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15.3.6 Other Displays of Safety Data

Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements
by Treatment and Time Point (Safety Population)

Table 16.3.6.2.1 Summary of Electrocardiogram Evaluations by Treatment and Time
Point (Safety Population)
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Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Peoint {Safety

Bopulation)

Test Reference Tetal
{N=209) (N=211) (N=216)
vital Sign Visit/
{Unit) Timepoint Statistics Chserved Change Observed Change Cbserved Change
Supine Systelic Screening n (missing) 216 (0)
Blood Pressure
(TmHg)
Mean (SD) 116.1 (9.41}
Median 116.0
Min; Max 97; 140
bDay -1/ n {missing} 209 ({0} 211 (0
24 H Predose
Mean (SD) 114.1 {10.65) 114.1 {10.33
Median 113.0 1i3.0
Min; Max 86; 156 87; 173
bay 1/ n (missing) 209 (0Q) 211 {0}
0 H 50 Min Predose
Mean (5D} 112.6 (11.06} 112.5 (10.8%
Median i11.0 112.0
Min; Max 86; 147 86; 147

Bageline is defined as Day 1 {predose) in each treatment period; Baseline is defined as Screening for Follow-Up resulis.
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 with specific vital signs results.

Subject is excluded in summary statistics when subject is discontinued witheut receiving the treatment.

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 15,3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point. (Safety

Population}

Test Reference Total
{(N=209) {N=211} {N=216)
Vital Sign Visit/
(Unit) Timepoint Statistica Observed Change CObserved Change Chserved Change
Supine Systolic Day 1/ n (missing) 209 (0} 209 {0) 211 {Q) 211 (0}
Blood Pressure 2 H Postdoss
(mmHg)
Mean (8D} 112.2 {9.58) -0.5 (7.28) 112.5 (10.84)0.0 (6.99
Median 111.0 -1.0 111.90 0.0
Min; Max 93; 141 -21; 26 86; 156 -22; 18
Day 1/ n (missing) 209 (0) 209 {0} 211 (0} 211 ({0}

3 K Postdose
Mean (5D} 113.2 (10.43)0.6 (7.01) 114.0 (11.19)1.5 (7.57)

Median 113.0 0.0 112.0 2.0
Min; Max 89; 147 -23; 24 84; 147 -20; 23
Day 1/ n (missing) 2092 (0} 208 (0) 211 (0} 211 ()

6 H Postdose

Mean (5D} 111.2 {9.83) -1.4 (7.75) 111.5 (10.44)-0.9 (7.68)
Median 111.0 -1.0 11c.0 -1.0
Min; Max 86; 144 -23; 1% 89; 142 -33; 24

Baseline is defined as Day 1 (predese) in each treatment period; Baseline is 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 with specific vital zigns results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

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

/project24/ep/blinded/e210899_merc/stats/versioncontrol/primary/scripts/progran/mein/TFL programs/Tables/Table

15.3.6.1.1.sas
11DEC2014 00:01
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Table 15.3.6.1,1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety

Population)

Test Reference Total
{N=209) (N=211} {N=216
Vital Sign visit/
(Unit) Timepoink Statistics Observed Change Chserved Change Observed Change
Supine Systolic Day 1/ n (missing} 209 (0) 209 (0) 211 (0) 211 (0
Blood Pressure 12 H Postdose
(mmHg)
Mean (SD) 113.5 {21.15) 0.9 (8.58) 113.5 (11.67) 1.0 (8.71)
Median iiz.0 0.0 112.0 1.0
Min; Max g82; 152 -29; 29 88; 152 -27; 27
Day 2/ n (missing) 209 (0} 209 (0) 211 (0} 211 ()

24 H Postdess
Mean (35D} 113,31 (10,11} 0.5 {7.96) 113.1 (9.78) 0.6 (7.49

Median 113.0 1.0 112.,0 0.0
Min; Max 88; 141 -24; 18 83; 141 =27y 22
Day 3/ n {missing) 209 {0) 209 (M 210 {0) 210 {0}

48 H Pestdose
Mean (SD) 112.7 {9.%0) 0.1 (9.07) 113.3 (9.99) 0.8 (9.42)

Median 112.0 0.0 112.5 0.0
Min; Maxz 23; 167 -25; 39 93; 147 -27; 24

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is 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 with specific vital signs resultas.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

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

/project24fep/blinded/ezl089B_merc/stats/versioncontrol/primary/scripts/prngram/main/TFL programs/Tables/Table

15.3.6.1.1.5as
11DECZ2014 00:0%1
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Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital 3igns Measurements by Treatment and Time Point (Safety
Population}

Test Reference Total
(N=209) {(#=211} {N=216)
vital Sign Visit/
(Unit) Timepoint Statiatics Obsarved Change Cbserved Change Chserved Change
supine Systclic Day 4/ n {missing) 209 (0} L 209 {0) 211 () 211 (0}
Bloed Pressure 72 H Postdose
(mmHg)
Mean (3D) 113.1 (9.82) 0.5 {B8.77) 114.3 (10.71) 1.8 (9.76}
Median 112.0 1.0 113.0 2.0
Min; Max 91; 151 -24; 23 83; 151 -24; 30
Follow-Up n (migssing) 216 (0} 216 (0)
Mean (5D) 115.7 (31.52) -0.4 (8.99)
Median 114.5 0.0
Min; Max 89; 131 -20; 20
Supine DiastolicScreening n (missing) 216 (0)
Blood Pressure
{mmHq}
Mean (SD) 71.0 (7.55)
Median 71.5
Min; Max 50; 89

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is defined as Screening for Follew-Up results.
Max: Maximum Velue; 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 with specific vital signs results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

Reference: 600 pg (3*¥200 pg tablets) levothyroxine cold fermulation.

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

15.3.6.1.1.sas
11DEC2014 00:01
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Teble 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety

Population)

Test Reference Total
{(N=209} {N=211) (N=216)
Vital Sign vigit/
(Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Supine DiastolicDay -1/ n (missing)} 209 {0) 211 ()
Blood Pressure 24 H Predose
(mmHg)
Mean (5D} 69.0 {8.31) 68,5 (7.20)
Median 69.0 68.0
Min; Max 47; 91 50; 95
Day 1/ n (migsing} 209 (0) 211 (0
Q0 H 50 Min Predose
Mean (SD) 66.9 (7.534) 67.7 (7.97)
Median 67.0 68.0
Min; Max 31; 91 16; 91
Day 1/ n (missing} 2092 (0) 209 (0) 211 (D) 211 (M)

2 H Postdose
Mean (3D) 66.4 (7.41) -0.5 (5.16} 66.8 {7.80) -1.0 (5.58)

Median 66.0 ~1.0 %6.0 -1.0
Min; Max 47; 87 -14; 13 46; 92 -26; 18

Baseline is defined as Day 1 (predcse) in each treatment period; Baseline is defined as Screening for Fellow-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 with specific vital signs results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

Test: 600 ug (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
/project24/ep/blinded/e210889 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.6,1.1,8as
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Table 15,.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety

Population)

Test Reference Total
(N=209) {N=211) {N=216)
Vital Sign Visit/
{Unit} Timepeint Statistics Observed Change Chserved Change Chserved Change
Supine DiastolicDay 1/ n {missing) 209 {0} 209 () 211 (D) 211 (0
Blocd Pressure 3 H Postdose
{mmHg)
Mean (3D} 67.4 {7.55) 0.5 (4.89) 68.2 (8.21) 0.5 (5.48)
Median 67.0 0.0 68.0 0.0
Min; Max 49; 95 -14; 20 47; 90 -19; 15
Day 1/ n (missing) 209 (0) 208 (D) 211 (0} 211 (0}

&€ H Postdose
Mean (SD) 4.5 (6.87) —2.3 (5.159} 64.7 (7.35) -3.1 (6.34)

Hedian £3.0 -2.0 $4.0 -3.0
Min; Max 48; B8 -19; 14 48; 91 -21; 18
Day 1/ n {missing) 209 {0} 209 {(0) 211 (0} 211 {0y

12 H Postdose
Mean (SD) - €5.3 {7.38) =-1.6 (5.96) 65.5 (7.21) =-2.2 (6.14)
Median 65.0 ~-1.0 65.0 -3.0
Min; Max 48; 89 -20; 15 50; 95 -30; 16

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is 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: NHumber of subjects with specific vital signs resulis.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

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

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

15.3.6.1.1.8as
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Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety

Population)
Test Reference Total
({N=209) (N=211} (H=218)
Vital Sign visit/
(Unit) Timepoint Statistics Observed Change Chsexved Change Observed Change
Supine Diastolicbay 2/ n (missing) 209 {0) 209 (O) 211 (O) 211 (0
Blood Prassure 24 H Postdose
(milg}
Mean (SD) 7.1 (7.76) 0.2 (5.48) 67,4 (7.3%) -0.3 (5.54
Median 57.0 0.0 67.0 0.0
Min; Max 49; 82 ~14; 18 49; 92 -24; 16
Day 3/ n {misaing} 20% (0} 209 {0} 210 () 210 {0)
48 H Postdose
Mean {SD) 68.3 (7.75) 1.4 (7.02) 68.6 (7.24) 0.8 (6.84)
Madian 68.0 2.0 69.0 1.0
Min; Max 51; 101 -17; 20 51; 93 -24; 18
Day 4/ n {(missing) 209 (0} 209 (0} 211 (D) 211 (0}
72 H Postdose
Mean (SD} 68.5 {7.63) 1.6 (6.59) 69.3 (8,34} 1.6 (7.12)
Median 68.0 2.0 69.0 1.0
Min; Max 50; 93 -16; 22 52; 82 -20; 18

Baseline is defined as Day 1 (predose)

in each treatment

pericd; Baseline is 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 with specific vital signs results.

Subject is excluded in summary statistics when subject is discentinued without receiving the treatment.

Test: 600 ng

{3*200 pg tablets)

levothyroxine new formulatiom.

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

/project24/ep/blinded/e210839_merc/stats/versioncontrol/primary/seripts/program/main/TFL programs/Tablea/Table

15.3.6.1.1.8as
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Table 25.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety
Population)

Test Reference Total
{N=209) (H=211) {(N=216)
Vital Sign Visit/
{Unit) Timepoint Statistics Observed Change Chserved Change Observed Change
Supine PiastolicFollow-Up n (missing) 216 (O} 216 (0
Blood Pressure
(mmHg)
Mean (SD) 70.6 (8.03) -0.4 (6.48)
Median . 1.0 -1.0
Min; Max 53; 102 -19; 19
Supine Pulse Screening n (missing) 216 {0}y
Rate (beats/min}
Mean (SD) 62.7 (B.7T)
Median 62.0
Min; Max 45; 87
Day -1/ n (missing) 209 (0) 211 (0)
24 H Predose
Mean ({SD) 61.3 (B.93) 62.2 (8.92
Median 60.0 62,0
Min; Max 40; BS 44; 91

Baseline is defined as Day 1 (predose) in each treatment pericd; Baseline is defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, cr the number of subjects in
the safety population for the total summary; n: Number of subjects with specific vital signs results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

Test: #00 ng {3*200 ug tablets) levothyroxine new formulation.

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

/project24/ep/blinded/e210889 merc/stats/versioncontrol/primary/scripts/program/main/TFL pregrams/Tables/Table

15.3.6.1.1.8as3
11DEC2014 00:01

Document No.0900babe8085bh46 v1.0 CONFIDENTIAL 409/1628
: INFORMATIGN 0



EMR200125-001 Page 410 of 1628

Levothyroxine Bioequivalence irial of new levothyroxine formulation vs. oid formulation
EMR 200125-001

Page 9 of 15

Merck Serone
Confidential

EMR 200125-001
Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Peint {(Safety

Population}

Tast Reference Total
{N=208} {N=211} (N=216)
Vital Sign Visit/
(Unit) Timepoint Statisties Observed Change Ohserved Change Observed Change
Supine Pulse Day 1/ n (missing) 209 (0} 211 (0
Rate (beats/min} 0 H 50 Min Predose
Mean (8D} 57.2 (8.08) 57.3 {8.06)
Median 56,0 57.¢
Min; Max 41; 84 40; 91
Day 1/ n {missing} 209 (0} 209 (0} 211 () 211 (0}

2 H Postdose
Mean (5SD) 57.1 (8.25) -0.0 (5.24) 57.5 (8.08} 0.2 (5.91}

Median 56.0 0.0 57.0 1 0.0
Min; Max 42; 95 -17; 21 42; 85 -20; 29
Day 1/ n (missing)} 209 {0) 209 (0) 211 (Q) 211 (0

3 H Postdose
Mean (3D) 56.6 (8.18) -0.6 (5.62} 57.0 (7.47) -0.3 (5.42)

Hedian 55.0 0.0 56.0 0.9
Min; Max 41; 87 -19; 18 "40; 76 ~19; 16

Baseline is defined as Day 1 {predose} in each treatment period; Baseline is 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 with specific vital signs results.

subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

Reference: 600 pg (3*200 ng tablets) levothyroxine oid formnlation.

