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Table 15.3.4.1 Abnormal Laboratory Values (Safety Populatiocn)

Subject
Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Humber Sequernce {Unit) Timepoint Measurement Result {a,b} Baseline Low - High
Direct Bilirubin (umoi/L) Screening 22-03-2014/ 5.6 (H, necs) 0.0 - 3.4
12:04
Indiract Bilirubin Screening 22-03-2014/ 26.9 (H, ncs) 1.6 - 17.6
{umol/L) 12:04
Erythrocytes (ul) Period 1,Day -1/ 23-03-2014/ 10.00 (H, nes} 0.00 - 5.00
24 H Predose 9:30
Bacteria Period 1,Day -1/ 23-03-2014/ POSITIVE (H, ncs)
24 H Predose 9:30
Leukocytes (/HPF} Period 1,Day -1/ 23-03-2014/ 73.00 (H, ncs) 0.00 - 4.00
24 H Predose $:30
Leukocytes (uL) Period 1,Day -1/ 23-03-2014/ 100.00 (H, ncs) 0.00 - 9.00
24 H Predose 9:30
Nitrite Period 1,Day -1/ 23-03-2014/ POSITIVE (H, ncs)
24 H Predose 9:30
Protein (g/L} Period 1,Day -1/ 23-03-2014/ 69.0 (L, ncs} 66.0 - 83.0
24 H Predose 9:32
Urea {mmol/L) Period 1,Day -1/ 23-03-2014/ 2,57 (L, ncs} 2.80 - 7.20
24 H Predose 9:32
Bacteria Period 1,Day -1/ 23-03-2014/ POSITIVE (H, nocs)
24 B Predose 15:25
Leukocytes (ul} Period 1,Day -1/ 23-03-2014/ 25.00 (H, ncs) 0.00 - 2,00
24 H Predose 15:25
Erythrocytes {ul) period 2,Day -1/ 28-04-2014/ 25.00 (H, ncs) 0,00 - 5.00
24 H Predose §:37

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

Treatment Sequence 1: 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 cold fermulation.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Kumber/ Lab thange Reference
Random Treatment Test visit/ Date/Time of From Range
Number Sequence (Unit} Timepoint Measurement Result (a,b} Baseline Low - High
Thyroxine (nmol/L}) Pericd 2,Day -1/ 28-04-2014/ 60.8 (L, nes} 62.7 - 150.8
24 H Predose 8:43
Potassium {(mmol/L} Peried 2,Day -1/ 28-04-2014/ 3,47 (L, ncs) 3.50 - 5.10
24 H Predose 4:43
Bilirubin {umcl/L} Period 2,Day -1/ 28-04-2014/ 33.1 {(H, ncs) 5.0 - 21.0
24 H Predose 8:43
Direct Bilirubin {umol/L) Period 2,Day -1/ 28-04-2014/ 5.3 (H, ncs) 0.0 - 3.4
24 H Predose 8:43
Indirect Bilirubin Period 2,Day -1/ 28-04-2014/ 27.8 (H, ncs) 1.6 - 17.86
{umol/L} 24 H Predose 8:43
Sodium {mmol/L) period 2,Day -1/ 28-04-2014/ 134.9 (L, ncs) 136.0 - 146.0
24 H Predose 8:43
Bilirubin (umol/L) Period 2,Day -1/ 28-04-2014/ 22.0 (H, ncs) 5.0 - 21.0
24 H Predose 18:35
birect Bilirubin (umol/L) Pericd 2,Day -1/ 28-04-2014/ 3.5 (H, ncs) 0.0 - 3.4
24 H Predose 18:35
Indirect Bilirubin Period 2,Day -1/ 28-04-2014/ 18.5 (H, ncs) 1.6 - 17.6
{(umol/L) 24 H Predose 18:3%
Protein (g/L) Follow-Up 13-05-2014/ 64.1 (L, ncs) 1.9 66.0 - 83.0
g:58
Thyroxine {nmol/L) Follow-Up 13-05-2014/ 60.4 (L, ncs) -8.6 2.7 - 150.8
H:58
Bilirubin {emol/L) Follow-Up 13-05-2014/ 31.% (H, ncs) -0.86 5.0 - 21.0
9:58

cs

Treatment Sequence 1l: Test/Reference;

Test: 600 wug {(3%200 pg

tablets)

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.
levothyroxine new fermulation.

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

ncs = not clinically significant,
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Table 15.3.4.1 Abneormal Laboratery Values (Safety Population)
subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Seguence (Unit} Timepoint Measurement Result f(a,b) Baseline Low - High
Chloride (mmol/L) Follow-Up 13-05-2014/ 100.4 (L, ncs) =-3.9 101.0 - 1098.0
8:58
Direct Bilirubin {(umol/L} Follow-Up 13-05-2014/ 5.2 (H, ncs) -0.4 0.0 - 3.4
8:58
Indirect Bilirubin Fcllow-Up 13-05-2014/ 26.7 (H, ncs} -0.2 1.6 - 17.6
{umol/L) 8:58
Sodium (mmol/L) Follow-Up 13-05-2014/ 135,0 (L, necs) -6.3 136.0 - 146.0
8:58
Treatment Amylase (IU/L) Screening 24-03-2014/ 25,2 (L, neca) 28.0 - 100.0
Sequence 2 8:25
Amylase (IU/L) Period 1,Day ~1/ 30-03-2014/ 25.2 (L, ncs) 28.0 - 100.0
24 H Predose §:08
Leukocytes (/HPF) Period 2,Day -1/ 05-05-2014/ 1498.00 (H, ncs) 0.00 -~ 4.00
24 H Predose 9:16
Leukocytes {ul) Period 2,Day -1/ 05-05-2014/ 100.00 (H, ncs} 0.00 - 9.00
24 H Predose 9:16
Squamous BEpithelial CellsPeriod 2,Day -1/ 053-05-2014/ 27 {H, ncs) 0 - 15
{/HPF) 24 H Predose 9:1¢
Leukocytes (ul) Period 2,Day -1/ 05-05-2014/ 100.00 {H, ncs) 0.00 - %.00
24 H Predose 18:53
Bacteria Follow-Up 20-05-2014/ POSITIVE (H, ncs)
8:13
Leukocytes (/HPF) Follow-Up 20-05-2014/ 6.0¢ (H, ncs) 0.00 - 4,400
g:13

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

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

= 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/ Pate/Time of From Range
Number Sequence {Unit} Timepoint Measurement Result (a,b) Baseline Low — High
Leukocytes (ul) Follow-Up 20-05-2014/ 500.00 (H, ncs) 500 .00 - $.00
8:13
Leukocytes {/HPF) Follow-Up 25-05-2014/ .00 (H, nca) 0.00 - 4.00
8:34
;; Leukocytes {ul}) Follow-Up 25-05-2014/ 25.00 {H, ncs) 23 0.00 - 5.00
& 8:34
Treatment Amylase (IU/L) Screening 25-03-2014/ 102.0 (H, ncs) 28.0 - 100.90
f Sequence 2 7146
/ Amylase (IU/L) Period 1,Day -1/ 26-03-2014/ 102.5 {(H, ncs) 28.0 - 100.0
24 H Predose §:25
Eosinophils (10°8/L) Periad 1,Day -3/ 26-03-2014/ 0.03 (L, ncs) 0.04 - 0.43
24 H Predose 8:25
Eosinophils/Leukocytes Period 1,Day -1/ 26-03-2014/ 0.4 (L, ncs) 0.6 - 7.9
(%) 24 H Predose #:125
Amylase {IU/L) Period 2,Day -i/ 01-05-2014/ 108.9 {H, ncs) 28.0 - 100.0
24 H Predose 8:08
Monocytes/Leukocytes {3} Period 2,Day -1/ 01-05-2014/ 4.7 (L, ncs) 5.3 - 14.2
24 H Predose 8:08
Monocytes (10°9/L) Period 2,Day -1/ 01-05-2014/ 0.25 (L, ncs) 0,27 - 0.91
i 24 H Predose 8:08
& Amylase {(IU/L) Follow-Up 16-03-2014/ 101.9 (H, ncs) -0.1 28.0 ~ 100.0
7:55
Treatment Creatine Kinase (TU/L) Screening 25-03-2014/ 205.0 (H, ncs) 0.0 - 171.0
Sequence 2 10:22

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.

above upper linit of reference range; b: nca = not clinically significant,

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 Population}
Subject
Number/ Lab Change Referance
Random Treatment Test vigit/ Date/Timae of From Range
Nunber Sequence {(Unit) Timepocint Measurement Result {a,b} Baseline Low - High
Creatine Kinase {(IU/L} Period 1,Day -1/ 02-04-2014/ 1292.1 (H, ncs) 0.0 - 171.0
24 H Predose 8:15
Platelets (10"%/L) Pariod 1,Day -1/ 02-04-2014/ 381 (H, necs) 155 - 342
24 H Predose 8:15
Creatine Kinase (IU/L) Period 1,Day -1/ 02-04-2014/ 1015.7 (H, ncs} 0.0 - 171.0
24 H Predose 16:52
Creatine Kinase MB (IU/L) Period 1,Day ~1/ 02-04-2014/ 27.5 (H, ncs) 0.0 - 24.0
24 H Predose 16:52
Creatine Kinase (IU/L} Periocd 2,Day -1/ 08-05-2014/ 193.3 (H, ncs) 0.0 - 171.0
24 H Predose B:15
Platelets (10%9/L} Period 2,Day -1/ 08-05-2014/ 391 {H, ncs) 155 - 342
24 H Predose g:15
Creatine Kinase {IU/L) Follow-Up 23-05-2014/ 178.0 {H, ncs) -27 0.0 - 171.0
10:07
Platelets (10°9/L) Follow-Up 23-05-2014/ 35 (H, nea) 37 155 - 342
10:07
Thyrotropin (mQ/L} Follow-Up 23-05-2014/ 0.10 (L, ncs)} -1.52 0.35 - 4.94
10:07
) Treatment Creatine Kinase (IU/L) Screening 25-03-2014/ 1820.0 {H, ncs) 9.0 - 171.0
i Sequence 2 10:59
E Alanine Aminotransferase Screening 25-03-2014/ 55.3 (H, ncs) 0.0 - 30.0
(U/L) 10:59
Aspartate Screening 25-03-2014/ 82.8 (H, ncs) J.0 - 50.0
Bminotransferxase (U/L} 10:59

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

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

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.
levothyroxine new formulation.
levothyroxine old formulation.

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

15.3.4.1.3as

11DEC2014 00:01

i

CONFIDENTIAL 305/1628

INFORMATION

Document No.0900babe8085bb46 v1,0



EMR200125-001 Page 306 of 1628

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

Merck Serong Page 155 of 187

EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laberatory 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 MB (IU/L) Screening 25-03-2014/ 28,1 (H, nos) 0.0 - 24.0
10:5%
Creatine Kinase (IU/L)}) Period 2,Day -1/ 08-05-2014/ 275.2 {H, nca) 0.0 - 171.0
24 H Predose 8:54
Creatine Xinase (IU/L) Follow-Up 23-05-2014/ 465.8 {H, ncs) 304.4 0.0 - 171.0
8:17
. Creatine Kinase {IU/L) Follow-Up 03-06-2014/ 327.2 {H, ncs} 165.8 0.0 - 171.0
4
E g8:11
Treatment FEosinophils/Leukocytes Period 2,Day -1/ 05-05-2014/ 2.9 (H, ncs) 0.6 - 8.4
I3 Sequence 1 {3%) 24 H Predose 8:54
J Basophils/Leukocytes (%) Period 2,Day -1/ 05-05-2014/ 1.1 (H, ncs) 0.0 - 1.9
¥ 24 H Predose B:54
; Basophils/Leukocytes (%) Follow-Up 19-05-2014/ 1.2 (H, ncs) 0.3 0.0 - 1.0
£ 9:11
Treatment Amylase (IU/L) Screening 26-03-2014/ 113.0 (M, ncs) 28,0 - 100.0
Sequence 1 11:22
Thyroxine (nmol/L) Screening 26-03-2014/ 60.1 (L, ncs) 62.7 - 150.8
11:22
Urea (mmol/L) Screening 26-03-2014/ 2.53 (L, nca) 2.80 - 7.20
11:22
Amylase (IU/L) Screening 27-03-2014/ 108.0 (H, ncs) 28.0 - 100.0
11:23
amylase (IU/L) Period 1,Day -1/ 30-03-2014/ 113.0 {H, nes) 28.0 - 100.0
24 H Predose 741

a: I = pelow lower limit of reference range, H = above upper limit of reference range; b: ncs = not c¢linically significant,
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 pg tablets) levothyroxine new formulation.

Reference:; 600 ng (3*200 pg 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 Sequence {Unit) Timepoint Meagurement Reault (a,b) Baseline Low - High
Urea (mmol/L} Period 1,Day -1/ 30-03-2014/ 1.90 (L, necs) 2,80 - 7.20
24 H Predose 7:41
Creatinine {umol/L} Period 1,Day -1/ 30-03-2014/ 41,7 (L, ncs} 45,0 -~ B4.0
24 H Predose 7:41
i Amylase (IU/L) Follow-Up 05-05-2014/ 106.7 (H, necs} -1.3 28.0 - 100.0
10:38
. Treatment Chloride (mmol/L) Screening 27-03-2014/ 100.8 (L, ncs) 101.0 - 10%.0
i Sequence 1 12:06
7 Sodium {(mmol/L) Screening 27-03-2014/ 135.7 (L, nes) 136.0 - 146.0
; 12:08
; Chloride (mmel/L}) Period 1,Day -1/ 30-03-2014/ 98.3 (L, ncs) 101.0 - 109.0
i 24 H Predose 8:22
: Sodium {mmol/L) Beriod 1,Day -1/ 30-03-2014/ 132.1 (L, ncs} 136.0 - 146.0
24 H Predose §:22
B Creatinine (umocl/L) Period 1,Day -1/ 30-03-2014/ 41.7 (L, nes} 45.0 - 84.0
{ 24 H Predose 8:22
? Erythrocytes ({(ul) Follow-Up 20-05-2014/ 10.00 (H, ncs) 19 0.00 - 5.00
i 9:28
3 Sodium {mmol/L) Follow-Up 20-05-2014/ 135.5 (L, ncs) -0.2 136.0 - 146.0
2 9:32
Treatment Amylase (I0/L} Screening 28-03-2014/ 114.0 (H, nca) 28.0 - 100.0
{ Sequence 1 8:51
: Protein (g/L) Screening 28-03-2014/ 65.5 (L, ngs) 66.0 - 83.0
B:51

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

o34 clinigally gignificant; Baseline defined as Screening for Follow-Up results.
Treatment Sequence 1l: Test/Reference; Treatment Sequence 2: Refaerence/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

Nunber/ Lab Change Reference
Random Treatment Test visit/ pate/Time of From Range
Number Segquence {Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Chloride (mmol/L} Screening 28-03-2014/ 100.5 (L, ncs) 101.0 - 109.0
§:51
Monocytes (10%9/L) Screening 28-03-2014/ 0.29 (L, ncs) 0,30 - 0,92
g:51
Sodium {mmcl/L) Screening 28-03-2014/ 135.6 (L, ncs) 136.0 - 146.0
8:51
Amylase (iU/L} Screening 01-04-2014/ 125.1 (H, ncs) 28.0 - 100.0
13:03
Amylase (IU/L} Period 1,Day -1/ 06-04-2014/ 119.0 (H, ncs) 28.0 - 100.0
24 H Predose 8:48
Creatine Kinase {IU/L} Period 1,Day -1/ 06-04-2014/ 184.0 (H, ncs) 0.0 - 171.0
24 H Predose 8:48
Amylase (IU/L) Period 1,Day -1/ 06-04-2014/ 117.3 (H, ncs) 28.0 - 100.0
24 H Predose 12:03
Creatine Kinase (IU/L) Period 1,Day -1/ 06-04-2014/ 193.9 (H, ncs) 0.0 - 171.0
24 H Predose 12:03
Bmylase (IU/L) Period 2,Day -1/ 12-05-2014/ 127.6 (H, nca) 28.0 =~ 100.0
24 H Predose g:42
Protein (g/L) period 2,Day -1/ 12-05-2014/ 62.6 (L, ncs) 66.0 ~ 83.0
24 H Predose 8:42
Erythrocytes (ul) Follow-Up 27-05-2014/7 10.00 (H, ncs) 10 0.00 - 5.00
7:22
Amylase ([IU/L) Follow-Up 27-05-2014/ 136.,0 (H, ncs) i0.9 28.0 - 100.0
725

a: I = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinically signifiecant,
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 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
Protein {g/L) Follow-Up 27-05-2014/ 65.6 {L, ncs) 0.1 66.0 - 83.0
7:25
Creatine Kinase (ID/L) Follow-Up 27-05-2014/ 176.9 (H, ncs) 22.4 0.0 - 171.0
7:25
Treatment Neutrophils (10°9/L) Screening 28-03-2014/ 1.60 (L, ncs) 1.61 - 6.45
7 Sequence 2 8:55
4 chloride {mmol/L) Sereening 28-03-2014/ 95.4 (L, nea) 101.0 - 108.0
; 8:55
;
* Sedium {mmol/L) Screening 28-03-2014/ 131.9 (L, ncs) 136.0 - 146.0
8155
Lymphocytes/Leukocytes Screening 28-03-2014/ 50.4 (H, ncs} 17.8 - 48.5
(%) gra5
Neutrophils/Leukocytes Screening 26-03-2014/ 37.% (L, ncs) 37.% - 70.5
(%) 8155
Chloride {(mmcl/L) Period 1,Day -1/ 30-03-2014/ 100.1 (L, ncs) 101.0 - 109.0
24 H Predose 7:42
Lymphocytes/Leukocytes Period 1,Day -1/ 30-03-2014/ 51.2 {(H, ncs) 17.8 - 48.5
{%}) 24 H Predose 742
Protein (a/L) Pariod 2,Day -1/ 05-05-2014/ 85.9 (L, ncs) 66.0 - 83.0
24 H Predose 9:50
Treatment Chloride {mmol/L)} Screening 28-03-2014/ 100.6 (L, ncs) 101.0 - 109.0
3equence 1 11:09
/ Sodium (mmol/L} Screening 28-03-2014/ 134,6 (L, ncs) 136.0 - 146.0
’ 11:09

c8

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

Test:

Reference: 600 pg

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

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

ncs = not clinically significant,
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Table 15.3.4.1 Abnormal Laboratory Values {(Safety Population)

Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Humber Sequence {Unit} Timepoint Measurement Result (a,b) Baseline Low - High
Monocytes/Leukocytes (%) Period 1,Day -1/ 02-04-2014/ 15.7 {H, ncs) 5.3 - 14.2
24 H Predose 8:31
Sodium (mmol/L) period 1,Day -1/ 02-04-2014/ 133.8 (L, ncs) 136.0 - 146.0
74 H Pradose §:31
Erythrocytes (ul} Period 2,Dbay -1/ 08-05-2014/ 50.00 (H, ncs) 0.00 - 5.00
24 H Predose G:03
Erythrocytes (/HPF} Period 2,Day -1/ 08-05-2014/ 8.00 (H, ngs) 0.00 - 3.00
24 H Predose G:03
Urea (mmol/L)} Period 2,Day -1/ 0B8-05-2014/ 2.69 (L, ncs) 2.80 ~ 7.20
24 H Predose 9:06
Monocytes/Leukocytes (%) Period 2,Day -1/ 08-05-2014/ 15.1 (H, nes) 5.3 - 14,2
24 H Predcse 9:086
Erythrocytes (10712/L) Period 2,Day -1/ 08-05-2014/ 4,00 {L, ncs) 4,02 - 5.08
24 H Predose 9:06
sodinm {(mmol/L) Period 2,Day -1/ 08-05-2014/ 134.5 (L, ncs) 136.0 - 146.0
24 H Predese 9:06
Erythrocytes (10°12/L} Follow-Up 26-05-2014/ 3.96 (L, ncs) -0.21 4.02 - 5.08
9:55
Sodium {mmel/L} Follow-Up 26-05-2014/ 134.8 (L, ncs) 0.2 136.0 -~ 146.0
9:55
Treatment Creatine Kinase (TU/L} Screening 28-03-2014/ 225.4 (H, ncs) 0.¢ - 171.0
Sequence 2 12:28
Ketones {(mmol/L)} Period 1,Day ~1/ 13-04-2014/ 0.5 {H, ncs) 0.0 - 0.5
24 H Predese g:18

