101 {L, ncs) 111 - 1486
8:37
Sodium {mmol/L} Period 1,Day -1/ 02-03-2014/ 132.3 (L, ncs} 136.0 - 146.0
24 H Predose 8:31
Hematocrit (L/L) Period 1,Day -1/ 02-03-2014/ 0.34 (L, nes) 0.35 - 0.44
24 H Predose 8:31
Hemoglobin {g/L) ‘Period 1,Day -1/ 02-03-2014/ 105 (L, nes) 113 -~ 1486
24 H Predose 8:31
Sodium (mmel/L) Pericd 2,Day -1/ 07-04-2014/ 132.7 (L, nes) 136.0 - 146.0
24 H Predose 9:34
Hematoerit (L/L) Period 2,Ray -1/ 07-04-2014/ 0.33 (L, ncs) 0.35 - 0.44
24 H Predose 9:34
Hemoglobin {(g/L} Period 2,Day -1/ 07-04-2014/ 104 {L, ncs} 111 - 1486
24 H Predose 9:34

as
Treatment Seguence 1: Test/Reference;
Test: 600 pg (3*200 ug tablets) levothyroxine new formulaticn.
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: 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 Pecpulation)
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
Hematocrit (L/L) Follow-Up 23-04-2014/ 0.31 (L, nes} -0.01 0.35 - 0.44
9:34
Hemoglobin (g/L) Follow-Up 23-04-2014/ 9¢ (L, nca) -5 111 - 148
9:34
Thyrotropin (mU/L) Follow-Up 23-04-2014/ 0.91 (L, ncs) -1.19 0.35 ~ 4,94
9:34
Triiodothyronine, Free Folliow-Up 23-04-2014/ 6.94 (H, ncs) 3.87 2.63 - 5,70
(pmol/1L) 9:34
Thyroxine, Free (pmol/L) Follow-Up 23-04-2014/ 25,13 (H, necs) 12.13 9.01 - 19.05
9:34
Thyrotropin {mU/L} Follow-Up 30-04-2014/ 0.01 (L, ncs) -1.1% 0.35 - 4.94
10:17
Triiodothyronine, Free Follow-Up 30-04-2014/ 6.53 (H, ncs} 3.46 2.63 - 5.70
{pmol/L) 10:17
Thyroxine, Free {(pmoi/L) Follow-Up 30-04-2014/ 25.00 (H, nes} 12 9.01 - 19.08
10:17
Thyrotropin {(mU/L) Follow-Up 08-05~2014/ 4.01 (L, necs) -1.19 0.35 - 4.924
8:23
Triiodothyronine, Free Follow-Up 08-05-2014/ 6.02 (H, ncsj 2.95 2.63 - 3.70
{pmol/L} 8:23
Thyroxine, Free (pmol/L) Follow-Up 08-05-201¢/ 22.73 (H, ncs) 9.73 9,01 - 19.05
8:23
Thyrotropin (mU/L) Follow-Up 12-05-2014/ 0.01 (L, ncs) -1.19 0.35 - 4.94
10:24

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

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

above upper limit of reference range; b: ncs
clinically significant; BRaseline defined as Screening for Follow-Up results.

= not clinically gignificant,
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Merck Seronc
EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory Values {Safety Population)
Subiject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Seguence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Triiocdothyronine, Free Follow-Up 12-05-2014/ 5.84 (H, ncs! z2.77 2.63 - 5.70
{pmcl/L) 10:24
Thyroxine, Free {pmol/L) Follow-Up 12-05-2014/ 19.88 (H, ncs) 6.88 9.01 - 19.05
10:24
Thyrotropin (mU/L) Follow-Up 26-05-2014/ 0.0l {L, ncs) -1.19 0.35 - 4,94
9:36
Treatment Thyroxine (nmol/L) Screening 27-02-2014/ 61.2 (L, ncs) 62.7 - 150.8
& Sequence 2 g:56
;.;‘ Urea (mmol/L} Screening 27-02-2014/ 2.5% (L, nca) 2.80 - 7.20
8:56
Bilirubin (umol/L) Sereening 2%-02-2014/ 29.4 (H, ncs) 5.0 - 21.0
8:56
Pirect Bilirubin (umol/L) Screening 27-02-2014/ 5.2 (H, ncs) 0.0 - 3.4
8:56
Tndirect Bilirubin Screening 27-02-2014/ 24.2 (H, nes} 1.6 - 17.6
(umol /L) g:56
Basophils/Leukocytes (%} Screening 27-02-2014/ 1.3 (H, ncs} 0.0 - 1,0
8:56
pH Period 1,Day -1/ 16-03-2014/ 8.0 (H, nes) 3.8 - 7.4
24 H Predose 8:06
Bilirubin {umol/1) Pericd 1,Day -1/ 16-03-2014/ 33.7 (H, nocs) 5.0 - 21.0
24 H Predoss 8:08
Direct Bilirubin (umol/L}) Period 1,Day -1/ 16-03-2014/ 4.8 {H, nes) 0.0 - 3.4
24 H Predose 8:08

<s

Treatment Sequence 1: Test/Reference;

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

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

= not ¢linically significant,
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Table 15.3.4.1 Abnormal Laberatory Values {Safety Population)
Subject
Nunmber/ Lab Change Reference
Random Treatment Test Visit/: Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Indiract Bilirubin Period 1,Day -1/ 16-03-2014/ 28.9 (H, ncs) 1.6 - 17.6
{umol/ L)} 24 H Predose 8:08
Monocytes (10°9/L) Pericd 1,Day -1/ 16-03-2014/ 0,28 (L, ncs) 0.30 - 0.92
24 H Predose 8:08
Bilirubin (umol/L} Period 1,Day -1/ 16-03-2014/ 22.7 {(H, ncs) 5.0 - 21.0
24 R Predose 17:19
Indirect Bilirubin Period 1,Day -1/ 16-03-2014/ 19.7 (H, necs) 1.6 - 17.6
{umol /L) 24 H Predose 17:19
Bilirubin {umcl/L} Period 2,Day -1/ 21-04-2014/ 28.0 (H, ncs) 5.0 - 21.0
24 H Predose 10:18
Chloride {(mmcl/L) Period 2,Day -1/ 21-04-2014/ 89.2 (L, ncs) 101.0 - 105.0
24 H Predose 10:16
Direct Bilirubin (umol/L) Peried 2,Day -1/ 21-04-2014/ 5.0 (H, ncs} 0.0 - 3.4
24 H Predose 10:16
Indirect Bilirubin Peried 2,Day -1/ 21-04-2014/ 23.0 {H, ncs) 1.6 - 17.6
(umol /L) 24 H Predose 10:16
Alkaline Pheosphatase (U/L) Pericd 2,Day -1/ 21-04-2014/ 125.0 {H, nca) 30.0 - 120.0
24 H Predose 10:16
Bilirubin {(umol/L) Period 2,Day -1/ 21-04-2014/ 21.9 (H, ncs) 5.0 - 21.0
24 H Predose i8:11
Direct Bilirubin {umol/L} Pericd 2,Day -1/ 21-04-2014/ 3.7 (H, necs}) 0.0 - 3.4
24 H Predose 18:11
Indirect Bilirubin Period 2,Day -1/ 21-04-2014/ 18.2 (H, ncs) 1.6 - 17.6
{fumol/L} 24 H Predose 18:11

ca

Treatment Sequence 1: Test/Reference;

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

H

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

Reference:

600 pg (3*200 pg tablets)

levothyroxine old formulation.

