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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 6 of 24
EMR 200125-002 Confidential
Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacckinetic Parameters

{Pharmacokinetic Population)

Treatment: Treatment A

Subject Number/ AUC(0-48} AUC (0-48, ad]} tmax AUCe=xtra,adj

Random Number (hr*ng/nL)} {hr*ng/mL} (hr) : (hr*ng/mL}#
ni{missing} 37 (0} 37 (M) . 37 ()

Mean {SD) 4684 .78 (455.2€8) 1673.84 {354.508)

GeoMean 4663.35 1635.22

(85% CI) {4514.83:4816.75) (1517.67:1761.87)

GeoCV(CVE} 9.7 {8.7) 22.7 (21.2)

SEM 74.849 58.281

Median 46835, 97 1719.50 2.500

Min; Max 3938.0; 5585.3 933,3; 2527 .4 1.00; 36.52

CI: Confidence Interval; CV%: Coafficient of Variation Percentage; GeoCV: Geometriec Coefficient of Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; $D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine; NE: Not Estimated.

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

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

*: AUC(O-tlast) was used. Nermalization teo exactly 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxiner
Treatment £: 3 tablets of 200 ng of levothyroxine:
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EMR200125-002 Page 398 of 658

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

Merck Sercno Fage 7 of 24
EMR 200125-002 confidential

Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T¢ Pharmacokinetic Parameters
{Pharmacokinetic Populatiaon}
Treatment: Treatment A

Subject Numbex/ AUCO-=,adj t1/2 Az Vz/F CL/F
Endgm_l\_lumber {hr*ng/mL)# (hr) # {(1/hr}~ (L) # {L/hr)#
NE NE 0.011 NE NE
NE KE g.012 NE NE
NE NE 0,017 NE NE
NE NE 0.009 NE NE
NE NE ' 0.008 NE ' NE
NE NE 0.006 NE NE
NE NE 0.003 NE NE
NE NE 0.013 NE NE
NE NE 0.016 NE NE
NE NE 0.002 NE NE
NE NE 0.002 NE NE
NE NE 0.007 NE NE
NE NE 0.007 WE NE
NE NE 0.011 NE NE
NE NE NE NE NE
NE NE NE NE NE
NE NE 0.014 NE NE
NE HE 0.008 ' NE NE
NE NE 0.014 NE NE
NE NE 0.033 NE NE

CI: Confidence Interval; CV$: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
caleulable; 8D: Standard Deviation; SEM: Standard Erreor of the Mean; T4: Tetraiodothyronine; NE: Not Estimated.
~: Parameter values are presented but excluded from summary statistics.
#: Due to unreliable lambda_ %, All Lambda_2 dependent parameters are not eatimated.
*: AUC{0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda z.
Treatment A: 12 tablets of 50 pg of levethyroxine; Treatment B: 6 tablets of 100 ug of levothyroxiner
Treatment C: 3 tablets of 200 pg of levothyroxine;
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EMR 200125-002 State

EMR200125-002 Page 399 of 658
Levothyroxine Dosage Form Proportionality of Levothyroxine

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

Merck Serono

Bage § of 24

EMR 200125-002 - Confidential
Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters
(Pharmacokinetic Population)
Treatment: Treatment B
: Subject Number/ AUCD-», ad]j t1/2 Az Vz/F CL/T
; Random Number {(nr*ng/mL}# (hr)# (L/he)~ (L) # (L/hr)#
NE NE 0.008 NE NE
NE NE NE NE NE
NE NE 0.005 NE NE
NE NE 0.012 HE NE
NE NE 0.01% NE NE
NE NE 0.013 NE NE
] NE NE 0.006 NE NE
] NE NE 0.008 NE NE
: NE NE 0.008 NE NE
. NE NE 0.008 NE NE
; NE NE 0.010 NE NE
: NE NE 6.022 NE NE
i NE NE NE NE NE
i NE NE 0.005 NE NE
NE NE 0.607 NE NE
NE NE 0.018 NE NE
NE NE 0.014 NE NE

calculable; 35D: Standard Deviation;

SEM: Standard Error of the Meany
~: Parameter values are presented but excluded from summary statistics.
#: Due to unreliable Lambda_ 2, All Lambda Z dependent parameters are not estimated.

*: AUC(0-tlast) was used. Normalization to exactly 72 hours was not possible becanse of invalid Lamixia z.
Treatment A: 12 tablets of 50 pg of levothyroxine: .
Treatment C: 3 tablets of 200 ng of levothyroxine;

Td:

Treatment B: 6 tablets of 100 pg of levothyroxinesz

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
Tetraziodothyronine; NE: Mot Estimated.
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EMR200125-002 Page 400 of 658

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

l;-Ierck Sercnc Page 9 of 24
EMR 200125-002 Confidential

Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacckinetic Paramsters
{Pharmacokinetic Population)
Treatment: Treatment B

; Subject Number/ AUCO-72 BUCO-72, ad] Cmax Cmax, ad]
Random Number {hr*ng/mL} {hr*ng/mL) {ng/mL} (ng/mL}‘

s 6573, 7% 2750.7% 133,10 80.003

! 8071.7* 3023.3% 160.70 90,583
| 7172. 4% 2442, 9% 125.70 60.013
7717.5*% 3417.9% 141.50 81,783
; 7143.1 2324.9 135.00 68.080
; 5702, 4% 1993.7* 101,29 49,690
; 6482, 5% 2639.8% 125. 80 ) 72.390
6550.2 1754.0 110.90 44.287

6322.8*% 2143.7* 103.70 45.657

I 7342, 0% 2756.5*% 123.50 59.813
' 8083, 6% 3796.0% 158,90 99.350
8455.1 3185.6 140,10 66.913

8021.7 2722.0 158.90 85.293

§317.2*% 2960.0% 109.80 63.173

5769.5 1213.1 108.50 45,217

6300.2 ) 2067.1 109.20 50.407

7267.1 2267.6 134,30 64.863

‘6010, 4* 1384 . 4% 109.40 45.150

6602, 4* 2549.0% 107.16 50.803

5637.0% 1790.5* 126.80 73.377

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation:
GeoMean: Gecometric Mean; Max: Maximum Value; Min: Minimum Value: n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean:; T4: Tetralodothyrenine; NE: Not Estimated.
~: Parameter values are presented buit excluded from summary statistics.
#: Due to unreliable Iambda %, All Lambda Z dependent parameters are not estimated,
*: AUC{0-tlast) was used. Normalization tec exactly 72 hours was not possible because of invalid Lambda_z.
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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EMR200125-002 Page 401 of 658
Levothyroxine Dosage Form Proportionality of Levothyroxine

EMR 200125-002 State

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

Merck Serono

Page 10 of 24

EMR 200125-002 . Confidential

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

(Pharmacokinetic Population)

Treatment: Treatment B

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

Random Number {hr*ng/mL} {hr*ng/mL} {ng/mi) {ng/mL)
5601. 4% 1056.8* 107.60 44.480
7613, 9* 2722 .2*% 124.40 56.460
7426, 6% 328g8.2* 122.00 64.523
6583.2 1703.8 127.30 59.530
5847. 6% 2187 . 6% 111.00 60.167
7685.4 2532.1 16l1.50 85.760
g141.2 2210.0 113.70 5%.100
6547, 5% 2102.9* 110,40 48,670
6389, 5% 1812.6* 128,60 56.560
7287, 4% 2783.,3% 122.50 58.943
6031, 9% 2240.6% 108.00 55,343
6851.1 2351.0 126.20 62.310
g072.1 2816.8 152.80 79.810
5737.0% 1250.5% 107.80 45.487
7297.1*% 1740.6% 144,40 68.477
7895.4 2013.8 147.20 78.567

N 5893.7 1430.4 136.50 74,510

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

“: Parameter values are presented but excluded from summary statistics,

#: Due to unreliable lLambda_Z, All Lambda_Z dependent parameters are not estimated.
*: RUC{0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda =z.

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
EMR 200125-002

State

EMR200125-002 Page 402 of 658
Dosage Form Proportionality of Levothyroxine

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

Merck Sercno

Page 11 of 24

EMR 200125-002 Confidential
Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters

{Pharmacokinetic PBepulatiocn)

Treatment: Treatment B

Subject Number/ AUCD-72 AUCO-72, ad) Cmax Cmax, adj
Random Number {hr*ng/mL) (hr*ng/mL) {ng/mL) (ng/mL}
n{missing) 37 (0) 37 () 37 (Q) 37 (0)

Mean (5D} 6846.87 (83B.557) 2333.14 (649.583) 126.381 (17.7666) 63.6903 (14.41836)
GegMean 6797.17 2237.1% 125.208 62.1576

(95% CI) (6525.39;7080.26) (2021.46;2475.88) {119,598%;131.081) {57.7031;66.9560)
GeoCV (CV3) 12.3 (12.2) 31.1 (27.8) 13.8 {14.1) 22.6 (22.8)
SEM 137.858 106.791 2.9208 2.37036
Median 6602.39 2324.91 125.700 60.1670

Min; Max 1056.8; 3796.0 101.20; 161.50 44,287; ©9.350

5601.4; 8455.1

CI: Confidence Interval;

Cv%: Coefficient of Variation Percentage; GeoCV: Gecmetric Coefficient of Variation;

GegMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
Tetraiodothyronine; ME: Not Estimated.

calculable; 5D:

standard Deviation;

3EM: Standard Error of the Mean;:
“~: Parameter values are presented but excluded from summary statistics.

#: Due to unreliable Lambda Z, All Lambda 2 dependent parameters are not estimated.
*; AUC(0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 ug of levethyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine:

Treatment C: 3 tablets of 200 uqg of levothyroxine;
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EMR200125-002 Page 403 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 Sercmno Page 12 of 24
EMR 200125-002 Confidential

Table 15.4.1.1.2 Individual Data and Summary Statistica of Total T4 Pharmacokinetic Parameters
{Pharmacokinetic Population}
Treatment: Treatment B

Subject Number/ AUC{0-48) AUC{0-48,adj) tmax AUCextra, adj
Random Number {hr*ng/mL) {hr*ng/ml) -~ {hr) {hr*ng/mL)#
4556.8 2008.1 2.00 NE
5636.1 2270.5 3.02 NE
4939.7 1786.7 2.50 NE
5306.3 2439.9 2.50 NE
4872.1 1658.9 1.50 NE
4073.5 1601.1 6.00 NE
4349.2 1780.7 4,00 NE
4635.1 1437.6 10.00 NE
4368.9 1582.8 3.00 NE
5226.9 2169.9 24.08 NE
5757.6 2899.2 2.50 NE
5647.5 2134.5 6.02 NE
5380.7 1847.5 1.50 NE
4317.3 2079.2 1.00 NE
3662.1 924.5 4.00 NE
4122.1 1300.0 10.03 NE
4851 .4 1616.4 2.50 NE
4111.9 10627.9 4,02 NE
4478 .7 1776.4 1.50 NE
3862.6 1288.3 2.02 NE

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeolV: Geometric Cosfficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; 5D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine; NE: Not Estimated.
~: Parameter values are presented but excluded from summary statistics.
#: Due teo unreliable Lambda_£, All Lambda_Z dependent parameters are not estimated.
*i AUC{0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.
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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15.4.1.1.2,sas8

10DEC2014 00:20

Document No.0900babe8085bad9f v1.0 CONFIDENTIAL 403/658 M
INFORMATION



EMR200125-002 Page 404 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 13 of 24
EMR 200125-002 Confidential

Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pha'rmacokinetic Parameters
{Pharmacokinetic Population)
Treatment: Treatment B

Subject Number/ AUC(0-48}) AUC(0-48, adi) tmax AUCextra, adj

Random Number {hr*ng/mL) {hr*ng/mL) {hr} {thr*ng/mL)}#
3855.4 825.6 1.50 NE
5074.9 1813.8 12.00 NE
5075.2 2316.3 12.02 NE
4535.4 1282.4 2.52 NE
4064.9 1625.0 7 2.02 NE
5620.3 1684.8 2,50 NE
4226.9 1606,1 2.50 NE
4626.8 1663.8 2.02 NE
4824.0 1366.1 1.50 NE
4946.5 1943.8 4.02 NE
4129.1 1601.6 2.50 NE
4766.6 1693.9 2.50 NE
5444.6 1941.1 1.50 NE
3911.6 920.5 1,50 MNE
5063.6 1419.3 1.30 NE
5338.8 2044.4 1.50 NE
4130.4 1154.9 1.50 NE

CI: Confidence Interval: CV$: Coefficient of Variation Percentage:; GeoCV: Geometric Coefficient of Variation;
- GeoMean: Geometric Mean; Max: Maximum Value:; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; 8D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine; NE: Not Estimated.
~: Parameter values are presented but excluded from summary statistics.
#: Due to unreliable Lambda_%, All Lambda % dependent parameters are not estimated.
*: AUC({0-tlast} was used. Normalizaticn to exactly 72 hours was not possible because of invalid Lambda =z.
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 405 of 658

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

Merck Seromo Page 14 of 24
EMR 200125-002 Confidential

Table 15.4.1.1.2 Individual Data and Summary Statistics of Teotal T4 Pharnacokinetic Parameters
(Pharmacokinetic Pepulaticn)
Treatment: Treatment B

Subject Number/ AUC(0-48) AUC(0-48,ad]) tmax AUCextra, adj
Random Nunber {hr*ng/mL) {hr*ng/mL) {hr) (hr*ng/mL)#
n{nissing) 37 (0) 37 {0) 37 (0}

Mean {SD) 4707.87 (574.186)} 1698.72 (448.630)

GeoMean 4674.01 1837.71

(95% CI} (4488.05;4867.68) {1490.82:1799.07)

GeoCV {CV%) 12.2 (12.2) 28.8 (26.4

SEM 94.3968 73.754

Median 4635.06 1663.78 2.500

Min; Max 3855.4; 5757.¢& 825,67 2899.2 1.00; 24.08

CI: Confidence Interval; ¢V%: Coefficient of Variation Percentage; GeoCV: Geocmetric Coefficient of Variation:

: GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
i calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraicdothyronine; NE: Not Eatimated.