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

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

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

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

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
Neutrophils/Leukocytes Peried 1,Day -1/ 13-04-2014/ 37.8 (L, ncs) 38.2 - 71.5
(%) 24 H Predose 8:23
Ketones (mmol/L} Period 2,Day -1/ 19-05-2014/ 0.5 (H, ncs) 0.0 - D.5
24 H Predose 9:42
Glucose (mmol/L} Period 2,Day -1/ 19-05-2014/ 4,07 (L, ncs) 4.10 - 5.90
24 H Predose 9:44
Treatment Creatine Kinase (IN/L} Screening 28-03-2014/ 148.5 (H, ncs) 0.0 - 145.0
* Sequence 2 12:20
Protein {g/L) Period 1,Day —1/ 02-04-2014/ 65.8 (L, ncs) 66.0 - 83.0
24 H Predose 8:04
Urea (mmol/L} Period 1,Day -1/ 02-04-2014/ 2.71 (L, nca) 2.80 - 7.20
24 H Predoae 8:04
Protein (g/L) Period 2,Day -1/ 08-05-2014/ 64.4 (L, ncs) 66.0 - 83.0
24 H Predoae 9142
Urea (mmol/L) Period 2,Day -1/ 08-05-2014/ 2.40 (L, ncs) 2,80 - 7.20
24 H Predose 9:42
Ketones {(mmol/L) Follow-Up 26-05-2014/ 160.0¢ (H, ncsi 100 0.0 - 0.5
11:50
Erythrocytes (ul) Tollow-Up 26-05-2014/ 10.00 {H, ncs) 10 0.00 - 5.00
11:50
Leukocytes {/HPF) Follow-Up 26-05-2014/ 33.00 (H, ncs) 0.00 - 4.00
11:50
Squamous Epithelial Cells Follow-Up 26-05-2014/ 37 (H, ncs) 0 - 15
(/HPF) 11:50

a: I » below lower limit of reference range, H = gbove upper limit of reference range; bi nes = 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 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
Randcm Treatment Test Visit/ Date/Time of From Range
Number Sequernoe (Unit) Timepoint Measurement Result (a,b) Baseline [Low -~ High
Creatine Kinase (IU/L) Follow-Up 26-05-2014/ 178.2 {H, ncs} 30.7 0.0 - 145.0
11:52
Leukocytes (/HPF) Follow-Up 16-06-2014/ 7.00 (H, ncs) 0.00 - 4.00
» 11:00
;f Leukocytes (ul) Follow-Up 16-06-2014/ 25.00 {H, ncs) 25 0.00 - 9.00
A 11:00
Treatment Erythrocytes (uL} Screening 28-03-2014/ 25.00 (H, ncs) ¢.00 - 5.00
X Segquence 2 13:01
f Amylase (IU/L} Screening 28-03-2014/ 20.0 (L, ncs) 28.0 - 100.0
13:07
Creatine Kinase (IU/L) Screening 28-03-2014/ 228.7 (d, nes) 0.0 - 171.0
13:07
Chloride {(mmol/L) Screening 28-03-2014/ 99,9 (L, nca) 101.0 - 108.0
13:07
Alanine Aminotransferase Screening 28-03-2014/ 51.0 (H, ncs) 0.0 - 50.0
{(U/L) 13:07
Creatinine {umol/L} Screening 28-03-2014/ 49.4 (L, ncs) 59,0 - 104.0
13:07
Leukocytes {uL} Period 1,Day -1/ 02-04-2014/ 25,00 (H, ncs) 0.00 - 9.00
24 H Predose 7:57
Amylase (IU/L) Period 1,Day -1/ 02-04-2014/ 16.89 (L, nca) 28.0 - 100.0
24 H Predose 8:00
Creatine Xinase (IU/L) Period 1,Day -1/ 02-04-2014/ 204.6 (H, ncs) 0.0 - 171.0
24 H Fredose 8:00

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

cs clinically significant; Baseline defined as Screening for Follow-Up resulits.
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
Amylase [IU/L) pPeriod 2,Day -1/ 08-03-2014/ 16.8 {L, ncs} 28.0 - 100.0
24 H Predase 9:00
Creatine Kinase (IU/L) Period 2,Day -1/ 08-05-2014/ 180.1 (H, nes) 0.0 - 171.0
24 N Predcse 9:00
Chloride {mmol/L} Pericd 2,Day -1/ 08-05-2014/ 100.4 (L, ncs) 101.0 - 109.0
24 H Predose G:00
Creatine Kinase MB (IU/L) Period 2,Day -1/ 08-05-2014/ 28.8 (H, nca) 0.0 - 24.0
24 H Predose %:00
Amylase (IU/L) Follow-Up 27-05-2014/ 17.7 (L, ncs) -2.3 28.0 - 100.0
8:24
Thyroxine (nmol/L) Follow-Up 27-05-2014/ 60.9% (L, ncs} ~9.4 62,7 - 150.8
f:24
Creatine Kinase (IU/L) Follow-Up 27-05-2014/ 179.6 (H, ncs) -49,1 0.0 - 171.0
B:24
Treatment Thyroxine (nmol/L} Period 2,Day -1/ 12-05-2014/ 59.2 (L, ncs) 2.7 - 150.8
Sequence 1 24 M Predose 9:28
Alanine Aminotransferase Period 2,Day -1/ 12-05-2014/ 35.2 (H, ngs) 0.0 - 35.0Q
{U/L) 24 H Predose 9:28
hspartate Period 2,bay -1/ 12-05-2014/ 40.8 (H, ncs) 0.0 - 35.0
Aminotransferase (U/L) 24 H Predose 9:28
Alanine Aminotransferase Period 2,Day -1/ 12-05-20i4/ 37.2 (H, nesj 0.0 - 35.0
{u/1) 24 H Predose 17:57
Aspartate Period 2,Day -1/ 12-05-2014/ 36.8 (H, nas) 0.0 - 35.0
Aminotransferase {(U/L} 24 H Predose 17:57

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not c¢linically significant,
es = ecliniecally asignificant; 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) levothyrorine new formulation.

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

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

15.3.4.1.sas
11DEC2014 00:01

Document No.0900babe8085bb46 v1.0 CONFIDENTIAL 313/1628 [\Vﬂ
INFORMATION &



EMR200125-001 Page 314 of 1628

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

Merck Serono Page 163 of 197

EMR 200125-001 confidential
Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Labk Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Thyrozine (nmol/L} Follow-Up 28-05-2024/ 57.4 (L, ncs) -18 62,7 - 150.8
8:1¢
Sodium (mmol /L) Follow-Up 28-05-2014/ 134.1 (L, ncs) -2.6 136.0 - 146.0
8:16
Treatment Creatine Kinase (IU/L) Screening 03-04-2014/ 443.6 {H, nca} 9.0 - 171.0
Sequence 2 g:03
Monocytes (1049/L) Screening 03-04-2014/ 0.98 (H, ncs} 0.30 - 0.92
8:05
Platelets {107%/L) Screening 03-04-2014/ 363 (H, ncs) 155 ~ 342
g:03
Alanine Aminotransferase Screening 03-04-2014/ 57.3 (H, ncs) 0.0 - 50.0
{U/L) 8:05
Aspartate Screening D3-04-2014/ 54.3 (H, nca) 0.0 - 50.0
Aminotransferase {U/L) 8:05
Creatine Kinase (IU/L} Screening 04-04-2014/ 232.4 (H, ncs) 0.0 - 171.0
g:33
Alanine Aminotransferase Screening 04-04-2014/ 51.1 {H, ncs) 0.0 - 50.0
(y/L) 8:33
Platelets (10°3/L) Period 1,Day -1/ 06-04-2014/ 380 (H, necs) 155 - 342
24 H Predose 7:03
Monecytes {10°9/L) Period 2,Day -1/ 12-05-2014/ 1.02 (H, ncs} 0.30¢ - 0.92
24 H Predose 7:i38
Platelets (10°9/L} Period 2,Day -1/ 12-05-2014/ 364 (H, ncs) 155 - 342
24 H Predose 7:36

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

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
Humber/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Unit) Timepoint Measurement Result (a,Dd] Bageline Low -~ High
Leukocytes (L079/L) Follow-Up 27-05-2014/ 8.80 (H, ncs) 0.49 3.19 - 8.71
7148
Platelets (10*9/L) Follow-Up 27-05-2014/ 3%4 (H, ncs) -9 155 - 342
7148
Bacteria Follow-Up 27-05-2014/ POSITIVE (H, ncs)
7:49
Nitrite Follow-Up 271-05-2014/ POSITIVE (H, ncs)
g 7:49
)ﬁ Bacteria Follow-Up 07-06-2014/ POSITIVE (H, ncs)
- 6:55
, Treatment Protein (g/L) Screening 03-04-2014/ 62.3 (L, ncs) 66.0 - B3.0C
Sequence 1 §:22
N Creatine Kinase {IU/L} Screening 03-04-2014/ 197.5 (H, ncs} 0.0 - 171.0Q
§:22
Chloride (mmol/L} Screening 03-04-2014/ 1.00.5 (L, nes) 101.0 - 102.0
8:22
Sodium (mmol /L) Screening 03~04-2014/ 134.3 (L, nes} 136.0 - 146.,0
g122
Protein (g/L) Periocd 1,Day -1/ 06-04-2014/ £2.8 (L, ncs) 66.0 ~ B83.0
24 H Predose 8:11
Creatine Kinase (IU/L) Period 1,Day -1/ 06-04-2014/ 188.9 (H, ncs) 0.0 - 171.0
24 H Predose g:11
Protein {g/L) Period 2,Day -1/ 12-05-2014/ 62.2 {L, nca) 66.0 - 83.0
24 H Predose 9:22

8

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

Tast: 600 pg
Reference:

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 2: Reference/Test.
levothyroxine new formulation.
levothyroxine old formulatien.

= not clinically significant,
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Table 15.3.4,1 Abnormal Laboratory vValues (Safety Population)
Subject
Humber/ Lab Change Reference
Random Treatment Tast Visit/ Date/Time of From Range
Humber Seguence {Unit} Timepoint Measurement Result {a,b} Baseline Low - High
Creatine Kinase (IU/L) Period 2,Day -1/ 12-05-2014/ 187.2 (H, necs} 0.0 - 171.0
24 H Predose 9:22
Sodium (mmol/L) Period 2,Day -1/ 12-05-2014/ 135.8 (L, ncs) 136.0 - 146.0
24 H Predose 9122
Protein {g/L} Fellow-Up 27-05-2014/ 61.5 (L, ncs} -0.8 66.0 - 83.0
A 7:30
‘ Creatine Kinaae (IU/L) Follow-Up 27-05-2014/ 186.8 (H, necs) -10.7 0.0 - 171.0
7:50
Treatment Leukocytes (ul) Screening 03-04-2014/ 25.00 (H, ncs) 0.00 - 9.00
Sequence 1 10:50
Chiloride (mmol/L} Screening 03-04-2014/ 97,4 (L, ncs) 101.0 - 109.0
10:53
Sodium {mmol/L} Screening 03-04-2014/ 134,6 (L, nes) 136.0 - 146.0
10:53
Leukocytes {ul) Pericd 1,Day -1/ 06-04-2014/ 25.00 {H, nes) 0.00 - 9.00
24 H Predose 8:30
Thyroxine {nmol/L) Period 1,Day -1/ 06-04-2014/ 62.4 (L, ncs) 62.7 - 130.8
24 H Predose 8:32
Platelets {(10°%/L) Period 1,Day -1/ (06-04-2014/ 142 (L, ncs) 155 - 342
24 H Predose 8:32
Chloride (mmol/L} Period 2,Day -1/ 12-05-2014/ 100.9 {L, ncs) 101.0 - 109.0
24 H Predose 9:22
Platelets (10"8/L) Period 2,Day -1/ 12-05-2014/ i46 (L, ncs) 155 - 342
24 H Predose 9:22

c3

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 Seguence 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.

nes = not clinically significant,

/project24/ep/blinded/eZlU89B_merc/stats/versioncontrolfprimary/scriptsfproqram/main/TFL programs/Tables/Table

15.3.4.1.sas

11DEC2014 00:01

Document No.0900babeg085bb46 v1.0

CONFIDENTIAL
INFORMATION

316/1628 EW
b



EMR200125-001 Page 317 of 1628

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

Merck Serono Page 166 of 197

EMR 200125-001 Confidential
Table 15.3.4.1 Abnormal Laboratory Values {(Safety Population)

Subject
Nurber/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {(Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Leukocytes (/HPF} Fcllow-Up 30-05-2014/ 6.00 (H, ncs} 4 4.00 - 4.00
9:34
Leukocytes (ul} Fcllow-Up 30-05-2014/ 25.00 {(H, ncs) o} 0.00 - 9.00
9:34
Thyroxine (nmol/L} Follow-Up 30-05-2014/ 62.5 (L, ncs) -23.1 62.7 - 150.8
9:39
) Treatment Bilirubin {(umol/L) Screening 15-04-2014/ 25.8 (H, negs) 5.0 - 21.0
,f Sequence 2 8:01
w Direct Biliruvbin {umocl/L} Screening 15-04-2014/ 4.2 {H, ngs) 0.0 - 3.4
§:01
Indirect Bilirubin Screening 15-04-2014/ 21.7 (H, necs) 1.6 - 17.6
{umcl/L) 8:01
Erythreocytes {ul) period 1,Day -1/ 16-~04-2014/ 10.00 (H, ncs} 0.00 ~ 5.00
24 H Predose 8:50
Bilirubin {umol/L) Period 1,Day -1/ 16-04-2014/ 26.4 (H, ncs) 5.0 - 21.0
24 H Fredose 8154
Direct Bilirubin (umol/L} Period 1,Day -1/ 16-04-2014/ 5.5 {H, ncs) 0.0 - 3.4
24 H Predose 8:54
Indirect Bilirubin Period 1,Day -1/ 16-04-2014/ 20.9 (H, ncs} 1.6 - 17.86
fumel/L) 24 H Predose 8154
Leukocytes (ul) Period 2,Day -1/ 22-05-2014/ 25.00 (H, ncs) 0.00 - 9.00
24 H Predose 9:54
Bilirubin {umcl/L}) Period 2,Day -1/ 22-05-2014/ 34.9 (H, ncs) 5.0 - 21.0
24 H Predose 9:56

a: 1 = balow lower limit of reference range, H = above upper limit of reference range; b: nocs = not ¢linically significant,
¢s = 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 formulation.
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Table 15.3.4.1 BRbnormal Laboratory Values (Bafety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Nunber Sequence (Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Direct Bilirubin (umol/L) Pericd 2,Day -1/ 22-05-2014/ 5.3 {(H, ncs} 0.0 - 3.4
24 H Predose 9:56
Indirect Bilirubin Period 2,Day -1/ 22-05-2014/ 29.6 (H, ncs) 1.6 - 17.6
{umol/L} 24 H Predose G536
Ketones {mmol/L}) Fellow-Up 06-06-2014/ 5.0 (H, ncs) 5 0.0 - 0.5
G141
Creatine Kinase {IU/L) Follow-Up 06-06-2014/ 18%.9 (H, ncs) 78.6 0.0 - 171.0
G:42
Bilirubin (umel/L} Follow-Up 06-06-2014/ 35.9 (H, ncs) 10 5.0 - 21.0
9:42
pirect Bilirubin {umecl/L) Follow-Up 06-06-2014/ 6.6 (H, ncs) 2.4 0.0 -~ 3.4
G142
Indirect Bilirubin Follow-Up 06-06-2014/ 29.3 (H, nes) 7.6 1.6 - 17.6
{umocl/L) §:42
Bilirubin {(umol/L) Follow-Up 16-06-2014/ 33.9 (H, nes) 8 5.0 - 21,0
7:13
Direct Bilirubin f{umol/T} Follow-Up 16-06-2014/ 6.2 (H, ncs) 2 0.0 - 3.4
7:13
. Indirect Bilirubin Follow-Up 16-06-2014/ 27.7 (H, ncs) [ 1.6 - 17,6
- {umcl/L) 7:13
. Treatment Chloride {mmol/L) Screening 15-04-2014/ 100.4 {L, ncs) 101.0 - 109.0
#ﬁ‘ Seguence 2 10:22
> Monooytes/Leukooytes {%) Period 1,0ay -1/ 27-04-2014/ 15.1 (H, nes) 5.6 - 14.8
24 H Predose g:54

c8

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

Treatment Seguence 1: Test/Reference;
Test: 600 pg (3*200 pg tablets) levothyrozine new formulation.

Reference:

600 pg (3*200 pg tablets)

H = above upper limit of reference range; b:

levothyroxine old formulation.

nes = not ¢linically significant
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Table 15.3.4.1 &bnorma! Laboratory Values {Safety Pepulation)

Subject
Number/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Creatine Kinase (IU/L} Period 2,Day -1/ 02-06-2014/ 471.0 (H, ncs) 0.0 - 171.0
24 H Predese 10:40
Bilirubin (umol/L) pPeriod 2,Day -1/ 02-06-2014/ 22.7 {H, ncs) 5.0 - 21.0
24 H Predose 10:40Q
Chloride (mmol/L) Period 2,Day -1/ 02-056-2014/ 100.3 (L, ncs) 101.0 - 109.0
24 H Predose 10:40
Indirect Bilirubin Period 2,Day -1/ 02-06-2014/ 19.5 (H, nca) 1.6 - 17.6
{umol/L} 24 H Predoae 10:40 .
Creatine Kinase (IU/L) Period 2,Day -1/ 02-06-2014/ 336.1 (H, ncs} 6.0 - 171.0
724 H Predose 20:23
Creatine Kinase (IU/L) Follow-Up 27-06-2014/ 2B4.5 (H, ncs) 175.4 0.0 - 171.0
§:02
Chloride (mmol/L) Follow-Up 27-06-2014/ 100.5 (L, ncs) 0.1 101.0 - 109.0
g:02
Glucose {mmol/L) Follow-Up 27-06-2014/ ¢.10 (H, ncs) 1.53 4,10 - 5,90
g:02
Treatment Amylase (IU/L) Screening 16-04-2014/ 111.3 (H, ncs} 28.0 - 100.0
o Sequence 2 8:10
Bilirubin (umol/L} Screening 16-04-20147 4.6 (L, ncs) 5,0 - 21.0
g:10
Brythrocytes (ul) Screening 16-04-2014/ 10.00 (H, ncs} 0.00 - 5.00
g:10
Basophils (10+49/L} sereening 16-04-2014/ 0.12 {(H, ncs} 0.01 - 0.07
8:10

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

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

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old 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 Seguence (Unit} Timepoint Measurement Result {a,b) Baseline TLow - High
Eosinophils (1079/L) Screening 16-04-2014/ 0.58 (H, necs) 0.04 - 0.43
g:10
Basophils/Leukocytes (%) Screening 16-04-2014/ 1.6 (H, ncs) 0.2 - 1.3
8:10
Erythrocytes ({(uL} Peried 1,Day -1/ 22-04-2014/ 25,00 (H, ncs} 0,00 - 5.00
24 H Predose 9:20
Bacteria Period 1,Day -1/ 22-04-2014/ POSITIVE {(H, ncs)
24 H Predose 9:2Q
Amylase (TU/L} Period 1,Day -1/ 22-04-2014/ 106.1 (H, ncs} 28.0 - 100.0
24 H Predose 9:22
Bilirubin (umol/L) Pericd 1,Day -1/ 22-04-20%4/ 4.7 (L, ncs) 5.0 - 21.0
24 B Predose 9:22
Platelets (10°8/L) Period 1,Day -1/ 22-04-2014/ 370 (H, ncs) 173 - 369
24 H Predose 9:22
Basophils (10"%9/L} Period 1,Day -1/ 22-04-2014/ 0.10 (H, ncs) 0.01 - 0.07
24 H Predose 9:22
Eosinophils {107%/L) Periond 1,Day -1/ 22-04-2014/ 1.03 {H, nca) 0.04 - 0.43
24 H Predose 9:22
Egsinophils/Leukocytes Peried 1,Day -1/ 22-04-2014/ 12.4 (H, ncs) 0.6 - 7.9
{%) 24 H Predose 9:22
Erythrocytes {uL) Pericd 2,Day -1/ 28-05-2014/ 10.90 {H, ncs) 0.00 - 5.00
24 H Predose 9:35
Zmylase (IU/L} Period 2,Day -1/ 28-05-2014/ 110.0 (H, ncs) 28.0 - 100.0
24 H Predose 9:45

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

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

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

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

Subject
Number/ Lab Changa 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 2,Day -1/ 28-05-2014/ 135.1 (L, ngs) 136.0 - 146.0
24 H Predose 9:45
Eosinophils {1079/L) Period 2,Day ~1/ 28-05-2014/ .54 (H, necs) 0.04 - 0.43
24 H Predose 9:45
Erythrocytes (ul) Follow-Up 17-06-2014/ 10.00 (H, nca) [0 0.00 - 5.00
8:03
Amylase (IU/L} Follow-Up 17-06-2014/ 103.7 (H, nca) 11.2 28.0 - 100.0
§:06
Lenkocytes (1049/L} Follow-Up 17-06-2014/ 10.51 {(H, ncs) 3.15 3.69 - 10.04
8:086
Bilirubin (umol/L) Follow-Up 17-06-2014/ 4.3 {L, ncs} -0.3 5.0 - 21.0
g:0¢
Eosinophils (10°%/L) Follow-Up 17-06-2014/ 1.12 (H, ncs) 0.54 0.04 - 0.43
; 8:08
Eosinophils/Leukocytes Follow-Up 17-06-2014/ 10.7 (H, ncs) 2.8 0.6 - 7.9
(3) 8:06
Treatment Urea (mmol/L) Screening 16-04-2014/ 2.44 (L, ncs) 2.80 - 7,20
Sequence 2 9:20
Bilirubin {umol/L} Screening 16-04-2014/ 22.1 (H, necs} 5.0 - 21,0
9:20
Pirect Bilirubin {(umol/L) Screening 16-04-2014/ 3.9 {H, ncs) 0.0 - 3.4
9:20
Indirect Bilirubin Screening 16-04-2014/ 18,2 (H, ncs) 1.6 - 17.86
{umol/L) 9:20

a: L = below lower limit of reference range, H = above upper limit of reference range: b: ngs = not ¢linically 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) leveothyroxine new formulation.

