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

Mgrck Seronc Page 16 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Sumeary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematclogy {Safety Population}

Treatment Seguence 4 Treatment Seguence 5 Treatment Seguence 6 Total
{N=T} {N=7} (N=7) (N=42)
Laboratory Visic/
Test (Unit) Timepoint Statistics Observed Change Chserved Change Cbhaerved Change Observed Change

Erythrocyt Period 1/ n (missing) 7 (0) 7 (0 7 (0 42 (0}
es {Day -1}
{10*12/1)
Mean ({5D) 4.767 4.553 5.120 4.783
{0.647) (0.425}) (0.390) {0.504)
Median 4.570 4.590 5.300 4,685
Min: Max 4.03; 5.63 4,05 5,31 4.21; 5.86 3.85; 5.86
Period 2/ n (missing) 6 (0} 8 (0} 6 (0) 38 (0}
{Day -1)
Mean (SD} 4,767 4,567 4.863 4.763
{0.669) (0.430) (0.665) {0.494)
Median | 4.655 4,590 5.120 4,805
Min; Max 4.00z 5.63 3.88; 5.14 3.99; 5.¢64 3.88; 5.64
Period 3/ n (missing) & (0} 6 (M 6 (0} 38 ()
(Day -1}
Mean ({SD} 4,713 4.475 5.063 4.768
(0.703) {0.343) (0.546) (0.493)
Median 4.750 4,510 5.160 4.755
Min; Max 3.94; 5.62 3.86; 4.82 4.40; 5.83 3.86; 5.683

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence L:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Seguence 4: ACB; Treatment Sequence
5: BAC; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 pg of levothyroming; Treatment B: & 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 Serono Page 17 of 50
EMR 200125-002 confidential

Table 15.3.5.1.1 Summary and Change from Baseline of LaboratoryData by Treatmant and Time Point: Hematology {Safety Populati on}

Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
[N=7] {N=T7} {N=7)
Laboratory Visit/
Test (Unit) Timepoint Statistics Gbserved Change Observed Change Observed Change
Erythrocyt Pollow-Up n {(missing) 7 {0) 7 {0} 740 7T (0) 7 (0 7 10)
es
{10~12/L}
Mean (8D} 4,704 {0.276) ~0.127 {0.220}4.674 {0.379) -0.019 {0.257)4.526 -0.119
i {0.499) {0.278)
Median 4,710 -0.100 4,630 -0.110 4.470 -0.200
Min; Max 4.26; 5.09 ~0.48; 0.17 4.14; 5.24 -0.35; 0.32 3.88: 5.13 -0.55; 0.21
Hematocrit Screening n (missing) 7 (0} 7 (0} 7 {0}
{L/L)
Mean (3D} 0,403 (0.035} 0,417 {0.022) 0.416
(0.036}
Median 0.410 0.420 0,410
Min: Max 0.367 0.44 0,397 0.45 0.365 0.46
Period 1/ n (missing) 7 (0} 740 7 (0)
{Day -1)
Mean (SD) 0.406 (0.039) 0.416 (0.021) 0.409
(0.037)
Madian 0.400 0.420 0.410
Min; Max 0.36; 0.46 0.39; 0.45 0.36; 0.47

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 &: CBA;

Treatment A: 12 tablets of 50 ng of levethyroxine; Treatment B: § 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
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Takle 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatnent and Time Point: Hematology (Safety Populati on)

Treatment Sequence 4 Treatment Sequence 53 Treatment Seguence & Total
{N=7) (N="} (N=7) (N=42)
Laboratory Visit/
Test (Unit) Timepoint Statistics Obsgerved Change Cbserved Change Observed Change Cbserved Change

Erythrocyt Follow-Up n (missing} 7 (Q) 7 (0} 7 (0} T (0} 7 {0y 7 (0} 42 (0} _42 Q)
e
{10~12/L)
Mgan {SD) 4,634 -0.050 4,550 ~0.093 4,850 -0.051 4,673 -0.076
{0.695) {0.202) [0.454) {0.217) {0.628) (0.171) (0.497) {0.216)
Median 4.320 -0.060 4470 -0.130 5.120 0.030 4.670 -0.085
Min; Max 3.93; 5.57 -0.36; 0.313.81; 5.23 -0.40; 0.254.08; 5.76-0.28; 0.173.88; 5.76 -0.55; 0.32
Hematocrit Screening n (missing) 7 (0) 7 (0 7 (0) 4z (0}
(L/L)
Mean (SD) 0,400 0.408 0,419 0,410
{0.045) {0.021) {0.047} {0.034)
Median 0.380 0.400 0.430 0.410
Min; Max 0.367 0.47 0.39; 0.45 0.36; 0.47 0.36; 0.47
Period 1/ n (missing) 7 (0) 7 70y 42 (0)
{Day -1) .
Mean (8D} 0.407 0,400 0,427 0.411
{0.045} {0.022) {0.053} (0,037}
Median 0.390 0.400 0.450 0.405
Min; Max 0.36; 0.47 0.37; 0.44 0.36; 0.49 0.36; 0.49

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 Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 530 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine

Treatment C: 3 tablets ¢f 200 wg of levothyroxine
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Dosage Form Proportionality of Levothyroxine
State

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

Merck Serono
EMR 200125-002

Page 18 of 50
tonfidential

Table 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on}

Treatment Sequence 1

Treatment Sequence 2

Treatment Sequence 3

{N=7} {N=7) (N=T}
Laboratory visit/
Teat (Unit) Timepoint Statistics Ohserved Change Observed Change Observed Change
Hematocrit Feriod 2/ n (missing} 7 {0} & (0) 7 ()
(L/L} {Day -1)
Mean ({5D) 0.410 {0.038) 0.422 (0.031) 0.413
{0.034})
Median 0.410 0.420 0.410
Min; Max 0.36; 0.47 0.38: 0.46 0.38; 0.48
Pericd 3/ n (missing) 7 (0) & (0) 7 {0}
(Day -1)
Mean (SD} 0,404 (0.047) 0.42¢ (0.018) 0.407
(0.029)
Median 0.410 0.425 0.390
Min; Max 0.34; 0.4% 0.39; 0.44 0.37; 0.44
Folleow-Up n {missing) 7 (0) 7 (0 7 (0} 7 {0} T (0) 7 {0}
Maan (SD) 0.390 (0.042) ~0,013 (0.014}0.416 (0.022) -0.001 (0.020}0.406 -0.010
{0.028) (0.026)
Median 0.400 -0.020 0.410 g.000 0.420 -0.020
Min; Max 0.33: 0.45 -0.03; 0.01 0.38; 0.44 -0.03; 0.02 0.37:; 0.44 -0.04; 0.02

Baseline defined as Screening for Follow-Up results.
Maxg: Maximum Value; Min: Minimam 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: BAL:; Treatment Sequence 6: CBA:

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

levothyroxine;
levothyroxine

Treatment B: & tablets of 100 nug of

levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pug, 100 pg, and 200 pg Tablets) in Fasted
EMR 20(125-002 State
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Table 15.3.5.1.1 Sumary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)

Treatment Seguence ¢ Treatment Sequence 5 Treatment Seguence 6 Total
(N=7) {N=7} (N=7) (N=42)
Laboratory Visit/
Test (Unit) Timepeint Statistics Observed Change Observed Change Observed Change Chserved Change

Hematocrit Period 2/ n {missing) 6 (0) 4 (0} & (0} 38 (0)
{L/L) {Day -1)
Mean (SD) 0,407 0,408 0.403 0.411
- (0.042) {0.022) {0.0586) (0.036)
Median 0.405 0.410 0.400 0.410
Min; Max 0.36; 0.46 0.387 0.44 0.355 0,47 0.35; 0.48
Period 3/ n (missing) & {0) 6 (0) 6 (0) 38 (0)
(Day -1}
Mean {SD) 0,412 0.387 D.418 " 0.409
(0.044; {0.022) {0.052} {0.0386)
Median 0.415 0.385 0.410 0.410
Min; Max 0.36; 0.46 0.37; 0.43 0.36; 0.48 0.34; 0.48
Follow-Up n (missing) 7 (0) 7 {0} 7t 7 {0} 7 {0) 7o 42 {0) 42 {0
Mean (SD} 0.396 -0.004 0.404 -0.004 0.409 -0.010 0.403 -0.007
{0.049) (0.01¢} {0.032) {0.027) {0.063) {0.020) {0.040) (0.020)
Median 0.370 -0.010 0.400 -0.010 0.430 0.000 0.410 -0.010

Min: Max 0.35; 0,46 -0.02; 0,030.37; 0.44 -0,04;0.040,33; 0,486-0,05; 0.010.33; 0,48 -0,05;7 0,04

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 §: CBA;

Treatment A: 12 tablets of 50 ng of levothyroxine; 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 Serono pPage 21 of 50
EMR 200125-002 Confidential

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

Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
{N=T} {N=T) {N=7)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Chserved Change Observed Change
Hemoglobin Screening n (missing) 7 (0) 7 {0) 7 (0)
(g/L)
Mean (3D} 134.0 {15.47) 142.7 ({10.64) 141.4
(15.31)
Median . 135.0 " 147.0 136.0
Min; Max 113; 153 126; 153 118; 16l
period 1/ n {missing) 7 (0} T (0} T (0}
{Day -1}
Mean (SD) 134.7 {17.92) 143.7 (10.0€) 140.86
{17.33)
Median i32.0 146.0 138.0
Min; Max 107 157 133; 158 117; 165
Pericd 2/ n [missing} 7 {0} 4 {0} T {0}
{Day -1)
Mean (3D} 135.1 (17.64) 145.7 (13.94}) 140.4
(15.23)
Median 136.0 150.0 137.0
Min; Maxz 111; 159 128; 158 122; 168

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Ssquence 3: CAB; Treaitment Sequence 4: ACB; Treatment Sequence
5: BAC; Treatment Sequence 6: CBA;

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

Treatment €: 3 tablets of 200 ng of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (S0 pg, 100 ug, and 200 pg Tablets) in Fasted
EMR 200125-002 State
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Table 15.3.5.1,1 Summary and Change fromBaseline of Laboratory Data by Treatment and Time Point: Hematology {(Safety Population)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence & Total
{N=T} (N=T7} {H=T) {N=42}
Laboratory Visit/
Test (Unit} Timepoint $tatistics Obserwved Change Obzerved Change Observed Change Observed Change

Hemoglobin Screening n (missing) 7 (0} 7 (0} 7 {0 42 {0}
(g/L)
Mean (SD) 135.4 140.6 138.9 138.8
(17.55} (10.34}) {20.84) {14.85}
Median 130.0 139.0 149.0 137.5
Min; Max 116; 162 12%; 16l 109 162 109; lez
Pericd 1/ n {missing} 7 (0} 7 {0) 70} 42 (0)
(Day -1}
Mean {5D) 137.7 137.4 142.3 139.4
(17.42) {11.75} {22.79) {16.00)
Median 133.0 136.0 152.0 137.5
Min: Max 115; 163 124; 158 114; 169 107; 169
Pariod 2/ n (missing) & (0} 5 (0) 6 (0 38 (0}
{bay -1}
Mean (SD) 139.8 138.2 134.¢ 138.8
(l6.22) (12.92}) {24.586} {16.39)
Median 139.0 136.0 132.0 138.5
Min; Max 118; 161 122; 159 110; 164 110; 168

Baseline defined as Screening for Follow-Up results.

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

Treatment Secuence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5; BAC: Treatment Segquence &: CBA;

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

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

Daosage Form Proportionality of Levothyroxine
State

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

Merck Sercno
EMR 20Q0125-002

Page 23 of 50
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Table 15.3.5.1.1 Sumnary and Change fron Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)

Treatment Sequence 1

Treatment Sequence 2

Treatment Sequence 3

{N=7} (N=7) {N=T7}
Laboratory Visit/
Test {Unit) Timepoint Statistics Observed Change Chaerved Change Observed Change
Hemoglobin Period 3/ n (missing) 7 (0) 6 (0} 7 {0}
(/%) {Day -1)
Mean {SD) 134.4 {19.84) 144.5 {9.65) 138.0
(13.67)
Madian 140.0 148.5 134.0
Min: Max 104; 156 131:; 155 119 154
Follow-Up n (missing} 7 (0) 7 (0} 7 (0) 710} 7 {0} 710}
Mean (8D} 127.9 (18.22) -5.1 (6.28) 141.9 (11.52) -0.9 {7.78) 136.0 -5.4 (8.54)
(13.81)
Median 133.0 -7.0 140.0 -2.0 139.0 -5.0
Min; Max 100; 153 -13; 3 127; 15¢ ~11; 9 115; 155 -17; €
Leukocytes Screening n {missing) 7 (0} 7 {0} 7 400)
{1078/
Mean (SD) 5.203 (0.917) 5.163 (0.716) 5.541
(1.205)
Median 5,180 5.150 5.460
Min; Max 3.76; 68.79 4.47; 6.45 4.01; 7.59

Baseline defined as Screening for Follow-Up results.

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

in the safety population for the total summary; n: Nunber of subjects in specific laboratory tests.
Treatment Sequence 1:ABC; Treatment Sequence 2: BCA:; Treatment Sequence 3: CAB; Treatment Seguence 4: ACB; Treatment Sequence

5: BAC; Treatment Saquence 6: CBA;
Treatment A: 12 tablets of 530 pg of levothyroxiner
Treatment C: 3 tablets of 200 ug of levothyroxine

Treatment B: & tablets of 100 pg of levothyroxine

or the numbar of subjects
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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 24 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment and T'ime Point: Hematology (Safety Populati on}

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

Hemoglobin Period 3/ n (missing) 6 (0) 6 (0) 6 (0} 38 (0}
tg/L} (Day -1)
Mean (SD} 139.2 136.0 137.2 138.1
(16.93) (10.32y . {23.71) {15.69)
Median 139.0 132.5 135.5 137.0
Min; Max 119; 180 . 123; 149 114; 187 104; 167
Follow-Up n (missing) 7 (0) 7 L0y 7 (0 7 (0} 710} 7 {0} 42 (0} 4z (0}
Mean (5D) 133.¢ -1.9(3.80)137.0 -3.6(8.,98)135.3 -3.61(8,22)135.3 -3.6 (7.25)
{18.27) (14.92) {26.19) (17.19)
Median 1256.0 -3.0 128.0 -6.0 151.0 0.0 135.5 -3.0
Min; Max 114; 161 -6r & 123:; 158 -16; 10 106; 164 -20; 3 100 le4 =20 10
Leukocytes Screening n (missing) 7 (0} T (0) 7 {0) 42 (0)
(1079/L) '
Mean (SD} 5.784 5.287 5.069 5.341
{1.322} {1.245) {1.185} (1.078)
Median 5.730 5.100 5.310 5.300
Min; Max 375 7.24 3.66; 7.23 3.53; 6.48 3.53; 7.59

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The nurber of subjecta dosed with each treatment, or the number of subjects
in the safety pepulation 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 Seguence 4: ACB; Treatment Sequence
5: BAC; Treatment Sequence 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 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 25 of 50
EMR 200125-002 Confidential

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

Treatment Sequence 1 Treatment Sequence 2 Treatment Seguence 3
[N=7) (=7} (N=T)
Laboratory Visit/
Tast {Unit) Timepoint Statistics Observed Change Observed Change Ohserved Change
Leukocytes Period 1/ n (missing) 7 {0} 7T () 7 (D)
{10~9/L) {(bay -1}
Mean (SD) 5.37¢% {0.888) 5.313 (0.589) 6.321
(2.423)
Median 4,550 5.160 5.470
Min; Max 4.39; 7.07 4.73; 6.44 4.80; 11.60
Period 2/ -n (missing) 7 (0} 6 (D) 7 (0}
{Day -1)
Mean ({5D) 5.718 {0.788) 5.318 {1.015} 5.18¢
(1.098)
Median 5.850 5.280 4.9%10
Min: Max 4.08; 6.40 3.62; 6.52 3.62; 7.10
Period 3/ n (missing) 7 (0} 6 (0) 7 (0}
{Day -1}
Mean (8D} 6.300 {1,292} 5.147 (1,134} 4.990
{0.857)
Median 6.150 4,880 4.800
Min; Max 4.59; 8.59 3.83r 7.26 3.91; 6.48

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value:; Min: Minimum Value; W: 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 Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC; Treatment Sequence ©&: 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 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 3Jerono Page 26 of 50
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Table 15.3.5.L.1 Surmary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence & Total
{N=T} {N=T7} {N=7} (N=42)
Laboratory visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Leukocytes Period 1/ n (miasing) 7 (0) 7 (0} 7 {0) 42 {0)
(10+8/L} {Day -1}

Mean (5D} §.257 5.657 5.211 5.690
{1.560} (1.238) (1.261) {1,429}
Median 5.970 5.580 5.690 5.505
Min; Max 3.48; 7.91 3.97; 7.48 3.41: 9.97 3.41; 11.60
pericd 2/ n (missing) 6 (0) 6 (0) 6 (0} 38 (0}
(Day -1}
Mean (3D} 6.078 6.245 4,575 5.516
(1.734) (1.972) {(0.799) {1.330)
Median 5,455 5.670 4.525 5,415
Min; Max 4.39; 9.35 4.42; 9.92 3.73: 5.49 3.62; 9,92
peried 3/ n {missing} & (0} 6 (D) & (0 38 (0}
(Day -1}
Mean (SD) 5.595 6.778 5.173 5.863
{1.019) {2.777) (0.811) {1.511)
Median 5.820 6.625 4.835 5.285
Min: Max 3,75; 6.47 3.55; 10.32 4.49; 6.61 3.55; 10.32

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence 1:BBC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB; Treatment Sequence
S: 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 ug of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formnlations (50 pg, 100 pg, and 206 pg Tablets) in Fasted

EMR 200125-002 State

Merck Sercno Page 27 of 50
EMR 200125-002 Confidential
Table 15.3,5.1.1 Sumary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology {3afety Populati on)

Treatment Sequence 1 Treatment Sequence 2 Treatment Seguence 3

{N=T) {N=7} (N=7}
Laboratory Visit/
Test (Unit) Timepoint Statistics Chserved Change Observed Change Observed Change
Leukocytes Follow-Up n (missing) 7 (0} 7 (0] T {0} T (0) 7 (M) 7 (0)
(1079/L)
Mean (5D} 5.388 (1.0386) 0.186 (1.180) 5.734 (1.941) 0.571 (1,385) 5.52¢% -0.013
{0.889) (0.924)
Median 5.020 -0.050 - 4,810 0.220 — 5550 ~-0.210
Min; Max 4.46; 7,51 -0.,91; 2.58 4.98; 9.99 ~0.61: 3.54 3.84; 6.37 -1.22; 1.54
Lymphocyte Screening n (missing) 7 (0) 7 (0} 700
s (1079/L}
Mean {SD) 1.471 (0.278) 1.621 (0.329; 1,689
{0.4086)
Median 1.470 1.650 1.440
Min; Max 0.98; 1.82 1.18; 2.12 1.22; 2.20
Period 1/ n (missing) 7 {0) 7 {0) 7 (0}
{Day -1)
Mean (8D} 1.731 (0.266) 1.674 {0.478}) 1.746
_ (0.432)
Median 1.650 1.660 1.820
Min; Max 1.48; 2.24 1.04; 2.43 0.95; 2.26