above upper limit of reference range; b: nes = not clinically significant,
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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
Thyroxzine (nmol/L) Follow-Up 06-05-2014/ 59,1 (L, nes) -3.% 62.7 -~ 150.8
11:12
Monccytes (10°9/L) Follow-Up 06-05-2014/ 0.27 (L, ncs) -0.03 0.30 - 0.92
11:12
Treatment Gamma Glutamyl Transferase Screening 27-02-2014/ 64.6 (H, ncs) 0.0 - 55.0
7 Sequence 1 {U/L) 10:09
j Thyrotropin (mU/L) Screening 27-02-2014/ 0.30 (L, ncs) 0.35 - 4.94
¥ 10:09
¢ Gamma Glutamyl Transferase Screening 17-03-2014/ §2.0 (H, nes) 0.0 - 55.0
(U/1) 10:17
Gamma Glutamyl TransferasePeriod 1,Day -1/ 19-03-2014/ 63.1 (H, nca} 0.0 -~ 55.0
(U/L} 24 H Predose f:44
Creatine Kinase (IU/L) Period 2,Day -1/ 24-04-2014/ 229.3 (H, ncs) 0.0 - 171.0
24 H Predose 8:49
Gamma Glutamyl TransferasePeriod 2,Day -1/ 24-04-2014/ 91.5 (H, nas) 0.0 - 55.0
{u/L) 24 H Predose 8:49 :
Alkaline Phosphatase (U/L) Period 2,Day -1/ 24-04-2014/ 134.6 (H; ncs) 30.0 - 120.0
24 H Predose g:49
Creatine Kinase (IU/L} Period 2,Day -1/ 24-04-2014/ 173.6 (H, nes) 0.0 - 171.0
24 H Predosse 16:49
Gamma Glutamyl Transferase Period 2,Day -1/  24-04-2014/ 80.5 (H, ncs) 0.0 - 55.0
(U/L) 24 H Predose 16:49
Gamma Glutamyl Transferase Follow-Up 09-05-2014/ 79.3 (H, ncs) 17.3 0.0 - 55.0
(U/1) 11:13

a: L = below lower limit of reference range, H = abowve 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 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 Valuwes (Safety Population) '
Subject
Number / Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit} Timepoint Measurement Result f{a.,b) Baseline Low - High
Thyrotropin (mU/L) Follow-Up 06-05-2014/ 0.26 (L, ncs) -0.16 0.35 - 4.924
11:13
Gamma Glutamyl Transferase Follow-Up 22-05-2014/ 77.4 (H, ncs) 15.4 0.0 - 55.0
(U/1) 10:29
Gamma Glutamyl Transferase Fellow-Up 03-06-2014/ 85.5 (H, ncs} 23.5 0.0 ~ 53.0
(U/L) 9:34
Gamma Glutamyl Transferase Follow-Up 17-06~2014/ §1.1 (H, ncs) 19.1 0.0 - 55.0
{U/L) 18:05
Gamma Glutamyl Transferase Follow-Up 13-07-2014/ 81.0 (H, ncs) 19 g.0 - 55.0
i (U/L) 10:27
Treatment Chloride (mmol/L} Screening 27-02-2014/ 99,0 (L, ncs) 101.0 - 109.0
Sequence 2 11:15
Glucose (mmol/L} Screening 27-02-2014/ 4.04 (L, ncs) 4.10 - 5.90
11:15
Sodium (mmol/L) Screening 27-02-2014/ 135.6 (L, ncs) 136.0 - 146.0
11:15
Lynmphocytes {(1079/L) Pariod 1,Day -1/ 02-03-2014/ 3.28 (H, ncs) 1.08 - 3.00
24 H Predose g:07
Chloride (mmol/L) Pariod 1,Day -1/ 02-03-2014/ 100.4 (L, necs) 101.0 - 10%.0
24 H Predese 8:07
Lymphocytes/Levkocytes Peried 1,Day -1/ 02-03-2014/ 51.7 (H, ncs) 18.3 - 48.1
{%) 24 H Predose 8:07 :
Neutrophils/Leukocytes Period 1,Day -1/ 02-03-2014/ 32.7 (L, nes) 38.2 - 71.5
{%) 24 H Predose 8:07

a: L = below lower limit of reference rangs, H = ahove upper limit of reference rangs; bi
cs = clinically significant; Baseline defined as Screening for Follow-Up results.

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

ncs

= pot 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 (Unit) Timepoint Measurement Result Bageline Low - High
Amylase [IU/L) Period 2,Day -1/ 07-04-2014/ 26.9 28.0 — 100.0
' 24 H Predose 9:30
Lymphocytes (10+9/L) Peried 2,Day -1/ 07-04-2014/ 3.48 1.08 - 3.00
24 H Predose 9:30
Chloride (mmol/L) Period 2,Day -1/ 07-04-2014/ 98.2 (L, 101.0 - 108.0
24 H Predose 9:30
Sodium (mmol/L) Period 2,Day ~1/ 07-04-2014/ 133.5 136.6 - 146.0
24 H Predose %:30
Lymphocytes/Leukocytes Period 2,Day -1/ 07-04-2014/ 48.9 (H, 18.3 - 48.1
(%) 24 H Predose 9:30
Neutrophils/Leukocytes Period 2,Day -1/ 07-04-2014/ 36.7 38.2 - 71.5
(%) 24 H Predose 9:30
Anylase (IU/L} Fallow-Up 28-04-2014/ 25.7 -7.2 28.0 - 100.0
9142
Lymphocytes (10°9/L} Follow-Up 28-04-2014/ 3.10 (H, 1.14 1.08 - 3.00
942
Chleride (mmol/L) Follow-Up 28-04-2014/ 100.1 i.1 101.0 - 108.0
9:42
Platelets (10%9/L} Follow-Up 28-04-2014/ 343 87 155 - 342
fid 9:42
) Treatment Creatine Kinase (IU/L) Screening 28-02-2014/ 180.0 (H, 0.0 - 171.0
» Sequence 2 8:32
H Creetine Kinase (IU/L) Period 1,Day -1/ 16-03-2014/ 339.5 (H, 0.0 - 171.0

24 H Predose g:12

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

cs = ¢linically significant; Baseline defined as Screening for Follow-Up results,
Treatment Sequence 1: Test/Reference; 'Ireatment Sequence 2: Reference/Test.
Test: 600 pg (3*200 ug tablets) levothyroxine new formulatiom.

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

not clinically significant,
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Populatioen)
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
Chloride {mmol/L} Period 1,Day -1/ 16-03-2014/ 100.6 (L, ncs) 101.0 - 109.0
24 H Predose 8:12
Platelets (1079/L)} Period 1,Day -1/ 16-03-2014/ 414 (H, ncs) 155 - 342
24 H Predose §:12
Creatine Kinase (IU/L) Period 2,Day -1/ 21-04-2014/ 323.8 (H, ncs) 0.0 - 171.0
24 H Predese 8:08
Platelets (1079/L} pPeriod 2,Day -1/ 21-04-2014/ 375 {(H, ncs) 155 - 342
24 H Predose g:08
Creatine Kinase (IU/L} Follow-Up 07-05-2014/ 1033.8 (H, ncs) 853.8 0.0 - 171.0
: 7:50
Chloride {(mmol/L} Follow-Up 07-05-2014/ 99.2 (L, nes) -2.2 1061.0 - 109.0
7:50
sodium (mmol/T) Follow-Up 07-05-2014/ 134.6 (L, ncs} -2.4 136.0 - 146.0
7:50
Platelets (10"9/L)} Follow-Up 07-05-2014/ 372 (H, ncs) 55 155 - 342
T7:50
Aspartate Follow-Up 07-05-2014/ 54,3 (H, ncs) 27.2 0.0 - 50.0
Aminotransferase (U/L) 7:50
Creatine Kinase MB (IU/L) Foliow-Up 07-05-2014/ 29,7 (H, ncs) 12.2 0.0 - 24.0
. TF:50
1,’? Creatine Kinase (IU/L} Follow-Up 15-05-2014/ 265.2 (H, ncs) 85.2 0.0 - 171.0
& 7:50
Treatment Thyroxine (nmol/L) Screening 28-02-2014/ 61,9 (L, ncs} 62.7 ~ 150.8
f Sequence 1 9:25

cs

a: L = below lower limit of reference range, H = gzbove upper limit of reference range; b: ncs
= ¢linically 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 pg {(3*200 pg tablets) levothyroxine old formulation.