Refarence: 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
Bilirubin {umol/L} Period 1,Pay -1/ 22-04-2014/ 23.3 (H, necs) 5.0 - 21.0
24 H Predose 8:26
Direct Bilirubin (umol/L) Period 1,Day -1/ 22-04-2014/ 3.4 (H, necs} 0.0 - 3.4
24 H Predose 8:26
Indirect Bilirubin Period 1,Day -1/ 22-04-2014/ 19.5 {H, ncs) 1.6 - 17.86
{umcl/L} 24 H Predose 8:26
Urea (mmel/L) Period 2,bay -1/ 28-05-2014/ 2.69 (L, ncs) 2.80 - 7.20
24 H Predose 10:02
Erythrocytes {10~12/L) Period 2,Day -1/ 2B8-05-2014/ 5.10 (H, necs) 4.02 - 5.08
24 H Predose 10:02
Leukocytes (/HPF) Follow-Up 12-06-2014/ 7.00 (H, nocs) 0.00 - 4.00
6154
Leukocytes {(ul} Follow-Up 12-06-2014/ 25.00 (H, ncs) 25 0.00 - 9.00
6:54
Thyroxine (nmol/L} Follow-Up 12-06-2014/ 57.4 (L, ncs) -10.4 62.7 - 150.8
6:58
Bilirvbin {umol/L} Follow-Up 12-06-2014/ 24.7 (H, nes) 2.6 5.0 - 21.0
6:58
Direct Bilirubin (umol/L) Follow-Up 12-06-2014/ 4.2 (H, ncs) 0.3 0.0 - 3.4
6:58
qf’ Indirect Bilirubin Follow-Up 12-06-2014/ 20.5 (H, nos) 2.3 1.6 -~ 17.6
Ed {fumol/L} 6:58
Treatment Leukocytes {10°%/L) Screening 16-04-2014/ 10.10¢ {H, ncs) 3.1 - 8.71
f Sequence 1 10:05
I

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 Feollow-Up results.

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

Test: BO0 pg (3*200 pg tablets) levothyrorine new formulation.

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

/projeth4/epfblinded/eZ103997mercfstatsfversioncontrcl/primary/SCripts/pngramfmainfTFL programns/Tables/Table
15.3.4.1.3a8
11DEC2014 C0:01

Decument No,0500babe808 5hbda v1.0 CONFIDENTIAL 322/1628
INFORMATION ]



EMR200125-001 Page 323 of 1628

Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. old formulation

EMR 200125-001
Merck Serono Page 172 of 197
EMR 200125-001 Confidential

Table 15.3.4.1 Rbnormal Laboratory Values (Safety Population)

Subject
Humber/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Humber Sequence {Unit} Timepolint Measurement Result (a,b) Baseline Low - High
Neutrophils {10~9/L) Screening 16-04-2014/ 7.34 {H, ncs) 1.46 - 5.85
10:05
Neutrophils/Leukocytes Screening 16-04-2014/ 72.7 (H, nas) 38.2 - 71.5
(%) 10:03
Leukocytes (107%/L) Period 2,Day -1/ 28-05-2014/ 10.89 {H, ncs) 3.19 - 8.71
24 H Predose 10:07
Meutrophils (1049/L) Period 2,Day -1/ 28-05-2014/ $.40 (H, nes) 1.46 - 5.85
24 H Predose 10:07
Thyroxine (nmol/L) Period 2,Day -1/ 28-09-2014/ 0.5 (L, ncs) 62.7 - 150.8
24 H Predose 10:07
Lymphocytes/Leukocytes Period 2,Day -1/ 28-05-2014/ 16.1 (L, ncs} 18.3 - 48.1
{%) 24 H Predose 10:07
Neutrophils/Leukocytes Period 2,Day -1/ 28-05-2014/ 77.1 (H, ncs) 38.2 - 71.5
(%) 24 H Predose 10:07
Leukocytes (10°9/L} Follow-Up 12-06~2014/ 9.30 (H, ncs) -0.8 3.19 - 8.71
g:42
Neutrophils (10%5%/L) Follow-Up 12-06-2014/ 6.64 (H, nca) -0.7 1.46 - 5,85
g:42
Protein {g/L} Follow-Up 12-06-2014/ 64.2 (L, nca) -4,9 6.0 - 83.0
8:42
Thyroxine {(nmol/L) Fellow-Up 12-06-2014/ 61.2 (L, ncs) -6.1 62,7 - 150.8
§:42
Lymphocytes/Leukccytes Follow-Up 12-06-2014/ 18.2 (L, ncs) -0.5 1.3 - 48,1
(%) g:42

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 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 Abnormal Laboratory Values (Safety Pcpulation)

Subject

Number/ Lab Change Reference
Random . Treatment Tast visit/ Date/Time of From Range
Number sequence {Unit) Timepolint Measurement Result {(a,b) Baseline Low - High
) : Treatment Bacteria Screening 17-04-2014/ PQOSITIVE (H, ncs}
Sequence 1 9:39
Leukocytes (/HPF) Screening 17-04a-2014/ §0.00 {(H, ncs} 0.00 - 4,00
9:39
Leukocytes ({(ul} screening 17-04-2014/ 100.00 (H, ncs) 0.00 - 9,00
9:39
Squamous Epithelial Cells screening 17-04-2014/ 30 (H, ncs) 0 -15
{/HPF) 9:39
Erythrocytes {uL) Period 1,Day -1/ 22-04-2014/ 10.0C (H, ncs) 0.00 - 5.00
24 H Predose 7:49
Bacteria Period 1,Day -1/ 22-04-2014/ POSITIVE (H, ncs)
24 H Predcae 74y
Leukocytes (/HPF} Period 1,Day -1/ 22-04-2014/ 45,00 (H, ncs) 0.00 - 4.00
24 H Predose 7149
Leukocytes (uL) Period 1,Day -1/ 22-04-2014/  500.00 (H, necs} 0.00 - 8.00
24 H Predose 7:49
Squamous Epithelial CellsPeriod 1,Day -1/ 22-04-2014/ 30 (H, ncs} 0 - 15
(/HPF) 24 H Predose 1149
Leukocytes (10°9/L) Pericd 1,Day -1/ 22-04-2014/ 10.23 {H, ncs) 3.69 - 10.04
24 H Predose 8:25
Neutrophils (10~9/L) Pericd 1,Day -1/ 22-04-2014/ 6.63 (H, ncs) 1.61 - 6.45
24 H Predose 8:25
Erythrocytes (ul) Period 2,Day -1/ 28-03-2014/ 150.00 (H, nca} 0.00 - 5.00
24 H Predose 9:186

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: Refarence/Test.

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

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

Subject
Numbex/ Lab Change Reference
Random Treatment Test visit/ Date/Time of From Range
Humber Sequence {Unit) Timepcint Measurement Result (a,b) Baseline Low - High
Urea (mmol/L) Peried 2,Day -1/ 28-05-2014/ 2,36 (L, nes) 2.80 - 7.20
24 H Predose 10:00
Amylase (IU/L} Follow-Up 13-06-2014/ 27.1 (L, ncs) -5.5 28.0 - 100.0
s 7:21
‘f Urea {mmol/L} Follow-Up 13~06-2014/ 1.91 (L, ncs) -1.18 2.80 - 7.20
o 7:21
Treatment Leukocytes (1078/L) Screening 22-04-2014/ 8.96 (H, nca) 3.1%9 - 8.71
Sequence 2 7:45
Neutrophils {10°9/L) Screening 22-04-2014/ 6,15 (H, ncs) 1.46 - 5.85
7:45
Basophils/Leukocytes (%) Period 1,Day -1/ 27-04-2014/ 1.1 (H, ncs) 0.0 - 1.0
24 H Predose 7153
Gamma Glutamyl Transferase Period 2,Day -1/ 02-06-2014/ €3.5 (H, ncs) 0.0 - 55.0
{U/L) 24 H Predose 9:18
Leukocytes (1078/L) Follow-Up 23-06-2014/ 9.46 (H, ncs} 0.5 3.19 - 8.71
6:58
Neutrophils {10°9/L} Follow-Up 23-06-2014/ 6.22 (H: ncs) 0.07 1.46 - 5.85
6:58
Platelets (10°%/L) Follow-Up 23-06-2014/ 151 (L, ncs) =21 153 - 342
6:58
Eosinophils (10°9/L) Follow-Up 23-06-2014/ 0.59 {(H, ncs) 0.2 0.03 - 0.50
6:58
Gamma Glutamyl Transferase Follow-Up 23-06-2014/ 72.9 (H, ncsj 20.8 0.0 - 55.0
(U/L) 6:58

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

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

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

Reference: 600 pg (3%200 pg tablets) levothyroxzine old formulation.
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Tzble 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
Gamma Glutamyl Transferase Follow-Up 01-07-20td/ 76.3 (H, ncs) 24.2 0.0 - 55.0
{u/L} 7110
Gamma Glutamyl Transferase Fellow-Up 11-07-2014/ 65.0 (H, ncs) 12.9 0.0 - 55.0
{u/L} 6:54
Treatment Creatine Kinase (IU/L) Screening 22-04-2014/ 278.7 (H, ncs) 0.0 - 171.0
Sequence 1 16:00
Chloride {(mmol/L) Screening 22-04-2014/ 97,7 (L, ncs) 101.0 - 108.0
10:00
Platelets (1079/L) Screening 22-04-2014/ 344 (H, ncs) 155 - 342
10:00
Amylase (IU/L) Period 1,Day -1/ 27-04-2014/ 135.5 {H, ncs} 28.0 - 100.0
24 H Predose 8:33
Creatine Kinase (IU/L) Period 1,Day -1/ 27-04-2014/ 303.6 {H, ncs} 0.0 - 171.0
24 H Predose §:33
Lymphocytas (10%4/L)  Period 1,Day -1/ 27-04-2014/ 1.07 (L, ncs) 1.08 - 3,00
24 H Predose 8:33
Chloride (mmol/L) Pariod 1,Day -1/ 27-04-2014/ 97.3% (L, ncs) 101.0 - 108.0
24 H Predose 8:33
Eosinophils (10°8/L) Period 1,Day -1/ 27-04-2014/ 9.53 (H, ncs) 0.03 - 0.50
24 H Predose 8:33
Eosinophils/Leukocytes Period 1,Day -1/ 27-04-2014/ 10.5 {H, ncs) 0.6 - 8.4
%) 24 H Predose 8:33
hmylase {IU/L} Period 1,Day -1/ 27-04-2014/ 123.4 {H, ncs) 28.0 - 100.0
24 H Predose 17:52

cs3

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

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

= glinically significant; Baseline defined as Scresning for Follow-Up results.
Treatment Seguence 2: Reference/Test.
levothyroxine new formulation.

above upper limit of reference range; b:

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 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 1,Day -1/ 27-04-2014/ 245.7 (H, ncs) 0.0 - 171.0
24 H Predose 17:32
Chloride (mmol/L) Period 2, Day -1/ 02-06-2014/ 97.8 (L, ncs) 101.0 - 109.0
24 B Predose g:0%
Platelets {1079/L} Period 2,Day -1/ 02-06-2014/ 330 (H, nes) 155 - 342
24 H Predose 8:07
Eosinophils (10°9%/L) Pericd 2,Pay -1/ 02-06-2014/ 0.60 (H, ncs) 0.03 - 0.50
24 H Predose 8:67
Eosinophils/Leukocytes Period 2,Day -1/ 02-06-2014/ 12.0 (H, ncs} 0.6 - 8.4
(%) 24 H Predose g:07
Erythrocytes (ul} Follow-Up 17-06-2014/ 10,00 (H, nes) ig 0.00 - 5.00
10:43
Erythrocytes (/HEF) Follow-Up 17-06-2014/ 6.00 (H, ncs) 0.00 - 3.00
10:43
Creatine Kinase (IU/L) Follow-Up 17-06-2014/ 296.% (H, ncs) 18.1 0.0 - 171.0
10:46
Chloride {mmol/L} Follow-Up 17-06-2014/ 98.1 (L; ncs) 0.4 101.0 - 109.0
10:46
Eosinophils {10"9/L) Follow-Up 17-06-2014/ 0.54 (H, nes) 0.09 0.03 - 0.50
10:48
i Eosinophils/Levkocytes Follow-Up 17-06-2014/ 9.6 (H, ncs) 1.5 0.6 - 8.4
o 1) 10:46
Treatment Bilirubin (umol/L) Screening 22-04-2014/ 26.0 (H, ncs) 5.0 - 21.0
Sequence 1 12:04
af = 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 2: Reference/Test.
levothyroxine new formulation.

Treatment Seguence 1:
(3*200 pg tablets)

Test: 600 pg

Test/Reference;

Reference: 600 pg (3*200 ug tablets) levothyroxine old fermulation.
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Table 15.3.4.1 Abnormal Laboratory Values {(3afety 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
Direct Bilirubin {umol/L} Screening 22-04-2014/ 3.5 (H, ncs) 0.0 - 3.4
12:04
Indirect Bilirubin Screening 22-04-2014/ 22.5 (H, ncs) 1.6 - 17.86
{umol/L) 12:04
Amylase (IU/L) Period 1,Day -1/ 27-04-2014/ 108.8 (H, necs) 28.0 - 100.0
24 H Predose 8:35
Protein {g/L} Period 1,Day -1/ 27-04-2014/ €2.4 (L, ncs} 56.0 - 83.0
24 H Predose 8:35
Triacylglycerol Lipase Period 1,Day -1/ 27-04-2014/ 81.5 (H, ncs) 0.0 -~ 7.0
(IU/L} 24 H Predcae 8135
Eesinophils (10~9/L} Period 1,Day -1/ 27-04-2014/ 0,54 (H, ncs) 0.03 - 0.50
24 H Predose 8:35
Eosinophils/Leukocytes Period 1,Pay -1/ 27-04-2014/ 18.8 (H, ncs} 0.6 - 8.4
%) 24 1 Predose 8:35
Creatine Kinase (IU/L) Period 2,Day -1/ 02-06-2014/ 224.6 {H, ncs) 0.0 - 171.0
24 H Predese g:18
Triacylglycerol Lipase Period 2,Day -1/ 02-06-2014/ 69.4 (H, ncs}) 0.0 - 67.0
(I0/L)} 24 H Predose 9:18
Basophils/Leukocytes (%) Period 2,Day -1/ 02-06-201a/ 1.3 (H, ncs} 0.0 - 1.0
24 H Predose 9:18
Creatine Kinase (T0/L) Period 2,Day -1/ 02-06-2014/ 184.2 (H, nos) 0.0 - 171.0
24 H Predose 17:54
Creatine Kinase (IU/L) Follow-Up 17-06-2014/7 257.1 (H, ncs) 142.1 0.0 - 171.0
8:28

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 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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Merck Seronc

Page 178 of 197

EMR 200125-001 - Confidential
Table 15.3.4.1 &bnormal Laboratory Values {(Safety Pcpulation}
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ pate/Time of From Range
Number Segquence {Unit) Timepoint Measurement Result {a,b) Bageline TLow - High
Bilirubin {umol/L} Follow-Up 17~06-2014/ 41.2 (H, ncs} 24.4 5.0 - 21.0
8:28
Direct Bilirubin ({umcl/L) Follow-Up 17-06-2014/ 4.6 (H, ncs) 1.1 0.0 -~ 3.4
§:28
Indirect Bilirubin Follow-Up 17-06-2014/ 36.6 (H, ncs} 14.1 1.6 - 17.6
{umol/L) §:28
Bilirubin {umcl/L} Follow-Up 23-06-2014/ 25.1 (H, ncs) 8.3 5.0 - 21.0
8:25
Direct Bilirubin {umol/L) Follow-Up 23-06-2014/ 3.8 (H, ncs) 9.3 0.0 - 3.4
8:25
Indirect Bilirubin Follow-Up 23-06-2014/ 21.3 (H, nca) -1.2 1.6 - 17.86
) (umol/L} 8:25
Treatment Ketones ({(mmol/L) Screening 23-04-2014/ 5.0 {H, neca) 0.0 - 0.5
; Sequence 2 10:02
¢ Erythrocytes (ul) Screening 23-04-2014/ 10.00 (H, ncs) 0.00 - 5.00
: 10:02
Hematoecrit (L/L} Screening 23-04-2014/ 0.27 {L, ncs) 0.38 - 0.28
10:05
Hemoglobin {(g/L} Screening 23-04-2014/ 121 {L, ncs) 126 - 165
10:05
Epsinophils {10°9/L) Screening 23-04-2014/ 0.52 (H, ncs) 0.03 - 0.50
10:05
Eosinophils/Leukocytes Screening 23-04-2014/ 11.8 (H, ncs} 0.6 - 8.4
(%) . 10:05

cs
Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.
Test: 600 pg (3#200 ng taklets) levothyroxine new fermulation.

Reference: 600 pg (3%200 pg tablets) levothyroxine old fermulation.

a: L = below lowar limit of reference range, H = above upper limit of reference range; b: ncs = not clinically significant,
= clinically significant; Baseline defined as Screening for Fellow-Up results.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population})
Subject
NMumber / Labk Change Reference
Randeom Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Basophils/Leukocytes (%} Screening 23-04-2014/ 1.4 (H, ncs) 0.0 - 1.0
1¢:05
Ketones (mmol/L} period 1,Day -1/ 27-04-2014/ 5.0 (H, ncs) 0.0 - 0.5
24 H Predose 1¢:10
Erythrocytes {(ul) period 1,Day -1/ 27-04-2014/ 25.00 (H, ncs) 0.00 - 5.00
24 H Predose 10:10
Creatine Kinase (IU/L) Period 1,Day -1/ 27-04-2014/ 271.8 (H, ncs) 0.0 - 171.0
24 H Predose 10:13
Basophils (10°9/L) period 1,Day -1/ 27-04-2014/ 0.08 (H, ncs) 0.01 - 0.07
24 H Predose 10:13
Hematoecrit (L/L} period 1,Day -1/ 27-04-2014/ 0.36 (L, nca) 0.38 - 0.48
24 H Predose 10:13
Hemoglobin (g/L) pPeriod 1,Day -1/ 27-04-2014/ 116 (L, ncs) 126 - 165
24 H Predose 10:13
Eosinophils {1079/L) period 1,Dbay -1/ 27-04-2014/ 0.20 (H, ncs) 0.03 - 0.50
24 H Predose 10:13
Eosinophils/Leukocytes Period 1,Day -1/ 27-04-2014/ 15.1 (H, necs) 0.6 - 8.4
(%) 24 H Predose 10:13
Basophils/Leukocytes (%) Period 1,Day -1/ 27-04-2014/ 1.3 (H, ncs} 0.0 - 1.0
24 H Predose 10:13
Creatine Kinase (IU/L) Period 1,Day -1/ 27-04-2014/ 225.3 {H, ncs} ¢.0 - 171.0
24 H Predose 17:52
Ketones (mmol/L} pPeriod 2,Day -1/ 02-06-2014/ 0.5 (H, ncs} 0.0 - 0.5
24 H Predose 9:21

8

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 ng tablets) levothyroxine old formulation.

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

ncs = not clinically significant,
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Table 15.3.4.1 Bbnormal Laboratory Values {Safety Pcpulation)

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
Hematocrit (L/L} pPeriod 2,Day -1/ 02-06-2014/ 0.36 {L, ncs) 0.38 - 0.48
24 H Predose 9:23
Hemoglobin (g/L} period 2,Day -1/ 02-06-2014/ 117 (L, ncs) 126 - 165
24 H Predose 9:23
Eesinophils (1079/L) Period 2,Day -1/ 02-06-2014/ 0.53 (H, ncs) 0.03 - 0.50
24 H Predose 9:23
Eosincphils/Leukocytes Period 2,Day -1/ 02-06-2014/ 9,9 {H, ncs} 0.6 - 8.4
{%) 24 H Predose 9:23
Basophils/Leukocytes (%) Period 2,Day -1/ 02-06-2014/ 1.1 {H, ncs) 0.0 - 1.0
24 H Predose 9:23
Thyroxine (nmol/IL) Follow-Up 17-06-2014/ 56.5 (L, ncs} -7 62,7 - 150.8
7:47
Basophils (1079/L) Follow-Up 17-06-2014/ 0.10 (H, ncs} 0.04 0.01 - 0.07
747
Bematocrit {(L/L} Follow-Up 17-06-2014/ 0.36 (L, ncs} -0.01 0.38 - 0.48
Tid7
Hemoglobin {g/L} follow-Up 17-06-2014/ 114 (L, ncs) -7 126 - 165
7:47
Eosinophils (10"9/L}) Follow-Up 17-06-2014/ 0.98 (H, ncs} 0.46 0.03 - 0.50
T:47
Fosinophils/Leukocytes Follow-Up 17-06-2014/ 15.3 (H, ncs) 3.5 0.6 - 8.4
(%) 7:47
Basophlls/Leukccytes (%) Follow-Up 17-06-2014/ 1.6 (H, ncs) 0.2 0.0 - 1.0
747

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

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

Test: 600 nug (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 Pepulation)

Subject
Nunber / Lab Change Reference
Random . Treatment Test visit/ Date/Time of From Range
Number $equence {Unit) Timepoint Measurement Result (a,b} Baseline Low - High
Treatment Urea (mmol/L) Screening 24-04-2014/ 1.78 {L, ncs) 2.80 - 7.20
. Sequence 1 12:13
e Fosinophils {10°9/L) Screening 24-04-2014/ 0.03 (L, ncs) 0.04 - 0.43
! 12:13
Eosinophils/Lenkocytes Screening 24-04-2014/ 0.5 (L, nes) 0.6 - 7.9
(%) 12:13
Urea (mmol/L} Peried 1,Day -1/ 27-04-2014/ 2,49 (L, ncs) 2.80 - 7.20
24 H Predose g:41
Erythrocytes {ul} Feriod 2,Day -1/ 02-06-2014/ 50.00 (H, ncs) 0,00 - 5.00
2?4 H Predose 9:25
Erythrocytes (/HPF} Period 2,Day -1/ 02-06-2014/ 5.00 (H, ncs) Q.00 - 3.00
v 24 H Predose 9:25
(f‘ Urea (mmol/L} Period 2,Day -1/ (02-06-2014/ 2.38 {L, ncs) 2.80 - 7.20
4 24 H Predocse 9:28
Treatment Leukocytes (10°9/L) Screening 28-04-2014/ 3.15 (L, ncs) 3.19 - 8.71
K Sequence 1 8:54
f Lymphocytes (10°9/L} Screening 28-04-2014/ 0.98 (L, nes) 1.08 - 3.00
8:54
Chloride {mmol/L} Screening 28-04-2014/ 968.9 (L, ncs) 101.0 - 109.0
8:54
Sodium {mmol/L) Screening 28-04-2014/ 133.5 (L, ncs) 136.0 - 146.0
§:54
Lenkocytes (10°9/L} Pariocd 1,Day -1/ 04-05-2014/ 9.29% (H, ncs) 3.1%9 - 8.71
24 H Predose 7:19

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: Raference/Test.