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 pg of levothyroxine

Treatment C: 3 tablets of 200 ug of levothyroxine

/project24/ep/blinded/e210898 merc/stats/versioncentrol/primary/scripts/program/main/TFL programs/Tables/Table
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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 28 of 50
EMR 200125-002 Confidential

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

Treatment Sequence 4 Treatment Sequence 5 Treatment Seqguence 6 Total
(N=T}) (N=7) (N=7) (N=42)
Laboratory Visit/
Test (Unit) Timepoint Statistics Obkserved Change Observed Change Obsarved Change Observed Change

Leukocytes Follow-Up n (missing} 7 (0) T {0} 7 (0) 7 {0) 710) 740 42 (D) 42 {0}
(10°9/1)
Mean {SD) 5,711 -0.073 5.703 0.4186 4,987 -0.081 5.508 0.1068
{1.088) {1.233) (1.492) {0.736) {1.058}) (0.733) (1.248) {1.025)
Median 6.130 -0.440 5.3080 0.200 4.680 -0.050 5.335 0.015
Min: Max 3,04; 6.89 -1.58; 1.734.20; B.67 -0.50; 1.443.65; 6.28-0.91; 0.783.65; 9.99 ~1.58; 3.54
Lymphocyte Screening n (missing) 7 (0) 7 (0] 7o) 42 ()
s (1079/L) .
Mean (5D} 1.71¢ 1.681 1.410 1.594
{0.382) (0.314) {0.199; {0.325)
Median 1.720 1.550 1.320 1.500
Min: Max 1.09; 2.20 1.38; 2.29 1.26; 1.78 0.98; 2.29
Period 1/ n (missing) 7 (0} 7 (0) 70 4z {0)
{Day -1}
Mean {SD} 2.087 1.979 1.709 1.821
{0.509) {0.638) {0.451) (0.472)
Median 2.140 1.570 1.640 1.760
Min; Max 1.34; 2.75 1.42; 2.88 1.15; 2.43 0.05; 2.88

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: 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: BAL: Treatment Sequence 6: CBA7

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

Treatment C: 3 tablets of 200 ng of levothyroxine
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Dosage Form Proportionality of Levothyroxine
State

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

Merck Seronc
EMR 200125-002

Page 29 of 50
Confidential

Table 15.3.5.1.1 Summary and Change EromBaseline of Laboratory Data by Treatment and Time Point: Hematology [Safety Pepulati on}

Treatment Sequence 1

Treatment Segquence 2

Treatment Sequence 3

(N=7) (N=7} {N=7)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Chserved Change
Lymphocyte Period 2/ n (missing) 7 (0} 6 {0) 7 (0}
s {10%9/L) (Day -1)
Mean (SD) 1.843 {0.392) 1.837 (0.466) 1.731
{0.558)
Median 1.79¢ 1.960 1.510
Min; Max 1.43: 2.57 1.18; 2.2% 1.09; 2,49
Period 3/ n {missing) 7 {0} 6 (0) T10)
{bay -1)
Mean (SD) 1.720 (0.477) 1.500 (0.344) 1.643
(0.339)
Median 1.850 1.510 1.630
Min: Max 1.03; 2.44 1.007 1.92 1.137 2.19
Follow-Up n (missing) 7 (0) 7 {0) 7 (0} 7 {0} 740 70
Mean ($D)  1.551 {0.187) 0.080 (0.300) 1,716 (0.333) 0.094 1.604 -0.084
{0.354) (0.227)
Median 1.570 -0.050 1.740 0,110 1,530 -0.130
Min; Max 1.29: 1.87 -0,24; 0.59 1.29; 2.23 -0.37; 1.04; 2,05 -0.45; 0.27

Baseline defined as Screening for Follow-Up results.

Masx:

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: CAE; Treatment Sequence 4: ACB; Treatment Sequence

5: BAC:
Treatment A:
Treatment C:

Treatment Seguence 6: CBA;
12 tablets of 50 pg of
3 tablets of 200 ug of

levothyroxine;
levothyroxine

Treatment B: 6 tablets of 100 ug of levothyroxins
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Levothyroxine Dasage Form Propertionality of Levothyroxine New Formulations {50 pg, 106 pp, and 200 pg Tablets) in Fasted
EMR 2060125-002 State

Merck Seronc Page 30 of 50
EMR 200125-002 Confidential

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

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
{N=T) {N=T) (N=7} (N=42)
Laboratory Visit/
Test {Unit) Timepoint Statistics Observed Change Ohserved Change Observed Change Cbhserved Change
Lymphocyte Period 2/ n (missing} 6 (0) ' & (0} 6 (0} 38 (0
3 (1073/L) (Day -1)

Mean (SD) 2.047 2.082 1.500 1.837
{0.443) {0.491) {0.284) (0.461)
Median 2.080 1.935 1.390 1.815
Min; Max 1.33; 2.865 1.54; 2.71 1.17; 1.92 1.09; 2.71
Period 3/ n (missing) & {0} 6 (0) & (0} 38 (0}
(Day ~1)
Mean (SD} 1.687 1.675 . 1.487 1.622
(0.,413) 10.211} (0.238) (0.342)
Median 1.880 1.670 1.485 1.640
Min; Max 0.94; 2.04 1.43; 1.97 1.23; 1.78 0.94; 2.44
Follow-Up n (missing} 7 (0) 7 {0} 7 (0} 7 (0} 7 (0 7 (0 42 (0) 42 {0)
Mean {8D) 1.844 0.134 1.713 0.051 1.467 0.057 1.649 0.055
(0.537) (0.322) {0.374) (0.222) (0.267) (0.204}) {0.358}) {0.264)
Median 1.890 ¢.110 1.540 0.020 1.460 0.180 1.575 0.030

Min; Max 1.04; 2.83-0.22;0.791.41; 2.34-0.17;0.511.12; 1.82-0.22;0.251.04; 2.83 -0.45; 0.79

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 apecific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Seguence 3: CAB; Treatment Seguence 4: ACB; Treatment Sequence
5: BAC; Treatment Sequence 6: CBA;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 nug 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 31 of 50
EMR 200125-002 Confidential
Table15.3.5.1.1SummaryandchangefromBaselineoflaboratbryDatabyTreatmentandTimePoint:Hematoloqy(SafatyPopulation)
Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
{N=1) (W=7} (W=7}
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Lymphocyte Screening n (missing) 7 {0} 7 (0} 710}
s/Leukocyt
as (%)
Mean (SD) 29.23 (8.087) 31.34 {4.509) 31.26
(7.738)
Median 28.90 29.90 34.00
Min; Max 17.6; 39.1 26.4; 40.6 18.8; 38.8
Period 1/ n ({missing) 7 (0} 7 (D) 7 {0}
(Day -1}
Mean (SD) 32.59 (5.324) 31.61 (8.571) 30.06
(11.378)
Median 31.70 31.80 34,70
Min; Max 26.8: 41.0 18.5; 45.5 16.6; 43.3
Perieod 2/ n {missing) 7 {0) 6 {0} 7 {0}
{Day -1)
Mean (SD} 32.74 (B.057) 34.43 (5.367) 33.88
(9.945)
Median 31.50 33.25 35,50
Min; Maz 24.4; 45.1 28.2: 44.2 21.3; 48,1

Baseline defined as Screening for Follew-Up results.

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

Treatment Sequence 1:ABC: Treatment Sequence 2: BCR; Treatment Sequence 3: CAB; Treatment Seguence 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 ug of levothyrozine
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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 Seronc Page 32 of 50
EMR 200125-002 Confidential

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

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

Lymphocyte Screening n {(missing) 7 (0Q) T (0} 7 {0} 42 (0}
s/Leukocyt
es (%)
Mean (SD) 30.29 31.67 28.96 30.46
. (6.6872) {10.172) (6.619) {7.104)
Median 30.40 30.90 29.30 30.15
Min; Max 21.1; 38.6 14.1; 45.8 19.4; 39.1 14.1; 45.8
Period 1/ n {(missing} 7 (0} ' 710} - 70 42 (0}
{Day -1}
Mean (SD) 34.04 35.44 32,97 32.79
(6.564) (8,081 {4.663) {7.641)
Median 37.80 35.40 34.90 34.00
Min; Max 25.4; 40.5 19.0; 46,90 25.5; 37.3 i6.6; 46.0
Period 2/ n (missing) 6 {0} 6 (0 6 (0} 38 (0)
{Day -1)
Mean (SD) 34.37 35.15 33.02 33.89
{6.061) (10.023) (4.473) {7.240)
Median 33.85 37.05 33.60 33.50
Min; Max 28.3; 42.0 19.7: 46.0 25.7; 38B.2 19.7; 48.1

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value: M: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: MNumber 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 S0 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine

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

Merck Serono Page 33 of 50
EMR 200125-002 . Confidential

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

’ Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
{N=7} (N=7) (H=T]
Laboratory visit/
Test (Unit) Timepoint Statistiecs Observed Change Observed Change Observed Change
Lymphocyte Period 3/ n (missing) 7 {0} 6 (0} 7 (0}
s/Leukocyt (Day -1}
es (%)
Mean (8D} 28,47 (10.167) 29.62 (6.,312) 33.60
(8.545)
Median 25.00 30.80 32.40
Min; Max 14,.4; 42.5 19.3; 36.9 23.5; 47.4
Follow-Up n (missing) 7 (0) T {0) 7 {0) T {0} T (0 710
Mean (SD) 29.93 (7.839) 0.70 (6.908) 31.13 (5.958) ~0.21 (5.539) 30.00 -1.286
{9.3486) {8.103)
Median 31,30 -1.10 31.40 0.20 28.20 -1.30
Min; Max 19.0; 41.9 -9.3; 13.7 20.4; 38.0 -9.5; 8.4 16.8; 43.5 -10.9; 11.8
Monocytes Screening n (missing) 7 (0} 7 (0} 7 (0
(10"9/L}
Mean (SD} 0.550 (0.165) 0.484 {0.106}) 0.526
{0.140)
Median 0.520 0.430 0.460
Min; Max 0.38; 0.80 0.34; 0.60 0.35; 0.78

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: RCB; Treatment Sequence
5: BAC; Treatment Sequence 6é: CBA;

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

Treatment ¢: 3 tablets of 200 pg 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 34 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Summary and Change fromBaseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on}

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

Lymphocyte Period 3/ n (missing) & (0) 6 (0) 5 {0} 38 (0
s/Leukocyt {Day -1}
es %}
Mean (8D} 30.13 28.02 28.92 30.02
{5.647) {13.159) {3.797) (8.180)
Median 30.18 27.55 28.95 30.10
Min; Max 22.7; 37.2 15.5; 45.3 24.5; 34,2 14.4; 47.4
tollow-Up n {missing) 7 (0} 7 (0} 7T (0) 700) 710} 7 {0} 4z (0) 42 {0}
Mean (3D} 32.30 2.01 32.11 0.44 29.73 0.77 30.87 G.41
{7.052) {5.404) {12.154) {5.988} {3.336) {6.209) (7.656) {6.104)
Median 30.70 4.50 32.30 1.40 29,80 1.490 30.70 1.20
Min: Max 24,2; 41,5-7.9; 7.8 16.3; 55.7 -8.5; 9.9 25.1; 35.7 ~-11.4: 8.3 16,3; 55,7 -11,4; 13.7
Moneccytes Screening n (missing) 7 (0) T (0 70 42 (0}
{10~8/1)
Mean (3D} 0.546 0.517 0.493 0.518
{0.172) {0,137} {0.133) (0.137)
Median 0.530 0.540 0,500 0.510
Min; Max 0.39; 0.89 0.34; 0.72 0.30; 0.6864 0.30; 0.89

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence l:ABC; Treatment Sequence 2: BCA; Treatmsnt 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 wg of levoethyroxine
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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 35 of 50
EMR 200125-002 Confidential
Table 15.3.5.1.1 Summary and Change fromBaseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Population)
Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
(H=7) (N=7) {H=7)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Monocytes Pericd 1/ n (missing] 7 (0) 70 T (0}
{10*9/L) (Day -1}
Mean (5D) 0.597 (0.183) 0.559 {0.215) 0.619
(0.242)
Median 0.550 ' 0.470 0.540
Min; Max 0.45; 0.98% 0.38; 0.91 0.36; 1.04
Period 2/ n (missing) 7 (0) 6 (0) T (0}
(Day -1}
Mean (SD) 0.587 (0,118} 0.488 (0.123) 0.519
{0.179)
Median 0.590 0.465 0.560
Min; Max 0.44; 0.78 0.33; 0.65 0.19; 0.76
Period 3/ n (missing) 7 (0 6 {0} T
{Day -1)
Mean (8D} 0.697 (0.343) 0.525 (0,183} 0.478
(0.120)
Median ¢.590 0.500 0.540
Min; Max 0.46; 1.44 0.33; 0.77 0.30; 0.58

Baseline defined as Screening for Follow-Up results.

Max: Maximom Value; Min: Minimam Value; N: The nurber 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 §: CBA;

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

Treatment C: 3 tablets of 200 yg 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 36 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Sumnary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematoleogy (S8afety Populati on)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
(N=T1} {N=7} {N=T) (N=42)
Laboratory Visit/
Test {Unit) Timepoint Statistics Observed Change Chserved Change Observed Change Observed Change

Monocytes Period 1/ n (missing) 7 {0} 7 {0) T (9) 42 (9)
(10~8/1) (Day -1}
Mean (SD)  0.594 0.571 0.526 0.578
{0.166) {0.170) {0.121) {0.178}
Median 0.560 0.610 0.500 0.540
Min; Max 0.337; 0.84 0.36; 0.80 0.36; 0.70 0.33; 1.04
Period 2/ n {missing} & {0} 6 {0} & (0) 38 (0}
{Day -1)
Mean (SD} 0.587 0.642 0,438 0.546
{0.103) {0.199) {0.069) {0.147)
Median 0.585 0.610 0.440 0.540
Min; Max 0.45; 0.75 0.44; 0,93 0.34; 0.53 0.18; 0.93
Period 3/ n (missing} & (0} 6 (0) 6 (0) 38 (0)
{Day -1)
Mean ({5D} 0.587 0.678 0.503 0.578
{0.123} (0.192) {0.063) {0.203)
Median 0.620 0,670 0.500 0.560
Min; Max 0.39; 0.75 0.36; 0.89 0.44; 0.57 0.305 1.44

Bageline deafined as Screening for Follow-Up results.

Max: Mazimum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: Number of subjects 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 &: CBA;

Treatment A: 12 tablets of S0 pg of levothyroxing; Treatment B: 6 tablets of 100 pg of levecthyroxine

Treatment C¢: 3 tablets of 200 pg of levothyrozine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 ug, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-062 State
Merck Serono Pags 37 of 50
EMR 200125-002 i Confidential
rable 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)
Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
(H=17) (N=7) (=7}

Laborateory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Monocytes Follow-Up n (missing) 7 (0) 7 () T 7 {0} 7 (0} 7 (0)
{109/L)

Mean (SD) 0.523 {0.105) -0,027 {0.132)0.609 (0.282) 0.124 (0.245) 0,533 0.007

{0.214}) (0.095)

Median 0.500 -0.010 0.510 0.030 0.430 -0.020

Min; Max 0.42: 0.75 | -0,29; 0.11 0.43; 1.23 -0.09: 0.65 0.36; 0.96 -0.09; 0.18
Monocytes/ Screening n (missing) 7 (0) 7 {0) - T 10}
Leukocytes
(%)

Mean (SD} 10.4% {2.056) 9.46 (1.890) 9.59 {2.224)

Median 10.50 9,40 g8.70

Min; Max B§.3; 14.4 6.0; 11.7 7.9; 14.3

Peried 1/ n (missing) 7 {0} 70y 740}
{Day -1}

Mean (8D} 10.96 (1.652) 10.36 (3.247} 9.93 (2.507)

Median 10,70 8.80 10.60

Min; Max 9.2; 13.6 7.8; 15.8 6.6;7 13.9

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; W: 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 specifi¢ 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 pg of levothyroxine; Treatment B: § 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 Seronc Page 38 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Sumary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)

Treatment Sequence 4 Treatment Sequence 3 Treatment Sequence 6 Total
{N=7} {N=7} {N=T7) {N=42)
Laboratory Visit/
Test {Unit) Timepoint Statistics CObserved Change Observed Change Obsarved Change Observed Change

Menocytes Follow-Up n (missing) 7 {0} 7 (0} T 7 (0) 7 {0 70} 42 (0] 42 {0)
{10~9/L)
Megan (SD) 0.630 (.084 0.544 g.027 0.470 -0.023 0.551 0.032
{0.159} {0.151) (0.142) {0.107) {0.125) (0,101 {0.178) (0.149)
Median 0.580 0.030 0.570 0.010 0.440 0.010 0.510 0.010
Min; Max 0.46; 0.89 -0.08; 0.380.35; 0.73 -0.16;0.170.32; 0.63-0.17; 0.130.32; 1.23 -0.28;7 0.65
Monocytes/ Screening n (missing) 7 (0} 7 (M T (0} 42 (0}
Leukocytes
%]
Mean ({SD) 9.47 g.49 9.73 9.70
{1.898) (2.506} {1.430} {1.939)
Median 8.70 9,60 10.10 9.40
Min; Max 7.5; 12.3 5.6; 12.3 7.7: 11.5 5.6; 14.4
Period 1/ n (missing} 7 (0} T (0 ER 42 {0)
(Day -1}
Mean (SD) 9.60 10.27 10.23 10.22
(1,848) {3.120) {1.433) (2,294)
Median 9.50 9.30 10.60 9.90
Min; Max 7.3; 12.7 6.8; 15.4 7.2: 11.4 6.6: 15.8

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, cr the number of subjects
in the safety population for the tetal summary: n: Mumber 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 Segquence &: CBA;

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

Treatment €: 3 tablets of 200 png of levothyreoxine
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Dosage Form Proportionality of Levothyroxine
EMR 200125-002 State

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

Merck Serono
EMR 200125-002

Page 39 of 50
Confidential

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

Treatment Sequence 1

Treatment Sequence 2

Treatment Seguence 3

(N=7) {N=") {N=T)
Laboratory visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Monocytes/ Period 2/ n (missing) 7 {0} 6 (0) 7 {0)
Leukocytes (Day -1}
(%)
Mean (5D} 10.31 {1.872) 9.30 (0.817) 9,89 (2.736)
Median 9.70 9.30 10,70
Min: Max 8.0; 14.0 8.2; 10.5 4.8:; 12.5
Period 3/ n (missing} 7 (0} 6 (0) 740
{Day -1}
Mean {8D) 10.93 (4.180} 10.13 (2.724) 9.51 (1.868)
Median 19.00 9.30 9.70
Min; Max 7.5; 20.1 7.2: 14,9 6.5; 11.7
Fellow-Up n (missing} 7 ({0} T {0} 740 T (0) T (D) 7 (0}
Mean ({SD} 9.86 (1.908) -0.63 (1.872} 10.47 (1.968) 1.01 (1.781} 9.58 (3.100¢) 6.00 (1.303)
Median i0.20 -0.30 10.40 1.00 g8.00 0.10
Min; Max 6.9; 12.8 -4.2; 1.9 8.2; 13.7 -1.1; 3.3 6.5 15.5 -2.2: 1.5

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

in the safety populaticn for the total summary; n:

Number of subjects in specific laboratory tests.