= not clinically significant,
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EMR 200125-001 Confidential
Teble 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
Leukocytes (ul) Period 1,bay -1/ 16-03-2014/ 25.00 {H, nes) 0.00 - 9.00
24 H Predose 8:18
pH Period 1,Day -1/ 16-03-2014/ 8,0 (H, ncs) 4.8 - 7.4
24 H Predose g:18
Creatine Kinase (IU/L) Period 1,Day -1/ 18-03-2014/ 965.1 {H, ncs) 0.0 - 171.0
24 H Predese §:21
Creatine Kinase (IU/L} Periled i,Day -1/ 16-03-2014/ 797.2 (H; ncse) 0.0 - 171.0
24 B Predose i7:22
Thyroxine (nmol/L} Period 2,Day -1/ 21-04-2014/ 60.7 (L, ncs) 62,7 — 150.8
24 H Predose 9:59
Chloride {mmel/L) Period 2,Day -1/ 21-04-2014/ 100.2 (L, ncs) 101.0 - 10%.0
24 H Predose 9:59
Creatine Kinase (IU/L) Follow-Up 05-05-2014/ 633.3 {H, ncs) 473.7 0.0 - 171.0
- §:03
f Urez {mmol/L)} Follow-Up 05-05-2014/ 9.42 (H, ncs) 4.71 2.80 -~ 7.20
J 8:03
- Treatment Creatine Kinase (IU/L) Screening 03-03-2014/ 1518.1 (H, necs) 0.0 - 145.0
5 Sequence 1 10:32
’i Glucose (mmol/L) Screening 03-03-2014/ 4.09 (L, nes) 4.10 - 5.90
{ 10:32
Aspartate Scregning 03-03-2014/ 63.6 (H, ncs} 0.0 - 35.0
Aminotransferase (U/L) 16:32
Creatine Kinase MB {IU/L} Screening 03-03-2014/ 90.8 (H, ncs) 0.0 - 24.0
10:32

€5

Treatment Sequence 1: Test/Reference;

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

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

above upper limit of reference range; b: ncs

= not clinically significant,
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EMR 200125-001 Confidential
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
Creatine Kinase (IU/L) Screening 05-03-2014/ 0.0 - 145.0
9:44
Aspartate Screening 05-03-2014/ 0.0 - 35.0
aminotransferase (U/L) 9:44
Crestine Kinase MB {IU/L} Screening 05-03-2014/ 0.0 - 24.0
9:44
Creatine Kinase {IU/L) Period 1,Day -1/ 06-03-2014/ 0.0 - 145.0
24 H Predose 8:40
Bilirubin (umel/L) Pericd 1,Day -1/ 06-03-2014/ 5.0 - 21.0
24 H Predose 8:40
Sodium {mmel/L) Period 1,Day -1/ 06-03-2014/ 136.0 - 146.0
24 H Predose €:40
Creatine Kinase MB (IU/L} Period 1,Day -1/ 06-03-2014/ 0.0 - 24,0
24 H Predose §:40
Glucose (mmol/L} Period 2,Day -1/ 11-04-2014/ 4.10 - 5.90
24 H Predose 9:22
Urea (mmol/L) Follow-Up 28-04-2014/ -0.49 2.80 - 7.20
9:57
- Treatment Protein (g/L) Screening 03-03-2014/ 66.0 - 83.0
Sequence 2 1i:11
sodium (mmol/L) Screening 03-03-2014/ 136.0 - 146.0
11:11

Creatine Kinase (IU/L) Period 2,Day -1/ 24-04-2014/

24 H Predose

cs

9:16

a: L = below lower limit of reference range, H = above upper limit of reference range; b: necs
= 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.

0.0 - 171.0

not clinically significant,
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Randcm Treatment Test visit/ Date/Time of From Rangs
Number Sequence {Unit) Timepoint Measurement Result {(a,b) Baseline Low - High
% Lymphocytes (104%/L) Period 2,Day ~1/ 24-04-2014/ 3.03 (H, ncs) 1.08 - 3.00
# 2¢ H Predose 9:16
Treatment Creatinine (umol/L) Screening 03-03-2014/ 58.7 (L, ncs) 59.0 - 104.0
5 Sequence 2 . 11:58
{ Ketones (mmol/L) Period 1,Day -1/ 06-03-2014/ 0.5 (H, ncs) 0.0 - 0.5
24 H Predose 9:00
Leukocytes (/HPF) Peried 1,Day -1/ 06-03-2014/ 4.00 (H, ncs} 0.00 - 4.60
24 H Predose 9:00
Leukocytes (ul) Peried 1,Day -1/ 06-03-2014/ 25.00 (H, nes) 0.00 - 2.00
24 H Predose 9:00
Ketones (mmol/L} Period 2,Day -1/ 11-04-2014/ 0.5 {H, nca) 0.0 - 0.5
24 H Predose §:36
Erythrocytes {uL) . Period 2,Day -1/ 11-04-201¢/  250.00 (H, ncs) 0.00 - 5.00
24 H Predose 8:3¢6
Bacteria Period 2,Day -1/ 11-04-2014/ POSITIVE (H, ncs)
22 H Predose 8:36
Erythrocytes (/HEF) Period 2,Day -1/ 11-04-2014/ 236.00 (H, ncs) 0.00 - 3,00
24 H Predose 8:36
Leukocytes (/HPF} Period 2,Day -1/ 11-04-2014/ 18.00 (H, necs) 0.00 - 4.00
) 24 H Predose 8:36
& Leukocytes (ulL} Periocd 2,Day -1/ 11-04-2014/ 25.00 (H, ncs) 0,00 - 9.00
4 . 24 H Predose 8:36
Treatment Creatine Kinase (IU/L) Screening 04-03-2014/ 315.5 (H, nca} 0.0 - 172.0
Sequence 2 9:13

a: L = below lower limit of reference range, H = above upper ;imit 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 ng 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 Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Bilirubin (umecl/L)} Screening 04-03-2014/ 26.2 (H, ncs) 5.0 - 21.0
9:13
Direct Bilirubin {umcl/L) Screening 04-03-2014/ 5.9 (H, ncs) 0.0 - 3.4
9:13
Indirect Bilirubin Screening 04-03-2014/ 20.3 (H, ncs) 1.6 - 17.6
{umol/L) 9:13
Creatine Kinase (IU/L} Screening 05-03-2014/ 214.2 (H, ncs) 0.0 - 171.0
9:27
Amylase (IU/L} Period 1,Day -1/ 06-03-2014/ 106.2 {(H, ncs) 28.0 - 100.0
24 H Predose 8:19
Triacylglycercl Lipase Period 1,Day -1/ 06-03-2014/ 73.5 (H, ncs} 0.0 - §7.0
(IU/L) 24 H Predose 8:19
Triacylglycercl Lipase Period 2,Day -1/ 11-04-2014/ 74.1 (H, nes} 0.0 ~ 67.0
(I0/L) 24 H Predose 8:44
Triacylglycercl Lipase Period 2,Day -1/ 11-04-2014/ 2.8 (H, nes) 0.0 - 67.0
(IU/1) 24 H Predose 16:17
Triacylglycerol Lipase Period 2,Day -1/ 15-04-2014/ 71.4 {H, ncs} 0.0 - 67.0
(1IU/L) 24 H Predose 8:19
4 Thyroxine (nmol/L) rollow-Up 25-04-2014/ 60.7 (L, ncs) -6.1 62.7 - 150,8
o 9:31 :
Treatment Erythrocytes {(uL) Period 1,Day -1/ 16-03-2014/ 10.00 (H, nes) 0.00 - 5.00
Sequence 1 24 H Predose 7:47
Bacteria Peried 1,Day -1/ 16-03-2014/ POSITIVE (H, ncs)
24 H Predose 7:47

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

c3 =

Treatment Sequence 1l: Test/Reference;

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

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

= not clinically significant,

/project?4/ep/blinded/e21089% merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.4.1.s5as8

11DEC2014 Q0:01

Document No.0900babeg085bb46 v1.0

CONFIDENTIAL
INFORMATION

279/1628

M



EMR200125-001 Page 280 of 1628

Levothyroxine
EMR 200125-001

Bivequivalence trial of new levothyroxine formulation vs. old formulation

Merck Serono

Page 128 of 197

EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Mumber/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {(Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Leukocytes ({ul) Period 1,Day -1/ 16-03-2014/ 25.00 (H, necs) 0.00 - 2.00
24 H Predose 7:47
Erythrocytes {ul) pPeriod 1,Pay -1/ 16-03-2014/ 50.00 (H, ncs} 0.00 - 5.00
24 H Predose 13:40
Leukocytes (/HPF) Period 2,Day -1/ 21-04-2014/ 5.00 (H, ncs) 0.00 - 4.00
24 H Predose 10:18
Leukocytes (ul} Period 2,Day -1/ 21-04-2014/ 100.00 (H, ncs) 0.00 - 9,00
24 H Predose 10:19
Leukocytes (uL) Period 2,Day ~1/ 21-04-2014/ 100.00 (H, necs) 0.00 - 9.00
24 H Predose 17:02
Erythrocytes (ul) Follow-Up 05-05-2014/ 50.00 (H, ncs} 30 0.00 - 5.00
7116
Bacteria Follow-Up 05-05-2014/ POSITIVE (H, ncs}
7:16
Leukocytes (/HPF) Follow-Up 05-05-2014/ 28.00 (H, necs) 0.00 - 4.00
T:16
Leukocytes (ul) Follow-Up 05-05-2014/ 100.00 {H, ncs) 100 0.00 - %.00
7:16
Erythrocytes (10712/L} Follow-Up 05-05-2014/ 3.97 (L, ncs) -0.41 4.02 - 5.08
7:20
’ Preatment Creatine Kinase (TU/L) Period 1,Day -1/ 16-03-2014/ 172.5 (H, ncs} 0.0 - 171.0
. Sequence 2 24 H Predose 9:17
a Creatine Kinase (IU/L) Period 2,Day -1/ 21-04-2014/ 332.8 (H, ncs) 0.0 - 171.0
24 H Predese 10:21

a: L = below lewer limit of reference range, H =

= clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 2:
levothyroxine new formulation,

cs
Treatment Sequence l: Test/Referencs;
Test: 600 pg (3%200 pg tablets)

Reference/Test.