Teat: 600 pg (3*200 pg tablets) leveothyroxine new formulatien.

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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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
Neutrophils {(10"9/L) Peried 1,Day -1/ 04-05-2014/ 7.35 {H, ncs}) 1,46 - 5,85
24 H Predose 7:19
Chloride (mmol/I) Period 1,Day -1/ 04-05-2014/ 100.0 (L, ncs) 101.0 - 109.0
24 H Predcse 7:19
Sodium (rmol/L) Period 1,bay -1/ 04-05-2014/ 135.6 (L, ncs) 136.0 - 146.0
24 H Predese 7:19
Lymphocytes/Leukocytes Period 1,Day -1/ 04-05-2014/ 12.6 (L, nes) 18.3 - 48.1
(%} 24 H Predose 7:19
Neutrophils/Leukocytes Period 1,Day -1/ 04-05-2014/ 79.1 (H, ncsa) 38.2 - 71.5
(%) 24 H Predose 7:19
Eosinophils/Leukocytes Period 1,Day -1/ 04-05-2014/ 0.3 (L, neca) 0.6 - 8.4
{%) 24 H Predose 7:19
Erythrocytes (ul) Period 2,Day -1/ 09-06-2014/ 50.00 (H, ncs) 0.00 - 5.00
24 H Predose 7:54
Erythrocytes (/HPF) Peried 2,Day -1/ 0%-06-2014/ 11,00 (H, ncs) 0.00 - 3.00
24 H Predose Ti54
Lymphocytes (10°9/L) Period 2,Day ~1/ 09-06-2014/ 0.99 (L, ncs) 1.08 - 3.00
24 H Predose 7:56
Chloride (mmol/L) Period 2,Day -1/ 09-06-2014/ 96.8 (L, ncs) 101.0 - 109.0
24 H Predose 7:56
Sodium (mmol/L) Period 2,Day -1/ 09-06-2014/ 133.6 (L, nca) 136.0 - 146.0
24 N Predose 7156
Leukocytes (10%9/L) Follow-Up 24-06-2014/ 2.90 (L, ncs) -0.25 3.19 - 8.71
7:48

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

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

Treatment Sequence 1: Test/Reference;
Test: 600 pg (3*200 ng tablets)
Reference: 600 ug {(3*200 pg tablets)
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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 Sequence {Unit) Timepoint Measurement Result {(a,b) Baseline Low - High
Lymphocytes (10°9/1) Follow-Up 24~06-2014/ 0.84 (L, ncs) -0.14 1.08 - 3.00
7:48
Treatment Bilirubin {umcl/L) Period 1,Day -1/ 04-05-2014/ 21.6 (H, ncs) 5.0 - 21.0
Sequence 1 24 H Predose g:12
Direct Bilirubin {umcl/L) Pericd 1,Day -1/ 04-05-2014/ 4.9 (H, ncs} 0.0 - 3.4
24 H Predose g8:12
Treatment Erythrocytes (ul) Screening Z8-04-2014/ 25,00 (H, ncs} 0.00 = 5.00
Sequence 2 9:12
Erythrocytes (ul) Pericd 1,Day -1/ 04-05-2014/ 150.00 (H, ncs} 0.00 - 5,00
24 H Predose 7:59
Erythrocytes (/HPF) Period 1,Day -1/ 04-05-2014/ 5.00 (H, ncs) 0.00 - 3.00
24 H Predose 7159
Creatine Kinase (IU/L) Period 1,Day -1/ 04-05-2014/ 184.7 {H, ncs) 0.0 - 171.0
24 H Predose §:02
Urea (mmol/L) Period 1,Day -1/ 04-05-2014/ 11.32 (4, nes) 2.80 - 7.20
24 H Predose g:02
Erythrocytes (ul} Period 1,DPay -1/ 04-05-2014/ 50.00 (H, ncs) 0.00 - 5.00
24 H Predose 16:53
Erythrocytes (/HPF) Period 1,Day -1/ 04-05-2014/ 6.00 (H, ncs) 0.00 - 3.40
. 24 H Predose 16:53
Erythrocytes {ul) Follow-Up 25-06-2014/ 25.00 (H, nes) 0 0.00 - 5.00
i 11:01
Treatment Leukocytes (ul) Screening 28-04-2014/ 25.00 (H, nes) 0.00 - 9.00
5 Sequence 1 11:12

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

Treatment Sequence 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 Reference
Random Treatment Test Visit/ Date/Time of Range
Number Sequence {Unit) Timepoint Measurement Baseline Low - High
Protein (g/L) Screening 28-04-2014/ 66.0 - 83.0
11:48
Urea {mmol/L} Screening 28-04-2014/ 2.80 - 7.20
11:49
Bacteria Pericd 1,Day -1/ 29-04-2014/
24 H Predose 8:00
Leukocytes (/HPF) Pericd 1,Day -1/ 29-04-2014/ 0.00 - 4.00
24 H Predose 8:00
Leukocytes {ul) pPericd 1,Day -1/ 29-04-2014/ 0.00 - 9.00
24 H Predose 8:00
Protein {(g/L) period 1,Day -1/ 29-04-2014/ 66.0 - 83.0
24 H Predose 8:03
Leukocytes period 1,Day -1/ 2%-04-2014/ 0.00 - 9.00
24 H Predose 18:40
Erythrocytes period 2,Day -1/ 04-06-2014/ 0,00 - 5.00
24 H Predose 9:09
Leukocytes {(ul) Period 2,Day -1/ 04-06-2014/ 0,00 - 9.00
24 H Predose 9:09
Bacteria Follow-Up 20-06-2014/
13:27
I Leukocytes {ul} Follow-Up 20-06-2014/ 0.00 - 9,00
! 13:27
Treatment Creatine Kinase (IU/L) Period 1,Day -1/ 08-05-2014/ 0.0 - 171.0
V4 Seguence 1 24 H Predese 8:11

a: L = below lower -1limit of reference range, H = above upper limit of reference range; b:
¢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 ng tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 ug tablets) levothyroxine old formulatien.

not clinically significant,
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)
Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence {Onit} Timepoint Meagurement Result (a,b) Baseline Low ~ High
Protein {g/L} Follow-Up 28-06-2014/ 64.3 (L, ncs) -5.7 66,0 ~ B3.0
11:10
N Thyroxine {nmol/L) Follow-Up 28~06-2014/ 57.5 (L, nca) -10.8 62.7 - 150.8
# 11:1¢
Treatment Leukocytes (/HEF) Screening 30-04-2014/ 9.00 (H, nca) 0.00 - 4.00
Sequence 2 9:04
Leukocytes (ul} Screening 30-04-2014/ 100.00 (H, ncs) 0,00 - 9.00
9:04
Bilirubin {umcl/L} Sereening 30-04-2014/ 23.8 (H, ncs) 5.0 - 21.0
9:09
Direct Bilirubin {(umol/L} Screening 30-04-2014/ 3.6 [H, ncs) 0.0 - 3.4
9:09
Indirect Bilirubin Screening 30-04-2014/ 20.2 (B, ncs} 1.6 -~ 17.¢6
{umol/L} 9:09
Lymphocytes/Leukocytes Screening 30-04-2014/ 17.3 (L, ncs} 18.3 - 48.1
(%) 9:09
Neutrophils/Leukocytes Screening 30-04-2014/ 73.4 (H, nocs} 38.2 - 71.3
(%) 9:09
Erythrocytes (ul}) Period 1,Day -1/ 04-05-2014/ 10.00 (H, ncs) 0.06 - 5.00
24 H Predose 9:52
{/HPF} Period 1,Day -1/ 04-05-2014/ 32.00 (H, ncs) 0.00 - 4.00
24 H Predose 9:52
{ul} Period 1,Day -1/ 04-05-2014/ 106.00 (H, ncs} 0.00 - 9.00
24 H Predose 9:52

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 formulatien,

Reference: 600 nug (3*200 ng 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 Baseline Tow - High
Amylase (IU/L} Period 1,Day -1/ 04-05-2014/ 28.0 - 100.0
24 H Predose 9:54
Leukocytes (/HPF) Period 1,Day -1/ 04-05-2014/ 0.00 - 4,00
24 H Predose 16:53
Leukocytes {ul) Pericd 1,Day -1/ 04-05-2014/ 0.00 - 8,00
24 H Predcse 16:53
Amylase (IU/T) Paricod 1,Day -1/ 04-05-2014/ 28.0 - 100.0
24 B Predose 16:56
Leukocytes (/HPF) Peried 2,Day -1/ 09-06-2014/ 0.00 - 4.00
24 H Predose 8:38
Leukocytes (ul) Period 2,Day -1/ 09-06-2014/ 0.00 - 9.00
24 H Predose 8:38
Glucose {mmol/L} Period 2,Day -1/ 09-06-2014/ 4.10 - 5.90
24 H Predose §:41
Sodium {mmol/L} Period 2,Day -1/ 09-06-2014/ 136.0 ~ 146.0
24 H Predose 8:41
Leukocytes (/HPF} Period 2,Day -1/ 09-06-2014/ 0.00 - 4.00
24 H Predose 17:50
Leukocytes (ul) Period 2,Day -1/ 09-06-2014/ 0.00 - 9.00
24 H Predose 17:50
Leukocytes (ul) Follow-Up 24-06-2014/ 0.00 - 9.00
7:50
Amylase {IU/L) Follow-Up 24-06-2014/ 28.0 - 100.0
7156

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. old formulation
EMR 200125-001

Merck Serono Page 187 of 197

EMR 200125-001 Confidential
Table 15.3.4.1 Bbnormal Laboratory Values (Safety Population)

Subject

Humber/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
HNumber Sequence {Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Creatine Kinase (IU/L) Follow-Up 24-06-2014/ 368.0 (H, ncs) 254.2 0.0 - 171.0
7:56
Treatment Monocytes/Leukocytes (%) Screening 30-04-2014/ 14.3 {(H, ncs) 5.3 - 14.2
Sequence 1 9:46
Erythrocytes (10712/L) Period 1,Day -1/ 08-05-2014/ 3.86 (L, ncs) 4,02 - 5.08
24 H Predose 8:30
Erythrocytes (10°12/L) Period 2,Day -1/ 13-06-2014/ 3.88 (L, ncs) 4,02 - 5.08
: 24 H Predose 9:08
f Erythrocytes (ul) Follow-Up 02-07-2014/ 10.00 (H, nos) 10 0.00 - 5.00
: 10:32
Leunkocytes (ul) Follow-Up 02-07-2014/ 25.00 (H, ncs) 25 0.00 - 9.00
10:132
R Erythrocytes (10°12/L) Follow-Up 02-07-2014/ 3.7% (L, ncs) -0.23 4.02 - 5,08
i 10:35
Treatment Urea (mmol/L) Screening 30-04-2014/ 2.50 (L, ncs) 2.80 - 7.20
Sequence 1 10:28
Erythrocytes (ul} Period 1,Day ~1/ 08-05-2014/ 10.00 {H, ncs) 0.00 - 5.00
24 H Predose 7:20
Thyroxine (nmol/L} Period 1,Day -1/ 08-05-2014/ 60.1 (L, ncs) 62.7 - 150.8
24 H Predose 1:22
Basophils (10°9/L} period 1,Day -1/ 08-05-2014/ 0.00 (L, ncs) 0.01 - 0.07
24 H Predose 7:22
Chleride {(mmol/L} Period 2,Day -1/ 13-06-2014/ 100.7 (L, ncs) 161.0 - 105.0
24 H Predose 9:04

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

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

Tast: 600 ug {3*200 ng tablets) levothyroxnine new formulation.

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

/project24/ep/blinded/e210899_merc/stats/versicnccntrol/primary/scripts/programfmain!TFL programs/Tables/Table

15.3.4.1.35as
11DEC2014 G0:01

Togument No.0900babe8085bbAG v1.0 CONFIDENTIAL 338/1628 w
INFORMATION il



EMR200125-001 Page 339 of 1628

Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. old formulation
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Treatment Teat Visit/ Date/Time of From Range
Number Sequence {(Unit} Timepoint Measurement Result f{a,b) Baseline Low - High
Erythrocytes {ul) Follow-Up 30-06-2014/ 16.00 (H, nes) 10 0.00 - 5.00
11:08
Leukocytes (/HPF) Follow-Up 30-06-2014/ £.00 (H, ncs) 0.00 - 4.00
11:08
Leukocytes (ul) Follow-Up 30-06-2014/ 253.00 {H, ncs) 25 0,00 - 9.00
11:08
. Treatment Platelets (10~9/L) Screening 02-05-2014/ 401 {H, ncs} 173 - 369
Sequence 2 12:24
Plateleta (10°9/L) Period 1,Day -1/ 08-05-2014/ 375 (H, ncs) 173 - 389
24 H Predose 9:14
Bascphils {10"9/1) Period 1,Day -1/ 08-05-2014/ 0.08 (H, ncs} 0.01 - 0.07
24 H Predose 9:14
Creatine Kinase (IU/L} Period 2,Day -1/ 13-06-2014/ 168.2 (H, ncs) 0.0 - 145.0
24 H Predose 11:22
Platelets {10+9/L) Period 2,Day -1/ 13-06-2014/ 385 (H, ncs} 173 - 36%
24 H Predose 11:22
Leukocytes {ul) Beriod 2,Day -1/ 13-06-2014/ 25.00 (H, ncs) 0.00 - 9.00
24 H Predeose 11:22
Thyroxine (nmol/L) Follow-Up 30-06-2014/ 62.3 (L, ncsa) -7.6 62.7 - 150.8
11:48
Basophils (1079/L) Follow-Up 30-06-2014/ 0.08 (H, ncs} 0.01 0.01 - 0.07
11:48
Leukocytes (/HPF) Follow-Up 30-06-2014/ 21,00 (H, ncs) 04.00 - 4.00
11:49

a: L = helow lower limit of reference range, H = above upper limit of reference range; b: nes = not clinically significant,
¢s = cliniecally 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 ug (3*200 pg tablets) levothyroxine ¢ld formulation.
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Table 15.3.4.1 Abnormal Labkoratory 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} Baaeline Low - High
. Leukocytes (ul} Follow-Up 30-06-2014/ 106.00 (H, ncs) 100 0.00 - 9.00
' 11:49
Treatmant Lymphocytes (107%/L) Screening 05-05-2014/ 1.06 (L, ncs) 1.08 - 3.00
Sequence 1 11:32
Eosinophils {10°$/L) Screening 05-05-2014/ 6.02 (L, ncsa) 0.03 - 0.50
11:32
Bilirubin (umol/L} Period 1,Day -1/ 06-05-2014/ 23.5 (H, ncs) 5.0 - 21.0
24 H Predose §:07
Chloride {(mmol/L) Period 1,Day -1/ 06-05-2014/ 99.3 (L, ncs) 101.0 - 109.9
24 H Predose g:07

Direct Rilirubin (umol/L) Period 1,Day -1/ 06-05-2014/

24 H Predcse

8:07

Tndirect Bilirubin Pariod 1,Pay -1/ 06-05-2014/

{umol/L) 24 H Predoae

8:07

Monocytes/Leukocytes (%) Period 1,Day -1/ 06-05-2014/

24 H Predese 8:07
Sedium (mmol/L) Period 1,Day -1/ 06-05-2014/
24 H Predcse 8:07

Alkaline Phosphatase {U/L) Period 1,Day -1/ 06-05-2014/

24 H Predese 8:07
Ketones (mmol/L) Period 2,Day -1/ 11-06-2014/
24 H Predose 9:59
Leukocytea (ul} Peried 2,Day -1/ 11-06-2014/
24 H Predcse 9:59

cs

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

Test: 00 ng (3*200 ng tablets) levothyroxine new formulation.
Reference: 600 pg (3%*200 pg tablets} levothyroxine old formulation.

4.5 (H, ncs)
19.0 (H, ncs)
15.4 (H, nca)
134.7 (L, ncs)
120.5 (H, ncs)

5.0 (H, ncs)

25.00 (H, ncs)

0.0 - 3.4
1.6 - 17.86
5.6 - 14.8

136.0 - 146.0

30.0 - 120.0
0.0 - 0.5
.00 - 9.00

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.
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Mumber/ Lab Change Reference
Random Treatment Test Visit/ Date/Time cof From Range
Number Sequence (Unit) Timepoint Measurement Result (a,b) Baseline Low - High
Bilirubin (umol/L) Period 2,Day -1/ 11-06-2014/ 25.3 (H, ncs}) 5.0 - 21.0
24 H Predose 10:01
Chloride {mmol/L) Period 2,Day -1/ 11-06-2014/ 87.6 (L, ncas) 101.0 -~ 109.0
24 H Predose 10:01
Direct Bilirubin (umol/L} Period 2,Day -1/ 11-06-2014/ 4.2 (H, ncs) 0.0 - 3.4
24 H Predose 10:01
Indirect Bilirubin Period 2,Day -1/ 11-06-2014/ 20.4 {H, ncs} 1.6 - 17.6
(umol /L) 24 H Predose 10:01
Monocytes/Leukocytes (%) Period 2,Day -1/ 11-06-2014/ 18.0 (H, ncs} 5.6 - 14.8
24 H Predose 10:01
Sodium (mmol/L} Pericd 2,Day -1/ 11-06-2014/ 134.1 (L, ncs) 136.0 - 146.0
24 H Predose 10:01
Eosinophils {10°9/L) Period 2,Day -1/ 11-06-2014/ 0.02 (L, ncs) 0.03 - 0.50
24 H Predose 10:01
Ecosinophils/Leukocytes Period 2,Day ~1/ 11-06-2014/ 0.5 (L, ncs) 0.6 - 8.4
(%) 24 B Predose 10:01
Creatine Kinase (IU/L} Follow-Up 26-06-2014/ 3332.5 {H, ncs} 3196 0.0 - 171.0
11:14
Chloride {mmol/L) Follow-Up 26-06-2014/ 100.1 (L, ncs) -1.7 101.0 - 109.0
11:14
Eosinophils {10°9/L) Follow-Up 26-06-2014/ 0.02 (L, ncs) o 0.03 - 0.50
11:14
Eosinophils/Leukocytes Follow-Up 26-06-2014/ 0.5 (L, nas) -0.1 0.6 -~ 8.4
{%) 11:14

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

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

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

Reference: 600 pg (3*200 png tablets) levothyroxine old formulation.
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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
Number Sequence {Unit} Timepoint Measurement Result (a,b) Baseline Low - High
Creatine Kinase MB {IU/L) Follow-Up 26-06-2014/ 77.2 (H, ncs) 0.0 - 24.0
11:14
Creatine Kinase {IU/L) Follow-Up 02-07-2014/ 171.4 (H, ncs} 34.9 0.0 - 171.0
11:08
Treatment Lymphocytes (10%9/L) Screening 05-05-2014/ 0.64 (L, ncs} 1.08 - 3.00
Sequence 2 11:38
Lymphocytes/Leukocytes Screening 05-05-2014/ 16.3 (L, ncs} 18.3 - 48.1
(%) 11:38
Amylase (IU/L} Period 1,Day -1/ 06-05-2014/ 104.6 (H, ncs} 28.0 ~ 100.0
24 H Predose 8:05
Thyroxine (nmol/L) Period 1,Day -1/ (06-05-2014/ 61.4 (L, ncs} 62.7 - 150.8
24 H Predose 8:05
Lymphocytes (10°9/L} Period 1,Day -1/ 06-05-2014/ 0.74 (L, ncs} 1.08 - 3.00
24 H Predose 8:05
Chloride {(mmol/L)} Period 1,Day -1/ 06-05-2014/ 100.6 (L, ncs} 161.0 - 109.0
24 H Predose 8:05
Monocytes/Leukocytes (%} Period 1,Day -1/ 06-05-2014/ 17.8 (H, ncs) 5.6 - 14.8
24 H Predose 8:05
Lymphocoytes/Teukocytea Period 1,Day -1/ 06-05-2014/ 16.7 (L, ncs) 18.3 - 48.1
(%) 24 H Predose 8:09
Amylase {(IU/L} Period 2,Day -1/ 11-06-2014/ 104.7 (H, ncg) 28.0 - 100.0
24 H Predose 8:56
Chloride (mmol/L) Period 2,bay -1/ 11-06-2014/ 89,7 (L, nocs} 101.0 - 109.0
24 H Predose 8:56

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

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

Test: 600 pug (3+200 pg tablets) levothyrozine new formulation.
Reference: 600 pg {3*200 pg tableta} levothyroxine old formulation.