Treatment Sequence l: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 ug of levothyrorine; Treatment B:

Treatment C: 3 tablets of 200 pg of levothyroxine

6 tablets of 100 ng of

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

State

Levothyroxine
EMR 200125-002

Merck Serone Page 40 of 50
EMR 200125-002 Confidential
Table 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Population)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence [ Total
{N=T7} (N=T) (M=) ({N=42)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Monccytes/ Pericd 2/ n (missing) 6 (0} 6 (0} 5 (0} 38 (0)
Leukocytes (Day -1)
{5}
Mean (SD} 10.10 10.73 9.65 10.00Q
(2.672) (3.676) {1.067) (2.242)
Median 9.55 10.35 9.45 8.60
Min; Max 6.7; 13.7 6.8; 16.7 B.3; 11. 4.8; 16.7
period 3/ n (missing) & (0) 6 (0) 6 (0} 38 (0
(Day -1}
Mean {s5D) 10.48 10.63 9.80 10.25
(0.983) {2.752) (0.965) (2.437)
Median 10.30 9.70 9.90 9.90
Min: Max 9.3; 11.7 T.8; 14,7 8.3; 11. 6.5; 20.1
Fellow-Up n {missing) 7 (0) 7 {0} 7 (0) 70 7 (0} 7 (0 42 (0} 42 (0}
’ Mean {5D) 11.29 1.81 9.83 0.34 §.37 -0.36 10.07 0.36
{3.064) {2.038) (2.724} (1.189}) (1.147) (1,772} {2.362) (1.791)
Median 10.10 2.40 10.%0 0.50 9.60 ~0.90 10.15 0.15
Min; Max 7.7 15.7 -1.1; 3.8 6.7; 13.6 =-2.1: 1.3 7.8; 10.8 -2.0: 3.1 &.5; 15.7 -4.2; 3.8

Baseline defined as Screening for Follow-Up results.

Max:

in the safety population for the total summary: n:

Treatment A:
Treatment C:

12 tablets of 50 pg of
3 tablets of 200 ng of

levethyroxine;
levothyroxine

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

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 Sequence 6: CBA;

Treatment B: 6 tablets of 100 pg of levothyroxine
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formntations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Serono Page 41 of 50
EMR 200125-002 . Confidential
Table 15.3.5.1.1 Summary and Change fromBaseline of Laboratory Data by Treatment and Time Point: Hematcleogy {Safety Populati on)
Treatment Sequence 1 Treatment Segquence 2 Treatment Seguence 3
{N=T} {(N=7} (N=T)
Laboratory Visit/
Test (Unit) Timepoint Statistics Opserved Change Observed Change Observed Change
Neutrophil Screening n (missing) 7 (0} 7 (D} T o10)
s (1079/L}
Mean (3D} 2.989 (0.783) 2.845 (0.810} 3.117
{1.114)
Median 2,920 . 2,740 Z2.800
Min: Max 1.79: 4.16 2.18; 3.77 1.,98; 5.42
Period 1/ n {(miassing} 7 {0} 7 {Q) 7 {0}
{Day -1}
Mean (SD) 2.847 (0.520) 2,831 (0.39%) 3.777
(2,272}
Median 2.88¢0 2.810 2.750
Min; Max 2.04; 3.49 2.26; 3.42 2.12; 8.57
Period 2/ n (missing} 7 (D) 6 (0) 7 {0
(Day -1}
Mean (SD} 3,067 (0,708) 2,767 (0.573) 2.731
{0.950)
Median 3.230 2.800 2.630
Min; Max 1.71; 3.86 1.99; 3.46 1.85; 4.69

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence l: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 ug of levothyroxine; 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 Serono Page 42 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology {Safety Populati on)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
(N=T} {N=T7) {N=T) {N=42})
Laboratery Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change

Neutrcophil $creening n {missing) 7 (0} T 7 {0} 42 (0)
s (10"9/L)
Mean (SD} 3.323 3.003 2.996 3.045
{1.132) {l.2486) {1.057} (0.962)
Median 3.180 3.040 3.010 2.935
Min: Max 1.98; 4.89 1.56; 5.25 1.76; 4.62 1.56; 5.42
Pericd 1/ n (missing) 7 {0} 7 (0} T (0) 12 ()
(Day -1)
Mean {SD) 3.359 2.868 2.773 3.076
{1.157) {1.043) {0.836} (1.190)
Median 3.620 2.570 2,860 2.820
Min; Max 1.69; 5.12 1.88; 5.03 1.72; 3.96 1.69; 8.57
Period 2/ n {missing) § (0) 6 (0) § (0} 38 (0
(Day -1)
Mean {SD) 3.172 3.248 2.467 2.899
{1.439) (1.764) {0.614) (1.050}
Median 2.430 2.715 2,350 2.635
Min; Max 2.11; 5.83 1.81: 6.74 1.895 3.43 1.71; 6.4

Baseline 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 S0 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 Proportienality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Serono Page 43 of 50
EMR 200125-002 Confidential
Table 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Fopulation)
Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
(N=7) (N=7) {N=T7}
laboratory Visit/
Teat (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Neutrophil Period 3/ n (missing) 7 {(0) 6 (0} 7 (0}
s {10"9/L) (Day -1)
Mean (SD) 3.741 (1.216}) 2.8%8 (0.860}) 2.688
(0.825)
Median 3.610 2.605 2.730
Min; Max 2.09; 5.47 2.13; 4.47 1.84; 4.11
Follew-Up n (missing) 7 {0} 7 {0} 7 (0} 7 {0} 7 (0} 7 {0}
Mean (5D) 3.127 {1.120) 0.13% (1,109) 3.167 (1.483) 0.321 (1.092) 3.160 0.0423
(0.914) {0.974)
iMedian 2.720 0.020 2.710 -0.030 3.400 -0.190
Min:; Max 2.01; 5.40 -0.80; 2.48 1.98; 6.46 -0.62; 2.89 1.60: 4,14 -1.28; 1.46
Neutrophil Screening n (missing) 7 (0} T {0} T (0}
s/Levukocyt
es (%)
Mean (5D) 56.76 (6.706) 54.96 {7.449) 55.29
(8.250)
Median 59.30 56.60 33.00
Min; Max 47.6; 65.1 41,97 63.0 46.4; 71.4

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; n: Number of subjects in specific laboratory tests.

Treatment Secquence 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 cf levothyroxine

Treatment C: 3 tablets of 200 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 Serono ) Page 44 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Surmary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
(N=T} {N=T7) {N=7} {N=42}
Laboratory Visit/
Test (Unit) Timepeint Statistics Observed Change Observed Change Observed Change Observed Change
Neutrophil Period 3/ n {(missing) 85 {0} 6 (0) & (0) 38 {0}
s {10°%/L} (Day -1)

Mean (SD}  3.053 4.478 2.977 3.238
(0.794) {2.,652) {0.539) (1.334)
Median 2.9985 3.835 Z2.845 2.805
Min: Max 2,26 4.12 1.20; 7.15 2.51; 3.98 1.20:; 7.15
Follow-Up n (missing) 7 (0) 70} 7 (0 T {0) T {0} 7 {0} 42 (0) 4z (0)
Mean (8D) 2,911 ~0.411 3.187 0.184 2,881 -0.114 3.072 0.027
{0.888) {0.724} (1.634) (0.666) {0.748) {0.712) (1.110} {0.876)
Median 2.520 -0.530 3.020 0.110 2,690 0.080 2.725 -0.015
Min; Max 1.97; 4.36 -1.37;0,511.05; 6.35-0.52;1.101.96; 3.84-1.09; 0.871.05; 6.46 -1.37; 2.69
Neutrophil Screening n (missing) 7 (0) T (0) 7 (0} 42 (0)
s/Leukocyt
es (%)
Mean {S8D) 56.51 55.59 57.70 56.13
(9.,041) (12.718) {7.962) (8.396)
Median 55.50 57.70 57.10 56.60
Min; Max 44.4; 69.3 38.9: 17.2 47.3; 71.2 38.9; 11.2

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The nurber 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 Sequence
5: BAC; Treatment Sequence 6: CBA;

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

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 45 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Summary and Change f£rom Baseline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)

Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
(N=T]) (H=T) (N=7)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Chserved Change Cbaerved Change
Neutrophil Peried 1/ n (missing) 7 (0} 7 (0} 7 (0}
s/Leukeccyt (Day -1}
es (%)
Mean (3D} 52.96 (5.467) 53.44 {6.208) 56.73
(11.760)
Median 52.00 53.30 52.40
Min: Max 46,5 59.7 : 42.3; 60.6 44.27; 73.8
Period 2/ n {missing} 7 ()} g (0) 70}
(Day -1}
Mean (8D) 53.09 (7.345) 50.98 {5.344) 52.16
(9,530}
Median 53.30 52.55 53.00
Min; Max 41.9; 61.8 40.9; 55.3 37.7; 66.0
Period 3/ n (missing} 7 (0} a (0} 7 {0}
{Day -1)
Mean (SD) 58.31 (9.413) 55.82 {5.663) 53.01
{8.679)
Median 61.20 54.90 52.30
Min; Max 45.6; £69.9 47,87 62.9 ' 39.87 63.3

Bageline 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 Sequence 2: BCA; Treatment Sequence J: CAB; Treatment Sequence 4: ACB; Treatment Sequence
5: BAC; Treatment Seguence 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 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

Marck Serono Page 46 of 50
EMR 200125-002 Confidential
Table 15.3.5.1.1 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology {Safety Populati on)

Treatment Sequence ¢ Treatment Sequence 5 Treatment Sequence § Total
(N=7) (N=7) (N=7) (N=42)

Laboratory Visit/
Test (Unit) Timepecint Statistica Observed Change Observed Change

Observed Change Cbhserved Change

Neutrophil Period 1/ n (missing) 7 {0} T (0 T (0) 42 {0}
s/Leukocyt (Day -1}
es (%)
Mean ({SD} 52.89 50.20 52.170 53.15
(8.133) {9.822) {5.069 (7.845)
Median 49.80 47.40 52,10 52.05
Min; Max 43.8;7 64.7 36.55 67.1 44,43 59,2 36.5; 73.8
Period 2/ n (missing} & {0} & (0) 6 (0} 38 (0}
{Day -1}
Mean ({5D} 50.83 49.90 53,47 51.78
{9.392) {9.783}) {5.160) {7.578)
Median 50.35 47.20 : 52.65 52.30
Min; Max 38.7; 62.5 41.0; &7.9 47.3: 62.4 37.7; 67.9
Period 3/ n (missing) & (0} & (D) 6 (0} 38 (0}
{Day -1}
Mean {SD} 54.45 54,40 57.45 55.58
18.237) (17.649) {2.722) 19.319)
Median 56.75 57.50 57.40 56.20
Min; Max 41.9; 63.7 33.8; 73.3 54.5; 60.5 33.9; 73.3

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 pg of levothyroxine

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

Merck Serono Page 47 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Summary and Change from Bassline of Laboratory Data by Treatment and Time Point: Hematology (Safety Populati on)

Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
(N=7) (N=7) (N=T7)
Laboratory Visit/
Tast (Unit) Timepeint Statistics Ohserved Change Observed Change Ohserved Change
Neutrophil Follow-Up n (missing) 7 {0) T 7 {0} T (0 70y 7 {0}
3/Leukocyt
es (%)
Mean (SD} 56.70 (8.741} ~0,06 (6.977) 53.97 (7.086) ~0.99 {6.265) 56.21 0.93 (9.449)
{9.920})
Median 54,40 0.80 54.90 ¢.90 62.00 ~0.20
Min; Max 45.1; 71.9 -11.0; 12,6 42.8; 64.7 -13.5; 6.2 41.7; 65.8 -14.4; 12.5
Platelets Screening n (missing) 7 (0} 740 7 (0}
{10~9/L}
Mean (SD) 288.7 (57.886) 257.1 [95.14) 252.1
(48.66)
Median 258.0 239.0 251.0
Min; Max 223; 368 158; 437 170; 327
Period 1/ n [(missing) 7 (0} 7 (0} T {0}
{Day -1}
Mean (5D) 300.3 {61.64) 249.3 (76.80) 267.9
| (58.89)
Median 286.0 236.0 266.0
Min; Max 217; 401 178: 378 167; 353

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; ¥: 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 Seguence
51 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 ng of leveothyroxine

/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/program/main/TFL programa/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 Seronc Page 48 of 50
EMR 200125-002 Confidential

Table 15.3.5.1.1 Sutmary and Change from Baseline of Laboratory Data by Treatment and Time Point: Hematology {Safety Populati on)

Treatment Seguence 4 Treatment Sequence 5 Treatment Seguence 6 Total
(N=T7) (N=7) {H=T) (N=42)
Laboratory Visit/
Test (Unit) Timepoint Statistics Obsexrved Change Cbserved Change Observed Change Observed Change

Neutrophil Follow-Up n (missing) 7 (G 7 {0} 70} FER AN T (0} 7 (0} 42 {(O) 42 (0}
s/Leukocyt
es (%}
Mean (SD) 50.84 ~5.67 53.29 -2.30 57.40 -0.30 54.74 -1.40
(10.475) (3.727) {14.981) (6.275) (5.37%) {(7.177) (9.558) {6.782)
Median 44,50 -4.1¢0 56.90 -3.60 57.50 -0.70 55.95 -1.20
Min; Max 40.3; 65.7 -12.1; -1.225.0; 73.2 -13.9; 4.746,6; 62.8-10.5; 13.025.0; 73.2-14.4; 13,0
Platelets &creening n (missing} 7 (0) T (0} 7 {0} 42 (0
{10°9/L)
Mean (SD) 240.9 278.3 249.3 261.1
{52.14) {51.18} {6B.88} -{62.68)
Median 228.0 268.0Q 257.0 248.5
Min; Max 196; 352 229; 383 165; 359 158; 437
Periocd 1/ n {(missing) 7 (0) 7 {0 740 42 {0)
{Day -1}
Mean (SD) 248.6 291.1 259.1 268.4
(56.00) {41.72) (54.28) (58.56)
Median 232.0 287.0 263.0 265.0
Min; Max 180; 350 242; 373 177; 339 167; 401

Bageline defined as Screening for Fellow-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 Seguence 4: ACB; Treatment Sequence
5: BAC:; Treatment Sequence 6: CBA;

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

Treatment C: 3 tablets of 200 pg of levothyroxine

.v‘project24/ep/blindedf'921089Bgmerc/stats/versioncontrolf’primary/scripts/program/main/TFL programs/Tables/Table
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Levothyroxine

EMR 200125-002 State

EMR200125-002 Page 228 of 658

Dosage Form Proportionality of Levothyroxine

ew Formulations (50 pg, 100 pg, and 206 pg Tablets) in Fasted

Merck Serono
EMR 200125-002

Page 49 of 50
Confidential

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

Treatment Segquence 1

Treatment Seguence 2

Treatment Sequence 3

{N=7} {N=7) {N=T)
Leboratory Visit/
Test (Unit) Timepoint Statistics Chserved Change Obaerved Change Observed Change
Platelets Period 2/ n (missing) 7 (0} 6 () 7 {0}
(10"~9/L} {Day -1}
Mean (SD} 295.1 (56.76) 271.5 (9¢.35) 263.0
(61.47)
Median 287.0 248.0 261.0
Mins Max 226; 399 171; 428 166; 361
Period 3/ n (miszing} 7 (0) 6 (0} 7 {0)
{Day -1}
Mean (SD) 287.3 {(70.68) 262.3 (109.75) 257.4
{40.70)
Median 284.0 224.5 270.0
Min; Maxz 191; 401 156; 446 1757 300
Follow-Up n {missing) 7 (0} 7 (0) 7 {0) 7 (0} 7 (0} 7 40}
Mean (3D} 290.4 (51.24) 1.7 (43.89) 258,09 (79.43) 1.7 (27.0%) 267.9 15.7 (22.19})
{50.55})
Median 284.0 19.0 249.0 ) 8.0 267.0 14.49
Min; Max 212; 382 -88; 36 157; 397 -40; 4é 184; 329 -20; 44

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

in the safety population for the total summary: n:

or the number of subjects
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: CBAy

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

levothyroxine:
levothyroxine

Treatment B: & tablets of 100 pg of

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

State

Levothyroxine
EMR 260125-002

Merclk Sercno Page 50 of 50
EMR 200125-002 Confidential
Table 15.3.5.1.1 Summary and Change fromBaseline of Laboratory Data by Treatment and Time Point: Hematclegy (Safety Pepulati on)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
{N=T} {N=7) (N=7} (N=42}
Labkoratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Platelets Period 2/ n (miasing) 6 (0) & (0 a {0) 38 (0}
{10"9/L) {Day -1}
Mean (5D) 242.8 321.7 274.2 278.1
(46, 64) (65.44) (64.74} (66.29)
Median 236.5 295.5 252.0 266.5
Min; Max 188; 308 266; 442 182; 389 166; 442
Period 3/ n (missing) 6 {0) 6 (0 6 (0} 38 (0)
{(Day -1}
Mean (5D} 258.0 288.8 280.7 274.0
{d7,39) {39.27) {65.12) {63.41
Median 267.0 286.0 304.5 271.0
Min; Max 188; 313 250; 357 191 338 156; 446
Follow-Up n {missing) 7 {0} 7000 7 (0 7 (0} 7 () 7 (0} 42 () 47 (D)
Mean (5D} 252.9 12.0 296.0 17.7 256.7 7.4 (38.89)270.5 9.4 (31.07})
{41.81) {24.59) {56.75) (32.42) {65.86) {57.70)
Median 26l.0 15.0 289.0 12.0 261.0 15.0 265.0 13.0
Min; Max 200; 318 -34; 42 247; 375 -16; 84 164; 349 -67; 54 157 397 -88; 84

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:

Nurber cf subjects in specific laboratoeory 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:
Treatment C:

12 tazblets of 50 pg of levothyroxine;
3 tablets of 200 pg of

levothyroxine

Treatment B: & tablets of 100 pg 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 1 of B85
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 1 Treatment Sequence 2 Treatment Sequence 3
(N=7) (N=T) (W=7
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Alanine Screening n {missing} 7 (0) 7 (0} 7 (0)
Aminotransf
erase (U/L)
Mean (5D} 17.67 (14.317) 17.06 (9.878} 17.91
(7.595)
Median 12.70 12.50 18.20
Min; Max 8.5; 48.8 3.1; 31.4 6.2; 28.5
Period 1/ n {(missing) 7 (0) 7 (0) 7 {0y
{Day -1j
Mean (3D} 16.40 {15.601) 14.80 (9.649) 16.46
(8.673)
Median 12.30 12.80 14.40
Min; Max 3.7: 50.9 3.8; 34.7 8.47; 32.0
Period 2/ n {missing) 7 {0} 6 {0} 710y
(Day -1)
Mean (8D} 18.23 (11,183} 19,78 (7.207) 20.86
{14,055}
Median 13.90 19.05 15.20
Min; Max 9.2; 41.1 12.0; 31.7 10.3; 50.1

