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Levothyroxine Bioequivalence trial of new levethyroxine formulation vs, old formulation
EMR 200125-001

Merck Serono Page B6 of 104

EMR 200125-001 Confidential
Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL} (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h)

Subject
Nurmber/
Random
Number ) 3 g 10 12 18
" 0.604 0.311 0.578 0.625 0.610
1.080 0.968 0.849 1.090 0,967
0.973 1.380 0,745 0.978 1.010
0.644 0.55%5 0.681 0,665 0.593
0.782 0.778 0.785 0.746 0.738
0.658 0.638 0.67¢ 0.613 0.630
0.416 0.500 0.545 0,525 0.405
0.714 0.648 0.584 0.534 0.470
0.871 0.911 0.9%0% 0.939 0.901
0.593 0.688 0.572 0.642 0.634
0.590 0.533 0.784 0.716 0.878
0.544 0.573 0,511 0.545 0.449
0.838 0.861 0.790 0.703 0.790
0.627 0.625 0.598 0.554 0.519
0.955 0.893 0,880 1.080 0.738
0.756 0.685 0.702 0.642 0.559
0.623*% 0.680 0.651 0.643 0.677
0.573* 0.637 0.727 0.501 0,604

¢I: cConfidence 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; T3: Triiodothyronine.

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 ng (3*200 pg tablets)} levothyroxine old formulation.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) {Pharmacokinetic Population)

Treatment: Reference

Sample Times (h}

Subject
Number/
Random
Number I3 8 i0 12 18
" 0.792 0.743 0.765 0.608 0.668
/ 0.762 0.595 0.738 0.537 0.584
/ 0.884 0.837 0.785 0.831 0.808
0.673 0.714 0.694 0.645 0.620
0.681 0.783 0.916 0.733 0,708
0.78%* 0.842 0.853 0.808 0.793
0.514* 0.5%2 0.576 0.604 0.622
0.849 0.694 0.753 0.592 0.864
0.527 0.543 0.591 0.626 0.611
1.070 1.100 1.040 1.020 1.020
0.525 0.474 0.421 0.403 0.548
0.718 0.683 0.710 0.786 0.642
0.670 0,908 0.735 0.805 0.681
0.742 0.730 0.736 0.860 0.788
0.614+ 0.702 0.534 g.682 0.501
B 0.475 0.671 0.547 0.431 0.451
0.674 0.637 0.653 0.620 0.597
0.553 0.587 0,59 0.522 0.541

©T: Confidence Interval; CV%: Coefficient of Variatlon Percentage; GeoCV: Gecmetric Coefficient of Varlation;
GeoMean: Geometric Mean: Max: Maximum Value; Min: Minimum Value; n: The number of subjecta with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine,

*: Measurement taken ocutside the allowed windows allowance.

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 {(ng/mL) (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h}

Subject

Humber /

Randem

Number 3 8 10 12 18

¢ 1.130 0.927 1.260 1.070 0.987

1.020 0.885 0,932 0.945 0.968
0.932 r.942 0.969 0.905 0.893
1.230 0.921 1.110 0.919 1,000
0.78% 0.757 0.736 0.785 0.619
0.537 0.645 0.502 g.611 0.596
0.625 0.580 0.589 0.580 0.759
0.601 0.472 0.484 0.537 0.506
0.939 1.020 0.991 0.952 0.950
0.810 0.979 0.760 0.553 0,651
1.030 1.010 0.946 0.955 1.0%90
0.794 0.924 1.000 1.010 1.010
0.804 0.913 0.920 0.664 0.752
0.516 0.553 0.549 0.7587 0.528
0.752 0.683 0.814 0.758 0.576
0.738 0.698 0.743 0.708 0.61%
0.779 0.721 4.645 0.804 0.755
0.472 0.479 0.478 0.467 0.503

CI: Confidence Interval; CV3%: Coefficient of Variation Percentage; GeoCV: Geonmetric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximem Value; Min: Minimum Value: n: The number of subjects with concentrations at
specific sampling time; 5D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triicdothyronine.

+: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Taple 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacckinetic Population)

Treatment: Reference

Sample Times {h)

Subject

Number/

Random

Egpber 3 8 10 12 18

! 0.596 0.308 0.648 0.613 0.567
0.618 0.550 0.638 0.721 0.572
0.64¢6 0.538 0.624 0.850 0,521
0.661 0.653 0.616 0,778 0.8592
0.497 0.445 0.485 0.628 0.530
0.748% 0.680 0.783 0.670 0.588
0.661 0.650 0.691 0.603 0.648
0.657 0.629 0.891 0.767 0.887
0.776 0,842 0.959 0.685 0.731
0.776 0.771 0.89%4 0.762 0.848
0.504 0.507 0.526 0.498 0.472
0.746 0.715 4.946 0.566 0,706
0.673 0.776 0.622 0.626 0.631
0.687 0.703 0.9386 0.541 0.761
0.754 0,547 0.756 0.B09 0.841
0.435 0.478 0.497 0.431 0.521
0.582 0.590 0.575 0.580 0.552
0.775 0.843 0.890 0.954 0.892

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; T3: Triiodothyrenine.

*; Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulaticn,
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Levothyroxine Bioequivalence trial of new levothyroxine formulation vs, ¢ld formulation
EMR 200125-001
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) {Pharmacokinetic Population)

Treatment: Reference

Sample Times (h})

Subject

Nunmber/

Random

Number 3 8 10 12 18

- 0. 650 0.907 0.633 0,684 0.582
0.654 0.642 0,622 0.467 0,557
0.658 0,509 0.548 0.565 0.646
0,664 0.748 0.728 0.605 0.640
0.576 0.500 0,519 0.569 0.472
0.536 0,606 0.636 0.553 0.547

CI: Confidence Interval; CV%: Coefficient of Variatiom Percentage; GeoCV: Gecmetric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum vValue; n: The number of subjects with concentrations at
specific sampling time; S$D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyromine.

*; Measurement taken cutside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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EMR 200125-001
Table 15.4.1.1.3 Individual Data and Svmmary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h}

Subject

Number/

Random

Nunber & 8 10 12 18
n{missing) 204 (D) 204 () 204 (0} 204 {0} 204 {0}
Mean {3D) 0.8013 {0.17664) 0.8014 (0.17407) 0,7810 (0.16963) 0.7673 {0.16938) 0.7476 (0.15749)
GeoMean 0.7817 0.7821 0.7617 0.7476 -0,73407
(95% CI) (0.7578;0.8064) {0.7582;0.8067) {0.7381:0.7862) (0.7240;0.7721) {0.7091;0.7529
GeoCV (CVE) 22.8 {22.0) 22,8 (21.7} 23.2 (21.7) 23.6 (22.1} 22.0 {21.1)
SEM 0,01237 0.01218 0.01188 0.01186 0.01103
Median 0.7845 0.8055 0.7845 0.7785 0,7515
Min; Max 0.404;1.360 0.368;1.300 0.363;1.260 4.389;1.130 0.379;1.200

CI: Confidence Interval; GV$%: 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
apecific sampling time; SD: S5tandard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine eld formulation.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h}

Subiject
Nunber/
Random
Number 24 36 48 12

B 0.864 0.818 0.625 0.848

d 0.995 0.745 9.709 0.828

1.080 1.210 1.000 0,900+

¢.770 1,010 0,952 1.100

0.843 0.752 0.700 1.020

0.837 0.660 0.743 0.723

0.995 1.110 1.080 1.110

: 1.1%0 1.160 1,140 1.120

0.968 0.800 0.697 0.862

) 0.939 0.682 0.887 1.050

0.836 0.824 n.785% 0.718

0.865 0.809 0.885 0.923

0.962 0.915 0.884 0.867

1,020 1.030 1.040 1.080

0.779 0.786 0.819 1.010

0.808 9,750 0.856 0.827

0.949 0.886 0.953 0.967

0.971 0.975 0.891 0.849

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Valuee; n: The number of subjects with concentrations at
specific sampling time; S$D: Standard Deviation; S$EM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurement taken outsaide the allowed windows allowance,

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

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

Merck Sercno Page 93 of 104
EMR 200125-001 Confidential
Table 15,4,1,1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) {Pharmacokinetic Populaticn)

Treatment: Reference

Sample Times (h}

Subject
Number/
Random
mher 24 36 48 72
: 1.150 1.020 0.903 0.917
0.858 0.762 1.200 1.000
1.090 0.964 i.11¢0 1.080
0,941 0.974 0.920
0.792 0.911 0.840 0.829*
0.986 0.969 0.988 1.000
0.842 0.853 0.864 0.831
0.723 0.821 0.768 0.793
0.951* 0.879 0.930 1.020
0.867 0.976 0.903 0,908
0.775 0.652 0.787 0.686
0.939 0.927 0.924 1.060
0.837 0.696 0.751 0.648%
0.480 0.761 0.705 0.914
Q.807 0.844 0.746 0.902
1.140 0.960 0.957 1.040
0.812 0.990 0.916 0.923
0.881 Q.782 1.020* 0.958

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; 8D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurement taken cutside the allowed windows allowance.

