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Levothyroxine
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Merck Serocno
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Page 66 of B85
confidential

Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety

Population}
Treatment Sequence 4 Treatment Sequence 5 Treatment Seguence & Total
{N=7) (N=7} {N=T) (N=42)
Laboratory Vvisit/
Test (Unit) Timepoint Statistics Observed Change Cbserved Change Ohserved Change Observed Change
Jodium Period 3/ n (missing) & (0} 6 (0) a (0) 38
{munol /L) (Day -1}
Mean (5D} 137.30 136.92 137.75 137.29
{2.632) {1.158} {1.252) {1.593)
Median 138.65 136.80 137.80 137.15
Min; Max 133.8; 135.5; 136.0; 133.8;
139.8 138.9 139.1 140.5
Follow-Up n (missing} 7 (Q) 7 (0} 7 {0} 710} 710 T 42 {0} 42 (0}
Mean (sD} 138.00 0.73 137.486 -0.50 139.84 1.10 138.58 0.34
{1.686) {1.268) (2.276) (1.872) (0.952} (1.028) (1.789) (1.923)
Median 137.80 0.60 137.60 0.00 140.10 1.50 138.65 0.10
Min; Max 135.4; -1.2; 2.5 133.6; -4.4; 1.3 138.7; -0.47; 2.3 133.6; -4.4; 5.9
140.6 140.7 141.0 142.6
Thyrotropin Screening n (missing) 7 (0) 7 (0} 7 {0} 42 (0)
(mU./ L)
Mean (3D) 2,116 1.180 1.570 1.506
{1.550) (0.428) (0.381) (0.786)
Median 1.540 1.250 1.490 1.460
Min: Max 0.67: 4.46 0.48: 1.77 1.05; 2.24 0.48; 4.48

Bageline defined as Screening for Follow-Up results.
Max:
in 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
Number of subjects in specific laboratory tests.

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

Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.
Treatment A: 12 tablets of 50 ug of levothyroxines
Treatment C: 3 tablets of 200 pyg of levothyroxine

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

Merck Serono bage 67 of 835
EMR 200125-002 Confidential

Table 15.3.5.1.2 Surmmary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population}

Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
(N=7} (H=T} (N=7)
Laboratory Visit/
Test (Unit) Timepoint Statistics Obsarved Change Observed Change Obhserved Change
Thyrotropin Follow-Up n (missing) 7 (0) AU 7 (0)
{mIf/ L}
Mean {3D) 1.420 (0.524) 1.309 (0.5486) 1,243
(0.539})
Median 1.540 1.460 1.080
Min; Maxz 0.88; 2.20 0.63; 2.00 0.68; 2.18
Thyroxine Screening n (missing) 7 (0) 7 (0} 7 {0}
{nmol/L}
Mean {SD) 73.06 (6.900) 70.51 (3.017} 78.07
{6.462)
Median 76.30 71.40 76.10
Min; Max 62.8: 79.4 65.9; 73.4 68.9; 88.9
peried 1/ n (missing} 7 (0) 7 (D) 7 {0}
{Day -1}
Mean (SD) 75.51 (8.393) 71.71 (4.482) 78.59
18,170}
Median 71.10 72.90 77.40
Min: Max €7.4; 87.5 65.3; 77.8 a8.1; 92.3

Baseline defined as Screening for Follow-Up results.

Masxt: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety populatien for the total summary:; n: Number of subjects in specific laboratory ftests,

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

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

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

Treatment C: 3 tablets of 200 pg of levothyroxzine
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Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

State

Levothyroxine
EMR 200125-002

Merck Serono Page 68 of 85
EMR 200125-002 Confidential
Table 15.3.5.1.2 Sunmary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety

Population)
Traatment Sequence 4 Treatment Seguence 5 Treatment Sequence 6 Total
(N=T) (N=T) {N=17) (N=42)
Laboratory Visit/
Teat (Unit) Timepoint Statistics Obssrved Change Cbhserved Change Cbserved Change Observed Change
Thyrotropin Follow-Up n (missing} 7 (0} 7 (0} T {0} 42 (0)
{mU/L}
Mean (3D} 1.903 1.164 1.544 1.430
{1.343) (0.377) (0.340) (0,699)
Median 1.460 1.180 1.380 1.420
Min; Max 0.23; 4.36 0.66; 1,62 1.28; 2.26 0.23; 4.36
Thyroxine Screening n {(missing) 7 {0) 70 T {0} 42 (0}
{nmol/L}
Mean (3D) 78.10 75.80 76.88 75.40
(8.543) (8.707) {8.284) {7.352)
Madian 77.80 73.80 11.70 74,60
Min; Max 68.45 94.2 65.2; 88.9 66.07 21.3 £62.8: 94.2
Period 1/ n (missing} 7 (0} 7 (0} 7 (0} 4z (0}
{Day -1)
’ Mean (SD) 79.01 73.66 77.09 75.93
(9.804) (6.871) {6.124) {7.515)
Median 75.40 73.30 76.80 74,90
Min; Max 69.8; 97.2 66.6; 86.2 69.0: 86.3 65.3; 97.2

Baseline defined as 8creening for Fellew-Up results.
Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary: n: Number of subjects in specific laboratory tests.

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

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

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

levothyroxine;
levothyroxine

Treatment B: 6 tablets of 100 pg of Llevothyroxine
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Desage Form Proportionality of Levothyroxine New Formulations (50 pg. 100 pg, and 200 pg Tablets) in Fasted

State

Levothyroxine
EMR 200125-002

Merck Sercno Page 69 of B85
EMR 200125-002 Confidential

Table 15.3.5.1.2 Sumnary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population)

Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3

{H=7) (N=7) (N=7}
Laboratory Visit/
Test (Unit) Timepolnt Statistics Observed Change Observed Change Observed Change
Thyroxine Period 2/ n (missing) 7 (0) 6 (0} 10 -
{nmel/L} {Day -1)
Mean (SD) 68.81 (9.641} 67.65 (7.055) 72.60
(7.323)
Madian 65.30 66.75 70.30
Min; Max 54.4; 80.0 60.0; 79.4 66.0; B84.6
Period 3/ n {missing} 7 {0} 6 {0} 7 (0)
(Day -1}
Mean {(3D) 67.69 (9.534) 66.85 (6.580) 70.40
{5.534)
Median 66.70 67.20 %8 .60
Min; Max 56.8: 79.6 56.2; 76.1 65.1; 80.1
Follow-Up n {missing) 7 (0) 7 (0} 70} 7 () 7 (0) 70
Mean (3D} 64.74 (6.101) -9.31 (4.358) 63.27 (5.558) -7.24 (6.515) 68.73 -8.34
{7.555} {5.494)
Median 66.60 ~7.80 61.10 -9.20 65.490 -10.10
Min: Max 95.5; 71.5 -14.1; -0.8 57.5; 70.3 -14.8; 3.9 64.0; 84.5 ~1l6.5: 0.9

Basaeline 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
in the safety population for the total summary; n: Number of subjects in specific laboratory tests.
Treatment Sequence 1:ABC; Treatmsnt Sequence 2: BCR; Treatment Scquence 3: CAB; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequance 6: CBA,
Treatment A: 12 tablets of 50 ug of levothyroxine;
Treatment C: 3 tablets of 200 ng of levothyroxine

cf subjects

Treatment B: 6 tablets of 100 pg of levothyroxine
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Levothyroxine Desage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Serono Page 70 of 85
EMR 200125-002 Confidential
Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Fopulation) .

Treatment Seguence 4 Treatment Sequence 5 Treatment Sequence 6 Total

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

Laboratory Visit/
Test (Unit) Timepoint Statistics <Cbserved Change Observad Change Observed Change Observed Change

Thyroxine Period 2/ n (missing) & (0) 6 () g (0) 38 (0)
{nmol/L} {Day -1}
Mean {SD) 74,917 73.32 15.63 72.09
{7.034) {10.212}) (9.741) {8.544)
Median 75.3¢0 76.45 76.00 70.95
Min; Max 67.4; 82.8 55.3; 83.8 63.6; ¢1.8 54.4: 91.8
Period 3/ n (missing) 6 {0} & {0) 6 (0) 38 (0}
{Day -1)
Mean (5D} 78.03 74.73 17.88 72.41
' {11.160Q) {9.088) {8.261) (9.145)
Median 79.80 76.90 76.55 12.10
Min: Max 62.37 90.0 63.1: 83.1 67.1; 91.2 56,2; 91.2
Follow-Up n {misaing) 7 (0) 7 (0 7 {0) 7 (0 T (0 7 (0 42 {0 4z (M
Mean (5D} 69.40 ~8.70 66.37 -5.43 67.80 -9.06 66.89 -8.51
{8.701) {5.582) (12.989) {11.229) (6.548) (4.513) (8,124) {6.316}
Median 65.20 -8.40 63.00 -8.30 70,00 -9.20 65.35 -8.60
Min:; Max 60.6; 85.4-17.2; 47.0; 86.8-25.9; 9.659,4; 77.2-14.1; 47.0; 86.8 ~25.9; 9.6
-0.8 -2.2

Baseline 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 subjects in specific laboratory tests.

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

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

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Serono Page 7L of 85
EMR 200125-002 Confidential
Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population}
Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
{N=T) (N=T7) (N=T7}
Laboratory Wisit/ .
Test (Unit) Timepecint Statistics Observed Change Observed Change Observed Change
Thyroxine, Screening n {missing) 7 (0} 7 (0} 7 (D)
Free
(pmol/L)
Mean (SD) 13.024 (1,066) 13.074 (1.015) 13.936
(1.068)
Median 12.820 12.730 13.3490
Min; Max 11.67%; 14.31 11.70; 14.36 13.02; 15.57%
Follow-Up n {(missing) 7 {0} 7 (0) 7 {0}
Mean (SD) 12.474 (0.960} 12.246 (0,585} 13.214
(1.057)
Median 12,650 12.270 13.050
Min; Max 10.99; 13.64 11,31y 13.16 12.29; 15.32
Triacylglyc Screening n (missing) 7 (0) 7(0) 7 {0}
erol Lipase
{IU/L}
Mean (5D} 22.31 {4.885) 24,14 {18.747) 18.91
(8.308)
Median z21.70 17.50 19.60
Min; Max 16.2; 28.3 14.9; 66.5 10,0 32.5

Baseline defined as Screening for Fellow-Up results.

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

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

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

Treatment A: 12 tablets of S0 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine

Treatment C: 3 tablets of 200 pg of lavothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 ug, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Page 72 of 85
Confidential

Merck Sercno
EMR 200125-002
Table 15.3.5.1.2 Summary snd Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety

Population)
Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
(N=T) {N=7) {N="7) (N=42}
Laboratory Visit/
Test (Unit) Timepoint Statistics Obserwved Change Observed Change Observed Change Observed Change
Thyroxine, Screening n (missing) 7 {0) 7 (0} 7 () 42 ()
Free
{(pmol /L)
Mean (SD) 14,087 13.537 13.469 13.521
{1.473) (0.980) (0.954} {1.112}
Median 13.820 13.100 13.610 13.475
Min; Max 12.25; 12.47; 11.82; 11.67;
16.05 14.80 14.70 16.05
Follow-Up n {misaing) 7 (0} 7 (0} T (0 42 {0)
Mean (SD} 13.469 12.621 13.040 12.844
{1.494) (1.169) (0.888) {1.086
Median 12.880 12,700 12.810 12.700
Min; Max 11.90; 10.81; 12.0%; 10.81;
16.09 13.93 14.76 16.09
Triacylglyc Screening n {missing) 7 {0} 7 (0} 7 {0) 42 {0}
erol Lipase
(IU/L)
Mean (SD) 20.33 23.39 14.36 20.57
(9.084) {9.461) {7.016} (10.419)
Median 20.00 23.70 13.60 19.45

Baseling defined as Screening for Follow-Up results.

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

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

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

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

Merck Seronc Page 73 of 8%
EMR 200125-002 Confidential

Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Populaticn)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
(N=7) {N=T7) {N=T7} {N=42}
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Cbserved Change
Min; Max 5.7; 34.8 12.6; 40.2 4,1; 23.1 4.1; 66.5

Baseline defined as Screening for Follow-Up results.

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

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

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

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

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

Merck Serono Page 74 of 85
EMR 200125-002 Confidential

Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population)

Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
{N=T7} {N=17) {N=7)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Cbserved Change Observed Change
Triacylglyc Period 1/ n [missing) 7 (0) 7 (0 7 (0]
erol Lipase (Day -1}
{IU/L)
Mean (SD) 20,09 (4.611} 20,03 {8.527} 17,16
{7.521)
Median 20.70 18,10 15.30
Min; Maxz 14.9; 28.0 11.1; 33.¢6 10.0; 32.8
Period 2/ n {missing} 7 (D) 6 (D) {0
(Day -1)
Mean (SD) 22,83 (4.835) 18.15 {5.704} 19.80
(8.270)
Median 22,60 17,25 18.40
Min; Max 15,9: 30.8 11,2; 26,1 8.1; 35.7
Pericd 3/ n {missing} 7 (0) 6 () T (0
(Day -1}
Mean (SD) 22.64 (4,461 19.38 (5.384) 20.67
(9.331)
Median 23.40 19.75 15.90
Min; Maxz 14,6; 28,4 13.4; 25.4 11.2; 33.7

Baseline defined as Screening for Follow-Up results.

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

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

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

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

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

Merck Serono Page 75 of B85
EMR 200125-002 Confidential

Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemiatry (Safety
Bopulatien)

Treatment Sequence 4 Treatment Sequence 5 Treatment Secquence 8 Total
(n="1) (N=7) (N=7} (N=42)
Laboratory Visit/
Test (Unit) Timepoint Statistics OCbserved Change Chaerved Change Observed Change Chserved Change

Triacylglye Period 1/ n (missing) 7 (0} ' 7 (0) : T {0) 42 {0)
erol Lipase (Day -1}
{TU/L})
Mean (SD) 24,20 25.39 14,93 20.30
{9.655) (3.632) {7.870) (7.764)
Median 29,10 26.20 12,10 18.60
Min; Max 8.5r 33.7 19.6; 30.1 4.0; 25.2 4.0; 33.7
Period 2/ n [missing) & (0) 6 (0) 6 (0) 38 ()
(Day -1}
Mean (SD) 22,93 24.45 16.87 20.86
{11.348} (8.072) {12.0898) {8.513)
Median 23.80 . 25.70 13.45 20.85
Min: Max 5.3 37.9 12.3; 35.4 5.4; 32.8 5.3; 37.9
Peried 3/ n {missing) & (0) 6 {0} 6 {0} 38 (0)
(Day -1)
Mean (SD) 25.00Q 24.65 18.37 21.78
{10.083) {5.253) (10.682) {7.767)
Median 25.15 24.95 14.55 23.00
Min; Max 9.7; 37.4 15.7:; 31.8 8.6; 33.5 g.6; 37.4

Baseline defined as Screening for Follow-Up results.

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

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

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

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

Treatment C: 3 tablets of 200 ng of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 2060125-002 State
Merck Sercno Page 76 of 85
EMR 200125-002 Confidential
Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Populaticn)
Treatment Sequence 1 Treatment Sequence 2 Treatment Sequencée 3
(N=T7) (=7) (N=7)
Laboratory Visit/
Test (Unit) Timepecint Statistics Observed Change Chserved Change Observed Change
Triacylglyc Follow-Up n (missing) 7 {0) 7 (0 7 {0} T {0) 710} 710}
erol Lipase
(TU/L)
Mean (5D) 26.27 (9.183) 3,96 (7.706) 19.77 (10.338)-4.37 (18.849)16.36 0.44 (4.152)
(6.658)
Median 24.70 0.80 i7.80 -1.40 18.70 -0.50
Min; Max 16.0; 45.1 -3.6; 18.2 10.8; 40.3 ~41,1; 22.% 10.0; 29.5 -4.8; 7.2
Triicdothyr Screening n (missing) 7 (0) 7 {0} 740
onine
(nmol /L)
Mean (SD) 1.563 {0.187} 1,453 (0.110}) 1.560
(0.186)
Median 1.530 1.460 1,530
Min; Max 1.27; 1.88 1.24; 1.99 1.327 1.85
Period 1/ n {missing} 7 () 7 {0 7 (0}
{Day -1}
Mean (SD} 1.627 (0.325) 1.576 (0.172) 1.628
(0.114)
Median 1.760 1.510 1.670
Min; Max 0.96; 1.91 1.41; 1.93 1.42; 1,77

Baseline defined as Screening for Follow-Up results.

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

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

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

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pag, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-062 State

Merck Serocno Page 77 of 85
EMR 200125-002 Confidential

Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population)

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

Triacylglyc Follow-Up n {missing) 7 (0} 7 {0} T {0) T4 T {0) 7 {0 42 (0} 42 ()
erol Lipase
(IU/L)
Mean (8D} 24,63 4,30 23.53 0.14 15.36 1.00 21.49 0.61
(12.688) {6.126) {7.969) §11.978) {6.929) {2,997} (9.401) {9,9713)
Median 20.80 3.50 24.60 0.70 14.20 0.60 20,25 0.30
Min; Max 5.0y 41,8 -1.15 16,215.5; 37.0-24.7; 7.2; 26.2 -4.1; 4.4 5.0; 45.1 -41.1;22.7
12.1
Triiodothyr Screening n {(missing} 7 {0) T {0} 7 {0) 42 {0
cnine
{nmol /L)
Mean (5D} 1.610 1.534 1.586 1.551
(0.187) {0.150) {0.087}) (0.155)
Median 1.620 1.480 1.580 1.530
Min; Max 1.367 1.89 1.39; 1.82 1.50; 1.7¢ 1.24; 1.89
Pericd 1/ n (missing} 7 (0} 7 (0} 7 (0} 42 {0)
(Day -1) .
Mean {SD) 1.641 1.650 1.644 1.627
{0.161} {0.2286) {0.214} (0.201)

Baseline defined as Screening for Follow-Up results.

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

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

Treatment Sequence 5: BAC; Treatment Sequence €: CBA.