/prnject24/ep/blinded/eZlUE99_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.6.1.1.5as
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Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point [Safety

Population)

Test Reference Total
{N=209} (N=211) (N=216}
Vital Sign visit/
{Unit} Timepoint Statistics Observed Change Observed Change Observed Change
Supine Pulse Day 1/ n (migsing) 20% (0} 209 (0} 211 (0 211 (0

Rate (beats/min} 6 H Postdese
Mean (SD} 63.7 (B.68) 6.5 {6.12} 64.5 (8.23} 7.2 {6.23

Median 64.0 7.0 64.0 7.0
Min; Max 44; 100 -20; 25 47; €88 -13; 36
Day 1/ n {missing) 203 {(O) 209 (0) 211 {0} 211 (0

12 H Postdoese
Mean (SD} 63.4 (8.83) 6.2 {(6.60) 63.5 (B.39) 6.2 (6.46

Median 62.0 6.0 63.0 6.0
Min; Max 40; 83 =20; 21 46; 88 -21; 28
Day 2/ n (missing) 20% (0} 209 (0} 211 (0} 211 (0

24 H Postdose
Mean (SD} 60.6 (g8.70) 3.5 (6.21}) 61.0 (9.63) 3.7 (7,00}
Median 60.0 4.0 60.0 3.0
Min; Max 40; 81 -21; 21 43; 94 -33; 3¢

Baseline is defined as Day 1 {predose}) in each treatment period; Baseline is defined as Screening for Follow-Up results.
Max: Maximum Value;. Min: Minimum Value; N: The number of subjects dosed with each treatment, cr the number of subjects in
the safety population for the total summary; n: Number of subjects with specific vital signs results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

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

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

15.3.6.1.1,5as8 .
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Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety

Population}

Test Reference Total
(N=209) (N=211} {(N=216)
vital Sign Viait/
{Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Bupine Pulse Day 3/ n {(missing) 209 (0} 209 (0} 210 {0} 210 {0}

Rate (beats/min) 48 H Postdose
Mean (5D) 63.5 {(B.16) 6.7 (6.99) 63.5 {(B.65) 6.3 (7.32)

Median 64.0 6.0 63.3 6.0
Min; Max 43; B4 ~14; 26 43; 86 -12; 27
Day 4/ n {(missing} 209 (0} 209 (D) 211 (0 211 (0

72 H Postdose
Mean (5D) 63.5 {92.43) 6.3 (7.97) 63.9 (8.11) 6.6 (8.28)

Median 3.0 6.0 64.0 6.0
Min; Max 44; 101 -18; 27 45; 89 -22; 28

Follow-Up n (missing} 216 (0} 216 {0)
Mean (5D} 61.8 (10.28) -1.0 (9.52)
Median 62.0 -1.0
Min; Max 43; 108 -28; 30

Baseline iz defined as Day 1 (predose) in each treatment period; Baseline is defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Minimum Value: N: The number of subjects desed with each treatment, or the number of subjects in
the safety population for the total summary; n: Number of subjects with specific vital signs results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment,

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

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

/project24/ep/blinded/ez10899 merc/stats/versioncontrol/primary/scripts/progran/main/TFL programs/Tables/Table
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Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety
Population)

Test Reference Total
{N=209} (H=211) {N=216)
Vital Sign Visit/
(Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Temperature {(C} Screening n (missing) ' 216 (0)
Mean (3D} 36.28 (0.265)
Median 36.20
Min; Max 36.0; 37.0
Day -1/ n (misasing) 209 ({0} 211 (0)
24 H Predose
Mean (8D} 36.38 (0.264) 36.38 (0.,281)
Median 36.40 36,40
Min; Max 35.9; 37.1 36.0; 37.3
Day 1/ n {misaing) 209 (0} 211 {0}
0 H 50 Min Predose
Mean (SD) 36,29 (0.271) 36.32 (0.277})
Median 36.20 36.30
Min; Max 35.7; 37.1 36.0: 37.0

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is defined as Screening for Follow-Up results.
Max: Maximum Valve; 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 with specific vital signs results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

Tast: 6500 pg {3*200 ug tablets) levothyroxine new formulaticn,

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

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/progran/mnain/TFL programs/Tables/Table
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Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety

Population)

Test Reference Total
(N=209} (N=211} (N=218)
Vital Sign Vigit/
(Unit) Timepoint Statistics Chserved Change Cbserved Change Obgerved Change
Temperature (C) Day 1/ n (missing) 209 (0) 209 (0} 211 () 211 (0

2 H Postdose
Mean (SD) 36.42 {0.295) 0.13 (0.253) 36,43 (0.270) 0.11 (0.270)
Median 36.40 0.10 36.40 0.10
Min; Max 35.9; 38.0 -0.9; 1.0 35.9; 37.1 -0.6; 0.8

Day 1/ n {missing} 209 (0} 208 (0} 211 {0} 211 ()
3 H Postdose
Mean (35B) 36,47 (0.293) 0.18 (0.250) 36.44 (0.301) 0.12 {0.2B4)

Median 36.50 0.20 36.40 0.10
Min; Max 35.8: 37.7 ~-0.6; 0.9 35.9; 37.3 -0.7: 1.0

bay 1/ . n (missing) 202 (0) 209 (0) 211 (0) 211 {0}
6 H Postdose
Mean (SD) 36.56 {0.329) 0.27 {0.354) 36.58 (0.278}) 0.26 (0.316

Madian 36.60 0.30 36.60 0.30
Min; Max 35.8; 38.4 -0.8; 1.5 36.0; 37.3 -0.9; 1.3

Baseline is defined as Day 1 (predose} in each treatment period; Baseline is 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 with specific vital signs results.

subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

Reference: 600 pg (3*200 pg tablets) lewvothyroxine old formulation.
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Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety

Populaticn)

Test Reference Total
{N=209) (N=211) (N=216)
Vital Sign Vigit/
{Unit) Timepoint Statistics Cbserved Change Ohserved Change Observed Change
Temperature (C) Day 1/ n (missing) 209 (0} 209 (0) 211 (O) 211 (0)

12 H Postdose
Mean (SD} 36.55 (0.299) 0.26 (D.356) 36.52 (0.282}0.2D0 (0.366
Median 36.50 0.30 36.50 0.20
Min; Max 36.0; 37.8 -0.7; 1.4 35.9; 37.3 -0.7; 1.3

Day 2/ n {missing) 2092 (0} 209 {0) 211 (0) 211 (0}

24 H Postdose
Mean (5D} 36.37 (0.312) 0,08 (0.286) 36,40 (0.312) 0.08 (0.313}
Median 36.40 0.10 36.40 0,10
Min; Max 35.68; 37.7 -1.0; 1.2 35.5; 37.8 -0.%; 1.8

Day 3/ n (missing) 209 (0} 209 (0} 210 (0) 210 (0

48 H Postdose
Mean (SD) 36.37 (0.287) 0.08 (0.336) 36.37 (0.293) 0.05 {0.363)
Median 36,40 g.10 36.40 0.00
Min; Max 35.6; 37.2 -0.%; 1.1 36.0; 38.0 -0.9; 2.0

Baseline is defined as Day 1 (predose} in each treatment pericd; Baseline is defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Minimum Value; M: 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 with specific vital signs results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

Reference: 600 ng {3*200 pg tablets) levothyroxine old formulation.
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Table 15,3,6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety

Population)

Test Reference Total
. {N=209) (N=211) {N=216)
Vital Sign visit/
{Unit) Timepoint Statistics Observed Change Observed Change Chaserved Change
Temperature [C} Day 4/ n (missing) 209 (0) 209 (0} 211 {0} 211 (0}

72 H Postdose
Mean (SD) 36.38 (0.286)0.092 {0.350) 36.35 (0.287) .03 (0.355}

Median 36.40 0,10 36.30 0.00
Min; Max 36.0; 37.3 -0.8; 1.1 35.9; 37.1 -1.0; 1,1

Follow-Up n {missing) 216 {0} 216 {Q)
Mean (5D) 36.33 10.294) 0.05 (0.337)
Median 36.30 0.00
Min; Max 35.6; 37.1 -1.0; 0.8

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is 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 with specific vital signs results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

Reference: 600 pg {3*200 ng tablets) levothyroxine old formulaticn.
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Table 15.3.6.2.1 Summary of ECG Evaluaticns by Treatment and Time Point (Safety Population)
Tast Reference Tetal
(N=209} {N=211) (N=216)
ECG Parameter Visit/
(Unit) Timepoint Statistics Observed Change Observed Change Cbserved Change
PR Interval Screening n {missing) 216 (D)
[msec)
Mean (8D} 159.0 (20.95)
Median 156.0
Min; Max 120; 216
bpay -1/ n (missing) 209 (0) 211 (0}
24 H Predose
Mgan {SD} 157.2 (20.76) 157.0 (20.78)
Median 154.0 154.0
Min; Max 116; 216 110; 210
Day 1/ n (missing} 209 ({0) 211 {0
0 H 50 Min
Predose
Mean (5D} 163.2 (22.11) 162.8 (21.13)
Median 162.0 160.0
Min; Max 120; 214 120; 218

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is defined as Sereening for Fellow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The number of subjects desed with each treatment,
the safety population for the total summary; n:

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.
Test: 600 pg {3*200 pg tablets) levothyroxine new fermulation.
Reference: 600 pg (3*200 pg tablets} levothyroxzine ocld formulaticon.

or the number of subjects in
NWumber of subjects with specific ECG results.
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Test Reference Total
(N=209) {N=211)} {(N=218%)
ECG Parameter Visit/
{Unit} Timepoint Statistics Observed Change Observed Change Chsexved Change
PR Interval Day 1/ n (missing} 209 (0) 209 (0} 211 (0} 211 (0}
{msec) 2 H Postdose
Mean (SD}) 161.1 (21,26} -2.1 (8.96) 161.1 {21,98) -1.7 (8.41)
Median 160.0 -2.0 158.0 -2.0
Min; Max 120; 222 -32; 26 114; 232 -24; 24
Day 1/ n (missing) 209 (0} 209 (0} 211 (0) 211 (0
6 H Postdose
Mean (5D) 156.3 {19.90) -6.9 (9.83) 156,7 (20.53}) -6.1 (9.51)
Median 156.0 -6.0 154.0 -6.0
Min; Max 110; 208 -44; 24 112; 226 -38; 24
Day 1/ n (missing} 209 (0) 209 {0} 211 (0) 211 {0}
12 H Postdese
Mean (SD) 158.0 (20.14) -5.2 {10.26) 158.5 (21,00} -4.3 (11.00
Median 156.0 -6.0 156.0 -4.0
Min; Max 120; 202 -42; 286 122; 212 -40; 32

Baseline is defined as Day 1 (predose} in each treatment period; Baseline is 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 populatien for the total summary; n: Number of subjects with specific ECG results.

subject is excluded in summary statistics when subject is discontinued without receiving the treatment.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.
Reference: 600 pg (3200 ng tablets) levothyroxine old formulation.

/project24/ep/blinded/ez10899_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.6.2.1,8as

11DEC2014 00:01

Docuritent No.0900babe8085bb46 v1.0

CONFIDENTIAL
INFORMATION

418/1628 [’\Vjﬂ
I



EMR200125-001 Page 419 of 1628

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

Merck Serono Page 3 of 24
EMR 200125-001 Confidential
Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Pcint (Safety Population)

Test Reference Total
{N=209} (N=211) . {N=2186)
ECG Parameter Visit/
(Unit) Timepcint Statistics Observed Change Cbserved Change Observed Change
PR Interval Day 2/ n (missing) 209 {0) 209 (0} 211 () 211 (0
{msec) 24 H Postdose
Mean (5D) 158.2 (20.72) -5.0 (92.55) 158.6 (21.24) -4.2 (9.24)
Median 154.0 -4.0 156.0 -4.0
Min; Max 112; 210 -38; 24 i08; 218 -30; 28
Day 3/ n (missing} 209 (0} 209 (0) 210 {0} 210 (0]

48 H Postdose
Mean (SD) 160.9 (20.64) -2.2 (9.74) 161.2 (21.75) -1.8 (10.01)

Median 160.0 -2.0 160.0 -2.0
Min; Max 120; 210 ~34; 38 118; Z2is8 ~34; 22
Day 4/ n (missing) 202 (0) 209 (0} 211 () 211 (0

72 H Postdose
Mean (SD) 157.3 {20.42) -5.9 (9.45) 158.4 (21.54) -4.4 (10.37)
Median 156.0 -4.0 156.0 -4.0
Min; Max 106; 208 -32; 20 116; 230 -42; 26

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is defined as Sc¢reening for Follow-Up results.
Max: Maximum Value; Min: Minimum ¥alue; N: The number of subjects dosed with each treatment, or the number of subjects in
the safety population for the total summary; n: Number of subjects with specific ECG results.

Subject is excluded in summary statistics when subject is discentinued without receiving the treatment.

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

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

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

15.3.6.2.1.3a8
11DEC2014 00:01

Document No.0900babe8085bb46 v1.0 CONFIDENTIAL 419/1628
INFORMATION i



EMR200125-001 Page 420 of 1628

Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. old formulation
EMR 200125-001
Merck Sercno Page 4 of 24
EMR 200125-001 Confidential
Table 15.3.6.2.1 Summary of FCG Evaluations by Treatment and Time Point (Safety Population)
Test Reference Toteal
(N=209) {N=211) (H=216)
ECG Parameter Visit/
(Unit) Timepcint Statistics Obhserved Change Observed Change Observed Change
PR Interwval Follow-Up . n {missing) 216 (0} 216 (0}
(msec)
Mean (8D} 158.5 (20.30) -0.5 (10,90}
Median 157.9 0.0
Min; Max 112; 218 -36; 36
QRS Interval Screening n (missing) 216 (0)
{msec)
Mean (SD} 98,7 (9.42)
Median 98.0
Min; Max 78; 120
Day -1/ n {missing) 209 (0) 211 ()
24 H Pradose
Mean (SD} 98,6 (D.68) 7.8 (%.81)
Median 98.0 98.0
Min; Max 78; 120 72; 134

Baseline 13 defined as Day 1 (predose) in each treatment pericd; Baseline is defined as Screening for Follow-Up results.