Test: 600 pg (3*2060 ug tablets} levothyroxine new formulation,

Reference: 600 pg (3*200 ng tablets} levothyroxine old formulation.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Population}

Treatment: Referance

Sample Times (h)

Subject
Number/
Random
Number 24 36 48 12

T 0.721 0.844 1.000 0.875

0.893 0.825 0.88¢6 0,882

0.743 0.804 0,908 0.733%

0.919 0.784 1.020% 0.966*

0.924 0.975 0.923 0.903*

0.681 0.617% 0.83¢ 4.655

0.754 0.984 0.867* 0.929~*

0.694 1.030 0.925 0.893

0.854 0.869 1.010 1,030

0.687 0.873 0.774 0.%93

0.939 1,070 1.210 1.240

' 1.090 1.150 1.340 1.060

. 0.554 }.859 1.010 1.080%

1 0.698 0.773 0.778 1,030

! 0,956 1.240 1.060 1.180

° 1.060 1.110 1.090 1.150

1.020 0.932 0.807 0.824

3 1,050 0.974 1.080 1.670

Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
Mean: Geometrie Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
. cific sampling time; 8D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.
*: Measurement taken outside the allowed windows allowance.
Test: 600 ng (3*200 ng tablets) levothyroxine new formulaticn.
Reference: 600 pg (3*200 pg tablets) levothyrexzine old fermulatien.
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Table 15.4.1.1.3 Individual Data and Summary Statistica of Concentrations fer Total T3 {ng/mL) (Pharmaccokinetic Population)

Treatment: Reference

Sample Times (h}

Subject

Number/

Randem

Marmbs === 24 36 48 72
0.747 0.834 0.853 0.988
0.762 0.970 0,823 0.850
0.931 1.070 0.%22 0.99%¢6
0,887 0.892 0.874 0.776
1.020 1.100 1.030 1.300
0.891 0.838 1.150 0.784
0.803 0.973 1.060* 0.996*
0.732 0.853 0.866 0.901
0.825 0.894 0.681 0.820
0.8%4 1.060 0.997 1.100
0.920 0.%220 06.975 1.050
0.871 0.893 1.030 0,932
0.901 0.801 0,900 0.857
0.963 0.964 1.050 1.260
0.697 0.679 0.721 0,852
0,965 0.842 0.784 0.983
0.820 0.818 0.832 0.855
0.777 0.842 0.966 1.0%0

CI: Confidence Interval; CV$%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maxzimum Value; Min: Minimum Value; n: The number of subjects with concentratiens at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pug (3*200 pg tablets) levothyroxine cld formulation,
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Table 15.4,1.1,3 Tndividual Data and Summary Statistics of Concentrations for Total T3 (ng/mlL} {Pharmacokinetic Population)

Treatment: Reference

Sample Times (h})

Subject
Number/
Random
Numb -~ 24 36 48 72
- 0.664 0.729 0.710 0.851
1.020 0.958 0,308 1.090
0.752 D.680 0,925 0.695
0,964 1.020 0.981 0.821
0.882 0,949 0.939* 0.913
0.881 G.816 0.848% 0.872
0.787 0.787 0.696 0.713%
0.767 0.716 0.833 0.8934
0.938 1.090 1.030 1,110
0.695 0.665 0.744 0.740
0.710 0.812 0.855 1.070
0.847 0.940 1.630 1.070
0.994 0.998 1.090 0.979
0.932 1.080 0.862 0.821
0.842 0.880 0,992 0.734
0,868 0.860 0.830 0.934
0.982 0.828 0.623 0.853
0.903 0.813 1,020 0.884

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometrigc 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; T3: Triiodothyronine,

*: Measurement taken ocutside the allowed windows allowance.

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h)

subject

Number /

Random

Humber 24 36 48 72

- 0.815 0.780 0,755 0.806
0.776 0.65%6 0.787 0.710
0.691 0.735 0.825 0.690*
.913 1.060 1.030 1.130

J 0.87¢ 0.851 0.759 0.957

1.060 2,979 0.811 0.958
1.120 1.060 1.020 1.080
0.958 1.010 1.030¢ 0.969
0.741 0,573 0.441 1.020
0.571 0.5:9 0.688 0.691
0.673 0,539 0.689 0.720
0.838 0.707 "0.667 0,763
0.753 0.571 0.610 0.562
0.755%* 0.604 0.805 0.625
1.140 0.868 1.060% 1.100
0.764 G.855 0.882 1.130
0.473 0.593 0.568 0.739
0.733 0.68¢6 0.782 0.654

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: T3: Triiodothyronine.

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 ng (3*200 pg tablets) levothyroxzine old formulaticn.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) {Pharmacokinetic Population)

Treatment: Reference

Sample Timas (h}

Subject

Number/

Random

Number 24 36 45 72
0,723 0.673 0.687 0.792
0.920 0.886 1.020* 0.795
0.947 0.907 0.856 0.861
0.723* 0.688 0.560% 0.802
0.708 0.617 0.661* 0.825
0.664 0.50% 0.811 0.861
0.693 0.775 0.872 0.756
0.847 0.882 0.838 0.855
0.605 0.630 0.723 0.632
0.774 0.723 0.769 0.936
0.575 0.670 0.728 0.628
0.858 0.798 0.952 1.000
0,992 1.120 1.040 1.160
0.660 0.651 0.683 0.650
0.676 0.759 0.564 0.759
0.706 0.847 0.735 0.773
1.030 1.219 1.220 1.140
0.730 0.813 0.738 0.820

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
specifiec sampling time; SD: Standard Deviation; SEM: Standarg Error of the Mean; T3: Triicodothyronine.

*: Measurement taken ocutside ths allowed windows allowance.

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

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

Merck Serono Page %9 of 104

EMR 200125-G01 Confidential
Table 15,.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Populaticn)

Treatment: Reference

Sample Times (h)

Subject

Humber/ .

Random ’

Number 24 36 48 32

Tt 0.667 0.449 0.5684 0.649
0.981 1.020 1.160 1.230
1.070 1.200 1.020 1,190
0.587 0.565 0.655 0.765
0,824+ 0.780 0.882 0,750*
0.748 0.565 0.665 0.601
0.601 0.563 0.744 0.690
0,555 0.603 0.642 0.517
0.993 1.180 0.973* 0.921
0,699 0.793 0.826 0.758
0.602 0.593 0.645 0.9924
0.684 0.580 0.54¢ 0.768
0.837 1.010 0.502 0.8127
0.550 0.494 0.612 G.870
0.998 1.100 0,813 0.626
0.820 0.6353 0.765 0.733
0.627 0.545 0.52%6 0.6886
0.703 0,737 0.678 4.729

CI: Confidence Interval; £V%: Coefficient of Variation Percentage; GeoCV: Gecmetric Coefficient of Variationy
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; S$D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triicdothyronine.

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. old formnlation

EMR 200125-001
Merck Serono Page 100 of 104
EMR 200125-001 Confidential

Tabie 15,4,1.1,3 Individual Data and Summary Statisties of Coneentrations for Total T3 {ng/ml} {Pharmacokinetic Population)

Treatmernt: Reference

Sample Times {h)

Subject

Number/

Rand~m

N r 24 36 48 72

o7 0.832 0.715 0.757 0.717
0.723 0.689 0.692 0.567
0.820 1.020 0.887 0.921
0.727 0.810 0.614 0.755
0,847 0.609 0.687 0.745
0.738 0.755 0.897 0.782
0.483 0.59%0 0.668* 0,751
0.864 0.702 0.687 0.736
0.633 0.648 0.782 0.584
1.030 1.170 1.210 1.170
0.440 0.625 0.655 0.496
0.857 0.805 0.745 0.736%
0.758 0.659 0.744 0.656
0.751 0.844 0.903 0,772
0.823* 0.614 0,664 0.933
0.561 0.493 0.6Q2 0.335
0,672 0.610 0.631 0.752
0.627 0.517 0,492 0.657

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: 3tandard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurenment taken outside the allowed windows allowance.