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

Treatment Sequence l: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 ug of levothyroxine; Treatment B: & 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 Foermulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 2 of 85
EMR 200125-002 Confidential

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

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
(N=7) (N=T7) (N="7} (N=42)
Taboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Ohaserved Change Cbserved Change Chbserved Change

Alanine Screening n {(missing) 7 (0) 7 00} 7 (0} 4z (0
Aminotransft
erase (U/L)
Mean (8D} 19.73 17.70 16.64 17.79
{12.219}) (8.372) (7.235) {9.667)
Median 14.10 21.30 14,490 14.90
Min; Max 7.7; 40.0 5.2:; 27.3 5.1; 28.5 3.1; 48.8
Period 1/ n {missing) 7 (0} 7 (0) 70} 42 ()
{(Day -1}
Mean (8D} 17.60 19.21 16.23 16.78
(2.915} (11,937 {4.853) [(10.041}
Median 15.10 14,90 16,60 13.75
Min; Max 6.9; 34.1 6.7; 42.4 g.1; 22.3 3.7; 506.9
Period 2/ n {missing) 6 (0} 6 {0) & (0} 38 (0}
{Day -1)
Mean {SD) 18.62 16.63 21.28 19.41
{11.131) {7.971} (11.573) [10.260)
Median 15.30 16.35 ’ 18.90 15.45
Min; Max 10.5; 40.8 7.5 28.3 12,0 43.4 1.5; 50.1

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:BBC; Treatment Sequence 2: BCA; Treatment Secuence 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 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 20{0125-002 State

Merck Sercno Page 3 of 85
EMR 200125-002 confidential

Table 15.3.5.1.2 Surmary and Change from Baseline of Taberatory Data by Treatment and Time Point: Clinical Chemistry {safety
Population}

Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
(N=7} (H=7) (N=7}
Laboratory Visit/
Test (Unit) Timepoint Statistics Obhserved Change Observed Change Observed Change
Alanine Pericd 3/ n {missing) 7 (0) § (0) Ty
Aminotransf (bDay -1)
erase (U/L)
Mean (SD} 20,93 (17.417%) 19.37 (6.663) 17.717
(6.470)
Median 15,30 17.40 19.70
Min; Max 7.8: 59.2 13.5; 30.6 10.0; 25.5
Follow-Up n (missing) 7 (0} T 7 () 7o 7 (0 7 {0}
Mean (SD} 23.59 {18.566) 5.91 (13.095) 18.31 (8.343) 1.26 (10.3792) 18.73 0.81 (5.432)
{7.464)
Median 15.10 2.30 18,70 2.80 15.40 3.10
Min; Max 8.5; 53.1 -5.7: 34.4 4,57 29.5 -17.5; 14.0 11.6; 31.3 -10.2; 5.4
BAlkaline Sg¢reening n {missing} 7 (0} 70 7 (0}
Phosphatase
(U/L)
Mean (3D) 59.87 {14.261) 61.24 {5.764) 75.00
{19.762)
Median 64.40 59.40 76.40
Min; Max 38.7; 77.5 55.0; 70.8 47.2; 96.4

Baseline defined as Screening for Follow-Up results,

Max: Maximum Value; Min: Minimum Value; N: The nuaber 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 levothyroxzine; 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 Serono Page 4 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 Chemistry (Safety
Population) : :

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
{H=7} (N=7} (N=7) (N=42}
Laborateory Vigit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Cbserved Change
Alanina Pariod 3/ n (missing) & (0) 6 (0) & (0} 38 (0)
Aminotransf [Day -1}
erase (U/L)

Mean (SD} 26.37 16.48 15.93 19.47
{18.699) {6.754) {3.810} (11.380)
Median 192.865 15.50 16.25 16.25
Min: Max 11.85 60.4 9.4; 26.9 11.77 22.1 7.8; 60.4
Follew-Up n {(misaing} 7 (0} 7 (0} 7 (0 7 (0) 7 {0) 7 (0 42 (0) 42 (0)
Mean (SD) 26.76 7.03 17.3¢ -0.34 14,00 -2.64 19,79 2.00
) (14.091) (15.201) {7.585) (3.730) {(2.976) {6.913) {11.207) {8.999)
Median 30.60 5.80 15.20 0.40 15.00 -0.20 15.40 1.65
Min; Max 8.3; 49.2 -5.8; 37.809.1; 27.7 -6.1; 3.9 8.9; 17.0 -17.3; 3.84.5; 53.1 -17.5; 37.8
Alkaline Sgreening n (missingl 7 (Q9) 7 (0} 7 (0} 42 {0)
Phosphatase
(U/L)
Mean (SD) 76.71 65,30 71.869 68.30
(18.586) (19.818}) {19.757) (17,347}
Median 72.70 69.60 71.40 68.25
Min: Max 59.0; 39.05 89.9 43.2; 38.7;
117.1 igz.2 117.1

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 Sequence 5: BAC; Treatment Sequence 6: CBA.

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

Treatment C: 3 tablets of 200 yug of levothyroxine
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EMR 200125-602 State

EMR200125-002 Page 234 of 658
Levothyroxine Dosage Form Propartionality of Levothyroxine

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

Merck Serono
EMR 200125-002

Population)

Page 5 of 85
Confidential
Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety

Laboratory WVisit/

Treatment Sequence 1
(N=7}

Treatment Sequence 2

(N=7}

Treatment Sequence 3

Teat (Unit) Timepocint Statistics Observed Change Observed Change Obgerved Change
ARlkaline Period 1/ n {missing} 7 (0} 7 (0 70
Pnosphatase (Day -1)
(U/L) ’
Mean (8D} 61.40 (12.068) 58.66 (5.722) 75.11
{17.162)
Median 67.10 60.60 §2.10
Min: Max 38,6: 69.8 53.5; 10.7 46.1; 95.8
Period 2/ n (missing} 7 (0} & {0} 7 (D)
{Day -1}
Mean (3D} 57,84 (13.021} 58.73 (5.557) 69.39
{17.508)
Median 64.10 58.30 74.10
Min; Max 35.5; 70.9 51.8; 66.5 40.1; 83.4
Period 3/ n {missing) 7 (0} 6 (0} T {0}
{Day -1}
Mean (5D} 58.24 (13.879) 56.53 (7.707) 66.89
{16,634}
Median 66,60 53.08 69.30
Mins Max 32.6; 70.8 51.5; 71.5 41.2; 90.4

Baseline defined as Screening for Follow-Up results.

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

15.3.5.1.2.8a8

Treatment B: 6 tablets of 100 ug of levothyroxzine

/project24/ep/blinded/e2108%6_merc/stats/versioncont rol/primary/scripts/program/main/TFL programs/Tables/Table

10DECZ2014 00:20

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.
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Levothyroxine
EMR 200125-002

EMR200125-002 Page 235 of 658
Dosage Form Proportionality of Levothyroxine

State

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

Merck Serono
EMR 200125-002

Page 6 of 85
Confidential

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

Population)

Laboratory visit/

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6

(N=7)

{N=7}

Total
{N=42)

Test (Unit) Timepolnt Statistics Observed Change Observed Obaerved Change Cbhserved Change
Alkaline Period 1/ n (missing) 7 (0) T (0} 7 (0} 42 (0}
Phosphatase (Day -1)
{U/L)
Mean (SD) 80.01 65.00 74,14 68.22
{17.889) (16.238) (19.474) {16.407)
Median 73,40 68.10 69.50 69.05
Min; Max 58.7; 43.3; 87. 43.2; 38,67
114.2 104.3 114.2
Period 2/ n {(missing} & (0] 6 (0} 6 {0} 38 (0}
(Day -1)
Mean (8D} 75.37 66.27 67.75 65.79
(13.53%) {19.224) {16.517} {15.187)
Median 72.55 67.00 68,30 65.35
Min; Max 60.0; 41.97 88. 42.%; 90.6 35.5;
100.8 100.8
Period 3/ n {missing} & (0) 6 (0} 5 (0) 38 (0
(Day -1)
Mean (5D) 78.43 51.80 71.35 65,38
(21.280) {17.130}) (16.243) (16.700})
Median 75.10 59.65 72.40 67.05

Baseline defined as Screening for Fellow-Up results.
Max: Maximum Value; Min: Minimim Value; M: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: Nuwber of subjects in specific laboratory tests.

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

Treatment Sequence 5: BAC; Treatment Secuence 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 nug 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 7 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 Saquence 4 Treatment Seguence 5 Treatment Sequence 6 Total

(N=T7} (N=T7) [(N=T) [N=42)

Laboratory visit/
Test {Unit) Timepoint Statistics Observed Change Okserved Change Observed Change Observed Change
Min: Max 56.6¢ 37.4; 82.4 47.2; 94.3 32.67
118.5 118.5

Baseline defined as Screening for Feollew-Up resulis.

Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety populaticn 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 Seguence 6: CBA.

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

Treatment C: 3 tablets of 200 pug of levothyroxine
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Levothyroxine

EMR 200125-002 State

EMR200125-002 Page 237 of 658

Dosage Form Proportionality of Levothyroxine

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

Merck Seronc
EMR 200125-002

Population)

Page 8 of 85
Cenfidential

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

Treatment Sequence 1

Treatment Sequence 2

Treatment Sequence 3

(N=7] (H=7}
Laboratory Visit/
Test {Unit) Timepolint Statistics Observed Change Observed Change Observed Change
Alkaline Follow-Up n '(missing) 7 {0} T 7 (0 7 (0) 7 (0 T {0}
Phosphatase
(U/L.)
Mean (SD) 54.90 (11.997) -4.97 (10.919)56.63 (6.526) —-4.61 (3.554) 65.84 -9.1¢6
{15,120} (6.731)
Median 57.50 -3.30 56.50 ~3.40 70.70 -10.70
Min; Max 34.7; €7.9 -27.0:; 4.5 47.1; 9.0 -9.1; -0.9 45.0; 82.9 -20.2; -2.2
Amylase Screening n {missing) 7 (0} T 10} 7 (0}
(IU/L)
Mean (SD) 62.14 (16.328) 97.61 {15,535} 60.79
{18.349)
Median 66.00 57.00 6l1.10
Min; Max 38.0; 85.1 42.,2; 88.5 35.2; 81.9
Period 1/ n {missing} 7 (0} T oL0) T (0
(Day ~1)
Mean (3D} 60.16 (18.9%2) 55.77 (7.562) 52.67
{15,844}
Median 60,20 51.60 54.10
Min; Max 34.3; 86.9 48.1; 65.7 33.0; 76.5-

Max:

Treatment C:

15.3.5.1.2.sas

Baseline defined as Screening for Follow-Up results.

Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment,
in the safety population for the total summary: n:
Treatment Sequence 1:ABC; Treatment Sequence 2: BCR;
Treatment Sequence 5: BAC: Treatment Sequence 6: CBA.
Treatment A: 12 tablets of 50 pg of
3 tablets of 200 pg of

levothyroxine;
levothyroxine

Treatment B: 6 tablets of 100 ug of levothyroxine

or the number of subjects
Number of subjects in specific laboratory tests.
Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;
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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 2 of 85
EMR 200125-002 Confidential

Table 15.3.5.1.2 Sumary and Change from Baseline of Laboratory Data by Treatment and Time Peint: Clinical Chemistry (S8afety
Population}

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence § Total
(N=T7} (N=T7) (N=7) (N=42}
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Cbserved Change Chserved Change Observed Charge

Alkaline Follow-Up n (missing] 7 {0} 7 (0) 7 {0) 7 (0} T (0} 7 {0 42 {0} 42 (0)
Phosphatase .
{U/L)
Mean (5D) 77.39 0.67 $2.31 ~-2.99 71.33 -0.36 64,73 -3.57
{15.618) (6.832) {18.946}) {5.302} (17,422} (6.928) {16.034) (7.392)
Median 77.60 0.50 71.20 -2.80 69.20 ¢.50 66.40 ~3.05
Min; Max 59.5;7 -g.1; 8.7 38.1; 80.0-9.9; 5.0 43.7; 96.0-7.2: 11.234.7; -27.0;11.2
108.0 109.¢
Anylase Screening n (missing} 7 {0} 7o) 7 (0} 42 {0}
{IU/L) .
Mean ({5D) £1.56 55.87 52.93 58.50
{16,922} {25.382}) (15.530) {17.503)
Median 64,90 69,00 52.50 57.80
Min; Max 32.7; 82.8 19.3; 85.1 31.9; 79.2 19.3; 88.5
Period 1/ n (missing} 7 {0} 7 40) 7 (0} 42 {0}
(Day -1}
Mean ({S5D) £3.36 56.11 : 50.80 56.48
(17.315) {23.026) (11.631; {16.051)
Median 64.80 66.40 53.90 55.65
Min: Max 37.27 91.0 22.1; 84.1 31.0; 64.3 22.1:; 91.0

Baseline defined as Screening for Follow-Up results. .

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

Treatment Sequence 1: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 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 260 pg Tablets) in Fasted
EMR 2060125-002 State
Merck Sercno . Page 10 of 85
EMR 200125-002 Confidential
Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Peint: Clinical Chemistry (Safety
Population) .
Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
{N=T7) {N=T) {N="7}
Laboratory Visit/
Test {Unit) Timepcint Statistics Observed Change Observed Change Observed Change
Amylase Period 2/ n (missing) 7 (0} & (0) 7 {0}
(IU/L) (Day -1) )
Mean (SD} 67.14 (21.891} 59.87 {13.050) 57.06
{17,.620)
Median 68.00 54,85 57.240
Min; Max 36.4; 93.5 47.3; 78.0 33.7; 78.3
Period 3/ n {(missing) 7 (0) 6 (0) 7 ()
(Day -1}
Mean (SD) 65.13 (23.164) 58.53 (12.733) 57.3¢9
(16,215}
Median €8.50 60.80 . 55,20
Min:; Max 36.0: 82.6 41.4; 73.2 37.2; 84.9
Follow-Up n {missing) 7 (O} 7 {0} 7 (0) 7 {0} 7 {0} 7 (0)
Mean (3D) 67.43 (23.205) 5.29 (14.130) 57.36 (5.597) -0.26 (16.264) 59.37 -1.41
{16.606} {8.123}
Median 62.00 2.740 57.10 1.00 64.50 ~-0.50
Min; Max 39.8; 101.5 -6.4; 33.4 48.3; 66.4 -33.3; 17.2 34.7; 78.6 -17.4; 9.9

Baseline defined as Screening for Felleow-Up results,

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

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

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

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

Treatment C: 3 tablets of 200 ng 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 11 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 Sequence 6 Total
{N=T) (N=T7) (N=7} . {N=42)

Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Cbhagerved Change

Amylase Period 2/ n {(missing) & {0) & (0) g (0 38 (0)
(IU/L) {Day -1}
Mean (5D} 67.57 54.18 51.87 58.74
{22.551} (27.621) (16.771) {19,941}
Median 69.75 53.70 52.25 62,10
Min; Max 35.0; 97.3 17.8; 89.3 32,1y 710.3 17.8: 97.3
Period 3/ n (missing) & (0) 6 {0) 6 (0) 38 (0)
{Day -1}
Mean (3D} 64.67 48.02 57.12 . 58.62
(18.926) {19.519} (18.600) {18.194)
Median €63.10 50.15 57.85 60.40
Min; Max 40.3; 97.3 23.1; 66.8 32.4; 683.6 23,17 97.3
Follow-Up n {missing) 7 (0} 7 10} 7 (0) 7 {0} 7 (0) 7 (0) 2 () 42 {0y
Mean (SD} 63.74 2,19 55.00 -0.97 51.6% -1.24 59.10 0.60
(16.856) {6.298) {24.321) {10.91%8) (13.336) (6.701}) {17,499} (10.649)
Median 63,60 1.50 61.10 -1.10 50.10 -1.80 59.25 -0.05
Min; Max 41,0 94.7-7.3; 11.922.3; 87.6-13.9; 30.1; 68.0-11.2; 9.2 22.3; -33.3; 334
18.6 101.5

Bagseline 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 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 leveothyroxine; Treatment B: & tablets of 100 pg of levothyroxine

Treatment C: 3 tablets of 200 pg of levethyrozine
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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

Merck Serono pPage 12 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 Sequesnce 1 Treatment Sequence 2 Treatment Sequence 3

(N=7]) (N=T7} (N=T})
Laboratory WViait/
Test (Unit) Timepoint Statistics Observed Change Obsarved Change Obgerved Change
Aspartate Screening n (missing} 7 (0) 70 7 {0}
Aminotranst
erase (U/L)
Mean (5D} 20.03 (4.740) 23.41 {5.895) 21.61
(5.307)
Median 18.60 24,20 23.60
Min: Max 15,%; 29.4 16.8; 33.0 15.8; 30.4
Period 1/ n (missing) 7 (0} 7 {0} 740
{Day -1)
Mean (SD) 19.93 (4.6%4) 19.21 (3.318) 22.87
{7.114)
Median 18.80 ! 20.30 22.50
Min; Max 14.8; 29.6 15.0; 23.7 15.07 33.9
Period 2/ n {missing) 7 (0) € (0) T
{Day -1}
Mean (SD) 18.97 (5.219}) 19.12 (3.805) 33.87
(36.616)
Median 17.80 18,80 20.90
Min: Max 13.0;-27.0 14.7: 25.1 15.0; 116.3

Baseline defined as Screening for Follow-Up results,

Max: Maximum Value; Min: Minimum Value; NM: 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 Segquence 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 pg of levothyrozine

Treatment C: 3 tablets of 200 ug 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 13 of 85
EMR 200125-002 Confidential

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

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
{N=7) {N=T7) (N=7} (N=42}

Laboratory Visit/
Test (Unit) Timepeoint Statistics Observed Change Chserved Change Observed Change Chserved Change

hapartate Screening n {missing) 7 (0} 7 (0) 7 {0 42 (0}
Aminotransf
erase (U/L)
Mean (SD) 23.00 22,36 . 21.20 21,99
{3.460) (4.480) {4.085) (4.536)
Median 21.80 22.5¢ 21,920 22.00
Min: Max 18.4; 28.2 16.1r 29.9 14.3; 25.9 14.3; 33.0
Period 1/ n {missing) 7 (0} 7 () 7 {0) 42 {0)
(Day -1}
Mean (5D} 22.89 22.71 22.60 21.67
{3.336) (5.617) (6.796) (5.249)
Median 22.70 20.30° 20.30 20.50
Min; Max 18.2; 29.1 17.0; 33.7 14.7; 36,1 14.7; 36.1
Period 2/ n {missing) 6 (0) 6 {0) 6 (0} 38 (0)
(Day -1}
Mean (SD} 21.65 20.73 23.48 23.17
{4.679} {3.278) {8.953} {16.4862)
Median 20.20 20.75 22.00 20.65
Min; Max 1%.4;7 29.4 15.6; 25.4 ‘ 13.2: 38.1 13.0;
116.3

Baseline defined as Screening for Follow-Up results,

Max: Maximum Value; Min: Minimum Value; N: The number of subjects deosed with each treatment, or the number of subjects
in the safety populatien 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 Segquence 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 Desage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck VSer_ono Bage 14 of 85
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
Populaticn)

Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
(¥=17) (¥=7) (N=7}
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Aspartate Period 3/ n (missing} 7 (0} 6 {0) T
Aminotransf (Day -1)
erase {(U/L)
Mean (3D} 19.73 (4.863) 20,43 (3.877) 22.01
(7.387}
Median 17.80 20.05 19.40
¥in; Max 16.6; 30.3 16.3: 26.8 13.6; 31.5
Follow-Up n (missing) 7 (0) 7 (0} 7 (0} 7 (0} 7 (0) T
Mean ({8D} 20.49 {7.452) 0.46 (6.770) 20.46 (5.777) —-2.96 (7.452) 19.60 -2.31
(6.357) (2,838)
Median 18.60 -1.20 18.8¢0 -0.80 17.80 ~3.50
Min: Max 14.2: 31.6 -8.1; 14.2 12.5; 28.6 -17.4; 6.5 13.0; 32.4 -5.8: 2.0
Bilirubin Screening n (missing) 7 {0) 7 (0} 7 (0}
{umol/L}
Mean (SD) 13.11 (6.544) 13.00 (5.778} 11.81
{3.250)
Median 8.10 11.00 10.70
Min: Max 4.9 23.6 6.3; 20,7 9.0; 18.5

Baseline 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 in specific laboratory tests.