Max: Mazimum 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 with specific ECG results. .
Subject is excluded in summary statistics when subject is discontinued without receiving the treatment. !
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 ug tablets) levothyroxine old formulatiom.
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Table 15.3,6.2.1 Summary of ECG Evaluations by Preatment and Time Point {(Safety Population}
Test Reafarence Tetal
(N=209) {N=211) (N=216)
ECG Parameter Visit/
{Unit} Timepoint Statistics Cbserved Change Observed Change Observed Change
QRS Interval Day 1/ n (missing) 209 (0} 211 (0
(msec) ¢ H 50 Min
Predose
Mean (SD) 96.6 (9.34) 86.5 (9.34)
Median 96.0 46.0
Min; Max 6g; 118 70; 120
bay 1/ n (missing) 209 ({0} 209 (0) 211 ) 211 (0}
2 H Postdose
Mean (SD) 96.3 (5.81) -0.4 (4.01y 96.2 (9.74) -0.3 {3.78)
Median 96.0 0.0 96.0 0.0
Min; Max 68; 120 -14; 12 68; 120 -14; 14
Day 1/ n (mizsing) 209 (0} 209 (0) 211 (0} 211 (0}
6 H Postdose
Mean (SD) 96.1 (9.83) -0.5 {5.08) 95.8 {9.59) -0.6 (4.45)
Median 96.0 -2.0 6.0 0.0
Min; Max 74y 120 -16; 16 72; 11€ -16; 12

Baseline is defined as Day 1 {predose) in each treatment period; Baseline is 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 cof subjects in
the safety population for the total summary; n: Number of subjects with specific ECG results. )

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

Reference: 600 png {3*200 ng tablets) levothyroxine old formulatiom.
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Table 15.3.6.2.1 Summary of ECG Evalvations by Treatment and Time Point ({Safety Population;}
Test Reference Total
(N=209} (N=211}) (=210}
ECG Parameter Visit/
{Unit) Timepoint Statistics Observed Change Observed Change Observed Change
QRS Interval Day 1/ n (missing) 209 ({0) 209 (0} 211 (0) 211 (0
{msec) 12 H Postdose
Mean (SD} 897.4.(10.01) 0.8 (5.30) 97.2 (9.92) 0.8 (4.48)
Median 98.0 9.0 . 98.0 0.0
Min; Max T0r 120 -28; 18 72; 118 -14; 12
Day 2/ n {missing} 209 (0} 209 (0) 211 (0) 213 {0
24 H Postdose
Mean (S5D) 96.7 (9.54} 0.1 (£.33) 86.0 ({8.39) -0.5 (4.86}
Median 96.0 0.0 86.0 0.0
Min; Max 68; 120 -10; lé 72; 124 -16; 14
Day 3/ n (missing) 209 (0) 209 {0) 210 (0} 210 (0
48 H Postdose
Mean (8D} 87.4 (9.23) 0.8 (4.50} 96.6 {9.66) 0.1 {4.4%)
Median $6.0 9.0 96.0 0.0
Min: Max 76; 120 -8; 20 72; 120 -16; 16

Baseline is defined as Day 1 (predese} in each treatment periocd; Baseline is 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 with specific ECG results.

subject is excluded in summary statistics when subject is discontinued without receiving the treatment.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulaticn.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point ({8afety Population)
Test Reference Total
(=209} {N=211} {N=216)
ECG Parameter Visit/
(Unit) Timepoint Statistics Observed Change Observed Change Observed Change
ORS Interval Day 4/ 1 (missing) 209 {0) 209 () 211 (0Q) 211 (0}
{msec} 72 H Postdose
Mean (SD) 7.0 (2.83) 0.4 (4.44) 96.8 (9.48) 0.3 (4.49)
Median 96.0 0.0 96.0 0.0
Min; Max 74; 122 -14; 20 T4; 122 -i4; 14
Follow-Up n (missing) 216 {0) 216 (0}
Mean (SD} 98.4 (9.62) -0.3 (6.19)
Median 98.0 0.0
Min; Max T4y 120 ~18; 18
QT Interval Screening n (missing) 216 ()

{msec)

Mzan (8D)
Median
Min; Max

398.0 (23.11)

398.0

350; 482

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is defined as Screening for Follow-Up results.

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

the safety population for the total summary; n:
Subject is excluded in summary statlistics when subject is discontinued without receiving the treatment.

Test: &00 pg (3*200 pg tablets} levothyroxine new feormulation,

Reference:

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

or the number of subjects in
Number of subjects with specific ECG results.
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Peint (Safety Population)
Test Reference Total
(N=209) {N=211) {(N=216)
ECG Parameter Visit/
{Unit}) Timepoint Statistics Cbserved Change Observed Change Observed Change
QT Interval Day -1/ n (missing) 209 {0} 211 (0}
{msec) 24 H Predose
Mean (8D} 410.7 (25.42) 408.2 (23.3%)
Median 412.0 408.0
Min; Max 354; 478 332; 480
Day 1/ n (missing) 209 (0} 211 {0
0 H 50 Min
Predose
Mean (SD} 417.2 {23.32) 416.6 (22.63)
Median 418.0 414,0
Min; Max 362; 488 366; 486
Day 1/ n (missing} 209 {0} 209 (M 211 (0} 211 (D
2 H Postdose
Mean (SD} 417.2 (23.47) -0.0 (12.50) 417.4 (23.41) 0.7 (12.73)
Median 416.0 0.0 416.0 0.0
Min; Max 350; 486 -40; 44 366; 506 -30; 44

Baseline is defined as Day 1 (predese) in each treatment period; Baseline is defined as Screening for Follow-Up reszults.
May: 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 with specific ECG results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

Test:

600 ng (3*200 pg tablets)

levothyroxine new formulation.

Refarence: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population}
Test Reference Total
(N=209} {N=211) (N=216
ECG Parameter Visit/
{Unit} Timepoint Statistics Observed Change Observed Change Observed Change
QT Interval Day 1/ n (missing) 209 (0} 209 (0} 211 (O) 211 {0
{nsec) € H Postdose
Mean (SD) 395.3 {21.65) -22.0 {15.70) 394.8 {20.55) -21.9 {15.05})
Median 386.0 -20.0 386.0 -22.0
Min; Max 326; 474 -62; 34 344; 4864 -54; 24
Day 1/ n {missing) 209 {(0) 209 (0) 211 (0} 211 (0

12 H Postdose
Mean (SD) 397.2 (23,24) -20.0 {17.26) 397.0 (22.01) -19.6 (16.75)

Median 398.0 -20.0 398.0 =20.0
Min; Max 328; 480 ~76; 26 324; 460 -60; 30
Day 2/ n {missing} 209 (0} 209 (0} 211 () 211 {0

24 H Postdose
Mean (SD) 409.5 (23.18) -7.7 (14.96) 409.1 (24.57) -7.5 (15.10)

Median 410.0 -8.0 408.0 ~8.0
Min; Max 360; 510 -48; 26 330; 472 -68; 32

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is defined as Screening for Follow-Up rasults.
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 with specific ECG results. :

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

Reference: 600 pg (3*200 pg tablets) levothyrczine old fermulation.
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Peint {Safety Bopulation)
Test Reference Total
(N=209} {N=211) (N=2146)
ECG Parameter Visit/
{Unit} Timepoint Statistics Observed Change Cbserved Change Observed Change
{T Interval Day 3/ n (missing) 209 (0} 209 (0} 210 (0) 210 (0)
{msec) 48 H Postdese
Mean (SD) 404.7 {23.36) -12.5 (17.14) 404.6 (23.22) -12.3 (16.63)
Median 402.0 -12.0 402.0 -10.0
Min; Max 356; 496 -58; 40 342; 490 -60; 46
Day 4/ n (missing) 209 (D) 209 (0) 211 (D) 211 (0}
72 H Postdose
Mean (8D} 407.5 {23.26) -9.8 {1B.50} 406.4 {(23.39) -10.2 (18.81)
Median 406.0 -10.0 404 .0 -16.0
Min; Max 344; 480 -74; 586 348; 474 -86; 46
Follow-Up n (missing) 216 (0) 216 (0)
Mean (SD) 403.6 {26.82) 5.6 (20.42)
Median 402.0 4.0
Min; Max 342; 492 -52; 82

Bageline is defined as Day 1 [predose) in each treatment pericd; Basseline is 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 with specific ECG results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

Test:

600 pg (3*200 pg tablets)

levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine cold formulation.
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Table 15.3,6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Test Referance Total

{H=209) (N=211} {(N=216)
ECG Parameter Vvisit/
{Unit) Timepolint Statistics Observed Change Observed Change Cbserved Change
QT¢B ~ Bazett'sScreening n {missing} 216 (0}
Correction

Formula {msec)
400.9 (19.33)

Mean (5D}
Median 401.0
Min; Max 349; 448
Day -1/ n {missing) 208 (0} 211 (0)
24 H Predose
Mean (5D} 410.0 (20.82) 412,1 {19,92)
Median 410.0 ) 412.0
Min; Max 354; 472 ) 365; 463
Day 1/ n (missing) 209 {0} 211 (0
0 H 50 Min
Predosge
Mean (8D} 406.3 (19.48) 406.5 (19.59
Median 406.0 409.0
Min; Max 362; 459 356; 459

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is 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 with specific ECG results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulatiocm.
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Test Reference Total

{N=209} (N=211} (N=218)
ECG Parameter Visit/
{Unit) Timepoint Statistics Chserved Change Observed Change Observed Change
OTcB - Bazett'sDay 1/ n {missing} 209 (0} 209 (0} 211 (0} 211 {0}
Corraction 2 H Postdose

Formula {msec)
Mean (SD) 405.2 {19.92) -1.2 (15.47) 405.0 (21.38) -1.4 {16.33)

Median 404.0 0.0 406.0 0.0
Min; Max 356; 454 -43; 45 351; 458 -44; 39
Day 1/ n {missing} 209 {0 209 () 211 () 211 (0Q)

6 H Fostdose
Mean (5Dj) 408.9 (18.68) 2.6 {(16.13) 407.5 (18.87) 1.0 (l6.11)

Median 411.0 2.0 407.0 0.0
Min; Max 360; 456 -35; 42 360; 463 -533; 40
Day 1/ n {missing) 209 (0) 209 (0} 211 {0} 211 (0)

12 H Postdose
Mean (SD) 410.2 (18.82) 3.9 (15.72) 409.6 (17.71) 3.1 (16.10)
Median 411.90 3.0 411.0 2.0
Min; Max 344; 452 -52; 48 364; 448 -50; 45

Baseline is defined as Day 1 (predose) in each treatment pericd; Baseline is defined as Screening for Follow-Up results.
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 subjecta with specific ECG results.

subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

Reference: 600 pg (3*200 ug tablets} levethyroxine old formulation.
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Peint (Safety Population)
Test Reference Total

(N=20%) (N=211) {N=21%6)
ECG Parameter Visit/
(Unit) Timepoint Statistics Observed Change Cbhserved Change Observed Change
QTcB - Bazett'sDay 2/ n (missing) 209 (0) 208 (D) 211 (M) 211 (0)
Correction 24 H Postdose

Formula [msec)
Mean (8D} 407.1 (19.84) 0.8 {14.60} 406.7 (19.65) 0.2 (16.64)

Median 408.0 2.0 406.0 2.0
Min; Max 364; 452 ~45; 51 356; 454 -63; 51
Day 3/ n {(missing} 20% (0) 209 (0) 210 {0} 210 (O}

48 H Postdose
Mean (5D) 412.1 (20,78} 5.8 (18.19) 412.3 (19.13) 5.8 (17.22)

Median 413.0 6.0 414.5 6.0
Min; Max 354; 478 -43; 49 364; 459 -54; 54
Day 4/ n {missing} 2089 (0) 209 (0) 211 (0} 211 (O

72 K Postdose
Mean (SD} 411.5 (19.82) 5.2 {16.91} 422.5 (19.38) 6.0 (17.24)
HMedian 412.0 4.0 413.0 6.0
Min; Max 359; 469 -60; 54 361; 457 -47; 64

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is 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 with specific ECG results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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 15.3.6.2.1 Summary of ECG Evaiuations by Treatment and Time Point (Safety Population)
Test Reference Total
{N=209) {N=211) (N=216}
ECG Parameter Visit/
{Unit) Timepoint Statistics Observed Change Obgerved Change Observed Change
QTcB - Bazett's Follow-Up n (missing} 216 (0} 216 (0}
Correction
Formula (msec)
Mean (S} 405.2 (20.49) 4.3 (18.07)
Median 405.0 4.5
Min; Max 352; 4863 ~52; 67
QIck - Screening n (missing) 21le (0)
Fridericia's
Correction
Formula ({mseg)
. Mean (SD) 398.7 (16.28)
Median 400.0
Min; Max 359; 446
Day -1/ n {missing} 209 (0) 211 (O
24 H Predese
Mean {SD} 409.9 {16.85) 410.6 (15.48
Median 410.0 411.0
Min; Max 370; 454 367; 447

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Mipimum 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 with specific ECG results.

subject i3 excluded in summary statistics when subject is discontinued without receiving the treatment.

Tast: 600 pg {3*200 pg tableta) levothyroxine new formulation.

Reference: 600 npg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.3.6.2.1 Summary of ECG Evaiuations by Treatment and Time Point {Safety Population)
Test Reference Total
{N=20%} (N=211) {N=216)
ECG Parameter Visit/
(Unit) Timepoint Statistics Observed Change Observed Change Observed Change
QTCF - Day 1/ n (missing) 209 (O 211 {0}
Fridericia's J H 50 Min
Correction Predese
Formula [mzec}
Mean (SD) 409.7 (15.54) 409.6 (16.67)
Median 410.0 410.0
Min; Max 363; 450 369; 447
Day 1/ n {missing} 209% (0} 209 (0) 211 (0} 211 {0

2 H Postdose
Mean (5D} 409.0 {16.05) -0.8 {11.47} 408.9 {17.83) -0.7 (12.186)

Median 410.0 -1.0 411.0 0.0
.Min; Max 365; 453 -35; 34 361; 449 -35; 35
Day 1/ n (missing) 209 {0) 208 (0} 211 (0} 211 (0

6 H Postdose
Mean (SD} 404.1 (15.18) -5.6 (12.83) 403.0 (15.27) -6.6 {12.45)

Median 407.0 -5.0 404.0 -7.0
Min; Max 363; 447 -38; 31 362; 449 -48; 26

Baseline is defined as Day 1 (predese) in each treatment period; Baseline is defined as Screening for Feolliow-Up results.
Max: Maximum Value; Min; Minimum Value; MN: The number of subjects dosed with each treatment, or the number of subjects in
the safety population for the total summary; n: Number of subjects with specific ECG results.

subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

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

/project24/ep/blinded/e210859 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.3.6.2.1.5as
11DEC2014 00:01

Document No.0900babeB085bb46 v1.0 CONFIDENTIAL 431/1628 - M
INFORMATION 1



Levothyroxine

EMR 20:0125-001

EMR200125-001 Page 432 of 1628

Bioequivalence trial of new levothyroxine formulation vs, old formulatien

Merck Serono

Page 1l& of 24

EMR 200125-001 Confidential
Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Test Reference Total
{N=209) (N=211) (N=216}
FECG Parameter Vvisit/
(Unit) Timepoint Statistics Observed Change Observed Change Observed Change
QTcF - Day 1/ n (missing) 208 (0Q) 209 {0} 211 (0} 211 (0
Fridericia's 12 H Peatdose
Correction
Formula {msec)
Mean (5D} 405.6 {(15.39) -4.1 (12.84) 405.1 (14.87) -4.5 (12.86
Median 407.0 -4.0 406.0 -5.0
Min; Max 363; 450 ~49; 32 366; 438 -51; 29
Day 2/ n (missing) 209 (0} 209 (Oy 211 (D) 211 {0)
24 H Postdose
Mean {SD} 407.7 (16.08) -2,0 (11.43) 407.3 (16.09) -2.4 (12.352)
Median 409.0 -1.0 408.0 -1.0
Min; Max 370; 448 -36; 26 364; 447 -49; 38
Day 3/ n {missing} 209 (0) 209 () 210 {0} 210 (0
48 H Postdose
Mean (SD) 409.4 {16.96) -0.3 {13.19) 409.5 (15.89) -0.3 (12.81)
Median 410.0 0.0 411.0 0.0
Min; Max 366; 455 -37; 43 372; 448 -41; 37

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is 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 with specific ECG results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.
Test: 600 pg (3*%200 pg tablets) levothyroxine new formuiation.
Reference: §00 pg (3200 pg tablets) levothyrozine old formulation,
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Test Refarance Total
{N=209) {N=211} {N=216}
ECG Parameter Visit/
{Unit) Timepolnt Statistics CObserved Change Observed Change Observed Change
QTcF - Day 4/ n {missing} 209 {0} 209 (0} 211 (0) 211 (0
Fridericia's 72 H Postdose
Correction
Formula {msec}
Mean (8D) 409.8% (16.050) 0.2 {12.07) 410.2 (15.92) 0.6 (12.59)
Median 411.0 1.0 411.0 0.0
Min; Max 371; 450 -46; 35 372; 445 -38; 33
Follow-Up n {(missing) 216 (0} 216 {(0)
Mean {SD) 404,.4 (17.63) 4,7 (14.40)
Median 405.¢ 4.0
Min; Max 364; 448 -47; 47
RR TInterval Screening n (missing) 216 (0)

{msec)

Mean (SD)}
Median
Min; Max

293.5 (133.54)
977.0

686; 1326

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is defined as Screening for Follew-Up results.