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 Vigit/ Date/Time of From Range
Nunmber Sequence {Unit) Timepoint Measurement Result f{a,b) Baseline Low - High
Leukocytaes (1079/L) Follow-Up 26-06-2014/ 3.02 (L, ncs) -0.83 3.19 - 8.71
13:26
Creatine Kinase (IU/L) Follow-Up 26-06-2014/ 196.3 (H, ncs) 47,5 0.0 - 171.0
13:26
Monocytes (10°9/L} Follow-Up 26-06-2014/ 0.23 (L, ncs) -0.29 0.30 - 0.92
13:26
Treatment Creatine Kinase {IU/L) Sgreening 05-05-2014/ 171.1 (H, neca) 0.0 - 171.0
Sequence 1 12:35
Chloride {(mmocl/L} Screening 05-05-2014/ 100.8 (L, nca) 101.0 - 109.0
12:35
Chloride {mmol/L} period 1,Day -1/ 08-05-2014/ 100.8 (L, necs) 101.0 - 1.0%.0
24 H Predose 8:05
Creatine Kinase (IU/L} Period 2,Day -1/ 13-06~2014/ 183.9 (H, ncs) 0.0 - 171,0
24 H Predcse $:38
. Creatine Kinase {IU/L) Follow-Up 03-07-2014/ 210.6 (H, ncs) 35.5 0.0 - 171,0
N 11:28
Monocytes (10°9/1L) Follow-Up 03-07-2014/ 0.28 (L, ncs) -0.1%6 0,30 - 0,92
11:28
Treatment Chloride {mmoi/L}) Period 1,Day -1/ 13-05-2014/ 99.9 (L, ncs) 102,00 - 108.0
Sequence 2 24 H Predose 7:35
Treatment Creatine Kinase (IU/L) Screening 09-05-2014/ 185.0 (H, ncs) 0.0 - 171.0
g Sequence 2 11 :42
% Monocytes/Lenkocytes (%} Screening 09-05-2014/ 16.6 (H, ncs) 5.6 - 14.8
11:42

a: L = below lower limit of reference range, H = above upper limit of reference range; b: ncs = not clinieally significant,
ca = 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 Range
Humber Sequence (Unit) Timepoint Measurement Result {a,b) Baseline Low - High
Chloride (mmol/L) Period 1,Day -1/ 13-05-2014/ %9.3 (L, ncs) 101.0 - 108.0
24 H Predose 7:44
Thyroxine (nmol/L} Period 2,Day -1/ 18-06-2014/ 61.5 (L, ncs) §2.7 - 150.8
24 H Predose 10:11
Chloride (mmol/L) Period 2,Day -1/ 18-06-2014/ 100.9 (L, ncs} 101.0 - 109.0
24 H Predose 10:11
Monocytes (10%9/L) Period 2,Day -1/ 18-06-2014/ 0.95 (H, nca) 0.30 - 0.92
24 U Predose 10:11
Chloride fmmol/L} Follow-Up 03-07-2014/ 100.1 (L, nca} 101.0 - 109.0
g:14
Monocytes (10°9/L) Follow-Up 03-07-2014/ 0.93 (H, ncs) 0.30 - 0.92
§:14
Treatment Urea {(mmol/L} Screening 10-05-2014/ 2.76 {L, ncs) 2.80 -~ 7.20
Sequence 2 10:03
Urea {(mmol/L) Period 1,Day -1/ 13-05-2014/ 2.79 (L, ncs) 2.80 - 7.20
24 H Predcse 9:42
Chloride {mmol/L) Period 1,Day -1/ 13-05-2014/ 98.6 (L, ncs) 101.0 - 109.0
24 H Predose 9:42
Sodium (mmol/L) pPeriod 1,Day -1/ 13-05-2014/ 133.9 (L, ncs) 136.0 - 146.0
24 H Predose 9:42
Treatment Amylase (IU/L) Screening 20-05-2014/ 121.2 (H, ncs) 28.0 - 100.0
Sequence 1 §:50
Chloride (mmol/L) Screening 20-05-2014/ 98.7 (L, ncs) 1i01.0 - 149.0
8:50

cs

Treatment Seguence 1:
Test: 600 pg (3*200 pg tablets

Test/Refarence;

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 formulation,

above upper limit of reference range; b:

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

ncs

= not clinically significant,
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Table 15.3.4.1 Abnormal Laborateory Values (Safety Population)

Subject

Number / Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Humber Sequence {(Unig} Timepeint Measurement Result f{a,b} Baseline Low - High
Sodivm (mmeol/L) Screening 20-05-2014/ 134,4 (L, ncs) 136.0 - 146.0
§:50
Amylase (IU/L} Screening 22-05-2014/ 114.4 (H, nes) 28.0 - 100.0
723
Amylase {(IU/L) Period 1,Day -1/ 23-05-2014/ 114,7 (H, ncs} 28.0 - 100.0
24 H Predese 7157
Erythrocytes (ulL} Period 2,bay -1/ 28-06-2014/ 10.00 (B, ncs) 0.00 ~ 5,00
24 H Predoae 8:04
Leukocytes {ul) Period 2,Day -1/ 28-06-2014/ 25.00 (H, ncs) 0.00 - 5,00
24 H Predose §:04
Emylase (IU/L} Period 2,Day -1/ 28-06-2014/ 109.6 (H, ncs) 28.0 - 100.0
24 H Predose 8:06
Creatine Kinase (IU/L) Period 2,Day -1/ 28-06-2014/ 270.7 (H, ncs} 0.0 - 145.0
24 H Predose 8:086
Amylase {IU/L) Follow-Up 14-07-2014/ 133.1 {H, ncs) 18.7 28.0 - 100.0
8:03
Treatment Erythrocytes (ul} Screening 20-05-201¢/ 250.00 {H, ncs) 0.00 - 5.00
Sequence 2 12:36
Bacteria Screening 20-05-2014/ POSITIVE (H, necs)
12:36
Urea (mmol/L) Pericd 2,Day -1/ 28-06-2014/ 2,12 (L, ncs) 2.80 - 7.20
24 H Predose 9:46
Glucosse (mmel/L} period 2,Day -1/ 28-06-2014/ 4.06 (L, ncs} 4.10 - 5.90
24 H Predocse 9:486

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 rasults,

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

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

Reference: 600 pg (3*200 pg tablets} levothyroxine old formwlatien,
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Table 15.3.4.1 Abnormal Laboratory Values {3afety 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
Monocytes/Leukocytes (%) Period 2,Day -1/ 28-06-2014/ 14.7 (H, ncs) 5.3 - 14.2
24 H Predose 9:46
Erythrocytes (ul) Follow-Up 14-07-2014/ 10.00 (H, ncs}) -240 0.00 - 5.00
11:47
Urea (mmol/L) Follow~Up 14-07-2014/ 2.55 (L, ncs} -0.33 2.80 - 7.20
11:350
Eosinophila (10°9/L} Follow-Up 14-07-2014/ 0.47 (H, ncs} 0.17 0.04 - 0.43
= 11:50
Treatment Lymphoeytes (1049/L) Screening 20-05-2014/ 2,91 (H, ncs} 0.99 - 2,89
Sequence 1 12:40
Protein (g/L} Period 1,Day -1/ 23-05-2014/ 65.1 (L, ncs) 66.0 - 83.0
24 H Predose 9:56
Creatine Kinase {(IU/L} Period 1,Day -1/ 23-05-2014/ 145.9 (H, ncs} 0.0 - 145.0¢
24 H Predose 9:56
Sodium (mmol/L) Period 1,Day -1/ 23-05-2014/ 135.6 (L, ncs} 136.0 - 146.0
24 H Predose 9156
Bilirubin {umel/L} Period 2,Day -1/ 28-06-2014/ 4.5 {L, nocs) 5.0 - 21.0
24 H Predose 9:52
Chloride (mmol/L) Period 2,Day -1/ 28-06-2014/ 100.6 (L, necs} 101.0 - 109.0
24 H Predose 9:52
Sedium (mmol/L} Period 2Z,Day -1/ 28-06-2014/ 135.2 (L, ncs} 136.0 - 146.0
24 H Predose 9:52
tT Treatment Protein (g/L) Screening 20-05-2014/ 3.5 (L, ncs) 66.0 - 83.0
Sequence 2 12:44

a: L = below lower limit of reference range, H =
cs =
Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.
TPest: GO0 pg t3*200 ug tablets) levothyroxine new formulation.

Reference: 500 ug {3*200 pg tablets) levothyroxine old formulation.

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

= not clinically significant,
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Table 15.3.4.1 Abnormal Laboratory Values (Safety Population)

Subject
Number/ Lab Change Reference
Random Treatment Test Visit/ Date/Time of From Range
Number Sequence (Unit} Timepoint Measurement Result (a,b) Baseline TLow - High
Thyroxine (nmol/L) Screening 20-05-2014/ 58.3 (L, ncs) 62.7 - 150.8
12:44
Urea (mmol/L} Screening 20-05-2014/ 1.82 (L, ncs) 2.80 - 7.20
12:44
Chloride (mmol/L) Screening 20-05-2014/ 100.8 (L, ncs) 101.0 - 109.0
12:44
Sodium {mmol/L) Screening 20-05-2014/ 132.2 (L, ncs} 136,00 - 146.,0
12:44
Calcium {mmol/L) Screening 20-05-2014/ 2.1% (L, nca) 2,20 -~ 2.865
12:44
Thyrotropin (mU/L) Screening 20-05-2014/ 0.22 (L, ncs) 0.35 - 4.94
12:44
Protein {g/L} Paried 1,Day -1/ 23-05-2014/ 64.1 (L, ncs} 66.0 - 83.0
24 H Predose 8:36
Sodium {mmocl/L} Peried 1,Day -1/ 23-05-2014/ 135.7 {L, ncs) 136.0 - 146.0
24 H Predose 8:36
Urea (mmol/L) Period 2,Day -1/ 28-06-2014/ 2.40 (L, nes} 2.80 - 7.20
24 H Predose 8:02
Erythrocytes {ul) Follow-Up 13-07-2014/ 10.Q0 (H, ncs) 10 0.00 - 5.00
6:41
Leukocytes (/HPF) Follow-Up 13-07-2014/ 34,00 (H, ncs) 0.00 - 4.00
6:41
Leukocytes {ul) Follow-Up 13-07-2014/ 300,00 (H, ncs) 500 0.00 - 9.00
6:41

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

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

Subject
Humbex/ Lab Change Reference
Random Treatment Test viait/ Date/Time of From Range
Number Sequence {(Unit} Timepoint Measurement Result (a,b) Baseline Low - High
Squameus Epithelial Cells Fellow-Up 13-07-2014/ 19 (H, ncs} ¢ - 15
{/HPF} 6:41 ‘
Protein (g/L) Follow-Up 13-07-2014/ £4,5 (L, ncs} T 66.0 - 83.0
7:07
Urea (mmel/L} Follow-Up 13-07-2014/ 2.24 (L, ncs) 0.42 2.80 - 7.20
7:07
Thyrotropin (mU/L} Follow-Up 13-07-2014/ 0.08 {L, ncs) -0.42 0.35 - 4.94
707

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

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

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

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

/projectztl/ep/blinded/eZl03997merc."stats/versioncontrol,’primary/scriptsfproqram:‘main."TFL programs/Tables/Table
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15.3.5 Other Displays of Laboratory Data

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

Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment
and Time Point: Clinical Chemistry (Safety Population)
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Table 15.3.5.1.1 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology

{Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108}) (N=108) (N=216
Laboratory visit/
Test (Unit) Timepeint Statistics Observed Change Cbaerved Change Observed Change
Basophils Screening n {missing) 108 (0) 108 (0} 216 (0}
{10~%/L}
Mean (5D} ©0.029 (0.019) 0.031 (0,017) 0.030 (0.018}
Median 0.030 0.030 0.030
Min; Max 0.00; 0.13 0.00; 0.12 0.06; 0.13
Period 1/ n {missing) 108 {0) 108 {0} 216 {0}
(Day -1)
Mean (SD} 0.031 (0.01%) 0.032 (0.018} 0.032 (0.018}
Median 0.030 0.030 0.030
Min; Max 0.00; 0.11 0.00; 06.10 0.00; 0.11
period 2/ n {missing) 105 {(0) 105 {(0) 210 {0)
(Day -1)
Mean {SD) 0.030 (0.020) 0.032 (0.017) ¢.031 (0.018
Median 0.030 0.030 0.030
Min; Max 0.400; 0.15 0.00; 0,09 0.00; 0,13

Baseline defined as Screening for Follow-Up results.

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

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

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

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

fpreject24fepfblinded/eZ10899_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Table 15.3.5.1.1 Summary
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and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology

{Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
(N=108) {N=108) {N=216})
Laboratory Visit/
Test {Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Basophils Follow-Up n (missing) 108 (Q) 108 () 108 (D) 108 (0} 216 (0} 216 (0
(10°9/L}
Mean (8D} 0.029 (0.016) 0.000 (0.0l3) 0.032 (0.018) 0.001 (0.014) 0.031 (0.017) 0.000 (0.014}
Median 0.030 0.000 0.030 1.000 0.030 0.000
Min; Max 0.01; 0.10 -0.06; 0.04 0.00; 0.10 -0.05; 0.04 0.00; 0.10 -0.06; 0.04
Basophils/Leu Screening n {missing) 108 (0} 108 (0} 216 {0}
kocytes (%)
Mean (3SD) 0.53 (0.326) 0.54 (0.296) 0.53 (0.310
Median 0.50 0.50 0,50
Min; Max 0.0:; 2.1 a4.0; 1.6 0.0; 2.1
Period 1/ n {missing} 108 (0] 108 {0) 216 {0y
{Day =1)
Mean (SD} 0.37 (0.308) 0.54 (0.2986) 0.56 (0.302)
Median 0.50 0.50 0.50
Min; Max 0.0; 2.2 0.9y 1.7 0.0; 2.2

Baseline defined as Screening for Follow-Up resulta.

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

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

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
/project24/ep/blinded/e210899_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Table 15,3.5%.1.1 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology

{Safety Population}

Treatment Sequence 1 Treatment Sequence 2 Total
{(N=108) {N=108} {N=216}

Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Basophils/Leu Period 2/ n (missing) 105 {0} 105 (0} 210 (0
kocytes (%) {bay -1)

Mean (SpD} 0.56 (0.342) 0.54 (0,295) 0.55 (0.319%

Median 0.50 0.50 0.50

Min; Max 0.0; 1.9 0.0; 1.6 0.0; 1.9

Follow-Up n (missing) 108 {0} 108 (0} 108 (0} 108 (0) 216 (0} 216 (0)

Mean (8D} 0.54 (0.286) 0.01 (0.247) 0.54 (0.2%2} 0,00 (0.276) 0.534 (0.288) 0.01 (0.261

Median 4.50 0.00 0.50 0.00 0.50 0.00

Min; Max 0.1; 1.8 -1.1; 0.8 0.0; 1.6 -0.9; 0.6 0.0 1.9 -1.1; 0.6
Eosinophils Screening n {(misaing) 108 (0) 106 (0} 216 (0)
(10~9/L)

Mean (SD) 0.139 (0.101} 4.172 {0.132) 0.155 (0.118)

Median 0,120 0.120 0.120

Min; Max 0,01; 0.49 0.00: 0.72 0.00; 0.72

Baseline defined as Screening for Follow-Up results.

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

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

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

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

fproject24/ep/blinded/eZ10899_merc/stats/versioncontrolfprimary/scripts/program/main/TFL programs/Tables/Table
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and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology

Treatment Seguence 1 Treatment Sequence 2 Total
(N=108) {N=108) {N=216}
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Ohgerved Change Obaerved Change
Eosinophils Pericd 1/ n {missing} 108 (0) 108 (D) 216 (0}
{10~58/L) (Day -1}
Mean (SD) 0.161 (0.111) 0.202 (0.169) 0.181 (0.144)
Median 0.135 0.150 0.140
Min; Max 0.03; 0.54 0.00; 1.03 0.00; 1.03
Pericd 2/ n (missing) 105 (80) 105 (0} 210 (0)
(Day -1}
Mean (SD) 0.158 (0.104} 0.184 (0.126}) 0.171 (0.116)
Median 0.130 0.130 0.130
Min; Max 0.02; 0.60 0.01; 0.54 0.01; 0.60
Follow-Up n {missing) 108 (0) 108 (0} 108 (0} 108 (0} 216 (0} 216 (0
Mean {SD} 0.146 (0.096) 0.007 (0.063) 0.1%1 (0.174} 0.01% (0.102) 0.168 (0.142) 0.013 (0.085)}
Median 0.120 0.010 0.125 0.000 0.1z20 0,010
Min; Max 0.02; 0.534 -0.23; 0,20 0.01; 1.i2 -0.21; 0.54 0.01; 1.12 -0.23; 0.54

Baseline defined as Screening for Follew-Up results.

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

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

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

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

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

15.3.5.1.1.35as
11DEC2014 00:01

M

CONFIDENTIAL 353/1628

INFORMATION

Document No.0900babe80B5bb46 v1.0



EMR200125-001 Page 354 of 1628

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

Merck Sercno Page 5 of 20
EMR 200125-001 Confidential
Table 15.3.5.1.1 summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology
{Safety Population}

Treatment Seguence 1 Treatment Sequence 2 Total
{N=108) {N=108} (N=216}
laboratory Visit/
Test (Unit) Timepoint Statistics Cbserved Change Observed Change Observed Change
Fosinophils/L Screening n {missing) 108 {0} 108 (0) 216 (0)
eukccytes (%)
Mean (SD} 2.56 (1.913) 2.93 (2.041) 2.74 (1.982)
Median 2,20 2.35 2.20
Min; Max 0.1; 9.8 ¢.0; 11.8 0.0; 11.8
Peried 1/ 1 (missing) 108 (0) 108 (0) 216 {0)
(pay -1)
Mean (SD} 3.03 (2.173) 3.33 (2.41%) 3.18 (2.298
Median 2.50 2.70 2.60
Min; Max 0.,3; 10.8 0.0; 15.1 0.0; 15.1
Pericd 2/ n (missing} 105 (0) 105 (O) 210 ()
(Day -1}
Mean (SD) 2.91 (1.967) 3.07 (2.040) 2.89 (2.001)
Median 2.20 2.30 2.30
Min; Max 0.2; 12.0 0.2; 9.9 0.2y 12.0

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence 1: 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 formulatien.
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Table 15.3.5.1.1 Summary and Change from Screening to FU of Laboratery Data by Treatment Sequence and Time Peint: Hematology
{Safety Populaticn)

Treatment Sequence 1 Treatnent Seguence 2 Total
(N=108} (N=108) (N=216
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Eosinophils/L Follow-Up n {missing) 108 (0) 108 (0) 108 (0} 108 (0) 216 (0} 216 (0

sukocytes {%}

Mean {SDY 2.67 (1.761) D.11 (1.253) 3.15 {2.447) 0.22 (1.324) 2.91 (2,140} ©0.16 (1.287
Median 2.10Q 0.20 2.30 0.10 2.20 0.10
Min; Max 0.4; 9.6 -5.8; 4.2 0.2; 13.3 -3.8; 3.9 0.2; 15.3 -5.8; 4.2
Erythrocytes Screening n (missing) 108 (Q) 108 (0) 216 (0)
(10"12/L)
Mean (SD) 4.778 {0.408) 4,807 (0.377) 4.792 (0.392)
Median 4,780 4,805 4.800
Min; Max 3.81; 5.66 3.89; 5.76 3.81; 5.7¢6
Period 1/ n (missing) 108 (0} 108 (0} 216 (0)
{Day -1)
Mean (3D} 4.797 (0.384) 4,842 10.390) 4.819 {0.387}
Median 4.770 4.860 4,820
Min; Max 3.96; 5.64 3,82; 5.88 3.92; 5.88

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence 1: Test/Reference; Treatment Sequence 7: Reference/Test.

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

Reference: 600 pg (3*200 pg tableta) levothyroxine old formulation.
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Table 15.3.5.1.1 Summary
(Safety Population)
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and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108} {N=108} {N=216)
Laboratory visit/
Teat (Unit) Timepoint Statistics Observed Change Ohserved Change Observed Change
Erythrocytes Period 2/ n (missing) 105 (Q) 105 {0} 210 (0}
{10712/L) {Day -1}
Mean (SD} 4.774 (0.419) 4,803 (0.398) 4,788 (0.408)
Median 4.760 4,840 4,775
Min; Max 3.88; 5.56 3.94; 5.7% 3.88; 5.7¢
Follow-Up n (missing) 108 (0) 108 (0} 108 (0} 108 (0} 216 (0} 216 {0}
Mean (8D) 4.676 (0.417) -0.,102 {0,205} 4.706 {0.424) -0.101 (0.228) 4.691 (0.420) -0.101 {0.217}
Median 4.670 -0.130 4,745 -0,080 4.700 -0.110
Min; Max  3.73; 5.55 -0.54; 0.46  3,71; 5,89 -0.62; 0.4% 3.71; 5.8% -0.62; 0.49
Hematocrit Screening n {(missing} 108 (0) 108 (0} 216 (0
(L/L}
Mean {SD) 0.415 {0.033) 4.417 (0.029) 0.416 (0.031
Median 0,420 0.420 0.420
Min; Max 0.32; 0,47 0.35; 0.48 0.32; 0.48

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min:

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

in the safety population for the total summary; n: Number of subjects in specific laboratory tests,

Treatment Sequence 1:
Test: 600 pg

Test/Reference;
(3*200 pg tablets)

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

Reference: 600 pg {3*200 ng tablets) levothyroxine oid formulation.
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Table 15.3.5.1.1 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology
(Safety Population) .