Treatment Sequence l: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 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine

Treatment C: 3 tablets of 200 pg 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 15 of 85
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Table 15.3.5.2.2 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 6 Total
{N=7} (N=7) {N=7} {N=42)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Obaerved Change Observed Change

Bspartate Period 3/ n (missing) & (0} 6 (0} & (0} 38 ()
Aminotransf (Day -1}
erase (U/L)
Mean (SD) 24.03 18.82 17.45 20.44
{3.929) (4.032) (4.269) {5.099}
Median 24.25 17.80 17.25 19.10
Min; Max 19.3; 29.1 14.2; 25.3 12.1; 24.4 12.1: 31.5
Follow-Up n (missing) 7 (0) 7 (0} 7 {0} 7 {0} 7 (0} 7 (0} 12 () 42 1oy
Mean (8D} 22.51 -0.49 19.36 -3.00 17.01 -4.19 19.90 -2.08
{4.597) (5.202) (3.547) {2.966) (3.269) (3.417) {5,309} {5.054)
Median 20.90 0.60 17.50 -1.00 17.70 -3.70 18.70 -2.20
Min; Max 18.2; 30.2-B.1; 8.4 15.6; 25.3-6.8; -0.511.,6; 21.6-9.5; 0.9 11.6; 32.4 -17.4;14.2
Bilirubin Screening n (missing} 7 (0) 7 {0} 7 (0 42 (0}
{umol /L)
Mean (8D) 13.09 19.¢64 10.39 13.51
(4,524} {5.798) (4.419) (5.670})
Median 12.50 19.40 7.50 12.1%9
Min; Max 7.2:; 22.0 10.4; 26.8 6.1; 16.1 6.1; 26.8

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 Secquence 3: CAB; Treatment Sequence 4: ACB;

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

Treatment A: 12 tablets of 530 pg of leveothyroxine; Treatment B: 6 tablets of 100 pug of levothyroxine

Treatment C: 3 tablets of 200 pg of leveothyroxine
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' Levothyroxine

EMR 200125-002

EMR200125-002 Page 245 of 658

Dosage Form Proportionality of Levothyroxine
State

ew Formulations (50 pg, 108 pg, and 200 pg Tablets) in Fasted

Merck Serono
EMR 200125-002

Page 16 of 85
gonfidential

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=7} {N="7} (N=7)
Laberatory Visit/
Test (Unit) Timepoint Statistics Observed Change Obsarved Change Observed Change
Bilirubin Period 1/ n (missing) 7 (0} 7 (0 7 (0}
(umcl/L} (Day -1}
Mean ({SD) 15,17 (5.70%) 11,57 (4.207) 14.06
{5.700)}
Median 17.80 11.3¢0 14.90
Min: Max §.0; 21.2 6.8; 19.6 5.1: 21.6
Period 2/ n (missing} 7 (0} 6 (0} T (0)
{Day -1)
Mean (SD) 11.84 (6.906} 12.95 {5.582) 11.43
{3.591}
Median 9.80 11.80 11.70
Min; Max 5.8; 26.8 6.9; 21.6 5.0; 16.3
Period 3/ n {missing) {03 6 {0} 740
{Day -1)
Mean (SD}) 11.6% (4.301) 12.38 (5.716) 10.94
(2.330)
Median 10.50 12.30 11.70
Min; Max 7.2; 18.2 4.6; 20.5 7.9; 14.2

Baseline defined as Screening for Folliow-Up results.

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

or the number of subjecta
Number of subjects in specific laboratory teats.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Segquence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of
Treatment €: 3 tablets of 200 pg of

levothyroxine;
levothyroxine

Treatment B: 6 tablets of 100 ug of levothyroxine
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Levothyroxine
EMR 200125-002

EMR200125-002 Page 246 of 658

Dosage Form Proportionality of Levothyroxine
State

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

Merck Serono
EMR 200125-002

" Page 17 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 Seguence 4 Treatment Sequence 5 Treatment Sequence § Total
{N=T7} {N=T) (N=7) (N=42}
Laboratery Visit/
Test (Unit) Timepoint Statistics Observed Chanige Chserved Change Observed Change Chserved Change
Bilirubin Period 1/ n {(missing} 7 {0} 7 () 7 (D) 42 (0}
{umel/L} {Day -1}
Mean (3D} 11.64 15.86 11.94 13.37
{3.767} (6.284) (5.004) (5.170)
Median 11.20 15.80 10.80 12.20
Min; Max 7.0; 17.1 7.1; 25.7 6.4; 21. 5.1; 258.7
Period 2/ n (missing} & (0} 6 (0) & (0} 38 (0}
{Day -1}
Mean (3D} 14.92 15.43 11.18 12,89
{4.848) (4.085) (5.354) (5.113)
Median 14,95 16.35 11.50 12.25
Min; Max 7.8; 20.3 8.4; 20.2 4.9; 19. 4.9; 26.8
Pericd 3/ n (missing} & (0) 6 (0} & (0} 38 (0
(Day -1}
Mean (SD) 13.68 14.58 9.12 12.03
(5.230) (4,440} (3.013) (4.362}
Median 13.85 13.75 10.20 11.85
Min: Max 5.3; 21,4 10.2; 21.2 5.2; 12. 4.6; 21.4

Baseline defined as Screening for Folleow-Up results.

Max:

Maximum Value; Min: Minimum Value; N: The number ¢f subjects dosed with each treatment,

in the safety populatien 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.

Treatmant A:
Treatment C:

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

levothyroxine;
levothyroxine

Treatment B: 6 tablets of 100 ug of levothyroxine

or the number

of subjects
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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 Seguence 2 Treatment Sequence 3
{N=7) (N=7) {N=7)
Labhoratory Viait/
Test (Unit} Timepeint Statistics Observed Change Observed Change Observed Change
Bilirubin Follow-Up n {missing} 7 {0} 7 (0} T (0) 70} 7 (0 7 {0}
{umel/L)
Mean (5D) 11.41 (7.651) -1.70 {1.974) 13.03 (6.216) 0.03 (3.714) 9.94 (2.084)-1.87
{3.727)
Median 7.10 -2.30 10.50 1.60 10.10 -2.00
Min; Max 3.8; 23.7 -4.9; 0.3 6.6; 24.4 -4.4; 4.3 7.5; 13.8 -8.3; 4.4
Calcium Screening n [missing) 7 (0} 700} 710}
{mmol/L}
Mean (SD) 2.384 (0.104) 2.366 (0.069) 2.394
{0.083)
Median 2.380 2.340 2.380
Min:; Max 2.19; 2.53 2.26: 2.47 2.31; 2.56
Pericd 1/ n (missing) 7 (0) 7 (0Q) 7 (0}
{Day -1}
Mean (5D} 2.420 (0.095) 2,347 (0.091) 2.359
{0.099)
Median 2.450 2.340 2.340
Min: Max 2.27: 2.57 2,185 2.45 2.24; 2,51

Baseline defined as Screening for Follow-Up results.

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

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

Treatment Segquence 5: BAC; Treatment Seguence 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 Ilavothyroxine
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Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Populatien)

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

Bilirubin Follow-Up n (missing} 7 {0} 7 {0} 7 {0) 7 ({0) 70 7(0) 42 {0) 42 (D)
(umol/L)
Mean [SD) 12,49 -0.60 14.04 -5.60 10.01 -0.37 11.82 -1.69
{5.930) {5.299) 18.338) {5.893) (3.028) 14.215) 15.820) {4.478)
Median 15.60 ~2.,40 11,30 -5.80 9.80 -0.20 10.35 -2.15
Min; Max 4.8; 20.1 -5.8; 7.1 4.6; 30.1 -11.9; 4.05.9; 13.8 -6.1; 7.0 3.8; 30.1 -11.9; 7.1
Calcium Screening n (missing) 7 {0} 70 7 {0} 42 (0)
{mmol/L}
Mean (5D} 2.416 2.419 2.380 2.393
{0.085) (0.087) (0.083) {0.083)
Median 2,430 2.430 2.390 - 2,400
Min; Max 2.27; 2.52 2,30: 2.53 2.30: 2.50 2.19; 2.56
pariod 1/ n (missing) 7 (0} 7 {0} 70 42 (0)
{Day -1}
Mean (SD) 2.366 2.327 2.363 2.364
10.063) (0.060) 10.114) (0.088)
Median 2.400 2.330 Z.370 2,350

Min; Max 2.29; 2.43 2.24; 2.42 2.21; 2.52 2.19; 2.57

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 numbsr 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 levothyroxine; Treatment B: & tablets of 100 ug of levethyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine
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Table 15.3.5.1.2 Sumary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety

Population)
Treatment Sequence 1 Treatment Sequence 2 Treatment Seguence 3
(N=T7) (N=7) (N=7)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Calcium Pericd 2/ n {missing) 7 (0} 6 (0) 70
{mmol/L) (Day -1)
Mean {SD) 2.399 (0,067) 2.360 (0.109) 2,329
(0.109)
Median 2.380 2.390 2.280
Min; Max 2.32; 2.49 2.19; 2.47 2.22; 2.54
Period 3/ n (missing) 7 (0} 6 {0) 70}
{(Day -1)
Mean (SD) 2,400 (0.040) 2.343 (0.058) 2.310
(0.089)
Median 2.400 2,355 2.290
Min: Max 2.33; 2.45 2.26; 2.40 2.22; 2.47
Foliow-Up n (missing) 7 (0) 7 (0} 7 {0} 7 {0} 7 (0} T {0}
Mean {5D} 2.350 (0.098) -0.034 (0,056)2.2856 (0.095) -0.080 (0.091)2.308 -0.086
(0.090) (0.100)
Median 2,300 -0.020 2.300 -0.100Q 2.300 -0.120
Min: Max 2.17; 2.44 -0.10; 0.06 2.12; 2.41 -0.22; 0.07 2.18; 2,42 -0.18; 0.08
Baseline defined as Screening for Follow-Up results.
Maz: 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 Sequence 1:ABC; Treatment Sequence 2: BCA;

Humbar of subjects in specific laboratory tests.

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

levothyroxine;
levothyroxine

Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;

Treaatment B: 6 tablets of 100 pg of levothyroxine
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Table 15.3.5.1,2 Summary and Change from Baseline of Laboratory Data by Treatment and Tims Doint: Clinical Chemistry (Safety
Population)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence & Total
(N=7) {N=T) {(N="1) {N=42)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change CObserved Change Observed Change Observed Change

Calcium Period 2/ n (missing) 6 (0} 6 (0} 6 (0) 38 (0)
{mmol /L) {Day -1) -
’ Mean (SD) 2.302 2.377 2.320 2.361
(0.028) {0.077) (0.080) {0.084)
Median 2.380 2,390 2.320 2.389
Min; Max 2.37: 2.44 2.28; 2.48 2.20; 2.41 2.19; 2.54
Pericd 3/ n {(missing) & (0) 6 (0} 6 (0 38 (0
{Day -1}
Mean (5D} 2,385 2,323 2.378 2.358
(0.077) {0.033) (0.0%58) (0.068)
Median 2.365 2.325 2.365 2.360
Min: Max 2.33; 2.54 2.27; 2.36 2.32:; 2.49 2,22 2.54
Follow-Up n (missing) 7 (0} 7 {0} 7 (0) T {0) 7 {0} 7 (0) 42 {0} 42 (0}
Mean (5D) 2.370 -0.046 2,303 -0.116 2,326 -0.054 2.324 -D.069
(0.055) {0.073) {0.060) {0.079) (0.097) {0.069) {0.084) (0.079)
Median 2.3%0 -0.040 2.310 -0.120 2.370 -0.080 2.335 -0.075
Min:; Max 2.27; 2.42 -0.186; 2.24r 2.41-0.24; 2.19; 2.42-0.11; 2.12; 2,44 -0.24;70.09
0.08 0.00 Q.07

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence l:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Seguence 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 1levothyroxine
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Table 15.3,5,1,2 Surmary and Change from Baseline of Laboratory Data by Treatment and Time Point:

Population)

Page 22 of 85
Confidential

Cclinical Chemistry (Safety

Treatment Sequence 1

Treatment Sequence 2

Treatment Sequence 3

{(N=7} (N=7}
Laboratory WVisit/
Test (Unit) Timepeint Statistics Observed Change Obhserved Change Observed Change
Chloride Screening n (missing} 7 (0} T {0} T (0}
(amol /L) i
Mean (SD) 101.30 {1.793) 102.73 (1.288) 102.10
(2.366}
Median 101,30 102,50 101.40
Min; Max 98.2; 104.4 101.3: 105.2 99.8; 105.7.
Period 1/ n {missing} 7 (0) 7 ({0} 7 (0)
(Day -1)
Mean (SD) 101.47 (1.953) 102.29 (1.592) 101.54
(2.322)
Median 102,40 102.00 101.90
Min; Max 98.7: 104.2 49,87 104.6 97.6; 105.0
Period 2/ n (missing} 7 (0) 6 {0) 7 (0]
(Day -1}
Mean (SD} 102,30 (1.118) 103,17 (2,202} 103.31
: {1.899)
Median 102.30 102.50 103.10
Min; Max 100.3; 1039 100.9; 106.6 100.9; 105.9

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
Treatment C: 3 tablets of 2060 pg of

levothyroxine;
levothyrozine

Treatment B: & tablets of 100 nug of

levothyroxine
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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 Sequence 6 Total
{N=7) {H=7} (N=T) (N=42)

Laboratory Visit/

Test {Unit) Timepoint Statistics CObserved Change Chserved Change Ohserved Change Observed Change

Chleride Screening n (missing} 7 (0] 7 (0} . ST (0) 42 (Q)
{mmol /L)
Mean ({SD) 101.67 101.94 102.87 102.10
{1.365) {1.722} {1.730) {1.729}
Median 101.70 102,860 103.00 102.30
Min; Max 95.8; 98.5; 99.7; 98.5;
103,46 103.7 105.5 105.7
Period 1/ n (missing) 7 (0} 7 {0) 7T 42 {(0)
{Day -1)
Mean {SD) 103,07 103.34 103.51 102.54
{1.721) {2.039) {2.618}) {2,112}
Median 103.50 102,50 103.40 102.45
Min: Max 96.9; 101.4: 99.0; 97.6;
105.1 106.9 107.0 107.0
Period 2/ n (missing} & (0} 6 (0} & (0) 38 (0}
{Day -1}
Mean {SD} 102,43 102.30 103.43 102.79
(1.360) (1.661) {1.733) {1.660}
Median 102.405 102.75 103.00 102.70

Baseline defined as Screening for Follow-Up results.