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

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

Merck Serono Page 101 of 104

EMR 200125-001 . Confidential
Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacckinetic Pepulation)

Treatment: Reference

Sample Times (h)

Subject

Number/

Random

“er 24 36 48 72

0.994 1.010 0.953 1.070
0.828 0.737 0.860 g.832
0,674 1.010 0.994 0.952
1.140 0.985 1.150 1.200%
0.7586 0,667 0,692 0.662
0,604 0.741 0.676> 0.664
0.814 0.857 0.682 0,598
0.609 0.588 0,558 0.626
0.648 0.950 0.698 1.080
0.815 0.807 0.863 0,770
1.070 1.22¢9 1.380 1.300
0.997 0.99% 0.872 0.853
0.960 0,908 0.825 0.871
0.627 0.602 0.512 0.587
0.780 0.548 0.579 0.671
0.743 0.858 0.751 0.828
0.901 0.762 0.836 0.743
0.536 0.535 0,627* 0,523

¢I: Confidence Interval; CV3%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Valwne: Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; 3D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyrenine,

*: Measurement taken outside the allowed windows allowance.

Test: 600 ug (3*200 nug tablets) levothyrexine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Merck Serono Page 102 of 104

EMR 200125-001 Confidential
Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h)

Subject

Number/

Random

°  ber 24 36 49 72
0.670 0.625 0,695 0.716
0.647 0.585 0.7902* 0.747
0.637 0.595 0.665 0.717
0.652 0.709 0.8633 0.844
0.651 0.576 0.611 0.650
0.717 0,826 0.863 0.795
0.653 0.625 0.619 0.677
0.676 0.728 0.723 0.682
0.845 0.633 0.754 0.668
0.870 0.775 0,904 0.728
0.469 0.471 0.544 0.603
0.711 0.881 0.711 0.819
0.668 0.631 0.735 0.816
0.527 0,630 0.733 0.711
0.727 0.698 0.755 0.731
0.549 0.531 0.550 0.499%

. 0.536 0,461 0.676 0.805
V 0.797 0.791 0.755 0.734

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Gecmetric Ceocefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value:; n: The number of subjects with concentraticns at
specific sampling time; S$D: Standard Deviation; $EM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurement taken outside the allowed windows allowance.

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

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

Merck Serono Page 103 of 104

EMR 200125-001 Confidential
Table 15.4.1,1.3 Individual Data and Summary Statisties of Concentrations for Total T3 {ng/mL) (Pharmacckinetic Population)

Treatment: Reference

Sample Times (h}

Subject

Number/

Randem ¢

Number? 24 36 48 72

’ 0.655 0.662 0.569 0.649

0.669 0.600 0.776 0.832
0.927 0.638 0.937 0.8086
0.696* 0.653 0.691 0.624
0.556 0.689 0.720* 0.690%
0.685 0.637 ¢.652 0.634

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; T3: Triiodothyronine.

*: Measurement taken outside the allowed windows allowance.

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

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

EMR 200125-601 :
Merck Serono . Page 104 of 104
EMR 200125-001 Confidential

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

Treatment: Reference

Sample Times {(h)

Subject

Number/

Random

Number 24 36 48 72
ni{missing!} 204 (Q) 204 (0) 203 (0) 204 (0}
Mean {5SD}) 0.8098 (0.15679) 0.8079 (0.17964) 0.8313 (0.17921) 0.8504 (0.17680)
GeoMean 0.7941 0.7879 0.8129 0.8317
(95% CI) (0.7724;0.8165} (0.7636:0,8129) {0.7894;0.8371)y - {0.8076;0.8567
GeoCV (CV%) 20.3 (19.4) 22.9 (22.2) 21.4 {21.6) 21.6 (20.8)
SEM 0.01098 0.01258 0.01258 0.01238
Median 0.B150 0.8045 0.8250 0.8300
Min; Max 0.440;1.190 0.449;1.240 0.441;1.630 0.335;1.300

¢I: Confidence Interval; CV%: Coefficlent of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeolMean: 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; T3: Triiodothyronine.

*: Measurement taken outside the allowed windows allowance.

Test: &00 pg {(3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levethyroxine old formulation.
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Levothyroxine
EMR 200125-001

Bioequivalence trial of new levothyroxine formulation vs, old formulation

EMR200125-001 Page 720 of 1628

Merck Sercno

Page 1 of 22

EMR 200125-001 Confidential

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

{Pharmacokinetic Population)

Treatment: Test

Subject Number/ AUCO-48 AUCO-72 Cmax tmax

T A Moamber {hr*ng/mL) {hr*ng/mL) {ng/mL} (hr)
34.96 53.87 0.858 72.55
41,19 60.9¢ 1.260 0.00
44.26 63.28* 1.280 0.00
44,27 67,51~ 1.070 0.50
36.45 52,70 1.150 0.00
36.93 55.77* 0.937 ¢.00
43.13 67.51* 1.020 47.18
54,62 80.91#% 1.410 18.02
44.31 £65.45* 1.240 8.00
39.75 539, 54%* 1.290 1.50
39.15 59.25 1.080 i0.00
37.71 57.34 1,100 0.00
43.27 65,54 1.110 0.00
47.95 72.64 1,090 35.47
37.77 57.20% 1.100 0.50
38.25 56.98 0.928 35.32
48.53 68.65¢ 1.270 §.00
40.56 64.07 1,170 72.80
35.88 60.13 0.964 4,07
41.92 64.49 1.110 24.08

i 38.60 58.56% 0,922 2.57
CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;

GeoMean: Geometric Mean;
calculable; 8B: Standard Deviation; SEM: Standard Error of the Mean; T3: Triledethyronine.

Max:

Maximum Value;

Min: Minimum Value; n:

The number of subjects with specific parameter

*: RUC(0-tlast) was used. Normalizatien to exactly 72 hours was not possible because of invalid Lambda_z.

Test: 600 pg (3*200 pg tablets)
{3*200 ng tablets)

Reference: 600 pg

levothyroxine new formulation.
levothyroxrine old formulation,
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Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. old formulation

EMR 240125-001
Merck Seronc Page 2 of 22
EMR 200125-001 Confidential

Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacckinetic Parameters
{Pharmacckinetic Population)
Treatment: Test

Subject Number/ AUCO-48 AOCO-72 Cmax tmax
Random Number (hr*ng/mL) (hr*ng/mL} (ng/mlL) th)
- 47.29 71.93 1,100 35.93
39.45 58.66 1.080 2.63
44,79 64,69 1.090 1.50
43.77 66.82% 0.980 1.00
43.11 63.67% 1.090 35.82
41.13 63.56 0.985 2,50
47,18 69.79 1.030 23.88
35.18 54.11 0.931 8.03
47.0% 71.57* 1.37%70 2,00
3t1.14 54,60 0.924 6,05
33.58 54.04 0.9233 1.50
42 .44 67.40 1.170 2.00
49.01 75.41 1.160 2.00
46.62 " 69.60 1.310 4.00
38.71 64,92 1.210 1.50
36.16 55.82* 0.874 71.50
41.62 65,36~ 1.070 47.53
42.19% 64,31 1.130 23.95
43.94 : 67.70 1.150 1.00
41.81 64.57* 1.060 71.02
38.24 58.40 0.831 4.00

CI: ronfidence Tntarval; OVS: 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 Error of the Mean; T3: Triicdethyronine.

+. BUC(0D-tlast} was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.

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

Reference: 600 pg {3*200 pg tablets) levothyrozine old formulation.
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Levothyroxine Bioequivalence trial of new levothyroxine formnlation vs. old formulation
EMR 2(0125-001

Merck Sercno Page 3 of 22
EMR 200125-001 Confidential
Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters

{Pharmacokinetic Population)

Treatment: Test

Subject Number/ AUCO-48 AUCO-72 Cmax tmax
Random Number (hr*ng/mL) {hr*ng/mL) {ng/mL} {hr)
o 42.87 T0.73 1.180 47.82

. 3%.04 61.51 0,982 72,77
H 38,72 63.33% 0.997 47.28
35.16 54.,73*% 1,200 0.00

47,91 74,92% 1.180 48,57

50.14 77.16% 1.230 71.53

45.21 68.96 1,149 iz.00

34,48 56.26% 1.050 47.63

36.48 56.35 0.879 3.00

48.11 72.97% 1.410 2.50

38.78 59.76 0.833 2.00

47.44 70.19 1.090 23.97

42.26 67.49* 1.150 48.33

39.15 S57.586* 1.000 1.50

37.91 57.05* 0.941 10.02

41.13 61.75 1.130 3.00

4B.62 73.67 1.150 3.02

40.48 60.72 0.974 24,02

41.00 63.23* 1.070 B.00

37.50 58.12* 0.937 71.88

36.44 54.92 ¢.904 73.50

Ci: Confidence Interval; CV3: Cosfficient of Variation Percentage; GeolV: Geometric Coefficient cf variation:
GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
caleculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodethyrenine,

*1 AUC{D-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.