Max: Maximum Valve; Min: Minimum Value; N: The number of subjects dosed with each treatment,
the safety population for the total summary; n:

or the number of subjects in

Number of subjects with specific ECG results.

Subject is excluded in summary statistics when subject is discontinued without regceiving the treatment.
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 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Peint {Safety Population)
Test Reference Total
(N=209} (N=211) {N=216}
ECG Parameter Visit/
{Unit) Timepoint Statistics Obgerved Change Observed Change Cbserved Change
RR Interval Day -1/. n {missing} 209 ({0} 211 (D
(msac}) 24 H Predose
Mean (SD) 1014.0 9%0.6 (144.486)
(156.64)
Median 1401z2.0 982.0
Min; Max 676; 1304 650; 1362
Day 1/ n (missing) 202 (0) 211 (O
0 H 50 Min
Predose
Mean (8D} 1063.9 1059.2
{151.14} {140.35})
Median 1054.0 1052.0
Min; Max 758; 1550 778; 1502
Day 1/ n {missing) 209 {0} 209 (0) 211 {0) 211 (0
2 H Postdose
Mean {(SD)} 1070.4 6.5 {102.69) 1070.9 11.7 (104.17)
(151.98) (141.42)
Median 1060.0 6.0 1070.0 10.0
Min; Max 664; 1536 -374:; 390 760; 1438 -268; 312

Baseline is defined as Day 1 [predose) in each treatment period; Baseline is 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 with specific ECG results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.
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 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Test Reference Total
{N=209) {N=211) {N=2186)
ECG Parameter Visit/
{Unit) Timepoint Statistics Observed Change Cbserved Change Observed Change
RR Interval Day 1/ n (missing) 209 (0} 209 {(0) 211 (0) 211 ()
{msec) 6 H Postdose
Mean (5D} 941.8 (124.28) -122.2 945,53 (119.78)-113.7
(105.24) (104.39)
Median 9z22.0 -122.0 946.0 -114.0
Min; Max 600; 1358 -492; 140 670; 1304 -428; 180
Day 1/ n (missing) 209 (0} 209 (0} 211 (0} 211 (0
12 H Postdose
Mean (3D) 946.2 (135.69) -117.8 946.4 (123.87)-112.8
{113.31) (110.00)
Median $46.0 -110.0 2938.0 -112.0
Min; Max 628; 1520 -444; 352 656; 1280 -432; 232
Day 2/ n {(missing) 209 (0} 209 (0} 211 (0} 211 (0]
24 H Postdose
Mean (8D} 1020.8 -43.2 1021.7 -37.5
{143.00) (104.09) {147.84) (109.2¢6)
Median 101g.0 ~44.0 1024.0 -42.0
Min; Max 684; 1526 -464; 290 630; 1338 -376; 272

Baseline is defined as Day 1 (predose) in each treatment periocd; Baseline is defined as Screening for Follow-Up resulta.
Maxz: 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 with specifiec ECE results.

Subject' 1s excluded in summary statistics when subject is discontinued without receiving the treatment.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old foermulation.
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Test Reference Total
{N=208} {N=211} {N=216)
ECG Parameter Visit/
(Unit) Timepoint Statistics Observed Change Obgerved Change Observed Change
RR Interwval Day 3/ n (missing) 209 (0} 209 (0) 210 (0) 210 (0}
(msec) 418 H Postdose
Mean (SD} 972.9 (136.28) -91.1 970.6 (130.53) -8%.4
{127.59) {122.82}
Median 852.0 -88.0 250.0 -89.0
Min; Max 708; 1374 ~446; 356 738; 1306 -432; 292
Day 4/ n (missing) 209 (0} 209 (0} 211 (0} 211 ()
72 H Postdose
Mean (SD} 989.1 (138.46) -74.8 979.2 {134,81) -80.0
{133.41) {134.44)
Median 978.0 -76.0 974.0 -80.0
Min; Max 638; 1508 -430; 516 650; 1330 -51l6; 330
Follow-Up n {missing) 216 (0) 216 {0)
Mean (8D) 1001.3 7.8 (126.12)
{149.74)
Hedian 997.0 .0
Min; Max 644; 1416 -384; 356

Baseline is defined as Day 1 (predose) in each treatment pericd; Baseline is defined as Screening for Follow-Up results.

Max:

the safety population for the total summary; n:

Maximum Value: Min: Minimum value; N: The number of subjects dosed with each treatment, or the number of subjects in
Number of subjects with specific ECG results.

Zubject is excluded in summary statistics when subject is discontinued without receiving the treatment.
Test: 600 png (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 ng (3*200 pg tablets) levothyroxine cld formulation.
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Test Reference Total
(N=20%9) (N=211} (N=216)
ECG Parameter Visit/
{Unit) Timepcint Statistics Observed Change Observed Change Observed Change
Heart Rate Screening n (missing) 216 (0}
(beats/min)
Mean (3D} 61.0 (8.24}
Median 60.5
Min; Max 45; 87
Day -1/ n (missing} 209 (0) 211 {0y
24 H Predose
Mean (SD) 50.1 {9.32) 61.3 (9.27)
Median 59.0 61.0
Min; Max 42; 88 44; 92
Day 1/ n (missing) 209 {0) 211 (0)
0 H 50 Min
Predose
Mean (5D) 57.1 (8.14) 57.2 (7.36)
Median 56.0 56.0
Min; Max 38; 18 4z2; 17

Baseline is defined as Day 1 (predecse) in each treatment period; Baseline is defined as Screening for Feollow-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 with specific ECG results.

Subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine cld fermulation.
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Test Reference Total
(=209} (N=211) (N=2186)
ECG Parameter Visit/
{Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Heart Rate Day 1/ n {missing} 20% (0] 209 () 211 () 211 (0
{beats/min) 2 B Postdose
Mean {SD) 56.7 (8.00} -D.4 (5.27) 56.6 (7.68) -0.6 (5.43;
Median 56.0 0.0 55.0 -1.0
Min; Max 3g; 89 -18; 18 41; 78 -16; 16
cay 1/ n (miszing) 209 (0) 2098 (0) 211 (0 211 {0}
6 H Postdose
Mean (5D) 64.3 (8.63) 7.3 (6.03) 63,9 (8.09} 6.7 (6.00)
Median 64.0 7.0 63.0 7.0
Min; Max 44; 99 -11; 24 45; 89 -9; 21
Day L/ n {(missing} 209 (0} 209 (0) 211 (0} 211 {0}
1Z H Postdose
Mean (SD} 64.2°(9.13) 7.1 (6.37} 64.0 (8.38) 6.8 (6.52)
Median 63.0 7.0 63.0 7.0
Min; Max 39; 95 -16; 27 46; 91 -12; 25

Baseline is defined as Day 1 (predoss) in each treatment pericd; Baseline is 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 with specific ECG results.

subject is excluded in summary statistics when subject is discontinuved without receiving the treatment.

Test: 600 ug {3*200 ng tablets) levothyroxine new fermulationm.
Reference: 600 ng (3*200 pg tablets) levothyroxine cold formulation.
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Pecint (Safety Populaticn}
Test Reference Total
{N=20%) (N=211} (N=216)
ECG Parameter Visit/
{onit) Timepoint Statistics Observed Change Obhserved Change Ohserved Change
Heart Rate Day 2/ n (missing) 209 {0} 208 (0} 211 (0) 211 (0)
(beats/min) 24 H Postdose
Mean {SD) 52.4 {8.15) 2.4 {5.4%) 59.5 {B.93) 2.3 (6.49)
Median 58.0 2.0 8.0 2.0
Min; Max 39; 87 -13; 23 44; 94 -20; 35
Day 3/ n {missing} 209 (0) 209 (0} 210 (0) 210 (0

48 H Poatdose
Mean (SD} 62.3 (8.49) 5.2 {7.42} 62,4 (8,30 5.2 (7.02)

Median 62.0 5.0 63.0 6.0
Min; Max 43; 84 -17; 24 46; 81 -16; 25
Day 4/ n {misaing) 20% (0) 209 {0) 211 {0 211 {0

72 H Postdose
Mean (5D) 61.3 (B.64} 4.2 (7.72) 62.0 (8.78) 4.8 (7.78)
Median 60.0 4.0 61.0 4.0
Min; Max 39; 93 -18; 29 44; 82 -16; 31

Baseline is defined as Day 1 (predose) in each treatment period; Baseline is defined as Screening for Fellow-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 subjacts with specific ECG results.

Subject iz excluded in summary statistics when subject is discontinued without receiving the treatment.

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

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

/project24/ep/blinded/e210895_nerc/stats/versioncontrol /primary/scripta/program/main/TFL programa/Tables/Table
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Test Reference Total
(M=209) {N=211) (N=216)
ECG Parameter Visit/
{Unit} Timepoint statistics Observed Change Observed Change Chserved Change
Heart Rate Follow-Up n (missing} . 216 (0} 216 (0)
{beats/min)
Mean (5D} 60.8 (9.25) -0.2 (7.90
Median 40.0 ~0.5
Min; Max 42; 93 -22; 23

Baseline is defined as Day 1 (predose) in each treatment peried; Baseline is 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 with apecific ECG results.

subject is excluded in summary statistics when subject is discontinued without receiving the treatment.

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

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

/project24/ep/hlinded/eZl089Q_merc/stats/versinncontrol/primary/scripts/programfmain/TFL programs/Tables/Table
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {ng/mlL} (Pharmacckinetic Population)

Treatment: Test

Sampls Times (h)

Subject
Number/
Random
HNumber, Predese (Mean) 0.5 1 1.5
s 38.50 47.20 61.14 76.97
i 60.54 61.15 87.30 91.81
76.75 76.91 108.60 110.90
50.89 58.94 49.76 62.73
62.61 77.65 90.21 104.50
48.14 69,27 104.60 100.30
51.73 59.32 58,38 91.95
. 66.59 77.00 126.50 141,00
63.04 33.98 91.28 9%.58
75.49 77.68 126.30 130.00
59.43 55.85 50.07 79.598*
64.39 72,61 101.20 97.35
62.24 66.47 85.63 95.76
51.10 60.76 95.05 100.230
63.67 10G.10 92.10 165.70
T 52.12 70.54 93.27 96.22
' 58.03 63.1¢% 103.30 121.80
62.64 69.37 §9.12 113.60

CI: Confidence Interval; CV%: Coefficient of variation Percentage; GecoCV: Gecmetric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of aubjects with concentrations at
specific sampling time; $D: Standerd Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

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

/project?4/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.4.1.1.2.8as
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) [Pharmacckinetic Pepulation)

Treatment: Test

Sanple Times (h}

Subject
Numbar /
Random
Number Predose (Mean) 0.5 1 1.5
43.32 40.93 46.48 63.41
56.74 85.13 104.50 93.1¢6
59.82 73.26 117,30 121.30
49,51 62.54 10%.00 127.40
! 60,27 56.96 60,43 67,62
74.87 85.51 119,40 118.30
- 68.36 84 .82 87.61 121.20
57.47 77.88 111.20 107.60
58.47 61.59 60.20 60.38
51.16 53.48 83.81 80.42
46.94 45.14 53.85 78.31
- 75.37 82.88 111.70 119.70
1 36.95 52.95 61.20 103.70
47.14 67.25 89,22 80.40
. 66.95 85.80 87.01 108.00
- 53.95 76.31 107.40 110.50
’ 64.30 . 72.86 66,91 78.61
58.16 56,24 69.28 8l1.02

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdethyronine;

*: Measurement taken cutside the allowed windows allowance.

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

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

/project?4/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.4.1.1.1.8as
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Table 15.4.1.1,1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL} (Pharmacokinetic Population)

Treatment: Test

Sample Times (h)

Subject
Number/
Random
Epmber Predose (Mean) 0.5 1 1.5
: 44,99 53.38 72.38 $9.09
2 57.50 72.80 102,30 129,00
62,20 77.56 g§9.12 100.80
45.28 . 51.01 96,32 97.45
53.22 62.04 106.20 118.60
61.39 66.72 91.%4 106.10
54.25 $2.52 92.39 103.00
38.59 51.40 71.84 89.60
- 71.50 93.21 101.10 .116.60
58.30 56.97 59.73 50,32
$2.36 63.19 75.75 89.12
70.17 72.04 88.64 103.80
53.498 58.57 55.31 57.98
- 58.74 80.05 108.60 137.10
62.42 67.09 85.76 126.00
’ 59.57 55.11 95.95* 121,20
50.31 60.73 78.43 94.53
71.50 82.88 100,00 110.00

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum value; n: The number of subjects with coneentrations at
specific sampling time; 8D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdothyronine;

*: Measurement taken ocutside the allowed windows allowance.