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

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

*: AUC(D-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda z.
Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine;

Treatment C: 3 tablets of 200 pg of levothyroxine: .
/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/progran/main/TFL preograms/Tables/Table
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EMR200125-002 Page 406 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 15 of 24
EMR 200125-002 Confidential

Table 15.4.1.1.2 individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters
(Pharmacokinetic Population)
Treatment: Treatment B

Subject Number/ AUCO-=, adj t1l/2 Az Va/F CL/F

Random Number (hr*ng/mL)# (hr)# (L/hr)” (L)# {L/hr}#
NE NE 0.006 NE NE
NE NE NE NE NE
NE NE B 0.008 NE NE
NE NE 0.012 NE NE
NE .o NE 0.008 NE . NE
NE NE 0.033 NE NE
NE NE 0.003 NE NE
NE NE 0.038 NE NE
NE NE 0.017 NE NE
NE NE 0.024 NE NE
NE NE 0.014 NE NE
NE - NE NE NE NE
NE NE 0.009 NE NE
NE NE c.002 NE . NE
NE NE 0.012 NE NE
NE NE NE NBE NE
NE NE 0.007 NE NE
NE NE 0.023 NE NE
NE NE 0.006 NE NE
NE NE NE NE NE

CI: Confidence Interval; (V%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; $D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyrenine; NE: Not Estimated.
~: Parameter walues are presented but excluded from summary statisties.
#: Due to unreliable Lambda %, All Lanbda_Z dependent parameters are not estimated.
*: AUC{0-tlast) was used. Normalization to exactly 72 hours was not possible because of Invalid Lambda_z.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxiner
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 407 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 Seraono Page 16 of 24
EMR 200125-002 Confidential

Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacckinetic Parameters
{Pharmacokinetic Pcpulation)
Treatment: Treatment B

Subject Number/ AUCO-=, adj ti/2 Az Vz/F CL/F

Random Nunber thr*ng/nl)# {hr)# (1/hr) (L) # {L/hr)#

- NE NE 0.025 NE NE
NE NE NE NE NE
NE NE 0.008 NE NE
NE NE NE NE NE
NE NE 0.020 NE NE
NE NE NE NE NE
NE NE 0.013 NE NE
NE NE 0,027 NE NE
NE NE 0.009 NE NE
NE NE 0.015 NE NE
NE NE NE NE NE
NE NE 0.008 NE NE
NE NE 0.00% NE NE
NE NE 0,012 NE NE
NE NE NE NE NE
NE NE 0.006 NE NE
NE NE 0.038 NE NE

CI: Confidence Interval; Cv%: Coefficient of Variation Percentage; GeoCV: Geometric Ceefficient of Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum ¥alue; n: The number of subjects with specific parameter
calculable; S5D: Standard Deviation:; SEM: Standard Error of the Mean; Td: Tetraiodothyronine; NE: Not Estimated.
~: Parameter values are presented but excluded from summary statistics,
#: Due to unreliable Lambda_2z, All Larbda_2Z dependent parameters are not estimated.
*: AUC{0-tlast) was used. Normalization te exactly 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 png of levethyroxine; Treatment B: 6 tablets of 100 ng of levethyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine;
/project24/ep/blinded/a210898_merc/stats/versicncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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EMR200125-002 Page 408 of 658

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

Merck Serono Page 17 of 24
EMR 200125-002 Confidential

Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic FParameters
{(Pharmacokinetic Population}
Treatment: Treatment C

Subject Numbex/ AUC0-72 RUCO-72, ad]j Cmax Cmax, ad]
Random Number {hr*ng/mL) (hr*ng/mL) {ng/mL} (ng/ml}
6793.7 2187.7 117.30 $3.327

F267.5*% 2764 2% 136.00 73.453

7124.3 ' 2288.3 120.30 53.133

7309.5 2234.9 126.30 55,820

7944 .8 2673.9 144.30 71,093

6165.7 2201.9 105.10 50.047

6575.9 27777 107.40 54,647

6521.0 1933.1 128.00 64.280

6856. 0% 2144 ,8% 113.10 47.687

6706, 4% 1928.7* 127.50 61.143

g274.1 3954.6 145.50 85.507

7538.9 2840.4 120.20 54.943

8232.,9* 2412 . 4* 141,80 60.960

6506.5% 2813.6* 114.40 63.110

! 5131.1 1718.8 115.00 53.717
: 6954, 5* 2536.6* 126.20 64.840
7573.8 2201.6 128.20 53.587

6089.3 1963.2 102 .60 45.293

6818.8% 2776.0% 108.00 31.850

5657.4% 2340.6* 104 .50 58.433

CI: Confidence Interval; CV%: Coefficient of Variation Percentage:; GeoCV: Geometric Coefficient of Variation;
GeoMean: CGeometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
caleulable; SD: Standard Deviation: SEM: Standard Error of the Mean; T4: Tetraiodothyromine; NE: Not Estimated.
~: Parameter values are presented but excluded from summary statistics.
#: Due to unreliable Lambda_%, All Lambda_Z dependent parameters are not estimated.
*: AUC(D-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 pg of leveothyroxine; 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 409 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (56 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-062 State

Merck Serono Page 18 of 24
EMR 200125-002 Confidential

Table 15.4.1.1.2 Individuval Data and Summary Statistics of Total T4 Pharmacokinetic Parameters
(Pharmacokinetic Population)
Treatment: Treatment C

Subject Number/ BUCO~72 RUC0-72, adj Cmax Cmax, adj
Random Nunber (hr*ng/mL) {hr*ng/mL) {ng/mL) (ng/mL)
- £153.9 1550, 9 120. 90 56.970
6636.4*% 2586.2*% 140,70 B4.447
7451, 4% 3528.6% 138.19 83.617
7318.3 2623.2 152.50 §7.250
€941, 4* 2563.1% 3112.40 51.580
7445.5 2014.,7 138,30 62.873
6324 .2 2313.6 104,10 48.397
7115.7* 2549.7*% 116.30 52.883
6507.9*% 1594 . 4% 114.90 46.657
6L67.1% 2159.0+% 116.30 60.633
5827.2 2452.3 114,70 66.437
7367.5 2035.4 145,50 71.443
8289.1* 3340.0* 148.40 79.663
6995. 6% 2335.1% 129.50 64,770
7063.3 1877.1 144.10 72,070
8098.7% 2567.5 148,860 71.977
5855.2 1528.9 146,50 86.413

CI: confidence Interval; CVv%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation:
GecMean: Geometric Mean; Max: Maximum Value:; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean: Té4: Tetralodothyronine; NE: Not Estimated.
~: Parameter values are presented but excluded from summary statistics.
#: Due to unrelisble Lambda %, All Lambda % dependent parameters are not estimated.
*: AUC(0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 npg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine;
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Levothyrexine
EMR 200125-002

Dosage Form Proportionality of Levothyroxine

State

EMR200125-002 Page 410 of 658
ew Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Serono

Page 19 of 24

EMR 200125-002 Confidential
Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters

{Pharmacokinetic Population)

Treatment: Treatment C

Subject Number/ AUCG-72 AUC0-72,adj cmax Cmax, adj
Random Nunber (hr*ng/mL) {hr*ng/mL) {ng/mL} {ng/mL)
n{missing) 37 (0) 37 (4) 37 (0) 37 {0y

Mean (SD) 6837.85 (704.070} 2386.83 (518.752) 126.041 (15.1427) 62.8319 (12.25621)
GeoMean 6803.36 2334.75 125.159 61.7272

{95% CI) (6674.4477140.13) (2175.34;2505.85) (120.246:130,273) {57.9543; 65.7457)
GeoCV{CV%} 10.1 {10.1) 21.5 (21.7)y 12.1 (12.0) 19.1 (1%.5)
SEM 115.748 85.282 2.4895 2.01481
Median 6941.44 2335.06 126.200 60.9600
Min; Max 5657.4; 8289.1 1528,09; 3934.¢6 102.60; 152.50 45.293; 87,2%0

CI: Confidence Interval; CV%: Coefficient of Variation Percentage: GeoCV: Geometric Coefficient of Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; Ti4: Tetraiodethyronine; NE: Not Estimated.
~: Parameter values are presented but excluded from symmary statistics.

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

*: BUC{0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda z.
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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EMR200125-002 Page 411 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 20 of 24

EMR 200125-002 Confidential
Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters .

{Pharmacokinetic Population)

Treatment: Treatment C

Subject Number/ AUC (0-48) AUC(0-48,ad]}) tmax AUCextra,ad]
Eandom Nunber (hr*ng/mL} {hr*ng/mL} thr) {hr*ng/mL)#
1694.8 1624.1 3.00 NE
5141.4 2139,2 10.10 - NE
: 4797.1 1573.0 6.02 NE
5012.% 1629.9 3.00 NE
5367.5 1854.0 2.02 NE
‘ 4140.0 1497.4 10.00 NE
; 4626.4 2094 .2 10.00 . NE
i 4406.3 1347.8 2.00 NE
: 4774.5 1633.7 4,02 NE
4570.5 1385.3 1.52 NE
5600.1 2720.4 1.50 NE
5036.1 1903.7 4.00 NE
5560.0 1679.7 1.50 NE
4485.1 2023.2 1,50 NE
4241.8 1300.2 2.08 NE
i 4743.7 1798.5 1.52 NE
5128.5 1547.0 1.00 NE
4315.5 1564.8 4.00 NE
4552.3 1857.1 1 2.50 NE
4115.6 1904.4 2.52 NE

CI: Cconfidence Interval; CV3%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficlent of Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine; NE: Not Estimated.
~: Parameter values are presented but excluded from summary statistics.
#: Due to unreliable Lambda_Z, All Lambda_Z dependent parameters are not estimated.
*: AUC{0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda z.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levethyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine;
/project24/ep/blinded/e210898 merc/stats/versicncontrol /primary/scripts/program/main/ TFL programs/Tables/Table
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EMR200125-002 Page 414 of 658

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 23 of 24
EMR 200125-002 Confidential

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

Subject Number/ AUCQ-=, ad]j t1/2 AZ Vz/F CL/F
Random Number {hr*ng/mL)# (hr)# t1/hr)" (L} # {L/hr) ¥
NE NE 0.009 NE NE
NE NE 0.024 NE NE
NE NE 0.010 NE NE
NE NE 0.015 NE NE
NE NE 0.008 NE NE
NE NE . 0.001 NE NE
NE NE 0.03¢2 NE NE
NE NE 0.008 NE NE
NE NE 0.013 NE NE
NE NE . 0.004 NE NE
HE NE 0.001 NE NE
NE NE 0.005 HE NE
NE NE 0.004 NE NE
+ NE NE 0.010 ¥E NE
NE NE 0.025 NE NE
NE NE NE NE NE
NE NE 0.009 NE NE
NE NE 0.031 NE NE
NE NE 0.001 NE NE
NE NE 0.018 NE NE

CIL: Confidence Interval:; CV3: Coefficient of Variation Percentage; GeolV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Valus; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine; NE: Not Estimated.
“~: Parameter values are presented but excluded from summary statistics.
#: Due to unreliable Lambda Z, All Lambda_Z dependent parameters are not estimated.
*: AUC{0-tlast) was used. Normalization to exactiy 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxzine;
/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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EMR200125-002 Page 415 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 24 of 24
EMR 200125-002 Confidential

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

Subject Number/ AUCO-=, adj tl/2 Az vz /F CL/F

Random Nurber (hr¥*ng/nl)# {(hr)# (l/hr}" (L) # (L/hx) #

' NE NE 0.015 NE NE

NE NE 0.005 NE NE

NE NE 0.008 NE NE

NE NE 0.01i6 NE NE

NE NE NE NE NE

NE NE 0.031 NE NE

NE NE NE NE NE

NE NE NE NE NE

NE NE 0.026 NE NE

- NE NE 0.030 NE NE

i NE NE 0.017 NE NE

: NE NE 0.012 NE NE

NE NE 0.007 NE NE

HE NE 0.067 NE NE

HNE NE 0.012 NE NE

NE NE 0.025 NE . NE

NE NE 0.017 NE NE

CI: Confidence Interval; CV%: Coefficient of variation Percentage; GecCV: Geometric Coefficient of Variation:
GeoMean: Ceometric Mean; Max: Maximum Value; Min: Minimum Value; d: The number of subjects with specific parameter
calculabler 3D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyreonine; ME: Not Estimated.
~: Parameter valuea are presented but excluded from summary statistics.
#: Due to unreliable lambda Z, All Lambda_Z dependent parameters are not estimated.
*; AUC(0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 ug of levothyroxine:; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment €: 3 tablets of 200 ug of levothyroxine;
/project2é/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/progran/nain/TFL programs/Tables/Table
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EMR200125-002 Page 416 of 658

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

Merck Serono Page 1 of 36
EMR 200125-002 Confidential

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

Treatment: Treatmeni A

Sample Times (h}

Subject Number/

Random Number Predose (Mean) 0.5 1 1.5
- 0.532 0.587 0.521 0.606
0.802 0.697 0.699 0.827
1,004 1.010 1.100 0.897
0.813 0.852 0.820 0.771
0.593 0.648 0.672 0.756
0.721 0.963 0.95¢% 0.878
1.057 1.050 1.180 1.290
0.733 0.760 0.839 0.745
0.727 0.760 0.791 0.775
0.672 0.651 0.6655 0.858
1.233 1.180 1.540 0.874
0.816 0.829 0.809 1.090
0.840 0.729 0.749 0.844
0.694 0.651 0,784 0.808
1.523 1.310 1.260 1.480
0.901 0.986 ' 0.810 0.5607
0.911 0.873 0.876 0.805
0.903 0.835 0.869 1.150
0.920 0.845 1.650 1.050
0.829 0.899 0.690 0.761