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

Reference: 600 pg {(3*200 pg tablets) levothyroxine old formulation.
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EMR200125-001 Page 723 of 1628

Levothyroxing Bicequivalence trial of new levethyroxine formulation vs. old formulatien
EMR 200125-001

Merck Serono Page 4 of 22
EMR 200125-001 Confidential
Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacckinetic Parameters

{Pharmacokinetic Population)

Treatment: Test

Subject Number/ AUCO-48 AUCO-72 Cmax tmax
Randem Humber {hr*ng/mL) {hr*ng/mL} {ng/mL) thr)
50.28 76.79 1,160 18.00

50.38 74.34%* 1.200 12.00

. 42.97 66,53% 1.070 24.08
T 40.69 : 60.40% 0,995 23.90
45.67 70.35 1.120 36.33

40,88 60.16 1.030 2.50

44 .89 70.08 1.060 47 .35

38.53 57.95 0.960 0.52

40.46 59.18% 1.000 2.50

35.586 54.22% 0.971 10.00

51.15% 76.66% 1.230 35.75

34,75 53.61% 0.856 2.00

41.65 65.91* 1.020 48.65

45,11 68.45 1.080 1.00

42,52 63.52* 1.200 0.50

38.04 59,53+ 1.020 0.00

36.38 54.66 1.080 1.30

53.31 83.40 1.300 1.00

31.386 47, 85* 0.834 1.52

44 32 68.04% 1.090 23.98

44,524 75.00 1.31¢ 72.20

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Goometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: AUC(0-tlast} was used, Normalization to exactly 72 hours was not possible because of invalid Lambda_ z.

Test: 608 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 800 pg (3+200 ng tablets) levothyroxine old formulation.
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Levothyroxine Bioequivalence trial of new levothyroxine formulation vs. old formulation
EMR 200125-0061

Merck Serono Page 5 of 22
EMR 200125-001 Confidential
Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacckinetic Parameters

{Pharmacokinetic Population)

Treatment: Test

Subject Number/ AUCO-48 AUCD-72 Cmax tmax
Randoin Number {hr*ng/uL) {hr*ng/mL) {ng/mL) (hr)
43.32 70.42 , 1.270 2.02
44.43 66.78 1.170 2.50
43.21 66.37% 0.989% 47.87
36.73 57.36 0.90% 2.50
38.62 56.85* 0.891 35.45
40.57 60.07+% 1.954 10.00
43.07 66.64%* 1.080 48 .58
33.81 48,49 0.863 2.02
32.16 49.38% 0.896 71.18
46.07 70.45 1.070 35.72
46.32 65,58* 1.220 18.03
42,43 60.77 1.230 23.88
49,51 16.87 1.240 10.00
45,70 72.20 1.200 .50
24,51 38.84 0.812 0.08
27.23 42,99~ 0.689 47,50
29.72 47.66% 0.833 71.15
39.72 52.83~ 0.927 35.77
30.486 46.61* 0.742 35.80
35.79 52.17* 0.929 1.00
47,49 74,94 1.250 48.68

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficlent of variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific paremeter
calculabla; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triicdothyronine.

#: BUC({0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda z.

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

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

Merck Serono Page 6 of 22
EMR 200125-001 : Confidentizl
Table 15.4.1.1.4 Individual Data and Summary Statiatics of Total T3 Pharmacokinetic Parameters

(Pharmacokinetic Population)

Treatment: Test

Subjact Number/ AUC0-48 ADCO-72 Cmax tmax
Randrn Number {hr*ng/mL) (hr*ag/mL) {ng/mL} {hr)
‘_ ) ‘ 37.08 56.96+ 0.901 71.85
27.58 41.46 0.664 48.47
32.08 48.61% 0.738 4.03
34.28 53.08 0.852 10.02
38.68 65.88 1,370 72.27
37.65 56.34% 0.910 69.78
31.58 49.93 0.817 4,00
30.08 48.48 0.917 2.00
35.24 52.10 0.871 4.02
38.45 58.96 0.8863 1.00
38.85 57.76 0.963 2.50
26.90 40.96% 0.725 0.50
31.80 49.31* 0.857 47.63
30.57 46,31%* 0.771 2.50
42.1% 61.88%* 1.070 1.50
51.60 78.48 1,190 35.38
30.49 47 .74* 6.823 47.50
33.60 51,42 0.888 3.02
37.38 54.25%* 0.969 8.0z
51.09 75.33 1.200 36.08
37.47 54,63% 0.918 35.82

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Cosefficient of Variaticn;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: AUC({0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.

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

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.
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Levothyrexine Bioeguivalence trial of new levothyroxine formuiation vs. old formulation
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Table 15.4.1.1.4 Individual Data and Summary Statistica of Total T3 Pharmacokinetic Parameters

(Pharmacckinetic Population)

Treatment: Test

Subject Number/ AUCO-48 AUCO-72 Cmax tmax
Ra- fom Number (hr*ng/mL) thr*ng/mL} {ng/mL} {hr)
— 27.86 40.72 06.795 2.53
52,47 83.14 1.410 48.78

37.87 58 .47* 0.900 71.92

31.08 47.32 0.820 18.07

35.92 55.86 0.919 2.50

31.83 48,73% 0.806 23.88

25,40 39.21* 0,687 4.00

28.73 42,36 0.781 2.50

52.66 77,18 1.210 2.03

36.44 56.13 0.866 48.63

30.00 48,58 0.889 72.13

30.10 4% 75~ 0,730 35.57

46,40 67.90* 1.140 35.60

26.85 41.55 0.667 48,40

44,25 66.81*% 1.080 35.32

33.52 49.98* 0.811 23.92

29.58 45,72 0.807 1.50

29.88 46.51 0.800 4.00

30.68 47 .38 0.943 4,02

30.23 45,45% 0.824 2,532

42.04 61.46% 1.000 2.52

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 specific parameter
calculable; $D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triledothyronine.

*: ADC(0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.

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

Reference: 600 png (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacckinetic Parameters

(Pharmacokinetic Population)

Treatment: Test

Subject Number/ AUC0-48 AUCO-72 Cmax tmax
mandnm NHumber {hr*ng/mlL) {hr*ng/mL} {ng/mL} {hr)
' - 31.92 a7 73+ 0.780 Z.00
32.53 50.14 0.785 10,00

45.46 71.38* 1.210 48.32

26.75 41.03* .8684 1.50

35.06 56.54* 0.98% 71.40

33.61 54,25% 0.89% 18.02

48.80 74.24* 1.280 6.00

29,25 45.33 0.721 47.35

30.07 51,00 0.948% 72.18

33.87 51.41% 0.825 71.83

39.26 57.62* 0.91¢ 3.02

34.12 54,35 1.010 1.50

25.71 38.59* 0.620 g.02

29.93 45.76* 1.020 1,02

24,48 31.27% 0.633 70.38

45,186 70.35 1.160 72.80

42,68 62.32*% 1.120 6.08

47.51 71,84 1.490 2.50

48,61 74.00 1.250 3.00

34.30 51.60% g.817 2.50

27.18 41,15#% 0.795 1.00

Cl: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variatien;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; 5D: Standard Deviation: SEM: Standard Error of the Mean; T3: Triiodethyronine.

*; AUC(0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.

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

Reference: 600 pg (3*200 ug tablets) levothyroxine old formulation.
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters
{Pharmacokinetic Population)
Treatment: Test

Subject Mumber/ AUCD-48 AUCO-72 Cmax tmax
Random Number {hr*ng/mL) (hr*ng/mL) {ng/mL) {hr)
R 32.69 49.97% 0.762 47,08
24,04 38.50 0.602 72.57

44,79 67.18 1.180 1.52

38.83 58.87 0.978 72.12

54,53 84.00~ 1.240 3.00

43.82 68.50 1.130 72.10

40.55 61.65 1.030 72,65

26,37 41.49 0.641 47.68

34.61 50.86 1.060 1.50

34,13 52.39 0.822 6.00

36.83 59.00% 0.931 23.88

26.60 40.70 0.637 35.80

27.92 43.06% 0.713 10,00

36.33 31.69* 1.290 23.87

27.85 46.41 0.848 72.23

28.46 46.39 0.804 72,10

26.28 39.98* 0.641 4.00

39.30 58,19~ 0.914 35.80

31.14 45.73% d.923 1.50

34,01 51.44 0,839 10.03

. 33,06 49.31* 0.973 4.00

CI: Confidence Interval; CvV%: 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
caleulable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: AUC(0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda z.