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

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

/project24/epjblinded/ezl0899_merc/stats/versioncontrolfprimary/scripts/pragram/main/TFL programs/Tables/Table

15.4.1.1.1.5as
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {ng/mL) (Pharmacokinetic Population)

Treatment: Test

Sample Times {h}

Subject
Nurber/
Random
Number Predose (Mean) 0.5 1 1.5
52,65 77.54 91.10 106.00
62.34 85.39 100.60 104.20
42,11 46.20 71.40 65.45
57.36 54.44 13.25 86.95
48.87 60.42 47.17 94.71
47,45 53.13 99,02 112.70
58.37 64.38 84.52 91.44
- 41.83 41.64 69,57 86.29
- 50.71 55.77 79.70 80.22
6B8.9%4 65.77 102.10 142.30
o €5.63 69.36 89.41 98.94
72.76 76.49 78.58 90.56
: 58.28 66,81 85.35 87.34
L 51.61 57.59 72,91 78.83
3 62.12 76.92 117.90 126.20
T $5.33 66,11 86.08 89.21
. 49,21 68.72 80.686 893.80
47.94 69.93 28.02 98.04

CI: Confidence Tnterval; Cv&: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concenirations at
specific sampling time; SD: Standard Deviatiocn; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the alleowed windows allowance. ’ '

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

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

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/progran/nain/TFL programs/Tables/Table
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Table 15.4.1.1.1 Tndividual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacokinetic Population)

Treatment: Test

Sample Times (h)

Subject
Number/
Random
Humber Predose {(Mean) 0.5 1 1.5
o 45.92 45.73 47 .34 45.61
65.70 64,58 77.36 102.00
35.80 35.32 51.34 57.10
40.44 51.50 82.60 849,17
- 53.60 47.4% 66.32 77.37
£8.89 82.12 87.13 98.40
54.97 58.44 61.25 121,30
- 51.9% 72.46 101.20 28.01
57.30 57.186 18.82 96.93
- 40.77 48.03 69.86 70.4%
- 56.87 55.38 68.11 78.57
61.95 67.49 73.90 115.80
61.44 62.26 103.90 144.80
53.39 66.29 84.32 90,68
52.19 56.55 77.9% 93.83
40.97 45.08 58.19 81.41
45.17 54.92 80.37 ) 88.90
48.79 8l.46 83.67 120.40

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Gecmetric Coefficient of Variation;
GeoMean: Gecmetric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: 3tandard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measvrement taken outside the allowed windows allowance. .

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

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

/project24/ep/blinded/e210889 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.4.1.1.1.sas
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Pable 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL} !(Pharmacokinetic Population)

Treatment: Taest

Sample Times (h}

Subject
Number/
Random
Number . Predose (Mean} 0.5 1 1.5
B 52.71 52.37 75.97 87,94
- 61.18 65.81 111,60 96.32
42.45 54.41 66.98 89.21
54.3¢9 52.22 78.40 87.33
59,95 70.69 108.40 103.40
64.11 77.62 106.20 99.28
73.65 71.96 98.90 108.40
63.12 64.54 103.10 117.20
63.89 67.29 77.25 95,48
60.44 60.10 91.22 97.41
43.21 44,90 48.86 53.99
46.26 50,36 32.23 56.31
50.53 49.49 69.26 79.23
1 67.41 63,38 110.40 118.20
AR 49.45 32,39 66,00 76,13
- v 65.61 79.40 114.80 105.60
) 3%.44 37.14 51.98 62.75
. 57.98 64,78 91.83 68.78

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Exror of the Mean; Td: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance,

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 15.4.1.1.1 Individual Data and Summary Statisties of Concentrations for Total T4 (ng/mL) {Pharmacckinetic Population)

Treatment: Test

Sample Times (h}

Subject
Number/
Random ’
Number Predose (Mean) 0.5 1 1.5
' 64.67 64.85 81.73 162,80
59,22 67.05 90.40 B84.40
48.59 61.80 8§3.03 80.29
56.41 57.69 77.77 100.60
57.90 65.57 76.06 72.71
58.53 56.52 67.60 85.28
75,70 78.38 107.30 121.30
£5.22 69.86 108.90 105.50
B 55.22 70.53 95,17+ 107.50
iy 71.04 79.88 115.9¢ 12%.90
71.76 83.27 94,25 120.20
" 64.85 72.87 108.80 144.490
65.85 64.26 87.41 106.00
61.35 63.75 86.75 104.70
- 59.32 70.86 100.20 100,90
70.79 87.88 130.50 126.50
60.22 62.85 76.62 89.63
63.15 §2.90 77.11 97.09

CI: Confidence Interval; CV&: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdothyrenine;

*: Measurement taken outside the allowed windows allowance.

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

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

/project24/ep/b1inded/e210899fmercfstats/versioncontrol/primary/scripts/program/main/TFL programs/Tabled/Table
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL} (Pharmacokinetic Population)

Treatment: Test

T Sample Times {h}

Subject
Number/
Randiom
Number Predose (Mean} 0.5 1 1.5
62 .64 84.87 114.80 124.00
53.17 55.89 55.65 86.00
50.44 50.24 99.76 94,23
o 59.94 67.13 85.06 §9.08
77.16 78.23 161,90 129.80
T 73.36 77,11 105.60 124,80
- 53.59 58.16 85.95 83.80
64.18 59.63 83.14 87.97
s 59.95 67.66 85.77 101.70*
75,71 79.97%* 90.55 122.90
57.42 58.36 88.80 95.07
57.19 64,92 79.05 114.20
55.52 45.56 85.37 106.20
) 57.69 58.71 66.98 95.40
5 65.01 62.61 98.55 93.79
-7 63.36 64.04 81.48 109.20
. §5.82 62.74 93.58 101.20
57.04 91.86 112,640 109.10

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of variation:
CeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Errer of the Mean; T4: Tetraiodothyronine;

*: Measurement taken ocutside the allowed windows allowance.

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

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

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations fer Total Td (ng/mL) {Pharmacokinetic Population}

Treatment: Test

Sample Times (h}

Subject
Number/
Randomn
Number Predose (Mean) 0.5 1 1.5

- 63.52 64.47 107.80 103.10

73.21 89.86 108.20 112,40

55.84 60.13 61.84 29g.82

. 56.71 57.33 §5.14 96.02

T $9.16 78.31% 100.20 112.30

51.65 35.60 60.59 47.91

59.22 59.73 88.35 117,10

59.41 68.17 96.75 127.00

P 72.371 77.95 107.40 140.30

’ 60.04 70.48 96.85 114,40

-z 59.36 63.27 92.60 130.30

62.15 62.05 88.09 98.30

1 65.76 68.28 96.22 105.20

PN . 64,75 99.95 127.60 137.20

' . 90.08 84.98 120.30 138.30

54.¢1 78.95 133.30 120.00

[RNTY IR 59,22 65.58 90.70 121.70+*

70.23 85.38 113.90 125.50

CI: Confidence Interval; CV$: Coefficient of Variation Perceritage; GeoCV: Gecmetric Coefficient of Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM;: Standard Error of the Mean; T4: Tetraicdothyrenine;

*: Measurement taken ocutside the allowed windows allcwance.

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

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

/project24/ep/blinded/eZlU89B_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL} (Pharmacokinetic Population)

Treatment: Test

Sample Times (h}

Subject
Number/
Random
Number Predose (Mean) 0.5 1 1.5
. 53.11 63.30 76.21 87.86
° 38.00 56.52 64.04 91.83
: 57.72 55.03 61.96 63.67
65,35 64.25 85,20 88.88
88.03 98.70 102.10 115.30
60.19 88.1¢0 129.40 125.80
63.68 72.18 83.71 89.39
57.98 74.43 72.11 92.60
R 61.83 66.98 100.30 ' 108.50
T 62,27 68.08 101.70 132.50
76.30 87.17 106.50 115.00
55.81 649,50 91.88%9 99.77
H 51,57 55.68 61.59 89.63
. 56.82 62.51 68.77 87.05
. 58.29 62,98 €8.09 106.30
87.20¢ 80.93 101.70 121.90
63.84 61.33 78.28 8%.98
. 53.97 66.61 84,37 88.76

rT: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdothyronine;

*: Measurement taken cutside the allowed windows allowance.

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

Refersnce: 600 ug (3*200 g tablets) levothyroxine old formulation.

/project24/ep/blinded/e210899_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Table 15.4.1.1,1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL} (Pharmacckinetic Population)

Treatment: Test

Sample Times (h)

Subject
Number/
Random
Number Pradose (Mean) 0.5 i 1.5
49.45 62.60 61.61 97.27
65.42 58.03 90.71 111.19
62.25 66.57 116.70 116.00
48.77 90.38 101.20 10%.80
54.29 60,87 66.73 81.83
63.68 82.44 108.30 118.80
64,67 63.67 80.99 111.00
67.92 87.58 118.30 119,80
. 63.14 68.21 79,42 95.12
i 70.76 66.06 91.10 107.40
e m 57.59 63.92* 86.10 87.26
62.84 72.92 101.00 109,40
64.41 10.12 93.80 109.30
B 55.21 66.46 83.90 €7.06
n 5%.02 63.95 102.5%0 103.20
57.83 ' 63.92 82.88 50.89
50.08 56.66 66.44 85.23
59.50 50,45 94,30 88.69

CT: Confidence Interval; CV%: Coefficient of Variation Parcentage; GeoCV: Gecmetric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 ng (3*200 pg tablets) levothyroxzine old formulation,
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EMR 200125-001 Confidential
Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) {Pharmacckinetic Population)

Treatment: Test

Sample Times (h}

Subject

Number/

Randem

Nurmber Predose (Mean) 0.5 1 - 1.5
47.40 51.27 52.10 54,65

* 63.37 72.41 101.90 115.40

80.40 87.67 115.80 128,60

T 62.31 82.23 102,40 119,60

. 54.73 52.83 87.01 87.37
54,12 85.34 116.860 118.50

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimem Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; Td: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 nug (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL}

Treatment: Test

Page 13 of 1064
Confidential

{Pharmacokinetic Population)

Sampie Times (h)

Subject

Number/

Random

Number Predose {Mean) 0.5 i 1.5
n{missing) 204 {0} 204 {0} 204 (0} 204 (0)
Mean (3D) 59,254 (9.2426) £6.308 (12.68102) 88.180 (18.9283) 100.143 (20.0550)
GeoMean 58.528 65.081 85.966 §87.845

{95% CI) {57.260;59.825) {63.338;66.873) {83.239;88.783) {95.037;100.%42)
GeolV (CVE) 16.0 (15.6) 15.9 (19.0) 23.7 (21.5) 22.1 (20.03
SEM 0.6471 0.8829 1.3252 1.4041
Median 59,269 65.575 89.070 99.875
Min; Max 35.90; 90.08 33.98; 100.10 32.23; 133.30 45.61; 144.80

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation:

GeoMean: Geometric Mean; Max: Maximum Value;

Min: Minimum Value; n: The number of subjects with concentrations at

specific sampling time; $D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;
*: Measurement taken outside the allowed windows allowance.
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 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mlL) (Pharmacokinetic Population)

Treatment: Test

Sample Times {(h)

Subject
Number /
Random
Number 2 2.5 3 4
90.59 68.33 92.19 84.01
' 72.64 97.28 92.99% §9.51
112.80 104.4¢ 108.230 113.10
- §0.76 93.62 £1.13 B0.31
107.40 76.10 102,60 97.30
il e 86.71 93.78 71.70 §5.99
110.40 123.10* 89.92 81.19
124.20 140.80 135,40 12%.60
77.74 131.40 107.30 - 105.890
119.30 111.60 123.40 102.90
59.10 92.69 86.40 74.87
93.50 77.88 88.97 89.87
117.50 131.60 134.60 127.70
97.8% 78.85 §7.08 99.53
114.40 92.45 92.78 89.32
B4.17 93.34 82.55 83.83
122,50 107.50 109.40 116.50
100.50 90.35 121.00 107.10

CT: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdothyronine;

*: Measurement taken outside the allowed windows allowance.

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 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {ng/mL) (Pharmacokinetic Population}

Treatment: Test

Sample Times (h)

Subject
Nurber/
Randon
Number 2 2.5 3 4
83.53 77.00 66.37 79.60
i 103.60 78.31 83.98 89.51
124._50 135.10% 125,70 131.90
103.40 100.50 101.90 93,40
. 69.50 82,06* 89.17 82.97
10%.60 85.59 99.36 110.20
112.30 114.80 106.80 105.90
102.20 101.30 106,60 104.00
: 65.03 86.81 88.57 86.19
90.96 70.03 79.75 78.00
60,86 80.95% 104.30 27.61
123.70 135.5%0 130.00 119.80
100.60 86.53 95.865 84.98
78.60 93.75 98.69 71.15
127.00 121.60 111.70 128.50
114.80 113.20 . 104.70 129.40
o 86.14 93.43 1092.10 113.80
8z2.67 58.29 81.63 78,53

CI: Confidence Interval; CV3: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulatien.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {ng/mL} (Pharmacckinetic Population)

Treatment: Test

Sample Times (h)

Subject
Number/
Random
Number 2 2.5 3 4
T 96.76 84.62 88.87 g2.16
96.37 105.30 101.70 75.56
R 112,40 83.96 102.10 9%.33
98.22 86.88 65.14 84.90
- 5 105.00 108.10 101.20 107.10
94,90 85.59 - 68.23 96.65
104.80 104.80 81.40 95.70
PR §9.09 98.87 79.52 74.67
120.20 133.10 127.40 130.00
61.11 69.96 93.56 58.93
29.33 110.80 102.70 89,132
97.85 124.70 99.5% 113.70
80.22 76.23 77.24 87.29
133.20 125.30 109.40 105.60
134,00* 123.10 127.70 110,30
R 139.50 250.80 144,20 112.20
112.50 106.80 116.90 113.30
116.60 120.60 117.60 128.40

CI: Confidence Interval; CV&%: Coefficient of Veriation Percentage; GeoCV: Geometric Coefficient of Variatian;
GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; 5D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken cutside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulaticn.
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Table 15.4.1.1.1 Individual Data end Summary Statisties of Concentraticns for Tetal T4 (ng/mL) (Pharmacckinetic Population)

Treatment: Test

Sample Times (h)

Subject

Number/

Random

Numbe 2 2.5 3 4

ot 100.30 41,78 93.50 88.53

) 95.77 S4.28 93.77 96.67
85.64 84,71 81.84 76.64
54.08 i2¢.20 45.20 123.40
86.65 79.47 , 89.55 78.28
103.20 107.10 93.11 93,12
98.00 26.47 102.10 89.60
75,31 68.34 73.22 69.31

o 83.14 90.93 8§1.41 87,44
131.40 135.70 117.30 141.20
114,30 97.34 103.90 85.89

T 100.10 102,20 106,70 104.60
103.70 107.40 106.90 134.90
73.13 73.26 88.58 81.74
122.80 116.60 108.50 109.50
105.30 108.10 117.80 141.30

N 96.55 94,85 84.62 83.8¢
98.01 100.60 95.63 20.46

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficlent of Variation;
GeoMean: Geometric Mean: Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentraticns at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levethyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacckinetic Population)

‘Treatment: Test

Sample Times (h)

Subject
Number/
Random
Number 2 2.5 3 4
: 48,99 64.33 73.13 66.96
104.20 113.00 197.60 106.80
64.99 67.43 63.94 67.88
! 106.30 111.80 125.80 113.80
8%.07 94,12 8§7.02 80.03
- 102,80 115,30 117.20 123.80
70.60 79.20 90.93 104.10
89.47 92.12 92.99 86.56
- 99,74 88.78 94.69 97.46
o 69.03 75.82 69.52 75.06
82.42 9%.83 94,83 91,41
128.30 108.70 106.60 102.30
135.50 115.70 106.50 107.40
- 78.79 97.98 93.06 %0.40
86.08 113.40 106.00 79.42
68.39% 110.80 90.48 76.28
94,03 86.846 80.40 86.36
112.70 117.50 11%.00 106.80

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Gecometric Coefficient of Variationm;
GeoMean: Geometric Mgan; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
spacific sampling time; SP: Standard Deviation; SEM:; Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowancs.