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

above upper limit of reference range; b: nes = not cliniczlly significant,
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Table 15,3.4.1 Abnormal Laboratory Values (Safety Pecpulation)
Subject
Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Megsurement Result (a,b) Baseline Low - High
ﬁ' Eosinophils/ILeukocytes Period 2,Day -1/ 21-04-2014/ 0.4 {L, ncs) 0.6 - 8.4
3 (%) 24 H Predose 10:21
Treatment Erythrocytes (ul) Screening 05-03-2014/ 25.00 (H, ncs) 0.00 -~ 5.00
Sequence 2 81135
Erythrocytes (/HPF} Screening 05-03-2014/ 6.00 (H, ncs} 0.00 ~ 3.00
§:35
Urea (mmol/L) Screening 05-03-2014/ 2,79 (L, nos) 2.80 - 7.20
8:42
Glucose {(mmol/L} Screening 05-03-2014/ 4.07 (L, ncs} 4,10 - 3,90
B:42
Erythreccytes {(ul) Period 1,Day -1/ 16-03-2014/ 25.00 (H, nacs} 0.00 - 5.00
24 H Predose 7:59
Erythrocytes (ul) Period 2,Day -1/ 21-04-2014/ 25.00 {(H, nes) 0.00 - 5.00
24 H Predose 9:41
Creatine Kinase (IU/L} Period 2,Day -1/ 21-04-2014/ 364.1 (H, necs} 0.0 - 145.0
24 H Predose 9:486
Exythrocytes (ul) Follow-Up 06-05-2014/ 25.00 (H, nes) 0 9.00 -~ 5.00
7138
g( Erythrocytes {(/HFF) Follow-Up 06-05-2014/ 4.00 {(H, ncs) -2 0.00 - 3.00
' 7138
Treatment Bilirubin {umol/L} Screening 05-03-2014/ 22,6 (H, ncs) 5.0 - 21.0
jf Sequence 1 10:35
Direct Bilirubin (umol/L) Screening 05-03-2014/ 3.9 {H, ncs) 9.0 - 3.4
10:35

a: L = below lower limit of reference range, H = above upper limit of reference range; D: ncs = not clinically aignificant,
¢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*2006 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
Nunber/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unik) Timepoint Measurement Result ({a,b) Bageline Low - High
Indirect Bilirubin Screening 05-03-2014/ 18.7 (H, ncs) 1.6 - 17.6
{umol/L} 10:35
Ecsinophils (1049/L) Screening 05-03-2014/ 0.02 (L, ncs) 0.03 - 0.50
10:35
Eosincphils/Leukocytes Screening 05-03-2014/ 0.5 (L, ncs) 0.6 - 8.4
(%) 10:35
Erythrocytes (ul) Period 1,Day -1/ 16-03-2014/ 25.00 {H, ncs) 0.00 - 5.00
24 H Predose T:45
Thyroxine {(nn¢l/L) Period 2,Day -1/ 21-04-2014/ 60.1 (L, ncs) 62.7 - 150.8
24 H Predose 19:07
Ecsinophils (107%/1) Period 2,DRay -1/ 21-04-2014/ 0.02 (L, necs) ' 0.03 - 0.50
24 H Predose 10:07
; Ecsinophils/Leukocytes Period 2,Day -1/ 21-04-2014/ 0.3 (L, nes) 0.6 - 8.4
£ (%) 24 H Predose 10:07
Treatment Erythreocytes (ul} Screening 10-03-2014/ 10.08 (H, ncs) 0.00 - 5.00
e Sequence 1 §:09
: Erythrocytes (uL} Period 1,Day -1/ 26-03-2014/ 25.00 {H, ncs) 0.00 - 5.00
24 H Predose 7:53
Basophils/Leukocytes (%) Period 1,Day ~1/ 26-03-2014/ 0.1 {L, ncs) 0.2 - 1.3
24 H Predoae 7155
Erythrocytes (ul} pPeriod 2,Day -1/ 01-05-2014/ 25,00 (H, ncs} 0.00 - 5.00
24 H Predose B:45
Erythrocytes {(ul) Follow-Up 16-05-2014/ 25.00 (H, ngs) i5 0.00 - 5.00
7:52

a: L = below lower limit of reference range, H = above upper limit of reference range; b: nes = 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 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3%*200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.1 BRbnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Randof Treatment Tast visit/ Date/Time of From Range
Ngmha?' Saquence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
' Treatment Thyrexine (nmol/L) Screening 10-03-2014/ 61.7 (L, ncs) $2.7 - 150.8
F Sequence 2 §:47
d Lymphocytes (10°9/L) dcreening 10-03-2014/ 1.07 (L, ncs) 1.08 - 3.00
B8:47
Leukocytes (1079/1) Period 1,Dbay -1/ 30-03-2014/ 2.93 (L, ncs) 3.19 - 8.71
24 H Predose 8:58
Lymphocytes (1079/L) period 1,Day -1/ 30-03-2014/ 0.97 (L, ncsa) 1.08 - 3.00
24 H Predose 8:58
Monocytes (1048/L) Period 1,Day -1/ 30-03-2014/ 0.24 {L, acs) 0.30 - 0,92
. 24 H Predose 8:58
Protein {g/L} Follow-Up 19-05-2014/ 65.6 (L, ncs) -2.9 66.0 - 83.0
11:05
. Thyroxine (nmol/L} Follow-Up 19-05-2014/ 59.7 (L, ncsa) -7.8 62,7 - 150.8
4 11:05
f Monocytes (1078/L}) Follow-Up 19-05-2014/ 0.25 (L, nes) -0.05 0.30 - 0.92
& . 1%:05
1 Treatment Urea (mmol/L) Screening 10-03-2014/ 2.68 (L, ncs) 2.80 - 7.20
£ Sequence 1 9:03
}' Creatine Kinase (IU/L) Period 2,Day -1/ 05-05-2014/ 182.3 (H, ncs! 0.0 - 171.0
24 H Predose 11:07
Treatment Protein {g/L} Screening 10-03-2014/ 62.6 (L, necs) 66.0 - 83.0
3 Sequence 2 9:38
é Platelats (1079/L) Screening 10-03-20%4/ 166 (L, ncs) 173 - 369
9:38

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 Sequence 2: Reference/Test.

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

Reference: 600 pg (3%*200 pg tablets) levothyroxine old formulation.
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Table 13.3.4.1 BAbnormal Laboratory Values (Safety Population)

Subject
Number / Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit} Timepoint Measurement Result f{a,b) Baseline Low - High
Eosinophils (107%/L) Screening 10~-03-2014/ 0.63 (H, ncs) 0.04 - 0,43
9:38
Bosinophils/Leukocytes Screening 10-03-2014/ 8.7 {H, ncs) 0.6 - 7.%
(%) 9:38
pH : Period 1,Day -1/ 16-03-2014/ 8.0 (H, nes) 4.8 - 7.4
24 H Predose §:03
Protein (g/L} Period 1,Day -1/ 16-03-2014/ 65.4 (L, nes) 66.0 - 83.0
24 H Predose 8:05
Platelets {10°9/L} Period 1,Day -1/ 16-03-2014/ 151 (L, nos) 173 -~ 369
24 H Predose 8:05
Ecpsinophils (10+8/L) Pericd 1,Pay -1/ 16-03-2014/ 0.58 (H, ncs) 0.04 - 0.43
24 H Predose 8:05
Potassium (mmol/L) Period 2,Day -1/ 21-04-2014/ 3.47 {L, ncs) 3.50 - 5,10
24 H Predose 10:02
Glucose (mmol/L} Period 2,Day -1/ 21-04-2014/ 1.892 (L, ncs) 4,10 - 5.490
24 H Predose 10:02
Platelets (10°9/L) Period 2,Day -1/ 21-04-2014/ 147 (L, ncs) 173 - 369
24 H Predose 10:02
Eosinophils (10*5/L) Period 2,Day -1/ 21-04-2014/ G.53 {(H, ncs) G6.04 - 0.43
24 H Predose 10:02
pH Follow-Up 06-05-2014/ 8.0 (H, ncs) i 4.8 - 7.4
9:37
Leukocytes (1079/L) Follow-Up 06-05-2014/ 10.68 (H, nes} 3.41 3.69 - 10.04
9:41