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

*:; Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;

/project24/ep/blinded/e2108%8_merc/stats/versioncontrol /primary/scripts/progran/main/TFL progranms/ Tables/Table
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EMR200125-002 Page 417 of 658

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

Merck Sercno - Page 2 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment A

Sanple Times (h)

subject Number/

Random Number Predose (Mean) 0.5 1 1.5
N 0.760 0.662 0.747 0.848
0.678 0.6852 0.6%9 0.785
0.742 0.708 0,729 0.744
0.765 0.673 0.690 0.951
0.677 0.554 0.685 0.873
0.934 0.812 0.804 0.802
0.852 0.860 0.961 0,957
0.769 0.816 0,798 0.833*
0.788 0.765 0.767 0.871
0.811 0.93¢% 0.845 0.838
0.894 0.851 0.879 0.798
0.969 1.030 0.888 1.210
1.032 0.878 0.688 0.751
0.730 0.624 0.892 0.871
0.720 0.571 0.831 0.914
1.051 1.040 0.995 1.320
0.694 0.69¢8 0.735 0.792

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

*: Measurement taken ocutside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 ug of levothyreoxine:
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EMR200125-002 Page 418 of 658

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

Merck Serono Page 3 of 36
EMR 200125-002 ' confidential

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

Treatment: Treatment A

Sample Times (h)

Subject Number/

Random Number Predose (Mean) 0.5 1 1.5
nimissing) 37 (0 37 (0) 37 () 37 (0)
Mean (8D) 0.8430 (0.17964) 0.8203 (0.17424) 0.B8466 (0.19000) . 0.8827 (0.1881%9}
GeoMean 0.826% - 0.8031 0.8289 0.8757
(95% CI) 10.7752;0.6820) (0.7495;0.8605) (0.7747:0.8869) {0.8209;0.9341)
GeoCV (CVE) 19.5 {21.3) 20.9 (21.2) 20.5 {22.4} 19.6 (21.2)
SEM 0.02%53 0,02864 0.03124 0.03110
Median 0.8110 0.8160 14.8090 0.8440
Min; Max 0.532; 1.523 0.554; 1.310 0.521; 1.540 0.606; 1.480

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

*: Measurement taken cutside the allcwed windows allowance.

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

Treatment C: 3 tablets of 200 ng of levothyroxine;
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EMR200125-002 Page 419 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (30 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Sercno Page 4 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment A

Sample Times (h}

Subject Number/

Randon Hunber 2 2.5 3 4
’ 0.654 0.612 (.622 0.632
0,901 0.83% 0,695 0.709
0.979 1.040 0.923 . 0.857
0.852 0.698 0.936 1.030%*
0.649 0.743 0.662 0.637
0.905 0.861 0.722 0.785
1.250 1,140 0.863 1.140
0.985 1,100 0.782 0.702
0.674 0.729 0.682 0.730
0.620 0.676 0.856 0.591
0,939 i.330 1.040 1,300
0.857 0.898 0.811 0.940
0.890 0.982 0.835 0.901
0.781 0.837 0.807 0.719
1.660 1.220 1.18€0 1.630
0.915 0.927 0.877 0.905
0.825 0.924 1.020 0.889
0.750 0,894 1.010 1.020
0.905 0.914 0.81le 0.832
0.814 0.887 0.758 0.837

CI: Confidence Interwval:; CV%: Coefflcient of Variaticn Percentagse; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation: SEM: Standard Error of the Mean: T3: Triiocdothyronine;

*: Measurement taken cutside the allowed windows allowance.

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

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

EMR 200125-002 State

EMR200125-002 Page 420 of 658

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

Merck Sercno
EMR 200125-002

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

Treatment: Treatment A

Page 5 of 36
Confidential
{Pharmacokinetic Population)

Subject Number/

Sample Times {h}

Random Humber 2 2.5 3 4
0.745 0.816 0.794 0.676
0.650 0.788 0.696 0.749
0.761 0.953 ¢.850 0.817
0.910% 0.812 0.758 0.741
0.670 0.687 0.645 0.738
0.813 0.882 6.820 0.807
0.861 1.120 0,811 0.901
0.744 0.811 ¢.801 0.807
0.875 0.182 0.825 0.827
0.726 0.832 0.863 0.816
0.850 1.060 0.985 0.951
0.942 1.110 0.718 1.010
1.010 1.070 0.993 0.888
0.868 0.771 0.622 0.806
0.992 0.974 0.710 0.986
1.320 0.905 0.980 0.833
0.855 0.775 0.757 0,737

CI: Confidence Interval; CV¥: Coefficient of Variation Percentage; GeoCV: Gecmetric Coefficient of Variations
The number of aubjects with concentrations at

GeoMean: Geometric Mean; Max: Maximum Value;
specific sampling time; SD: Standard Deviation;

Min: Minimum Value:; n:

*: Measurement taken outside the allowed windows allowance.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine;

SEM: Standard Error of the Mean; T3: Triiodothyronine;
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EMR200125-002 Page 421 of 658

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

Merck Serono Page 6 of 36
EMR 200125-002 Confidential

Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mlL) {Fharmacckinetic Population)

Treatment: Treatment A

Sample Times (h}

Subject Number/

Random Number 2 2.5 3 4
ni{missing) 37 () 37 (0) 37 (0) 37 (0)
Mean {SDb) 0.8756 (0.19914} 0.9027 (0.18132) 0.8274 (0.12807) 0.8615 (0.19361)
GeoMean 0.8573 0.8892 0.8180 0.8439
{95% CI) {0.8018;0,9167) {0.8387;0.9428) {0.7773:0.8608) (0.7898;0.9017)
GeoCV (CVE} 20.3 (22.7) 17.7 (17.9 15.4 (15.5) 20,1 (22.5)
SEM 0.03274 © 0.02652 0.02105 . 0.03183
Median 0.8570 0.8870 0.8160 0.8270
Min: Max 0\.620; 1.660 0.612; 1.330 0.622; 1.180 0.591; 1.630

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

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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EMR200125-002 Page 422 of 658

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

Merck Serono Page 7 of 36
EMR 200125-002 Confidential

Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total I3 (ng/mL) (Pharmacokinetic Population)

Treatment: Treatment A

Sanple Times t(h}

Subject Number/

Random Nunber 3 8 10 12 18

- 0.593 0.601 : 0.685 0.625 0.620
0.823 0.810 0.810 0.830 . 0.813
1.010 1.2190 0.825 0.849 1.000
0.786 0,960 0.841 0.841 6.778
0.775% 0.753 0.863 0,749 0.645
0.930 0.917 1.17¢ 0.736 1.000
1.090 1.050 0.878 0.615 0.814
0.686 0.742 0.785 0.727 0.682
0.674 0.614 0.634 0.743 0.724
0.781 0.774 0.767 0.703 0.744
0.999 0.591 1.100 0.896* 1.030
1,140 1.249 0.988 1.080 1.030
©0.886 0.861 0.730 0.780 0.717
0.709 0.670 0.921 0.707 0.7889
1.150 1.420 1.480 1,310 1.2290
0.871 0.875 0.818 0.886 0.731
0.84z2 0.856 0.795 0.891 1.080
0.813 0.824 0.762 0.667 0.765
1.030 1,170 0.848 0.768 0.734
0.613 0.710 0.789 0.761 0.728

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

*: Measurement taken cutside the allowed windows allowance.

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

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

EMR200125-002 Pa;
Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted

¢ 423 of 658

Merck Serono
EMR 200125-002

Treatment: Treatment A

Page 8 of 36
Confidential
Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Population)

Sample Times (h)

Subject Number/

Random Nunber ) 8 10 12 18

i i 0,771 D.748 0.737 0,662 D.684
0,713 0.815 0.797 0.793 0.828
0.719* 0.741 0.841 0.800 0.841
0.790 0.748 0.824 0.645 0.716
0.683 0.772 0.725 0.749 0.600
0.843 0.837 0.893 0.817 0.778
0.918 0.798 0.831 1.020 0.990
0.845 0.872 0.916 0.949 0.838
0.777 0.738 0.819 0.711 0.793
0.679 0.880 0.813 0.778 0.682
0.978 0.509 0.818 1.120 0.883
0.990 1.080 0.852 0.824 0.937
1.180 0.787 1.140 0.890 0.858
0.638 0.795 0.795 0.808 0.632
0.726 0.747 0.605 0.738 0.670
0.882 1.270 1.249 1.220 "0.936
0.754 0.842 0.896 0.814 0,675

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at

specific sampling time; SD: Standard Deviation;

*: Measurement taken outside the allowed windows allowance.

Treatment A: 12 tablets of 50 pg of levothyroxine:

Treatment C: 3 tablets of 200 ug of levothyroxine;

Treatment B:

SEM: Standard Error of the Mean: T3: Triiodothyronine:

6 tablets of 100 pg of levothyroxine;
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EMR200125-002 Page 424 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formmlations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125002 State

Merck Serono Page % of 36
EMR 200125-002 Confidential

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

Treatment: Treatment A

Sample Times (h}

Subject Number/

Random Nurmber 8 8 10 12 18
n{missing) 37 (0} 37 (0} 37 (0) 37 10) 37 (0)
Mean(SD) 0.8418 {0.15318} 0.8655 {0.19228) 0.8711 (0.17065) 0.8247 (0.15861) 0.8077 {0.14300)
GeoMean 0.8288 0.6470 0.8370 0.8119 0.7963

{95% CI) {0.7811;0.8794) {0.7908;0.9073} (0.8076;0.9094) {0.7660:;0.8605) (0.7526:0.8424)
GeoCV(CV%) 17.9 {18.2} 20.8 {22.2) 17.8 (15.8) 17.6 (19.0} 17.0 (7.7
SEM 0.02518 0.03161 0.028086 0.02575 0.02351
Median 0.8130 0.8150 0.8250 0.7930 0.7780
Min; Max 0.5983; 1.180 0.591: 1.420 0.605; 1,480 0.615; 1.310 0.600: 1.220

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GecCV: Geometric Coefficient of Variatien;
GeoMean: Geometric Mean; Max: Maximum Value:; Min: Minimum Value; n: The number of subjects with cencentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets ¢f 200 pg of levothyroxine;
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Levothyroxine
EMR 200125-002 State

Dosage Form Proportionality of Levothyroxine

EMR2001235-002 Page 425 of 658

ew Formulations (50 pg, 100 ng, apd 200 ug Tablets) in Fasted

Merck Serono
EMR 200125-002

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

Treatment: Treatment A

Page 10 of 36
Confidential
(Pharmacokinetic Population)

Subject Number/

Sample Times {h)

Random Number 24 36 48 72

Tttt 0.600 0.602 0.656 0.698
0.778 0.930 0.894 ¢.812

1.020 1.040 1.040 1.220

0.948 1.010 1.000 0.846

0.812 0.722 0.816 0.81¢

0.630 1.020 1.040 0.989

1.230 0.788 0.878 0.807

0.73% 0.787 0.821 0.877

~ 0.782 0.902 0.801 0.800
0.816 0.765 0.739 1.010

1.090. 0.943 .907 0.814

1.160 0.924 G.980 0.942

0.760 0,730 0.810 1.040

0.908 0.900 0.908 0.965

0.955 0.984 0.980 0.940

0.975 0.871 0.835 0.855

1.010 1.050 0.971 0.783

0,874 0.7%0 0,798 G.9291*

0.835 0,996 0.998 0.842

0.847 0,737 0.778 0.842

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

GeoMean: Geometric Mean; Max: Maximum Value:; Min: Minimum Value; n: The number of subjects with concentrations at

specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine:
*: Measurement taken cutside the allowed windows allowance. .
Treatment A: 12 tablets of 50 pg of levothyroxzine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment €: 3 tablets of 200 ug of levothyroxine;
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EMR200125-002 Page 426 of 658

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

Merck Sercno Page 11 of 3¢
EMR 200125-002 Confidential

Table 15.4.1.1.3 Individual Data and Swwary Statistics of Concentrations for Total T3 (ng/mL} {Pharmacekinetic Pepulation}

Treatment: Treatment A

Sample Times (h)

Subject Number/

Random Number 24 36 48 72

I 0.742 0.740 0.711 T.748
0.832 0.753 0.777 0.804
0.797 0.902 0.798 0.954
0.732 0,746 0.676 0.803
0.742 0.711 0.918 0.780
0.930 0.921 0.978 0.924
0.829 0,907 1.030+ 0.933
0.859 0.704 0.780 . 830
0.871 0.895 0.845 0.801
0.785 0.831 0.941 0.950
0.988 0,940 1.100 0.898
1.010 1,040 1.000 0.838%
0.680 0,810 0.829 0.907
0.686 0.880 0.875 0.883
0.897 0.442 0.643 0.883
0.982 1.350 1.090 1.750
0.836 0,797 0.780 0.742

CIL: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Cosfficient of variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiedothyronine;

*: Measurement taken ocutside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 ng of levothyroxine;
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EMR200125-002 Page 427 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 206 pg Tablets) in Fasted
EMR 200125-002 State

Merck Serono Page 12 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment A

Sample Times ({(h)

Subject Humber/

Randon Nurber 24 36 48 72
nimissing} 37 () 37 (0} 37 (0} 37 {0)
Mean (8D} 0.8662 (0.14027) 0.8620 {0.15407) 0.8735 (0.12135) 0.905% (0.17321)
GeoMean 0.8553 0.8481 0.8652 0.8937
(95% CI) {0.8106:0.%025) {0.7968;0.9027) {0.8255;0.90868} (0.8483;0.9416)
GeoCV (CVE) 16.2 (16.2} 18.9 (17.9) 14,2 (13.9) 15.8 (19.1)
SEM 0.02306 0.02533 0.01985 0.02847
Median 0.8470 0.8710 0.8450 0.8830
Min; Max 0.600; 1.230 0.442; 1.350 0.643; 1.100 0.698; 1.750

CI: Confidence Interval; €V%: Coefficient of Variation Percentage: GecCV: Geometric Coefficient of Varlation:
GeoMean: Geonmetric Mean; Max: Maximum Value; Min: Minimum Value; h: The number of subjects with concentraticns at
specific sampling time; 3D: Standard Deviation: 3FEM: Standard Error of the Mean; T3: Triicdothyronine;

*: Measurement taken ocutside the allowed windows allowance.