Treatment Sequence 1 Treatment Sequence 2 Total
(N=108) {N=108} (N=216)
Laboratory visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Hematocrit Period 1/ n {missaing] 108 (0) 108 (0 216 (0}
(L/L) {Day -1}
Mean {8D) 0.415 (0,031} 0.418 (0.031) 0.416 {0.031)
Median 0.420 0.420Q 0.420
Min; Max  0.33; 0.48 0.34; 0.49 0.33; 0.49
Period 2/ n (missing) 105 (0} 105 (D) 210 (O
(Day -1)
Mean (8D} 0.414 (0.034} G.416 {0,031} 0.415 (0.033}
Median 0.410 0.420 0.420
Min; Max  0,33; 0.47 0.34; Q.47 0.33; 0.47
Follow-Up n (missing} 108 (0) 108 {0} 108 (0 108 (0) 216 (0 216 (0}
Mean {(SD} 0,407 {0.035) -0.008 (0.018) 0.409 (0,034} -0,008 (0.019) 0.408 (0.034) -0.008 (0.018)
Median 0.410 -0.010 0.410 -0.010 0.410 -0.010
Min; Max  0.31; Q.46 -0.04; 0.05 0.32; 0.4% -0.05; 0.04 0.31; 0.49 -0.05; 0.05

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence l: 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 formulation.
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Table 15.3.5.1.1 Summary and Change from Screening to FU of Taboratory Data by Treatment Sequence and Time Point: Hematology
{Safety Population}

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) {N=108} {N=216
Laboratory Visit/
Test (Unit} Timepoint Statistics Observed Change Observed Change Observed Change
Hemoglebin Screening n (missing) 108 (0} 108 (0) 216 (0)
(g/L)
Mean (SD} 141.6 (13.65) 142.0 (11.38) 141.8 (12.63)
Median 143.5 144.0 144.0
Min; Max 101; 165 111; 164 101; 165
Period 1/ n (missing) 108 {0} 108 (Q) 216 (0}
{Day -1}
Mean (SD) 141.8 (12.93) 143.1 (12.41) 142.5 {12.66)
Median 143.0 145.0 144.0
Min; Max 105; 166 111; 166 105; 166
Period 2/ n (miasing) 105 {0) 105 (0) 210 ()
{Day -1}
Mean (SD) 141.0 (14.06) 141.8% (12.50) 141.4 (13.28)
Median 14z2.0 142.0 142.0
Min; Max 104; 164 108; le64 104; 164

Baseline defined as Screening for Follow-Up results.

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

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

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 15.3.5.1.1 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology

{safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
(N=108} {(N=108) {N=216)
Laboratory Visit/
Test (Unit} Timepoint Statistics Observed Change Chservad Change Observed Change
Hemoglobin Follow-Up n (missing) 108 {0} 108 {0} 108 (0} 108 {0} 216 (0} 216 {0
tg/L)
Mean (8D} 138.2 (14.52}) -3.3 (6.52) 138.7 (13,70) -3.3 (6.50) 138.5 (14.08) -3.3 (6.50)
Median 140.0 ~4.0 140.5 -3.0 140.0 -3.0
Min; Max 96; 164 -18; 21 100; 167 -21; 15 96; 167 -21; 21
Leukocytes Screening n (missing) 108 (0) 108 (0} 216 (0}
(10%89/L)
Mean {SD) 5.618 (1.3%8) 5.891 (1.339) 5.755 {1.373)
Median 5.325 5.855 5.460
Min; Maz  3.15; 10.10 3.36; 9.87 3.15; 10.10
Period 1/ n (missing) 108 {0} 108 (0} 216 {0
(Day -1}
Mean (SD} 5.499 (1.304) 5.986 (1.322) 5.743 (1.332)
Median 5.400 5.833 5.620
Min; Max 3.11: 10.23 2.93; 10.38 2.93; 10.36

Baseline defipned as Screening for Follow-Up results.

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

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

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulatien.
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and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology
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Table 15.3.5.1.1 Summary
{Safety Population)

Treatment Seqguence 1 Treatment Sequence 2 Total
{N=108) (H=108) {M=216)
Laboratory Visit/
Test (Unit) Timepoint Statistics Ohserved Change Observed Change Observed Change
Leukocytes Period 2/ n (missing) 105 {0} 105 (o) 210 (0)
{10°9/L} {Day -1)
Mean (SD) 5.648 (1.462) 6.132 (1.802) 5.890 (1.549
Median 5.280 5.900 5,663
Min; Max 3.49; 12.23 3.74; 14.88 3.49; 14.68
Follow-Up n {missing) 108 (0} 108 (0} 108 (0} 108 (0 216 (0) 216 (0
Mean (SDY 5.591 (1.293) -0.027 (1.135)6.013 (1.502) 0,121 {1,200) 5.802 (1.414) 0.047 {1.167}
Median 5.425 0.010 5.745 0.005 5.605 0.010
Min: Max 2.90; 9.51 -3.38; 3.82 3,09; 10.75 -4.05; 3.48 2,90; 10.75 -4.05; 3.62
Lymphocytes Screening n (missing) 108 {0) 108 (0} 216 {0)
{10*9/L}
Mean (SD} 1.698 (0.415) 1,786 (0.382) 1.742 {0.400)
Median 1.645 1.805 1.730
Min; Max 0.98; 3.09 0.64; 2.83 0.64; 3.69

Baseline defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects

in the safety population for the total summary; n: Number of subjects in specific laboratory tests.
Tregatment 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%.5.1,1 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology

{Safety Population)

Treatment Seguence 1 Treatment Sequence 2 Total
[(N=108} (N=108) {N=216)
Laboratory visit/
Test {(Unit) Timepoint Statistics Ckserved Change Observed Change Observed Change
Lymphocytes Period 1/ o {(missing) 108 (&) 108 (0} 216 (0)
{10%5/L) {Day -1}
Mean (SD) 1.752 (0.425; 1,925 (0.483) 1.859 {0.459)
Median 1.785 1.3850 1.835
Min; Max 1,07 3.32 0.74; 3.62 0.74; 3.62
Pericd 2/ n {missing} 105 (0) 105 (0) 210 ()
(Day -1}
Mean (SD) 1.724 (0.454) 1.918 {0.472) 1.821 (0.472)
Median 1.640 1,870 1.770
Min; Max 0.992; 3.83 0.85; 3.48 0.85; 3.83
Follow-Up n (missing) 108 (0) 108 (0} 108 {0) 108 (0} 216 {0) 216 (0)
Mean {5D) 1.740 (0.496) 0.042 (0.324) 1.838 {0.435) 0.051 (0.357) 1.789 (0.468) 0.047 {0,340
Median 1.680 0.035 1.730 ¢.060 1.6%0 0.040
Min; Max 0.57; 3.83 -0.89; 1.11 1.04; 3.14 -0.83; 1.22 0.57; 3.83 -0.89; 1.22

Baseline defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects

in the safety population for the total summary; n: Number of subjects in specific laboratory tests.
Treatment Sequence 1: Test/Reference; Treatment Sequence 2: Reference/Test.

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

Reference: 600 pg {3*200 yg tablets) levothyroxine old formulation.
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Table 15.3.5.1.1 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematoclogy

{Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) (N=108) (N=216}
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Ohserved Change
Lymphocytes/L 3creening n {(missing) 108 (0} 8 (0 216 (D)
eukocytes (%)
Mean (8D} 31.21 (7.323) 30.98 (68.740) 31.09 (7.022}
Median 30.60 30.80 30.75
Min; Max 17.1; 51.1 16.3; 50.4 16.3; bHl.1
Period 1/ n (missing) 108 {0) 108 (0} 216 (0
{Day -1}
Mean ({8D) 33.41 (7.410) 32.74 (7.447) 33.08 {7.419
Median 32.30 32.40 32.40
Min; Max 12.6; 53.7 14.6; 51.7 12.8; 33.7
Peried 2/ n {missing}) 105 (0} 105 {0} 210 (0}
{Day -1)
Mean (SD} 31.48 (7.856} 32.32 (8.010) 31.80 (7.92e6
Median 30.70 32.40 31.50
Min; Max 13.4; 52.6 13.4; 51.0 13.4; 52.§

Baseline defined as Screening for Follow-Up results.

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

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

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

Reference: 600 pg (3*200 ug tablets) levothyroxine eld formulation.
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Table 15.3.5.1.1 Summary and Change from Screening to FU of Laboratery Data by Treatment Sequence and Time Point: Hematology
(Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) {N=108) {(N=216
Laboratory Visit/
Test (Unit) Timepoint Statisties Observed Change Observed Change Observed Change
Lymphocytes/L Follow-Up n (missing) 108 (0) 108 (0} 108 (0} 108 {0} 216 {0) 216 {0

sukocytes (%)
Mean {SD) 31,70 (7.566) 0.49 {6.106) 31.48 (7.222) 0.50 (5.939) 31.59 (7.379) 0.49 (5.009

Median 30.75 0.85 30.90 0.35 30.80 0.50
Min; Max 9.3; 32.9 -15.4; 13.6 15.2; 48.4 -23.0; 22.2 %.3; 52.9 -23.0; 22.2
Monccytes Screening n (missing) 108 (0) 108 (0} 216 (0)
{10%8/L)
Mean (SD) 0.523 {(0.143) 0.514 (0.142} 0.518 {(0.142)
Median 0.515 ¢.490 0.500
Min; Max 0.26; 0.88 ¢.24; 0.98 0.24; 0.98
Period 1/ n (missing) 108 (Q) 108 {0} 216 ()
(Day -1}
Mean (SD) 0.334 {0.148) 0.546 (0.165) 0.540 {0.157)
Median 0.510 0.525 0.520
Min; Max  0.30; 1.16 0.24; 0.95 0.24; 1.16

Baseline defined as Screening for Follow-Up results.

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

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

Test: 500 ny (3*200 ng tablets) levothyroxine new formulation.

Reference: 600 pg [3*200 png tablets) levothyroxine old formulation.
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and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Polnt: Hematology

Treatment Sequence 1 Treatment Sequance 2 Total
(N=108) {(N=108} {N=216
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Gbserved Change
Monocytes Period 2/ n (missing) 105 (0} 105 (0} 210 (M
(10"9/L) (Day -1}
Mean (SD} 0.547 (0,167} 0.526 {0.143} 0.536 (0.155
Median 0.530 0,530 0.530
Min; Max ¢.31; 1.17 0.25; 1.02 0.25: 1,17
Follow-Up n (missing) 108 (0} 108 (0) 108 (0) 108 {0} 216 (0) 218 (0
Mean (SD) 0.530 (0.147) 0.007 (0.121) 0.521 {0.158) 0.008 (0.115) 0.526 (0Q.153) 0.007 (0,118)
Median 0.503 -0.005 0.520 0.000 7.510 0.000
Min; Max 0.28; 0.92 -0.35; 0.34 0.23; 0.93 -0.2%; 0.35 0.23; 0.93 -0.35; 0.3%
Monocytes/Leu Screening n (missing) 108 (0) 108 (0) 216 (0}
kocytes (%)
Mean (SD) 9.51 (2.445) 8.91 (2.319) 9.21 (2.396
Median 9.15 8.45 8.65
Min; Max 5.8; 20.5 4.7; 16.6 4.7 20.5

Baseline defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects

in the safety population for the total summary; n: Number of subjects in specific laboratory tests.

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

Treatment Sequence 2: Reference/Test.
levothyroxine new formulation.
ievothyroxine old formulation.
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and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology
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Takle 15,3.5.1.1 Summary
(Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
(N=108} {N=108}) (N=216}
Laboratory Visit/
Test (Unit) Timepoint Statistics Obaerved Change Observed Change Observed Change
Monocytes/Leu Period 1/ n (missing) 108 (0} 108 {0} 216 10}
kocytes (%} {Day -1}
Mean (SD) 9.89 (2.427) 9.15 (2.243) 9,52 {2.361)
Median 9.15 9.15 9.15
Min; Max 6.0; 18.4 5.3; 17.8 5.3; 14.4
Period 2/ n {missing) 103 (D) 105 (0} 210 (0}
(Day -1)
Mean (SD} 9.83 {2.4486) 8.75 (2,088} 9.29 (2.331)
Median .50 8.60 9.2Q
Min; Max 5.4; 18.0 4.7; 14.7 4.7; i8.0
Follow-Up n (missing) 108 (0} 108 (0) 108 (0} 108 (0} 216 (D) 216 (0
Mean (SD} 9.60 (2.137) 0.10 {2.033) 8.75 (2.016) -0.16 {(2.122) 9.17 (2.117} -0.03 (2.077)
Median 9.30 0.25 8.65 -0.30 8.85 0,00
Min; Max 5.8; 16.2 -9.7: 1.6 4.6; 14.8 -6.4; 8.9 4.6; 16.2 -9.7; 8.9

Baseline defined as Secreening for Follow-Up results.

Mazx:

Maximum Value;
in the safety pcpulation for the total summary; n:
Treatment Sequence 1: Test/Reference;

Min:

Minimum Value; N:

Teat: 600 pg (3*200 pg tablets) levothyroxzine new formulation.
Reference: 600 pg {3*200 pg tablets}) levethyrozine old formulation,

The number of subjects dosed with each treatment,
Number of subjects in specific laboratory tests.
Treatment Sequence 2: Reference/Test.

or the number of subjects
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Table 15.3.5.1,1 Summary and Change from Screening te FU of Laboratory Data by Treatment Sequence and Time Point: Hematology
(Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
(M=108) {N=108) {N=216}
laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Obaerved Change
Neutrophils Screening n {missing} 108 (0} 108 {0} 216 {0}
(10~8/L}
Mean (SP} 3.238 (1.139) 3.400 {1.098) 3.31% (1.128%})
Median 2.930 3.245 3.100
Min; Max 1.27; 1.34 1,607 6.43 1,27; 7.34
Period 1/ n {missing)} 108 (D) 108 (G} 21 (0}
{Day -1}
Mean (3D) 2.982 (1.080) 3.281 (1.045) 3,131 (1.071)
Median 2.810 3.085 2.915
Min; Mar  1.08; 7.35 1.61; 7.87 1.08; 7.867
Period 2/ n (missing) 105 (0) 105 (0} 210 (0}
(Day -1)
Mean (SD) 3.188 {1.286) 3.471 (1.421) 3.330 (1.35%)
Median 2.940 3.260 3,125
Min; Max 1.29; 9.40 1.44; 11.59 1.29: 11.59

Baseline defined as Screening for Follow-Up results.

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

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

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

Reference: 600 pg (3*200 ng tablets) levothyroxzine old formulaticn,
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Table 15.3.5.1.1 Summary and Change from Screening to FU of Laboratory Data by Treatment Segquence and Time Point: Hematology
{Safety Population}

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108} {N=108) {N=216
Lahoratory Visit/
Teat (Unit} Timepoint Statistics Observed Change Observed Change Observed Change
Neutrophils Follow-Up n (missing} 108 (0) 108 (D) 108 (0} 108 (0} 216 {0} 216 (0
(10~8/1.)
Mean (SD} 3,145 (1.036} -0,092 {1.040) 3.431 (1.218} 0,031 (1.021) 3.288 (1.146} -0.030 {1.030}
Median 2,985 -0.120 3.215 -0.045 3.110 -0.085
Min; Max 1.30; 7.1%9 -2.96; 3.63 1.24; 8.19 -2.78; 3.51 1.24; 8.19 -2.86; 3.63
Neutrophils/L Screering n (missing) 108 (0} 108 (0) 216 (0}
enkocytes (%)
Mean (SD) 56.20 (8.395) 56.64 (7,938) 56,42 (8.154)
Median 53,90 56.00 55.80
Min; Max 34,7; 73,1 37.5; 5.0 34.7; 15.0
Feriod 1/ n (missing) 108 (0) 108 (O) 216 {0}
(Day -1)
Mean (5D} 53.09% (8.308} 54,23 {B8.337) 53.66 (8.323})
Median 53.1¢0 53.95 33.25
Min; Max 33.3; 78.1 32.7; 77.0 32.7; 715.1

Baseline defined as Screening for Follew-Up results,

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

Treatment Sequence l: Test/Reference; Treatment Segquence 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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Taple 15.3.5.1.1 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematoloegy

(3afety Population)

Treatment Segquence 1 Treatment Sequence 2 Total
{N=108) {N=108) (N=216)
Laboratory Visit/
Test (Unit) Timepoint Statistics Chserved Change Observed Change Observed Change
Neutrophils/L Period 2/ n (miasing) 105 {0) 105 {0} 210 ()
eukocytes (%)} (Day -1)
Mean (SD) 55.23 (8,968} 65.31 (9.289) 55.27 (9.108)
Median 56.30 54.90 55.95
Min; Max  35.8; 77.1 35.0; 79.0 35,0; 79.0
Follow-Up n {missing) 108 (0} 108 (0) 108 (0} 108 (0} 216 {0) 216 {0
Mean (5D} 55.50 (8.377} -0.70 (7.816) 56.09 (8.216) -0.56 (6.627) 55.79 (8.283) -0.63 {7.229)
Median 56.50 -1.30 57.00 -0.05 56.70 -1.20
Min; Max  34.8; 76.0 -21.0; 21.0 37.3; 17.3 -18.2; 26.7 34.8; 77.3 -21.0; 26.7
Platelets Screening n {missing) 108 (0} 108 (0} 216 (0)
(10%9/1)
Mean (SD) 247.0 {46.83) 247.5 (53.45) 247.2 (50.14)
Median 240.5 242.0 241.5
Min; Max 144; 407 127; 411 127; 411

Baseline defined as Screening for Follow-Up results.

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

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) levothyrozine cold formulation.
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Table 15.3.5.1,1 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Hematology

{Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108} {N=108) (N=216)
Laboratory Visit/
Test {(Unit} Timepoint Statistics Observed Change Observed Change Observed Change
Platelets Period 1/ n {missing) 108 (0} 108 (0} 216 ()
(L0~9/1) (Day -1)
Mean {SD) 246.2 {(51.09} 252.,1 (55.27} 249.1 (53.18
Median 240.0 250.0 246.0
Min; Max 68; 449 126; 414 68; 449
Period 2/ n {missing) 104 (O} 105 (D) 209 (0}
{Day -1}
Mean (8D) 242.4 (43.84} 255.3 (37.77) 252.4 (51.27)
Median 246.5 248.0 247.0
Min; Max 146; 391 141; 391 141; 391
Follow-Up =n (missing) 108 (0) 108 (0) 108 (M) 108 (0) 216 (0} 216 (0}
Mean (8D} 256.7 (47.97) 9.7 (28.39) 256.1 (52.36) 8.7 (28.82) 256.4 (50.10) 9.2 (28.53}
Median 257.5 6.0 255.0 9.5 256.0 7.0
Min; Maxn 129; 378 -58; 97 131; 411 -101; 111 129; 411 -1017 111

Baseline defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects

in the safety population for the total summary; n: Number of subjects in specific laboratery tests.
Treatment Sequence 1: Test/Reference; Treatment Sequence ?: Reference/Test.