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

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

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

Reference: 600 ng (3*200 pg tablets) levothyroxine old fermulatien.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Pocpulation)

Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurenent Result {a,b) Bzseline Low - High
Neutrophils (1049/L) Follow-Up 06-05-2014/ .98 (H, ncs) 2.87 1.61 - 6.45
9:41
Protein (g/L) Follow-Up 06-05-2014/ 64.9 (L, ncs) 2.3 66.0 - 83.0
9141
Urea {(mmol/L)} Follow-Up 06-05%-2014/ 2.27 (L, ncs) -0.66 2.80 - 7.20
. 9:41
Glucose {mmol/L} Follow-Up 06-05-2014/ 4.00 (L, ncs) -0.64 4.10 - 5.90
9:41
Platelets (1079/L) Follow-Up 06-05-2014/ 163 (L, ncs) -3 173 - 369
9:41
&
ﬁf Eosinophils (107%/L) Follow-Up 06-05-2014/ 0.52 (H, ncs) ~0.11 0.04 - 0.43
o ' 9:41
Treatment Ketones (mmol/L) Screening 10-03-2014/ 5.0 (H, ncs) 0.0 - 0.5
{r Sequence 2 11:29
g Erythrocytes (ul) Screening 10-03-2014/ 50.00 (H, ncs} 0.00 - 5.00
11:28
Ervthrocytes (/HPF) * Screening 10-03-2014/ 8.00 (H, ncs) 0.00 - 3.00
11:29
Leukocytes {(ul) Screening 10-03-2014/ 25.00 (H, ncs) 0,00 - 9.00
11:29
Creatine Kinase [IU/L)} Screening 10-03-2014/ 172.5 (H, ncs) 0.0 - 171.0
11:34
Bilirubin (umel/L) Screening 10-03-2014/ 24.9 (H, negs) 5.0 -~ 21.0
11:34

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 Fellow-Up results.

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

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

Reference: 600 pg (3*200 g tablets) levothyroxine cld 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 Saquence {Onit} Timepoint Measurement Result (a,b} Baseline Low - High
Direct Bilirubin {umol/L) Screening 10-03-2014/ i.4 (H, ncs) 0.0 - 3.4
11:34
Indirect Bilirubin Screening 10-03-2014/ 20.5 {H, ncs) 1.6 - 17.6
(amel/T.} 11:34
Algnine Aminotransferase Screening 10-03-2014/ 53.6 (H, nos) 0.0 - 50.0
{G/L} 11:34
Erythrocytes (ul)} peried 1,Day -1/ 16-03-2014/ 150.00 (H, ncs) 0.00 - 5.00
24 H Precdose 9:29
Erythrocytes (/HPF) Period 1,Day -1/ 16-03-2014/ 3.00 (H, ncs) 0.00 - 3.00
24 H Predose 9:29
Leukecytes (/HPF) Period 1,Day -1/ 16-03-2014/ 7.00 (H, ncs) 0.00 - 4.00
?4 H Predose 9:29
Leukocytes (ul) Period 1,Day -1/ 16-03-2014/ 25.00 (H, ncs) 0.00 - 9.00
24 H Predose 9:29
Creatine Kinase (IU/L) Period 1,Day -1/ 16-03-2014/ 232.8 {H, ncs) 0.0 - 171.0
24 H Predose 9:31
Erythrocytes (ul) Period 1,Day -1/ 16-03-2014/ 25.00 {E, ncs) 0.00 - 5.00
24 H Predose 13:40
Erythrocytes (ul} Period 2,Dav -1/ 21-04-2014/ 25.00 (H, ncs) 0.00 - 5.00
24 1 Predcse 10314
Creatine Kinase (IU/L) Period 2,Day -1/ 21-04-2014/ 172.7 (H, necs) 0.0 - 171.0
24 E Predese 10:29
Erythrocytes (ul) Follow-Up 05-05-2014/ 250.00 (H, nes) 200 0.00 - 5.00
12:03

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 Segquence 2: Reference/Test.

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

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulation.
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a: L
cs5 =

Treatment Sequence 1: Test/Reference;

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

Reference:

600 pg (3*200 pg tablets)

= below lower limit 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 old formulation.

/project?4/ep/blinded/e210839 merc/stats/versioncentrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.4.1.sas

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 Sequence (Unit} Timepoint Measurement Result {a,b) Baseline Low - High
Erythrocytes (/HPF) Follow-Up 05-05-2014/ 124.00 {H, ncs) 116 6.00 - 3.00
12:03
Leukocytes {(/HPEF) Follow-Up 05-05-2014/ 5.00 (H, ncs) 2 0.00 - 4.00
12:03
Protein (g/L) Follow-Up 08-05-2014/ 0.25 (H, ncs) 0.25 0.00 - 0.09
11:31 .
Ketcnes (mmol/L) Follow-Up 08-05-2014/ 1.5 {H, ncs) -3.5 0.0 - 0.5
31:31
Erythrocytes {ul} Follow-Up 08-05-2014/ 250.00 {H, ncs) 200 0.00 - 5.00
11:31
Bacteria Follow-Up 08-05-2014/ POSITIVE (H, ncs)
11:31
Erythrocytes (/HPF) Follow-Up 08-05-2014/ 196.00 (H, ncs) 188 0.00 - 3.00
11:31
Erythroecytes (uL) Follow-Up 14-05-2014/ 250,00 (H, ncs) 200 0.00 - 5.00
12:55
Erythrocytes (/HEF) Follow-Up 14-05-2014/ 13.00 (H, ncs) 5 0.00 - 3.00
12:55
. Treatment Lymphocytes/Leukocytes Screening 11-03-2014/ 49,8 (H, ncs) 18.3 - 48.1
Won Sequence 1 %) 8:05
Erythrocytes {ul) Period 1,Day -1/ 16-03-2014/ 25.00 (H, ncs) 0.00 - 5.00
24 H Predose 8:28
Bacteria Period 1,Day -1/ 16-03-2014/ POSITIVE (H, ncs)
24 H Predose 8:28

= not ¢linically significant,
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Table 15.3.4.1 Bbnormal 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
Erythroecytes {(/HPF) pPeriod 1,Day -1/ 16-03-2014/ 6.00 (B, ncs) 0.00 - 3.00
24 H Predose B:28
Leukocytes (/HPF) pPeriod 1,Day -1/ 16-03-2014/ 50.00 (H, ncs) 0.00 - 4.00
24 H Predose g:28
Leukocytes (ul) Period I,Pay -1/ 16-03-2014/ 500.00 (H, ncs) 0.00 - 9,00
24 H Predose §:28
Lymphocytes/Leukocytes Period 1,Day -1/ 16-03-2014/ 52.% (H, ncs} 18.3 - 485.1
(%) 74 H Predose 8:30
Neutrophils/Leukocytes Period 1,Day -1/ 16-03-2014/ 37.7 (L, nes) 38.2 - 71.5
(%} 24 H Predase 8:30
Leukocytes (/HPF} Period 1,Day -1/ 16-03-2014/ 30,00 {H, ncs) 0.00 - 4.00
24 H Predose 13:40
Leukocytes (ul) Period 1,Day -1/ 16-03-2014/ 500.00 {(H, nas) 0.00 - 9.00
24 H Predose 13:40
Erythrocytes (ul} Period 2,Day -1/ 21-04-2014/ 10.00 (H, nes) 0.00 - 5.00
24 H Predose 10:13
Leukeccytes (/HPF) pPeried 2,Day -1/ 21-04-2014/ 122.00 (H, ncs) 0.00 - 4.00
24 H Predose 10:13
Leukocytes {ul) Period 2,Day -1/ 21-04-2014/ 100.00 {H, nes} 0.00 - 2,00
. 24 H Predose 10:13
Creatine Kinase {(IU/L) Pariod 2,Day -1/ 21-04-2014/ 9146.7 (H, ncs) 0.0 - 171.0
24 H Predose 10:15
Blanine Aminotransferase Period 2,Day -1/ 21-04-2014/ 72.1 (K, ncs) 0.0 - 50.0
‘ (/1) 24 H Predose 10:15