Max:

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

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

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

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

Treatment B: & tablets of 100 ug of

levothyroxineg

or the number of subjects
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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 Sequence 6 Total
{N=7} {N=7} {M=7} (N=42)
Laboratory WVisit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Ubserved Change Observed Change
Min; Max 101.4; 96.2; 102.0; 96.2;
104.9 103.4 106.7 106.7

Baseline defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Minimum Value; N: The nurmber 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: ACE:

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

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

Treatment C: 3 tablets of 200 pug of levothyroxine
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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 1 Treatment Sequence 2 Treatment Sequence 3
{N=T) [N=7} {N=T)
Laboratory WVisit/
Test {Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Chloride Perica 3/ n (missing) 7 (0} 6 (0) 7 (0}
{mmol /L) {Day -1)
Mean (SD) 102.21 (2.789) 101.82 (1.804) 103.50
(1.265)
Median 101.920 102.00 103.70
Min; Max 96.9; 105.5 98.6; 104.2 101.1; 104.8
Follow-Up n {missing} 7 (0} T (0) 7 (0} 7 (M 7 (0] 7 {0}
Mean (SD) 104.36 (2.915) 3,06 (3.250) 103.26(2.625)0.53 (2.533) 103.47 1.37 (2.821)
(2.052)
Median 104.90 3.30 104.60 0.00 103.80 2.60
Min; Max 59.4; 107.6 -0.6; 8.1 99.5; 105.6 -3.0: 4.0 89.8; 106.5 -1.7:; 4.1
Creatine Screening n {missing) 7 (0} T 7 (0
Kinase
{TU/T)
.Mean {(SD} 82.17 {20.550) 131.4%8 99.44
(108.114) {30.827)
Median B7.70 100.20 90.00
Min; Max 55.3; 105.8 50.6; 372.7 65.7: 158.0

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value:; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary: n: Mumber 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 tableta of 100 pg of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine
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Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: ¢linical Chemistry {Safety
Population}

Treatment Seguence 4 Treatment Sequence 5 Treatment Sequence 6 Total
{N=7} {N=7} {N=7} (N=42}
Laboratory Visit/
Test (Unit} Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Chloride Period 3/ n {(missing} 6 (0} 6 (0} 6 (0) 38 (0)
{mmol/L) (Day -1)
Mean (SD) 102,75 103.22 102.83 102,468
{2.664) (1.221) {2.288) (2.042)
Median 103.40 143.50 102.85 103.30
Min: Max 98.7: 101.1; - 98.2; 96.9;
106.4 104.7 105.5 106.4
Follow-Up n {(missing) 7 (0} 7 {0} T (0} 7 {0 7 {0} T(0) 42 (0 42 (0}
Mean (SD} 104,17 2.50 102.386 0.41 105.91 3.04 103,92 i.82
{1.083) (1.832) {2.480) (2.339) (2,620) {2.237) {2.489) (2.832)
Median 1064.10 3.00 102.50 1.00 106.10 2.90 104.25 2.25
Min; Max 102.5; 0.1; 5.3 98.5; -2.5; 4.5 101.9; -0.8r 6.3 99.45 -3.0; 8.1
105.6 105.7 109.3 108.3
Creatine Screening n {missing} 7 {0} 7 {0} 7 (0} 42 {0)
Kinase
(TU/1)
Mean (5D} 86.054 83.09 152.56 105.94
{27.679} {28,253) {141.858) (76.302)
Median 87.60 84.70 97.70 81.00

Baseline defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment,
in the safety population for the total summary; n: Number of asubjects in specific laboratory tests.
Treatment Sequence 1:ABC; Treatment Sequence 2: BCA;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

Treatment Sequencs 3: CAB; Treatment Sequence 4: ACB;

or the number of subjects

Treatment A: 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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Table 15.3.5.1.2 Sumary snd Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Pepulation)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence § Total
{N=7) {N=7) (N=7} {N=42})
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Min; Max 48.4; 48.2; 59.5; 48.2;
129.8 133.6 461.4 461.4

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

Treatment Sequence 1:RABC; 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 pg of levothyroxine

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

Merck Serono Page 28 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=7) (N=T7] {N="7})
Laboratory Visit/
Test {Unit) Timepoint Statistics Observed Change Observed Change Cbserved Change
Creatine Period 1/ n {missing) 7 (0} 70 7 {0}
Kinase {Day =1}
{IU/L)
Mean (5D} 85.00 (17.46Q) 97.97 {41.3868) 131.61
(133.0630)
Median 88.60 §2.30 : 71.20
Min; Max 58.3:; 105.0 50.2; 174.2 63.2; 426.0
Period 2/ n (missing} 7 (0} & (0 7 (0)
(pay -1}
Mean (3D} 79.29 (26.967) 92.93 (22.999) 841.40
{1964.162}
Median 77.50 91.890 85.890
Min; Max 41.0; 121.8 70.1: 132.9 60.7; 5294.5
Pexiod 3/ n (missing} 7 (0) 6 (0) 7 (0}
{Day -1)
Mean (8D) 91.99 (29.239}) 118.27 210,00
(85.937) (218.338)
Median 92 .80 88.20 84.90
Min; Max 46.6; 136.2 67.4; 291.3 48.9; 642.0

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence 1:ABC; Treatment Sequsence 2: BCA; Treatment Sequence 33 CAB) Treatment Sequence 4: ACB;

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

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

Treatment €: 3 tablets of 200 pg of levothyroxine
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Levothyroxine
EMR 2(4125-002 State

EMR200125-002 Page 258 of 658
Dosage Form Proportionality of Levothyroxine

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

Merck Sercno

Page 28 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 Sequence 6 Total
{N=1} (N=7) {N=T) {N=42)
Laboratory WVisit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Creatine Period 1/ n {(missing) 7 (0} 7 (0} T (M 42 (0)
Kinase {Day -1}
{IU/L)
Mean (5D} 91.81 92.40 182.50 113,57
{33.207) {44.008} (165,048) {92.433)
Median 88.60 §2.10 129.10 85.80
Min; Max 48.7; 58.2; 63.4; 48.7;
153.4 188.8 536.9 536.9
Period 2/ n (missing) 6 (0) 6 (0) & (0} 38 (0)
{Day -1}
Mean (5D} 101.88 98.68 137.22 237.61
{64.351) {37.631) (115.434) (§44.518)
Medien §1.70 89.75 87.75 84.55
Min; Max 59.5; 63.5; 64.8; 41.07
230.4 163.0 364.9 5294.5
Period 3/ n {(misaing) 6 (0} 6 {0) & {0} 38 (M
{Day -1}
Mean (SD} 127.80 g7.68 99.78 124.08
{88.591) (25,790} {39.127) (110.1586)
Median 104.45 84.40 81.20 86.85

Baseline 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: 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: BRC; Treatment Sequence 6: CBA,

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 30 of 85
EMR 200125-002 Cenfidential

Table 35.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population)

Treatment Sequence 4 Treatment Sequence 5 Treatiment Sequence 6 Total
{N=7) {N=7} {N=7) {N=42)
Laboratory visit/
Test (Unit) Timepoint Statistics Observed Change Chserved Change Chserved Change Observed Change
Min; Max 55.0; 50.1; 61.9; 46.67
298.1 117.1 153.4 642,0

Baseline defined as Screening for Fellow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The number of subjects dosed with each treatment, cr the number of subjects
in the safety population for the total summary; n: Number of subjects 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 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxrine

Treatment C: 3 tablets of 200 pg of levothyroxine

/project24/ep/blinded/e210898 merc/stats/versioncentrol/primary/scripts/program/main/TFL programs/Tables/Table
15,3.5.1.2,5a8
10DEC2014 0Q:20

Document No.0900babeB0BShadf v1.0 . CONFIDENTIAL 255/638 M
INFORMATION




EMR200125-002 Page 260 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 31 of 85
EMR 200125-002 Ceonfidential

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 Seguence 2 Treatment Sequence 3
[N=7) {N=7) {N=T7}

Laboratory Visit/ '
Test (Unit) Timepoint Statistics Observed Change Observed Change Cbserved Change
Creatine Fellow-Up n {missing} 7 (0) 7T (0) 7 () 7 {0} 7 (0 70
Kinase
{IU/L)

Mean {5D) 99,73 {36.604) 17.56 (23.980})140.79 9,33 (77.707) 100.03 3.58

(76,212) {56.508) (26,311,

Median 112.30 17.40 140.60 10.00 90¢.00 -7.10

Min; Max 41.5; 136.9 -22.7; 48.1 48.4; 251.5 -121,2; 99.2 47.5; 213.2 -20.3; 55.2
Creatinine Screening n (missing} 7 {Q) 7 (0 7 (0)
{umol /L)

Mean (8D) 60.84 (11.472) 64.06 {12.577) 62.06

{12.357)
Median 59.90 59,30 64.80
Min; Max 44.1; 719.6 49.2: 81.2 46.2: 76.8
Period 1/ n {missing} 7 (O} 7 {0) 7 (0)
{Ray -1}
Mean (5D) 63.10 (11.358) 67,77 (13.359) 64.49
(12.653)
Median 63.60 58.80 66.60
Min; Max 45.1; 719.%6 56.6; 86,1 50.6; 60.8

Baseline defined as Screening for Fpollow-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:RABC; Treatment Sequence 2: BCA; Treatment Secuence 3: CAB; Treatment Sequence 4: RCB;

Treatment Seguence 5: BAC; Treatment Segquence 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 levcthyroxine
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" Levothyroxine
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Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Merck Serono Page 32 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 Sequence 4 Treatment Sequence 5 Treatment Seguence 6 Total
{N=T1) . {N=7) (N=7} {N=42)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change

Creatine Fellow-Up n (missing} 7 {0} 7 (0) T (0) T (0} 7T {0y 7 (0} 42 {0) 42 {0y
Kinase
(TU/L)
Mean (SD} 100.66 13.71 80.09 -3.00 89.04 -63.31 101.72 -4.22
(47.188) [27.137) {30.645) {22,231) (21.733) (133.047} (45.143) (67.902)
Median 81.70 13.1¢0 73.00 ~1.60 §4.90 -17.70 92.40 1.80
Min; Max 49.0; -34.3; 43.7; -32.7: 66.87 -361.2; 41.5; -361.2;
171.3 41.6 123.1 31.5 131.0 13.9 251.5 9.2
Creatinine Screening n (missing} 7 {0} 7 (0} 7 ({0} 42 (O
{umol/L)
Mean - {8D) 66.39 64.57 62.90 63.47
(6.985) {6.005) (15.044) (10.658)
Median 64.30 65.20 57.70 63,30
Min; Max 57.5; 76.4 95.8; 72,5 48.8; 89.8 44.1; 89.8
Period 1/ n (missing} 7 {0} T 0y 7 (0} 42 [0)
(Day -1}
Mean (SD} 68.91 66.99 67.26 66,42
(8.007) {6.057) {13.8186) (10.732)
Median 66.00 69.20 59.60 65.70
Min: Max 61.3; 84.2 57.8; 72.8 55.4; 91.6 45.,1: 91.6

Baseline 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 in specific laboratory tests.
Treatment Sequence 1:BBC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB:; Treatment Sequence 4: ACB;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.
12 tablets of 50 pg of levothyroxine:

3 tablets of 200 pg of levothyroxine

Treatment A:
Treatment C:

Treatment B:

6 tablets of 100 ug of

levothyroxine
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EMR200125-002 Page 262 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (S0 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Marck Seronc . Page 33 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=7} (MN=7) {N=7)
Laboratery Visit/
Test (Unit} Timepoint Statistics Ohserved Change Observed Change Chserved Change
Creatinine Period 2/ n {missing} 7 (0} [ T10)
{umol/L) {Day -1)
Mean (8D} 63.37 (13.739) 71.82 {17.08%%) 64.07
(12.148)
Median 59.00 71.35 66.80
Min: Max 45.5; BQ.O 51.6; 91.9 47,6; 17.%6
Period 3/ n (missing} 7 {0) 6 {0} 7 (0
{Day -1}
Mean (SD) 63.37 (14.907) 71.45 (12.565) 63.83
{12,765}
Median 59,80 69.30 65.10
Min; Max 45.7; 88.0 56.0; 88.% -48.7; 78.9
Follow-Up n {missing} 7 (0} 7 (0} 7 (00 7 (0} 7T T 10)
Mean (3D} 59.57 (12.49%) —~1.27 {3.821) 66.13 {13.552)2.07 (4.765) 64.16 2.10 (3.650)
(13.388)
Median 57.60 -0.20 59.80 0.80 66.60 1.60
Min; Max 44 .1; 77.3 -8.3r 4.4 49.7; 88.0 -5.2; 10.4 47.4; B3.2 -3.3: 9.0

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence l1: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 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine

Treatment C: 3 tablets of 200 ug of levothyroxine
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Levothyroxine

EMR 200125-002 State

Dosage Form Proportionality of Levothyroxine

EMR200125-002 Page 263 of 658

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

Merck Sercno
EMR 200125-002

Page 34 of 85
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 4 Treatment Sequence 5 Treatment Sequence 6 Total
(N=7) (N=7) (N=7) (N=42)
Laberatory Visit/
Test (Unit) Timepolnt Statistics Cbserved Change Observed Change Observed Change Cbserved Change
Creatinine Period 2/ n {missing} 6 (0) 6 () 6§ (0} 38 (0}
fumecl/L) (Day -1)
Mean (SD) 69.55 67.12 68.38 67.19
{6.9563) {7.939) {10.554) (11,547
Median 68.25 64.75 66.05 66.50
Min; Max 60.0; 79.0 60.0: 80.9 55.8; 84.1 45.5; 81.9
Pericd 3/ n (missing} 6 (0) 6 (0) g (0) 38 (0
{Day -1)
" Mean (SD) 67.98 64,12 . 66.85 66.13
{8.871) {5.972) {13.840) {11.553)
Madian 66.10 64.40 62.30 £4.40
Min; Max 58.2; 83.4 55.9; 72.8 52.1; 88.6 45.7; €9.9
Follow-Up n (missing) 7 (0} 7 (M 7 {0 70} 7 (0) 7 (0} 4z (0} 42 (0}
Mean (8D} 66.97 0.59 65.39 0.81 66,77 3.87 64.83 1.36
{10.818) (4.938) {8.,236) {5.376) {11.064) (5.415) {11.291) (4.700)
Median 66.40 2.10 63.10 2,30 64.00 5.30 64.20 1.70
Min; Mex 53.2; 81.7-7.7: 6.9 56.4; 78.5-%.5; 6.0 53.1; 82.1-7.7; 5.4 44.1; €8.0-9.5; 10.4

Baseline defined as Screening for Follow-Up results.

Max:

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

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

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Seguence 4; ACB:
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA,
Treatment A: 12 tablets of 50 png of levothyroxines

Treatment C: 3 tablets of 200 pg of levothyroxine

Treatment B: & tablets of 100 ug of levothyroxine
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Levothyroxine
EMR 200125-002

EMR200125-002 Page 264 of 658

Dosage Form Proportionality of Levothyroxine
State

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

Merck Serono
EMR 200125-002

Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point:

Population}

Page 35 of 85
Confidential

Clinical Chemistry {S8afety

Laboratory Visit/
Tast (Unit} Timepoint

Statistics

Treatment Sequence 1

(N=7)

Observed

Change

Treatment Seguence 2
(N=7)

Observed Change

Treatment Seqguence 3

Observed

(N=T)

Change

Creatinine Screening
Clearance

{mL/min/1.7
3m2)
Direct Screening
Bilirubin
(umol /L)
Period 1/

(Day -1}

n (missing} 7 {0}

Mean

{SD}

Medlan

Min;

n (missing}

.Mean

Max

{5

Median

Min;

n (missing}

Mean

Max

{8D)

Median

Min;

Max

116.3 (13.49}

113.0
97; 136

140}

4.10 ()
4.10
4.1: 4.1
140)

3.50 0

3.5; 3.5

700}

105.6 (9.32}
104.0

92; 120

1 (0)

5.50 ()
5.50
5.5; 5.5

7 {0)

109.4
{13.07)

106.0
935 133

3.20 b
3.20
3.2; 3.2

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:

Nurmber of subjects in specific laboratery tests.

Treatment Sequence 1:ABC; Treatment Sequeéence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACBy
Treatment Sequence 5: BAC; Treatment Segquence 6: CBA.
Treatment A: 12 tablets of S0 ug 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
EMR 200125-002

Dosage Form Proportionality of Levothyroxine
State

EMR200125-002 Page 265 of 658
ew Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Seronc
EMR 200125-002

Page 36 of 85
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 Sequence € Total
(N=7} (N=7) (N=7) (H=42)
Laboratory WVisit/ .
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Creatinine Screening n (miasing) 7 (0} 7 (0} 7 (0) 42 (0}
Clearance
{mL/min/1.7
3m2}
Mean ({SD) 103.4 106.3 117.0 109.7
{13.89) (13.20) (28.66) {16.32)
Median 98.0 114.0 10%.0 107.0
Min; Max 93; 133 g1; 120 83; 179 91; 179
Diract Screening n (missing) 1 {0} 3 {0} 6 {0}
Bilirubin
{umoi/L}
Mean (8D) 4.90 (} 4.40 4.62
(0.608) {0.634)
Median 4.90 4.10 1.50
Min; Max 4.9; 4.9 4.0; 5.1 4.0; 5.5
Period 1/ n {(missing) 1 (0} 1 {0 4 ()
{Day -1}
Mean (5D} 4.10 () 4.00 {) 3.70
(0.424)
Median 4.10 4.00 3.75%

Baseline defined a3 Screening for Follow-Up results.

Max: Maximom 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:BBC; Treatment Sequence 2: BCR; Treatment Sequence 3: CAB; Treatment Sequence 4:
BAC; Treatment Sequence 6: CBA.
12 tablets of 50 ug of levothyroxine;

Treatment Seguence 5
Treatment A:

ACB;

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 266 of 658

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

Merck Sercno Page 37 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 Sequence 6 Total
{N=T7) (N=7) (N=T7) (N=42)
Laboratory Visit/
Test (Unit) Timepocint Statistica Observed Change Chserved Change Observed Change Chserved Change

Min; Max 4.1; 4.1 4.0; 4.0 3.2: 4.1

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 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 ng of levothyroxine

Treatment C: 3 tablets of 200 pg 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 Sercno Page 38 of 85
EMR 200125-002 Confidential

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

Treatment Sequence 1 Treatment Sequence 2 Treatment Segquence 3
(N=7} {N=7} {N=7)
Laboratory Visit/ .
Teat (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Direct Period 2/ n [(missing) 1 (0} 1 (0
Bilirubin {Day -1}
{umol/L}
Mean {SD) 4.70 O 3.60 ()
Median 4.70 3.60
Min; Max 4.7 ¢.7 3.6; 3.6
Period 3/ n (missing)
{Day -1}
Mean (SD)
Median
Min; Max
Follow-Up n (missing) 1 {(0) 1 {0} 10} 1 (0}
Mean (5D) 3.50 () -0.50 () 4.30 () -1.20 ¢}
Median 3.50 -0.60 4.30 ~1.20
Min; Max 3.5; 3.5 -0.6; -0.6 4.3 4.3 -1.2: 1.2

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:ARC; Treatment Seguence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACB;

Treatment Sequence 5: BAC; Treatment Sequence §: 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 levethyroxine
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Levothyroxine Dosage Ferm Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125002 State

Merck Serono Page 39 of 85
EMR 200125-002 Confidential

Table 15.%.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 6 Total
{N=T7} (N=7} {(N=7} (H=42)
Laboratory Visit/
Tast (Unit) Timepoint Statistics Obserwved Change Observed Change Observed Change Observed Change

Direct Period 2/ n (missing) 2 {0
Bilirubin  (Day -1)
{umol/L}
Mean {5D} 4,15
{0.778)
Median 4,15
Min; Max 3.6 4.7
peried 3/ n {missing) 1 (0} 1 (0} 2 (0}
(Day -1)
Mean (3D} 4.00 () 3.60 (} 3.80
{0.283)
Median 4.00 3.60 3.80
Min: Max 4.0; 4.0 3.6: 3.6 3.6: 4.0
Follow-Up n (missing) ] 140 340 3.(0)
Mean {(SD} 4.20 {) 0.20 ) 4,00 -0.53
{0.436) (0.702)
Median 4.20 0.20 4,20 ~-0.60
Min; Max 4.2; 4.2 0.2r 0.2 3.5; 4.3 -1.2; 0.2

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&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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EMR200125-002 Page 269 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 Sercno Page 40 of €5
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=7) (N=T}
" Laboratory Vvisit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Gamma Screening n {(missing} 7 (0} 7 {0 7 (0)
Glutamyl
Transferase
(U/L)
Mean ({8D) 22.41 {15.379) 17.19 {8.464} 21.41
{14,067}
Median 18.20 R 14.40 18.70
Min; Max 13.35 56.7 10.0; 34.3 11.7; 51.6
Period 1/ n (missing) 7 (0} T (o) 7 {0)
(Day -1} '
Mean (8D} 19.94 (7.893) 16.31 (8.445) 21.19
(13.749)
Median 18.40 13.30 19.40
Min; Max 13.2; 36.4 8.9; 33.2 9.7; 50.0
Period 2/ n (missing) 7 (0) 6 (D) T (0}
(Day -1}
Mean ({8D) 19.40 (8.377) 18.00 (9.202) 21.66
(15.874)
Median 16.10 13.1¢ 18,50
Min; Max 12.5; 35.7 11.6; 34.1 9.0: 55.6

Baseline defined as Screening for Follow-Up resulta.