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

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

Merck Serono Page 78 of 85
EMR 200125-002 Confidential

Table 15,3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Bopulation}

Treatment Sequence ¢ Treatment Sequence 5 Treatment Sequence 6 . Total
(N=7) {N=T7) {N=7} {N=42)
Laboratory Visit/
Test {Unit} Timepoint Statistics Observed Change Cbserved Change Observed Change Observed Change
Median 1.640 1.650 1.600 1.835
Min; Max 1.41; 1.91 1.35: 1.92 1.35; 2.04 0.96; 2.0¢

Baseline defined as Screening for Follow-lUp 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 in specific laboratory tests.

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

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

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

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

Merck Serong Page 79 of 85
EMR 200125-002 Confidential

Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population)

Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
[(N=T) {N=T) (H=7)
Laboratory Visit/
Test ({(Unit) Timepoint Statistics . Obserwved Change Cbserved Change Observed Change
Triiodothyr Period 2/ n (missing) 7 (0) 6 {0) 7 {0)
onine {bay -1)
{nmol/L)
Mean (SD) 1.639 (0.231) 1.508 (0.166) 1.660
. {0.181)
Median 1.660 1.450 1.630
Min; Max 1.25; 1.86 1.40; 1.84 1.47; 2.00
Period 3/ n (missing) 7 (0) & (0} T (0}
(Pay -1}
Mean (5D} 1.589 {0.140} 1.862 {1.103) 1.523
(0.206)
Median 1.530 1,545 1.570
Min; Max 1.43; 1.78 1.04; 4.08 1.28; 1.75
Follow-Up n (missing} 7 (0} 7 (0} 7 (0] 7 {0) 7 (0} 7 ()
Mean (SD} 1.569 (0.170) 0.006 (0.130) 1.544 (0.121) 0.091 (0.119} 1.541 ~-0.019
{0.193) (0.199)
Median 1.580 -0.020 1.510 0.090 1.500 -0.030
Min; Max 1.25; 1.75 -0.18; 0.22 1.45: 1.81 -0.08; 0.26 1.25; 1.82 -0.,22: 0.29

Baseline defined as Screening for Follow-Up results.

Max: Maximim 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: Nunber of subjects in specific laboratory tests.

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

Treatment Sequence b: BAC; Treatment Sequence 6: CBA,

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

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

Merck Serono Page 80 of §5
EMR 200125-002 Confidential

Table 15.3.5.1.2 Surmary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population)

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

Triiodothyr Peried 2/ n (missing) 6 {0} 6 (0} & (0} 38 (0)
onine {(Day -1)
{nmel /L)
Mean (SD) 1.603 1.597 1.617 1.606
{0.118) (0.159) {0.095) {0.1863)
Median 1.565 1,550 1.630 1.580
Min; Max 1.48; 1.78 1.45; 1,90 1.457 1.71 1.25; 2.00
reriod 3/ n (misaing} 6 (0} 6 (0) 6 (0} 38 (0}
(Pay -1}
Mean (SD) 1.617 1.538 1,625 1.622
{0.285) (0.133% (0.0886) {0.449)
Median 1.625 1.525 1.640 1.560
Min; Max 1.14: 1.98 1.34; 1.73 1.527 1.4 L.047 4.06
Follew-Up n {(missing} 7 {0} 7 {0 700y 7 (0 70} 7 {0} 42 (0} 42 (0}
Mean (5D) 1.606 -0.004 1.47¢9 -0.0586 1.529 ~0.057 1.545 -0.006
{0.215) {0.136} (0.292) (0.171) {0.070L) {0.125) {0.183) {0.149}
Median 1.520 ~0.,010 1.440 ~0.,070 1,520 -0.080 1.510 -0.015
Min; Max 1.34; 1.88 -0.21; 1.17: 2.08-0.24¢ 1.437 1.66-0.24;4 1.17; 2.08 -0.24; 0.29
0,14 0.26 0.14

Baseline defined as Screening for Follow-Up results.

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

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

Treatment Sequence 5: BARC; Treatment Sequence 6: CBA.

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

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

EMR 200125-002 State
Merck Sercno Page Bl of 85
EMR 200125-002 confidential
Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry {Safety
Population)
Treatment Segquence 1 Treatment Sequence 2 Treatment Sequence 3
{N=7} {H="7} {N=7)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Triiodothyr Screening n (missing} 7 (0) 70 7 (0}
cnine, Free
{pmol/L)
Mean (5D} 4,417 (0.611) 4.148 (0.379}) 4.489
{0.538)
Median 4.530 4,300 4,380
Min: Max 3.51; 5.18 3.49; 4.54 3.95; 5.61
Foellow-Up n {(missing) 7 (0) 7(0) 7 {0}
Mean (3D} 3.957 (0.532) 4.047 (0.286) 3.9173
{0.428)
Median 3.810 4.120 3.930
Min; Max 3.09:; 4.70 3.58; 4.50 3.44; ¢4.75
Urea Screening n {missing} 7 (0] 7 (0]} 70
{mmol /L)
Mean (SD) 3.711 {1.314) 3.894 (1.176) 3.530
{0.502)
Median 3.540 3.640 3.360
Min: Max 2,61; 6.45 2.10; 5.23 2.88; 4.44

Raseline defined as Screening for Follow-Up results.

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

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

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

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levoathyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Seronc . Page 82 of 85
EMR 200125-002 Confidential
Takle 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence & Total

(M=7) (N=7) (N=7} (N=42)

Laporatory Visitb/
Test (Unit} Timepoint Statistics Observed Change Observed Change Observed Change Cbhserved Change

Triiodethyr Screening n {(missing) 7 (0) T (0} 700 42 (0}
onine, Free
{pmMoLl/L)
Mean {5D) 4,560 4.348 4.351 4,385
(0.323) {0.373) {0.459) (0.449)
Median 4,640 4.430 4,130 . 4,385
Min; Max 3.95; 4.85 3.82; 4.82 3.98: 5.28 3.49; 5.61
Follow-Up n {missing) 7 (0} 7o) 740} 42 {0)
Mean {SD) 4.188% 3.930 3.933 4.005
(0.582) {0.645}) {0.187} (0.452)
Median 4,130 3.780 4,030 3.935
Min; Max 3.38; 4.78 3.38; 5.31 3.60; 4.12 3.09; 5.31
Urea Screening n {missing) 7 (0) 70 7 (0} 42 (0}
{mmol /L)
Mean {SD) 4.693 3.890 4.217 3.969
(G.892) {1.072}) (1.183) (1.062)
Median 4.660 3.510 3.730 3.870
Min; Max 3.21; 5.92 2.61; 5.38 2.80: 6.41 2.10; 6.45

Baseline defined as Screening for Follow-Up results.

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

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

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

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

Treatment C: 3 tablets of 200 ug of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levethyroxine New Formulations (50 pg, 106 pg, and 200 pg Tablets) in Fasted
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Merck Seronc Page 83 of 85
EMR 200125-002 Confidential
Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry {(Safety
Population
Treatment $equence 1 Treatment Seguence 2 Treatment Sequence 3
(N=T7) [N=T} {N=T}
Laboratory Visit/
Test (Unit) Timepelnt Statistics Ohserved Change Obaerved Change Ubserved Change
Urea Period 1/ n (missing) 7 {0} 740 7 (0}
{mmol/L)} (Day -1}
Mean (SD) 3.670 (0.821) 4,363 (0.925}) 3.423
(0.813)
Median 3.500 4,470 3.868%0
Min; Max 2,807 5,27 2.96; 5.39 2.42; 4.48
Period 2/ n {(missing) 7 () 6 (0) 70
(Day -1}
Maan (SD) 4,279 (1.358) 5.027 (1.179) 4.099
0.730)
Median 4.060 5,275 4,230
Min; Max 2.31; 6.52 3.52; 6.28 2.84; ¢.9%4
Period 3/ n (missing} 7 {0} & (0} 7 (0}
(Day -1}
Mean (5D} 3.816 (0.920) 4,765 (0.952) 4.017
(0.555)
Median 3.740 4.640 4.170
Min; Max 2.21; 5,03 3.87; 6.48 2.82; 4,65

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence 1:ABC; Treatment Seguence 2: BCR; Treatment Sequence 3: CAB; Treatment Seguence 4: BCB;

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

Treatment A: 12 tablets of 80 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Sercno Page 84 of 85
EMR 200125-002 Confidential
Table 15.3.5.1.2 Sumuary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population) ’

Treatment $equence 4 Treatment Sequence 5 Treatment Sequence 6 Total

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

Laboratory Visit/
Test (Unit} Timepoint Statistics Qbserved Change Cbhserved Change Cbserved Change Gbserved Change

Urea Period 1/ n [(missing} 7 {0} 7 (0) TR 42 {0y
{mmol /L) (Day -1}
Mean (8D) 4.696 4.064 4,720 4.156
{0.984) (0,538) {1.700) [1.083
Median 4.180 4.020Q 4.850 4.030
Min: Max 3.77; 6.47 3.19; 4.88 3.05: 7.86 2.42; 7.86
Period 2/ n {missing) 6 (0) 6 (0] & {0} 38 (0)
(Day -1} .
Mean (8D} 4.462 3.743 4,893 4.405
{0.551) (0.726) (1.237) (1.042)
Median 4.570 3.640 4.900 4,400
Min; Max 3.71; 5.12 2.66; 4.63 3.08; 6.59 2.31: 6.59
Period 3/ n (missing} 6 {0} 6 (0) 6 (0} 38 (0)
{Day -1}
Mean (8D} 4.502 3.387 . 4.818 4.202
{0.771) {0.561} (1.301) (0.965)
Median 4.470 3.365 4.505 4,145
Min; Max 3.76; 5.87 2.61; 4.11 3.43; 7.03 2.21: 7.03

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence 1:ABC; Treatment Sequence Z2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACE;

Treatment Sequence 5: BARC; Treatment Sequence &: CBA.

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

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

Merck Serono Page B85 of 85
EMR 200125-002 Confidential

Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population}

Treatment Seguence 1 Treatment Sequence 2 Treatment Sequence 3
(N=7) (N=7} IN=7}
Laboratory Visit/
Test (Unit} Timepoint Statistics Cbhserved Change Observed Change Ohserved Change
Urea Follow-Up n (missing) 7 (0} TO(0) 7 () T {0} T 10) 7 (0}
(mmo /L)
Mean ({SD) 4.166 {1.257) 0.454 (1.185) 4.309 (1.236) 0.414 (0.747) 3.477 -0.053
(0.586}) {0.512)
Median 4,200 0.800 4.570 0.470 3.31¢0 -0.220
Min; Max 2.73: 6.14 -1.10; 1.82 2.40; 5.4 ~0.49; 1.50 2.70; ¢.22 -0.52; 0.90
Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence § Total
(N=T7] {N=T} {N=7} {N=42}

Laboratory Visit/
Test (Unit) Timepecint Statistics Ohserved Change Observed Change Observed Change Observed Change

Urea Follow-Up n (missing} 7 {0} 7 {0} . 7 (0) 7o) 7 (0 7 {0} 42 (0} 42 (0)
{mmol/L)
Mean {SD) 4.889 0.1%6 3.813 -0.077 5.124 0.907 4.286 0.30%
(1.008} {1.463) (0.903} {1.080) {1.900} {1.259) {1.279) {1.077)
Median 4.B30 0.380 4,170 -0.470 5.420 0.660 4,210 0.340
Min; Max 3.46; 6.71-2.46: 2.61: 5.06-1.11; 2.70; 7.895-1.03; 2.40; 7.9%5 -2.46;7 3.10
05 1.86 3.10

Baseline defined as Screening for Follow-Up results.

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

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

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

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyroxine Dosage Form Proportienality of Levothyroxine New Formulations (50 png,
100 pg, and 200 pg Tablets) in Fasted State

EMR 200125-002

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

EMR 200125-002 State

Merck Seronc
EMR 200125-002

Page 1 of 15
confidential

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

Pepulation])
Treatment A Treatment B Treatment C Total
{N=38) {N=40} (M=39) {N=42)
¥ital Sign Visit/
(Unit} Timepoint statistics Observed Change Observed Change Observed Change Observed Change
Supine Systolic Screening n (missing} 42 {0)
Blood Pressure
{mmHY) .
Mean (SD} 114.7
(10.04)
Median 114.58
Min:; Max 95: 138
Day -1/ n {(missing) 38 (0) 10 (0} 39 (D)
24 H Predocse
Mean (SD) 113.1 113.1 113.5
{13.86) (10.34) (11.10)
Median 111.0 112.0 112.0
Min: Max 87; 147 88 139 927 142
Day 1 0 H/ n {missing) 38 (O) 40 (0} 39 (0}
50 Min Predose
Mean (SD) 111.2 110.4 112.8
(11.19} {10.66} (10.80)
Median 112.0 110.0 113.0
Min: Max 90; 142 87; 140 89; 135

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

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

Treatment B: 6 tablets of 100 pug of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Sercno ' Page 2 of 15
EMR 200125-002 Cenfidential
Table 15.3.6.1.1 Summary and.Change from Baseline of Safety Vital 3igns Measurements by Treatment and Time Point (Safety
Population)
Treatment A Treatment B Treatment C Total
{M=38) {N=40) {N=39) [H=42)
Vital Sign Visit/
{Unit} Timepoint Statistics Observed Change Cbserved Change Ohbserved Change Observed Change
Supine 8ystolic Dbay 1/ n (missing} 38 {0} 38 (0) 40 (0} 40 (0} 39 (D) 39 {0)
Bleocod Pressure 2 H Postdose
{mmHg)
Mean (5D) 110.9 ~0.3 111.5 1.1 111.9 ~0.9
. {10.41}) {8.58) (11.09} (7.11) {9.36}) {9.13})
Median 110.0 1.5 110.5 2.0 1i1,0 -1.0
Min; Max 95; 136 -23; 15 80: 133 -13; 18 86; 132 ~-30: 19
Day 1/ n {missing} 38 (0) 38 (0) 40 (Q) 40 (0} 35 (0) 38 (0}
! 3 H Postdose
Mean (3D} 112.7 1.5 113.1 2.7 113.8 1.0
(12.89) {7.79) {8.486) {7.24) {9.08) {8.59)
Median 112.0 2.0 112,85 2,5 114.0 1.0
Min; Max §3; 148 -16; 19 97; 137 -15; 14 94; 136 -14; 25
Day 1/ n {missing) 38 (0) 38 {0} 40 (0} 40 (0} 39 () 39 (0)
6 H Postdose
Mean (8D} 110.9 -0.3 111.2 0.8 110.0 -2.8
(11.01) (7.86} {10.72) {6.46) {8.53) (8.586)
Median 108.5 -1.0 111.0 1.0 111.0 -2.0

Min; Max 83; 138 -1%; 19 92y 136 -12; 19 90; 125 -28; 25

Baseline 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.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 160 pg of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 318 of 638

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

Merck Seronc Page 3 of 15
EMR 200125-002 Confidential

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

Treatment A Treatment B Treatment C Total
{N=38) (N=40) {N=39} {N=42}
Vital Sign Visit/
(Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Supine Systolic Day 1/ n {missing) 38 (0) 38 (0) 40 (0} 49 (0) 3% (0) 39 (0}
Blood Pressure 12 H Postdose :
{mmig)
Mean (SD) 112.2 1.0 113.2 2.8 112.8 -0.0°
(10.03) (5.52) (11.0M (8.33) (10.,08) (8.31)
Median 113.5 1.0 114.0 1.0 113.0 0.0
Min; Max 91; 135 -10; 13 92; 134 -12; 21 86; 133 -27; 18
Day 2/ n {missing) 38 (0} 38 (0} 40 (0) 40 -0} 39 (0) 39 (D)
24 K Postdose
Mean (SD} 110.4 -0.8 111.6 1.2 111.4 -1.4
§11.29) {8.88) {11.81; {7.30) (9.52) {10.16;
Median 10%.0 0.5 111.5 1.0 110.0 -5.0
Min; Max 86; 135 -21; 15 87: 137 -16; 15 92; 136 -23; 20
Day 3/ n (missing) 38 {0) 38 (0) 38 (0) 38 (M) 39 (0 39 (0}
48 H Postdose
Mean (3D} 111.0 -0.2 112.2 2.4 110.6 -2.2
{10.61) (7.56) (10.23) {7.57) {11.37) (10.27)
Median 111.0 -1.0 112, 0 2.5 107.0 ~4.0

Min: Max 90; 137 ~18; 20 86; 134 -14; 20 92; 140 -26: 19

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

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

Treatment C: 3 tablets of 200 ng of levothyroxine
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Levothyroxine
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EMR200125-002 Page 319 of 658
Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

State

Merck Serono

Page 4 of 15

EMR 200125-002 Confidential
Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety
Population}
Treatment A Treatment B Treatment C Total
{N=38) (N=40} (H=39) IN=42)
Vital Sign Visit/
{Unit) Timepoint Statistics Observed <Change Observed Change Observed Change Observed Change
Supine Systolic Day 4/ n (missing) 37 {0} 31 (0) 38 () 38 {0} 39 (0) 38 {0)
Blood Pressure 72 H Postdose
{mmHg)
Mean (5D} 111.9 0.2 11G.2 0.4 111.% -1.2
{10.36) {7.98) {7.63) {6.66} {9.81) {10.17}
Median 112.0 0.0 110.5 1.0 111.90 0.0
Min; Max 90; 138 -16; 27 92; 126 -13; 14 91; 133 -31; 24
Follow-Up n {missing} 42 (0} 42 (0)
Mean (8D} 14,9 0.1 (8.60)
{11.43}
Median 114.5 0.5
Min; Max 86; 138 -16; 34
Supine Diastolic Screening n {missing) 42 10)
Blood Pressure
{mmHg)
Mean (SD)} 70.8
{7.78)
Median 70.0
Min; Max 55:; 89

Baseline defined

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

as Day 1 (predose} in each treatment pericd; Baseline is defined as Screening for Follow-Up results.
or the number of subjects in

the safety population for the total summary; n: Number of subjects with specific vital signs results.