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

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

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

15.4.1.1.4.sas
11DEC2014 00:01

Document No.0900bahe8085bb46 v1.0 CONFIDENTIAL 728/1628
INFORMATION i



EMR200125-001 Page 730 of 1628

Levothyrexine Bioequivalence trial of new levothyroxine formulation vs. ald formulation
EMR 200125-001
Merck Seronc Page 11 of 22
EMR 200125-001 Confidential
Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters
{Pharmacokinetic Population)
Treatment: Test
Subject Nunmber/ AUCO-48 AUCH-72 Cmax tmax
Random Number (hr*ng/mL) {hr*ng/mL} frig/mL) (hr)
ni{missing) 204 (0 204 {0} 204 (0) 204 (0)
Mean (5D} 38.077 (7.1285) 58,130 (10.7231} 0.9891 (0.18755}
GecMean (95% CI) 37.402 57.137 0.9713
(36.428;38.402) {55.67%;58.634) [0.9457;0.,9975})
GeoCV (CVE) 19.3 (18.7) 18.9 (18.4) 19.5 {(18.0)
SEM 0.4991 0.7508 0.01313
Median 38.140 57.581 0.9735 10.000
Min; Max 24.48; 54,862 37.27; 84.00 0.602; 1.490 0.00; 73.50

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 specific parameter

calculable; 5D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triicdothyronine.

*: RUC(0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.

Test: €00 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg {3*200 pg tablets} levothyroxine old formulation.
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters

{Pharmacokinetic Population}

Treatment: Test

Subject Number/ AUC0-48 ADCO-72 Cmax tmax
readom Number (hr*ng/nL) {hr*ng/mL} {ng/mL) {hr)
34.64 52.01 0.836 10.07
27.30 11.78 0.722 2.58
30.33 46.57* 0,817 1.50
34.02 52.49 0.807 35.717
32.15 459,59~ 0,600 8.00
30,02 47.23% 0,744 1,00
27.51 41.50% g.711 1.50
27.03 42,97 0.680 48,92
42,12 62.70 1.100 2.02
29.30 45.36 0.718 2.00
29.86 48.65 0.843 72,32
35.%0 56.57 0.939 2.53
31.82 47.05* 0.784 10.00
29.09 45,861 0.778 73.07
31.70 47 .50+ 0.773 4.00

¢I: Confidence Tnterval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
CecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
catculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Trilodothyrenine.

%, AUC{0-tlast) was used. Normalization te exactly 72 hours was not possible because of invalid Lambda z.

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

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacckinetic Parameters

{Pharmacokinetic Population)

Treatment: Reference

Subject Number/ BUCO-48 RUCO-72 cmax tmasx

Pandam Nomber (hr*ng/mL) {hr*ng/mL) {ng/mlL) {hr)

: 38.77 55.97* 0.954 3.02
36.60 55.21 0,995 24.02
50,95 12.28% 1.210 35,72
42.63 66.52* 1.100 71.25
36.91 ’ 59.31 1.110 8.03
36.76 54,36 0.903 4,00
46.72 72.98 1.110 35.08
53.65 80.77 1,200 18.10
42,31 61,03 1.290 8.02
39.82 63.08 1.170 2.50
39.08 57.07 0,984 3.00
40,20 61,91 Q.961 0.00
42.03 63.28 0.962 24.02
47.16 72.61 1.220 1.00
36,27 58.24 1,010 72,27
37.34 57.55 0.856 48.88
46.70 69.04% 1.200 2.50
45,18 65,43+ 1,310 2,67
48.61 70.45 1.150 24.10
44.80 71.19 1.200 48.30
50,33 76,62 1.230 1.50

©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 Wwith apecific parameter
caleulable; 8D: Standard Deviation; SEM: Standaxd Error of the Mean; T3: Triiodcthyronine.

*: AUC{0-tlast) was used. Normalization to exactly 72 hours was not poasible bacause of invalid Lambda 2z.

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

Reference: 600 @y (3*200 ng tablets] levothyroxine old fermulaticn.
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacckinetic Parametera
(Pharmacokinetic Population)
Treatment: Reference

Subject Number/ AUCO-48 AUC0O-72 Cmax tmax
Random Number (hr*ng/mL} {thr*ng/mL) (ng/mL} (hr}
) e 43.40 $5.91 1.020 3.03
39.93 59,57 1,130 3.00
47.57 71.42 1.220 1.50
39.82 60.27 0,962 1.50
37.87 56,40 4.921 1.50
42 .35 65.75 1.020 72.25
42.83 64.57 0,992 Z,00
34.88 52.51 1.070 1.50
42,34 65.58% 1.060 71.40
35.86 52.78 0,837 24,03
33.43 52.89 1.050 1.00
41.55 61.30 1.210 0.50
49.16 73.04% 1.200 0.50
45,49 67.05% 1.510 0.50
41.23 £5.00 1.170 4.00
39.72 61.83* 1.000 47.67
41.17 62.39 1,080 .00
41,57 61,34 1.140 1.50
42.48 66.37 1.020 49.28
41.08 62.00%* 0.975% 35.62
32,78 50.62 D.8386 48.10

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 specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; %3: Triiodothyronine.

*: AUC(0-tlast) was used, Normalization to exactly 72 houra was not possible because of invalid Lambda_z.

Test: 600 pg (3*200 pg tablets] levothyroxine new feormulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulaticn.
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Table 15.4.1,1,4 Individual Data and Summary Statistics of Total T3 Pharmacekinetic Parameters

{Pharmacokinetic Population)

Treatment: Reference

Subject Number/ AUCDO-48 AUCO0-72 Cmax tmax
Random Mumber {hr*ng/mL) (hr*ng/mL} (ng/mL} (hr}
- 41.44 62.93 0.984 35.83
40.74 61, 98* 1.030 36.23
43.08 67.09* 1.040 3.02
37.78 58,97 1.110 2.50
50.18 78.93* 1.240 71.47
53.09 81.13% 1,340 48.37
38.50 52.34* 1.080 70.82
33.25 54 .47+ 1.030 71.38
49.24 75.54* 1.240 35.28
50.186 77.05 1.330 6.05
40,28 59.20% 1.010 24.00
47,71 73.52 1.080 48.37
39.27 61.30 1.210 4.00
40,52 60.45% 1,030 2.50
44 .79 687.78 1,070 35.87
40.58 60.42 1.000 3.00
49,22 77.18 1,300 12,22
41.52 64.55 1.150 47.83
43.24 67.99 1,068 3.00
3g.64 59,83 0.936 2,02
37.71 55.63 0.894 36,42

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 specific parameter
calculable; 8D: Standard Deviation; SEM: Standard Frror of the Mean; T3: Triiodothyronine.

*: AUC(D-tlast} was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.

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

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters

{Pharmacokinetic Population)

Treatment: Reference

Subject Humber/ AUCO-48 AUCO-72 Cmax tmax
Random Number {thr*ng/mL) (hr*ng/mL) {ng/nL) thr}
R ) 44.3% 69.49 1.100 72.63
46.54 70.81 1.340 1.53

44,34 67.51% 1.140 10.02

40.97 61.61* 0.930 10.02

48.91 76.51 1.270 1.00

35.58 54.10* 0.985 12,07

43,13 63.76% 1.010 6.02

40.45 60,24% 1.100 1.50

39,92 63.63% 1.050 71.50

34.42 53.15 0.885 Q0.50

45,81 69.38* 1.080 71,58

33.80 52.05 0.881 4.00

44.596 66,57 1.180 2.50

42.98 65.24 0.949 35.15

41.46 62.08 1.070 1.52

37.58 53,77 1.010 0,00

37.83 58.14%* 1.080 10.00

48.73 73.58%* 1.17%0 1.00

32.43 50.24 0.835 1.50

. 36.28 58.386 1.070 72.32

4 47.91 80.07 1.630 48.40

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variatien;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: AUC(P-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation,
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Table 15.4,1,1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinstic Parameters

(Pharmacokinetic Population)

Treatment: Reference

Subject Number/ AUCO-48 BUC(Q-72 Cmax tmax
Bandom Nomber {hr*ng/mL) (hr*ng/mL) {ng/mL} {hr)
46,96 71.76 1.100 4.00
46.00 66.21 1.130 3.00
41.18 61,79% 0.992 48,98
39.13 60.33* 0.934 71.75
39.93 57.56% 0.962 23.97
41,52 64.33 1.020 47.83
36.73 55.45 0.838 4,00
34.62 52.58 0.797 4.00
33.02 51.75 0.825 48 .62
47.96 73.86 1.130 3.00
42.86 63.27* 1.080 3.00
43.49 64.66* 1.060 23,87
50,94 76.11 1,170 10.00
45.01 69.01 1.130 3.00
28.72 46.11 1.020 12.47
27.12 43.36* 0.691 71.55
29.46 45.81% 0.738 0.00
35.82 32.56* 0.944 3.00
32,45 46.25% 1.080 4.02
31.78 48.82 0.805 48.13
46.06 71,95 1.200 §.02

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
caleulable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triilecdethyrcnine.

