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

(Pharmacokinetic Population}

Treatment: Reference

subject Number/ AUC(0-48) tmax AlUCextra,adj AUC(—=, adj

Random Number (hr*ng/nL) {hr) {hr*ng/mL) # {hr*ng/mL) #

- 5048.0 2.52 NE NE
4690.2 3.00 NE NE
4923.7 12,03 NE HE
4536.8 2.00 NE NE
5333.0 1.50 HE NE

: 3500.3 4.00 i NE NE

4386.9 1.50 NE NE
4283.5 2.02 HE NE

o + 4412.0 10.03 NE HNE
3767.2 3.00 NE NE
3871.% 3.00 NE NE
4817.4 3.00 7 NE NE
5827.5 10.00 NE NE
4996.8 2.03 NE NE
4551.4 4.00 NE NE
4341.1 2.00 HE NE

. ) . 3969.8 3.00 NE NE

1 . 4938.0 1.50 NE NE
4805.5 2.00 NE NE
4107.1 2,50 NE NE

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Vvariation;
GeoMean: Geemetric Mean; Max: Maximpm Value; Min: Minimum Value: n: The number of suvbjecta with specific parameter
calculable; 3D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyronine; NE: Not Estimated.

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

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

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

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

Reference: 600 pg (3*200 ng tablets) levethyrozine old formulation.
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Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters

{Pharmacokinetic Populaticn)

Treatment: Reference

Subject Number/ - AUC{0-48) tmax AlUCextra, adj AUCO-=,adj

Randonm Number {thr*ng/mL) (hr} {hr*ng/mL) # (hr*ng/mL} #
3804.2 10.03 NE NE
4045.4 1.50 NE NE
4152.3 1.50 NE NE
5951.0 §.00 NE NE
4659.1 2.48 NE NE
3859.6 1.50 NE NE
3758.4 10.00 NE NE
4648.9 4.00 NE NE
4318.2 2.50 NE NE
4433.1 12.10 NE NE

il 3322.1 2.50 NE NE

4756.3 4.00 NE NE
3803.5 2.02 NE NE
5035.% 10.02 NE NE
47981.0 §.00 NE NE
5213.9 48.32 NE NE
3202.3 1.50 NE HE
4676.5 1.50 HE NE
4535.2 1.50 NE NE
3393.9 10.00 HE NE

¢I: Confidence Tnterval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
calculable; S$D: Standard Deviation; SEM: Standard Error of the Mean; T4: Tetraiodothyrcnine; KE: Not Estimated.

~: Pgrameter values are presented put excluded from summary statistics.

#: Due to unreliable Lambda 2, 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.

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

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.2 Individwal Data and Summary Statistics of Total T4 Pharmacokinetic Parameters

{Pharmacokinetic Peopulaticn)

Treatment: Reference

Subject Number/ AUC(0-48) tmax AUCextra,ad]j AUCO-=, ad]

Rardan Number {hr*ng/mL) {hr) {hr*ng/mL) # (hr*ng/mL) #

T 4548.1 1.50 NE NE
3977.9 10.G0 NE NE
3464.2 1.50 NE NE
3879.1 g.02 NE NE

d 4010.7 1.50 NE NE

3830.3 3.02 NE NE

T 5354.0 4.02 NE NE

1 6186.7 23.92 NE NE
4339.2 4.05 NE NE
4125.5 1.00 NE NE
4525.6 2.00 NE NE

CI: Cenfidence Tatexrval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GecMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter
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 Tambda_7%, All Lambda_2 dependent parameters are not estimated.