Treatment A:
Treatment C:

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

levothyroxine:
levothyroxine

Treatment B: & tablets of 100 ug of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 ug, 100 pg, and 200 pg Tabiets) in Fasted
EMR 200125-002 State
Merck Sercno Page 5 of 15
EMR 200125-002 Confidential
Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety
Fopulation)
Treatment A Treatment B I'reatment C Total
{N=38} (N=40) {N=39} (N=42)
Vital Sign Visit/
{Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Supine Diastolic Day -1/ n {missing) 38 (0) 40 {0} 39 (0)
Blood Pressure 24 H Predose
{mmHg}
Mean (SD} 68.9 68.4 69.9
{8.38) (6.99) {7.98)
Median 69.0 68.0 70.0
Min: Max 51; 88 55; 84 53: 86
Day 1 0 H/ n {(missing) 38 (O) 40 {0) 39 (O0)
50 Min Predcse
Mean (5D} 67.2 66.8 67.5
{7.75) (8.63) {7.56)
Median 67.0 66.5 87,0
Min: Max 51; 87 51; 88 49; 84
bay 1/ n {missing) 38 (0) 38 () 40 (0} 40 {0} 39 (O} 39 ()
2 H Postdoese
Mgan ({SD} 65.6 -1.6 66.4 -0.4 66.8 -0.7
(7.77) {5.40} (8.18) {5.31) . {7.70) (5.69)
Median 64.5 -2.5 66.5 0.5 67.0 -1.0
Min; Max 54; 87 -12; 11 43; 83 ~14: 9 53; 80 ~-16; 9

Rageline 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.

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

Treatment C: 3 tablets of 200 ug of levethyroxine
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EMR200125-002 Page 321 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Serono Page 6 of 1%
EMR 200125-002 Confidential
Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety
Population)
Treatment A Treatment B Treatment C Total
{N=38) {N=40) {N=39} (N=42}
Yital Sign Visit/
{Unit) Timepoint Statistics Observed <Change (Observed Change Observed <Change Observed Change
Supine Diastolic Day 1/ n {missing) 38 (0} 38 (0Q) 40 (O) 40 () 39 {0) 38 {9
Blood Pressure 3 H Postdose
{mmig)
Mean (SD} 85.7 -1.5 66.9 0.1 66.9 -0.6
{9.42) {5.43) (8.45) (5.86) {7.59) {4.48)
Median 66.5 -1.0 67.5 T 0.0 67.0 -1.0
Min: Max 407 88 -18; 9 49; 85 -12; 13 557 90 ~13: 10
Day 1/ n (missing) 38 (0} 38 (0) 40 (0) 40 (0) 39 (0) 39 {0)
6 H Postdose
Mean (SD} 65.0 -2.3 64,5 -2.3 64.0 -3.5
{8.07) {6.33}) (7.01} (5.48) {6.84) {5.94)
Median 63.0 -4.0 64.0 -2.0 63.0 -3.0
Min: Max 46; 83 -17; 16 49; 84 -15; 15 51; 85 -21: 10
bay 1/ n {missing) 38 {0) 38 () 40 (0) 40 (0) 35 () 39 (0}
12 H Postdose
Mean (SD) 64.9 -2.3 65.0 -1.8 4.8 -2.7
{7.00) {4.24) (8.03) {4.68}) {7.93) (5.27)
Median 65.5 -2.0 63.5 -2.0 6.0 -3.0
Min: Max 49; 83 -10; 11 41; 82 ~-13; 1 50; 85 -15; 7

Baseline defined as Day ! (predose) in each treatment period; Baseline is defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Minimum Value; N: The number of aubjects 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.

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 322 of 658

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

Merck Serono Page 7 of 15
EMR 2(30125-002 Confidential

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

Treatment A Treatment B Treatment C Total
(N=38) {N=40) {N=38) (N=42)
vital Sign Visit/
(Unit) Timepoint statistics Observed Change Observed Change Observed Change Observed Change
Supine Diastolic Day 2/ n {(missing} 38 (0) 38 (0) 40 (0) 40 {0) 39 (0 39 (0}
Blood Pressure 24 H Postdose
(mmHg}
Mean (SD) 67.0 -0.2 67.9 1.2 66.2 -1.4
{7.24) {4.98) (8.21) {4.68) (7.47) {6.59})
Median 67.0 0.5 67.0 1.0 67.0 0.0
Min; Max 52; 82 -15; 9 45; 85 -8; 13 48; 82 -17: 12
Day 3/ n (missing) 38 (0) 38 (0} 38 (0) 38 (0 39 (0) 39 (0}
48 H Postdose
Mean (SD) 68.4 1.2 68.8 2.6 67.8 0.3
(6.01) {5.74) {7.54) (6.%8) (7.686} {4.86)
Median 68.5 -0.5 68.0 3.0 68.0¢ 0.0
Min; Max 54; 81 -14; 14 55; 85 -13; 18 53: 84 -10; B
Day 4/ n (missing} 37 (Q) 37 (0) 38 (0) 38 (0) 3% {0 39 (D)
72 H Postdose
Mean (5D) 68.4 0.9 68.1 1.9 68.2 0.7
(7.81) (7.09) (7.23) {6.38) (6.77} {5.45)
Median 68.0 1.0 68.0 2.0 66.0 1.0
Min; Max 55; 82 -13; 22 54:; 83 —~12: 14 5%; 85 -10; 15

Baseline 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.

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

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

Merck Serono Page 8 of 15
EMR 200125-002 Confidential

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

Treatment A Treatment B8 Treatment C Total
{N=38) {N=40) (N=39) (N=42}
Vital 8ign Visit/
{Unit) Timepoint Statistics Observed Change Observed Change Observed Change Cbserved Change
Supine Diastolic Follow-Up n (missing} 42 (0} 42 (0}
Blood Pressure
{mmies}
Mean (SD) 70.7 -0.1
{7.06) (6.02}
Median 1.0 1.0
Min: Max 57; 91 ~-15; 10
Supine Pulse Rate Screening n (missing) 42 (0)
{beats/min)
Mean (SD) 63.9
{7.40)
Median 62.0
Min; Max 47; 80
Day -1/ n {(missing) 38 (0} 40 (0) 39 (0)
24 H Predose
Mean (SD) 66.3 63.1 65.2
{10.22) 12.93) {11.25)
Median 67.5 83.5 64.0
Min; Max 44; 91 44; 82 45; 88

Baseline 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 populaticn for the total summary; n: Number of subjects with specific vital signs results.

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Sercono Fage 8 of 15
EMR 200125-002 Cenfidential
Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety
Population)
Treatment A Treatment B Treatment C Total
(N=38) (N=40) (N=39) (N=42}
Vital Sign Visit/
{Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Supine Pulse RateDay 1 0 H/ n (missing) 38 (0} 40 (0) 39 (0}
{beats/min} 50 Min Predose
Mean (8D} 59.4 58.0 59.8
{2.50} (9,22) {9.91}
Median 56.0 §5.5 59.0
Min; Max 43; 82 40; 79 42; 82
Day 1/ n (missing) 38 (0} 38 (0) 40 (0) 40 (0) 39 (0) 39 {0}
2 H Postdose
Mean ({SD) 58.7 -0.7 59.8 1.8 59.5 ~0.3
{8.84) (6.04) (9.45) (5.10) {9.68) (6.49)
Medien 58.5 0.0 59.0 2.0 60.0 0.0
Min; Max 41; 83 -17: 14 43: 81 -6; 14 40; 176 -23; 12
Day 1/ n (missing) 38 (0} 38 (0Q) 40 (0) 0 (0 39 {0) 39 (0)
3 B Postdose
Mean (5D} 58.1 -1.3 57.2 -0.8 58.5 -1.3
{(7.75) {5.29) (7.88) (5.24) (8.17) (6.91})
Median 58.5 -1.0 57.0 ~-1.0 60.0 -1.0
Min; Max 41; 76 -14; 7 40; 74 -11; 10 427 74 ~24; 11

Baseline 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 populaticn for the total summary; n: Number of subjects with specific vital signs results,

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyrexine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 204125-002 State
Merck Sercno Page 10 of 15
EMR 200125-002 Confidential
Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety
Population}
Treatment A Treatment B Treatment C Total
{N=38) (N=40} {N=39} (N=42)
vital Sign visit/
(Unit) Timepoint Statistics Cbserved Change Observed - Change Observed Change Observed Change
Supine Pulse RateDay 1/ n {missing) 38 (O) 38 (0) 40 {0} 40 {0} 39 (0} 3% {0}
{beats/min} 6 H Postdose
Mean (3D) 66.3 6.8 65.4 7.4 66.4 6.6
{8.920) (6.15) (8.27} (5.12) {9.92) {7.70)
Median 66.5 8.5 66.5 7.0 68.0 7.0
Min; Max 43; 84 -10; 17 50; B1 -6; 16 43; 85 -23; 19
Day 1/ n {(missing) 38 (0) 38 (0 40 (0} 40 (0} 39 (0} 39 {0)
12 H Postdose
Mean (SD) 65.6 6.1 66.1 8.1 66.9 7.0
{10.31} (6.35) {8.89) {6.55) {9.43) {7.60)
Median 65.0 4.5 66.0 7.0 67.0 8.0
Min; Max 45; 86 -4; 22 46; 88 -6; 24 44; 8o ~19; 19
Day 2/ n {missing) 38 (0} 38 (0) 40 (0} 40 () 39 (0} 39 (0}
24 H Postdose
Mean (8D) $2.3 2.8 63.5 5.5 63.9 4.2
{9.45) (5.47) {10.17) {6.14) {12.46) {10.58)
Median 63.0 2.5 62.0 5.5 62.0 5.0
Min; Max 42; 83 -8; 15 48; 86 -5; 20 46 102 -22; 35

Baseline 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.

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 326 of 658 .
Dosage Form Proportionality of Levothyroxine New Formulations {50 pg, 100 pg, and 200 pg Tablets) in Fasted

State

Levothyroxine
EMR 200125-002

Merck Serono Page 11 of 15
EMR 200125-002 Confidential
Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety

Population)
Treatment A Treatment B Treatment C Total
{M=38) {N=40}) (N=39) ({N=42)
yital Sign Vigit/
{Unit) Timepoint Statistics Obserwed Change CObserved Change Gbserved Change Observed Change
Supine Pulse RateDay 3/ n {miasing) 38 (0) 38 (M 38 (0} 38 {0) 39 {0) 35 (0)
fbeats/min) 48 H Postdose
Mean (SD) 65.7 6.3 66.8 9.0 65.5 5.7
{5.09} {7.50) {9.79) (7.80) {10.32} {8.86)
Median 65.0 5.5 65.5 7.0 7.0 g§.0
Min; Max 47; 81 -9; 26 48; 85 -8; 35 45; 86 -22; 22
Day 4/ n {missing} 37 (90) 37 () 38 (0) 38 (O 39 {0} 39 ()
72 H Postdose
Mean (SD) 66.5 7.0 63.8 6.0 85,4 5.6
(10.83) [6.04} (10.38) (6.82) {10.98} {9.57)
Median 66.0 6.0 §2.5 6.0 66.0 8.0
Min; Max 44; 86 -9; 30 49; 86 -8 22 42; 88 -28; 26
Follow-Up n (missing} 42 (9 42 (0}
Mean (5D} 63.1 -0.8
(9.47) (6.06}
Median 62.0 -1.0
Min: Max 43; 83 -13; 18

Baseline defined as Day 1 (predose) in sach 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 rmumber of subjects in
the safety population for the total summary; n: Number of subjects with specific vital signs results.

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

Treatment C: 3 tablets of 200 pyg of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Serono Page 12 of 135
EMR 200125-002 Confidential
Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety
Population)
Treatment A Treatment B Treatment C Total
(N=38} (N=40} {N=39) (N=42)
Vital Sign Visit/
(Unit) Timepoint Statistica Observed Change Observed Change Observaed Change Observed Change
Temperature {C) Screening n (missing) 42 (0)
Mean (3D} 36.30
(0,251
Median 36.30
Min; Max 36.0;
36.8
Day -1/ n (missing} 38 {0} 40 (0} 39 {0
24 H Predose
Mean (3D) 36.32 36.2% 36.28
(0.266) (0.2986) (0.267)
Median 36.30 36.30 36.30
Min; Max 35.85 35.7; 36.0;
36.8 36.8 37,0
Day 1 0 H/ n (missing} 38 (0} 40 {0) 39 (0
50 Min Predose
Mean (SD) 36.25 36,25 36.24
. (0.241) (0.248) (0.281}
Median 36.20 36.15 36.10
Min; Max 36.07 36.0; 36.0;
36.7 36.8 37.1

Baseline defined as Day 1 (predese) 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 subjects with specific wvital signs results.

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyraxine New Formulations (50 pg, 100 pg, and 200-pg Tablets) in Fasted
EMR 200125-002 State
Merck Seronc Page 13 of 15
EMR 200125-002 Confidential
Table 15.3.6.1.1 Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety
Population)
Treatment A Treatment B Treatment C Total
(N=38) {N=40]) (N=39) (N=42)
Vital Sign Visit/
{Unit) Timepoint Statistics Observed Change Gbserved Change Observed Change Obsérved Change
Temperature {(C) Day 1/ n (missing) 38 (0} 38 (0} 40 (0) 40 (0} 39 (O 39 (0]
2 H Postdose
Mean (S8D) 36.389 0.14 36.38 0,13 36.37 0.13
{0.277}) {0.324) {0.263) {0.324} {0.280) {0.326)
Median 36.40 0.20 36.35 0.10 36.40 0.10
Min; Max 36.0; -0.67 0.836.0¢ -0.5; 0.835.9; -0.9; 0.6
36.9 36.89 37.3
Day 1/ n (missing} 38 ({0} 38 (0) 40 (0) 40 (0) 39 {Q) 39 ()
3 H Postdose
Mean (5D} 36.4% 0,24 36.40 0.15 36.39 0.16
(0.264) {0.307) {0.284}) {0.294) (0.323) {0.375)
Median 36.50 0.290 36.40 G.10 36,40 0.10
Min: Max 36.0; -0.5; 0.936.0; -0.5; 0.8 35,9; -0.9; 0.9
36.9 37.1 37.1
Day 1/ n {(missing) 38 (0} 38 (0Q) 40 (0) 40 {0) 39 (0} 39 (O}
6 H Postdose
Mean ({3D} 36.52 0.27 36.586 0.31 36.55 0.32
(0.267) {0.29%) {0.287) (0.310) (0.325) {0.327
Median 36.50 0.30 36.60 0.30 36.50 0.30
Min; Max 36.0; -0.4; 0.836.0; -0.2; 1.036.0; -0.4: 1.1
37.0 37.0 37.2

Baseline defined as Day 1 (predeose) 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.

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

Treatment C: 3 tablets of 200 pg of levothyroxine

/project2 4,’ep/blinded/eZ108987merc/s|tats/versioncontrol/prim'ary/scripts/prcgram.v‘main/TFL programs /Tables/Table
15.3.6.1.1.8as3
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Levothyroxine
EMR 2(0125-002

EMR200125-002 Page 329 of 658
Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 1040 ug, and 200 pg Tablets) in Fasted

State

Merck Serono
EMR 200125-002
Takle 15.3.6.1.1

Page 14 of 15
Cenfidential
Summary and Change from Baseline of Safety Vital Signs Measurements by Treatment and Time Point (Safety

Population)
Treatment A Treatment B Treatment C Total
{N=38) (N=40} (N=39) (M=42)
Vital sign Visit/
{Unit}) Timepoint Stetistics Observed <Change Observed <Change Observed Change Observed <Change
Temperature (C} Day 1/ n {(missing) 38 (0} 38 (0) 40 (0) 40 (0) 39 (0) 39 (0
12 H Postdose
Mgan (SD} 36.48 0.23 36.59 0.34 36,54 Q.30
(0.337) {0.383) {0.303) {0.338) (0.3086) {0.453)
Median 36.45 0.30 36.60 0.30 36.50 0.40
Min; Max 36.0; -0.7; 1.136.0; -0.4; 1.136.0: -0.7; 1.0
37.5 3.2 37.2
Day 2/ n {misaing) 38 {0} 38 (M) 40 {0) 40 (0) 39 (0) 39 (D)
24 H Postdese
Mean (SD) 36.31 0.06 36.34 0.08 36.34 0.10
{0.244} {0.282) {0.267) {0.288%) (0.307) (0.346)
Median 36.30 0.00 36.490 0.00 36.30 0.00
Min; Max 36.0: -0.5; 0.636.0; -0.5; 0.636.0; -1.0; 0.8
37.0 36.9 37.1
Day 3/ n {missing) 38 (0) 32 {0} 38 (0) 38 (0} 39 (D) 39 (0)
48 H Postdose
Mean (SD) 36.28 0.02 36.32 0.08 36,33 . 0.09
{0.234) {0.287) (0.258) {0.307) (0.278) (0.408)
Median 36.25 4,00 36.40 0.00 36.40 0.10
Min; Max 36.0; ~0.5; 0.636.0; -0.6r 0.936.0; -0.8; 0.9
36.8 36.9 36.9 :

Baseline 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 sach treatment, or the number of subjects in
the safety population for the total summary; n: Number of subjects with spacific vital signs results.

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

Treatment €: 3 tablets of 200 ug of levothyroxine

/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs /Tables/Table
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EMR200125-002 Page 330 of 658

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

Merck Sercnc Page 15 of 15
EMR 200125-002 Confidential

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

Treatment A Treatment B Treatment C Total
{N=38) {N=40) (N=3%) {N=42)
vital Sign visit/
{Unit) Timepeint Statistics Observed Change Observed Change Observed Change Cbserved Change
Temperature () Day 4/ n {missing} 37 {0} 37 {0 38 () 38 {0) 39 {0 39 (0)
72 H Postdose
Mean (8D} 36.27 0.02 36.31 0.07 36.35 0.11
(0.231) (0.290) {0.269) {0.3867) (0.268) (0.357)
Median 36,20 0.00 36.30 0.00 36.30 0.10
Min: Max 36.0; -0.7: 0.636.9; -0.8; 0.836.0; -1.1; ¢.9
36.8 36.8 36.9
Follow-Up n (missing) 42 (0} 42 (0}
Mean (SD}) 36.25 -0.04
(0.244) (0.305)
Median 36.20 0.00
Min: Max 36.0: -0.8; 0.6
36.7

Baseline 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 population for the total summary; n: Number of subjects with specific vital signs results.