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

Reference: 600 pg (3*200 npg tablets) levothyroxine old formulation.
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EMR 200125-001
Table 15.4.1.1.1 Individnal Data and Summary Statistics of Concentraticns for Total T4 (ng/mL} (Pharmacokinetic Population)

Treatment: Test

Sample Times {(hi}

Subject
Number/
Random
Number 2 2.5 3 4

95,23 102.10 99.70 97.63

117.90 135.70 128.00 120.10

74.27 69.95 62.34 67.24

77.03 78.70 86.25 79.87

97.86 101,50 102.10 93.37

1 105.20 99.12 95.52 92.02

123.80 129.80 130.60 123,10

119.40 116.90 105.60 106.60

85.45 ©4.96 99.22 99.09

104.90 109.60 111.10 98.60

56.01 68.89 68.99 94.82

67.58 73.78 61.70 69.07

67.91 82.44 82.71 82.04

e 130.30* . 133.60 115.50 105,30

70.07 72.45 72.98 111.30

u 79.62 122.50 116.40 119.10

i+ 74.87 77.41 46,46 62.98

: 108.80 102,00 103,40 104,00

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; 8D; Standard Peviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulaticn.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) {Pharmacokinetic Population)

Treatment: Test

Sample Times (h}

Subject
Number /
Randem
Number 2 2.5 3 4

i 91.63 80.52 94.04 95.14

1 109.10 114.30 1067.50 99.75

82.02 83.33 81.83 73.14

83.12 81.50 77.01 98.5%

78.45 93.27 95.26 94.24

1 91.70 98.98 90.93 98.00

122.30 133,00 109.60 124.60

A 125.80 123.50 124,10 109.30

. 107.60 98.88 108.10 57.66

- 111.40 119.80 120,80 117.00

} 137.30 131.00 132.20 128.50

1 121.90 146.30 137.00 125.50

. 123.00 116.10 113.60 111.90

1 92.64 97.34 88.78 87.70

112.70 97.81 102.80 101.20

o 133.20 132.40 118.70 120.70

.- 109.10 94.40 86.85 91.1¢

112.50 130.20 93.02 113,50

CI: tConfidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimom Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; S5EM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

Tast: 600 pg {3*200 pg tablets) levothyroxine new formulationm,

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

15.4.1.1.1.13as
11DEC2014 00:01

Decument No.0900babhe8085bbd6 vi0 CONFIDENTIAL | 46171628
INFORMATION i



EMR200125-001 Page 462 of 1628

Levothyroxine Bipequivalence trial of new levothyroxine formulation vs. eld formulation
EMR 200125-001

Page 21 of 104

Merck Seronc
Confidential
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Table 15.4.1.1.1 Individual Dataz and Summary Statistics of Congentrations for Total T4 (ng/mlL} (Pharmacokinetic Population)

Treatment: Teat

Sample Times (b}

Subject
Number/
Random
Number 2 2.5 3 4
ST 130.70 140.50 108.00 114.00
. 91.68 10l.60 83.82 96.35
i 80.88 80.47 79.34 70.71
94.93 110.80 107.50 111.40
114.20 147.60 115.80 110.00
3 113.80 139.80 118.70 129,80
§ 89.34 86.12 87.17 87.10
—— §0.30 92.49% 98.75 101.70
132.20 125.70 129.30 92.68
T 108.80 115.50 127,20 142.40
e 113,90 106.90 99.02 112.290
o 108.50 110.40 100.20 104.50
94.68 124.30 94,26 84.%0
96.90 106.80 103.00 105,00
. 106.70 98.68 93.27 97.49
126.90* 124.20 116.70 123.60
- i 104.50 79.00 87.69 19.67
106.20 115,00 104.70 121.80

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Gecmetric Coefficient of Variation;
GaoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
apecific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*; Measurement taken outside the allowed windews allowance.

Test: #00 pg (3*200 pg tablets) levothyroxine new formulatien.

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Tndividual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacokinetic Population)

Treatment: Test

Sample Times {(h)

Subject
Humber/
Random
Number 2 2.3 3 4

103.10 92.98 99.48 116.70

108.70 145.60 105,00 118.20

81.33 136,30 106.30 90.19

. 115.50 114.10 ' 105.30 92,02

* 118.80 108.90 106,30 112.290

71.41 111.80 107.70 102.90

98.53 97.87 93.34 89.82

108.90 110.10 104,60 116.60

) 113.30 134.60 126.60 122.50

e 105,50 104.80 110.10 103.20

120.00 134.20 i02.60 114.10

3 107.40 102.20 107.50 103.90

109.30 125.20 121.60 115.20

129.70* 125.20 115.90 116,00

111,10 146.90 115.10 141.00

. 98.11 117.70 102.00 92.96

T 116.20 102.70 105.10 103.60

99.72 104,00 107.60 113.40

CI: Confidence Interval; CvV%: Coefficient of Variation Percentage; GeoCV: Gecmetric Coeffigient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum value; n: The number of subjects with concentrations at
specific sampling time; S5D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdothyronine;

*: Measurement taken outside the allowed windows allowance.

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 15.4.1.1.1 Individeal Data and Summary Statistics of Concentrations for Total T4 {ng/mL} (Pharmacokinetic Population)

Treatment: Test

Sample Times {h}

Subject
Number/
Random
Number 2 2.5 3 4

97.40 92.99 83.64 86.92

80.18 83.21 85.81 101.00

80.1¢ 94.57 90.34 90.466

§9.00 99,55 91.78 94.66

116.50 126.60 ) 136,90 135.40

Tt 118,10 117.60 117.90 113,30

J— 100.40 102.60 102,90 94,13

120.00 105.50 95.78 97.88

113,80 115.10 102.40 96.76

R R 126.00 128.80 122,90 133.10

107,460 119.60 120.40 107,90

112.10 101,90 %6.18 104.00

75.71 95.01 82.30 91.88

- ! 84.18 §6.78 8g.29 §3.17

100.70 98.40 105.30 92.87

P 133.60 117.10 138.30 123.30

116.20 103.20 118.30 119.20

100.40 94.26 95.13 85.465

CI: Confidence Interval; CV%: Ccefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*; Measurement taken outside the allowed windows allowance.

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

Raference: 600 pg (3*200 pg tablets} levothyroxzine cld formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mlL) (Pharmacokinetic Population)

Treatment: Test

sample Times (h)

Subject
Number/
Random
Number 2 2.5 3 4
- 94.89 92.23 93.85 72.73
111,80 116.80 113.40 90.78
115.80 116,40 100.30 86.44
112.60 108.40 98.14 108.30
. 86,49 80.28 77.57 80.12
- 113.70 115,10 105.70 95.35
118.30 113.10 110.90 107.80
“ 118,30 111.90 114.40 89,45
103.10 114,60 107.20 114.40
. 101.00 92.99 107.00 100.30
- ) 92.37 112.30* 65.37 84.70
R 103.20 112.00 108,60 96.06
7 112,80 116.10 124.90 112,80
o 95.98 48,34 75.28 59.32
! 11:.70 101.40 113,40 119.40
85.65 ©6.37 83.14 93.85
78.17 110,00 94,58 §3.72
93.290 113.50 102.50 92.81

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum value; n: The number of subjects with concentrations at
specific sampling time; $D: Standard Deviaticn; SEM: Standard Errer of the Mean; T4: Tetraicdothyronine;

*: Measurement taken outside the allowed windows allowance.

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 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacokinetic Population)

Treatment: Test

Sample Times {h}

Subject
Number/
Random
Himhey 2 2.5 - 3 4
sttt 63.83 68.89 5%.56 67.99
a . 124.80 119.00 119.40Q 127.30
' 135.30 164.60 146,70 130.50
.i16.20 128.70 126.10 136.30
81.33 ' 101,60 106.50 ’ i01.30
92.25 100.80 112,60 113.30

CI: Confidence Interval; ¢V%: Coeffigcient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL} (Pharmacokinetic Population}

Treatment: Test

Sample Times (h)

Subject

Numbar/

Random

Number 2 2.5 3 4
n(missing) 204 (0) 204 (0} 204 {0} 204 ({0

Mean (SD) 100.658 (18.9149} 105.133 (21.93%7) 100.721 (17.8540) 100,291 {17.8335)
GaoMean 98.742 i03.029 99,021 98.6920

(65% CI} (96,030;101.531) {100.216;105,920) (96.454;101. 655} (96,248;101.193)
GeoCV{CV%) 20.4 (18.8} 20.2 {20.9) 19.2 (17.7) 18.3 (17.8)
SEM 1.3243 1.5361 1,2500 1.2486
Median 102.500 102.650 102.100 98.585
Min; Max 48.99; 139.50 58.29; 250.80 45.20; 146.70 58.93; 142.40

CI: Confidence Interval; CV%: Coefficient of variation Percentage; GeoCV: Geometric Coefficient of Variation;
CaoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

levothyroxine new formulatiom.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) {Pharmacckinetic Population)

Treatment: Test

Sample Times (h)

Subject
Humber/
Random
Number 3 8 10 12 18
87.03 76.38 88.59 80.08 75.76
79.18 71.50 85.15 75.54 61.23
: 106.00 97.33 92.20 99.47 83.53
H 85.70 74.47 79.66 84.30 64,90
87.86 96.53 93.22 100.00 82.20
- 81.59 76.01 16.39 73.02 66.64
92.81 90.69 95.01 95.71 92.16
- 123.90 122.70 119.50 121.70* 118.940
89.87 91.63 102.60 92.86 77.96
' 103.20 99,35 118.50 96.31 94.93
g81.36 71.60 70.42 54,92 66.82
93.76 86.75 88.58 73.32 73.98
Y 117.70 110.70 112.00 95.08 101.00
i- 89,25 80.76 80.60 98.83 73.66
80.65 87.18 84.42 80.79 74,12
74.62 74.93 T1l.04 78.83 69.30
4 105.20 103.30 112.50 gl.8z 84.15
105.50 90.17 107.00 103.20 85,72

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GecMean: Goometric Mean; Max: Maximom Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiocdethyronine;

*: Measurement taken outside the allowed windows allowance. .

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {(ng/mL} {Pharmacckinetic Population)

Treatment: Teat

Sample Times (h)

Subject
Number/
Randoem
EEyger 6 8 10 12 18
- 68.30 73.34 70.04 68.01 58.07
98,42 83.40 88.18 85.53 81,14
117.90 112.90 113.00 102.60 92.34
103.50 126.60 5,97 96.34 82.31
73.21 97.04 85.13 8l.60 72.64
95.00 94.39% 24.71 96,02+ 89.27
104,30 88.67 104.00 89.51 82.88
83.54 B81.60 77.61 81.25 75.32
- 92.76 g6.84 79.18 82.48 83.69
84,39 75.00 B87.04 76.66 66.04
84,26 £€9.98 91.71 64.43 72.91
o 108.50 120.50 98,07 103.80 88.95
105.10 83.18 85.88 64.48 61.28
100.40 63.26 73.55 68.80 55,16
128.460 106.30 106.40 99.53 94.84
136.00 103.40 93.00 88.28 76.748
122.30 84.67 88.80 78.15 69,35
9%.39 85.63 57.65 76.82 83.55

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Errcr of the Mean; T4: Tetraiodothyronine;

*; Measurement taken outside the allowed windows allowance.

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 15.4.1.1.1 Individual Data and Summary Statistica of Concentrations for Total T4 {ng/mL) (Pharmacokinetic Population)

Treatment: Test

Sample Times (h})

Subject

Number/

Random

Nurmber [ 8 10 12 18
100.20 95.91 88.43 91.57 77.99
89,74 ' 85.63 73.22 83.08 86,73
80.66 69,54 70.88 93.69 82.43
63.12 70.31 57.63 88,95 72.46
91,85 83.48 95.62 72.01 81,02
97.82 92.24 76.88 92.86 83.93
86.09 79.38 60.82 88.02 81.71
73.62 69,34 72.59 81.28 67.26
111.860 89.51 95,39 93,26 §0.14
§5.81 60.81 51.83 56.71 53,24
99.56 104.20 103,90 89.97 88.50

] 114.40 112,20 104.20 117,00 113.00

- 79.61 80.32 57.90 82.32 67,30
96.95 103.30 96,77 100.80 §8.82
96.53 98.52 97.97 99,09 98.68
97,61 81.12 94.39 89.50 86,41
94,40 94.66 91,79 89.57 83.19
117.400 104.60 108.40 105.70 101.80

CI: Confidence Interval; CV$: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation:
GeoMean: Geometric Mean; Max! Maximum Value; Min: Minimum value; n: The number of subjects with concentraticns at
specific sampling time; $D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdothyronine;

*; Measurement taken outside the aliowed windows allowance.