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

Treatment Sequence l:ABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: BCB;

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

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/nain/IFL prograns/Tables/Table
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EMR200125-002 Page 270 of 658
Dosage Form Proportionality of Levothyroxine New Formnlations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

State

Levothyroxine
EMR 200125-002

Page 41 of 85
Confidential

Merck Seronho
EMR 2D0125-002
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 3 Treatment Sequence 6 Total
R (N=T7} (N=7}) (N=T) (N=42)
Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Cbserved Change
Gamma Screening n {missing) 7 (0) 740 1 (0} 42 (0
Glutamyl
Transferase
{U/L)
Mean (8D} 14.44 21.60 13.79 18.47
{2.405) (13.858}) (3.513) (10.836)
Median 14,10 13.70 14.40 14,65
Min; Max 11.2; 18.7 9.6; 47.8 8.4 18.4 8.4; 56.7
Period 1/ n {missing) 7 (0} T () 70 42 (0
{Day -1)
Mean (3D} 14.09 20.37 14,33 17.70
(2.536) {11.917) (4.265) (8.958)}
Median 15.50 13.20 15.10 15.30
Min; Max 10.3; 16.6 9.8; 42.6 8.7; 20.6 8.7; 50,0
Period 2/ n (missing} 6 (0} & (0) 6 {0) 38 (0}
{Day -1}
Mean (SD} 13.62 21.57 13.85 18.15
(2.127) (15.892) {4.200} . {10.591)
Median 13.75 13,45 13.20 14.20

Baseline defined as Screening for Follow-Up results.

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

in the safety populaticn for the total summary; n: Number of subjscts in specific laboratory tests,
Treatment Sequence 1:BBC; Treatment Sequence 2: BCA; Treatment Secuence 3: CRB; 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

/project24/ep/blinded/e210898 merc/stata/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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6 tablets of 100 ug of

levothyroxine
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EMR200125-002 Page 271 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 42 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
Population}

Treatment Segquence 4 Treatment Sequence 5 Treatment Sequence 6 Total
(N=7) {N=T7} {N=7) {N=42}
Laboratory Viait/
Test {Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change
Min: Max 11.0; 15.9 10.8: 50.8 8.3; 19.7 8.3; 55.6

Baseline defined as Screening for Follow-Up results.

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

Treatment Sequence 1:ABC; Treatment Segquence 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 levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine

/project24/ep/blinded/e21OE9E_merc,"stats/v‘ersioncontrolfprimax:y/scripta/proqram."main/TF‘L programs/Tables/Table
15.3.5.1.2.3as8
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"'EMR200125-002 Page 272 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine

EMR 200125-002 State

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

Merck Seronc
EMR 200125-002

Table 15.3.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point:

Populatiecn)

Page 43 of B3
Confidential
Clinical Chemistry (Safety

Treatment 3equence 1

Treatment Segquence 2

Treatment Sequence 3

(W=7 {N=T7} {N="T}
Laboratory Visit/
Test (Unit} Timepoint Statistics Observed Change Cbserved Change Ohserved Change
Gamma Period 3/ n (missing) 7 (0) 6 (0) 7 (0
Glutamyl {Day -1}
Transferase
{U/L)
Mean (3D} 19.54 (6.796) 17.43 (8.34:) 17.84
(8.620)
Median 18.90 12,90 16.10
Min; Max 11.9; 30.3 11.7: 32.0 10.1; 34.2
Follow-Up n (missing) 7 (0) 7T {0} 7 (0 7 {0) 7 {0} 7 (0)
Mean (8D} 18.99 (7.020) -3.43 (11.411) 15.64 (6.530) -1.54 (3.079) 19.80 -1.61
{11.559) {2.640)
Median 18.50 -0.30 13.70 -1.50 16.50 ~1.60
Min; Max 10.9; 28.8 -27.9; 8.7 8.5; 26.4 -7.9: 1.2 11,9 44.9 -6.7; 1.2
Glucose Screening n {(missing} 7 (0) 7T (M T ()
{mmol/L)
Mean (5D) 4.383 (0.483) 4.677 {0,495 4.421
{0.336)
Median 4.290 4,580 4.400
Min; Max 3.87; 5.21 4.11; 5.83 3.80; 4.89

Baseline defined as Screening for Follow-Up results.

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

or the number of subjects

in the safety population for the total susmary: 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: BRC; Treatment Sequence &: CBA.

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

Treatment B: &

tablets of 100 pg of levothyroxine
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EMR200125-002 Page 273 of 658

Levothyroxine Dosage Form Propertionality of Levothyroxine New Formulations (3¢ pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Sercno Page 44 of 85
EMR 200125-002 Confidential
Table 15.3.5.1.2 Sumary and Change from Baseline of Laboratcory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population}

Treatment Sequence 4 Treatment Segquence 5 Treatment Sequence 6 Total

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

Laboratory Visit/
Test (Unit) Timepoint Statistics OCbserved Change Obsearved Change Observed Change Observed Change

Gamma Period 3/ n {(missing} & (0} 6 (0} g (0) 38 (0}
Glutamyl [Day -1}
Transferase
(U/L)}
Mean (SD) 14.08 20.65 13.68 17.28
(2,616) (18.220} {3.081) {8.091)
Median 13.50 13.05 13.390 13,90
Min; Max 11.7; 19.1 10.2; 57.4 9.0; 17.6 9.0: 57.4
Follow-Up n {missing) 7 (0) 7 (0} 70 70 7 (0} 700 42 (0) 42 ()
Mean (8D} 14.44 0.00 16.9¢6 -1.64 13.44 -0.3¢ 17.05 -1.43
(2.362) (2.179) {16.402) (4.995) (4.208) (2.790) 18.104) {5.310)
Median 14.10 -0.20 11.90 -2.10 13.50 -0.60 14.00 ~0.75
Min; Max 11.7; 18.7-3.2; 3.6 9.9; 55.3 -7.6; 7.5 7.8; 18.5 -4.9; 3.9 7.8; 535.3 -27.9; 8.7
Glucose Screening n (missingl 7 (0) T t0) 7 (0 42 (0}
[mmol/L)
Mean (SD) 4,617 4.374 4.594 4.511
(0.351) {0.325) {0.275) (0,.382)
Median 4.510 4.420 4,650 4,500
Min; Max 4.25; 5.12 4.01; 4.87 4.18; 4.95 3.80; 5.63

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

Treatment Sequence 5: BAC: Treatment Sequence 6§: CRA.

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

Treatment C: 3 tablets of 200 ug of levothyroxine

foroject24/ep/blinded/e2108%8_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Levothyroxine
EMR 200125-002 State

EMR200125-002 Page 274 of 658

Duosage Form Proportionality of Levothyroxine

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

Merck Serono
EMR 200125-002

Page 45 of 85
Cenfidential

Table 15.3.5.1.2 Ssummary 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} (N=7} {N=7}
Laboratory Visit/
Test (Unit) Timepoint Statistics Cbhserved Chandge Observed Change Ohgerved Change
Glucose Period 1/ n {missing} 7 (0} 70} T o(0)
(mmol /L} {Day -1}
Mean (SD) 4.643 (0.440) 4,966 [0.621) 4,647
{0.535)
Median 4.720 4.850 4.510
Min; Max 4.04; 5.37 4.27; 5.82 4.08; 5.66
Period 2/ n (missing} 7 (0} 6 (0) 740}
(Day -1}
Mean (3D) 4.573 (0.514) 4.967 (0.430) 4,610
{0.359)
Median 4.580 4.990 4.480
Min; Max 3.96; 5.47 4.43; 5.44 4.20; 5.24
Period 3/ n {(missing) 7 (0} 6 {0) 7T
(Day -1}
Mean (5D} 4,739 (0.468) 4.965 (0.209) 4.52¢6
(0.312)
Median 4.800 4,985 4.590
Min; Max 4.13; 5,43 4.66; 5.19 4.03; 4.89

Baseline defined as Screening for Follow-Up results.
Max: Maximum Value; Min: Minimum Value;
in the safety populaticn 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 Ssquence 6: CBA,
Treatment A; 12 tablets of 50 pg of levothyroxzine;

Treatment €: 3 tablets of 200 pug of levothyroxine

N: The number of subjects dosed with each treatment,

Treatment B: 6 tablets of 100 pg of levothyroxine

or the number of subjects

/project24/ep/blinded/e210898 merc/stats/versioncentrol/primary/scripts/program/main/TFL programs/Tables/Table
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EMR200125-002 Page 275 of 658

Levothyroxine Dosage Form Propertionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-(02 State
Merck Seronc Page 46 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
Pepulation)

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total

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

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

Glucose Period 1/ n {(missing) 7 (0} 7 (0 7 (0 42 {0)
{mme1/L.) (Day -1)
Mean (SD} 4,703 4,439 4.700 4.683
{0.298) (0.278) (0.443) {0.452)
Median 4.730 4.490 4.760 4,605
Min: Max 4.28; 5.1%6 4,19; 4.88 4.14; 5.18 4.04; 5.82
Period 2/ n {(missing) & (0} 6 (0} 6 (0) 38 (0)
(Day -1)
Mean (5D} 4,477 4.462 4.765 4,639
{0.361) (0.191) (0.344) {(0.337
Median 4.605 4.420 4.840 4,560
Min; Max 3.98; 4.81 4.23; 4.70 . 4.26; 5.24 3.96; 5.47
Period 3/ n {missing) 6 (0} 6 (0} 6 (0) 38 (0)
(Day -1)
Mean (SD} 4.1690 4.667 ’ 5.013 4771
{0.370) (0.185) (0,315} (0.350)
Median 4.890 4.585 5.145 4,780
Min; Max 4.11; 5.10 4.51; 5.01 4.56; 5.34 4.,03; 5.43

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: Numkber of subjects in specific laboratery tests.

Treatmant 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 ug 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/Tables/Table
15.3.5.1.2.sa8
10DEC2014 00:20

Document No.0900babe8085ka%f v1.0 CONFIDENTIAL 275/658 M
INFORMATION




EMR200125-002 Page 276 of 658

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

Merck Serono Page 47 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=7) {N=T7} (N=T)

Laboratory Visit/
Test {Unit) Timepoint Statistics Observed Change Obhgerved Change Observed Change
Glucose Follow-Up n (missing) 7 (D) 7 (0) 7 {0} 70 70 7 {0)
{mmol/L}

Mean (SD) 4,680 (0.276) 0.297 (0.340) 4.829 (0.532) 0.151 (0.374}) 4.706 0.284

{0.416) {0.387)

Median 4,580 0.290 4,590 -0.060 4,540 0.110

Min; Max 4.46; 5.28 -0.24; 0.82 4,1%; 5.62 -0.28; 0.70 4.35; 5.43 -0.47; 1.08
Indirect Screening n (missing) 1 {0} 1 (0}
Bilirubin
(umel /1)

Mean ({SD) 15.50 {) 27.60 ()

Median 19.50 27.60

Min; Max 19.57 19.5 27.6; 27.6

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

Mean (8D} 17.70 () ' 18,40 )

Median 17.70 18.440

Min; Max 17.7; 17,7 . 18.4: 18.4

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 surmary; n: Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Seguence 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; fTreatment B: 6 tablets of 100 pg of levothyrcxine

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 277 of 658
Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

State

Levothyrogine
EMR 200125002

Merck Serono Page 48 of 85
EMR 200125-002 Cenfidential
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 § Treatment Sequence 6 Total
{N=7) (N=T7) {(N=T) {N=42)

Laboratory Visit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Cbhserved Change
Glucose Follew-Up n (missing) 7 {0} 700} 740 7 {0} 7 (D, 7 (0 42 (0) 42 {0)
{mmol/L})

Mean (5D} 4.750 0.133 4,626 0.251 4,697 0,103 4,715 0.203

(0.204} {0.382) (0.278) {0.360) (0.522) {0.361) (0.373) {0.3922)
Median 4,690 0.330 4,670 0.180 4.770 0.020 4.670 0.225
Min: Max 4.52; 5.16-0.60; 4.30; 5.05-0.12; 3.97; 5.59-0,35; 3.97; 5.62 -0.60;1.08
0.43 0.95 0.64

Indirect Screening n (missing} 1 (0) 3 (0} 6 (0}
Bilirubin
(umol /LY

Mean (SD) 17,10 () 2Q.,4% 20.93

(2.491) {3.854)
Median 17.1¢ 21.70 20.60
Min: Max 17.1:; 17.1 17.8: 22.1 17.1; 27.6
Period 1/ n (missing) 1 (0) 1 (D) 140
(Day -1)
Mean (3D) 21,60 () 17.20 () 18.73
{1.879)
Median 21.60 i7.20 18.05
Min; Max 21.6;: 21.6 17.2; 17.2 17.2; 21.86

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 ug of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine

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

EMR200125-002 Page 278 of 658

Dosage Form Proportienality of Levothyroxine New Formulations (30 ug, 100 pg,
State

and 200 pg Tablets) in Fasted

Merck Serono
EMR 200125-002

Page 49 of 85
Confidential

Table 15.2.5.1.2 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Cliniecal Chemistry (Safety

Populatiorn)

Treatment Sequence 1

Treatment Segquence 2

Treatment Sequence 3

{(N=7) IN=7) (N=7)
Laboratory Visit/
Test (Unit) Timepoint Statistics CObhaerved Change Observed Change Observed Change
Indirect Periocd 2/ n {missing} 1 (0) 1 (0
Bilirubin {Day -1)
(umol/L)
Mean (5D} 22.10 () 18.00 1)
Median 22.10 18.00
Min; Max 22.1; 22.1 18.0r 18.0
pPeriod 3/ n (missing)
{Day -1)
Mean (SD)
Median
Min; Max
Follow-Up n (missing) 1 {0} 1 (0} 1 (o) 1 (0)
Mean (5D} 20.20 {) 0.70 ) 20.10 () =7.50 {})
Median 20.20 0.70 20.10 -7.50
Min; Max 20.2:_ 20.2 0.7; 0.7 20.1; 20.1 -7.5: =7.53

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 Seguence 6: CBA.

Treatmént A: 12 tablets of 50 pg of levothyroxine;
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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EMR200125-002 Page 279 of 658
Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 10¢ pg, and 200 pg Tablets) in Fasted

State

Levothyroxine
EMR 200125-002

Merck Serono Page 50 of 85
EMR 200125-002 Confidential

Table 15.3.5.1.2 Sumnary and Change from Baseline of Laboratery Data by Treatment and Time Point: Clinical Chemistry {Safety
Population}

Treatment Sequence ¢ Treatment Sequence 5 Treatment Sequence § Total
{N=7} (MN=7} (N=7} {N=42)
Laboratory Visit/
Test (Unit) Timepoint Statistics Chaerved Change ‘Observed Change Observed Change Obaerved Change
Indirect Period 2/ n (missing} 2 {0)
Bilirubin {Day -1)
{umol /L)
Mean (SD) 20.05
(2.899)
Median 20.05
Min; Max 18.0; 22.1
Period 3/ n {missing) 1 (0} 1 (0} 2 {0}
(Day -1)
Mean (5D) 17.40 () 17.60 {} 17.50
(0.141)
Median 17.40 17.60 17.50
Min; Max 17.4; 17.4 17.6: 17.6 17.4; 17.6
Follow-Up n (missing) 1 (0 1 (0} 3 3 (0)
Mean (SD) 25.80 ) 3.80 {) 22.07 -1.00
(3.320) (5.839})
Median 25.90 3.80 20.29 0.70
Min: Maxz 25.9; 25.93.8; 3.8 20.1; 25.9-7.5; 3.8

Baseline defined as Screening for Follow-Up results.

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

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

Treatment Sequence 5: BAC:; Treatment Segquence 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 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

Marck Serono Page 51 of 85
EMR 200125-002 Confidential

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

Treatment Sequence 1 Treatment Sequence 2 Treatment Sequence 3
(N=7) {N=7} (N=7)
Laboratory WVisit/
Test {Unit) Timepoint Statistics tChserved Change Cbserved Change Observed Change
Lactate Screening n (missing} 7 (0) 7 (0} 7 {0)
Dehydrogena
se {(IU/L)
Mean (5D} 152.94 (18.3468) 167.59 174,54
{17.139) {18.018)
Median 152.30 167.80 176.90
Min; Max 130.8; 189.7 141.1; 195.3 145.7; 195.5
Period 1/ n {missing) 7 (0} T 7 {0)
(Day -1}
Mean {8Dj 151.96 (15.903) 166.24 176.06
{13.572) {13.310)
Median 156.00 170.30 175,20
Min: Max 132.3: 176.4 147.0; 184.3 155.6;7 193.9
Period 2/ n {missing) 7 (0) & () 7 {0
{Day -1} ’ '
Mean (SD) 147.23 (27.776) 158.58 178.97
{18.729) {39.548)
Median 149.10 15%.40 172.30
Min; Max 1314.1; 197.5 131.1; 185.9 148.1; 264.0

Baseline defined as Screening for Follow-Up results.

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

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

Treatment Sequence 53: BAC; Treatment Sequence 6: CBA.

Treatment A: 12 tablets of 50 pg of levothyrorine; Treatment B: 6 tablets of 100 ug.of levcthyroxine

Treatment C: 3 tablets of 200 upg of leveothyroxine
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Levothyroxine Deosage Form Propertionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State

Marck Sercno Page 52 of B5
EMR 200125-0Q02 Confidential
Table 15.3.5.1.2 Sumnary 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) (W=7} {N=T) (N=42)

Laboratory WVisit/

Test (Unit) Timepoint Statistics Observed Change Chserved Change Cbserved Change Chaerved Change
Lactate Screening n (missing) 7 (0} T (M 7 (0) 42 {0)
Dehydrogena
se (IU/L}
Mean ({5D) 168.34 154.57 161.71 163.28
(37.049) (14.401) {12.139) (21.304}
Median 165.50 ) 156.40 155.80 159.50
Min; Max 123.9; 136.3; 142.5; 123.9;
217.7 172.8 176.3 217.7
Period 1/ n (missing} 7 (0} T T (0 42 {0)
(Day -1)
Mean ({SD} 169.41 162.14 170.61 166,07
(28.842) {12.003) {17.548) {18.355)
Median 165.70 159.70 169.70 165.50
Min: Max 133.1: 152.0; 148.7; 132.35
214.5 186.0 196.0 214.5
Period 2/ n (missing} 6 {0) 6 (0) 6 (0} 38 (Q)
(Day -1)
Mean (SD) 160.20 154,03 156.00 159.38
(23.0286) {13.658) (20.474) {26,209}
Median 173.00 150.65 158.10 157.09%

Baseline defined as Screening for Follow-Up results.

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

or the number of subjects
Number of subjects in specific laboratory tests.