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

Treatment C: 3 tablets of 200 ng of levothyroxine

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs /Tzbles/Table
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Levothyroxine
EMR 200125002 State

EMR200125-002 Page 331 of 658
Dosage Form Proportionality of Levothyroxine

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

Marck Serono

Page 1 of 24

EMR 200125-002 Confidential
Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point {(Safety Population)
Treatment A Treatment B Treatment C Total
{N=38) {N=40}) {N=39} {N=42})
ECG Parameter Visit/
{(Unit) Timepoint Statistics Observed Observed Observed Change Observed Change
PR Interval {msec) Screening n {missing) 42 {0)
Mean (5D} 158.5
(22.46)
Median 151.0
Min: Max 128; 218
Day -1/ n {missing) 38 (0) 40 (0} 32 ()
24 H Predeose
Mean (5D} 158.5 156.5 156.8
{21.98) {24.07) {23.73)
Median 153.0 151.0 150.0
Hin: Max 132; 212 128: 220 1265 212
Day 1/ n (missing) 38 (0) 40 (0} 39 (0)
J0 H 50 Min
Fredeose
Mean (8D} 159.8 161.5 i6Z.2
{21.59 (24,52} {23.68)
Median 155.0 154.0 156.0
Min; Max 128: 220 120; 220 118; 214

Baseline defined as Day 1 (predose)

in each treatment period; Baseline 13 definéd 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:
Treatment A: 12 teablets of 50 ug of
Treatment C: 3 tablets of 200 ug of

levothyroxines;
levothyroxine

Treatment B:

Number of subjects with specific vital signs results.
6 tablets of 100 ug of levothyroxine

/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts /program/ma'in/TE‘L programs/Tables/Table
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EMR200125-002 Page 332 of 658

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

Merck Serono Page 2 of 24
EMR 200125-002 Confidential

Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Populatien}

Treatment A Treatment B Treatment C Total
{N=38) {N=40) (N=38} {N=42)
BCG Parameter visit/
{Unit} Timepoint Statistics Observed Change Observed Change Observed Change Observed. Change
PR Interval {msec)Day 1/ n {missing)} 38 (0) 38 (0} 40 (0) 40 (0) 39 (0} 3% {0)
2 H Postdose
Mean (SD)  157.9 -1.9 159.3 -2.2 156.1 ~4.1
{23.93) (9.83) {23.92) (7.44} {22.99) {9.48)
Median 152.0 -2.0 153.0 2.0 150.0 -2.0
Min; Max 124; 224 -26; 24 124; 220 -30:; 10 126; 214 -28; 16
Day 1/ n (miasing) 38 {(0) 38 () 40 (0} 40 (0) 39 (0} 39 (3
6 H Postdose
Mean (3D} 155.6 -4.3 156.1 -5.4 153.4 -8.7
(22.57) {7.72) (21.07) {(7.70) (20,77} (12,32}
Median 1458.0 -5.0 151.0 ~-5.0 148.0 =10.0
Min; Max 124; 218 -22; 12 128; 208 -24; 14 120; 204 -36; 30
Day 1/ n {(missing} 38 (O) 38 {Q) 40 (0} 40 {1 38 (0) 39 (0)
12 H Postdose
Mean (8D) 155.7 -4.2 155.7 -5.8 157.3 -4.8
(23.58) {10.73) {22.89) {9.52) (24.51) (11.93)
Median 152.0 -5.0 150.0 -6.0 150.0 -4.0

Min; Max 118; 212 -30; 20 120; 212 -30; 16 128; 228 -28; 28

Baseline defined as Pay 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 subjectsa in
the safety population for the total summary; n: Number of subjects with specific vital signs results.

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

Treatment C: 3 tablets of 200 pg of levothyroxine

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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EMR200125-002 Page 333 of 658

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

Merck Serono Page 3 of 24
EMR 200125-002 Confidential

Table 15.3.6,.2,1 Symmary of ECG Evaluations by Treatment and Time Point (Safety Population)

Treatment A Treatment B Treatment C Total
(N=38} (N=40}) {N=39) (N=42)
ECG Parameter Visit/
{Unit) Timepoint Statistics Obserwed Change Observed Change Observed Change Observed Change
FR Interval {(msec)Day 2/ n {missing} 38 (0} 38 (0) 40 (M) 40 (0} 39 (0} 39 (0}
24 H Postdose
Mean (5D) 157.9 -1.9 158.0 -3.5 157.9 -4.3
(22.95) (7.60) (20.73}) {%.58) {21.59) (11,31
Median 151.¢0 -1.0 150.0 -2.0 156.0 -2.0
Min; Max 126; 220 -24; 14 126; 208 -30; 14 i0&; 208 -30; 18
Day 3/ n {missing] 38 (0) 38 (0} 38 {0y 38 (0) 3% (0} 39 (0}
48 H Postdose
Mean (SD) 157.5 -2.4 158.3 -1.2 159.2 -2.9
(23.086) {10.96} {25.12) {10,907} {23.88) (8.61)
Median 154.0 -1.0 150.0 ~2.0 154.0 -4.,0
Min; Max 126; 208 -28; 18 118; 218 -=-32; 10 108: 216 -22: 18
Day 4/ n {missing) 37 (0) 37 () 38 (D) 38 (0) 39 (0) 39 (0)
72 H Postdose
Mean (3D} 157.3 -3.1 156.4 -6.1 158.8 -3.3
(23.94) (10,14} (23.19) {8.03) {23.54}) {9.44)
Median 150.49 -2.0 150.0 ~4,0 156.0 -6.0

Min; Max 126; 218 -26; 18 126; 210 -26; 12 126; 218 -26; 18

Baseline defined as Day 1 (predose} in each treatment pericd; Baseline is defined as Sereening 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.

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

Treatment C: 3 tablets of 200 ug of Jlevothyrozine

/project24/ep/blinded/e210898_merc/stats/versioncont rol /primary/acripts/program/main/ TFL programs/Tables/Table
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EMR200125-002 Page 334 of 658

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

Merck Serono Page 4 of 24
EMR 200125-002 Confidential

Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)

Treatment A Treatment B Treatment C Total
{N=38) (N=40) {N=39) (N=42}
ECG Parameter Visit/
(Unit) Timepoint Statistics Observed Change Observed Change Observed Change GObserved Change
PR Interval (msec) Follow-Up n {(missing) 42 (D} 42 (0}
Mgan (SD} 157.5 -1.0
{22.68} {8.686)
Median 149.0 0.0
Min; Max 124; 206 -26; 18
QRS Interwval Screening n (missing} 42 {0}
{msec)
Mean {SD) 96.8
{9.62)
Median 97.0
Min; Max 78; 118
Day -1/ n (missing} 38 (0} 40 (0) 39 (Q)
24 H Predose
Mean {5D) 96.2 96.1 94.7
(9.71) [9.06} {8.88)
Median 96.0 96.0 94.0
Min; Max 80; 122 80; 1i8 767 114

Baseline defined as Day 1 (predose) in each treatment period; Baseline is defined as 3creening for Follow-Up results,
Max: Maximum Value; Min: Minimum Value; M: The number of subjects dosed with each treatment, or the number of subjects in
the safety population for the total summary; n: Number of subjects with specific vital signs results.

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

Treatment C: 3 tablets of 200 ug of levothyroxine :

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts /program/main/TFL programs/Tables/Table
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 2004125-002 State

Merck Serono Page 5 of 24
EMR 200125-002 Confidential

Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)

Treatment A Treatment B Treatment C Total
{N=38) (N=40) (N=39) {N=42}
ECG Parameter ¥isit/
(Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
QRS Interval Day 1/ n (missing) 38 (0) 40 (0) 39 (0
(mgeg) 0 B 50 Min
Predose
Mean (SD) 95.7 95.9 96.1
{9.38} {8.53) {8.83)
Median 94.0 95.0 98.0
Min; Max 82;: 118 18 118 78; 116
Day 1/ n [(missing} 38 (0) 38 (0) 40 (0) 40 (0} 33 (0) 3% {0}
2 H Postdose :
Mean (SD) 94.2 -1.86 94.2 -1.7 93.9 -2.1
{9.26) {3.78) {9.50) {4.16) (68.34} {3.46)
Median 93.0 -1.0 92.0 -2.0 94.0 -2.0
Min; Max 80 118 -8 8 78; 116 -12; 12 B0; 116 -12:; 4
Day 1/ n (missing) 38 {0} 38 (0} 40 (0) 40 (0) 39 (0} 39 {0}
6 H Postdose
Mean (5D} 93.1 -2.6 93.5 -2.4 93.7 -2.4
(9.45) {3.51) {9.83) (4,71 {8.81) (3.72)
Median 92.0 -2.0 92.0 -2.0 92.0 ~2.0

Min; Max 18; 118 -10; 4 747 120 -10; 20 797 114 -8; ¢4

Baseline 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 signs results.

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

Treatment C: 3 tablets of 200 pg of levothyroxine

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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EMR200125-002 Page 336 of 658 .
Dosage Form Proportionality of Levothyroxine New Formulations (50 peg, 100 pg, and 200 pg Tablets) in Fasted

State

Levothyroxine
EMR 200125-002

Merck Serono Page 6 of 24

EMR 200125-002 Confidential
Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Treatment A Treatment B Treatment C Total
{N=38} {N=40) (N=39} {N=42)
ECG Parameter Visit/
(Unit) Timepoint Statistics Observed Change Cbserved Change Obssrved Change Observed Change
QRS Interval Day 1/ n {missing) 38 (0} 38 (0) 40 (0) 40 (0) 39 () 39 (0}
[msec) 12 H Postdose
Mean (SO}  94.8 -6.8 95.5 -0.4 94.7 -1.4
{10.12) {4.66) (9.62) {5.49) {9.08} (5.27)
Median 94.0 0.0 95.0 0.0 94,0 -2.0
Min; Max 78; 120 ~14; 8 74; 116 -10; 12 80; 120 ~14; 10
Day 2/ n {missing) 38 (0} 38 (0) 40 (0) 40 (0) 39 (O) 39 (0)
24 H Postdose
Mean (5D} 94.2 -1.5 94.0 ~1.9 94,8 -1.3
{86.74) (3,98 (9.27) (5.14) (9.17) (4.41)
Median 94.0 -2.0 84.0 -2.0 94.0 -2.0
Min; Max 80; 116 -8: 6 78; 118 -10; 14 80; 120 -12; 8
bay 3/ n (missing) 38 (0} 38 (0) 38 (0 38 (0 39 (U) 39 ()
48 H Postdose
Mean {SD) 95.1 -0.7 94.9 -1.2 85,2 -0.9
{9.14}) {4.14) (9.39) {6.44) (9.17) (4.61})
Median 94.0 0.0 96.0 -1.0 94.0 0.0
Min: Max 80: 118 -10; 8 80; 118 -14; 18 76; 114 ~12; &

Baseline 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:
12 tablets of 50 pug of
3 tablets of 200 ng of

Treatment A:
Treatment C:

levothyroxine;
levothyroxine

Treatment B: & tablets of 100 pg of

Humber of subjects with specific vital signs resuylta.
levothyroxine

/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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EMR200125-002 Page 337 of 658

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

Mgrck Serono Page 7 of 24
EMR 200125-002 Confidential

Table 15.3.6.2.1 Summary of ECG Evaluaticns by Treatment and Time Point {safety Population)

Treatment A Treatment B Treatment C Total
(N=38) {N=40}) {N=39) (N=42)
ECG Parameter Visit/
{(Unit} Timepoint Statistics Observed Change Obsarved Change Observed Change Observed Change
QRS Interval Day 4/ n {(missing) 37 {0) 37 (0} 38 (0} 38 {(0) 39 {0) 38 (0)
{msec) 72 H Postdose
Mean (SD) 94.2 -1.4 95.6 -0.5 95.3 -0.8
{9.82) {4.52) {9.81} {5.45) {6.61) {4.04)
Median 94,0 -2.0 96.0 0.0 96.0 -2.0
Min; Max 80 116 -12; 10 76; 118 -10; 14 806; 116 -8; 8
Follow-Up n {(miasing) 42 (Q) 42 ()
Mean (SD) 95.0 -1.8
{9.74) {7.84)
Median 94.0 0.0
Min; Max 76; 120 -14; 18
QT Interval (msec) Screening n {(nmissing) 42 (0)
Mean {SD} 393.5
{23.053)
Median 393.0
Min; Max 354; 458

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

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

Treatment €: 3 tablets of 200 pg of levothyroxine

/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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EMR200125-002 Page 338 of 658
Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 ug Tablets) in Fasted

State

Levothyroxine
EMR 200125-002

Merck Serono Page 8 of 24

EMR 200125-002 Confidential
Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Fopulation}
Treatment A Treatment B Treatment C Total
{N=38) (N=40) {N=39) (N=42)
ECG Paramster Visit/
{Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
QT Interval {msec} Day -1/ n (missing) 38 (0) 40 (0) 39 (0}
24 H Predose
Mean (SD} 402.5 406.9 403.5
{27.93) (25.89) {26.70)
Median 389.0 404.0 402.0
Min; Max 354;: 482 356; 468 364; 460
Day 1/ n (missing) 38 (0) 40 () 39 ()
¢ H 50 Min
Predose
Mean {5D) 413.5 415.7 415.4
) {25.82) (28,13} {29.36)
Median 412.0 415.0 418.0
Min; Max 380; 496 368: 506 362; 514
Day 1/ n (missing) 38 (0) 38 (0) 40 (0} 40 (0} 39 () 39 {0y
2 H Poatdoae
Mean {SD) 413.4 -0.1 412.3 -3.14 409.7 -5.6
{30.02) {12.57) {27.3L) (10.82} {28.56) (13.44)
Median 413.0 -2.0 413,0 -3.0 410.0 -6.0
Min; Max 374; 526 -20; 30 364, 486 -22; 20 352; 4%4 -34; 30

Baseline defined as Day 1 (predose) 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 sach treatment,

or the number of subjects in

the safety population for the total summary; n: Wumber of subjects with specific vital signs results.
Treatment B: 6 tablets of 100 pg of levothyroxine

Treatment A;

12 tablets of 50 pg of levothyroxiner

Treatment C: 3 tablets of 200 pg of levothyroxine
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Table 15.3.6.2,1 Summary of EOG Evaluations by Treatment and Time Point (Safety Population)

Treatment A Treatment B Treatment C Total
(N=38} {N=40) (N=38) {N=42)
ECG Parameter Visit/
{Unit) . Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
QT Interval (msec)Day 1/ n (missing} 38 (C) 38 (0) 40 {0} 40 {0) 39 (0} 39 (0)
6 H Postdose
Mean {SD) 391.8 -21.% 391.0 ~24.7 390.7 -24.7
{25.67) (12,61) (24,63) (11.34) (26.28) {13.78)
Median 386.0 -25.0 384.0 -25.0 392.0 -24.0
Min; Max 348; 478 -44; 10 348; 470 -46; 0 352; 494 -356; 10
Day 1/ n (missing} 38 (0) 38 (0} 40 (0) 40 (0) 39 (0) 39 (0)
12 H Pestdese
Mean (SD) 392.7 -20.7 392.8 -22.9 391.4 -24.¢0
{26.63) (13.18) (22.95) (15.52) {(26.75) {15.59)
Median 391.0 -22.0 387.0 -21.0 388.0 -24.0
Min; Max 346; 488 -44; 12 350; 458 -50; 10 340; 488 -52; 8
Day 2/ n {(missing} 38 {0) 38 {0} 40 {0} 40 (0) 39 () 39 (O
24 H Postdose
Mean (SD) 407.2 ~-6.3 405.9 -49.8 406.7 -8.7
' {26.81}) {13.786) (25.30) (14.00) {28.19) {15.00}
Median 404.0 -6.0 411.0 -9.0 406.0 -12.0

Min; Max 368; 490 -34; 30 358; 462 -44; 24 334; 478 -44; 36

Baseline defined as Day 1 (predose) in sach treatment period; Baseline is defined as Screening for Follow-Up results.
Max: Maximum Value: Min: Minimum Vaiue; N: Tha 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 wital signs rxesults,

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

Treatment C: 3 tablets of 200 ug of levothyroxine
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Table 15.3.6.2.1 Summary of ECG Evaluaticns by Treatment and Time Point (Safety Population)
Treatment A Treatment B Treatment C Total
. {N=38} {N=40) {M=39) (N=42)
ECG Parameter Visit/
{Unit) Timepoint Statistics Observed Change Observed Change Observed Change Cbserved Change
QT Interval {msec)Day 3/ n {missing} 38 (0} 38 (0} 32 (0} 38 (0) 39 {0) 39 (0}
48 H Postdose
Mean ({5D) 401.7 -11.7 400.5 ~16.86 400.3 -15.1
(27.27) {16.82) {22.57}) [15.77) {30.33) {17.70}
Median 400.0 -13.0 °~ 387.0 -16.0 396.0 -16.0
Min; Max 350; 490 -42; 18 354: 460 ~60; 14 358; 506 -46; 2B
Day 4/ n {(missing} 37 {0} 37 (0) 38 (0) 38 (0} 39 () 39 (0}
72 H Postdose
Mean ({5D) 401.5 -12.6 405.5 -11.5 403.7 -11.6
(27,56} (20.37} {(27.0L) (14.85) {30.88) (18.83)
Median 400.0 -16.0 405.0 . ~10.0 398.0 -14.0
Min; Max 348; 460 -48; 36 354; 504 -44; 18 354; 500 -40; 30
‘Follow-Up n (missing) 42 (0) 42 (0)
Mean (SD) 389.5 6.0
(28.38) (17.28)
Median 385.0 8.0
Min; Max 362; 506 -36: 48

Baseline defined as Day 1 (predose) in sach 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 wital signs results.