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

Refsrence: 600 ug (3*200 ug tablets) levothyroxine eld formulation.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Segquence and Time Point: Clinical
Chemistry (Safety Populaticn)

Treatment Seguence 1 Treatment Sequence 2 Total
(N=108} {N=108) {N=216)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Alanine Screening n (missing} 108 {0) 108 (o) 218 ()
Aminotransfera
se (U/L)
Mean (5D} 22.01 (10.80C1l} 21.93 {10.251) 21.97 {10.505})
Median 19.65 19.40 19.60
Min; Max 3.0; 54.5 6.4; 60.2 3.0; 80.2
Period 1/ n (missing} 108 (0) 108 {0} 216 (0}
(Day -1}
Mean (5D} 21.69 (10.447) 21.74 (9,201} 21.71 (9.821)
Median 1%.55 19,70 19.65
Min; Max 3.0; 59.9 7.0; 49.6 3.0; 58.9
Period 2/ n (missing) 105 (0) 105 (O 210 (0}
{Day -1}
Mean (5p) 23.01 (13.927) 23,54 (13.830) 23.28 (13.878
Median 21.30 20.60 20.80
Min; Max 5.1: 74.2 4.0; 106.4 4.0; 106.4

Baseline defined as Screening for Follow-Up results; NC: Hot Calculated,

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

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

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

Reference: 600 pg (3*200 ug tablets) levothyroxine old formulaticn.
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Table 15.3,5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry {3afety Population) -

Treatment Seguence 1 Treatment Sequence 2 Total
(N=108) {N=108} {N=216}

Laboratory visit/
Test (Unit) Timepoint Statistics Observed Change Chaerved Change Observed Change
Alanine Follow-Up n {missing) 108 (0) 108 {0} 108 (0} 108 (0} 216 {0) 216 (0}
Aminotransfera
se (U/L)

Mean {SD]  21.70 {10.794) -0.30 {(8.,915) 21.48 (10.481) -0.46 {8.415) 21,59 (10.614) -0.38 (8.649)

Median 19.55 -0.75 18.65 -0.350 19.20 -0,55

Min; Max 5.4; 61.2 -23.1; 43.8 8.7; 61.4 -24.7; 24.4 5.4; 61.4 -24.7; 43.8
Alkaline Screening n (missing) 108 (0} 108 (0} 216 (D)
Phosphatase
(U/L)

Mean (SD) 68.70 {(18.521) 65.89 (18.576) 67.29 (18.559}

Median 68.40 63,50 65.05

Min; Max 35.7; 118.5 28.6; 118.4 28.6 118.5

Period 1/ n {(missing) 108 (0} 108 (0} 216 (0}
(Day -1)

Mean (3D) 68.55 (18.778) 66.41 {17.873) 67.49 {18.369)

Median 66.30 62.95 64,40

Min; Max 34.1; 120.5 28.6; 113.5 28.6; 120.5

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

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

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

Reference: 600 pg {3200 nug tablets) levothyroxine old formulation.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry {Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
(N=108) {N=108) {N=216)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Chserved Change Observed Change
Alkaline Period 2/ n {missing) 105 (0} 1¢5 (0} 210 (0}
Phosphatase {Day -1}
{U/L)
Mean (SD) 69.60 (19.610) 66.09 (17,857) 67.85 (18.839)
Median 65.80 60.80 63.60
Min; Max 33.5; 134.06 33.3: 125.0 33.3; 134.6
Follow-Up n (missing) 108 (0} 108 (0] 108 (0) 108 (0) 216 (0} 21 (0}
Mean (SD} 6B.87 (19.149) 0,17 (7.893) 64.91 (16.447) -0.98 (8.449) 66.89 (17.918) -0.40 (B8.178)
Median 67.20 -0.05 62.03 -0.10 64.10 -0.10
Min; Max 34,2; 121.8 -20.9; 25.9 31.8; 106.4 -34.2; 17.2 31.8; 121.8 ~34,2; 25.9
Amylase (IU/L) Screening a (missing) 108 {0) 108 (0} 216 (0}
Mean (SD) 60.48 (18.681) 62.76 (1%.279) 6l.62 (18.872)
Median £7.65 61,460 59.35
Min; Max 28.1; 125.1 20.0; 104.8 20.0; 125.1

Baseline defined as Screening for Follow-Up regults; NC: Not Calculated.

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

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

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

Reference: 600 pg (3+200 pg tablets) levothyroxine old formulation.
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Table 15.3.5.1.2 Summary and Change from Scraening to FU of laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Population}

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108} {N=108) (N=216)
Laboratory visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Amylase (IU/L) Period 1/ n {missing) 108 (0) 108 (49) 216 (0)
{Day -1)
Mean (SD} 62.06 (21.286) 63,17 (23.041) 63.61 (22.184)
Median 58.55 62.55 5%.75
Min; Max 27.1; 135.5 16.8; 136.3 16.8; 136.3
Pericd 2/ n (missing} 105 (0) 105 (0) 210 (0}
(Day -1}
Mean {8D) 60.79 (18.037) 65.44 ({21.135) 63.11 (19.738)
Median 60.70 62.70 61.90
Min; Max 22.9; 127.6 16.8; 111.8 16.8; 127.6
Follow-Up n (missing) 108 (0) 108 (0} 108 (0) 108 (0} 216 (0) 216 (0
Mean (8D} 62.78 (21.448) 2.30 (10.989) 65.47 (26.013) 2.71 {15,560) 64.12 (23.823) 2.51 (13.440)
Median 60.00 1.15 62.35 1.10 60.75 1.15
Min; Max 27.1; 136.0 -37.8; 47.6 17.7; 216.3 -23.2; 128.4 17.7; Z216.5 -37.8; 128.4

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

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

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

Referance: 600 pg (3*200 pg tablets} levothyroxine old formulation.
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Table 15,3.5.1.2 Summary and Change from Scresning to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Population)

Treatment Secuence 1 Treatment Sequence 2 Total
{N=108) (M=108} (N=216)
Laboratory vigit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Obgerved Change
Aspartate Screening n {missing) 108 () 108 (0} 216 (D)
Aninotransfera
se (U/L)
Mean (3D} 23.25 (5.441}) 23.56 (5.604) 23.41 {5.513
Median 22.95 22.50 22.90
Min; Max 13.4; 39.5 9.6; 40.1 9.6; 40.1
period 1/ n (missing)} 108 (0} i08 (0 216 (0}
{Day -1}
Mean {SD} 23.05 (6.042) 23.18 {5.778) 23,11 (5.898)
Median 22,535 22.05 22.20
Min; Max 13.0; 44.5 10,37 50.0 10.3; 50.0
Pericd 2/ na (missing} 105 (0) 105 (0} 210 (0
{Day -1)
Mean (8D) 23.44 (22.310}) 23.75 (6.931} 24.59 (16.502)
Median 21.80 22.40 22.25
Min; Max 14.2; 240.6 11.7; S8.5 11.7; 240.6

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

Treatment Sequence 1: 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 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
(N=108) {N=108} {N=216}

Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Aspartate Follow-Up n (missing) 108 () 108 (Q) 108 (0} 108 (0} 216 (0} 216 (0}
Aminotransfera
se {U/L)

Mean (5D} 23,85 (11.827) D.70 (11.453)23.73 (20.125) 0.17 (9.444) 23.84 (10.984} 0.43 (10.477)

Median 21.80 -D0.75 21,05 -0.40 21.40 -0.80

Min; Max 12.9; 114.8 -17.8; 90.5 10.%; 97.6 ~-15.3; 0.3 10.9; 114.8 -17.8; 80.5
Bilirubin Screening n (missing) 108 (0} 108 (0) 216 {0}
{umol/L)

Mean {(SD) 12.94 (4,338} 13.14 {4.875} 13.04 {4.781)

Median 12.60 12.20 12.45

Min; Max 5.2; 30.7 4,6 32.5 4.6; 32.5

Period 1/ n (missing) 108 (D) 108 (0) 216 (0)
{(Day -1}

Mean (SD) 12.20 (4.480) 12.63 {5.168) 12.42 (4.830)

Median 11.15 12.10 il.35

Min; Max 4.,8; 24.8 4.3; 33.7 4.3; 33.7

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

Treatment Sequence 1: 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.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical

Chemistry {Safety Population)

Treatment Sequence 1 Treatment Seguence 2 Total
(N=108) (N=108} (H=216)
Laboratory visit/
Test (Unit} Timepoint Statistics Observed Change Obaerved Change Observed Change
Bilirubin Periocd 2/ n (missing) 105 (0) 105 (0) 210 (0}
{umel/L) {Day -1}
Mean (SD) 12.05 (4.817}) 12.72 (5,510) 12.39 (5.174)
Median 11.20 11.50 11.30
Min; Max 4,2r 36.8 5.3; 34.9 4.2; 36.8
Follow-Up 0 (missing} 108 (0} 108 (0) 108 (0} 108 (0} 216 (0} 216 (0}
Mean {(SD) 11.7% (5.037) =-1.16 (4.312)12.06 (5.895) -1.08 {4.373}11.92 (5.472) -1.12 (4.333)
Median 11.50 -1.40 10.45 ~1.30 10,90 -1.35
Min; Max 3.4; 41,2 -10.7; 24.4 4.3; 35.9 -13.7; 10.0 3.4; 41.2 -13.7; 24.4
Calcium Screening n (missing) 108 (0) 108 (D) 216 {0)
{mmol/L)
Mean (3D) 2.378 (0.078) 2.394 (0.081) 2,386 (0.080
Median 2.370 2.400 2.385
Min; Max 2.17; 2.59 2.19; 2,56 2.17; 2.59

Baseline dafined as Screening for Follow-Up results; NC: Not Calculated.

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

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 pug tablets) levothyroxine old formulation.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Labeoratory Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{(N=108) {N=108) {N=216)
Laboratory Visit/
Test {(Unit} Timepoint Statiatics Cbserved Change Observed Change Cbserved Change
Calcium Period 1/ n (missing) 108 (O) 108 (0} 216 (0}
(rmol /L) {Day -1)
Mean (SD} 2,371 {0.086) 2,384 (0.091}) 2.377 (0.088)
Median 2.375 2.380 2.380
Min; Max 2.20; 2.58 2.18; 2.87 2.18; 2.67
Period 2/ n (missing) 105 (0) 105 (0) 210 ()
(Day -1}
Mean {SD) 2.364 (0.086) 2.387 (0.073) 2.375 (0.080)
Median 2.360 2,390 2.380
Min; Max 2.15; 2.51 2.17; 2.65 2.15; 2.865
Follow-Up n {missing} 108 (0) 108 (0) 108 (1) 108 () 216 () 216 {0}
Mean (SD) 2.363 (0.086) -0.015 2.368 (0.085) -0.027 2.365 (0.086) -0.021
{0.075) (0.079) (0.077)
Median 2.360 -0.010 2.315 -0.020 2.360 -0.020
Min; Max 2.19; 2.70 -0.18; 0.24 2.13; 2.61 -0.23; 0.1% 2.13; 2.70 -0.23; 0.24
Baseline defined as Screening for Follow-Up results; NC: Not Calculated.
Max: Maximum value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects

in the safety population for the total summary; n: Number of subjects in specific laboratory tests.
Treatment Sequence 1: Test/Reference; Treatment Sequence 2:; Reference/Teat.
Test: 600 pg {3*200 pg tablets) levothyrcxzine new formulation.

Reference: 600 pg (3*200 png tablets) levothyroxine old formulation.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) {N=108) (N=21€6)
Lahoratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Cnange
Chloride Screening n (missing) 108 (0} 108 {0} 216 (0}
(mmol/L}
Mean (3D} 101.72 (2.028) 102.22 (2.191) 101,87 (2.121})
Median 101.95 102.45 102.10
Min; Max 96.2; 105.6 95.4; 106.5 85.4; 106.5
reriod 1/ n (missing) 108 (0} 108 {0} 216 (0}
{Day -1)
Mean {SD} 102.68 (1.919) 102.67 {2.122) 102.67 (2.01%)
Median 102.85 102,50 102.¢0
Min; Max 97.9; 107.0 97.7; 107.8 ’ 87.7; 107.8
Period 2/ n (missing) 105 (0) 105 (0} 210 (0}
(Day -1)
Mean (SD} 102,32 (2.200) 102,68 (2.246) 102.60 (2.219)
Median 102.80 102.80 102.80
Min; Mazx 95.%; 108.8 96.8; 107.9 85.9; 108.8

Baseline defined as Screening for Follow-Up results; NC: Not Calculated,

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

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

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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Table 15.3.5,.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Populaticn)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) {N=108} (N=216}

Laboratory visit/
Teat (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Chloride Follow-Up n (missing) 108 (0} 108 (0} 108 (0} 108 {0) 216 (0) 216 ()
{mmol/L}

Mean (SD) 102,84 {1.913) 1.12 (1,8%8) 102.99% (2.024) 0.77 (2.232) 102.92 (1.966} 0.95 (2.056)

Median 102,90 1.10 103.00 0.80 102.90 0.90

Min; Max 97.67 107.1 -3.8; 5.7 87.2; 107.14 -5.9; 7.5 87.2; 107.4 -5.9; 7.5
Creatine Screening n {missing) 108 {0} 108 {0) 216 {0
Kinase {(IU/L}

Mean (SD) 120.69 {€8.397) 120.37 (60,423} 120.53 {64.383

Median 107.20 109.85 108.90

Min; Max 36.6; 466.8 30.9; 361.3 30.9; 466.8

Period 1/ n (missing) 108 (0} 108 (0} 216 (0}
(pay -1}
Mean {(SD) 132.51 135.50 134.01
(110.143) (130.286) (120.365)
Median 108.70 109.75 109.63
Min; Max 42.2; 965.1 35.2; 129%2.1 35.2; 1292.1

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

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

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.5.1.2 Sunmary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Polnt: Clinical
Chemistry (Safety Population)

Treatment Segquence 1 Treatment Sequence 2 Total
{N=108) {N=108} {N=216}
Laboratory Vigit/
Test (Unit) Timepoint Statistics Observed Change Cbserved Change Observed Change
Creatine Period 2/ n (missing) 105 (D) 105 (0} 210 (0}
Kinase (IU/L} ({Day -1)
Mean {SD} 221.77 150.05 185.91
(B88.514) {160.664}) (637.947)
Median 107.70 106.70 106.90
Min; Max 32.4; 8146.7 39.4; 1564.9 32.4; 9146.7
Follow-Up n (missing} 108 (0} 108 (0) 108 (0} 108 (0} 216 (0) 216 (0}
Mean (SD} 195.086 74.136 174.10 53.74 184.58 64.05
(440.927) {4392.269) {283.239) {277,501} {369.854) ({366.689)
Median 107.50 1,90 108.10 2.00 107.50 2.00
Min; Max 28.3; 3332.5 -267.0; 33.0; 2666.8 -15%.3; 28.3; 3332.5 -267.0;
3196.0 2540.8 3196.0
Creatinine 5creening n (missing) 108 (0} 108 (0) 216 (D)
fumol/L)
Mean (3D} &7.50 (10.707) 67.39 (11.185} 67.44 {10.823
Median 67.80 66.80 67.00
Min; Maxr 45.2; 90.8 43,6 99.8 45.2: 90.6

Baseline definmed as Screening for Follow-Up results; NC: Not Calculated.

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

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

Pest: 600 ny (3*200 ng tablets) levothyroxine new formulation. .

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Labcratory Data by Treatment Sequence and Time Point: Clinical

Chenistry (Safety Populatiom)
Treatment Sequence 1 Treatment Segquence 2 Total
{N=108) {N=108) (N=216
Laboratory visit/
Test (Unit) Timepoint Statistics Chbserved Change Observed Change Observed Change
Creatinine Pericd 1/ n (missing) 108 (0) 108 (0} 216 {0}
(umol /L) {Day -1}
Mean (SD} 70.47 {11.603) 63,65 {11.840} 70.06 (11.702}
Median 70.40 68.15 69.25
Min; Max 41.7; 94.6 40.9; 94.0 40.9; 24.86
Pericd 2/ n {missing} 105 (0) 105 (0} 210 (0
(Day -1)
Mean (5D) 70.8% (11.012} 69.99 ({12.493) 70.44 (11.757
Median 71,90 67.80 70.25
Min; Max 50.9; 58.9 46,2; 102.7 46.2; 102.7
Follow-Up n (missing} 108 (0} 108 (0) 108 (0} 108 (0} 216 (0} 216 (0
Mean (8D} 68.97 (11.000) 1.47 (6.376) 69,66 (12.131) 2.28 (6.471) ©6%9.32 (11.557) 1.88 (6.421)
Median 68.80 1.20 68.85 1.45 €8.80 1.35
Min; Max 45.4; 96,3 -21.5; 19.2 43.1; 100.1 -14,0; 21.5 43.1; 100.1 -21.5; 21.5

Baseline defined as Screening for Follow-Up results;

NC: Not Calculated.

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

in the safety population for the total summary; n:
Test/Reference;
600 pg (3*200 pg tablets)
(3*200 ng tablets)

Treatment Seguence 1:
Test:

Reference: 600 pg

Treatment Sequence 2: Reference/Test.

levothyroxine new formulation.

levothyroxine old formulation.

Number of subjects in specific laboratory tests.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) (N=108} (N=216}

Laboratory Visit/
Test (Unit) Timepoint Statistics Ohserved Change Cbaerved Change Obaerved Change
Creatinine Screening n (missing) 108 (D) 108 (0} 216 (0}
Clearance
(mL/min/1.73m2
)

Mean {SD) 106.0 (13.12} 106.5% (15.08) 106.5 {14.09)

Median 102.5 10z.0 102.0

Min; Max 90; 151 90; 180 90; 180
Direct Screening n {missing) 7 (0) 14 (0 21 (0}
Bilirubin
fumol/ L)

Mean (5D} 4.27 (0.894) 4,40 {0.762) 4,36 (0.788)

Median 4.20 4,25 4,20

Min; Max 3.3; 6.0 3.0; 5.9 3.0; 6.0

Period 1/ n (missing} 6 {0) 8 (0) 14 (0)
{Day -1}

Mean (5D} 4.52 (0.840) 4,15 (0.843) 4.31 (0.831)

Median 4,60 4,05 4.35

Min; Max 3.5; 5.8 2.8; 3.9 2.8; 5.9

Baseline defined as Screening for Follow-Up resaults; NC: Not Calculated.

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

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

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

Reference: 600 pg {3*200 pg tablets} levothyroxine old formulation.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Polnt: Clinical

Chemistry (Safety Population)
Treatment Sequence 1 Treatment Sequence 2 Total
(N=108) {N=108) (N=216)

Laboratery Visit/
Test (Unit) Timepoint Statistics Cbserved Change Cbhserved Change Observed Change
Direct Period 2/ n (missing} 3 (0) 8 (0) 11 {0}
Bilirubin {Day -1}
{umol/L)

Mean (SD} 3.73 {2.558) 4.54 (0.721) 4.32 (1.349

Median 4.90 4.65 4,80

Min; Max 0.8; 5.5 3.2; 5.3 0,.8; 5.?

Follow-Up n (missing} 3 (0} 2 (1) 8 (0) 4 (4) 11 (0 6 {5

Mean (SD) 3.67 (0.814) NC 4,98 (0.911) 0.75 (1.190) 4.62 {1.043) 0.53 (1.167)

Median 3.30 NC 5.05 0.50 4.60 0.50

Min; Max 3.1; 4.6 NC 3.6; 6.6 -D.4; 2.4 3.1 6.8 -0.%; 2.4
Gamma Glutamyl Screening n (missing) 108 (0) 108 (0} 216 (0
Transferase
(U/L)

Mean (5D} 19.22 (9.648) 20.60 (5.130) 19.91 (9.326)

Median 16.60 18.45 17.30

Min; Max 7.7 62.0 7.2; 55.7 7.2; 62,0

Baseline defined as Screening for Follow-Up results;
Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment,

Mazx:

NC: Not Calculated.

or the number of subjects

in the safety population for the total summary; n: Number of subjects in specific laboratory tests.

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

Test: 600 pg

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

Reference: 600 pg {3*200 pg tablets) levothyroxine cld formulation,
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Seguence and Time Point: Clinical
Chemistry (Safety Pcopulation}

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) {N=108} (N=216}
Laboratory visit/
Test (Unit} Timepoint Statistics Observed Change Observed Change Observed Change
Gamma Glutamyl Period 1/ n {missing) 108 (0) 108 (0} 216 {0)
Transferase {Day -1}
(U/L}
Mean {SD) 18.15 (8.641) 20.08B {8.885) 19.12 (8.797)
Median 15.90 17.45 16.55
Min; Max B.1; 63.1 7.9; 48.8 7.9; 63.1
Period 2/ n (missing) 105 (0) 103 {0} 210 (0}
{Day -1}
Mean (8D) 18.60 (10.526) 21.02 {10.4893) 19.81 {10.555)
Median 16.40 17.60 16.95
Min; Max g.2; 91.5 7.2: 63.5 7.2: 91.5
Follow-Up n (missing) 108 (0} 108 (0} 108 {0) 108 (0} 216 (0} 216 {0)
Mean (8D) 18.53 (9.932) -0.68 (5.724)20.12 (10,173} -0.45 (4.808) 19.32 {10.061) -0,59 (5.274)
Median 16.45 -0.20 17.45 -0.25 16.70 -0.20
Min; Max 8.3; 713.3 -27.7; 20.3 7.7; 72.9 -17.5; 20.8 7.7; 78.3 -27.7; 20.8

Raseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

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

Test: 600 pg {3+200 pg tablets) levothyroxzine new formulation.

Reference: 600 ug (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry {Safety Population})

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) (N=108) (N=216)
Laboratory Viasit/
Test (Unit) Timepoint Statistics Ubserved Change Observed Change Observed Change
Glucose Screening n {missing) 108 (0) 108 (0} 216 {0}
tmmol/ L)
Mean (8D} 4.646 (0.350) 4,572 (0.335) 4.609 {0.354)
Median 4.655 4.585 4,635
Min; Max 3.85; 5.7¢6 3.71; 5.41 3.71; 5.76
Period 1/ n (missing) 108 (0) 108 (0) 216 (0}
(Day -1)
Mean (SD) 4.854 (0.378}) 4.83% (0.395) 4.846 (0.386)
Median 4,845 4.855 4.850
Min; Max 4.00; 5.80 3.72; 3,60 3.72; 5.80
Period 2/ n (missing) 105 (0} 105 () 210 (0}
(Day -1}
Mean (SD) 4.856 (0.371) 4.747 (0.452) 4.801 (0.4186)
Median 4.830 4,800 4,820
Min; Max 4.04; 5.77 1.82; 6.11 1,92; 6.11

Baseline defined as Screening for Follow-Up results; HNC: Not Calculated.