Treatment Sequence 1:ABC; Treatment Sequence 2: BCA; Treatment Seguence 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 TFablets) in Fasted
EMR 200125-002 State :

Merck Sercno Page 53 of 85
EMR 200125-002 Confidential

Table 15.%.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=T) (N=42)
Laboratory Visit/
Tgst {Unit) Timepoint Statistics OCbserved Change Observed Change Observed Change Observed Change
Min; Max 130.6; 137.3; 128.4; 114.1;
178.8 171.7 179.8 264.0

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value:; Min: Minimum Value; N: The number of subjects dosed with each treatment, or the number of subjects
in the safety population for the total summary; n: 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 Sequence 6: CBA. '

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

Treatment C: 3 tablets of 200 ug of levothyroxine
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Levothyroexine Dosage Form Proportionality of Levothyroxine New Formulations (S0 pg, 100 g, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Marck Serono Page 54 of 85
EMR 200125-002 Cenfidential
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=T7} {N=T7}

Laboratery Visit/
Test {(Unit) Timepoint Statistics Observed Change Cbserved Change Observed Change
Lactate Period 3/ n (missing) 7 {0) & (0) 7 (0}
Cehydrogena [bay -1)
se (IU/L}

Mean (SD} 158.43 {29.898) 169.18 159.54

(15.972) (17.484)
Median 162.9¢ 167.55 151.10
Min; Max 119.5; 207.8 149.0: 192.3 138.4; 184.0
Follow-Up n (missing} 7 (0} 740y 7 {0} 7 {0} 7 (0} 7 (0
Mean (SD) 150.14 (26.410) -2.80 {13,409} 165.74 -1.84 (22.405)155.33 -19.21
{17.922) {18.139) (9.933)

Median 150.50 -3.80 168.70 ~5,10 150.70 -20.00

Min; Max 111.1; 190.6 ~19.7: 21.7 144.0; 186.5 -18.9; 44.2 136.8; 186.5-30.7; -4.5
pPotazssium Screening n (miasing) 7 (0) T (0} T 0)
{mmol/L}

Mean (5D} 4.207 (0.245) 4.217 (0.260} 4.253

10.357)
Median 4.290 4,260 4,250
Min: Max 3.84; 4.52 3.89; 4.6% 3.64: 4.76

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 pepulation 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 Seguence 4: ACB;

Treatment Seguence 5: BAC: Treatment Sequence G: CBA.

Treatment A: 12 tablets of 50 pg of Levothyroxine; Treatment B: 6 tablets of L00 ng of levothyroxine

Treatment C: 3 tablets of 200 pg of levothyroxine
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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 55 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 Sequence € Total
(N=T) {N=7) (N=7} {N=42)
Laboratery Visit/
Test (Unit) Timepocint Statistics Observed Change Obaerved Change Observed Change Observed Change
Lactate Period 3/ n {missing)} & (0] & (0) 5 (0) 38 (0
Dehydrogena {Day -1)
se (IU/L}
Mean (SD) 171.33 153.98 149,23 160.22
(32.456) §13.751) {19.084) {22.489)
Median 181.65 154.45 148,20 159.85
Min; Max 121.2; 133.6; 127%.7: 119.5;
211.1 173.2 174.6 211.1
Follow-Up n (missing) 7 (0) 7 (0 T 10} 7 {0} T 7 {0} 42 (0} 42 (0)
Mean (5D} 165.860 -2.7¢ 144.43 -10.14 148.11 -13.60 154.89 -§.38
{28.247) (17.578) {11.359) (8,313} {11.155) {10.245) (20.522) {15.105)
Median 173.80 4.00 145.20 -9.20 150.10 -9.70 150.65 -9.15
Min; Max 121.3; -28.3; 127.1; -21.7: 1.:1134.9; -32.3; 111.1; -32.37; 44.2
154.0 17.7 160.7 167.6 -0.8 194.0
Pctassium Screening n {(missing) 7 (0) T 7 (0 42 (O
(mmol/L)
Mean (5D} 4,021 4,299 4.519 4,253
(0.344) {0.265) 10.298) {0.316)
Median 4.030 4.210 4.550 4.260
Min; Max 3.61; 4.48 4.01; 4.85 4,18: 4.97 3.61; 4.97

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:RABC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACE;
Treatment Sequence 5: BAC; Treatment Sequence 6: CBA.

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

levothyroxiner
levethyroxine

Treatment B: 6 tablets of 100 pg of levothyroxine
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Levothyroxine D¥osage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Marck Sercno Page 56 of 85
EMR 200125-002 Confidential
Table 15.3.5.1.7 Summary and Change from Baseline of Laboratory Data by Treatment and Time Point: Clinical Chemistry (Safety
Population)
Treatment Sequence 1 Treatment Sequence 2 Treatment Segquence 3
(N=T7} {N=T} (N=7}
Laboratory Visit/
Test {(Unit) Timepoint Statistics Observed Change Chserved Change Ohserved Change
Potassium Period 1/ n {missing) 7 (0) 7 {0 T {0}
{mmol/L} (Day -1}
Mean (SD} 4.203 {0.357) 4.291 (0.212} 4.284
{0.128)
Median 4.290 4.270 4.340
Min; Max 3.64; 4.57 4.05; 4.59 4,03; 4.39
Pericd 2/ n (missing) 7 {0} & (0) 10}
{bay -1}
Mean (SD) 4.386 (0.347}) 4.153 (0,350 4,349
. {0.202)
Median 4.420 4,049 - 4.310
Min: Max 3.99; 4.81 3.78: 4.77 4.08; 4.61
Period 3/ n (missing) 7 {0} 6 (D) 7 {0)
{Day -1}
Mean (SD) 4.354 (0.412} 4.258 {(0.376) 4,277
(0.138)
Median 4.520 4.250 4.300
Mins Max 3.85; 4.88 3.66; 4.66 4.14; 4.54

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 apecific laboratory tests.

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

Treatment Sequence 5: BAC; Treatment Sequence b: CBAR.

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

Preatment 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 57 of B35
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 Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
(N=7) IN=T} (N=7} {N=42)
Laboratory WVisit/
Test {(Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change

Potasaium Period 1/ 1 {missing} 7 (0} 7 (00 7 (0) 42 (0)
{mmel/L} (Day -1)
Mean (8D} 4.283 4.264 4.373 4.283
(0.320} {0.364) (0.345) (0.286)
Median 4.310 4,300 4.470 4.315
Min; Max 3.87; 4.73 3.74: 4,91 3.65; 4.70 3.64; 4.91
Period 2/ n {missing} 6 (0} 6 {0) 6 (0} 38 (0
{Day -1)
Mean (8D} 4.243 4,177 4.363 4.283
{0.201) {0.343} (0.223) (0.282)
Median 4.230 4.075 4.340 4.240
Min; Max 4.01; 4.55 3.87; 4.76 4.13;: 4.75 3.78; 4.81
Period 3/ n (missing) & {0} % () 6 (0} 38 (0
{bay -1}
Mean (8D} 4.408 4.355 4.573 4.3¢68
{0.237) {0.257) {0.217) {0.288)
Median 4.370 4.275 4.505 4,325
Min: Max 4.16; 4.73 4.11; 4.77 4.38; 4.98 3.667 4.98

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 Seguence 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 Proporttonality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
Merck Sercno Page 58 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
Pcpulation)
Treatment Segquence 1 Treatment Sequence 2 Treatment Sequence 3
{N=T) [(N=7) (N=7)

Laboratory Visit/
Test (Unit} Timepoint Statistics Observed Change Observed Change Observed Change
Potassium Follew-Up n {(missing) 7 .{0) 7 {0) 7 (0} 7 {0} R L
(mrol /L)

Mean (SD) 4,330 10.373) 0,123 (0.353) 4.344 (0.250) 0.127 (0.290) 4.334 0.081

. {0.227) {0.438)

Median 4.290 0.230 4,300 0.050 4.240 0.100

Min; Max 3.88; 4.79 -0.,42; 0.58 4.09; 4.76 -0.21; 0.861 4,09; 4.67 -0.52; 0.53
Protein Screening n {missing) 7 {0) 710 7403
{mL/min/1.7
3m2)

Mean (SD) 70.70 (2.704) $9.93 (2.055) 73.08

(2.713)
Median 71.90 69.50 12.00
) Min; Max 65.8; 73.5 67.9; 73.1 69.3; 746.7
Period 1/ n (missing) 7 (0} T 7 {0
(Day -1)
Mean (5D} 72.17 (4.191) 70.36 {3.012) 71.03
{4.977)
Median 71.20 70.00 69.10
Min; Max 67.6; 78.9 66.6; 74.9 64.7r 78.8 -

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

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

Treatment Sequence 5: BAC; Treatment Sequence 63i CBA.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 180 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 59 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 Sequence § Total
(N=T} {N=7) {N=7} {N=42}
Laboratory WVisit/
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change Observed Change

Potassium Follow-Up n (missing) 7 (0} T (0 7 (0) 7 {0 7 (0} T (0} 42 (0} 42 (0)
{mmol /L)
Mean (SD) 4.409 0.387 4.330 0.031 4.551 0.033 4,383 0.130
{0.158) (0.420) (0.343) {0.319) {0.2861) (0.194) {0.2173) {0.346}
Median 4.420 0.310 4,310 ~0.050 4.590 0.080 4.350 0.080
Min; Max 4,25; 4.67-0.14; 3.96; 4.89-0.22; 4,12; 4.85-0.31; 3.88; 4.89-0.52; 1.06
1.06 0.69 0.24
Protein Screening n (missing) 7- (C) 70} 7 {0} 42 (0}
(mL/min/1.7
3m2)
Mean (3D} 72.90 70.40 69.67 71.11
(3.349) (3.370) (3.538) (3.131)
Median 74.20 tOT0.30 68.80 71.05
Min; Max 68.8; 77.0 65.2; 75.0 65.8: 75.6 65.2; 77.0
pPeriod 1/ n (missing) 7 (0) 7 (0} 70} 42 {0}
{Day -1}
Mean ({SD) 73.78 69.14 70.37 71.14
(2.629) {3.221) (3.135) (3.705)
Median 74.60 70.60 - 69.90 70.50
Min; Max 68.4; 76.4 62.6; 71.9 67.5; 76.3 62,6; 78.9

Baseline 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: Nunber of subjects in specific laboratory tests.

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

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

Treatment A: 12 tablets of 50 pg of levothyrozine; Treatment B: & 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 ug, 100 pg, and 200 ug Tablets) in Fasted
EMR 200125-002 State

Merck Serono . Page 60 of BS
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=7) (N=T)
Laboratory Visit/ )
Test (Unit) Timepocint Statistics Observed Change Observed Change Chserved Change
Protein period 2/ n (missing} 7 (0) 6 (0) 700)
(mL/min/1.7 {Day -1)
3m2)
Mean (SD) 71.51 (3.107) 71.13 (2.323) 69.80
{4.516)
Median 70.40 70.20 68.60
Min; Max 67.3; 76.3 6g.7; V4.4 : 64.5; 76.6
Pericod 3/ n {missing) 7 (0} 6 (0) 7 {0}
{Day -1}
Mean (SD) 72.09 (3.621) 70.83 (2.183} 65.04
(3.618)
Median 71.80 - 71.35 70.50
Min; Max 67.2; 77.2 67.2;: 73.1 €1.6;-72.4
Follow-Up 0 {(missing} 7 (0} T (0 7 (0} 7 {0} 7 (0) 7 (0)
Mean (SD} 68.47 (1.953) -2.23 (2.583) 68.94 (4.329) -0.99 {3.605) €9.79 -3.27
(4.967) (4,796}
Median 68.90 -2.10 70.080 0.60 70.60 -4.20
Min; Max 65,9; 71.2 -6.0: 1.8 61.4; 74.86 -7.3: 2.2 60.7; 76.4 -8.6; 4.4

Baseline defined as Screening for Fellow-Up results.

Max: Maximom 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 pg of levothyroxine

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

State

Levothyrexine
EMR 200125-002

Merck Serono Page 61 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 Chenistry {(Safety
Population}

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
{N=T) (N=T7]) {N=7) (N=42}
Laboratory Visit/
Test (Unit) Timepeoint Statistics CObserved Change Cbhserved Observed Change Observed Change
Protein Period 2/ n {missing) & (0} 6 (0) & {0} 38 {0
{mL/min/1.7 (Day -1}
3m2}
Mean (SD) 72.17 70.88 68.38 70.65
(0.891) (3.120) {2,967} (3.121
Median 72.00 70.45 68.95 70.5%
Min; Max 71.0; 73.3 67.4; 74.4 64.0; 72.68 64.0; 76.6
Period 3/ n (missing) 6 (0} 6 (D) 6 (0) 38 (0)
{Day -1)
Mean (5D} 73.17 68.07 70.68 70.64
{2.620) {2.455) {3.549) (3.366)
Median - 73.75 68.10 71.40 70.85
Min; Max 68.7; 75.8 64.7; 70.9 66.5; 75.1 gl.e: 77.2
Follow-Up n (missing} 7 (0} 7 (0} 7 {0} 7 7 (0) 7 (0) 42 (0} 42 (0)
Mean (5D) 72.41 ~0.49% 67.11 -3.2% 68.74 -0.93 £9.25 -1.886
(1.939) (3.481) {2.763) {3.319) {2.140) {1.860} (3.457) (3,384)
Median 72.90 -1.00 67.40 -2.20 68.20 -0.¢60 69.40 -1.75
Min; Max 69.5; 74.8-4.1; 6.0 63.1; 71.3-7.6; 0.2 66.4; 72,1-3.5; 2.4 60.7; 76.4-6.6; 6.0

Baseline defined as Screening for Follow-Up results.

Max: Maximum Value; Min: Minimum Value; N: The nunber of subjects desed with sach treatment,

in the safety populaticon for the total summary: n:
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 ug of
Treatment C: 3 tablets of 200 ng of

levothyroxine;
levothyroxine

Nunber of subjects in specific laberatory tests,

or the number of subjects

Treatment B: 6 tablets of 100 pg of levothyroxine
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Dosage Form Proportionality of Levothyroxine

Levothyroxine

EMR 200125-002 State

e 291 of 658
ew Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Seronc
EMR 200125-002

Page 62 of 85

Confidential

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

Population)

Treatment Sequence 1

Treatment Sequence 2

Treatment Sequence 3

(N=T7) {N=7} (N=7)
Laberatory Visit/
Test (Unit) Timepoint Statistics Obaerved Change Chserved Change Observed Change
Sodium Screening n {missing} 7 (0) 7o) 7 {0}
{mmncl /L)
Mean (SD) 138,08 (1.860) 138.86 (1.253) 138.56
{1.804)
Median 138.30 139.10 139.30
Min; Max 134.7; 140.2 136.7; 140.0 136.1; 140.4
Period 1/ n (missing) 7 {0} T (0 7 (0
{Day -1}
Mean (SD} 137.464 (2.205) 137.07 (1.078) 137.00
(2.153)
Median 137.40 137.10 137.70
Min: Max 133.2; 139.7 135.7; 138.7 132.3; 138.95
Pericd 2/ n {missing} 7 (0} 6 (0) 7 (0}
{Day -1}
Mean (3D) 137.87 (1.170} 138,38 (1.023) 136.04
{1.290)
Median 138.40 138.40 137.60
Min; Max 136.3; 139.4 137.2; 140.1 136.8; 140.3

Bageline defined as Screening for Follow-Up results.

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

in the safety population for the total summary; n:

Nunber of subjects in speclfic laberatory tests.

Treatment Sequence 1:RBC; Treatment Sequence 2: BCA; Treatment Sequence 3: CAB; Treatment Sequence 4: ACE;

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

Treatment A:
Treatment C:

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

levothyroxine;
levothyroxine

/project24/ep/blinded/e210858 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs /Tables/Table

15.3.5.1.2.sas

Treatment B: 6 tablets of 3100 ug 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

Merck Seronc Page 63 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
Pepulation) :

Treatment Sequence 4 Treatment Sequence 5 Treatment Sequence 6 Total
(N=T) (N=7} (N=7} (H=42)
Laboratory Visit/
Test {Unit) Timepoint Statistics Observed Change Observed Change Cbserved Change Observed Change

Sodium Screening n {miasing) 7 (0} T {0 7 {0} 42 {0)
(mmol/1)
Mean (5D} 137.27 137.96 138.74 138.25
(2.094) {1.522) {0.954;} (1.622
Median 137.20 137.80 138.70 138.25
Min; Max 134.7%; 136.2; 137.6; 134.7:
140.5 140.5 140.5 140.5
Period 1/ n {(missing) 7 (0) 7 {0} 7 (0} 42 ()
{Day -1)
Mean ({5D) 137.47 137.39 138.01 137.43
(2,152} (1.485) {1.671) (1.758)
Median 137.70 137.70 138.70 137.70
Min; Max 133.9: 135.7; 134.4; 132.3;
140.0 139.6 138.2 1490.0
Peried 2/ n (missing) & (0) 6 (0) & (0} 38 (M)
{bay -1}
Mean (SD) 136,97 137.20 138.43 137.84
(1.480} {1,292} {1.724) (1.385
Median 137.05 137.40 136.10 138.10

Baseline defined as Screening for Follow-Up results.

Max: Maximam 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 Sequence 2: BCA; Treatment Sequence 3: CABR; Treatment Sequence 4: ACBE;

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

Treatment A: 12 tablets of 50 pyg of levothyroxine; Treatment B: 6 tablets of 100 ug 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
15.3.5.1.2.8as
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-602 State

Merck Serono FPage 64 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 4 Treatment Seguence 5 Treatment Sequence 6 Total
(N=T7}) (N=7} {N=7) {N=42)
Laboratory Visit/ ’
Test (Unit} Timepoint Statistics COCbserved Change Chsearved Change Chserved Change Observed Change
Min: Max 135.1; 135.0; 135.1; 135.0;
138.7 138.7 139.6 140.3

Baseline defined as Screening for Follow-Up resulis.

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

/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Levothyroxine Dosage Form Proportienality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Seronc Page 65 of B5
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 1 Treatment Sequence 2 Treatment Sequence 3
{(N=7} (N=T7}) (N=T}
Laboratory Visit/ -
Test (Unit) Timepoint Statistics Observed Change Observed Change Observed Change
Sodium Period 3/ n {(missing) 7 (0) 6 (0) 7 ({0}
(mmol/L} {Day -1}
Mean {SD) 136.93 (2.213) 137.25 {0.883) 137.61
(1.128)
Median 136.50 136.85 138.00
Min; Max 134.2; 140.5 136.4; 138.6 135.7;: 139.0
Follow-Up n {(missing) 7 (0) 7 (0) 7 {0} 7 (0) 7 (0} 7 {0}
Mean (5D} 136,40 (1.733) 1.31 (3.041) 138.34(1.926)-0.51 (1.244} 138.46 . ~0.10
{1.275) {2.112)
Median 138.70 0.20 138.80 ~1.10 138.40 -0.40
Min; Max 137.8; 142.¢6 ~2.4; 5.9 135.3; 140.7 -1.7; 1.7 136.8; 140.7-2.57 2.8
Thyrotropin Screening n (missing) 7 (0) 7 (0} 7 {0}
(rU/L}
Mean {SD) 1.431 (0.568) 1.156 (0.434) 1.584
{0.514}
Median 1.630 0,890 1.630
Min; Max 0.64; 1.95 a.72; 1.32 0.86; 2.16

Baseline 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 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 Ssquence 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

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