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

Treatment C: 3 tablets of 200 ug of levothyroxine
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Treatment A Treatment B Treatment C Total
{N=38) (N=40) {N=39) (N=42}
ECG Parameter Visit/
{Unit) Timepoint Statistics Observed Change Cbserved Change Observed Change Observed Change
QTcB - Bazett's Screening n (missing) 42 {0}
Correction
Formula (msec)
Mean (SD} 401.9
(23.11)
Median 400.5
Min: Max 347; 463
Day -1/ n {(missing) 38 {0} 40 (0) 39 (0)
24 H Predose
Mean (8D} 417.6 415.4 414.7
(20.01) {23.35) (20.39)
Median 412.5 414.0 415.0
Min; Max 378; 472 369; 468 352; 459
Day 1/ n {(missing] 38 (0} 40 {0) 39 (0)
0 H 50 Min .
Predoase
Mean (SD} 412.3 409.7 407.3
{21.09) (23.2L) {17.52)
Median 410.0 404.5 409.0
Min: Max 373; 473 364; 462 360; 439

Baseline dafined 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 wvital signs results.

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

Treatment C: 3 tablets of 200 pg of levethyroxine
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)

Treatment A Treatment B Treatment C Total
T (N=38) (N=40) (N=39) (H=42)
ECG Parameter visit/
(Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
QTcB - Bazett's Day 1/ n (missing) 3§ (0) 38 () 40 (0} 40 (0} 35 (0} 38 (9}
Correction 2 H Poatdose
Formula (msec)
Mean (SD) 408.3 -3.1 408.6 -1.1 407.2 -0.1
(20.76) (17.986) (22.85) (12.91) {20.55) {15.73)
Median 407.0 -3.0 409.0 4.0 409.0 2.0
Min: Max 370; 448 -bH%; 22 358r 466 -31; 18 367; 462 -42; 35
Day 1/ n {miasing} 38 {0} 38 {0} 40 {0) 40 (0 39 (0} 38 (0)
6 H Postdose
Mean (5D} 408.5 -3.8 409.2 -0.5 408.4 1.1
(20.88) (17.30) {18.88) (18.02) {19.29} {15.03)
Median 409.0 -1.0 410.5 1.0 408.0 2.0
Min; Max 366; 457 -48; 23 373; 451 -41; 34 368; 449 -39; 36
Day 1/ n {missing} 38 (0} 38 (0) 40 {0} 49 () 39 (0) 39 ()
12 H Postdose
Mean (SD} 412.2 -0.2 412.3 2.6 411.9 4.6
[19.49 [(18.15) (19.80) {17.86) {17.81}) {16.20)
Median 412.5 2.5 414.5 7.0 412.0 2.0

Min; Max 365; 445 -d467; 31 3B2; 473 -45; 45  377; 448 -40; M

Baseline 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 apecific vital signs results.

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point {S8afety Population}
Treatment A Treatment B Treatment C Total
(N=38} (N=40} (=39} (N=42)
ECG Parameter Visit/
(Unit) Timepoint Statistics Observed <Change Observed Change Observed Change Observed Change
QTcB - Bazett's Day 2/ n {missing} 38 (0} 38 (0) 40 {0) 40 (0} 35 (0) 39 (0}
Correction 24 H Postdose
Formula (msec)
Mean (SD} 411.7 -0.7 412,1 2.5 414.8 7.5
(21.869) {22.42) (20.86} (15,53} {19,717} {17.85)
Median 412.5 -3.0 408.5 4.5 414.0 3.0

Min; Max 388; 460 -37; 66 373; 467 -32; 40 3753; 450 -30:; &0

Day 3/ n {missing} 38 (0) 38 (0) 38 (0) 38 {0) 39 (Q) 38 (0)
48 H Postdose
Mean (8D} 417.0 4.6 414.3 3.8 411 .4 4.0
{19.18) (14.31) {22.93) {18.31) (20.72) (15.5M
Median 418,0 2.0 414.5 2.0 412.0 6.0

Min; Max 368; 453 -21; 47 372; 463 -31; 49 367; 461 -32; 36
Day 4/ n (missing) 37 (0Q) 37 {0 38 (0} 38 (0} 39 () 39 {0)

72 H Poatdose

Mean (8D} 412.3 -0.,1 416.7 6.2 414.4 1.1

Median

{21.05} (15.35) (20,23} (17.82) (19.69) (19.78)
408.0 2.0 419.0 7.0 420.0 8.0

Min; Max 372; 469 -39; 34 377; 455 -30: 43 373; 445 -45; 62

Baseline 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 subjecta 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.

Treatment A: 12 tablets of 30 ug of
Treatment C: 3 tablets of 200 ng of

levothyroxine: Treatment B: 6 tablets of 100 pg of levothyroxine
levothyroxine
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Table 15.3.6.2.1 Summary of ECGE Evaluations by Treatment and Time Point (Safety Population)

Treatment A Treatment 2 Treatment C Total
(=38} {N=40) {N=39) {N=42}
ECG Paramster Visit/
{Unit) Timepoint Statistics Observed Change Observed Changs Observed Change Observed Change
QTeB - Bazett's Follow-Up n (missing) 42 {0} 42 (0}
Correction
Formula (msec)
Mean {SD) 404.5 2.7
’ {22.659) {14.61)
Median 406.0 1.0
Min; Max 341; 483 -40; 43
QTCE - Screening n (miszing) 42 ()
Fridericia's
Correction
Formula {msec)
Mean {SD) 398.9
. {19.41}
Median 396.0
Min; Max 351; 444
Day -1/ n (missing) 38 (0) 40 (0) 39 ()
24 H Predese
Mean ($D) 412 .2 412.2 410.86
(18.22) {18.62) {15,91)
Median 412, 0 411.0 412.0
Min; Max 378: 466 381 450 358; 438

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

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

Treatment C: 3 tablets of 200 pg of - levothyroxine
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Levothyroxine
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Dosage Form Proportionality of Levothyroxine

State

EMR200125-002 Page 345 of 658

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

Merck Sercne

Page 15 of 24

EMR 200125-002 . Confidential
Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)
Treatment A Treatment B Treatment C Total
{N=38) (N=40) (N=39) {N=42)
ECG Parameter visit/
(Unit) Timepoint Statistics CObserved Change Observed Change Observed Change Observed Change
QTcF - Day 1/ n {missing) 38 (0} 40 (0} 39 {0}
Fridericia's 0 H S0 Min
Correction Predose
Formula (msec)
Mean (5D) 412.5 411.4 409.7
(18.07) (20.09) (14.98)
Median 411.5 409.0 412.0
Min; Max 379; 481 369; 461 366: 452
Day 1/ n (missing) 38 (0} 38 (0) 40 (M) 49 (0} 39 (0) 39 {0}
2 H Poatdose
Mean (5D} 410.3 -2.2 409.¢6 -1.8 407.7 -1.9
{18.82) (11.94) {20,407 {9.10} {16.77) (10.57)
Median 408.5 -1.0 407.0 -1.0 410.0 -1.0
Min; Max 381; 463 -33; 19 366; 453 -25: 11 366: 444 -25; 17
Day 1/ n (missing) 38 {0} 38 (0) 40 (0} 490 (0) 3% (0} 39 Q)
6 H Postdose
Mean (3D} 402.6 ~9.9 402.7 ~8.6 402,2 -7.5
(17.98) {12,18) {16.34) {14.18) {16.29} (10.24)
Median 403.0 -8.5 404.5 -7.0 403.0 -6.0
Min; Max 366; 445 -36:; 11 364 435 -37:; 23 370: 450 -30; 9

Baseline 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:
12 tablets of 50 pg of
Treatment C: 3 tablets of 200 ng of

Treatment A:

levothyroxine;
levothyroxine

or the number of subjects in

Number of subjects with specific vital signs resulta.

Treatment B: § tablets of 100 ug of lavothyroxine
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Table 15.3.6.2,1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)

Treatment A Treatment B Treatment C Total
{N=38} {N=40} {H=39) {N=42)
ECG Parameter Visit/
{Unit} Timepoint Statistics Observed Change Observed Change Obssrved Change Observed Change
QTeF - Day 1/ n {missing) 38 (0) 38 (0} 40 (0} 40 (0) 39 (0) 39 )
Fridericia's 12 H Postdose
Correction
Formula {mseg)
Mean (5D} 405.4 -7.2 © 405.5 -5.9 404.6 -5.1
(15.91} (13.29) (15.78) (13,71} {15.84} {13.06)
Median 405.0 -5.0 404.0 -3.5 405.0 -8.0
Min; Max 368; 449 -33; 17 380; 441 -40Q; 22 376; 446 -29; 22
Day 2/ n {missing) 38 {0) 38 {0) 40 (0} 40 (0) 39 (0) 39 {0}
24 H Postdose
Mean (SD) 406.8 -2.7 409.8 -1.%6 411.,7 2.0
(16.08) (15.83} {16.20) (12.33) {15.90} {13.66)
Median 411.5 -2.0 409.0 -2.0 412.0 0.0
Min: Max 373; 461 -32; 40 383; 455 -27; 28 370; 441 ~20; 42
Day 3/ n {missing} 38 (0) 38 (0 38 (0Q) 38 () 35 () 38 (0)
48 H Postdcse
Mean (SD} 411.7 -0.8 409.4 -3.0 407.4 -2.3
(17.71) {10.12) {17.86) {14.47}) (18.08) (12,64}
Median 412.0 ~2.5 409.5 ~-4.5 410.0 ~2.0

Min; Max 3697 464 -20; 22 377:; 446 ~29; 35 365; 458 -23; 28

Baseline 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.

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

Treatment C: 3 tablets of 200 wg of levothyroxine
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Pcint (Safety Population)

Treatmant A Traatment B Treatment C Tetal
{N=38) {N=40) {N=30) (N=42)
ECG Parameter Visit/
{Unit) X Timepolint Statistics Observed Change Observed Change Observed Change Observed Change
QTCF - Day 4/ n {(missing) 37 (0) 37 (0 38 (0) 38 (0) 39 (0} 3% (0}
Fridericia's T2 H Postdose
Correction
Formula (msec}
Mean (SD) 408.4 -4.3 412.8 0.¢ 410.5 0.8
{17.286) {12.91} {17.58) [14.62) (17.586) {14.11%}
Median 410.0 -5.0 415.5 2.0 411.0 2.0
Min; Max 374 445 -39; 19 376; 465 -28: 34 370; 456 -25; 30
Follow-Up n (missing} 42 (0} 42 {0}
Mean ({8D) 402.7 3.8
(19.61}) (12.86)
Median 403.5 4.0
Min; Max . 348 456 -37; 33
RR Interval {msec) écreening n (missing) 42 (0}
Mean ({SD) 966.¢6
(126.04)
Median 975.0
Min; Max 736; 1234

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

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

Treatment C: 3 tablets of 200 ug of levothyroxine
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Levothyroxine

EMR 200125-002 State
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Dosage Form Proportionality of Levothyroxine

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

Merck Serono

Page 18 of 24

EMR 200125-002 Confidential
Table 15.3.6.2.1 Summary of ECG Fvaluations by Treatment and Time Point (Safety Population)
Treatment A Treatment B Treatment C Total
{N=38) {N=40) (N=39) {N=42}
ECG Parameter Visit/
(Unit) Timepeoint Statistics Observed Change Observed Change Observed Change Observed Change
RR Interval (msec)Day -1/ n (missing) 38 (0} 40 (0 ' 39 (D)
24 H Predose
Mean (SD) 936.8 970.7 457.7
{133.33) {152.88) (157.95)
Median 928.0 972.0 952.0
Min; Max 6767 1224 710; 1266 700; 1250
pay 1/ n (missing) 38 (0) 40 {0) 39 (0
0 H 50 Min
Predose
Mean (8D} 1014.4 1039.2 1050.¢
(141.34) {153,02) (175,22}
Median 1025.0 1057.0 1042.0
Min; Max 714;: 1282 764: 1324 782; 1468
Day 1/ n {misaing) 38 {0} 38 () 40 (0} 40 (0} 38 (0} 38 (Q)
2 H Postdose
Mean (SD) 1029.8 15.4 1026.9 -12.3 1024.8 -26.2
{168.33) (136.84) (147.41) (B2.82) (178.55) (109,29)
Median 982.0 4.0 1020¢.0 -19.0 1000.0 -24.0
Min; Max 778; 1598 -202; 536796 1322 -190; 170 738; 1536 -292; 304

Baseline 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.

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point {Safety Population)
Treatment A Treatment B Treatment C Teotal
(N=38) (N=40) {N=39} [(H=42}
ECG Paramster Visit/
(Unit) Timepoint Statistics Observed Change GCbserved Change Observed <Change Observed Change

RR Interval {(msec)Day 1/ n (missing) 38 (0) 38 (0) 40 {0) 40 (0) 39 {0) 3% (0)
4 H Poatdose

Mean (5D} 927.9 -86.4 920.2 -1i8.0 823.9 ~127.0
{137.39) {112.27) ({130.44) (79.79) (149,01} (107.71)
Median 904.0 -116.0 899.0 -111.0 894.0 -116.0
Min; Max 714; 1360 -294; 298714; 1332 -266; 28 708; 1356 -352; 122
Day 1/ n {(missing) 38 (0} 38 (0} 40 (0) 40 (0} 39 (0} 39 (0
12 H Postdose
Mean (SD) 917.4 -97.0 915.5 -123.7 910.2 -140.,7
t152,24) (121.20) {130.68) (104.21) {138,51) (100.35}
Median 901.0 -120.0 908.0 -130.0 898.0 -144.0
Min; Max 674; 1342 -328; 280652; 1280 -316; 144 686; 1308 -314; 158
Day 2/ n {missing) 38 {0) 38 (0) 40 (0} 40 {0) 39 (0} 39 (0
24 H Postdose
Mean (5D) 2991.6 -22.1 980.6 ~58.8 972.1 -78.2
(173.87) (l20.52) (156.96) (93.20) {169.65) (104.77}
Median %94.0 -11.0 863.0 -50.0 950.0 -68.0

Min; Max 676; 1400 -2747 338720; 1286 -280; 108 646; 1358 -268; 212

Baseline 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.

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

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

Merck Serono Page 20 of 24
EMR 200125-002 cenfidential

Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point {Safety Population)

Treatment A Treatment B Treatment C Total
{N=38} {N=40}) {N=39) (N=42)
ECG Parameter Visit/ :
{Unit} Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
KRR Interval (msec) Day 3/ n {missing) 38 (0) 38 (0) 38 (0) 38 (0 39 39 ()
43 H Postdose
Mean (SD) 934.86 -79.% 944,2 -98.1 956.9 -94.0
{130.09) (115.73) (136.60) (99.92) {161.76) (113.07)
Median 918.0 ~81.0 951.0 -94d.0 g€98.0 -120.0
Min: Max 710; 1222 -330; 148718; 1242 -324; 98 686; 1348 -302; 216
Day 4/ n (missing} 37 (O) 37 (0 35 () 38 {0} 39 (0) 39 {0)
72 H Postdose
Mean (SD} 958.8 -58.7 954 .4 -87.8 958.7 -91.2
({158.40) (122.25) {137.17) ({86.41) (170,36) (147.30)
Median 968.0 -48.0 968.0 -86.0 928.0 -112.0
Min; Max 708; 1370 -360; 308694; 1276 -286; 100 692; 1456 -508; 362
Follow-Up n (missing) 12 (0} 42 {0)
Mean (5D} 985.0 18.5
{157.76) {(94.05)
Median 962.0 17.0
Min; Max 738; 1438 -214: 270

Baseline 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 summarys; n: Number of subjects with specific vital signs resulta.

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

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

Dosage Form Proportienality of Levothyroxine

State

EMR200125-002 Page 351 of 658

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

Merck Serono

Page 21 of 24

EMR 200125-002 Confidential
Table 15.32.6.2.1 Summary of ECG Evaluations by Treatment and Time Point {Safety Population)
Treatment A Treatment B Treatment C Total
{N=38) (N=40) (N=39) (N=42})
ECG Parameter Visit/
{Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Heart Rate Screening n {missing} 42 {0}
{(beats/min)
Mean (SD} 62.6
{8.39})
Median 61.0
Min; Max 48; 81
Day -1/ n (missing) 38 {(0) 40 {0) 38 ()
24 H Predose
Mean (SD) 64.9 62.7 63.8
{9.31) {9.94) {10.5%)
Median 64.0 61.0 63.0
Min; Max 49; B8 47 84 46; B85
Day 1/ n (missing) 38 (0} 40 (D) 3% (0
0 H 50 Min
Predose
Mean (3D} 59.8 58.6 58.2
{8.54) (8.74) {9.40)
Median 58.0 56.0 57.0
Min; Max 47; 83 45; 78 40: 76

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

Max: Mamimum 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.

Treatment A: 12 tablets of 50 pg of
Treatment C: 3 tablets of 200 ng of

levothyroxine:
levothyrozine

Treatment B: & tablets of 100 pg of levothyroxzine
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Levothyroxine
EMR 200125-002

State

EMR200125-002 Page 352 of 658
Dosage Form Proportionality of Levothyroxine New Formulations (50 pg. 100 pg, and 200 pg Tablets) in Fasted

Merck Seronoc

Page 22 of 24

EMR 200125-002 Confidential
Table 15.3.6.2.1 Summary of ECG Evaluatlions by Treatment and Time Point (safety Populatien)
Treatment A Treatment B Treatment C Total
(N=38} {(N=40}) (N=39) {N=42)
ECG Parameter Visit/
{Unit) Timepoint Statistics Observed Change Observed Change Observed Change Obaerved Change
Heart Rate Day 1/ n {missing) 38 (0) 38 (0 40 (0} 40 (0} 39 (0} 39 (0)
(beats/min) 2 H Postdose
Mean (5D} 59.0 -0.8 59.2 0.6 58.8 1.6
(B8.26) (5.90) {(8.34) (5.31) {9.53) {6.39)
Median §1.,0 -0.5 58.0 1.0 8.0 2.0
Min; Max 38: 76 -17; 9 45; 75 -11; 13 42; 81 -13; 20
Day 1/ n (missing) 38 {(0) 38 (0} 40 {0} 40 {0} 39 (0} 39 (0}
6 H Postdose
Mean (SD} 65.3 5.5 65.9 7.3 65.9 7.8
(8.73) {5.99) (8.57) {4.96) {9.47) {6.81)
Median 66.0 T.5 66.0 7.0 656.0 7.0
Min; Max 44; 83 -11; 16 45; 84 -3:; 1@ 44; 84 -8; 26
Day 1/ n [(missing) 38 () 38 (0) 40 (0] 40 (0} 39 {0} 39 (4)
12 H Postdose
Mean (SP) 66.3 6.5 66.0 7.4 66.7 8.5
{10.29} (7.26) {9.42) (6.47) {9.23) {6.06}
Median 66.0 7.0 £5.0 8.0 66.0 9.0
Min; Max 44; 88 -11; 25 47; 92 -5; 21 45; 87 -11; 19

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

levothyrorine

Treatment B:

Number of subjects with specific vital signs results.