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

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

EMR200125-002 Page 428 of 658

Dosage Form Proportionality of Levothyroxine New Formulations (58 pg, 100 ug, and 200 pg Tablets) in Fasted

Merck Sercono
EMR 200125-002

Table 15.4,1.1.3 Individual Data and Summary Statistics of Comcentrations for Total T3

Treatment: Treatment B

Page 13 of 386
Confidential
{ng/mL) {Pharmacokinetic Population)

Sample Times (h)
Subject Number/

Random Number Predose (Mean) 0.5 1 1.5
i 0.687 0.754 0.7:0 0.822
0.787 0.784 0.797 0.658
0.9186 0.851 0,913 1.080
0.8786 0.894 0.826 0.810
0.799 0.790 0.687 0.885
0.764 0.760 0.814 0.890
0.897 0.988 1.090 0.835
0.729 0.838 0,728 0.73%
0.642 0.571 0.615 0.597
0.867 0.849 0.730 0.913
1.032 0.830 1.020 1.070
0.845 0.658 1.050 1.110
0.705 0.683 .666 0.802
0.748 0.891 0.950 0.757
Q0.827 0.813 0.766 0.890
0.942 0.702% 0.806 0.983
0.937 1.070% 1.020 0.835
i 0.700 1.010 0.870 0.938
- 0.716 0.836 0.811 0.795
) 0.755 0.706 0.712 0.763

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

GeoMean: Gecmetric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at

specific sampling time; SD: Standard Deviation;
*: Measurement taken outaide the allowed windows allowance.
Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: 6 tablets of 1040 ug of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine:

SEM: Standard Error of the Mean; T3: Triiodothyronine;
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Levothyroxine Dosage Form Proportionality of Levothyroxine

EMR 200125-002 State

EMR200125-002 Page 429 of 658

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

Merck Serono
EMR 200125-002

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

Treatment: Treatment B

Page 14 of 236

Confidential

{Pharmacokinetic Population}

Subject Number/

Sample Times {h}

Random Hunber Predose (Mean) 0.5 1 1.5
0.672 0.662 0.808 0.712
0.718 0.801 0.779 0.852
0.840 0.73¢ 0.779 0.935
0.852 0.819 0.788 0.768
0.639 0,711 0.572 0:.716
0.893 0.81%8 0.907 0.950
0.805 0.791 0.897 0.7862
0.818 0.831 0.781 0.915
0.972 0.821 1.020 0.920
0.744 9.797 0.793 0.688
0.925 0.831 0.935 0.941
9.789 0.769 0.742 0.807
0.97¢4 0.846 0,886 1.270
0.738 4.586 0.709 0.726
0.808 0.769 0.942 1.040
0.945 0.879 1.140 1.200
0.815 0.753 0.857% 1.070

cI: Confidence Interval; CV3: Coefficient of Variation Percentage; GecCV: Geometric Coefficient of Variation:

GeoMean: Ceometric Mean; Max: Maximum Value;

Min: Minimum Value; n:

The number cf subjects with concentrations at

specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine;
*: Measurement taken outside the allowed windows zllowance.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment €: 3 tablets of 200 pg of levothyroxine;
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EMR200125-002 Page 430 of 658

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

Merck Serono Page 15 cof 36
EMR 200125-002 Confidential

Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Tetal T3 {ng/ml) {(Fharmacokinetic Population)

Treatment: Treatment B

Sample Tines {h}

Subject Number/ ' :
Random Number EBredcse (Mean) 0.5 1 1.5

n{missing) 37 (o) 37 {0} 37 (0} 37 (0}
Mean (8D) 0.8140 (0.10037) 0.8000 {0.10483) 0.8375 (0.13086) 0.8796 (0.15256)
GeoMean . 0.8080 ' © 0,793z 0.8278 0.8671
{95% CI} (0.7754;0.8420) (0.7589;0.8291) (0.7857:0.8718) (06.819176,9179)
GeolV (CVE) 12.4 (12.3} 13.3 {13.1} 15.7 (15.6) 17.2 (17.3)
SEM 0.01650 0.01723 0.02151 0.02508
Median 0.8080 0.8010 . 0.8080 0.8520
Min; Max 0.639; 1,032 0.571; 1.070 0.5727 1.140 0.587; 1.270

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoClV: Geometric Coefficient of Variation:
GeoMean: Geemetric Mean; Max: Maximum Valuwe:; Min: Minimum Value: n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; ©3: Triiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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EMR200125-002 Page 431 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 16 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment B

Sample Times (h)

Subject Number/

Random Number 2 2.5 3 4
- 7 0.533 0.754 0.822 0.872
0.669 0.850 0.684 0,912
0.885 1.140 0.560 0.811
0.994 0.937 0.825 0.795
0.898 0.756 0.805 0.867
0.938 0.676 0.849 0.906
0,977% 1.080 0,853 1.170
0.702 0.692 0.678 0.733
0.663 0,664 0.746 0.753
0.817 0.845 0.832 0.687%
1,040 1.140 1.040 0.843
0.919 0.858 0.6852 0.945
0.601 0.673 0.763 0.887
0.683 0.966 0.818 0.863
1.020 0.835 0.759 1.030
0.992 0.937 J.854 1.120
0.961 0.866 0.885 0.830
0.752 0.843 0.907 0.7l
0.645 0.776 0.659 0.867
0.695 0.738 0.703 0.774

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

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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EMR200125-002 Page 432 of 658

Levothyroxine Dasage Form Proportionality of Levothyroxine New Formulations (30 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State

Merck Seronc Page 17 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment B

Sample Times th)

Subject Number/

Random Number 2 2.5 . 3 4
0.719 0.647 0.672 0.601
0.828 0.883 0.8686 0.833
0.880 0.979 0.867 0.503
0.854 0.831 0.846 U.678
0.654 0.605 0.702 0.574
0.884 1.080 0.816 0.9892
0.768 1.070 0.880 0.893
0.368 0.786 0.807 0.871
1.000 0.973 0.835 0.951
0.692 0.743 0,763 0.799
1.110 1.260 1.029 0.862
0.912 0.990 0.738 0.664
1.150 1.320 1.140 1.040
0.656 0.668 0.668 0.620
0.613 0.807 0,742 0.880
0.790 1.070 1.08%0 1.230
0.870 0.788 0.801 0.883

CI: Confidence Interval; CV%: Coefficient of Variaticon Percentage; GeoCV: Geometric Ceoefficient of Variaticn:
GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean: T3: Triiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;

/project24/ep/blinded/e210898 merc/stats/versioncontrel/primary/scripts/program/main/ TFL programs/Tables/Table
15.4.1.1.3,sas
10DEC2014 00:20

BDocument No.0500babe8085basf v1.0 CONFIDENTIAL 432/658 M
INFORMATION



EMR200125-002 Page 433 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 18 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment B

Sample Times (h)

Subject Number/

Random Number 2 2.5 3 4
n{missing) 37 {0) 37 {0) 37 (0) 37 {0
Mean { 5D) 4.8386 (0.14727) 0.8785 (0.17612) 0.8231 (0.11856) 0.8564 (0.14599}
GeoMean . 0.8260 0.8621 0.8152 0.8444
(95% CI) (0.7784:0.8764) (0,8077:0.9201) {0.7782;0.8540) (0.7979:0.8841)
GeoCV (CVE) 17.8 (17.8) 19.7 {(20.0) 14.0 {14.4) 17.3 {17.0)
SEM 0.02421 0.028%5 0.01545 0.02400
Median 0.84680 0.8450 0.8220 0.8670
Min; Max 0.601; 1.150 ¢.605; 1.320 0.659; 1,140 0.574; 1.230

CI: Confidence Interval; CV%: Coefficient of WVariation Percentage; GecCV: Geometric Coefficient of Variation:
GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Trilodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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EMR200125-002 Page 434 of 658

Levothyroxine Dosage Form Proportionality of Levethyroxine New Formulations (50 pg, 100 g, and 200 pg Tablets) in Fasted
EMR 2(01235-002 State

Merck Seronao Page 19 of 36
EMR 200125-002 confidential

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

Treatment: Treatment B

Sample Times (h}

Subject Number/

Random Number § 8 . 10 12 18
0.7%0 0.847 . 0.768 0.769 0.645
0.908* 0.81¢ 0.823 0.825 1.100
0.951 1.030 1.030 0.888 0.900
0.820 0.854 1.120 0.866 0.992
0.780 0.833 1.010 0.796 0.808
0.818 0.885 1.140 0.890 0.808
1.060 0.691 0.873 0.822 G.974
0.742 0.653 0.858 0.734 0.703
0.682 0.589 0.498 0.674 0.627
0.777 0.869 0.928 0.972 0.843
0.972 1.000 G.895 0.958 1.030
1.040 0.968 0.864 0.944 0.838
0.757 0.739 G.780 0.658% 0.724
0.855 0.833 0.817 0.866 0.857
0.904 i.02¢ 0.833 1.010 0.834
0.827 0.756 ¢.878 0.862 1.000
1.010 0.957 0.847 0.872 0.882
0.781 0.853 0.920 0.709 0.664
0.706 0.860 0.815 0.618 0.768
0.678 0.704 0.661 0.758 0.673

CI: Confidence Interval; CV%: Coefficient of Variagtion Percentage; GeoCV: Gaometric Cosfficlent of variation;
GeoMean: Geometric Mean; Max: Maximum Valus; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; $EM: Standard Error of the Mean; T3: Triiodothyrenine;

*: Measurement taken cutside the allowed windows allowance.

Treatment A: 12 tablets of 50 pg of levethyroxine; Treatment B: 6 tablets of 100 ng 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
15.4.1.1.3.sas
10DEC2014 00:20

Dacument No.0900babe8085badf v1.0 CONFIDENTIAL 434/658 M
INFORMATION




EMR200125-002 Page 435 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 20 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment B

Sample Times (h}

: Subject HNumber/

Randonm Number 6 8 10 12 18
- 0,716 0.733 0.704 0.715 0.679
0,837 0.835 0.885 0.880 0.770
0.904 0.803 0.759 0.866 0.783
0.849 0.831 0.703 0.601 0.703
0.632 0.633 0.638 0.556 0.588
0.934 0.948 0.974 0.8686 0.920
0.798 0.848 0.806 0.869 0.808
0.826 0.89% 0.779 0.830 0.784
] 0.901 0.902 0.857 0.834 0.805
: 0.757 0.723 0.646 0.779 0.750
0.829 0.892 0.894 0.836 0.870
: 0.805 0.852 0.807 0.859 0.815
i 0.948 1.260 1.040 1.100 1.080
f 0.768 0.648 0.753 0.73¢ 0.621
; 0.904 0.983 0.654 0.935 0.915
: 0.753 1.170 0.935 0.755 0.716
: : 0.808 0.946 0.793 0.753 0.750

CT: Confidence Interval; (V%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentraticns at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine;

*: Measurement taken cutside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;

/project2i/ep/blinded/e210898_merc/stats/versioncontrel/primary/scripts/program/main/TFL programs/Tables/Table
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EMR 200125-002 State

EMR200125-002 Page 436 of 658

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

Merck Serono
EMR 200125-002

Page 21 of 36
Confidential

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

Treatment: Treatment B

Sample Tines (h})

Subject Number/

Random Number 8 8 10 12 18
n(nissing) 37 {0) 37 (0) 37 (0 37 (0) 37 ()
Mean{3D) 0.8348 (0.09853) 0.85%6 (0.14141) 0.8402 (0.13685) 0.8203 (0.11122) 0.8121 (0.12928)
GeoMean 0.8293 0.8444 0.828% 0.8128 0.8023
(95% CI) {0.7978:0.8621) (0.7995;0.8916) (0.7835:;0.8770} {0.7759:0.8514) (0.7611:0.8456)
GeoCV [CVE]) 11.7 (11.8) 16.5 (16.5) 17.0 {16.3) 14.0 {13.6} 15.9 (15.%)
SEM 0.01620 0.02325 0.02250 0.01828 0.0212%
Median 0.8200 0.8520 0.8330 0.8340 0.8080
Min; Max 0.678; 1,060 0.589; 1.260 0.498; 1.140 0,556 1,100 0.588; 1.100

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

*: Measurement taken outside the allcowed windews allowance.