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

Reference: 600 pg (3*200 ug tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacokinetic Population)

Treatment: Test

sample Times (h)

Subject
Number/
Randomn
Number 6 8 10 12 18
90.21 74.97 75.48 74.99 68.14
94,53 84.07 90.55 79.48 70.38
79.72 80.00 82,93 73.176 68.56
93.71 101,30 83.99 95,71 86.36
99.23 80.44 85.68 86.99 88.86
90.77 8§.12 §2.16 81.55 73.85
104.20 95.12 91.07 80.26 77.09
12,713% 64.56 63.61 74.13 59.30
716.92 80.27 75.81 67.50 74,57
135.40 106.10 128.90 119.90 118.00
o ' 106.40 95.42 92.15 100.10 80.10
N 96.43 104.10 92.31 88.05 89,51
116.70 106.60 112.00 102,20 88.78
75.23 71.53 69.9¢6 67.83 68.25
113.80 98,48 96.358 102.5%0 87.25
> 118.50 110.60 113.80 114.70 98.54
85.90 77.27 75.28 74.72 £3.96
86.28 82,99 52,92 89.69 79.91

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Gecmetric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Frror of the Mean; Td: Tetraiodothyroénine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxzine cld formulatiom.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) {Pharmacckinetic Populatien)

Treatment: Test

Sample Times (h)

Subject
Number/
Random
Number 6 8 10 12 18
- 71,51 69.39 77.84 66.23 65.73
109.50 83.86 105.80 84.28 97,01
70.63 60.54 74.61 65.52 65.09
108.00 120.70 109.90 78.40 98.20
A 83.78 86.46 82.72 §2.45 78.01
107.70 102.%0 102,40 96,66 86.48
f 98.31 86.69 98.03 84,48 64.25
N 858,52 93.01 93.22 75.44 52.29
. 92.27 96,12 85.82 93.92 74.74
' 72.41 70.06 50.90 66.82 64.51
77,51 97.18 83,53 76.69 84.91
128.90 58.28 99.83 84,52 89.86
122.20 116.60 115.30 104.00 104.40
81.31 80.18 75.57 82.22 66.36
92.19 94,21 63.94 78.54 82.09
- 76.38 84.52 63.05 71.65 69.67
75.18 74.59 74.70 70,87 65.84
T 107.00 96.95 113.90 893.03 86.96

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdothyronine;

*: Measurement taken cutside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacokinetic Population)

Treatment: Test

Sample Times (h}

Subject
NMunber/
Randomn
Number ] 8 10 12 18
90.83 86,48 107.70 89.99 70.80
107,20 101.60 90.33 102.60 84.93%
s 65.17 67,12 69.38 62.24 52.98
J 83.04 82.25 80.29 79.56 70.14
91.02 §3.52 93,64 89.27 91.22
102.80 84.31 88.43 84.13 88.15
- 116.30 116.70 134.20 127.50 108.80
99,83 88.52 72.81 93.31 80.56
101.80 101.20 97.13 81.09 82.03
107.40 88.29 51.86 g1.71 79.97
73.77 69.36 77.04 78.17 67.90
50.57 57.20 61.74 65.56 52.83
868.74 78.05 85,31 85.14 75.48
3 110.50 109.10 104.10 103.10 90.50
85.00 100.80 80.59 90.82 69,61*
110,50 99.73 107.80 96.9% 92.81
- 60.92 53.65% 60.58 63.51 64.88
70.30 96.47 91.78 92.26 90.48

CI: Confidence Interval; CV%: Coefficient of Variation Percentage:; GeoCV: Geometric Coefficient of Variatien;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviaticn; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken cutsice the allowed windows allowance.

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

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

/projectz4/epfblinded/eZlOS99_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.4.1.1.1.823
11DEC2014 00:01

Document No.0900babe8085bb46 v1.0 CONFIDENTIAL 473/1628 %
INFORMATION ﬁ



EMR200125-001 Page 474 of 1628

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

Merck Sercno Page 33 of 104
EMR 200125-001 Confidential
Table 15.4.1.1.1 Individual Data and Summary Statistica of Concentrations for Total T4 (ng/mlL) (Pharmacckinetic Population}

Treatment: Test

Sample Times ({(h}

Subject
Nunmber/
Random
Number 6 8 10 12 18
Tt 93.53 98.41 107.10 105,70 85.58
94.78 95.92 97.18 88.43 82.39
. 95.58 76.58 70.77 76.87 63.14
. §3.80 77.04 76.24 86.15 81.77
83.41 84.78 789.14 88.53 75.07*
89.37 93.35 93.01 89.79 93.63
N 109.10 112.60 114.70 99.79 102.40
105.580 93.25 112.80 96.73 85.20
3 97.99 91.56 90.68 86,62 84.546
- . i22.20 123.30 118.70 99,42 94,55
123.00 135.50 95.31 112.40 113.90
- 132.10* 144.20 103.80 120.70 114.40
- 108.20 94,62 82.90 90.51 87.64
. 04.34 71.04 18.20 78.36 79.67
t 101.30 94.94 91.18 91.36 88.55
. 121,00 136.90 115.80 106.20 §9.23
! 86.15 83.29 93.20 87.31 83.05
100,10 86.92 105.70 96.32 88.55

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; $D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {ng/mL) (Pharmacckinetic Populaticn)

Treatment: Tast

Sample Times {(h)

Subject
Number/
Random
Number [ 8 10 12 18
N 112.60 91.12 81.96 91.00 79.02
97.65 86.11 113.30 84.20 90.62
77.40 74.30 76.20 89.77 74.25
98.80 97.57 97.34 90.70 91,94
- 109,20 123.40 103.490 120.80 105.40
f 86.80 105.10 73.48 §6.29 84,99
87.46 83.85 76,19 78.00 74.48
1 93.27 §3.14 83.67 78.19 80.46
118.80 114,90 118.60 107.90 100.860
118.00 136.20 96,77 123.40 105,40
100.80 92.68 102.60 88.33 83.05
106.10 102.80 86.34 §8.07 88.82
81.40 89.90 84,97 85.50 82.05
Lo - W 99.06 95,84 94.59 81.71 83.96
96.93 61,31 108.60 96.62 78.06
i 108.10 98.57 97.71 93.64 90.8%
93.07 80.47 106.50 87.01 102.10

103.30 80.69 104.10 82.07 80.91

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation:
CeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentratliona at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

+: Measurement taken cutside the allowed windows allowance.

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

Reference: 600 pg (3*200 ng tablets) levothyroxine cld fermulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {ng/ml) (Pharmacokinetic Population)

Treatment: Test

Sample Times (h)

Subject
Number/
Random
Number 6 8 10 12 18
! 103.70 104.50 94.21 89.89 86.22
98,792 103.10 106.90 90.70 90,60
K . 101.80 92.1%6 97,16 104.80 92.37
- 97.29* 93.16 88.05 100.350 78.51
107.30 90.91 131.90 103.40 103.50
- 105.48 82.21 68.03 91.03 86.06
103.10 97.15 100.70 101,00 95.41
e 101.70 98.95 94.43 86.54 82.10
122.80 115.10 : 127.50 104,00 97.04
o 93.00 69.34 92.08 101.30 86.50
. 112.60 110.60 109.10 102.60 103.80
88.52 97,77 98.20 95.45 §2.31
111.20 104.40 107.20 126.60 108.90
112.00 10%.50 102.50 115.30 102,60
119,40 ) 131.90 119.20 122,50 113.40
- §4,.51 84.37 99,45 79.53 70.11
B 95.75* 98.06 110.00 95.93 89,01
- 98.25 106.20 113.80 107,90 90.70

CI: Confidence Interval: GV%: Coefficient of Variation Percentage; GecoCV: Gecmetric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentraticns at
specific sampling time; S$D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 ng (3*200 pg tablets} levothyroxine old formulatiocn..
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacokinetic Population)

Treatment: Test

Sample Times (h}

Subject
Number/
Random
Nurber 6 g 10 12 18
. 81.37 81.73 7%.16 78.23 77.74
o 81.92 T7.47 85.28 73.20 83,97
) 86.31 85.06 74.20 80.%9 77.26
- 953.26 102.10 92.05 89.48 12.22
133.60 94,02 111.%0 113.00 112.10
122.50 111.30 111.00 108.20 99.60
- 80.36 92.41 81.46 92.32 83.70
- i 93.85 87.91 87.37 §8.43 83.06
H 100.90 105.70 104.80 98.76 58.7%
. 120.10 111.20 107.10 113.50 10¢.10
- 107.00 89.00 100.30 103.50 101.30
93,56 93.60 56,36 77.72 §2.19
e 92.52 87.68 84.53 86.66 79.19
cae 88.75 70.03 79.81 77.82 82.41
91.89 100.40 891.00 83.74 72.87
137.60 130.50 127.50 122,80 114,70
_ . 132.10 120,30 118.50 112,90 99.17
N gz2.52 73.33 84.88 73.80 g§2.40

CI: Confidence Interval; CV%: Coefficient of variation Percentage; GeoCV: Geometric Coefficient of Variation;
GecMean: Geometric Mean; Max: Maximum Valvue; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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 15.4.1.1.1 Individual Data and Summary Statistics of Congentrations for Total T4 (ng/mL} {Pharmacokinetic Population)

Treatment: Test

Sample Times (h)}

Subject

Numbez/

Random

Number 3 ] 10 12 18
n{missing} 204 (0} 204 {0} 204 (Q) 204 {0) 204 (0}
Mean {SD) 97.025 (15.9788) 93.013 {16.1570} 92.386 {16.7332) 89.794 (14.2100) 83.302 (13.6973)
GeoMean 95.684 91,628 80.806 88.678 gz.172
(85% CI) {93,476;97.943} (89.449;93.860) (88.462;93.213) {86.752;90.647} {80.300:84.087)
GeoCV (CVE) 17.0 (16.53) 17.6 (17.4) 1%.1 (18.1) 16.0 (15.8) 16.8 (16.4)
SEM 1.1187 1.1312 1.1716 0.9949 0.9590
Median 96,940 92,980 92,950 8%.375 §3.050
Min; Max 50.57; 137.60 53.65; 144.20 50.90; 134.20 54.81; 127.50 52.29; 119.40

CI: confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation:

GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n:

The number of subjects with concentrations at

specific sampling time; 8D: Standard Deviation; SEM: standard Error of the Mean; T4: Tetraiodothyronine;

*; Measurement taken cutside the allowed windows allowance.

Test: 400 ng (3*200 pg tablets} levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmaceckinetic Populaticn}

Treatment: Test

Sample Times {h})

Subject
Number /
Random
Number 24 36 48 72
’ 75.79 77.48 63.73 57.29
74.58 76.08 74.80 64.29
97.99 87.29 65.21 63.44
- 76.94 70.49 65.53 71,40
86.78 56.78 69,48 88,59
72.03 63.29 58.30 64.41
99,24 84.38 92.39 71.88
108.40 108.70 107.70 114.80
e 89.71 92.71 87.88 80.12
v 96.52 162,20 98.74 102.80
49,88 B3,02 60.09 £2.80%
79.66 82.01 70.92 80.38
112.50 103.30 94,32 97.08
! 87.91 88.01 80.72 70.39
78.89 80.18 77.55 65.04
90.78 93.086 70.27 63.08
89.14 80.21 77.65 73.94
90.80 92,47 69.65 97.07

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentraticona at
specific sampling time; SD: Standard Peviation; SEM: Standard Error of the Mean; T4d: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/ml) (Pharmacokinetic Population)

Treatment: Test

Sample Times (h)

Subject
Number/
Randeom
Number 24 36 48 72
- 80.28 68.72 67.69 62,42
93.76 g8.86 77.83 84.35
100.10 91.51 §9.13 76,71
1 106.40 108.00 91.11 81.83
4 . 60.469 97.62 81.24 71.49
. 98.20 91.31 79,78 41.00
4 ' 94,64 100.70 93.50 91.44
71.28 83.08 8G.99 72.82
78.07 86.00 75.14 71.99
74.30 76.80 66.11 §2.30
e 69.34 67.23 63.56 68.83
. . 120.80 105.70 95.74 97.66
i 69.75 81,58 75.15*% 61.49
45.12 71.66 70.53 52,68
- 89.87 110.30 99.32 93.98
93.82 78.13 73.01 75.02
78.25 89.23 66.57 73.47
50.40 79.70%* . . 84.39 95.41

CI: Confidence Interval; CV$: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdothyrenine;

*; Measurement taken cutside the allowed windows allcowance. |

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

Reference: 600 pg (3*200 ug tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) {Pharmacokinetic Population}

Treatment: Test

Sample Times (h})

Subject

Nunber/

Randem

Number 24 36 48 72

T 97.77 92.68 72.69% %8.33

P 63.48 24,95 89,60 86.39
98.39 96.64 68.07 67.25

o 76.79 81.863 86.91* 76.39%
81,27 82.86 80.59 69,87
92.74 . 87.99 85.76 88.20

. 93.98 90.71 92.16 83.03%

T 72.82 71.99 71.21 75.83
118.20 117.00 133.70 110.70

3 31,71 64.24 59.97 66.93

* : 100.80 93.14 105,80 94 .47

a 128.30 119,30 102.80 114.70
L 74,94 28.62 §7.76 88.01

80.15 93.30 : 92,47 88.94
98.29 96.87 100.70 98.08
97.85 101.80 B84.00 79,21
79.46 72.67 85.14 72.9%
113.70 100.40 98.34 99,65

CI: confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of variatien:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {(ng/mL} {Pharmacckinetic Population}

Treatment: Teat

Sample Times (h)

Subject

Number/

Random

Araamlaan Zq 36 48 72
79.30 77.85 §0.07 74.37
78.66 78.02 77.46 68.34
74.62 71,94 69.11 62.29
94.25 89.48 87.92 87.71
92.22 §2.97 78.75 83.81
85.18 84.37 16.88 70.30
79.18 78.27 78.27 16.62
60.18 62.15 56.76 60.75
81.36 : 77.54 62,52* 75.35%
116.00 119.40 118.00 100.90
76.02 76,34 73.95 72,12
88.53 90.22 93.74 81.49
108.80 103.60 106.10 80.63
67.24 g8i.62 63,30 64,62

' 80.13 88.83 67.58 74,71

o 112.20 106.10 102.10 87.13
73.21 70.04 68.46* 66,95
94.39 87.68 60.76 48.59

CI: Confidence Interval; CV$: Coefficient of Variation Percentage:; GeoCV: Geometric Cecefficient of Veriation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentraticns at
specific sampling time; 5D: $tanderd Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken cutside the allowed windows allowance.