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

Marck Seronc Page 23 of 24
EMR 200125-002 Confidential

Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)

Treatment A Treatment B Treatment C Total
{N=38) (N=40) (N=39) (N=42}
ECG Parameter Visit/ '
{Unit) Timepeint Statistics Observed Change Observed Change Observed Change Observed Change
Heart Rate Day 2/ n [(missing} 38 (0} 38 (0) 4¢ (0) 40 () 39 (0) 39 (0}
{beats/min} 24 H Postdose
Mean (SD) 61.9 Z2.1 $2.2 3.6 62.8 4.7
{10.77) (7.80} (10.04) (5.48) {10.64}) {6.59)
Median 59.5 1.0 61.5 3.0 62.0 4.0
Min; Max 43; 88 -12; 26 47%; 83 -5; 13 44; 92 -11; 19
Day 3/ n (miasing) 38 (0} 38 (0) 38 (0) 38 (0} 39 (0) 39 (M)
48 H Postdose
Mean (5D) 64.8 5.1 64.2 5.7 63.8 5.6
{8.80) (7.19} {9.48) (6.00) {10.03} {6.46)
Median 64.5 6.0 62.0 5.0 66.0 7.0
Min; Max 49; 84 -9y 21 48; 83 -6; 22 44; 87 -10+ 16
Day 4/ n (missing) 37 (Q) 37 (0) 38 {0) 38 () 39 (0) 39 (0)
72 H Postdeose
Mean {SD) 63.7 4.1 3.5 5.0 63.9 5.6
{10.50) (7.62}) {9.57) {5.64) {10.21) {8.73)
Median 61.0 3.0 61.0 5.0 64.0 7.0
Min; Max 43; 84 ~12; 25 46; 86 -6; 21 41; 86 -16: 28

Raseline 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.

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

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

Merck Sercnoc Page 24 of 24
EMR 200125-002 Confidential

Table 15.3.6.2.1 Summary of ECG Evaluations by Treatment and Time Point (Safety Population)

Treatment A Treatment B Treatment C Total
(MN=38) {(N=40}) {N=39) {N=42)
ECG Parameter Visit/
{Unit) Timepoint Statistics Observed Change Observed Change Cbserved Change Observed Change
Heart Rate Follow-Up n (missing} 42 (0) 42 (O)
{beata/min)
Mean (8D} 61.6 -1.0
(8.33) {5.08)
Median 62.0 -1.0
Min; Max 41y 80 -11; 11

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

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

Treatment C: 3 tablets of 200 pg of levothyroxine
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EMR200125-002 Page 355 of 658

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

15.4 Pharmacokinetic Data
15.4.1 Tables
Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total

T4 (ng/mL) (Pharmacokinetic Population)

Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic
Parameters (Pharmacokinetic Population)

Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total
T3 (ng/mL) (Pharmacokinetic Population)

Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic
Parameters (Pharmacokinetic Population)

Table 15.4.3.1 Summary of ANOVA of Primary Pharmacokinetic Parameters for T4
(Pharmacokinetic Population)

Table 15.4.3.2 Summary of ANOVA of Secondary Pharmacokinetic Parameters for T4
and T3 (Pharmacokinetic Population)
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 1 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment A

Sample Times (h)

Subject Number/

Random Number Predose (Mean} 0.5 1 1.5
: = 49.90 53.57 107.80 124.50
63.71 66.11 105.00 125.80
H 68.74 82.70 112.30 114.90
61.54 70.61 100.80 114,40
73.90 109.10 133.20 140,10
53.70 60.35 70.72 70.57
58.35 64.86 . 109.00 104.00
64.19 82.49 106.00 118.90
67.89 68,11 87,28 107.50
60,95 £€5.64 105.00 113.50
58.24 65.50 94.39 106.50
76.12 86.32 132.40 127.60
73.64 83.483 134.860 136.50
47.49 80,29 97.93 113.60
62,03 69.69 86.23 83.99
54.88 . 72.60 72.57 97.51
78.18 88.70 114.00 103.00
60.52 T76.12 67.82 95.87
i 55.95 69.88 68.52 112.70
L ; . 60.10 73.686 110.20 102,30

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 Errer of the Mean; T4: Tetraiodothyronine;

*; Measurement taken outside the allowed windows allowance.

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

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

Merck Sarono Page 2 of 36
EMR 200125-002 Confidential

Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mlL) {Pharmacokinetic Pepulation)

Treatment: Treatment A

Sample Times th)

Subject Number/

Random Number Predose [Mean) 0.5 1 1.5
60.17 70.48 96,54 108,20
57.08 51.52 77.32 81.467
58.20 67.34 113.10 104.20
61.67 88.76 132.00 126.50
44,10 59,26 104.20 104.30
77.89 101.60 145,60 143.60
58.80 71.28 §2.44 126.10
55.48 60.10 g§2.11 97.31~*
67.16 72.42 88.29 126.80
63.60 T5.97 72.52 86.11
55.27 58.98 65.22 82.42
§7.59 89.86 114.560 139.40

Tenmmen 74.16 73.93 55.49 93.87
54.65 £1.66 83.91 103.30
74,41 15.40 100.80 115.10
81.06 89.59 129.10 129.00
59.62 78.43 107.40 132.80

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: Tetraiocdothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;

/project24/ep/blinded.’e2lUB98_merc/statsf’versioncontrol/primary/‘acripts/program/main/TE‘L programs/ Tables/Table
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Serono Page 3 of 36
EMR 200125-002 Confidential
Table 15.4,1,1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/vl) (Pharmacokinetic Population)

Treatment: Treatment A

Sample Times (h)

Subject Number/

0.5 1

Random Number Predose (Mean) 1.5
ni{misaing) 37 (0) 37 {0} 37 (0) 37 {0)

Mean (SD} 62.728 {8.9020) 74.533 (12.5726) 100.173 (21.5679) 110.930 (18.2839)
GeoMaan $2.116 73.551 97.812 109.395
(95% CI} (59.239;65,133) {69.642;77.678) (90,727 105, 449) {103.303;115.847)
GeolV{CVE) 14.3 (14.2) 16,5 (16.9) 22.8 (21.9) 17.3 (16.5)
SEM 1.4635 2,0669 3.5457 3.0059
Median $0.953 72.420 100.800 112.700
Min; Max 44,107 81.06 51.52; 109.10 55.487 145.60 70.57: 143.60

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

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levaothyroxine;

/project24/ep/blinded/e210898 merc/stats/versioncontrol /primary/scripts/program/main/TFL programs/Tables/Table

15.4.1.1.1.35as
1ODEC2014 00:20

CONFIDENTIAL 358/658 M
INFORMATION

Document No.0900hahe8085badf v1.0




EMR200125-002 Page 359 of 658
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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: Treatment A

Sample Times (h)

Subject Number/

Random Number 2 2.5 3 4
TR 139.40 129.60 134,70 132.70
1 127.10 122.20 118.80 123.00
: 111.10 120.40 114.00 100.60
119.70 121.80 121.70 121.50%
130.60 128.10 123,40 113.00
80.01 §9.05 87.39 101.40
102.190 126.70 104.00 127.50
120.70 150.40 99.76 97.38
. 106.70 110.30 107.10 121.10
111.00 110.50 120.50 118.90
136.90 137.90 143.99 149.10
117.80 117.50 120.20 143.30
128,80 135.70 119.30 122.80
99,99 95.10 98.27 §4.50
93.87 90.18 92.79 93.45%
89.43 102.70 98.91 98,94
90.55 112.20 116.30 99.12
84.46 97.84 97.93 102.60
100,50 97.90 107.90 116.40
91.57 107.50 92.50 $3.08

¢I: Confidence Interval; CV%: Coefficient of Variatiecn Percentage; GeoCV: Geometria 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; $EM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tableta of 200 pg of levothyroziner

/project24/ep/plinded/e210828_merc/stats/versioncontrol/primary/s cripts/program/main/TFL programs/Tablea/Table
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Sercno Page 5 of 36
EMR 200125-002 Confidential

Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Tetal T4 (ng/ml) {(Pharmacokinetic Fopulation)

Treatment: Treatment A

Sample Times th}

Subject Number/

Random Number 2 2.5 3 4
T 52.75 100.560 39,96 75.62
82.28 109.50 129%.80 i11.20
118.860 121.90 118.30 89.56
108.90* 124.190 116.40 104,70
86.21 89.286 73.93 87.50
140.10 134.20 132.60 127.40
108,30 137.60 100,60 118.30
85.93 83.68 91.13 8§.22
123.10 118,490 121 .40 123.80
8l1.69 107.60 115.20 109.00
86.52 109.00 88.28 100.80
116.90 119.20 102,80 102.30
107.00 111.90 141.00 101.80
| 114.30 85.50 107.80 99,12
| 123.40 128.30 115.80 122.20
] 143,40 139.60 129.80 117.70
H 113.10 108.30 112.90 99.73

CI: Confidence Interval; CVi: Coefficient of Variation Percentage; GeoCV: Geometric Ceefficient 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; Td: Tetraiodothyronine;

*: Measurement taken outside the allcwed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (30 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
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EMR 200125-002 Confidential

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

Treatment: Treatment A

Sample Times (h}

Subkject Number/

Randcm Nurber 2 2.5 3 4
n{missing) 37 (0} 37 (0} 37 {0} 37 (0)

Mean (8D} 108.649 {17.1326} 114.744 {16.3726) 111.347 (15.8954} 109.171 {16.4849})
GeoMean 108.350 - 113.594 110,212 107.867
(95% CI) (102.831;114.166} (108.247;119.205) {104.951;115,.736} {102.6607113,549)
GepCV{CV%) 15.8 {15.6} 14.5 (14.3) 14.7 (14.3) 15.2 (15.1)
SEM 2.8166 2.891% 2.6132 2.7117
Median 108,800 112.2Q00 114.000 104.700
Min; Max 80.01; 143,490 85.50; 150.40 73.93; 143,90 T5.62; 146.10

£I: 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 Errer of the Msan; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

Treatment A: 12 tablets of S0 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;

Tregatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
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Table 15.4.1.1,1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mh) (FPharmacckinetic Population)

Treatment: Treatment A

Sample Times (h)

Subject Number/

Random Number 6 8 10 12 18

- 113.10 100.50 118.80 101.80 89.57
107.80 109.00 109.00 98.89 87.53
104.20 107.50 101.00 105,20 91.65
107.40 124,90 106.80 107,10 : 94.09
114.60% 119.5%0 128.90 113.4¢ 99.03
105.30 99.57 ‘ 105,90 84.80 106,90
110.80 101.10 86,47 93.73 100.40
95,55 91.54 106.60 91.80 B9.15
103.80 95,99 99.4¢ 98.06 97.08
103.30 96,82 103.00 96.38 100.30
11%6.10 117.40 117,30 110.00% 111.00
144.20 144.90 136.80 119.20 116.80
108.40 117.30 109.20 113.90 103.20
87.41 86.69 106.10 86.38 86.94
90.20 87.24 83.43 81.04 79.32
98.84 81.25% 90.98 90.84 §9.25
92.44 107.40 108.70 101.00 98.15%
93.85 88.53 83.93 86.67 75.18%
116.30 110.60 95,05 96.04 84.61
88.36 89,15 95.14 92,37 68.29

C1: Confidence Interval; CVi: Coefficlient of Variation Percentage; GeolV: Geomatric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjscts with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetralodethyronine;

*: Measurement taken outside the allowed windows allowance.

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

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

Merck Serono ' Page 8 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment A

Sample Tinmes (h}

Subject Number/

Random Number 6 8 10 12 18

e o 87.39 85.72 8g.22 §9.63 73.85
102.70 113.30 105.90 108.20 95.90
98,71% 81.568 109.80 112.50 101.990
97.23 84.45 92.27 90.39 84.84
B4.89 89.32 77.21 82.98 £9.65
128.30 115.00 134.40 113.50 101.40
106.00 105.90 102,10 106.30 98.25
89.41 87.68 65,42 94.57 80.71
112.50 100.30 111,40 96.83 95.61
98.76 93.07 87.00 94 .57 73.98
108.80 80.84 61.52 104,80 85.78
97.146 107.60 99.23 97.85 109.50
124,50 100.70 108.00 98.73 55,99
91.33 83.12 80.59 8§7.72 76.01
103.00 108.30 99.21 100.50 G4.44
105.00 121.20 131.40 112.9%0 122.60
82.96 95.86 121,20 100.50 80,52

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Cosfficient of Variatiom;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum vValue; 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 allowsd windows allowance.

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

Treatment C: 3 tablets of 200 ug of levothyroxine;
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Levothyroxine
EMR 200125-002
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EMR200125-002 Page 364 of 658
Dosage Form Proportionality of Levothyroxine

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

Merck Serono
EMR 200125-002

Page 9 of 34
Confidential

Table 15,4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL)} {(Fharmacokinetic Population)

Treatment: Treatment A

Subject Number/

Sample Times (h)

Random Number 3 8 10 12 18
ni{missing) 37 (D) 37 (0) 37 (0} 37 (0) 37 (0)

Mean {SD) 103.373 {12.9370) 101.668 (13.8450} 102,904 (1s.1012) 99,137 (9.9120) 61.904 (12.6390)
GeoMean 102,624 100.800 101.633 98.655 81.052

{95% CI) {98.561;106.854) (96.481:105,312) (96.281:107,282) {95.416;102.005) {86.929;95,370)
GeoCV{CVE) 12.2 (12.5) 13.2 {13.8) 16.3 (15.6) 16.0 (10.0} 14.0 (13.8)
SEM 2.12¢8 2.2763 2.6470 1.6295 2.0778
Median 103.300 100,300 103.¢000 98,730 94.080

Min; Max 82.96; 144.20 80.84; 144,90 61.52; 136.80 81.04; 119.20 68.29; 122.60

¢I: Confidence Interval: CV%: Coefficient of Variation Percentage; GeolV: Geometric Coefficient of variation;
GeoMean: 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 outside the allowed windows allowance.
Treatment A: 12 tablets of 50 pug of levothyroxine: Treatment B:
Treatment C: 3 tablets of 200 nug of levothyroxine:

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

Merck Serono Page 10 of 386
EMR 200125-002 Confidential

Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/ml} (Pharmacokinetic Bopulation)

Treatment: Treatment &

Sample Times (h)

Subject Number/

Random Nunmber 24 36 48 12

' 88.05 90.53 86.56 89.13
99.88 91.66 87.97 90.86

B5.90 101.20 106.40 87.72

104,40 107.20 83.86 90.75

122.10 106.70 104.00 104.90

85.23 86.19 83.83 80.24

102.60 97.39 100.860 99.04

91.7¢ 106.20 91.79 89.37

95.27 119.30 92.42 83,60
106.40 101.90 86.48 106.30

118.70 101.80 101.90 98.29

109.50 111.20 103.90 110.860

109.60 122.90 110.90 110.20

88.16 89.81 97.30 78.10

77.80 64 .58 73.71 70.75

20.53 106.10 86.87 74.48

104.10 87.96 96.77 90.05

86, 68 97.64 90.97 87.60*

96,23 106.20 93.62 85.84

77.35 89.20 80.01 68.84

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMezn: 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 cutside the allowed windows allowance.

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

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

Merck Serono Page 11 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment A

Sample Times {h)

Subject Number/

Random Number 24 36 43 72

T 81.50 86,97 76.80 78.82
’ 187.70 89.76 94,19 81.74
98,560 94,21 82.40 106.00

76.76 100.70 82.67 86.03

82.50 §6.53 80.17 68.06

120.40 103.80 112.2¢ 140.00

8g8.73 95,43 90.23* 88.62

66.45 93.92 80.08 83.86

108.90 99.56 107.20 92,34

86.02 99.15 93.65 90.33

107.90 73.51 ’ 69.06 88.25

85.32 110.70 110.60 - 87.61*

97.70 98.09 92.27 91.56

71.84 91.41 78.51 82.54

109.70 110.70 92.686 98.18

112.00 109.00 92.57 98.90

104.10 84.06 77.40 79.51

CI: Confidence Interval; CV3: Coefficient of Variation Percentage:; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Valus; 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.