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

Treatment C: 3 tablets of 200 ug of levothyroxine;

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL prograns/Tables/Table
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/ml} (Pharmacokinetic Population)

Treatment: Treatment B

Sample Times (h)

Subject Number/

Random Number 24 36 48 72
- 0.804 0.784 0.782 0.791
0.783 0.852 0.905 0.846
1.150 1.01¢ 1.080 1.190
0.905 1.020 0.883 0.920
0.845 0.777 0.851 0.878%*
0.866 0.859 0.943 0.741
1.190 0.766 0.954 0.859
0.89¢ 0.801 0.758 0.8089
0.644 0.668 0.646 0.617
0.998 0.682 0.892 1.060
1.210 0.924 1,180 0.857
0.895 1.0860 1.280 1.500
0.880 0.654 0.7094 0.788
0.840 0.921 1.020 0.999
1.080 0.758 0.750 0.792
0.801 0.755 0.801 1.130
0.899 1.030 1.010 0,904
0.831 0.736 0.754 0.777
0.774 0.882 0.832 0.914
0.726 0.760 0.879 0.845

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

*: Measurement taken outside the allowad windows allowance.

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

Treatment C: 3 tablets of 200 ng of levothyroxine;

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primery/scripts/program/main/TFL programs/Tables/Table
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/ml) [Pharmacokinetic Population}

Treatment: Treatment B

Sample Times (h)

Subject Number/

Random Number 24 N 36 48 72
0.661 0.724 0.802~* 0.729
0.916 0.884 0.856 0.361
1.010 0.747 0.931 0.842
0.730 0.726 0.771 0.793
0.618 0.876 0.730 0.678
0.%40 0.851 0.817* 0.823*
0.788 0,833 0,938 0.918
0.883 0.817 0.719 0.876
0.878 0.932 0.839 0,918
0.778 0.843 0.941 1.010
1.020 0.790 0.910 1.220
0.638 0.972 1.140 0.934
0.884 1.230 1.180 1.140
0.711 0.628 0.800 0.798
0.931 0.8060 0.518 0.73%8
1.040 0.871 1.030 1.090
0.731 0.815 0.730 0.874

CI: Confidence Interval; CV&: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mesn; T3: Trilodothyronine:

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;

/project2i/ep/blinded/e210888 ners/stats/versioncontrol /primary/scripts/program/main/TFL programs/Tables/Table
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Taple 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Tetal T3 (ng/mL) (Pharmacokinetic Population)

Treatment: Treatment B

Sample Times ({(h)

Subject Number/

Random Number 24 356 48 72
n{missing) 37 (0 37 {0} 37 {0 37 (0)
Mean ( SD) 0.8749 {0.14751) 0.8361 (0.12818) 0.8866 (0,15761) 0.9097 (0.17109)
GeoMean 0.8629 0.8270 0.8731 0,.8955
{95% CI) (0.8158:0.9128) {0.7872;0.86900) {0.8225;0.9268) (0.8445;0.9497)
GeoCV{CVa) 17.0 (16.9) 14.9 (15.3) 18.1 (17.8) 17.7 {18.8)
SEM 0.02425 0.02107 0.02591 © 0.02813
Median 0.8830 0.8170 0.8790 0.8760

Min; Max 0.618; 1.210 0.626; 1.230 0.518; 1.280 0.817; 1.500

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

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;

/project24/ep/blinded/e?10898_merc/stats/versioncontrol/primary/scripta/program/main/TFL programs/Tables/Table
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Table 15.4.1.1.3 Tndividual Data and Summary Statistics of Concentrations for Potal T3 (ng/nl) (FPharmacokinetic Pepulation)

Treatment: Treatment C

Sample Times ¢h)

Subject Number/

Random Nunber Predose {Mean} . 0.5 i 1.5
B 0.896 0.825 0.838 0.777
0.734 0.845 0.679 0.663

0.984 0.840 0.9854 0.933

0.914 0.768%* 0.9809 0.828

0.780 0.870 0.832 0.834

0.862 0.756 0.854 1.040

0.925 1.070 1.110 0.924

0.833 0.812 0.795 0.905

0.763 D.740 0.721 0.891

0.911 0.870 0.879 1.040

1.066 1.190 1,090 0.900

0.779 0.905* 0.764 0.909

D.842 0.848 0.763 0.824

0.736 0.758 0.729 0.645

0.872 0.828 0.172 1.070

0.928 0.807 : 1.020 0.887

0.878 0.737 0.789 0.837

0.812 0.810 1.050 0.832

0.826 0.943 0.990 '0.996

e : 0.748 0.679 . 0.610 0.85%

CI: Cenfidence Interval: Cv%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation:
GeoMean: Geomstric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjecta with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean:; T3: Triicdothyronine;

*: Measurement taken ocutside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 ug of levothyroxine;

/project24/ep/blinded/e210898 _merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pha_rmacokinetic Population}

Treatment: Treatment C

Sample Times (h)

Subject Number/

Random Number Predose (Mean) 0.5 1 1.5
0.737 0.660 0.732 0.964

0.643 0.607 0.698 0.663

0,797 0.689% 0.829 0.709

0.734 0.772 Q.677 0.828

' 0.702 0.644 0.584 0.62%6
0.896 0.724 Q0.848 0.965

0.840 0.803 0.880 0.854

0.791 0.808 0.843% 0.929

0.798 0.681 0.819 0.728

0.71% 0.753 0.683 0.732

0.738 0.728 0.606 0.735

1.085% 0.956 1.150 1.220

0.803 0.704 0.834 1.000

0.701 Q0.522 0.68%6 0.746

0.%05 0.803 0.809 0.788

0.813 1.260 0.948 0.982

0.811 0.719 0.789 0.867

CI: Confidence Interval:; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; S5D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine;

| *: Measurement taken outside the allowed windows allowance. ’

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

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

/project24/ep/kplinded/e210898 _merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL} (Pharmacokinetic Population)

Treatment: Treatment C©

Sample Times (h)

Subject Wumber/

Random ‘Nunber Predose (Mean) 0.5 1 1.5
n(missing) 37 () 37 (0) 37 (0) 37 (0)
Mean (8D) 0.8269 (0.09767) 0.8074 {0.146865) 0.8265 (0.14021} 0.8629 (0.13083)
GeoMean 0.8215 0.7955 0.8153 0.8533
{95% CI} {0.7%05:;0.8537) {0.7511;0.8425) {0.7711;0.8621) {0.8110;0.8877}
GeoCV {CV%) 11.6 {11.8} 17.4 (18.2} 16.8 (17.0) 15.3 (15.2}
SEM 0.01606 0.02411 . 0.02305 0.02151
Median 0.8120 0.8030 0.8190 0.8580
Min; Max 0.643; 1,085 0.522; 1.260 0.584; 1,150 0.626; 1.220

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

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;

/project24/ep/blinded/e210838_merc/stats/veraioncontrol /primary/scripts/program/main/TFL programs/Tables/Table
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL} (Pharmacokinetic Population)

Treatment: Treatment C

Sample Times {h)

Subject Number/

Randon Nunber 2 2.5 3 4
Tt 0.760 0.803 0.871 0.735
0.674 0.647 0.778 0.632
0.821 1.090 1.040 1.110
0.816 0.833 ' 0.951 0.899
0.731 0.821 0.825 0,720
0.756 g.759 0.857 0.748
1.180 0.762 0.782 0.798
0.934 0.800 0.826 0.837
0.738 0.726 0.697 0.756
0.923 0.794 0.895 0.798
0.775 1,030 0.951 0.787
0.910 0,830 0.719 0.780
0.877 0.915 0.880 0.865
0.762 0.819 0.921 0.944
0.985% 0.759 1.030 0.867
0.848 0.963 0.800 0.894%*
1.000 0.860 0.724 0.668
0.854 0.7886 0.917% 0.917
0.79%8 0.944 0.912 0.803
0.704 0.825 0.684 0.854

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

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mlL) (Pharmacokinetic Population)

Treatment: Treatment C

Sample Times (h}

Subject Number/

Random Number 2 2.5 3 4

o 0.646 9.924 0.818 0.921
0.693 5.742 0.902 0.754
0.785 0.887 0,885 0.871
6.697 9.875 0.697 0.784
0.643 0.655 0.542 0.688
0.871 0.815 0.744 0.864
0.747 1.080 0.813 0.905
0.825 0.857 0.770 0.917
0.852 0.857 0.758 0.728
0.662 0.723 0.667 0.695
0.393 1.020 0.748 0.702
1.110 0.937 0.979 1.310
0.952 0.936 0,021 1.160
1,010 0.604 0.588 0.568
0.898 0.846 1,020 1.110
0.902 1.100 0.993 0.386
0.899 0.763 0.854 0.910

CI: Confidence Interval; CV%: Coefficient of Variation Percentage: GeocCV: Geometric Coefficient of Variation:
GeoMean: Geometric Mean; Max: Maximum Value: Min: Minimum Value: n: The number of subjects with concentrations at
specific sampling time; S5D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine;

*i Measurement taken cutside the allowed windows allowance.

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

Treatment C: 2 tablets of 200 ug of levothyroxine:

/preject24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/ TFL programs/Tables/Table
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 g, and 200 pg Tablets) in Fasted
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mlL]) (Fharmacokinetic Population)

Treatment: Treatment C

Sample Times (h}

Subject Number/

Random Number 2 2.5 3 ]
n{missing) ETE 37 (0) 37 {0) 37 (0)
Mean {5D) 0.8408 (0.12013) 0.8483 (0.119486) 0.8313 (0.12071) 0.8428 (0.14945)
GecMean 0.8328 0.8402 0.8223 0.8309
(95% CI) (0.7947:0.8729) {0.8017;0.8806) {0.7817;0.8651) (0.7853;0.8791)
GeoCV (CVE) 14.1 (14.3) 4.1 (12.1) 15.3 (14.5) 17.1 {17.7)
SEM 0.01975 0.01864 0.01985 0.02457
Median 0.8460 0.8300 0.8260 0.8370
Min; Max 0.643; 1.160 0.604; 1.100 0.542; 1.040 0.5687 1.310

CI: confidence Interval: CV%: Coefficient of Variation Percentage; GecCV: Gecmetric Coefficient of Variatiens
GecMean: Geometric Mean; Max: Maximum value; Min: Minimum Value; n: The number cf subjects with concentraticns at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine;

*: Measurement taken outside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 ug of levothyroxines

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Levothyroxine Dosage Form Proportionslity of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State
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Table 15.4.1.1.3 Individueal Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Bopulation)

Treatment: Treatment C

Sample Times (h)

Subject Number/

Random Number 6 g 10 12 18

G 0.766 0.634 0.856 0.760 0.749
0.695 0.956 0.973 0.700 0.735

1.080 1,080 0,917 0.932 0.944

1.050 0.890 0,982 0.811 0.865

] 0.815 0.842 0.955 0.830 0,732
; 0.730 1.460 0.886 0.871 0.742
0.952 0.774 0.954 0.458 0.813

0.735% 0.771 0,900 0.755% 0.815

0. 688 0.674 0.673 0.765 0.701

0,919 0.951 0.832 0.888 0.763

1.090 0.920 1.000 0.989 0.978

0.938 1.120 0.843 0.791 0.785

0.679 0.877 0.789 0.688 0.735

0.755% 0.762 0.875 0.398*% 0.763

0.992 ¢.759 0.883 0.970 0.755

0.857 ¢.768 0.892 1.040 0.944

0.794 0.951 0.594 0.818 0.834

0.762 C.851 0.726 0. 904 0.602

0.893 0.969 0.791 0.781 0.793

0.604 0.586 0,795 0.765 0.608

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

*: Measurement taken outside the allowed windows allowance.

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

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

EMR200125-002 Page 447 of 658

Dosage Form Proportionality of Levothyroxine

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

Merck Serono
EMR 200125-002

Treatment: Treatment C

Page 32 of 36
Confidential
Table 15.4.3.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Fharmacokinetic Population)

Sample Times (h)

Subject Number/

Random Nurmber 6 8 10 12 18
: 0.742 0.865 0.874 0.628 0.699
0.823 0.709 0.712 0.679 0.735
0.763 0.771 0.728 0.750 0.832
0.700 0.780 0.580 0.686 0.767
0.717 0.701 0.728 0.680 0.806
0.762 0.711 0.790 0,705 0.706
0.826 0.810 0.855 0.876 0.850
0.786 0.745 0.925 0.826 0.839
0.701 0.742 0.768 0.683 0.727
0.812 0.695 0.642 0.733 0.644
0.804 0.732 04682 0,746 0.711
1.140 0.872 0.806 0.89%4 0,966
0.8686 0.88% 0.965 1.000 0.88%0
0.665 0.721 0.705 0.5686 0.575
0.564 0.835 0.780Q 0.603 0.679
0.857* 0.808 0.648 0.912 1.320
0.783 0.889 0.851 0.759 0.703

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

GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
i standard Error of the Mean; T3: Triiecdothyronine;
*: Measurement taken outaside the allowed windows allowance.
Treatment A: 12 tablets of 50 pg of levothyroxine;
Treatment C: 3 tablets of 200 ng cf levothyrcxine;

specific sampling time; SD: Standard Deviation;

SEM:

Treatment B: 6 tablets of 100 pg of levothyrbxine;
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EMR260125-002 Page 448 of 658 .

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-602 State

Merck Serono Page 33 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment C

Sample Times (h)

Subject Mumber/

Random Number & 8 10 12 18
n{missing} 37 (0) 37 () 37T (M . 37 (0} 37 {0}
Mean (8D} 0.8166 {0.13650) 0.8427 (0.15308) 0.8150 (0.11277} 0.7984 {0.11473) 0.7866 (0.13229)
GeoMean 0.8080 0.8310 4.8071 0.7%03 0.7771
{95% CI) {0.7634;0.8510} (0.7866:0.,8779) {0.7693;0.8467) (0.753070.8295) {0.7381;0.8181)
GeoCV (CV%} 16.4 (16.7} 16.6 (18.2) 14.4 (13.8) 14.6 (1i.4) 15.5 (16.8)
SEM 0.02244 0.02517 0.01854 0.01886 0.02175
Median 0,7940 0.834¢ 0.8320 0.7810 0.7630
Min; Max 0.564; 1.140 0.586; 1.460 0.580; 1.000 0.56&; 1.040 0.575; 1,320

CT: Ceonfidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Gecmetric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation: $SEM: Standard Error of the Mean; T3: Triiodothyronine;

*: Measurement taken ocutside the allowed windows allowance.