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 l: Test/Reference; Treatment Sequence 2: Reference/Test.
rTest: 600 pg (3*200 ug tablets) levothyroxine new formulation.
Reference: 600 pg {3*200 ng tablets) levothyroxine old formulaticn,
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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
Humber Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Aspartate Period 2,Day -1/ 21-04-2014/ 240.6 (H, ncs) 0.0 - 50.0
Iminotransferase (U/L) 24 H Preadose 10:15
Creatine Kinase MB {IU/L) Period 2,Day -1/ 21-04-2014/ 85,7 (H, ncs) 0.0 - 24.0
24 H Predose 16:15
Lactate Dehydrogenase Period 2,Day -1/ 21-04-2014/ 379.1 (H, ncs} 0.0 - 248.0
(IU/L) 24 H Predose 10:15
Leukocytes (/HPF) Period 2,Day -1/ 21-04-2014/ 18.00 (H, ncs} 0.00 - 4.00
24 H Predose 17:01
Laukocytes (ul) Period 2,Day -1/ 21-04-2014/ 500.00 (H, necs) 0.00 - 9,00
24 H Predose 17:01
Creatine Kinase {IU/L) Period 2,Day -1/ 21-04-2014/ 7822.1 (H, nes) 0.0 - 171.0
24 H Predose 15:06
Alanine Aminotransferase Peried 2,Day -1/ 21-04-2014/ 64.6 (H, ncs) 0.0 - 50.0
(U/L) 24 H Predose 18:086
Aspartate Period 2,Pay -1/ 21-04-2014/ 209.4 (H, ncs) 0.0 - 50.0
Aminotransferass (U/L) 24 H Predose 18:06
Creatine Kinase MB (IU/L) Period 2,Day -1/ 21-04-2014/ 74,3 (H, ncs) 0.0 - 24.0
’ 24 H Predose 18:086
Erythrocytes (ul) Follow-Up 24-04-2014/ 10.00 {H, ncs) 10 0.00 - 5.00
10:52
Leukoecytes (ul) Fellow-Up 24-04-2014/ 25.00 (H, ncs) 25 0.00 - 9.00
10:52
Proteirn {(g/L) Follow-Up 24-04-2014/ 5.9 (L, ncs) -2.1 66.0 - 83,0
10:54

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

Treatment Sequencs 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.
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Pable 15.3.4.1 Abnermal Laboratory Values [Safety Population}
Subject
Humber/ 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) Follow-Up 24-04-2014/ 2988.1 (H, ncs} 2825.4 0.0 - 171.0
10:54
Lymphocytes/Leukocytes Follow-Up 24-04-2014/ 51.2 (H, ncs) 1.4 18.3 - 48.1
%) 10:54
Neutrophils/Leukocytes Follow-Up 24-04-2014/ 38.1 (L, nos) ~1.7 38.2 - 71.5
(%) 10:54
Alanine Amincotransferase Follow-Up 24-04-20314/ 1.2 {H, necs) 43.8 0.0 - 50.0
(U/L) 10:54
Aspartate Follow-Up 24-04-2014/ 114.8 (H, ncs) 90.5 0.0 - 50.0
Aminotransferase (U/T) 10:54
Creatine Kinase MB (IU/L) Follow-Up 24-04-2014/ 36.3 (H, ncs) 0.0 - 24.0
10:54
2 Creatine Kinase (IU/L) Follow-Up 02-05-2014/ 220.3 (H, ncs) 57.6 0.0 - 171.0
ki 9:01
Treatment Hemoglobin {g/L} Period 1,Day -1/ 26-03-2014/ 166 {H, ncs} 126 - 165
i Sequence 2 24 H Predose 7:55
f Erythrocytes (ul) Follow-Up 15-05-2014/ 10.00 {H, ncs) 10 0.00 - 3.00
f 8:13
i
: Treatment Leukocytes (ul) Screening 12-03-2014/ 25,00 (H, ncs) 0.00 - §.00
¥ Sequence 1 §:20
1 Neutrophils {(10°9/L) Screening 12-03-2014/ 1.58 (L, ncs) 1.61 - 6.45
§8:24
Protein ({(g/L) Screening 12-03-2014/7 63.0 (L, nes) 66.0 - 83.0
8:24

a: L = below lower 1imit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
cs = clinically significant; Baseline defined aa Screening for Follow-Up results.

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

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

Reference: 600 pg {3*200 ng tablets) levothyroxine old formulation.
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Table 15.3.4.1 Bbnormal Laboratory Values (Safety Population}
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Seguence {Unit) Timepoint Measurement Result i(a,b} Baseline Low - High
Bacteria Period 1,Day -1/ 16-03-2014/ POSITIVE (H, ncs
24 B Predcse 7154
Leukocytes ({(ul) Pericd 1,Day -1/ 16-03-2014/ 25.00 (H, ncs) 0.00 - 2.00
24 H Predose 7:54
Bacteria Period 1,Day -1/ 16-03-2014/ POSITIVE (H, ncs)
24 H Predose 13:40
Leukocytes (ul} Period 1,Day -1/ 16-03-2014/ 25.00 (H, nes) 0.00 - 9.00
24 H Predose 13:40
Bacteria Period 2,Day -1/ 21-04-2014/ POSITIVE (H, ncs)
24 H Predose 10:17
Leukoccytes (/HPF) Period 2,Day -1/ 21-04-2014/ 5.00 {H, ncs) 0.00 - 4.00
24 H Predose 10:17
Leukogytas {(ul) Pericd 2,Day -1/ 21-04-2014/ 25.00 (H, ncs) 0.00 - 2.00
24 H Predose 10:17
amylase (IU/L} Pariod 2,Day -1/ 21-04-2014/ 24.3 (L, ncs) 28.0 - 100.0
24 H Predose 10:19
Protein (g/L) Period 2,Day -1/ 21-04-2014/ 63.8 (L, ncs) 66.0 - 83.0
24 H Predose 10:1%
Bacteria Pericd 2,Day -1/ 21-04-2014/ POSITIVE {(H, ncs}
24 H Predose 17:01
Leukocytes {ul) Period 2,Day -1/ 21-04-2014/ 25,00 (H, ncs) 0.00 - &.00
24 H Predese 17:01
Crystals Period 2,Day -1/ 21-04-2014/ POSITIVE {(H, ncs}
24 H Predose 17:01

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

fei:] ¢linically significant; Baseline defined as Screening for Fellew-Up results,
Treatment Sequence 1l: Test/Reference; Treatment Sequence 2: Reference/Test.
Tast: 600 pg {3*2Q00 pg 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
Humber/ Lab Change Reference
Randcom .= Treatment Test visit/ Date/Time of From Range
Nunber; Sequence (Unit) Timepoint Measurement Result {&,b) Baseline Low - High
i Treatment Triacylglycerol Lipase Period 1,Day -1/ 18-03-2014/ 67.% (H, ncs} 0.0 ~ 67.0C
Sequence 2 {IU/L) 24 H Predose B:06
Creatine Kinase (IU/L} Period 2,Day -1/ 24-04-2014/ 391.7 (H, ncs) 0.0 - 171.0
24 H Predose 9:12
Creatine Kinase (IU/L) Period 2,Day -1/ 24-04-201¢4/ 308.6 {H, nes) 0.0 - 171.0
24 H Predose 16:52
Creatine Kinase (IU/L)} Follow-Up 09-05-2014/ 179.2 {H, ncs) 61.1 0.0 - 171.0
10:07
Monccytes (1079/L} Follow-Up 09-05-2014/ 0.29 (L, nca) -0.02 0.30 - 0.92
10:07
Sodium {mmcl/L) Follow-Up 09-05-2014/ 135.4 (L, ncs} -2.3 136.0 - 146.0
10:07
/f: Basophils/Leukocytes (%) Follow-Up 09-05-2014/ 1.1 (H, ncs} 0.5 0.0 - 1.0
10:07
Treatment Leukocytes (10°9/L) Screening 14-03-2014/ 9,87 {(H, ncs) 3.19 - B.71
Sequence 2 8:37
g Neutrophils (1079/L) Screening 14-03-2014/ 6.11 (H, nes) 1.4 - 5.85
¢ 8:37
Creatine Kinase {(IU/L) Screening 14-03-2014/ 274.9 (H, nes) 0.0 - 171.0
8:37
Eosinecphils (10%9/L) Screening 14-03-2014/ 0.72 (H, necs) 0.03 - 0.50
8:37
Leukocytes (1079/L} Period 1,Day -1/ 23-03-2014/ 9.42 {(H, ncs) 3.19 - 8.71
24 H Predose 8:39