*: AUC{D-tlast} was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulatiom.
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters

{Pharmacokinetic Population)

Treatment: Reference

Subject Number/ AUCO-48 AUCO-72 cmax tmax
Random Wumber (hr*ng/mL) thr*ng/mL) {(ng/mL) (hr)
o 37.69 61.79 1.130 72.70
23.786 3%.31* 0.739 71.38
32.87 49.61% 0.782 47.30
31.58 49.25 0.792 72.82
43.42 65.27 1.050 12.00
41.48 62,08 0.947 23.98
32.12 48.22 0.802 72.78
32.863 50,17+ 0.836 1.00
30.06 49,63* 0.861 71.40
35.07% 54.61 0,872 48.47
39.87 59.65* 0.918 0.50
28.83 46.06 0,897 0.00
35.40 55.61% 0.938 71.63
31.69 47.90 0.860 8.32
39.78 62.43* 1.000 71,20
46,97 72.82% 1.160 71.47
31.70 47.69 0.866 0.00
32.14 48.00% 0.774 6.00
37,72 55.79 0.997 1.50
52.18 79.92* 1.220 48.83
36.18 54,87 0.853 2,02

CI: Confidence Tnterval; CV%: Coefficient of variation Percentage; GeoCV: Geometric Coefficient of Variation;
GecMean: CGeometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triicdothyronine.

*: AUC(0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda z.

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

Reference: 600 pg {3*200 pg tabiets) levothyroxine old formulation.
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters

{Pharmacckinetic Population}

Treatment: Reference

Subject Humber/ AUC0-48 RUCO-72 Cmax tmax
Random Number {hr*ng/mL) (he*ng/mL) (ng/mL} {hr}
T 27.53 47 .28 0.743 2.52
48,94 77.60 1.420 1.50
31.40 17.78% 1,300 8.02
29.21 46.17* 0.767 3.00
39.16 58.84 0.943 1.50
30.90 46.10 0.828 2,52
26.64 43.84 3.744 47,45
28,12 42.03 0.728 3.00
48.03 70.81 1.180 35.25
34.14 53.14 0.826 47,67
3t.7¢ 51.2¢6 0.994 72.47
27.55 43.05%* 0.780 4,02
41.63 61.55% 1.010 35.57
26.79 42,13 0.746 4.00
46.29 64,57 1.150 7.50
33.38 50.74* 0.820 23.87
29,17 43.63 0.758 1.00
31,75 48.08* 0.737 35.05
35.69 53.15% 1,030 2,52
32.27 46.66* 0.768 Q0.00
42,25 £3.95 1.020 35.50

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 specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiedothyronine.

*: AUC(0-tlast) was used. Normalization to exactly 72 hours wag not possible because of invalld Lambda_z.

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

Reference: 600 ug {(3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Tetal T3 Pharmacokinetic Parameters

{Pharmacokinetic Population)

Treatment: Reference

Subject Humber/ AUC0-48 AUCO-72 Crax tmax
Eandqg_gumber {hr*ng/mL) (hr*ng/mL} {ng/mL} {hr}
33.70 50.10 0.810 35.75

. 34,67 51.81 0.91% 10.02
' 38.16 58.12* 0,953 10.00
27.396 43.89* 0.771 1.50

36.61 53.34* 1.560 0.00

30.77 46.79* 0.1782 47.48

52.61 81.18 1.210 48.18

25,52 38.84* 0.655 47,63

36.41 54.19 0,908 3.00

34.62 51,24* ¢.908 8.00

38.74 58.66* 0.903 46.15

31.70 51.12* 0.953 71.85

25,23 35.88* 0.689% 4.00

30.55 16.99~ 0.781 2.05

26.55 40.31 0.713 1.50

46,42 73.61 1.310 4.00

41.65 61.95 1.120 2.50

46.69 70.06 1.i160 1.50

. 50.54 78.69 1.240 1,52

l 34.43 50.17% 1,020 0.00
30.54 46,61 0.741 35.72

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 specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triicdothyronine.

*: AUC(0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.

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

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulatiom.
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Table 15.,4,1,1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters

{Pharmacokinetic Population)

Treatment: Reference

Subject Number/ RUCO-48 AUCO-72 Cmax tmax
Rardem Number {(hr*ng/mL} : (hr*ng/mL} {ng/mL} (hr)
33,653 45.15% 0.914 23,87

27.086 41.26 0.648 2.00

41.73 463,13+ 1.170 3.00

37.10 56.37% 0.979 8.03

53.89 85.45* 1.380 47.20

46.27 66,72 1.010 12.00

41,52 61.86 1.010 2.52

28.34 41.41* 0.75% 12.00

32.08 47,07 1.050 1.50

36.19 55.13 0.911 1.50

38.16 56.39% 0.908 0.48

25.19 3%.03 0.627 49,18

. 29,78 46.70 0.7186 1277
| 30.15 46,96% 0.747 71.17
i 25.84 46.41 0.850 12.05
' 33.73 31.38 0.892 18.02
! 27.359 42,72 0.651 23.90
! 35.77 35,68 0.863 48,38
30,97 46.28% 0.791 4,00

34.12 50.76% 0.891 10.02

36.52 54.06 0.978 1.50

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specifie parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: AUC{D-tlast) was used. Nermalization to exactly 72 hours was not possible because of invalid Lambda z.

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulation.
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Table 15.4.1.1.4 Individual pPata and Summary Statistics of Total T3 Pharmacokinetic Parameters
{Pharmaccokinetic Populatiom)
Treatment: Reference

Subject Number/ AUCO-48 AUCO-72 Cmax tmax
Random Number (hr*ng/mL) (hr*ng/mL}) {ng/mL) {hr)
N 39.47 58.59* 0.904 48.32
23.89 37.20% 0.64¢% 2.00

36.21 54.55 0.946 10.00

31.92 50.51 0,816 72.47

31,44 48.76 0.%38 10.00

35.38 53.21 0.841 18.00

24,91 37.53 0.641 ’ 1.50

26.28 41.46* 0.676 47.82

32.77 57.%3 0.996 3.02

31.63 46,03* 0.907 8.00

29.91 48,80 0.832 71.52

34.12 54,75% 0.937 47,35

31.83 47.61 0.748 8.00

28.66 45.61 0.720 49.18

29.25 44.68 0.685 23.87

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 specific parameter
calculable; 8D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: AUC(D-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters
{Pharmacokinetic Population)
Treatment: Reference
Subject Number/ ADCO-48 AUCO-72 Crax tmax
Random Number {hr*ng/mL) (hr*ng/mL) {ng/mL} {hr)
n{missing) 204 (0} 209 (o 204 () 204 {0}
Mean {SD) 38.282 (7.0973) 58.2681 (10.718%6) 0.9893 (0.18680}
GeoMean (35% CI) 37.86816 57.295 4.9719

{36.644;38.613} {55.841;58.788) (0.9468;0,%976
GeoCV (CV%) 19.1 (18.5) 18.8 (18.4} 19.1 (18.9}
SEM 0.4969 0.7505 0.01308
Median 38.330 38.189 0.9920 9,159
Min; Max 23.76; 53.89 35.88; B85.45 0.627; 1.630 0.00; 72.82

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

of Variation;

GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter

caleulable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Trilodothyronine.

*: RUC (0-tlast) was used. Nermalization to exactly 72 hours was not possible because of invalid Lambda z.

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

/prcject24fep/blinded/ez10899_merc/stats/versioncontrol/primary/scripts/proqram/main/TFL programs/Tables/Table

15.4,1.1.4.sas

11DREC2014 Q0:01

Document No.0900babe8085hb46 v1.¢ CONFIDENTIAL
INFORMATION

741/1628
il



EMR200125-001 Page 742 of 1628

Levothyroxine Bivequivalence trial of new levothyroxine formulation vs, old formulation

EMR 200125-001

Merck Serono Page 1 of 1
Confidential
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Table 15.4.3.1 Summary of ANOVA of Primary Pharmacokinetic Parameters for T4 (Pharmacokinetic Population)

Ratio
. (Test /Ref)
Parameter Treatment N Geo-LSMean %) 90% CI of Ratio Intra-Cv (%}
AUCO-72,adj (hr*ng/mL) Test 204 1852.07%8 99.3 95,6 - 103.2 23,7
Reference 204 1864.359
tmax,ad] (ng/mL} Test 204 53,5473 101.7 986.8 - 104.6 17.7
Reference 204 52.8736

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; Geo-LSMean: Geometric Least Square Mean;

N: Number of subjects included in the analysis.