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 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {ng/mL} (Pharmacokinetic Population}

Treatment: Test

Sample Times ({(h}

Subject
Number/
Random
yumber 24 36 48 72
54.69 72,45 51.3% 48.73
3 g7,44 109.40 101.90 88.30
. 54.43 £5.38 36.40 57.62
85.88 91.47 94.73 84.32
85,94 78.74 60.56* 75.88*
98.52 94.07 95,95 84.92
. 89.92 91.76 69.60* B8.59
73.27 67.52 65.57 g81.16
83.71 83.64 83.64 §2.37*
59.34 50.28 55.63 52.68
89.03 81.54 77.81 €5.78
80.71 91.88 135.70 107.20
86.41 88.9¢6 105.40 81.51
72.92 81.13 75,42 65,94%
98.85 78.46* 81.60 84.91
65.51 75.24 83.14 67.86
66.67 83.30 63,43 55.00
92.26 84.98 86.81 80.53

£T: Confidence Interval; CV%: Coefficient of Variation Percentage; GeeCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentraticns at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

+: Measurement taken cutaide the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulatiom.
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PTable 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmagokinetic Population)

Treatment: Test

Sampie Times (h)

Subject

Number/

Random

Number 24 36 48 72
89.17 86.34 77.20 65.23
100.90%* 92.14 §8.96 82.314
50.40 57.19 51.9% 51.66
B83.13 73,10 87.64 72.18
89,17 84.60 10.65 74.04
1405.00 86.34 74.47 71.54
69,01 115.00 105.60 99.49
86.18 72.70 87.08* 85.88
78.40 75,31 79.23 83.62
85.924 91.77 87,73 83.25
70.97 84.47 66.89 66.85
56.90 $9.29 52.39 39.45
87.38 93.47 70.46 86.37
101.40 85,32 64.84 96,31
74.,25* B1.65 89.63 83.45
103.70 97.35 96.36 93.06

' 46.30 42,42 48.20 64,60

95,49 83.82 91.34 B6.14

CI: Confldence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg {3*200 ng tablets) levothyrozine old formulation.
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Table 15.4.1.1.1 Tndividual Data and Summary Statistics of Concentrations for Total T4 (ng/ml) (Pharmaccokinetic Population)

Treatment: Test

Sample Times (h}

Subject
Number/
Random
Number 24 36 48 72

50.68 81.97 87,93 87.63

19.62 81.01 76.25 78.11

69.77 78.70 64.36 67.48*

85.7% 77.57 73.19 77.58

71.62*% 82.84* 84.57* 70.00*

91.06 94,61 72.18 81.14

110.60 100.20 88.26 83.13

100,20 96.44 96.82 88.46

98.75 89.24 83.32 71.20

101.00 103.10 102.30 96.44

120.90 110.30 101.70 109.50

97.98% 100.20 109,60 78.86

104.50 95.72 93.62 81.03

et 87.32 43.22 91.84 90.42

o 93.09 93.82 90.70 84.93

94,14 107.90 105.70 88,57

100.20 103.20 87.31 73.55

79.61 119.50 78.60 78.61

CI: Confidence Interval; CV$: Coefficient of Variation Percentage; GeoCV: Gecmetric Coefficient of Variation:
GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetralodothyronine;

*: Measurement taken outside the allowed windews allowance.

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

Reference: 600 pg (3200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individnal Data and Summary Statistics of Concentrations for Total T4 {ng/mL) {Pharmacokiretic Population]

Treatment: Test

Sample Times (h}

Subject

Number/

Random

Humher 24 36 48 72
108.10 93.96 78.52 70.87
92.55 103.60 114.60 96.41
67.99 78.05 69.08 47,32
93,47 87.18 81.23 68.66
107.50 104.90 109.40 114.00
124,40 97.72% 89.25 76,533
82.05 75.71 73.5% 78.17
85.59 83.18 . 73.58 78.76
103,30 114.70 94,40% 79.20
119.30 117.10 121.50 106.80*
95.04 98.08 83.37 77,31
101.20 89.7¢ 86.38 84.89
93.72 103.80 86.39 73.48
92,49 81.17 §2.21 73.22
100.20 113.30 90,45 68.30
i01.z20 92.13 . 89.43 80.80
73.36 56.27 73.78 66.84
85.929 §9.92 77.41 77.65

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation:; SEM: Standard Error of the Mean; T4: Tetraiodothyronine:

*: Measurement taken outside the allowed windews allowance.

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

Reference: 600 ug (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacokinetic Pcpulation)

Treatment: Test

Sample Times (h}

Subject

Number/

Random

Number 24 36 48 12

e 92.64 89.13 83.08 85.22
88.46 92.490 82.64 88.26
114,10 115.50 96.02 75.38
81.71 87,28 74.48 70.61
95.68 97.84 102.70 85.86
84.31 70.44 95.89 87.23
93.96 65.21 89.27 92.83
84.35 84.69 54.62 99.20
107.40 99.65 105.10 104.10
95.85 §92.58 82.03 79.53
111.20 105.90 104,30 95.37
96,49 93,89 83.27 85.14
97.62 107.70 96.04 94.47
99.30 102.60 894.95 86.51
131.30° 121.80 109,60 130,00
76.98 84.72 72.42 80.73
102.50 96.72 102.40 182,50
111.50 95,58 102.00 104.80*

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; 3D: Standard Deviaticn; SEM: Standard Error of the Mean; T4: Tetraiocdothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistica of Concentrations for Total T4 (ng/mL) (Pharmacokinetic Population)

Treatment: Test

Sample Times (h}

Subject

Numbar/

Random

Number 24 36 418 72

sohmte 79.12 82.76 76.53 65.65
85.05 82,91 63,91 70.85
83.13 84.76 78.49 75.30
91.59 82.15 88.63 73.43
108.80 106.70 121,20 B2.38
103.80 108,90 99.55 87.22
90.86 82.00 92,50 103.50
89.16 99.35 88.21+ 79.35
88,92 89.57 85.87 79.47
91.80 107.80 106.80 ' 103,40
110.00 102.50 102.40 104.00%
94.95 94.24 83.07 81.04
88.50 85.41 §2,00% 71.44
64,38 71.26 67.29 62.21
83.40 90.78 B8.14 76.73*

- '119.30 118.60 121,80 104,30%

106.80 111.50 113.00 91.19
87.37 86.8% 65.77 63.43

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sanmpling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodethyronine;

*1 Measurement taken cutside the allowed windows allowance.

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

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Cencentrations for Total T4 (ng/mL} (Pharmacokinetic Population)

Treatment: Test

Sample Times ({(h)

Subject

Number/

Random

Humber 24 36 48 T2
77.00 78.86 80,95 o 71,14
137.10¢ 95.95 97.27 76.88%

' 91.68 88.23 81.13 84.53

90.89 890.07 91,62 74.81
75.25 75.51 76.69 70.10
84,17 102.60 97.06 84.51
81.49 76.84 78,53 78.24
88.17 94.54 85.71 60,17+
101.40 96,44 86.72 gz.98
93.39 93.94 §7.72 92.73
50.45 74.89 68.49 72.51

. 88.72 §4.65 89.89 76.83

E 91.96 87.74 100.50 82.37
54,63 . 80.69 77.05 83.07
92.37 62.49 §4.32% 84.39
90.22 86.99 78.99 74,74

E §80.01 67.90 74.94 79.84%

89.78 76.34 39,14 63.85

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraliodothyronine;

*: Measurement taken outside the allowed windows allowance.

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 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {ng/mL) (Pharmacokinetic Population)

Treatment: Test

Sample Times (h}

Subject

Number/

Random

Number 24 36 48 72

T 73.44 74.17 70.82 72,15
94,24 95,96 93.58 84.82
167.20 120.30 126.30 112.20
101.20 ‘ 100.90 103.70 81.38
86.49 91.43 93.39 87.33%
104.10 95.13 92.87 86,90

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimem Value; n: The number cof subjects with concentrations at
specific sampling time; SD: Standard béviation; SEM: Standard Error of the Mean; T4: Tetraiodothyrecnine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg {3*200 ng tablets) levothyroxine cld formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {(ng/mL) (Pharmacckinetic Population}

Treatment: Test

Sample Times (h)

Subject

Number/

Random .

Number 24 36 48 72
n{missing) 204 (Q) 204 {0} 204 (0) 204 {0}
Mean (5D} 88.916 (17.2832) 89.503 (13.8167) 84,279 (15.9005) 80.197 (14.2479)
GecMean 87.179 88,329 82.7597 78.913
{25% CI} {84.766;89.661) (B6.437;50.385) {B0.656;84.994} (76.949;80.926)
GeolV (CVE) 20.5 (19.4) 16.3 (15.4} 19.1 (18.9) 18.4 (17.8)
SEM 1.2101 G.2674 1.1133 0.9976
Median B9.745 89.840 83.345 . 79.500
Min; Max 45.12; 167,20 42.42; 121.80 48.20; 135.70 39.45; 130.00

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Gecmetrlc Coefficient of Variaticn;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 ug (3*200 pg tablaets) levothyrozine old formulation.
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Table 15.4.1.1.1 Individval Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacokinetic Population}

Treatment: Reference

Sample Times (h)

Subject

Number/

Random

Number Predose (Mean) 0.5 1 1,5
44.98 54.65 82.59 94.05
48.8% 58.30 74.37 86.80
64,95 63.54 90.57 105.00
52.75 68.72 73.06 91.08
60.46 63.00 90.13 111.50
43.66 51.06 81.8¢6 96.82
51.55 71.69 101.00 123,60
72.30 75.83 103.80 124.80
62.33 68.35 83.14 B6.55
78.41 75.13 98.09 99.06
55.67 51.79 64,33 g89.19
§4.90 67.96 §0.14 106.90
55.93 59.69 65.60 96.77
70.65 $5.02 104.30 106.10
67.55 69.57 90.76 73,94
47.75 50.26 67.20 76.87
60,63 72.62 100.60 136.10
65.03 85.27 118.60 112,00

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken ocutside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulaticn.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 {ng/mlL) (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h)

Subject
Number/
Random
Number Predoss (Mean} 0.5 - 1 1.5
52.25 46.77 59,71 66.56
55.19 86.87 108.70 118.30
80.59 93.94 125,50 142.10
52.81 63.02 102.60 88.51
57.61 42,05 ' 67,39 75.81
§6.03 67.51 86.46 110.50
60.42 71.59 88.98 124.30
50.31 51.82 81.99 86.11
57.73 53.11 67.12 . 74.22
o 40.63 45.46 58.16 £1.19
47.05 36.35 54.56 T5.45
- 73.01 83.65 109,00 120.30
B 57.97 62.20 77.10 102.80
42.63 61,55 100.80 93.67
67.52 82.57 90.84 102.90
51.25 69.83 101.80 126.60
e 4 58.57 90.63 92.31 104.30
57.27 44.12 59.72 54.80

CI: Confidence Interval; CV$: Coeffigient of Variation Percentage; GeoCV: Gecemetric Coefficient of variation;
GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 ng {(3*200 ug tablets) levothyroxine old formulation.
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Table 15,4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL} (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h}

Subject

Number/

Random

o Predoss (Mean) 0.5 1 1.5
46.13 52.45 72.60 79.34
49.81 56,60 80.52 100.80
§3.45 56.93 93,43 102.50
49.87 57.60 . 87.44 98,26
52.99 53.64 60.02 61.36
73.56 73.93 97.68 107.70
58.34 64,80 86.18 54,93
34.02 55.36 50.57 85.21
72,44 83.81 112.30 107.50
49.99 47.58 62.18 73.38
€0.78 62.21 89,62 95.30
60.84 62.63 78.08 61.7¢%
49.47 58.00 58.92 69.04
52.07% 80.75 113.40 136.50
67.38 652.93 $5.52 86,74
57.7% 64.65 1092.40 104.60
47.68 58.83 79.76 101,70
72.15 90.65 113.50 114.80

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean:; T4: Tetraicdothyronine;

*; Measurement taken outside the allowed windews allowance.

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

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

at
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacckinetic Populaticn)

Treatment: Reference

Zample Times (h}

Subject
Number/
Random
Number Predose (Mean) 0.5 1 1.5
A 49.086 54.70 75.93 86,91
62,05 75.77 89.35 111.10
42.26 40.91 81.34 93.42
55.34 63.97 81.93 100,20
37.15% 65.04 105.40 126.40
46.54 58,10 8§0.71 102.90
64.04 78.74 80.1a 104.20
f 46,41 52.26 51.79 67.97
39.61 62,64 107,60 92.49
. - 66,48 60.58 63.16 69.07
: 70.72 72,19 94.27 . 123.50
) 69.81 74.92 98,17 109.40
57.45 64,28 84.96 103.80
55.82 56.13 72.86 84.64
54.75 . 55.56 74.70 85.97
60,02 76.19 101.30 106.20
50.63 56.55 92.00 104,00
50.20 57.34 63.75 51.72

CT: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Mamimum Value; Min: Minimum value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean: T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levethyroxine old formulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h}

Subject

Number/

Random

Number Predose (Mean) 0.5 1 1.5

B 43.36 46.91 57,39 69.63
60,98 69,55 84.07 86.08
41.53 38.00 52.93 56.94
52.87 £3.80 94.94 1z2.00
51,61 47.20 65.20 70.57
70.68 74.02 92.80 118.00
62.70 62.43 57.14 68.61
53.1% 58.99 75.75 91.64
$3.94 63.91 83.04 76.44
35.80 43.36 59.51 76.30
60.07 68.43 72.26 78.62
64.21 60.68 . 76,47 106.60
63,68 57.24 70.00 113.40
50.79 . 50.53 77.17 95.3¢%
50.34 58.65 81.48 101.10
48.27 47.28 66.78 75.97
48,69 51.04 63,47 74.61
44,51 37.62 75.85 - 90.72

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Mipimum Value; n: The number of subjects with concentrations at
specific sampling time; §D: Standard Deviation; S$SEM: Standard Errer of the Mean; T4: Tetraicdothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine cld feormulation.
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations For Total T4 (ng/mL} (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h}

Subject

Number/ .

Random

Nunber Praedose (Mean) 9.3 1 1.5

" 50.83 57.086 §7.02 94.07
60.08 68.86 100.50 102.20
36.06 41.74 45.10 78.83
57.53 61.72 75.40 61.84
58.867 76.19 99.16 110.60
53.06 €61.45 69.86 87.48
68.34 65.55 78.82 103.30
63.95 64.37 83.45 107.20
66.76 70.32 " 71.99 87.64
60.31 57.10 : 89.44 105.30
45,05 29.95 41.78%* 32.22
41,02 58.27 63.32 66.47
51.60 52.37 17.57 91.99

: 69.46 . 67.45 98.98 90.22

B . 47,80 56.48 76.606 92.58

)] 66.05 T2.48 100.10 102,30
29.11 20.25 49.32 53.81
61.37 65.62 83.26 88.81

¢I: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variatiom;
CecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; S$D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetrajcdothyronine;

+: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 ng tablets} levothyroxine old fermulation,
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h}

Subject
Nurber/
Random
Number Predose (Mean) ' 0.5 1 1.5
Tttt 71.66 65.25 ©3.38 99.90
61.53 61,98 83.18 87.51
' 59.40 58.93 82.09 104.60
55.88 53.34 6¢.08 100.10
54,78 52.77 65.64 77.48
2 . 53.88 57.07 92,81 90,04
' 65.39 74.32 1i2.20 111.30
’ 69.52 91.99 107.30 113.20
$2.28 62.83 75.22 77.75
81.42 79.78 114.50 127.80
72.41 87.25 112.80 148.50
65.53 84.00 . 121.90 122.40
69.50 67.44 72.8%9 85.353
€3.983 66.81 63.53 96.76
66.26 £§9.39 77.97 77.65
o 63.00 68.07 74.57* 100,90
58.44 62.64 86.40 100.40*
62.6% $3.53 80.05 79.76

CT: Confidence Interval; CV$: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentraticns at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

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