a: L = below Lower limit of reference range, H — above upper limit of referance 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: Refarence/Test.
Test: 600 pg (3*%200 pg 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 Pcpulation)
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
Neutrophils {10"9/L} Period 1,Day -1/ 23-03-2014/ .31 (H, nes) 1.46 - 5.85
24 H Predose 8:39
Creatine Kinase {IU/L} Pericd 1,Day -1/ 23-03-2014/ 188.6 (H, ncs) 0.0 - 171.0
24 H Predose 8:39
Monocytes (10°%/L) Period 1,Day -1/ 23-03-2014/ 0.95 (H, ncs) 0.30 - 0.92
24 H Predose g:39
Lymphocytes/Leukocytes Period 1,Day -1/ 23-03-2014/ 14.6 (L, ncs) 18.3 - 48.1
(%) 24 H Predose 8:3%
Eosinophils (10°%/L) Period 1,Day -1/ 23-03-2014/ 0.73 (H, ncs) 0.03 - 0.50
24 H Predose 8:39
Creatine Kinase (IU/L) Period 2,Day -1/ 28-04-2014/ 224.6 (H, ncs) 9.0 - 171.0
24 H Predose 9:29
Thyroxine {nmol/L) Follow-Up 13-05-2014/ 54,8 {L, ncs) -9.7 62.7 - 150.8
7:55
Creatine Kinase ({IU/L) Focllow-Up 13-05-2014/ 235.9 (H, necs) -39 0,0 - 171.0
7:55
Foszinophils (10°9/L}) Follow-Up 13-05-2014/ 0.31 (H, ncs) -0.21 0.03 - 0.50
7:55
. Ecsinophils/Leukocytes Follow-Up 13-05-2014/ 8.8 (H, ncs) 1.5 0.6 - 8.4
A (%) 7:55
Treatment Urea (mmol/L} Screening 14-03-2014/ 2.47 (L, ncs) 2.80 - 7.20
Sequence 1 8:59
Basophils {10°9/L} Screening 14-03-2014/ 0.00 (L, ncs} 0.01 - 0.07
8:59

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 Sequence 2: Reference/Test.

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

Reference: 600 pg (3*200 pg tablets) leveothyroxine old fermulation.
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Table 15.3,4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test Viagitc/ Date/Time of From Range
Nuamber Sequence {Unit) Timepoint Measurement Result f{a,b} Baseline Low - High
Chloride (mmol/L) Period 1,Day -1/ 23-03-2014/ 100.4 (L, ncs) 101.0 - 10%.0
24 H Predose 8:30
Leukocytes (10°8/1) Period 2,Day -1/ 28-04-2014/ 12,23 (H, ncs) 3.19 - 8.71
24 H Predose 8:214
Neutrophils (10°9/L) Period 2,Day -1/ 28-04-2014/ .40 (H, ncs) 1.46 - 5.85
24 H Predose 8:24
Urea (mmol/L} Period 2,Day -1/ 28-04-2014/ 2.30 (L, nocs) 2.80 - 7.20
24 H Predose 8124
Chloride (mmol/L} Period 2,Day -1/ 28-04-2014/ 95.9 (L, ncs) 101.0 - 109.0
24 H Predose 8:24
Monocytes (1079/L) period 2,Day -1/ 2B8-04-2014/ 1.17 (H, ncs) 0.30 - 0.92
24 H Predose 8:24
Sodium (mmol/L) period 2,Day -1/ 28-04-2014/ 133.3 (L, nes) 136.0 - 146.0
24 H Predose 8:24
Lymphocytes/Leukocytes Period 2,Day -1/ 28-04-2014/ 13.4 (L, ncs) 18.3 - 48.1
(%) 24 H Predose §:24
Neutrophils/Leukocytes Period 2,Day -1/ 28-04-2014/ 76,8 (H, ncs) 38.2 - 71.5
1%} 24 H Predose B8:24
Basophils {10+9/L) Period 2,Day -1/ 28-04-2014/ 0.00 (L, ncs) 0.01 - 0.07
24 H Predose g8:24
Eoginophils (1049/L}) Period 2,Day -1/ 28-04-2014/ ¢.02 (L, nos} 0.03 - 0.50
24 H Predose g:24
Eosinophils/Leukccytes Period 2,Day -1/ 28-04-201¢/ 0.2 (L, necs} 0.6 - 8.4
(%) 24 H Predose 8:24

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

¢s = clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.
Test: 600 ng (3*%200 pg tablets} levethyroxine new feormulation.

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

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

15.3.4.1.sas
11DEC2014 00:01

Document No.0900babe8085bb46 v1.0 CONFIDENTIAL 294/1628
INFORMATION 1



EMR200125-001 Page 295 of 1628

Levothyroxine
EMR 200125-001

Bioequivalence trial of new levothyroxine formulation vs, old formuiation

Merck Serono

Page 144 of 187

EMR 200125-001 Ceonfidential
Table 15.3.4.1 Abnormal Laboratory Values {(Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Rznge
Number Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Leukocytes (10°9/L)} Period 2,Day -1/ 28-04-2014/" 9.99 (H, ncs) 3.19 - 8.71
24 H Predose 18:24
Neutrophils (104%/L) Period 2,Day -1/ ' 28-04-2014/ 5.96 (H, ncs) 1.46 ~ 5.85
24 H Predose 18:24
Monocytes {10°9/L} Period 2,Day -1/ 28-04-2014/ 1.25 (H, ncs) 0.30 - 0.82
24 H Predose 18:24
ﬂ Chloride (mmol/L} Follow-Up 13-05-2014/ 87.6 (L, ncs} -3.8 101.0 - 109.0
d 7:13
/ Scdium (mmol/L} Follow-Up 13-05-2014/ 135.2 (L, nes) -2.1 136.0 - 146.0
= 7:13
- Treatment Chloride (mmol/L) Screening 14-03-2014/ 100.3 (L, ncs) 101.0 - 10%9.0
Sequence 1 12:11
Lymphocytes/Leukocytes Screening 14-03-2014/ 17.5 (L, nca) 18.3 - 48.1
{%} 12:31
Neutrophils/ILeukocytes Screening 14-03-2014/ 73.0 (H, ncs) 38.2 - 71.5
(%) 12:11
Ecsinophils/Leukocytes Screening 14-03-2014/ 0.4 (L, ncs) 0.6 - 8.4
(%) 12:11
Creatine Kinase (IU/L) Period 1,Day -1/ - 02-04-2014/ 504.4 (H, ncs) 0.0 - 171.0
24 H Predose 7:55
Creatine Kinase (IU/L) Period 1,Day -1/ 02-04-2014/ 377.9 {H, ncs) 0.0 - 171.0
24 H Predose 16:50
Monocytes/Leukocytes (%) Period 2,Day -1/ 08-05-2014/ 15.5 {(H, ncs) 5.6 - 14.8
. 24 H Predose 7154

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

cs = clinically significant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 2: Reference/Test.

Treatment Sequence 1l: Tezt/Reference;
Test: 600 pg {3%200 pg tablets) levothyrexine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxing cld formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Bafety Population)
Subject
Number/ Lab Change Reference
Random Preatment Test Visit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result {(a,b} Baseline Low - High
1581/242 Treatment Chloride (mmol/L) Screening 17-03-2014/ 100.8 (L, ncs} 101.0 - 109.0
Sequence 2 8:52
Monccytes/Leukocytes (%) Screening 17-03-2014/ 16.5 {(H, ncs) 5.3 - 14.2 -
§:52
Ketones (mmel/L} Period 1,Day -1/ 06-04-2014/ 6.5 {(H, necs) 0.0 - 0.5
24 H Predose 8:02
Lymphocytes/Leukocytes Period 1,Day -1/ 06-04-2014/ 50.9 (H, nca) 17.8 —~ 4B.5
(%) 24 H Predose 8:04
Weutrophils/Teukocytes Period 1,Day -1/ 06-04-2014/ 37.5 (L, ncs) 37.9 - 70.5
(%) 24 H Predose 8:04
Platelets (10"9/L}) Period 1,Day -1/ 06-04-2014/ 393 (H, ncs) 173 - 369
24 H Predose g:04
Ketones (mmel/L) Period 2,Day -1/ 12-05-2014/ 0.5 (H, ncs} 0.0 - 0.5
24 H Predcse 8:08
Leukocytes (ul) period 2,Day -1/ 12-05-2014/ 25.00 (H, ncs) 0.00 - 9.00
24 H Predose 2:08
Sodium (mmol/L} Pariod 2,Day -1/ 12-05-2014/ 135.4 (L, ncs) 136.0 - 146.0
24 H Predose 8:09
Lymphocytes/Lenkocytes Period 2,Day -1/ 12-05-2014/ 51.0 (H, ncs) 17.6 - 48.5
(%) 24 H Predose 8:09
Neutrophils/Leukocytes Period 2,Day -1/ 12-05-201i4/ 35.0 (L, ncs) 37.9 - 70.5
(%) 24 H Predose g:09
Platelets (10~9/L} Period 2,Day -1/ 12-05-2014/ 389 (H, ncs) 173 - 369
24 H Predose 8:09