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

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

Merck Sercno Page 12 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment A

sample Times (h}

subject Number/

Random Number 24 34 48 72
ni{missing) 37 {0) 37 {0} 37 {0) 37 (0}
Mean (SD) 97.196 (12.9016) 88,734 (10.1940) 91.419% (10,9627) 89.460 (10.8160)
GeoMean 96.349 98.217 90.778 88.816
(95% CI} {82.106:100.786) (94.861;101.683) {87.199;94.504) (85.260;792.519)
GeolV{CV%) 13.6 (13.3} 10.5 {10.3) 12.1 {(12.0) 12.3 (12.1})
SEM 2.1210 1.6759 1.8021 1.7781
Median 97.700 99.150 ' 92.270 89.250
Min; Max F1.84: 122,10 73.51; 122.90 69.06; 112.20 68.06; 110.60

CI: Confidence Interval; CV3: Coefficient of Variation Percentage: GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum ¥alue; 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.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 sg, and 200 pg Tablets) in Fasted
EMR 204125002 State

Merck Seronec Page 13 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment B

Sample Timea (h)

Subject Number/

Random Nunber Predose (Mean) 0.5 1 1.5
53.10 66.01 79.90 90.84
70.12 66.64 109.80 130.60
65.69 76.53 93.07 106.10
58.72 88.24 111,90 135.40
66.92 77,22 91.96 135.00
51.51 54,88 78.27 91.15
53.51 62.75 76.73 88.53
66.61 79.96 95.60 106.70
58.04 59.63 75.23 86.71
63.69 67,92 82,79 107.70
59.55 71.51 110.10 125.20
73.19 70.72 2g0.90 116.30
73.61 83.48 136.30 158,90
46.63 82.49 109.80 102.60
63.28 63.94 64.52 65.40
58.79 83,11+ 100.50 94.38
69,44 89.93* G0.62 113.70
64,25 70.53 91.14 100.00
56.30 B0 .88 101.30 107.10
. 53.42 52.78 71.68 B4.86
CI: ¢ Fidance Interval; CV%: Coefficient of Variation Percentage; GecCV: Geometric Coefficient of Variation;

GeoMear: 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; Td: Tetralodothyronine;

*: Mgasurement taken outside the allowed windows allowance. .

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pug Tablets) in Fasted
EMR 2(0125-002 State

Merck Serono Page 14 of 36
EMR 200125-002 Confidential

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

Treatment; Treatment B

éample Times (h}

Subject Number/

Random Number Predose (Mean) 0.5 1 1.5
- 63.12 66.54 94,91 10760
67.84 80.64 82,54 106.00
57.48 65.49 98.94 117.70
87,77 54.79 74.59 60.49
50.83 T7.7L 104.70 8g.43
75.74 73.00 96.99 139.80
54.60 66.19 94,04 63,50
61.73 66.25 94.17 110.20
72.04 75.10 116.00 128.60
62.56 64,22 88.10 85.67
52.6% . 48.15 . 58,75 . 19,52
63.89 73.38 97.38 112,30
72.59% 91.60 130.30 152.80
52.31 73.13 103.40 107.80
75.82 74.39 80,711 144.40Q
68.63 90.68 129.00 147.20Q
61.69 87.01 118.30 136.50

€I: Confidence Interval; C(V%: Coefficient of Variation Percentage; GeofV: Geometric Coefficient of Varlation;
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 cutaside the allcwsed windows allowance,

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxine

EMR200125-002 Page 370 of 658
Dosage Form Proportionality of Levothyroxine

EMR 200125-002 State

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

Merck Serono
EMR 2€0125-002

Page 15 of 3¢
Confidential

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

Treatment: Treatment B

Subject Number/

Sample Times (h}

Random Nunber Predose [Mean} 0.5 1 1.5
ni{misaing) 37 (0 371 (0 37 (0} 37 (0

Mean { SD) 62.691 {7.6054) 72.659 (11,3041} 95,648 (17.4699) 111.235 (22.0145)
GeoMean 62.233 71.781 94.088 10%.128
(95% CI) {59.719;64.852) {68.058;75.707) (88.455;100.08L) {102.120;116.618)
GeoCV(CV3} 12.4 {12.1} 16.1 (15.86) 18.7 (18.3) 20.1 (19.8)
SEM 1.2503 1.8584 2.8720 3.6192
Median 63,120 73.000 54.170 107.600
Min: Max 46.63; 75,92 49.15; 93.11 59.75; 136.30 65.40; 158.90

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

Treatment A: 12 tablets of S0 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine;

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

Merck Sercno Page 16 of 36
EMR 200125-002 Confidential

Table 15.4.1.1.1 Tndividual Data and Summary Statistics of Concentrations for Tetal T4 (ng/nl) (Pharmacokinetic Population)

Treatment: Treatment B

Sample Times .(h}

Subject Number/

Randeom Nunber 2 2.5 3 4
2 133.10 118,30 126.60 124.40
! 128.20 140.30 160.70 133.90
108.80 125.70 106.50 104,00
130.50 141.50 121.10 129,20
i28.50 113.50 113.00 123.10
91.16 85.25 76.80 87.39
98.60* 108.10 99.21 125.90
110.60 108.20 104.90 108.60
85.46 83.80 103,70 103.70
103.10 111.60 114.00 121.50*
152,80 158,90 145.30 128.50
110,40 104.60 101.20 133.10
130.50 139.460 131.20 138.10
91.65 101.70 101.60 §2.55
65.85 86,53 94,78 108.50
101.40 90.33 91.35 86.59
124.30 134,30 117.40 112.00
103.40 104.00 96.08 109.40
98.02 102.10 91,85 103.60

v 126.80 34.71 104,50 106.40

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 subijects with concentrations at
specific sampling time; 5D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdothyronines

*: Measurement taken outside the allowed windows allowance.

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

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

Merck Serono Page 17 of 36
EMR 200125-002 Confidential

Table 15.4.,1.1.1 Individual Data and Summary Statistics of Concentraticns for Total T4 (ng/mL) (Pharmacckinetic Population)

Treatment: Treatment B

Sample Times (h}

subject Number/

Random Number 2 2.5 3 4
o 93.586 97.30 96.00 67.76
121.60 112.10 122.90 121.20
103.50 117.50 87.01 110,50
96.75 127.30 117.20 101,40
111,00 88.74 103.20 88.86
149,00 161,50 142.40 153.80
91.19 113.70 193.50 107.30
110.40 103.60 95,57 107,30
122.20 126.20 125.10 113.20
99.586 96.39 100.80 122.50
84.95 108.00 92.33 77.49
108.30 126.20 99.31 105.10
117.10 146.10 130.30 131,50
86.02 91.88 098,22 79.78
120.60 134.80 127.50 122.70
' 136.60 124.860 141.60 124.60
' 111.20 115.40 111.80 100.70

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

*: Measurement taken cutside the allewed windows allowance.

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

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

Merck Serono Page 18 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment B

Sample Times {h)

subject Number/

Random Number 2 2.5 3 4
nimissing) 37 (0) 37 {0} 37 (0) 37 (0)
Mean {SD) 110.210 (18.4482} 114,793 (20,1892} 110.987 (18.1150} 110.922 (18.7415)
GeoMean 108.664 113.119 109.626 109,283
{95% CI} {102.588;115.099) (106.779:119.836} -£104.014:115,542} {102.968;115.986)
GeoCV(CVE) 17.4 {16.7) 17.4 {17.6) 15.9 {16.3) 18.0 {16.9)
SEM 3.0329 3.3191 2.9781 3.0811
Median 110.400 1lz2.100 104.500 109.400

Min; Max 65.95; 152.80 83.80; 16l.50 76.80; 160.70 67.76; 153.80

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

*: Measurement taken cutside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formutations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 2006125-002 State

Merck Serono Page 19 of 36
EMR 200125-002 Confidential

Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Tetal T4 (ng/mL} (Pharmacekinetic Population}

Treatment: Treatment B

Sample Times (h)

Subject Number/

Rande™ Munber 6 8 10 12 18

- 113.70 106.80 121.00 113.80 88.30
128.60% 133.40 144.90 113,170 118.30
. 114.00 114.70 102.90 115.50 40,41
122.70 111.60 130.80 114.30 105,40
117.80 107.60 119,60 102.30 89.46
101.20 §9.05 95,49 91.63 88.80
89.57 82.55 90.06 101,10 84.47
109.30 i07.00 110.90 92.58 93,37
92,08 40,63 89.44 93.89 84.54
88,91 98,32 112.90 117.40 93.65
131.90 128.80 133.60 131.70 115.40
140.10 133.70 130.10 130.90 87.03
123.40 115.00 119.00 101.20 105.60
68,21 80.52 78.4%6 86.97 89.09
82.36 83.48 92.91 85.44 83.59
81.90 86.51 109.20 82.33 85.54
108.50 108.20 116.50 99,58 107.80
89.67 21.98 90.29 83.72 81.88
104.00 37.70 92.79 84.43 85.49
77.84 79.26 91.14 82.73 66.32

CI: Confidence Interval; CV%: Cosfficient of Variatlon 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.

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

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

Merck Serono Page 20 of 36
FMR 200125-002 Confidential

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

Treatment: Treatment B

Sample Times (h}

Subject Number/

Random Number 6 8 10 12 18
. T 100.00 102.90 §¢.66 90.60 64.86
120.80 115,10 110.60 124.40 100.80
109.80 98.84 84.686 122.00 103.80
117.10 99,73 97.61 101.80 81.55
93.60 89.59 92.91 75.74 81.63
127.80 129.80 137.70 128.20 114,40
90.42 91,46 86.90 96.16 95.03
88.80 85.47 89.49 99.84 90.58
106,00 106.80 103.10 96.89 91.22
114,10 107.10 97,18 95.77 91.81
§4.24 91.03 97.70 §5.77 78.36
94,37 103.60 103.70 97.70 94.64
133.90 152.30 118.60 115,60 117.80
89,08 82.22 96.35 73.24 84.54
113.10 114.30 109,10 102.70 102,70
) 121.20 109.60 131.40 111.40 98.63
3 99.75 105.60 98.40 89,87 81.97

©T: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variationi
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
spacific sampling time; 8D: Standard Deviation; SEM: Standard Brror of the Mean; T4: Tet.raiodothyronine;

*: Measurement taken cutside the allowed windows allowance.

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

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

Merck Serono Fage 21 of 36
EMR 200125-002 confidential

Table 15.4.1,1,1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) {Pharmacokinetic Population)

Treatment: Treatment B

Sample Times (h)

Subject Number/

Random Number G € 10 12 18
n{missing) 37 {0) 37 {0) 37 (0) 37 {0) 37 ()

Mean (SD) 106.481 (16.1498) 103.871 (16.7973) 105.650 (17.0778) 100.889 (15.5729%) 92.399 {12.6976)
GecMean 105.287 102.615 104.359 48,736 91.550

{95% CI) (100.058;210.788)  (97.387:;108.122) (89.010;109,996) {94.758;104.975) (87.427;95.868)
GeolV{CVY) 15.4 (15.2) 15.8 (16.2) 15.9 (16.2} 15.4 (15.4}) 13.8 (13.7
SEM 2.6550 2.7615 2.8076 2,5602 2.0875
Median 106.000 103,600 102.900 - 98.580 90,410

Min; Max 77.84:; 140.10 79.26; 152.30 78.46; 144.90 73.24; 131.7¢ 64.86: 118,30

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Ceefficient of Variatiomn;
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; Td: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

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

Merck Serone Page 22 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment B

Sample Times th)

Subject Numbex/

Ra+ ' m Number 24 36 48 72
84.84 89.04 86.66 82.46
109.00 119.10 105.30 99.22
104,80 102.70 28.84 93.24
92.85 117.30 106.20 96.50
100.80 101.40 81.84 97.84*
79.65 - §2.93 78.48 6l.70
101.30 76.49 96.37 g84.96
90.75 101.70 84.59 74.97
91.25 95.51 §8.94 78.30
123.50 115.40 96.98 8§5.15
143.20 . ©100¢.20 109.50 89.03
118.40 120,90 124.10 109.80
134,90 92.22 113.20 104.80
97.89 93.12 78.58 ap.22
88.55 79.75 74,29 76.35
87.55 79,68 89.55 91.85
97.03 104.20 95.26 97.70
79.07 86.61 84.11 74.28
96.25 85.72 90.38 86,91
80.50 81.50 78.47 70.20

CI: Confidence Intarval; Cvs: Coefficient of Variation Parcentage; GeoCV: Geeometric Cosfficient of Variation:
GecMear: Ceomebric Mean; Max: Masimum Value: Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T4d: Tetraiodothyronines

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxzine;
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-0602 State

Merck Serono Page 23 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment B

Sample Times {h}

Subject Numbez/

hd = Mamber 24 36 48 12
71.28 82.76 77,42% 71.04
103.40 101.70 98.41 116.20
115.40 100.60 105.50 95.07
100.50 : 84,32 84.53 86.15
76.52 80.82 80.07 69.45
126.80 105.80 94 .43% 103,50
76.05 68.96 83.19 76.07
95.81 107,50 87.96 78.32
100.90 101.60 G4.47 92.17
98,65 112.20 107.440 91.62
90.64 85.94 §9.10 73.01
101.80 10Z.50 91.47 90.50
101.20 108.30 104.40 114.60
73.38 84.05 78.26 76.14
104.60 106.70 94.75 90.45
110.40 108.40 109.90 100.00
- 71.91 84.59 79.45 87.77

£I: Confidence Interval:; CV$: Coefficient of Variation Percentage; GecCV: 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 windowa allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxines;
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Levothyroxine
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EMR200125-002 Page 379 of 658
Desage Form Proportionality of Levothyroxine

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

Merck Serono
EMR 200125-002

Page 24 of 36
Confidential

Table 15,.4.1.1.] Tndividual Data and Summary Statistics of Concentrations for Total T4 {ng/mL) (Pharmacokinetic Populaticn)

Treatment: Treatment B

Subject Number/

Sample Times (h}

Random Nurber 24 36 48 72
n{missing} 37 (0 37 (0} 37 () 37 (0)
Mean {SD) 97.8682 (17.1314} 97.352 {12.0502) 92.769 {11.8787) §7.531 (13.46868)
GecMean 96.475 96.625 92.050 B6.524
{95% CI) (91.107:102.160) {92.700;100.716) (88.272;95.991) {82.175:81.102)
GeoCV (CVE) 17.3 (17.5) 12.5 (12.4) 12.6 (12.8) 15.6 (15.4)
SEM 2.8164 1.9810 1.9528 2.2139°
Median 97.890 100,200 91.470 88.030
Min; Max 71.28: 143.20 76.49; 120,90 74.29; 124.10 81.70; 116.20

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;

standard Deviation;

*: Measurement taken outside the allowed windows allowance.

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

SEM: Standard Error of the Mean; T4: Tetraiodothyronine:

Treatment B: 6 tablets of 100 pg of leveothyroxins:
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 260 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 25 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment C

Sample Times th}

Subject Number/

e inmber Predose (Mean} 0.5 1 1.5
63.97 64.33 90.09 114.20
62,35 62.78 81.84 119,30
67.17 70,94 86.31 95.48
70.48 72,78% 70.31 85.80
73.21 77.90 101,50 140.10
55.05 58.41 61.25 §2.05
52.75 53.08 ° 63.02 72.20
63,72 71.09 101.70 119.00
65.43 77.07 99.18 103.20
66.36 B80.15 121.70 127.50
59.9¢ 74.85 124.60 145.50
65.26 71.94* 65.72 76,786
80.84 98.88 130.30 : 141.80
51.2¢9 59.02 98.78 114.40
€1.28 73.58 76.79 102.60
61.36 56.10 104,70 126.20
74.61 88.91 128.20 119.40
57.31 65.98 95.64 162,50
56.15 78.28 95.74 99.71

46.07 58.25 83.71 98.28

Li: wonfidence Interval: CV%: Coefficient of Variation Percentage; GecoCV: 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 Erxrror of the Mean; T4: Tetralodothyronine:

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levecthyroxine;

/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/progran/main/TFL programs/Tables/Table

15.4.1.1.1.sas
10DEC2014 00:20

Document Mo.0900babe2085ba%f v1.0 CONFIDENTIAL 380/658 M
INFORMATION




EMR200125-002 Page 381 of 638

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

Merck Serono Page 26 of 36
EMR 206125-002 Confidential

Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/wk) (Pharmacckinetic Population}

Treatment: Treatment C

Sample Times (h}

Subject Number/

Random Nunber Predose (Mean) 0.5 1 1.5
63.93 75.50 107.90 120.90
56.25 61.00 92.00 107.80
54.48 66.54 90.31 90,78
65.21 75.64 99.18 115,70
60.81 57.13 66.11 g8.83
75.43 83.90 105.80 130.40
55.70 55.08 62,41 71.91
63.42 66.17 85.75% 98,32
€8.24 68.46 18.60 84,34
55.67 56.84 71.26 82.54
48.26 81.51 76.50 86.89
74.06 74,21 89.69 119.30
68.74 78.22 120.70 137.80
64,73 80.20 69.04 106.50
72.03 83.58 123.20 130.60
76.82 95.81 137.10 144.10
60.09 68,54 102.60 146.50

CI: Confidence Tnterval; 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: Tetraiodothyronines

*: Measurement taken ocutside the allowed windows allowance. .

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

Treatment C: 3 tablets of 200 ng of levothyroxine;

/project24/ep/blinded/e210898 _merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Takles/Table
15.4.1.1.1.8as
1QDEC2014 00:20

Document No.0900bake8085badf v1.0 CONFIDENTIAL 381/658 M
INFORMATION




EMR200125-002 Page 382 of 658

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

Merck Serono Page 27 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment C

Sample Times (h)

Subject Mumber/

Random Number Predese (Mean} 0.5 1 1.5
n{missing) 37 {0} 37 () 31 (0} 37 ()
Maan (8D} £3.209 (B.1873) 70,883 (11,1929} 94,474 (20.4620) 105,438 (21.8924)
GegoMean 62.686 70.045 92.302 107.257
(95% CI) (59.998:65.494) (66.,4%8;:73,781) {85.766;99.336) . (100.155;114.862)
GeoCV(CVE) 13.2 {13.0} 15.7 (15.8) 22.3 (21.7 “20.8 (20.0)
SEM 1.34¢60 1.8401 3.3639 3.58491
Median 63.720 71.090 95.740 107.800
Min; Max 46.07; 80.84 53.08; 98.88 61.25; 137.10 71.91; 146.50

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: Tetralodothyronine;

*: Measurement taken cutside the allowed windows allowance. i

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

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

Merck Serono Page 28 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment C

Sample Times (h)

Subject Number/

Pow-on Number 2 2.5 3 4
106.00 10%.40 117.30 105.40
118.80 112.60 119.40 119.20
95.85 110.40 105.50 100.60
114,70 125.90 126.30 1i8.20
144.30 128.00 127.40 111.80
85.39 96.99 95.85 §0.29
88.45 95.79 87.18 106.40
128.00 102.10 108.40 103.10
103.10 103.10 99.68 113.10
120.30 102.10 112.20 107.40
131.70 142,90 122.40 133.60
69.14 68,42 77.39 12¢.20
137.30 131.40 131.70 127.60
108.60 104.10 104.10 107.80
115.00% 105.80 97.27 93.45
115.50 125.30 100.00 85.24%*
120.70 116.30 106.90 106.10
99.86 88.97 97.13 102.60
101,80 108.00 103.70 104,90
104.10 104.50 §3.95 93.27

CI: Confidence Tnterval; 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 Frror of the Mean; T4: Tetraiodothyronine;

#: Maasurement taken outside the allowsd windows allowance.