Subjects 1028,1037,1185,1215,1238,1247,1385,139%6,1541,1629,1632 and 1737 were excluded from the PK Population.
Test: 600 ng (3*200 pg tablets) levothyroxine new formulation.

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

Q

Spurce: Appendiz 16.:.%.1
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Table 15.4.3.2 Summary of ANQVA of Secondary Pharmacokinetic Parameters for T4 and T3 (Pharmacckinetic Population)

Ratio
(Test /Ref}
Analyte Parameter Treatment N Geo-L8Mean (%) 90% CI of Ratic Intra-Ccv (%)
T3 AUCH-72 (hr*ng/mL) Test 204 37,1222 99.7 98.8 - 100.6 2.5
Reference 204 57.2855
Cmax (ng/mL) Test 204 0.9711 $9.9 %8.5 - 101.3 8.6
Reference 204 0.9718
T4 AUCO~72 (hr*ng/mL) Test 204 6169.484 99.7 98.8 - 100.6 5.5
Reference 204 6190.588
Cmax (ng/mL} Test 204 113.0876 100.6 98,2 - 102.0 8.3
Reference 204 112.4192

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; Geo-LSMean:

N: Number of subjects included in the analysis.
Subjects 1028,1037,1185,1219,1238,1247,1385,1396,1541,1629,1632 and 1737 were excluded from the PK Population.
Test: 600 pg (3*200 pg tablets) levothyroxine new feormulation.

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

Source: Eppendiz 16.1.3.2

Geometric Least Square Mean;
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Levothyroxine Bioequivalence trial of new levothyroxine formulation versus old
formulation
EMR 200125-001

15.4.2 Graphs

Figure 15.4.2.1 Concentration-Time Profiles: Arithmetic Mean (+ SD) versus Scheduled
Sampling Time in Linear Scale (for Total T4 Values) (Pharmacokinetic
Population)

Figure 15.4.2.2 Concentration-Time Profiles: Arithmetic Mean  versus Scheduled

Sampling Time in Semi-Logarithmic Scale (For Total T4
Values)(Pharmacokinetic Population)

Figure 15.4.2.3 Concentration-Time Profiles: Arithmetic Mean (x SD) versus Scheduled
Sampling Time in Linear Scale (for Total T3 Values)(Pharmacokinetic
Population) '

Figure 15.4.2.4 Concentration-Time Profiles: Arithmetic Mean (£ SD) versus Scheduled

Sampling Time in Semi-Logarithmic Scale (For Total T3
Values)(Pharmacokinetic Population)

Figure 15.4.2.5 Concentration-Time Profiles: Individual Concentration versus Actual
Time in Linear Scale (Spaghetti Plots) (for Total T4
Values)}(Pharmacokinetic Population)

Figure 15.4.2.6 Congcentration-Time Profiles: Individual Concentration versus Actual
Time in Semi-Logarithmic - Scale (Spaghetti Plots) (for Total T4
Values)(Pharmacokinetic Population) .

Figure 15.4.2.7 Concentration-Time Profiles: Individual Concentration versus Actual
Time in Linear Scale (Spaghetti Plots) (for Total T3
Values)(Pharmacokinetic Population)

Figure 15.4.2.8 Concentration-Time Profiles: Individual Concentration versus Actual
Time in Semi-Logarithmic Scale (Spaghetti Plots)(for Total I3
Values)(Pharmacokinetic Population)

Figure 15.4.2.9 Conceniration-Time Profiles: Individual Concentration versus Actual
Time in Linear Scale (for Total T4 Values) (Safety Population)

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual
Time in Senii-Logarithmic Scale (for Total T4 Values) (Safety
Population)

Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual

Time in Linear Scale (for Total T3 Values) (Safety Population)
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Levothyroxine

EMR 200125-001

EMR200125-001 Page 745 of 1628

Bioequivalence trial of new levothyroxine formulation versus old
formulation

Figure 15.4.2.12

Figure 15.4.3.1.1

Figure 15.4.3.1.2

Figure 15.4.3.1.3

Concentration-Time Profiles: Individual Concentration versus Actual
Time in Semi-Logarithmic Scale (for Total T3 Values) (Safety
Population)

Boxplot: Cmax and AUCO-t for Total T4 (Pharmacokinetic Population)

Boxplot: Baseline Adjusted Cmax and Baseline Adjusted AUCO-t for
Total T4 (Pharmacokinetic Population)

Boxplot: Cmax and AUCO-t for Total T3 (Pharmacokinetic Population)
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Figure 15.4.2.1 Concentration-Time Profiles: Arithmetic Mean {* SD) versus Scheduled Sampling Time in Linear Scale

{for Total T4 Values) (Fharmacokinetic Populatien)
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Treatment: [ oo o Test +-4—4 Refersnce

Subjects 1 . were excluded from the PK Population.
Test: 600 py {3%2uv ¥ . mewwew; swvuluyroxXine new formulation.

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

Source: Table 15.4.i.1.1%
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EMR 200125-001
Figure 15.4.2.2 Concentration-Time Profiles: Arithmetic Mean versus Scheduled Sampling Time in Semi-Logarithmic Scale

{For Total T4 Values) {(Pharmacokinetic Population)
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Test: 600 pug (3*2uu py taplets} levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
Source: Table 1%.4.1.1.1
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Figure 15.4.2.3 Concentration-Time Profiles: Arithmetic Mean {* 8D} versus Scheduled Sampling Time in Linear Scale

{for Tetal T3 Values) (Pharmacokinetic Population)
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Source: Table 1%.4.1.1.2
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Figure 15.4.2.4 Concentration-Time Profiles: Arithmetic Mean wersus Scheduled Sampling Time in Semi-Logarithmie Scale

{For Total T3 Values) {Pharmacckinetic Population)
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Test: 600 1, (3°cuu py ..olets) levothyroxine new formulation.
Reference: 600 ug (3*200 ug tablets) levothyroxine old formulation.
Source: Table 1%.4.1.1.3

/project24/ep/blinded/ezl089Simerc/stats/versioncontrol/primary/scripts/proqram/main/TFL programs/Figures/Figure
15.4.2.4.8a8

Document No.0900babe808Sbb46 v1.0 CONFIDENTIAL 24971 6;; DEC2014 00:01
INFORMATION v



Levothyroxine Bioequiv: gnIR200125-001 Page 750 of 1628 ulation vs, old formulation
EMR 200125-001

Merck Sercono Page 1 of 2
EMR 200125-001 Confidential
Figure 15.4,2,5 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {Spaghetti Plets)

{for Total T4 Values} (Pharmacokinetic Peopulation)
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Reference: 600 pg (3*200 pg tablets) levethyroxine old formulation.
Source: Taple 1%5.4.1.1.1
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{Spaghetti Plots)
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EMR 200125-001
Figure 15.4.2.5 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale

tfor Total T4 Values) (Pharmacokinetic Population}
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Test: 600 pg (3*200 pg tablets) levothyroxine new farmulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
Spurce: Table 1%.4.1.1.1
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Figure 15.4.2.6 Concentration-Time Profiles: Individual Cencentratien versus Actual Time in Semi-Logarithmic Scale

(Spaghetti Plots} {For Total T4 Values) (Pharmacokinetic Population)
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Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulaticn.
Source: Table 1%,4.1.1,%
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Figure 15.4.2.6 Concentration-Time Profiles: Individual Concentration versus Actval Time in Semi-Logarithmic Scale

{Spaghetti Plots) (For Total T4 Values) {Pharmacokinetic Population)

Treatment: Reference

1000 A
=
E
~
L)
oy
~ 100
i
a
-+
a
-
10 4
T T T T T 7 y — 1T T 1 17 1T ‘1. T 1 f f 1 1. 1.1 £ 1 1 1 T 1T 1T T §* T°T1
-0 2 486 8 1 1 1 2 3 4 7
2 o 2 & 4 6 8 2

Time Point (h)

Test: 600 pug {3*200 pg tablets) levothyroxine new formulation,
Reference: 600 pg (3*200 ug tablets) levothyroxine old formulation.
Source: Takle 1%,4.1.1.1
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EMR 200125-001
Figure 15.4.2.7 Concentration-Time Profiles: Individual Cencentration wversus Actual Time in Linear Scale (Spaghetti Plots)