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

Treatment C: 3 tablets of 200 ug of levothyroxiners
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Levothyroxine
EMR 200125-002 State

EMR200125-002 Page 449 of 658

Dosage Form Proportionalify of Levothyroxine

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

Merck Seronc
EMR 2001253-002

Treatment: Treatment C

Page 34 of 3¢
Confidential
Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL} (Pharmacokinetic Pepulation}

Subject Nurber/

Sanple Times (h)

Random Number 24 36 48 12
ST e 0.776 0.803 0.682 0.825
0.881 0.833 0.820 0.71¢
1,050 0.950 1.180 0.857
0,928 0.908 1.000 0.88¢6
0.338 0.788 0.862 0.916
0.675 0.834 1.220% 0.958
0.832 1.030 0.912 0.607
0.942 0.797 0.822 0.918
0.755 0.701 0.666 0.721
0.674 0.646 0.933 1.200
1.070 i.180 1.080 0.518*
0.772 0.985 1.330 1.120%*
0.891 0.906 0.860 0.906
0.914 0.884 1.02¢0 0.901
0.984 0,710 0.999 0.951
0.764 0.718 0.839 0.815
0.818 0.801 0.911 0.965
0.705 0.857 0.8586 0.697~*
0.74% 0.796 9.902 0.981
0.762 0.797 0.722 0.715

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

GeoMean: Geometric Mean; Max: Maximum Value:

Min: Minimum Value; n:

The number of subjects with concentrations at

specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Trilodothyronine;
*: Measuremeni taken outside the allowed windows allowance.
Treatment A: 12 tablets of 50 u¢g of levothyroxine; Treatment
Treatment C: 3 tablets of 200 pg of levothyroxine:

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

EMR200125-002 Page 450 of 658

Dosage Form Proportionality of Levothyroxine

ew Formulations (530 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Sercno
EMR 200125-002

Treatment: Treatment C

Page 35

of 36

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

Subject Number/

Random Number

Sample Times (h}

24 36 48 72
0.804 g.766 0.880 0.859
0.753 0.706 0.802 0.937
0.859 0.769 0.732 0.811
0.827 0.878 0.686 0.952
0.716 0.711 0.747 0.866
0.744 0.740 0.793 0.809
0.957 0.776 0.779* Q0.914
0.%14 0.701 0.733 0.872
0.828 0.797 0.738 0.789
0.642 0.618 0.918 0.834
0.758 0.802 0.91¢8 0.770
0.647 1.080 0.840 0.873
0.953 0.877 1.100 1.360
0.813 0.737 0.941 0.753
0.848 0.801 1.230 0.898
0.803 1.090 1.1320 0.885
0.830 0.908 0.950 0.913

CI: Confidence Interval: CV%: Coefficient of Variation Percentage; GecCV: Geometric Coefficient of Variation;
GeoMean: Geomstric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
Triiodothyronine;

specific sampling time; SD:

Standard Deviation;

SEM:

Standard Error cf the Mean;

*: Measurement taken cutside the allowed windows allowance.
Treatment A: 12 tablets of 50 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine;

T3:

Treatment B: & tablets of 100 ug of levothyroxine;
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EMR200125-002 Page 451 of 658

Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR. 240125-002 State _

Merck Serono Page 36 of 36
EMR 200125-002 Confidential

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

Treatment: Treatment C

Sample Times (h)

Subject Number/

Random Number 24 36 48 72
n(missing) 37 () 37 (0} 37 {0 37 (0}
Mean ( 3B} 0.8345 {0.10245) 0.8400 (0.12248) 0.9063 (0.1649%} 0.8884 (0.13884)
GeoMean 0.8284 0.8319 0.8926 0.8785
(95% CI) {0.7953;0.8625) (0.7940;0.8715) (0.8418;0.94863) {0.8354;0.9237)
GeolV (CV3) 12,3 (12.3} 14.0 (14.86) 17.7 (18.2) 15.1 {15.6)
SEM 0.01624 0.02014 0.02712 0.02282
Median 0.8300 0.8020 0.8620 0.8980
Min; Max 0.642; 1.070 0.646; 1.180 0.666; 1.330 0.607:; 1.360

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

*: Measurement taken cutside the allewed windows allowance.

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

Tregatment C: 3 tablets of 200 pg of levothyroxine;
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EMR200125-002 Page 452 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 1 of 9
EMR 200125-002 Confidential

Table 15.4,1,1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters
{Pharmacokinetic Pecpulation)
Treatment: Treatment A

Subject Number/ AUCO-48 AUCD-T72 Cmax tmax
Random Number {hr*ng/mL} {hr*ng/mL) {ng/mlL) (hr)
o 29,57 45,81 0.698 72.28
40,57 61.09 G.930 35.68

48.16 74.54% 1.240 .00

44,31 66.04+ 1.030 . 4,10

35.90 56.69 0.916 72,53

43,28 66.91* 1.17¢ 10.12

44,71 64,92 1.260 1.50

36.50 56.87 1.100 2.50

37.49 56.68% 0.902 35.83

36.26 56.5%* 1.010 71.13

47,52 69,37 1.540 1.00

48,927 72.05% 1.240 8.02

37.87 59.99 1.040 72.90

40.40 62.28* 0.965 71.35

54.05 77.12 1.5660 2,00

41, 60 61,87 0.98¢ 0.50

46,97 67.66% 1.080 18.02

38.96 60,22 1.150 1.50

43.53 64.88* 1.17¢0 §8.02

36.78 55.85% 0.899 .50

34.75 52.09%* 0.848 1.52

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

*! AUC(0O-tlast) was used. Normalization te exactly 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 ug of levothyroxine: Treatment B: 6 tablets of 100 pg of levothyroxine;

Treatment C:; 3 tablets of 200 ug of levothyroxine:
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EMR200125-002 Page 453 of 658

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

Merck Seronc Fage 2 of 9
EMR 200125-002 Confidential

Table 15.4.1.1.4 Individnal Data and Summary Statistics of Total T3 Pharmacckinetic Parameters
(Pharmacokinetic Population)
Treatment: Treatment A

Subject Number/ AUCO-48 AUCD-T72 Cmax tmax
Random Mumber (hr*ng/mL) {hr*ng/mL}) {ng/ml) {hr)
) 37.58 55.86* 0.832 23.98
39.57 59,97* 0.954 71.25
35.09 52.20% 0.351 1.52
34.55 53.74 G.873 1.52
42,51 65,11=* 0.978 47.70
44,44 68.05 1.1z20 2.50
38.90 58.21 0.949 12.00
39.08 59.22% ¢.895 35.72
38.70 60.53% ¢.950 71.08
46.57 70,39% 1.120 12.00
47,24 69.37 1.210 1.50
40.28 G0, 64* 1.180 0.00
37.24 58.01* 6.892 1.00
32.28 50.31%* 0.992 2.00
52.79% B7.89 1.750 72.35
37.81 56.07 .896 16.02

CI: Confidence Interval:; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value:; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; $EM: Standard Error of the Mean:; T3: Triiodothyronine. NE: Not Estimated.

*1 AUC(0-tlast) was used. Nermalization to exactly 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxiner

Treatment C: 3 tablets of 200 ug of levothyroxine;
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EMR200125-002 Page 454 of 658

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 3 of 2
EMR 200125-002 Confidential

Table 15.4.1.1.4 Individual Data and Summary Statistiecs of Total T3 Pharmacokinetic Parameters
(Pharmacokinetic Population)
Treatment: Treatment A

Subject Number/ AUC0O-4B AUCD-T72 Cmax tmax
Random Numper {hr*ng/mL} {hr*ng/mL} {ng/mi} (hrj}
ni{missing) 37 (0} . 37 () 37 (0) 37 (0}
Mean {SD) 40.936 {5.6091) 62.030 (8.1808) 1.0650 (0.22190)

GeoMean 40,571 61.528 1.0453

{95% CI) {38.780;42.444) (58.953;64.215) (0.9809;1.2140}

GeoCV [CVE) 13.6 (132.7) 1z.9 {13.2) 19.3 (20.8)

SEM 0.9221 1,3449 0.03648

Median 39,975 80,531 0.9920 . 8.017

Min; Max 28.57; 54.05 45.81; 87.89 0.698; 1.750 0.00; 72.90

CI: Confidence Interval; CVi: Coefficient of Variation Percentage; GeoCV: Geometric Ceefficient of Variation;
GeoMean: Gecometric Mean; Max: Maximum Valus; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine. NE: Not Estimated.

*: AUC(0-tlast) was used, Normalization to exactly 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 ug of levothyroxzine; Treatment B: € tablets of 100 ng of levothyroxine;

Treatment C: 3 tablets of 200 ug of levothyroxine;
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EMR200125-002 Page 455 of 658

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

Merck Serono Page 4 of 9
EMR 200125-002 Confidential

Table 15.4.1.1.4 Individual Pata and Summary Statistics of Total T3 Pharmacokinetic Parameters
(Pharmacokinetic Population} -
Treatment: Treatment B

Subject Number/ AUCO-48 AUCD-72 Cmax tmax
Rarday Number (hr*ng/mL) (hr*ng/mL) (ng/mL} {hr)
37.18 55.86% 0.933 2.00
41.58 62.43*% 1.100 18.03
48.55 75.05% 1.1%90 71.25
44.91 66.38% 1.120 10.02
39.43 60.15 1,010 16.02
42,41 62.50% 1.140 10.60
44,99 66.43* 1.15%0 23.88
37.51 56.31 0.89¢ 23.92
31.07 45.85% 0.753 4.00
40.42 63,17~ 3.060 71.28
49,51 73.43* 1.210 23.88
47.62 80.91 1.500 72,87
35.71 55.05% 0.880 23.97
43.44 67.37% 1.020 48.07
42.20 60.70 1.080 z4.00
41,71 66.09 1.130 72.10
45,417 68.40 1.070 0.87
36.26 55.31* 1.010 0.50
38.42 © 59.36% 0.914 71,97
35.79 56.39* 0.879 47.90
34.04 52.05% 0.808 1.c00

CI: Cenfidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Gecmetric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
caleulable; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine. NE: Not Estimated.

*; AUC(D-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.
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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EMR200125-002 Page 456 of 658

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

Merck Serono Page 5 of 9
EMR 200125-002 Confidential

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

Subject Number/ AUCD-48 AUC0-72 Cmax tmax
T amber ({hr*ng/mL} (hr*ng/mL) {ng/mL} (hr}
41.38 62.87% 0.9¢61 71.63

41.01 62,99* 1.010 23.93

35.57 54.33 0.8%6 0.00

30.95 47.76% 0.730 48.03

42.89 62,56 1.080 2.50

40.24 62,53 1.070 2.50

39,30 57.86* 0.915 1.50

42.23 62.73* 1.020 1.00

39.49 61.55% 1.010 71.62

42,70 67,86% 1.260 2.50

41.21 66.14 1.140 48.78

52,58 B0.43 1.320 2,50

32.97 51.84% 0.800 47.83

40,23 54.87% 1.040 1.50

44,38 69.83 1.230 4,02

- 37.60 56,84 1.070 1.50

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

*: AUC(0-tlast) was used, Normalizaticn to exactly 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 pug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;

Treatment C: 3 tablets of 200 pg of levothyroxine:
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EMR200125-002 Page 457 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 Seronc Page 6 of 9
EMR 200125-002 confidential
Table 15.4,1,1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters

{Pharmacokinetic Populaticn)

Treatment: Treatment B

Subject Number/ AUC0-48 BUCO-T2 Cmax tmax

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

nimissing) 37 (0 37 (o) 37 () 37 (0)

Mean (SD) 40.613 (4.8717) . 61.853 {7.9329) 1.0381 (C.16066

GecMean 40,328 61.466 1.0270

(95% CI) (38.734;41.987) (58.910:;64.133) {0.,9753:1,0815)

GeaCV (CV%) 12,1 {(12.0) 12.8 {12.8) 15.6 (15.5)

SEM 0.8009 1.3042 0.02641

Median 41.012 62.501 1.0400 18.033

Min; Max 30.95; 52.59 45.85; 80.91 0.730; 1.500 ¢.00; 72.87

CI: Confidence Interval; CV%: Coefficient of Variaticn Percentage; GeoCV: Geemptric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum value; Min: Minimum Valuve; n: The number of subjects with specific paramster
calculable; $D: Standard Deviation; SEM: Standard Error of the Mean:; T3: Triicdothyronine. NE: Not Estimated.

*: AUC[O-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of lsvethyroxine;

Treatment C: 3 tablets of 200 nug of levothyroxine;
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EMR200125-002 Page 458 of 658

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

Merck Serono Page 7 of 9
EMR 200125-002 Confidential

Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacckinetic Parameters
(Pharmacokinetic Population)
Treatment: Treatment C

Subject Number/ RUCD—-48 AUCD-72 Cmax tmax
Random Number (hr*ng/mL} {hr*ng/mL) {ng/mL) (hr}
- 37.13 55.16 0.938 .00
38.76 57.16% 0.973 10.10
48.58 74.07 1.180 47,47
43.90 67.73 1.050 .03
39.06 60.41 G.955 10.05
41.09 67.46 1.460 g.02
43,44 61.39 1.160 2.02
39.02 59,92 0.934 2,00
34.31 50,54* 0.801 1.48
37.30 £2.51* 1.200 T1.63
50.86 75.08 l.100 .50
44,54 74.06 1.330 48.02
38.06 59,67 0.915 2.50
42.12 64.78* 1.02¢0 47,62
41.39 64.81 1.07¢0 1,50
39.76 59.34~ ‘ 1.040 12.02
40.16 €62.68 1.000 2.00
37.98 56.69 1.050 1.00
39.60 61.80% 3.996 1.52
35.20 52.02* .858 1.52

37.51 58.14 0.964 1.50

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Ceefficient of Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum value; n: The number of subjects with specific parameter
calculable; SD: Standard Deviation:; SFEM: Standard Error of the Mean; T3: Triiedothyronine. NE: Not Estimated.