Treatment A: 17 tablets of S0 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;

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

Merck Serono Page 29 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment C

Sample Times (h)

Subject Number/

Rardeom Number 2 2.5 3 4
- 111.60 105.90 100.90 111.70
111.50 122,50 140.70 100,90
107.80 138.10 1258.60 124 .40
124.00 152.50 114.80 110.80
87.78 112.40 1046.80 110.950
138.30 133.40 104.80 125.50
82.76 98.53 104.10 97.65
99.37 110.10 104.00 108.50
92.5¢ 98.146 96.94 109.80
81.25 87.83 97.28 116.30
112.60 114.70 91.13 79.34
145.50 142.30 140.40 123.70
145.40 135.60 130.30 148.40
112.00 129.50 118.40 111.70
110.80 125.30 111.10 144.10
146.860 148.60 141,10 130.00
126.80 108.80 110.30 112.30

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Gaometric 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: Té: Tetraiodothyronine:

*: Measurement taken outside the allowed windows allowance.

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

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

Merck Serono l Page 30 of 36
EMR 200125-002 Confidential

Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/ml} (Pharmacckinetic Population)

Treatment: Treatment C

Sample Times (h)

Subject Number/

Random Number . 2 2.5 3 4
nimiasing) 37 (0) 37 () 37 (0) 37 (0}
Mean {SD) 112.300 (19.2894) 114.765 (18.4630) 110.253 (15.4714} 111.034 {15.1860}
GeoMean 110.640 113.278 109.211 110.015

(95% CI) {104.284;:117.372) {107.187;119.715) {104.243;114,4186) {105.052;115.213)
GeolV{CVE) 17.8 {17.2) 1.7 (16.1; 14.0 (14.0} 33.9 {13.7)
SEM ’ 3.1712 3.0353 2.5435 2.4966
Median 111.600 110.400 106.800 110.800
Min: Max 69.14; 146.60 68.42; 152.50 77.35; 141.10 79.34; 148.40

CI: Confidence Interval; GV$: Coefficient of Variation Percentage; GecCV: Geometric Coefficient of Variation:
GecMean: Geometric Mean; Max: Maximum Value: Min: Minimum value; n: Thé number of subjects with concentrations at
specific sampling time; SP: Standard Deviation; SEM: Standard Frror of the Mean; T4: Tetralodothyronine;

*: Measurement taken ocutside the allowed windows allowance.

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

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

EMR 200125-002 State

Merck Sercno Page 31 of 36
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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: Treatment C

Sample Times (h)

Subject Number/

Tunber 3 ] 10 12 18
108,30 116.00 114.80 94 .04 96.04
117.20 114.70 136.00 98.60 101.00
120.30 107.10 93.72 94 .49 85.93
114.60 110,30 98.24 104.20 104.40
121.30 126.90 122.00 103.10 95.84
91.31 94.21 105.10 96.48 91.03
103.80 96.72 107.40 37.59 85,39
101.60% 98,31 111.80 94.27% 80.13
104.90 100.50 98.85 96,22 24,73
105.10 101.60 85.79 108.60 86.51
137.00 127.20 133,70 114.10 102.60
112.10 116.70 92.19 114.20 100.90
113.20 123.30 114.70 103.60 107.40

' 92.66% §1.38 g2.91 112, 20* 93.17
85.23 92,93 92.08 96.12 78.69
97.03 100.10 107.10 54,83 101.10
100.20 104.30 112.10 108.60 102.%0
98.468 101.60 84.91 86.87 83,568
90.28 95.59 §0.01 97.56 94.02
82.74 81.80 100.50 45,63 81.31

C1: .. 1fidence Interval; CV%: Coefficient of Variation Parcentage; GeolV: 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: Tetraiedothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 ug of levothyroxine;
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL) {Bharmacckinetic Population)

Treatment: Treatment C

Sample Times (hj

Subject Mumber/

Random Number 6 8 10 12 18
88.49 99,64 112.50 89.49 80,35
119.30 94.63 97.77 93.49 66,04
116.40 98.03 100.10 116.80 107.20
119.10 113.60 94.33 105,90 91.23
104.40 98.94 106.40 101.30 94.27
113.60 104.20 116.00 111.20 116.70
93.44 85.99 92.82 99.13 93,13
101.70 87.27 105.40 92,37 99,74
89,12 92.13 114,960 98,55 98.01
59.98 94.53 96.83 83.50 82.47
76.03 90,02 78.30 80.05 70,01
107.90 104.90 96.65 89.55 96.83
135.90 142.50 110.50 125.50 115.00
100,50 118.30 105,90 107.20 94.26
112.30 105.70 110,20 106.60 83.47
120.90* 118.90 122.80 103.60 111.90
91.56 101.60 86.78 91.61 66.82

CI: Confidence Interval; CV%: Coefficient of variation Percentage; GeolV: Geometric Coefficient of variations
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The pumber 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.

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

Treatment C: 3 Cablets of 200 ng of levothyroxine;
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL}) (Fharmacokinetic Population)

Treatment: Treatment C

Sample Times ¢h}

Subject Number/

Random Number & 8 10 12 i8
n{missing} 37 {0} 37 (0) . 37 (0 37 {0 37 (0)
Mean (8SD) 105.355 (13.6090) 103.865 (13.4433} 103.951 (13.0040} 100,193 (9.907&) 93.708 (11.6695)
GeoMean 104.473 103.053 103.175 99,717 92.982
{95% CI} {99.,976:109.172) (98,809;107.478) {9%.005;107.521) (96.475;103.067) (89.106:97.026)
GeoCV {CVE) 13.3 {13.1) 12.7 (12.9) 12.4 (12.9) 9.9 {9.9) 12.8 (12.5)
SEM 2.2702 2.2101 2.1379 1.6288 1.9184
Median 104.400 101.600 105.100 98.600 94,270
Min: Max 76.03: 137.00 81.38; 142,50 78.30; 136.00 80.05; 125.50 66.82: 119.70

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

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyrouine:
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
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Table 15.4.1.1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mL} (Fharmacokinetic Population)

Treatment: Treatment C

Sample Times (h)

Subject Number/

Random Number 24 36 48 12
95.63 100.80 82.24 92.99
112.60 107.20 96.22 81.43
99.53 108.40 98.89 95.14
98.80 110.20 98.38 93.08

109,50 119.20 108.60 106.20
17.05 85,68 B84.31% 84.49
101.00 899,33 96.98 67.53
88.29 a0.82 87.22 88.97
102.70 103.50 91.15 87,02
91.89 92.67 91.70 89,08
122.00 112.40 112.10 110.60*
104.60 110.00 106.70 101.50*
118.30 116.50 116,20 111.80
88.60 §0.30 94.21 77.55
91.44 87.32 84.83 72.40
102.80 85,73 99.33 87.49
117.90 96.11 114.00 90.78
86.31 98.48 77.58 69.75%
86.45 95.9% 102.80 890.18
86,92 S0.17 §9.26 62,62

CI: Confidence Interval; CV3%: Coefficient of Variation Percentage; GeclV: Geometric Coefficient cf Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value:; n: The number of subjects with concentrations at
spacific sampling time; $D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Treatment €: 3 tablets of 200 pg of levothyroxine;
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Table 15.4.,1,1.1 Individual Data and Summary Statistics of Concentrations for Total T4 (ng/mi) (Pharmacokinetic Population)

Treatment: Treatment C

Sample Times (h}

Subject Number/

Pendom Number 24 36 48 72
86.37 87.21 73.21 85.83
87.88 88.85 89.85 92.38
113.30 106.00 98.27 93.68
96.63 112.40 101.80 91.09
92.08 . 101.80 95.58 93.486
112.60 113.00 92.87% 84.31
9¢8.54 86.2% §2.71*% 81.63
98.81 116.30 103.90 83.50
92,87 94.66 86,62 78.41
65.82 110.90 87.69 74.14
81.92 92,77 86.48 72.28
110.30 111,60 94.24 95,91
126.20 118.80 103.20 107.60
102.70 105.00 105.10 $9.11
95,11 99.85 96.87 90.36
122.70 119.70 109.20 93.94
74.17 90.52 75.02 76.75

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Varilaticn:
GeoMean: Gecmetric 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.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 ug, and 200 pg Tablets) in Fasted
EMR 200125-002 State
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Table 15.4.1.1.1 Individual Data and Summary Statistics cf Concentrations for Total T4 (ng/mL) (Pharmacokinetic Population)

Treatment: Treatment C

Sample Times (h}

Subject Number/

Random Number 24 36 48 72
ni{miasing) 37 (Q) 37 (0} 37 (0) 37 {0
Mean { 8D} 98.549 (14,.0466) 101.795 (10.6151) 94.471 (11.4560} 87.162 ({11.8705})
GeoMean 97.554 101.257 93.774 86.350
(85% CI) (92.9528;102,410} (97.793;104.844) (89.960797.750) 182.424:90,463)
GeoCV(CVE) 14.6 (14.3) 10.5 (10.4) 12.5 {12.1) 14.0 (13.%
SEM 2.3092 1,7451 1.8834 1.9679
Median 98.800 1400.800 95.580 88.970
Min; Max 65.82; 126.20 85.68; 119,70 659.26: 116,20 62.62; 111.80

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

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 ug of levothyroxine;
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (S0 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
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Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters
(Pharmacokinetic Population)
Treatment: Treatment A

Subject Number/ AUCO-72 RUCO-72, adj Cmax Cmax, adj
1dnm NMumber {hr*ng/mL} {hr*ng/mL) {ng/mL) {ng/mL)
§710.0 3117.4 139.40 89.503
6803.8 2216.9 127.10 63.393
7010.7* 2061 .4% 120.40 51.660
7185.8* 2754.7* 124.90 63.357
7878.3 2557.5 140.10 66.200
6225,7% 2363.6% 106.90 53.203
7222.8 3021.6 129.70 71,350
6837.7 2215.8 150.40 86.207
7156.0% 2268 .2% 123.10 53.213
7051, 0% 2662.4% 120.50 59.547
7724.5 3531.2 149.10 90.8460
8157.7 2677.8 144.90 68,790
8128.4 2826.4 136.50 62.860
6374, 1% 2955.0%* 113.60 66.113
5775.8 1309.5 94.58 32.547
6447.0 2495.4 106.10 51.217
5894, 0% 1265.0% 116.30 38.120
6422.9 2065.4 102.60 42,080
6830.1* 2801.7+* 116,40 60.450
5773.1% 1445,7* 110.20 50.097

¢I; Confidence Interval; (V%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Frror of the Mean; Ti: Tetralodothyronine; NE: Wot Estimated.

~: Parameter values are presented but excluded from summary statistics.

#: Due to unreliable Lambda_Z, All Lambda_Z dependent parameters are not estimated.

x: AUC(D-tlast) was used. Normalization to exactly 72 hours was not possible hecause of invalid Lambda z.
Treatment A: i2 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;

Treatment C: 3 tablets of 200 pg of levothyroxine:
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (5¢ pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 2 of 24
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Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacckinetic Parameters
(Pharmacokinetic Pepulation)
Treatment: Treatment A

Subject Number/ AUCO-72 AUCO-72, adj cmax Cmax, adj

Random Number {hr*ng/mL) (hr*ng/mL) (ng/mL} {ng/mL)

Tt 5845.2% 1512.8%* 108.20 48.027
6805, 4% 2785.6% 125.80 72.720
6863, 3% 2673.1* 121.50 83,703
6339.2% 1898.9% 132.00 70.330
5718.7 2543.17 104.30 60.203
7977.1% 2368.8* 145.60 67.707
6907.4 2673.6 137.60 78.797
6271.7 2277.4 97,31 41,833
7324.8* 2489.1% 126.80 59.637
6508 .2% 1928.8% 115.20 51.597
6005.7% 2026.3* 108.00 53.730
7374.9 2508.2 139.60 12,007
6894 .5% 1555.0% 141.00 66.840
5803.5* 1969.1% 114.30 ’ 59.650
7259.2% 1901,7# 128.30 53.820
7668.9 1832.3 143.40 62,337
6285.9 19983.4 132.8¢0 73.183

0I: 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 specific parameter
calculable; SD: Standard Deviations SEM: Standard Error of the Mean; T4: Tetraiodothyronine; HE: Not Estimated.
~: Parameter values are presented but excluded from summary statistics.
#: Due to unreliable Lambda_ 7, All Lambda_Z dependent parameters are not estimated.
*: AUC(0O-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda z.
Treatment R: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxine
EMR 200125-002

State

EMR200125-002 Page 394 of 658
Dosage Form Proportionality of Levothyroxine

ew Formulations (30 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Seronc

Page 3 of 24

EMR 200125-002 Confidential
Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacckinetic Paramgtars

{Pharmacokinetic Population)

Treatment: Treatment A

Subject Number/ AUCO-72 AUCD-72,ad]j Cmax Cmax, ad]
Randonm Number thr*ng/ml) {hr*ng/mL) (ng/mL) (rg/mL}
n{missing) 37 (0) 37 (0) 37 (0 37 (0)

Mean (5D} £828.58 (674.946) 2312.18 (525.549}) 124,267 (15.2342) 61.5394 (13.24115)
GeoMaan 6796.27 2249.63 123.343 60,0991

(95% CI) (6576.12;7023.78) (2073.95;2440.19) (118.321,128.577) {55.7575;64.7787}
GeoCV {CV%) 9.9 (9.9} 24.8 {22.7) 12.5 (12.3) 22.8 {21.5)
SEM 110.960 86.400 2.5045 2.17683
Median 6863.29 2363.56 124.900 62.3370

Min: Max 5718.7: 8157.7 1265.0; 3531.2 94.58; 150.40 32.547; $0.860

CI: Confidence Interval; (V%: Coefficient of Variation Percentage; GecCV: Geometric Coefficient of Variation;

GeoMean: Ceometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjsects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Erreor of the Mean; T4: Tetraiodothyronine; NE: Not Estimated.
~: Parameter wvalues are presented but excluded from summary statistics,
#: Due to unreliable Lambda_Z, All Lambda 2 dependent parameters are not estimated,
*: AUC(0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lamkda_z.
Treatment A: 12 tablets of 50 ug of levothyroxine: Treatment B: § tablets of 100 pg of levothyroxzine;
Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg. 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State :

Merck Sercno Page 4 of 24
EMR 200125-602 Confidential

Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Paraneters
{Pharmacokinetic Population)
Treatment: Treatment A

Subject Number/ AUC{0-48) AUC{0-48,adj} tmax AUCextra, ad]
Random HNumber {hr*ng/mL) {hr*ng/mL) {hr) (hr*ng/mL}#
4602.0 2207.0 2.00 NE
4660.1 18602.1 2.00 NE
4755.4 ’ 1455.9 2,53 NE
5004.0 2049.9 .02 NE
5371.4 1824.2 1.50 NE
4318.9 1741.5 18.00 NE
4827.3 2026.5 2.50 NE
4663.6 1582.3 2.50 NE
_ 4926.7 1668.2 1,00 NE
4813.7 1888.0 3.00 NE
5322.9 2527.4 4.00 NE
5585.3 1%832.1 8.02 NE
5475.0 1940.3 1.50 NE
4342.0 2062.6 1.50 NE
4039.5 1061.9 36.52 NE
4513.3 1878.9 35.07 NE
4686.0 933.3 3.00 NE
4276.3 1371.3 4,00 NE
4744.0 2058.4 4,03 NE
4029.9 1145.0 1.00 NE

0F: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Valus; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; 5D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyrenine; NE: Not Estimated.

~: Parameter values are presented but excluded from summary statistics.

#: Due to unreliable Lambda 2, All Lambda_? dependent parameters are not estimated.

*: AUC({0-tlast) was used., Mormalization Lo exactly 72 hours was not possible because of invalid Lambda z.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 wg of levothyroxine;

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

Merck Sercno Page 5 of 24
EMR 200125-002 Confidential

Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacckingtic Parameters
{Pharmacokinetic Population)
Treatment: Treatment A

3ubject Number/ AUC(0-48} AUC{0-48, adj) tmax AUCextra, adj

Random Hunber {hr*ng/mL) (hr*ng/mL} thr) {hr*ng/mL}#
3985.8 1107.5 1.52 NE
4864.6 2124.7 3.02 NE
4663.7 1870.2 2.52 NE
4384.5 1424.3 1.00 NE
3938.0 1821.3 1.52 NE
5458.4 1719.5 1.00 NE
4759.7 1937.1 2,50 NE
4304.9 1642.1 1.55 NE
4999.4 1775.6 1.50 NE
4386.5 1333.6 3.00 NE
4110.5 1457.5 2.50 NE
4989.1 . 1744.6 1.50 NE
4740.9 1181.2 3.00 NE
4000.1 1376.9 2.02 NE
5009.2 1437.5 2.50 ' NE
5371.1 14890.0 2,00 NE
4403.2 1541.6 1.50 NE

0I: Confidence Tnterval; CV3: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GepMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; §D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine; NE: Net Estimated.

~: Parameter values are presented but excluded from summary statistics.

#: Due to unreliable Lambda 2, All Lambda Z dependent parameters are not estimated.

*: AUC{0-tlast) was used. Normalization to exactly 72 hours was not peosaible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;

Treatment C: 3 tablets of 200 pg of levothyroxine;

/project24/ep/blinded/e210898 mers/stats/versioncontrol/primary/scripts/pregram/main/TFL programs/Tables/Table

15.4.1.1.2.sas
10DEC2014 00:20

Document No.0900habeB085badf v1.0 CONFIDENTIAL 396/658 M
INFORMATION