(for Total T3 Values) (Pharmacckinetic Population)
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Reference: 600 pg (3*200 pg tablets) levothyroxine old formulaticn.
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Figure 15.4.2.7 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (Spaghettl Plots)

{for Total T3 Values) {Pharmacokinetic Population)

Treatment: Reference

1.1 4

0.9+

0.8

Total T3 (hg/mL)

0.7 -

0.6 +

0.5 4

Tirme Point (h)

Teat: 600 ug {3*200 png tablets) levothyroxine new formulaticon.
Reference: 600 pg {(3*200 pg tablets) levothyroxine old formulation,
Source: Table 15.4.1.1.3
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Figure 15.4.2.8 Concentration-Time Profiles: Individual Concentration versus Botual Time in Semi-Logarithmic Scale
{Spaghetti Plots) (For Total T3 Values) (Pharmacokinetic Population)
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Figure 15.4.2.8 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

tSpaghetti Plots) {For Total T3 Values) (Pharmacokinetic Population)
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Source: Table 1%.4.1.1.3

/project24/ep/blinded/ez108997merc/stats/versioncontrcl/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.8.s8as

11DEC2014 00:01

Document No.0900babe8085bb46 v1.0 CONFIDENTIAL 7157/1628
INFORMATION i



Levothyroxine Bioequivi FMR200125-001 Page 758 of 1628 ulation vs. old formulation
EMR 200125-001

Merck Serono Page 1 of 216
EMR 200123-001 Confidential
Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale [for Total T4 Values)
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g:5ubjects excluded from P¥ Pogpulation; Horizontal lines represent the Baseline of the respective treatments,
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.

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

Source: Listing 15.2.5.2
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Figure 15.4.2,9 Concentration—Time Profiles: Individual Concentration versus Aotual Time in Linear Scale {for Total T4 Values)
(Safety Populaticon)
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B:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Teat: 600 pg (3*200 ug tablets) levothyroxine new formulaticn.

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

Scurce: Listing 16.2.5.2
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Figure 15,4,2.9 Concentration-Time Profiles: Individual Concentration versus Botual Time in Linear Scale {(for Total T4 Values)
{Safety Population)
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@:Subjects excluded from PK Population: Horizental lines represent the Baseline of the respective treatments.
Test: 600 ng {3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(Ssafety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pug (3*200 ug tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values
(Safety Population)
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B:Subjects excluded frem PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ug (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.%
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)

(Safety Population)
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B:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Teat: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.8 Concentration-Time Profiles: Individual Concentration versus Rctual Time in Linear Scale (for Total T4 Values)
{3afety Populaticn}
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B:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyrozine new formulatiom.

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

Source: Listing 1l6.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 ug tablets) levothyroxine new formulation.

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

Source: Listing 16.2.3%.2
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Figure 15.4.2.9 Concentratieon-Time Profiles: Individual Concentraticn versus Actual Time in Linear Scale (for Total T4 values)
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Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)

(Safety Population)
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@:5%ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Tast: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 ng {(3*200 pg tablets) levothyroxine old formulation,

Source: Listing 14.7.5.2
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Figure 15.4.2.9% Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population}
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8:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 png tablets) levothyroxine new formulatien.

Reference: 600 pg (3200 ng tablets) levothyroxzine old formulation.
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population)
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@:Subjects excluded from PK Populaticn; Horizontal linas represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 1l&.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Cencentration versus Actual Time in Linear Scale (for Total T4 Values)
{safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2

/project24/ep/blinded/e210899_nerc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.%.sas

Document No.0900babe80855b46 v1.0 CONFIDENTIAL 77001 62181 DEC2014 00:01
INFORMATION



Levothyroxine Bioequivi EMR200125-001 Page 771 of 1628 plation vs. old formulation
EMR 200125-001

Merck Serono Page 14 of 216
EMR 200125-001 Confidential
Figure 15.4.2,9% Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 values)
{Safety Population)
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@:Subjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.
Test: 600 pg [3*200 pg tablets) levothyroxine new formulaticn.

Reference: 60D pg (3*200 pg tablets) levothyroxine old formulation.
Source: Listing 1e.2.5.2
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Figure 15.4.2.9 Concentration-Time Prefiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population)
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)

{safety Population
gubject ID/Random Number:

270 H

240 -

210+

180 -

150

120

Total T4 (ng/mL)

60

B0 -

30 1

@
[

T 1 1
-0 2 4
2

o= -
[P
]

Time Paint {h)
Treatment: *—o--0 Test 44— Reference

@:Subjects excluded from PX Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 1¢.2.5.2

/project24/ep/blinded/32108997merc/statsfversioncontrol/primary/scripts/program/mainfTFL programs/Figures/Figure

15.4.2.9.8as
11DEC2014 00:01

Document No.0300babe80B5bb4s v1.0 CONFIDENTIAL TT3/1628
INFORMATION a



Levothyroxine Bioequivi EMR200125-001 Page 774 of 1628 ulation vs. old formulation
EMR 200125-001
Merck Sereno

EMR 200125-0G01
Figure 15.4.2.9 Concentration~-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values

{Safety Population}
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actuzl Time in Linear Scale (for Total T4 Values)
{Safety Population}
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulaticn.

Reference: 600 pg (3200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.7
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(Safety Population)
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
{Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respactive treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formuiation,
Source: Listing 1¢.2,3.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Conceatration versus Actual Time in Linear Scale (for Total T4 Values)
(safety Population}

Total T4 (ng/mL)

Subject ID/Random Number:

270 4
240 +
210 +
180 +
160
120 +
90
S — e
60 m“*«‘/ h add
30
ﬂ -
T T T T T T T T T T T T T T Ll T T T T T T T T T T T T T T T T T T T T T ¥
- 0 2 4 B B 1 1 1 2 3 4 7
2 o 2 B 4 B ] 2
Time Paoint (h)
Treatment: > Test 4+—4—& Reference

@:5ubjects excluded from PK Population: Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3+200 pg tablets) levothyroxine new formulation.

Reference:
Source: Listing 16.2.5.2

600 pg (3*200 pg tablets) levothyroxine old formulatioen.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(for Toctal T4 Values)
{Safety Population}
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the regpective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulatien.
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Figure 15.4.2,.9 Concentration-Time Profiles: Individual Concentration versus Actual Pime in Linear Scale (for Total T4 Values)
{safety Population)
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B:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ng (3¥200 pg tablets) levothyroxine new formuiation.

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

Source: Liating 16.2.5.2
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
{Safety Population} )
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation,

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population)
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B:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Scurce: Listing 16.2.5%.2
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Figure 15.4.2,8 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{5afety Population)
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@:Subjects excluded from PX Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 npg (3*200 pg tablets) levothyroxine new formulation.

Reference: 600 ug (3*200 pg tablets) levothyroxine old formulation.
source: Listing 16.2.5.%
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Figure 153.4,2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population)
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€:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ng (3*200 ng tablets} levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15,4,2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(Safety Population}
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new feormulation.

Reference: 600 ng (3*200 ng tablets) levothyroxine old formulation.
Source: Listing 15.3.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Valuea)
(Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 upg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15,4.2.9 Concentraticn-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)

(Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective freatments.

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(for Total T4 Values)

{Safety Population}
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@:5ubjects excluded from PK Population: Horizontal lines represent the Baseline of the respective treatments.
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Agtual Time in Linear Scale (for Fotal T4 Values)
{Safety Populaticn)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
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Raference: 600 pg (3%200 pg tablets) levothyroxine cld formulation.

Source: Listing 16.2.5.7
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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8:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Seurce: Listing 1§.2.5.2 ’
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Congentration versus Actual Time in Linear Scale {for Total T4 Values)
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@:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 500 pg (3*200 pg tablets) levothyroxine new formulation.

Reference;: 600 pg [3*200 ug tablets] levothyroxine old formulation.

Source: Listing 14.2.5.2
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Figure 15.4,2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
{Safety Population)
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B:8ubjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.3.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
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@:Subijects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation,

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(for Total T4 Values)
(Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 146.7.5.2
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Figure 15.4.2.8 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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8:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Teat: 600 pg (3*200 ng tablets} levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4,2,9 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Linear Scale {for Total T4 Values)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg {(3%200 pg tablets)‘levothyroxine new formulatiom.

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

Source: Listing 16.2.53.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 png (3*200 pg tablets) levothyroxine new formulation,

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

source: Listing 16.2.5.2
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Figure 15,4,2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Seale (for Total T4 Values)
(Safety Population)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Tast: 600 pg (3*200 pg tablets) levothyrozine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Congantration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{(Safety Population
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Figure 15.4.2.% Concentration-Time Profilea: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(Safety Population)
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