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

ca 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 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
Humber Sequence (Unit} Timepoint Measurement Result (a,b) Baseline Low - High
Thyroxine {nmol/L} Follow-Up 28-05-2014/ 56.1 (L, ncs) -13.1 62,7 - 150.8
7123
Creatine Xinase (IU/L) Follow-Up 28-05-2014/ 161.9 {(H, ncs) 1t11.2 0.0 - 145.0
7123
Urea {(mmol/L) Follow-Up 28-05-2014/ 2.66 (L, ncs) -1.,61 2.80 - 7.20
7:23
L Sedium {mmol/L) Follow-Up 28-05-2014/ 134,9 (1L, ncs) -1.2 136.0 - 146.0
. 7:23
- Treatment Glucose {mmol/L} Screening 17-03-2014/ 3.85 {L, ncs) 4.10 - 5.9¢
Sequence 1 12:01
K Bilirubin (umol/L) Period 1,Day -1/ 19-03-2014/ 22.0 (H, ncs) 5.0 - 21.0
N 24 H Predose 8:26
Direct Bilirubin {umol/L) Period 1,Day -1/ 19-03-2014/ 4.7 (H, ncs) 0.0 - 3.4
24 H Predose 8:26
Lymphocytes/Leukocytes Period 2,Day -1/ 24-04-2014/ 17.5 (L, ncs) 18.3 - 48.1
(%) 24 H Predose 8:15
Thyroxine (nmol/L) Follow-Up 09-05-2014/ 61.7 (L, ncs} -1.3 62,7 - 150.8
10:50
" Creatine Kinase (IU/L} Follow-Up 09-05-2014/ 210.3 (B, ncs) 73.4 0.0 - 171.0
§ 10:50
f Glucose (mmol/L} Follow-Up 09-05-2014/ 4.02 (L, necs) 0.17 4.10 - 5.90
= 10:50 ‘
Treatment Creatine Kinase (IU/L} Screening 20-03-2014/ 392.0 (H, ncs) 0.0 - 171.0
8:32

Sequence 2

a: T = below lower limit of reference range, H = above upper limit of reference range; b: necs = not clinically signrificant,

cs = 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 ug 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 Refarence
Random Treatment Test Visit/ Pate/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result (a,b) Baseline TLow - High
Chloride {mmel/L} Screening 20-~03-2014/ 99.8 (L, ncs) 101,0 - 109.90
8:32
Glucose (mmol/L) Screening 20-03-2014/ 3.71 (L, ncs} 4,10 - 5.90
g:32
Sodium (mmel /L) Screening 20-03-2014/ 135.3 (L, ncs} 136.0 - 146.0
g:32
Creatine Kinase (IU/L)_ Secreening 21-03-2014/ 361.3 (H, necs) 0.0 - 171.0
7:25
Erythrocytes (ul) Period 1,Day -1/ 23-03-2014/ 25.00 (H, ncs) 0.00 - 5.00
. 24 H Predose §:37
Creatine Kinase (IU/L) Peried 1,Day -1/ 23-03-2014/ 275.0 (H, ncs) 0.0 - 171.0
24 H Predose 8:39
Creatine Kinase (IU/L) Period 1,Day -1/ 23-03-2014/ 256.4 (H, ncs) 0.0 - 1i71.0
24 H Predase 15:42
Creatine Kinase (IU/L) Period 2,Day -1/ 30-04-2014/ 251.5 {H, ncs) 0.0 - 171.0
24 H Predose 8:05
Amylase (TU/L) Follow-Up 15-05-2014/ 104.1 (H, nca)} 10.9 28.0 - 100.0
8:38
Thyroxine (nmol/L}) Follew-Up 15-05-2014/ 61.8 (L, nos) =25 62.7 - 150.8
g:38
Creatine Kinase (IU/L) Follow-Up 15-05-2014/ 237.1 (H, necs) -124.2 0.0 - 171.0
8:38
Lymphocytes (1079/L) Follow-Up 15-05-2014/ 3.14 (B, ncs) 1.22 1.08 - 3.00
8:38

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

Treatment Sequence 1: Test/Referance; Treatment Seguence 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 Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random . Treatment Test visit/ Date/Time of From Range
Mumber # Sequence {Unit} Timepeoint Measurement Result (a,b} Baseline Low - High
Treatment Chloride {(mmol/L) Screening 20-03-2014/ 97.2 (L, nes} 101.0 - 108.0
ff Sequence 1 9:23
sodium (mmol/L) Screening 20-03-2014/ 132.4 (L, nes) 136.0 - 146.0
9:23
Chloride {mmol/L) Period 1,Day -1/ 23-03-2014/ 100.7 (L, ncs) 101.0 - 109.0
24 H Predose 8:43
Thyroxine (nmol/L) Period 2,Day -1/ 28-04-2012/ 55.5 (L, ncs) 62.7 - 150.8
24 H Predose 8:23
Chloride (mmol/L} Follow-Up 13-05-2014/ 99.1 (L, ncs) 1.% 101.0 - 108.0
B:34
Sodium (mmol/L) Follow-Up 13-05-2014/ 134.8 (L, nes} 2.4 136.0 - 146.0
§:34
Alanine hminotransferase Follow-Up 13-05-2014/ 50.7 (H, ncs) 22.4 0.0 - 50.0
(U/1) 8:34
Alkaline Phosphatase [U/L) Follow-Up 13-05-2014/ 123.8 {H, ncs) 10.9 30.0 - 120.0
8:34
Alanine Aminctransferase Follow-Up 1B-05-2014/ 54,8 (H, ncs) 26.5 0.0 - 30.0
(U/L) 9:15
Alkaline Phosphatase {U/L) Follow-Up 18-05-2014/ 123.5 (H, ncs) 12.6 30.0 - 120.0
9:15
g Alkaline Phosphatase (U/L) Follow-Up 23-05-2014/ 122.2 (H, ncs) 11.3 30.0 - 120.0
10:40
Treatment Monocytes (10°9/L} - Screening 20-03-2014/ 0.26 (L, ncs} 0.27 - 0.921
f Sequence 1 11:04

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

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

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

Referance: 600 pg (3*%200 pg tablets) levothyroxine old formulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safsty Population)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit} Timepoint Measurement Rasult (a,b) Baseline Low - High
Eosinophils (1049/L} Screening 20-03-2014/ 0.03 (L, ncs) 0,04 - 0.43
11:04
Triiedethyronine (nmol/L} Period 1,Day -1/ 26-03-2014/ 2.45 (H, ncs) 0.89 - 2.44 -
24 H Predose g:00
. Eosinophils {10”9/L}) Follow-Up 16-05-29014/ 0.03 (L, ncs} i} 0.04 - 0.43
10:29
- Treatment Bacteria Screening 21-03-2014/ POSITIVE (H, ncs)
Sequence 2 g8:14
Leukocytes (/HPF} Screening 21-03-2014/ 7.00 (H, nes) 0.00 - 4.00
§:14
Nitrite Screening 21-03-2014/ POSITIVE (H, ncs)
8:14
Protein (g/L) Screening 21-03-2014/ 2.2 {L, ncs) 66.0 - B83.0
. : 8:17 .
Urea (mmol/L) Screening 21-03-2014/ 2.48 (L, ncs) 2,80 - 7.20
8:17
Bilirubin (umol/L) Screening 21-03-2014/ 26.6 (H, ncs) 5.0 - 21.0
8:117
Direct Bilirubin {umol/L} Screening 21-03-2014/ 5.4 (H, ncs) 0.0 - 3.4
g:17
Indirect Bilirubin Screening 21-03-2014/ 21.2 {H, nca} 1.6 - 17.¢
{umol /L) 8:17
Bilirubin (umcl/L} Screening 22-03-2014/ 32.5 (H, nas) 5.0 - 21.0
12:04

ar L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinicelly significant,
gs = 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 ug (3*200 pg tablets) levothyroxine cld formulation.
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