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

Treatment C: 3 tablets of 200 pg of levothyroxine;
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Total T3 Pharmacokinetic Parameters
(Pharmacokinetic Fopulation)
Treatment: Treatment C

Subject Number/ AUC0-48 AUCD-72 Cmax tmax
Randrm Nunber (hr*ng/mL) (hr*ng/mL} {ng/m) [hr}
35.36 - 55,091% 0,837 71,58
37.93 56.41% 0.887 2.50
37.35 56.9¢ 0.952 72.17
34.57 53.095+ 0.8686 71.80
36.15 55.38 0.9872 .00
40.53 60.71 1.080 2.50
38.48 57.17* 0.92¢ 1.52
36.73 54.94% 0.857 2.50
36.85 57.17*% 0.918 36.30
37.40 57.65 1.020 2.50
47,18 §7.72 1.350 0,00
46.51 75.66*% 1.360 71.70
35.00 54.71*% 1.010 2.00
41.51 66.74 1.230 47.40
49.08 73.09 1.320 18.03
40,55 62.94 0.%50 48,85

CI: confidence Interval; CV$: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient ef Variation;
GeoMean: CGeometric Mean; Max: Maximum Value; Min: Minimum Value:; n: The number of subjects with specific parameter
caleulable; 5D: Standard Deviation; $EM: Standard Error of the Mean: T3: Triledothyronine. MNE: Not Estimated.

*: AUC(0-tlast) was used. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.
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/e210B98_merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table
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Table 15.4.1.1.4 Individual Data and Summary Statistics of Tetal T3 Pharmacckinetic Parameters
(Pharmacokinetic Population)
Treatment: Treatment C

Subject Number/ AUCO-48 AUCO-T2 Cmax tmax
Random Number [hr*ng/mL) (hr*ng/mL) (ng/mL) (hr)
ni{missing) 37 (0} 37 (0 37 (0} 37 (B)
Mean (SD) 40.050 {4.2284) §1.420 (6.7321) 1.0490 (0.15952)

GeoMean 39.844 61,075 1.0381

{35% CI} {38.516;41.218) {58.942;83.285) (0.9894;1.08%1)

GeoCV (CVE} 10.2 (10.6) 1¢.7 (11,09 14.5 {15.2

S5EM 0.6951 1.10648 0.02623

Median 39,021 59.919 1.0000 2,500
Min; Max 34.31; 50.86 50.54; 75.66 0.857; 1.460 0.00; 72,17

CI: Confidence Interval; CV%; Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; Sb: Standard Deviation; $FM: Standard Error of the Mean; T3: Triiodothyronine. NE: Not Estimated.

*: BAUC({0-tlast) was used. Normalization te exactly 72 hourxs was net possible because of invalid Lambda_z,
Treatment A: 12 tablets of 50 ug of levothyroxine:; Treatment B: € tablets of 100 uy of levothyroxine;

Treatment C: 3 tablets of 200 pug of levothyroxine;

/projectZ4/ep/blinded/e210898 merc/stats/versioncontrol/primary/seripts/progran/main/ TP programa/Tables/Table
15.4.1.1.4,sas
10DECZ2014 00:20

Document No.0900bzbe8085 badf v1.0 CONFIDENTIAL 460658 M
INFORMATION




EMR200125-002 Page 461 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 Seronc Page 1 éf 2
EMR 200125-002 Confidential

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

Ratioc
(Treatments)
Parameter Treatment N Geo-LSMean (%) 95% CI of Ratieo Intra-Cv (%)
AUC0-72 (hr*ng/mL} B 37 6780.981 100.1 97.6 - 102.7 5.4
A 37 6772.424
C 37 6884.607 101.7 99,1 - 104.2 5.4
A 37 6172.424
R C 37 6884.607 101.5 99.0 - 104.1 5.4
B 37 6780.981
Cmax  (ng/mL} B 37 125.1159 101.8 98.4 - 105.3 7.3
A 37 122,9188
c 37 125.0102 101.7 98.3 ~ 105.2 7.3
A 37 122,9188
C 37 125.0102 85.9 96.6 ~ 103.3 7.3
B 37 125,11%9

cI: Confidence Interval; CV%: Ceoefficient of Variation Percentage; Geo-L§Mean: Geometric Least Square Mean;
N: Number of subjects included in the analysis. T4d: Tetraiodothyronine;

Subjects 1017,1033,1048,107% and 1090 were excluded from the PK Population.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxzine;
Treatment C: 3 tablets of 200 ug of levothyroxine;

Source: Appendix 16.1.%2.1
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Table 15,4.3.1 Summary of ANOVA of Primary Pharmzcokinetic Parameters for T4 (Pharmacckinetic Population)

Ratio
(Treatments)
Parameter Treatment N Geo-LSMean (%) 95% CI of Ratio Intra-CvV (%)
AUC0-72,adj (hr*ng/ml) B 37 2222.979 9.3 21.8 ~ 107.5 17.1
S 37 2237.745
[ 37 2329.393 104.1 96.2 -~ 112.6 17.1
a ' 37 2237.745
C 37 2329.393 104.8 26.8 - 113.4 17.1
B 37 2222.979
Cmax, ad] (ng/mL) B 37 62.1190 103.8 2.7 - 111.5 15.5
A 37 53.8400
c 37 61.7588 103.2 96.1 - 110.8 15.5
A ’ 37 59,8409
c 37 61.7588 99.4 92.6 - 106.8 15.5
B 37 62,1190

CI: confidence Interval; CV%: Coefficient of Variation Percentage; Geo-LSMean: Geometric Least Square Mean;
N: MNumber of subjects included in the analysis. T4: Tetraiodothyronine;

Subjects 1017,1033,10848,1079 and 1090 were excluded from the PK Pepulation.

Treatment A: 12 tablets of 50 pg of levethyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine;

Source: Appendix 1€.1,5%.1
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Table 15.4.3.2 Summary of ANOVA of Secondary Phamacokinetic Parameters for T4 and T3 {(Pharmacokinetic Population)

Ratio
(Treatments)
Analyte Parameter Treatment N Geo-LSMean (%) 90% CI of Ratio Intra-CV (%)

T4 BUC0-48,adj (hr*ng/mL) B 37 1629.858 100.1 93.8 - 106.8 16.8

A 37 1628.390

c 37 1707.930 104.8 . 98.3 -~ 111.9 16.8

A 37 1628.3¢0

[ 37 1707.9320 104.8 9g.,2 - 111.8 16.8

B 37 1629.858

cI: confidence Interval; CV%: Coefficient of Variation Percentage; Gec-LSMean: Geometric Least Square Mean;
N: Number of subjects included in the analysis. T3: Triiodothyronine. T4 : Thyroxine

Subjects 1017,1033,1048,1079 and 1020 were excluded from the PK Population.;

Treatment A: 12 tablets of 50 pug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine;

Source: Appendix 16.1.%.2
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Table 15.4.3.2 Summary of ANOVA of Secondary Pharmacokinetic Pardmeters for T4 and T3 (Pharmacokinetic Population)

Ratia
. {Treatments)
Analyte Parameter Treatment N Geo-LSMean %) 90% CI of Ratic Intra-CV (%)
T3 AUCC-48 (hr*ng/mL) B 37 40.2952 98,5 96.7 - 102.2 7.1
A 37 4.516¢%
c 37 33.80%9¢6 98.3 95.6 - 101.0 7.1
A 37 40.5169
C 37 35.809¢6 98.8 96.1 ~ 101.6 7.1
B 37 40,2852
Cmax (ng/mL} B 37 1.0269 ©o99.4 94.7 -~ 102.3 10.8
A 37 1.0434
C 37 1.0373 99.4 85.7 - 103.3 10.0
A 37 1.0434
o 37 1.0373 01.0 87.2 - 105.0 1¢.0
B 37 1.026%

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; Geo-LSMean: Gecmetric Least Square Mean;
N: Number of subjects included in the analysis. T3: Triiedothyronine. T4 : Thyreoxine

Subjects 1017,1033,1048,1079 and 1090 were excluded from the PK Population.;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyrozine;
Treatment C: 3 tablets of 200 pg of levothyroxine;

Source: Appendiz 1&.1.98.2
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Levothyroxine Dosage Form Proportionality of Levothyroxine New Formulations (50 pg,
100 pg, and 200 pg Tablets) in Fasted State
EMR 200125-002

15.4.2 Graphs

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

Figure 15.4.2.2 Concentration-Time Profiles: Arithmetic Mean versus Scheduled

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

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

Figure 15.4.2.4 Concentration-Time Profiles: Arithmetic Mean versus Scheduled

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

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

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

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

Figure 15.4.2.8 Concentration-Time Profiles: Individual Concentration versus Actual
Time in Semi-Logarithmic Scale (Spaghetti Plots)(for Total T3
Values){Pharmacokinetic Population)

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

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

Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual

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

EMR 200125-002

EMR200125-002 Page 466 of 658

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

Figure 15.4.2.12

Figure 15.4.3.1.1

Figure 15.4.3.1.2

Figure 15.4.3.1.3

Figure 15.4.3.1.4

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

Boxplot: Cpax and AUC .72 for Total T4 (Pharmacokinetic Population)

Boxplot: Baseline-Adjusted Cpax and Baseline-Adjusted AUCq.7, for
Total T4 (Pharmacokinetic Population)

Boxplot: 'Baseline-Adjusted AUCq.4s for Total T4 (Pharmacokinetic
Population)

Boxplot: Cpax and AUC .45 for Total T3 (Pharmacokinetic Population)
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Figure 15.4.2.1 Concentration-Time Profiles: Arithmetic Mean {+ 8D} versus Scheduled Sampling Time in Linear Scale
(for Total T4 Values) (Fharmacckinetic Population)
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Subjects #ere excluded from the PK Population.

Treatment A: 12 tablets of 50 pg of levethyrexine; Treatment B: 6 tablets of 100 pg of levethyroxine;
Treatment ¢: 3 tablets of 200 pg of levothyroxine.

Source: Tapis 15.4,1.1.1
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Levothyroxine
EMR 200125-002 State

Desage Form Proportions

EMR200125-002 Page 468 of 658

‘jons {50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Serono
EMR 200125-002

Page 1 of 1
Confidential

Figure 15.4.2.2 Concentration-Time Profiles: Arithmetic Mean versus Scheduled Sampling Time in Semi-Logaritimic Scale
(for Total T4 Values) {Pharmacokinetic Fopulation)
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Treatment: 8@ Trectment A * 44 TreaimentB k—4&—& TreatmeniC
Subjects were excluded from the PK Population.

Treatment A: 12 tablets of 50 wg or Levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
Seurce: Tabla 15.4.1,1.1
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Figure 15.4,2.3 Concentration-Time Profiles: Arithmetic Mean (& SD) versus Scheduled Sampling Time in Linear Scale
{for Total T3 Values) (Pharmacokinetic Population}
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Treatment: 8% Treatment A +—¢—% TrealtmentB k-A—& TreatmentC
Subjects were excluded from the PK Population.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levethyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.
Source: Table 25.4.1.1.3
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Figure 15.4.2.4 Concentration-Time Profiles: Arithmetic Mean versus Scheduled Sampling Time in Semi-Logarithmic
Scale (For Total T3 Values)(Pharmacokinetic Population}
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Treatment: &—8—® TreatmentA 4—4—¢ TreatmentB A&k TreatmentC
Subjscts were excluded from the PK Population.

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.
Source:r Tabls 15.4.1.1.%
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Levothyroxine Dosage Form Proportions 7" "~ *° Lot * ‘ions (50 100 and 200 pg Tablets) in Fasted
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Figure 15.4.2.5 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale
{Spaghetti Plots){for Tctal T4 Values){Pharmacokinetic Population)

Treatment: Treatment A
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Subjects . ; were excluded from the FK Pgpulation.

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.

Source: Table 15.4.1,1.1
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Figure 15.4.2,5 Concentration-Time Profiles: Individual Congentration versus Actual Time in Linear Scale
{Spaghetti Plots) (for Total T4 Values) (Pharmacokinetic Population)
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170 4

160

150

140

130

120

1in

100

Total T4 {ng/mL)

90

ED

70 +

60

50 -

40

1
=
o
&
@ 4
o 4
-
N
&
S
N~

A= -
[+
B
=]
o

Time Point {h}

Subjects sere excluded from the PK Population.

Treatment A: 12 tablets of 50 pug of levothyroxine; Treatment B: & tablets of 100 ng of levethyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: Table 15.4,1.1.3%
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Figure 15.4.2.5 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale
(3paghetti Plots) {for Total T4 Values)(Pharmacokinetic Population)

Treatment: Treatment C
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Subjects . were excluded from the PK Population.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pug of levethyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine. :

Source: Table 15.4.1.1.1 ’

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/progran/main/ TFL programs/Figures/Figure
15.4.2.5.s8a8
10DEC2014 00:20

Daocument No,0900babe8085badf v1.0 CONFIDENTIAL 473/658
INFORMATION
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Figure 15.4.2.6 Concentration-Time Profiles: Individual.Concentration versus Actual Time in Semi-Logarithmic Scale
(Spaghetti Plots) (For Total T4 Values)(Pharmacokinetic Population)
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Subjects were excluded from the PK Populaticn.