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

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

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

Reference: 600 pg (3*200 ng tablets) levothyroxine oid formulation.
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Pable 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Fopulation)

Treatment Seguence 1 Treatment Sequence 2 Total
(N=108) {N=108) (N=216}

Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Glucose Follow-Up n {missing) 108 (0} 108 (0 108 (0} 108 (0} 216 {0} 216 (0
{mmol /1)

Mean (SD) 4,760 (0.378) 0.114 {0.372)4.707 (0,428} 0,135 (0.528) 4.734 (0.403) 0.124 {0.453}

Median 4.7175 0.135 4,640 0.065 4,700 0.100

Min; Max 3.88; 5.75 -0.88; 1.17 3.74; 6.99 -0.84; 3.28 3.74:; 6,99 -0.88; 3.28
Indirect Screening n (missing} 7 (0) 14 (0} 21 (0)
Bilirubin
{umol/L)

Mean (8D} 20.71 {2.607) 20.13 (2.642) 20.34 (2.5957%

Median 19.%0 19,63 19.8¢

Min; Max 18.2; 24.7% 17.2; 26.9 17.2; 26.9

Period 1/ n (missing) & (0} g (0) 14 (0}
(Day -1}

Mean (SD) 18.15 (1.005) 20.10 (3.691) 19,26 (2.954

Madian 18.45 18.65 18.65

Min; Max 16.7; 19.0 17.1: 28B.9 16.7; 28.9%

Baseline defined as Screening for Follow-Up results; NC: Mot Calculated.

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

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 15.3.5.1,2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinieal
Chemistry (Safety Population)

Treatment Sequence 1 Treatment Seguence 2 Total
{N=108} (N=108} (N=216}

Laboratory Visit/
Test (Unit) Timepoint Statistics Obsgerved Change Obgerved Change Ohserved Change
Indirect Period 2/ n {(missing} 3 (0} B (D) 11 (0
Bilirubin {bay -1)
{fumol/L})

Mgan (SDM 18.37 (14.061) 22.34 {4.366) 21.25 {7.505)

Median 20.40 21.35 20,40

Min; Max 3.4; 31.3 17.2; 29.86 3.4; 31.3

Follow-Up n (missing) 3 {(0) 2 (1 8 (0} 4 {4) 11 {0} 6 (5)

Mean ($D) 24.63 (10.364) NC 22,84 {3,952y 2.72 (3.428) 23.33 (5.755) 4.93 (5.389

Median 18.70 NC 23.10 3.85 22,60 3.85

Min; Max 18.6; 36.6 NC 17.5; 29.3 -0.2; 7.6 17.5; 36.86 -0.2; 14.1
Lactate Screening 0 (missing) 108 (0) 108 {40) 216 {0}
Dehydrogenase
(IU/L)

Mean (SD) 158.37 {22.498) 165.03 (22.124) 161.70 {22,308

Median 155,60 160.95 158.65

Min; Max 82.1; 220.¢ 127.7; 228.2 82.1; 228.2

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

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 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Seguence and Time Point: Clinical
Chemistry (Safety Pcpulation)

Treatment Seguence 1 Treatment Seguence 2 Total
{N=108) (N=108) {N=216)
Laboratory visit/
Test (Unit) Timepoint Statistica Observed Change Observed Change Ohserved Change
Lactate Period 1/ n (missing) 108 (0) 108 {0) 216 (1)
Dehydrogenase ({(Day -1)
(IU/L}
Mean (SD) 138.95 (23.664) 163,50 (22.253) 161.23 (23.030)
Median 157.35 161.45 158.70
Min; Max 84.7; 225.7 120.2; 231.2 84.7; 231.2
Pericd 2/ n (missing} 105 (G} 105 {0} 218 {0y
{pay -1)
Mean (5D} 163,43 (32.495) 169.46 (25,216) 166.45 (29,171)
Median 160.10 164.50 162.15
Min; Max 89.6; 379.1 133.8; 288.7 89.6; 379.1
Follow-Up n (missing) 108 (0} 108 {0} 108 (0} 108 (0} 216 (0} 216 (D)
Mean (SD) 15%.40 {25.150} 1,03 (19.435)163.48 {20.007) -1.33 161.44 {22.764) -0.26
{17.675} {18.578)
Median 155,15 -0.05 162.60 -4.40 158.05 -1,60
Min; Max §7.8; 238.2 -63.4; 80.5 121.0; 240.8 -55.7; 49.8 87.8; 240.8 -63.4; 80.5

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

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

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulaticn.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry {Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) {N=108} {N=216}
Laboratory Visit/
Test (Unit) Timepoint Statistics Ohserved Change Observed Change Obaerved Change
Fotassium Screening n (missing) 108 (0} 108 (0) 216 (0)
{mmol/L}
Mean (SD) 4.238 (0.300} 4,266 {0.271) 4.252 10.286)
Median 4.240 4.255 4,240
Min; Max 3.53; 3.13 3.68; 4.84 3.53; 5.13
Period 1/ n (missing} 108 (0} 108 (0) 216 ({0}
(Day -1)
Mean (8D} 4.2317 (0.337) 4,331 (0.331) 4.324 (0.333)
Median 4.285 4,290 4.290
Min; Max 3.49; 5.28 3.3G; 5.08 3,307 5.28
Period 2/ n (missing) 105 (0} 105 (03 210 (0}
(Day -1}
Mean {SD) 4.317 (0.3286) 4,287 (0.332) 4.302 (0.328)
Median 4.300 4.270 4,295
Min; Max 3.58; 5.06 3.47; 5.08 3.47; 5.06

Baseline defined as Screening for Follow-Up results; NC: Not Caleculated.

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

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

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

Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulation.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{(N=108) (¥=108) {N=2186)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Potassium Follow-Up n (missing} 108 (0) 108 () 108 (0} 108 {0} 216 (0} 216 (0}
[mmol /L)
- Mean (SD} 4.381 {0.326) 0.143 (0.321)4.336 (0.255) 0.070 (0.329)4.358 {0.293) 0.106 (0.326)
Median 4,345 0.080 4.350 0.075 4,350 0.090
Min; Maxn 3.63; 5.22 -0.57; 1.03 3.71; 4.921 -¢.70; 0.77 3.65; 5.22 -0.70; 1.03
Protein (g/L) Screening n (missing) 10B (0} 108 (0} 216 (0}
Mean (SD) 70.75 (3.366) 71,32 {3.478) 71.04 {3.426)
Median 70.85 71.75 71.20
Min; Max 80.4; 77.0 62.2; 15.0 60.4; 79,0
Periecd 1/ n (missing} 108 (0} 108 (0} 216 {0}
{Day -1}
Mean (SD} 70,70 (3.468) 71.64 (3.820) 71.17 (3.670)
Median 70.50 72,10 71.25
Min; Max 62.4; 80.7 63.4; 80.1 62.4; 80.7

Baseline defined as Screening for Follow-Up results:
Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects

Max:

NC: Not Calculated.

in the safety population for the total summary; n: Number of subjects in specific laboratory tests.
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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Confidential

Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Cliniecal
Chemiatry (Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) ({N=108) {N=216)
Laboratory Visit/
Test (Unit) Timepoint Statistics Chserved Change Chserved Cbserved Change
Protein {g/L) Period 2/ n (missing} 105 (0} 105 {0} 210 {0
{Day -1)
Mean {SD} 70.49 (3.807) 71.77 (3.599) 71.13 (3.802)
Median 70.90 71,90 71.40
Min; Max 61.3; 80.0 6d.4; B8l.4 61.3; 81.4
Follow-Up n (missing) 108 {0} {0) 108 (0} 216 {0} 216 (0
Mean (SD) 70.08 (3.430) -0,68 (2.911)70.40 (3.796) 7¢.24 (3.613) ~-0.80 (2.871)
Median 69,90 -0.80 70.20 70.10 -0.80
Min; Max 61.5; 78.3 -7.6; 9.2 57.5; 83.0 57.5; 83.0 -10.5; 9.2
Jodium Screening n {missing} 108 (0} 108 () 216 {0}
(mmol/L)
Mean (3D) 137.41 (2.039) 137.79 {2.08%) 137.60 (2.058)
Median 137.40 137.70 137.60
Min; Max 131.1; 143.6 131.9; 142.4 131.1; 143.6

Baseline defined as Screening for Feollow-Up results;
Max: Maximum Value; Min:

Minimum Value;

N:

in the safety population for the total summary; n:

Treatment Sequence l: Test/Refersnce;
Test: 600 pg (3*200 pg tablets)

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

NC: Not Calculated.
The number of subjects dosed with each treatment, or the number of subjects
Number of subjects in specific laboratory tests.
Treatment Sequence 2: Reference/Test.
levothyroxine new formulation.

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

15,3.5.1.2,3as
11DEC2014 00:01

CONFIDENTIAL 391/1628

Document No,0900babeB085bb46 v1.0
INFORMATION HVE



EMR200125-001 Page 392 of 1628

Levothyroxine Bioequivalence frial of new levothyroxine formniation vs. old formulation
EMR 200125-001

Merck Serono Page 23 of 31
EMR 200125-001 Confidential
Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Seguence and Time Point: Clinical
Chemistry {(Safety Population)

Treatment Sequence 1 Treatment Seguence 2 Total
(N=108) (N=108) (N=216
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Cbserved Change Observed Change
Sodium Pericd 1/ n {(missing} 108 (0) 108 (0) 216 (0)
{muol/L} {Day -1)
Mean (SD) 137.44 (1.874) 137.43 (1.772} 137.43 (1.820)
Median 137.65 137.50 137.60
Min; Max 132.2; 141.3 130.3; 141.1 130.3; 141.3
Period 2/ n {missing) 105 (0} 105 (0) 210 (O
{Day -1}
Mean (SD} 137.56 (2.117) 137.69 {1,919} 137.62 {2.017}
Median 137.80 137.80 137.80
Min: Max 129.7; 141.5 132.8; 142.6 129.7; 142.6
Follow-Up n (missing} 108 (0) 108 (0} 108 (0) 108 () 216 (0) 216 {0}
Mean (SD) 137.75 (1.582) 0.34 (1.686) 137.98 (1.882) 0.19 (2.332) 137.86 (1.738} 0.26 (2.031)
Median 137.85 0.35 137,90 0.05 137.5%0 0.20

Min; Max 133.6; 141.% -4.0: 4.6 131.7; 144.3 -6.3; 7.8 131.7; 144.3 -6.3; 7.9

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

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

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

Reference: 600 pg {3*200 pg tablets} levothyroxine old formulation.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Seqeence and Time Point: Clinical
Chemigstry (Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) {N=108) {N=216)
Laboratory Visit/
Test (Unit) Timepoint Statistics Cbserved Change Cbserved Change Cbserved Change
Thyrotropin Screening n {missing) 108 (0} 108 (0} 216 (O
(mU/L)
Mean (sSDh) 1.426 (0.721} 1.342 (0.585) 1,384 (0.661
Median 1.205 1.2058 1.205
Min; Max 0.42; 4.13 0.35; 3.52 0.35; 4.13
Follow-Up ' n (missing} 108 {(0) 108 {0} 108 (40} 108 {0} 216 {0} 216 {0
Mean (SD) 1.456 (0.824} 0.030 {0.613}1.301 (0.742) -0.041 1.378 (0.786) -0.006
(0.579) (0.596)
Median 1.260 0.010 1.110 -0.075 1.170 ~0.040
Min; Max 0.01; 4.07 -1.64; 2.30 0.08; 3.%0 -1.59; 2.07 0.01; 4.07 -1.64; 2.30
Thyroxine Seoreening n {missing) 108 (0} 108 (0} 216 (0}
{nmol/L)
Mean (3D} 75.28 (9.211) 76.66 (12.9231) 75,97 {11,222
Median 73.45 71.95 72,80
Min; Max 6§3.0; 113.9 63.5; 133.5 63.0; 133.5

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

Treatment Sequence 1: Test/Reference; Treatment 3equence 2: Reference/Test.

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

Reference: 600 ug (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.5.1.2 Summary and Change from Sereening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry {Safety Populatiom)

Treatment Seguence 1 Treatment Seguence 2 Total
{N=108} (N=108} {N=216}
Laboratory visit/
Test (Unit) Timepoint Statistics Chserved Change Obaerved Change Chbserved Change
Thyroxine Period 1/ n {(missing) 108 {(0) 108 (0} 216 ()
(rRMO1/T) {Day -1}
Mean (SD) 74.26 (8.0863) 76.14 (10.567) 75.20 {(9.424}
Median 13.50 73.85 73.75
Min; Max €0.1; 102.3 58.4; 111.1 58.4; 111.1
Period 2/ n {missing} 105 (0} 105 (0} 210 (0}
{Day -1
Mean (SD) 71.35 (8.555} 72.36 (10.438) 71.85 (9.534
Median 71.20 70.30 70.60
Min; Max 51.0; 93.6 52.4; 115.3 51.0; 115.3
Follow-Up n (missing) 108 (0) 108 (0} 108 {0) 108 (0} 216 (0} 216 {0
Mean (8D} 72.05 (13.298) -3.23 72.08 (11.282) -4.5% 72.06 {12.303) -3.91
(12.628) {10.833} {11.757}
Median 69.80 -4.20 71,00 -3.35 70.50 -3.55
Min; Max 54.8; 141.2 -31.8; 74.0 52.1; 107.3 -53.3; 16.4 52.1; 141.2 -53.3; 14.0

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

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

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

Reference: 600 pg (3*200 ng tablets) levothyroxine cld formulation.
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Table 15.3.5%.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
(N=108) (N=108) (N=216)
Laboratory Viait/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Thyroxine, Screening n {missing} 108 (0} 108 (0) 216 (0}
Free {pmol/L)
Mean (SD} 13.683 {1.179) 13,740 {1.354) 13.717 (1.266)
Median 13.480 13.415 13,435
Min; Max 11.41; 17.62 11.01; 17.89 11.01; 17.89
Follow-Up n (missing) 108 (0} 108 (0} 108 (@) 108 (0) 216 (0) 216 {0}
Mean (5D} 13.340 (1.712) -0.353 13.307 (1.254) -0.433 13.323 (1.497) -0.393
(1.681) (1.163) {1.442)
Median 13.080 ~0.405 13.115 -0.270 13.105 -0.380

Min; Max 10.22; 25.13 -4.33; 12.13 10.60; 17.86 -4.89; 2.60 10.22; 25.13 -4.89; 12.13

Triacylglycero Screening n {(missing) 108 (0) 108 (0} 216 (0}

1 Lipase {IU/L}
Mean (8D} 21.90 (10.121) 22.24 (9.686) 22.07 (9.884)
Median 19.70 21.25 20.25
Min; Max 3.4; 59.6 7.3; 57.1 3.4; 59.6

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

Treatment Sequence 1: 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 old formulation.
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinieal
Chemistry (Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108) (N=108) (N=216)
Laboratory Viait/
Test (Unit} Timepeint Statiatics Observed Change Observed Change Cbserved Change
Triacvlglycere Period 1/ n {(missing) 108 (0) 108 (0} 216 (0)
1 Lipase (IU/L} (Day -1)
Mean {30} 24.37 {(15.084) 25.63 (15.815) 25.00 (17.579
Median 18,50 22.20 21.10
Min; Max 5.4; 116.0 7.3; 188.4 5.4; 188.4
Period 2/ 10 (missing) 105 (0} 105 (0) 210 (0}
{Day -1)
Mean {(SD} 22,76 (12.178) 23.81 (11.719) 23.28 {11.934)
Median 20.20 22.50 20.85
Min; Max 5.7 71.5 7.2; 74.1 5.7; 4.1
Follow-Up n (missing) 108 (Q) 108 (0 108 {0} 108 (0) 216 {0} 216 {0}
Mean {SD) 23.17 (13.356) 1.28 (9.878) 22_.5% (10.598) 0.35 (6.783) 22.88 (12.032) 0.81 (8.466)
Median 19.30 0.20 21.20 0.70 20.10 0.25
Min; Max 1.3; 78.8 -29.5; 46,3 5.3; 533.2 -19.7; 22.1 1.3; 78.8 -29.5; 46.3

Baseline defined as Screening for Follow-Up results; MNC: Not Caleulated.

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

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

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

Reference: 600 ng {3*200 pg tablets) levothyroxine old formulation,
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
(N=108) (N=108) (N=216
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Triiodothyroni Sereening n (missing) 108 {0) 108 {0} 216 {0}
ne [nmol/L}
Mean (SD) 1.629 (0.185) 1.583 (0.195) 1.606 (0.19)
Median 1.8645 1.580 1.620
Min; Max 1.25; 2.12 1.16; 2.12 1.16; 2.12
Period 1/ n tmissing) 108 {0} 108 (0} 216 {0
{Day -1)
Mean (5D} 1.661 (0.198) 1.624 (9.190) 1.643 (0.154)
Median 1,430 1.620 1,620
Min; Max 1.20; 2.45 1.24; 2.14 1.20; 2.45
Period 2/ n {missing} 105 (0) 105 (0} 210 (D)
{Day -1)
Mean (SD} 1.620 (0.195) 1.591 {0.192} 1.605 (0.194)
Median 1.610 1.580 1.590
Min; Max 1.17; 2.29 1.05; 2,15 1.05; 2.29

Baseline defined as Screening for Follow-Up results; HNC: Not Calculated.

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

Treatment Sequence 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.

/project24/ep/blinded/e210829 merc/stats/versioncontrel/primary/scripts/program/main/TFL programs/Tables/Table

15,3.5.1.2.sas
11DECZ2014 00:01

Document No.0900babeB0850b45 v1.0 CONFIDENTIAL 397/1628
INFORMATION



Levothyroxine
EMR 200125-001

EMR200125-001 Page 398 of 1628

Bioequi{:alence trial of new levothyroxine formulation vs, old formulation

Merck Seroneo
EMR 200125-001

Page 29 of 31
Confidential

Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratery Data by Treatment Sequence and Time Point: Clinical
Chemistry (Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
(M=108) {N=108) {N=216

Laboratory visit/
Test {(Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Triiodothyroni Follow-Up n (missing) 108 (0) 108 (0) 108 (0) 108 (0) 216 (0} 216 (0}
ne (nmol/L)

Mean (8D} 1.6530 (0.217) ©0.021 (0.215)1.568 (0.:81) =-0.015 1.609 (0,208) 0.003 (0.202)

0,189)

Median 1,630 -0.010 1.555 -0.005 1.600 -0.010

Min; Max 1.12; 2.35 ~0,34; 9.97 1.05; 2.10 -0.57; 0.42 1.05; 2.35 -0.57; 0.97
Triiodothyroni Screening o (missing} 108 (0) 108 (0 216 (0
ne, Free
{pmol/L}

Mean (8D} 4.302 {0.511) 4,180 (0.512} 4.241 {0,514

Median 4.340 4.220 4.300

Min; Max 2.82: 5.36 2.82; 5.00 2.82; 5.36

Follow-Up n (missing) 108 (Q) 108 (O) 108 (0) 108 (0) 216 {0) 216 (0)

Mean (S5D) 4.387 (0.612} 0.0B6 (D.701)4.212 (0.522) 0.033 (0.592) 4.300 {0,574) 0.059 (0.651

Median 4.325 0.095 4.220 0.000 4,275 0.055

Min; Max 2.91; 6.94 -1.46; 3.87 2.78; 5.82 -1.53; 1.33 2.78; 6.94 ~1.53; 3.87

Baseline defined as Screening for Follow-Up results;

NC: Not Caleculated.

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

Treatment Sequence 1: Test/Reference; Treatment Segquence 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 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry {Safety Population)

Treatment Sequence 1 Treatment Sequence 2 Total
{N=108} {N=108} {N=216)
Laboratory visit/
Test {(Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Urea (mmol/L) Screening n (missing) 108 {0) 108 {0} 216 {0}
Mean (5D) 3.823 (1.140}) 3.81% (0.882} 3.821 (1.017)
Median 3.625 3.710 3.695
Min; Max 1.60; 6.77 1.82; 6.24 1.60; 6.77
Period 1/ n {missing) 108 (0) 108 (D} 216 {0
{Day ~1)
Mean (SD} 4.184 (1.18€) 4.24% (1.194) 4.216 (1.188}
Median 3.935 4.045 4.020
Min; Max 1.90; 71.32 2.08; 11.32 1.90; 11.32
Pericd 2/ n (missing) 195 (0} 105 (0} 210 {0}
{Day -1)
Mean (SD) 4.192 {1.130) 4,324 (1.068) 4.258 {1.088)
Median 4,180 4.240 4,215
Min; Max 1.94; 7.42 2.12; 7.08 1.94; 7.42

Baseline defined as Screening for Follow-Up results; NC: Not Calculated.

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

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

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation,
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Table 15.3.5.1.2 Summary and Change from Screening to FU of Laboratory Data by Treatment Sequence and Time Point: Clinical
Chemistry {Safety Population)

Treatment Seguence 1 Treatment Sequence 2 Total
(N=108) (N=108) (N=216}
Laboratory Visit/
Test (Unit) Timepoint Statistica Observed Change Observed Change Cbserved Change
Urea {mmel/L) Follow-Up n (missing) 108 (0) 108 (0) 108 (0 108 (0} 216 (0) 216 (0
Mean [SD}  4.333 (1.318) 0.510 {1.164)4.116 (0.240) 0.298 {0.964) 4.225 {1.146) 0.404 {1.072})
Median 4.150 0.385 3.995 0.305 4.045 0.343
Min; Max 1.81; 9.42 -3.20; 4.71 2,24; 7.18 -3.01; 2.78 1,91; 9.4z -3.20; 4.71

Baseline defined as Screening for Folleow-Up results; NC: Not Calculated.

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

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

Test: 600 pg (23*200 pg tablets) levothyroxzine new formulation.

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