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.
Source: Tablie 15.4.1,1.1
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Levothyroxine Dosage ¥orm Proportions " "~ = Lo - - ions (50 100 pg, and 200 pg Tablets) in Fasted
EMR 23‘;0125_002 Stateg P EMR200125-002 Page 475 of 658 fons (50 pe, e He )

Merck Seronc Page 2 of 3
EMR 200125-002 Confidential

Figure 15.4.2.6 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(5paghetti Blots) {For Total T4 Valuas){Pharmacokinetic Population)

Treatment: Treatment B
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Subjects R were excluded from the FK Pepulation.

Treatment A: 12 tablets of 50 pg of levethyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine,
Source: Table 15.4.1.1.1

/project24/ep/blinded/e2?10898_merc/stats/versioncontrel/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.6.zas
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Levothyroxine Dosage Form Proportions > "~ iy T > cions (30 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State EMR200125-002 Page 476 of 658

Merck Sereono Page 3 of 3
Confidential

EMR 200125-002
Figure 15.4.2.6 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Secale

($paghetti Plots) (For Total T4 Values) (Pharmacokinetic Population)

Treatment: Treatment C
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Time Point {h)
Subjects ... were excluded from the PK Population.

Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: & tablets of 100 wg of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.
Source: Teble 15.4.1.:.1
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Levothyroxine Dosage Form Proportions E y '00 1 25_ 00 2.Pa‘g1=, 4 7‘,; of 6é8‘ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State
Merck Serono Page 1 of 3
EMR 200125-002 Cenfidential

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

Treatment: Treatment A

18
16
1.4+
12 )\ -
- f'(, \ A
£ A s W
o f fl O S
E RSV W W il e i
= N e A
Pl BEEGOEIEERN R e o s
o } -
4+ | !|'\ &
= Il
= ¥ "-’l‘-
06 - )1‘
0.4 -
0.2 -
u‘[] _l T T T 1 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 13 T T T
- D 2 4 6 8 1 1 1 2 3 4 7
2 0o 2 8 4 & 8 2
Time Point {h}
Subjects v + ) were excluded from the PK Population.

Treatment A: 12 tablets of 50 pug of levothyroxine: Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxzine.
Source: Table 15.4.1.1.3

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL pregrams/Figures/Figure
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Levothyroxin D F P tiops " "~ iy oot — *_‘ions (50 pg, 100 and 200 pg Tablets) in Fasted
EMR 200125.002 Sese Torm FrOPOTHOR pATR200125-002 Page 478 of 658 (50 g, 100 pg, ue )

Merck Serono ’ Page 2 of 3
EMR 200125-002 Confidential

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

Treatment: Treatment B
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Subjects . ) . - were excluded from the PK Population.

Treatment A: 12 tsblets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment ¢: 3 tablets of 200 nug of levothyrexine,

Source: Tabls 15.4.1.1.3

/project24/ap/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs /Figures/Figure
15.4.2.7.sas
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Iﬁ;;ggﬁagism'amz ls)osage Form Propaortion: El\dﬁiﬂﬂlls 002’ Pa‘g'e 47; of 6és'itms (50 pg, 100 pg, and 200 pg Tablets) in Fasted
- tate a

Merck Serono Page 3 of 3
EMR 200125-002 Confidential

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

Treatment: Treatment C
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Subjects . were excluded from the PX Population,

Treatment A: 12 tablets of 50 npg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyrcxine.

Source:; Table 15.4,1.1.3

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primatry/scripts/program/nain/ TFL programs/Figures/Figure
15.4.2.7.5as
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Levothyroxine Do F P fions " " y A - 'lons (50 100 pg, and 200 pug Tablets) in Fasted
EMRZ{]o]zs-ooz Stastaege orm Proportion: EMR200125-002 Page 480 of 658 ions (50 pg, ng, an ug Tablets) in Faste
Merck Serono Page 1 of 3
EMR 200125-0082 Confidential

Figure 15.4.2.8 Concentration-Time Prefiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(Spaghetti Plots) (for Total T3 Values) (Pharmacokinetic Population)

Treatment: Treatment A
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Time Point {h}
Subjects . _ ., iviviavie e -_. wWere excluded from the PK Population.

‘Treatment A: 12 tablets of 50 png of levothyroxine: Treatment B: 6 tablets of 100 nug of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
Scurce: Teble 15.4.1.1.3

/project24/ep/blinded/e210898_merc/stats/versioncontrol/primary/scripts/progran/main/IFL programs/Figures/Figure
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Levothyroxine Dosage Form Preportion: = "~ D . 50 100 and 200 pg Tablets) in Fasted
MR 0125002 State POTHON B MR200125-002 Page 481 of 658 C M 100 g and 200 g )

Merck Serona Page Z of 3
EMR 200125-002 Confidential

Figure 15.4.2.8 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{spaghetti Plots) (for Total T3 Values){Pharmacokinetic Populatian}

Treatment: Treatment B
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Subjects e e e vere excluded from the PK Population.

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.
Source: Table 15.4.1.1.3

fprodect24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/T¥L programs/Figures/Figure
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Levothyroxine D e Form Proportion:”": "~ - Lot - ions {50 pg, 100 d 200 pg Tablets) in Fasted
EMR 200125002 State POro0 EMR200125-002 Page 482 of g5g " °0 1% 100 g and 200 kg Tablets)

Merck Sercno Page 3 of 3
EMR 200125002 Confidential

Figure 15.4.2.8 Concentration-Time Profiles: Individual Cencentration versus Actual Time in Semi-Logarithmic Scale
{Spaghetti Plots) (for Total T3 Values) (Pharmacokinetic Populaticn)

Treatment: Treatment C
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Time Point (h}
Subjects were excluded from the PX Population.

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.
Source: Taples 15.4.1.1.3

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2,8,.8a8
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Levothyroxine Dosage Form Proportions ="~ N TN * ‘ions (50 pg, 100 and 200 ug Tablets) in Fasted
EVR 200125002 Stute POrfOn: FMR200125-002 Page 483 of 658 > ¢ P& 100 e i )

Merck Seronoc Page 1 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Acteal Time in Linear Scale (for Total T4 Values)
{3afety Populaticn) . .
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Treotment: #—8—® Treatment A +——4 Trealment B &—&—4& Treotmeni C

B:Subjects excluded from PK Population: Horizental lines represent the Baseline of the respective treatments,
Treatment A: 12 tablets of 50 pg of levothyroxine!; Treatment B: 6 tablets of 100 ng of levothyroxine:
Trezatment C: 3 tablets of 200 pg of levothyroxine.

Source; listing 16.2.5.2

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
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Levothyroxine D Fi r tions ™" 7" ” ot - | 50 ug, 100 d 200 Tablets) in Fasted
Ay 2}‘1]01215-002 St(;st::ge orm Proportion: EMR200125-002 Page 484 of 658 ions (50 pg Mg, a0 pg Tablets) in Faste

Marck Serono Page 2 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Individoal Concentration versus Actual Time in Linear Scale {for Total T4 Values)

{safety Population)
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@:Subjects excluded fFrom PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: b tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 1£.7.5.2

/projact?4/ep/nlinded/e210898_merc/stats/versioncontrol /primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.9.5as

10DEC2014 00:20

Document No.0800babe8085ba9f v1.0 CONFIDENTIAL 4847658
INFORMATION {



Levath, i D F P tiong " "~ T . 50 pg, 100 pg, and 200 pg Tablets) in Fasted
E;;{ 2%:'](;);1;1-%02 St(;s;ge orm Proportions EMR200125-002 Page 485 of 658 ions (50 pg ng, an pg Tablets) in Faste
Merck Serono Page 3 of 42
EMR 200125-002 Confidential

Figure 15.4.2.8 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Tctal T4 values)

(Safety Fopulation)
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8:8ubjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments,
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatmgnt C: 3 tablets of 200 pg of levothyroxine.

Source: listing 18.2.5.2
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Levathyroxine Dosage Form Proportions 7" "~ Lot~ * . ‘iong (50 pg, 100 and 200 pg Tablets) in Fasted
EMR 200125002 State POrfio! EMR200125-002 Page 486 of 658 " P& 10 K8 e Tablets)

Merck Serono Page 4 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration~Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
{Safety Population)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
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.

Source: listing 18.2.5.2

/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Fiqure

15.4.2.9.sas
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Levothyroxi Dosage Form Proportions™ 7~ = - Song (50 ug 100 ug, and 200 ug Tablets) in Fasted
EMR 200125, 002 State TOPOTHON: b\ TR200125-002 Page 487 of 658 " 0 F& 100 kg and 200 g ) in Fas

Merck Serono Fage 5 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Frofiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{safety Pgpulaticn)
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@:%pbjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments,
Treatment A: 12 tablets of 50 pg of levethyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 18.2.5.2

/project24/ep/blinded/e210898 merc/stats/versioncontrel/primary/scripts/program/main/TFL programs/Figures/Figure
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Levothyroxine Dosage Form Proportion: "~ *° ot > ‘ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted
Merck Seronoc . Page & of 42
EMR 200125-002 Confidential

Figure 15.4,2.9 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Populaticn)
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@:Subjects excluded from PK Populaticn; Horizontal lines represent the Baseline of the respective treatments.
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,

Source: listing 16.2.5.2

/project24/ep/blinded/e?108%8 merc/stats/versicncontrol/primary/scripts/program/main/TFL programs/Filgures/Figure
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Levothyroxine Dosage Form Proportions™’. "~ > A * ‘ions (50 pg, 100 and 200 pg Tablets) in Fasted
MR 200125.002  State: POTHiOn: o \TR200125-002 Page 489 of 658 " © 4%+ 100 K HE ) in

Merck Serono Page 7 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9% Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population) '
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150

140

130

120

110

100 +

99

Total T4 {ng/mL)

0

70

B0

50

40

Time Point (h}
Treatment: &—9—& Treatment A +——4 Tregtment B A—&—4& TregtmeniC

#:gubjects excluded from PK Populaticn: Herizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: & tablets of 100 ng of levothyroxine;
Treatment ¢: 3 tablets of 200 ug of levothyroxine.

Scurce: listing 1€.2.5.2
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Levothyroxine Dosage Fi P tiops "~ " Lot T - Ciong (50 100 and 200 pg Tablets) in Fasted
INR oae0r  oosage Form Proportion: gy R300125-002 Page 490 of 658 O M8 100 e He )

Merck Serono Page 8§ of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)

(Safety Population)
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@:Subjects excluded from FK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxiner
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2
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15.4.2.9.5as
10DEC2014 00:20

Document No.0900babe8085badf v1.0 CONFIDENTIAL 490/658 M
: INFORMATION



Levothyroxine Dosage Form Proportion: > "~ " P - “ions (50 100 d 200 pg Tablets) in Fasted
e SV POrtOn EMR200125-002 Page 491 of 658 " 0 #» 100 > 2nd 200 g )

Merck Serono Page % of 42
EMR 200125-002 Confidential

Figure 15.4.2.% Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Tatal T4 Values)
{safety Pepulation)
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#:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;

Treatment C: 3 tablets of 200 nug of levothyroxine. '
Source: listing 16.2.5.2
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Levothyroxi D F Propertions 7 "~ ” P © ions (50 100 and 200 pg Tablets) in Fasted
EVR Thoama0s  grge Form Proporton b rR200125-002 Page 492 of 658 0 C ) He 100 he )

Merck Serono Page 10 of 42
EMR 200125-002 Confidential

Figure 15,4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(for Total T4 Values)
(Safety Population)
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Treatment: 8%  Treatment A +—&—&  Tregtment B &—&—& Tregiment C

@:8ubjects excluded from FK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of ilevothyroxine; Treatment B: € tablets of 100 ng of levothyroxine:
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage Form Propolrtium E - "0012"5_002‘ Pa‘g;e 49':; of 65'8'iuns {50 ng, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State
Merck Serono Page 11 of 42
EMR 200125-002 Confidential

Figure 15.4.2.2 Concentration-Time Profiles: Individual Concentraticen versus Actual Time in Linear Scale (for Total T4 Values)
{Safety PFopulation
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@:5ubjects excluded from PK Population: Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 18,2.5.2
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Levothyroxine D Fi P tong?'- 7~ . oo " ‘ions (50 pg, 100 and 200 Tablets) in Fasted
MR 200125002 Stare T OPOTOM EMR200125-002 Page 494 of 658 (50 g, 100 pg, and 200 g 4

Merck Serono Page 12 of 42
EMR 200125-002 Confidential

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

(Safety Population)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline ¢of the respactive treatments,
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 levethyrexine.

Source: listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(Safety Population)
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B:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levethyroxine;
Treatment C: 3 tablets of 200 pug of levothyroxine.

Source: listing 6.2.5.2
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Figure 15.4.2.9 Concentration~Time Profiles: Individual Concentration versus Actual Time in Linear Scale [for Total T4 Values)
(Safety Population)
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@:8ubjects excluded from PK Population; Horlzontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of lsvothyroxine; Treatment B: 6 tablets of 100 pg of levathyroxine;
Treatment C: 3 tablets of Z00 pg of levothyroxine.

Source: listing 16.2.5.2
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration varsus Actual Time in Linear Scale (for Total T4 Values)
{Safety Populaticn)
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#:Subjects excluded from PK Populatien; Horizontal lines represent the Baseline of the respective treatments.
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.

Source: listing 1&.2.5.2
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Figura1l5.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
({Safety Population)
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Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxiner
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 16.Z.5.2
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