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

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulatiom.
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Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters

(Pharmacokinetic Bopulation}

Treatment: Reference

Subject Wumber/ BUC(0-48) tmax AUCextra,ad]j AUCO-=, adj
Random Number {hr*ng/mL) {hr}) (hr*ng/mL) # (hr*ng/mL} #
ni{missing) 204 (0} 204 (0}

Mean (SD) 4286.84 (630.777)

GeoMean 4235.73

{95% CI} ' {4152.55;4328.75)

GeoCV {CV%) 15.1 (14.71)

SEM 44.163

Median 4325.12 3.000

Min; Max 2381.0: 6186.7 1.00; 48.98

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

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

#: Due to unreliable Lambda_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.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters
{Pharmacokinetic Population)
Treatment: Reference
Subject Number/ tl/2 Az vz/F CL/F
Random Number {hr) # (1/hx) (L) # {L/hr) #
NE 0.005 NE NE
NE 0.002 NE NE
NE 0.017 HE NE
o NE 0.003 NE NE
NE 0.002 NE NE
NE 0.005 HE NE
' NE 0.001 NE NE
HE 0.008 NE NE
NE 0.004 NE NE
NE 0.005 NE NE
3 NE NE NE NE
NE 0.003 NE NE
NE 0,003 HE NE
3 NE 0.008 NE NE
NE 0.006 NE NE
NE NE NE NE
NE 0.007 HE NE
NE HE NE NE
NE 0.004 NE NE
NE 0.007 NE NE

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Gecmetric Coefficient of Variation;
Maximum Value; Min: Minimum Value; n: The number of subjects with specific parameter

GeoMean: Geometric Mean; Max:

calculable; SD: Standard Deviation: SEM: Standard Errcr of the Mean; T4d: Tetraiodothyronine; HE: Not Estimated.
~: Parameter values are presented but excluded from summary statistics,
#: Due to unreliable Lambda_ 2z, All Lambda 7 dependent parameters are not estimated.
*: AUC(0-tlast) was used. Normalizatiom te exactly 72 hours was not possible because of invalid Larbda z.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulatien,
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Table 15.4.1,1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters
{FPharmacckinetic Population}
Treatment: Reference
subject Number/ tl/2 Az Vz/F CL/F
Random lumber (hr} 4 (1/hr}” (L) (L/hr)#
’ NE 0.004 NE NE
NE 0.002 NE NE
NE 0.003 NE NE
NE 0.006 NE NE
NE 0.010 NE NE
NE 0.005 NE NE
NE 0.004 NE NE
NE 0.014 NE NE
NE 0.002 NE NE
- NE 0,005 NE NE
. NE 0.000 NE NE
o HE 0.003 NE NE
NE 0,007 NE NE
NE 0.007 NE NE
NE 0.003 NE NE
NE 0.003 NE NE
HE 0.008 NE NE
NE ¢.002 NE NE
N NE 0.003 NE NE
8l NE 0.008 NE NE

confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variatlon;
ean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n:
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_2, All Lambda_Z dependent parameters are not estimated.
*: AUC{0-tlast) was used. Normalizatien to exactly 72 hours was not possible because 'of invalid Lambda_z.

Teat: 600 pg (3*200 ng tablets)

levothyrozine new formulation.

Reference: 500 pg (3*200 ug tablets) levothyroxine old formulation.

/project2d/ep/blinded/e210895_merc/stats/versioncontrol

15.4.1,1,2,.8as

The number of subjects with specific parameter

/primary/scripts/program/mein/TFL programs/Tables/Table

10DEC2014 23:08

Document No,0900babe80855b46 v1.0

" CONFIDENTIAL
INFORMATION

606/1628

M



EMR200125-001 Page 608 of 1628

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

Merck Serono Page 63 of 70
EMR 200125-001 Confidential
Table 15.4,1.1,2 Individual Data and Summary Statistics of Total T4 Pharmacckinetic Parameters

{Pharmacckinetic Population)

Treatment: Reference

Subject Number/ t1/2 Az vz/F CL/F
Temetem Mnmber (hr) # (1/hr} " ' {L1# {L/hr} ¥
NE 0.002 NE NE
NE 0.019 NE NE
NE 0.000 HE NE
NE 0,005 NE NE
NE 0.004 NE NE
NE NE NE NE
NE 0.004 NE NE
NE 0.001 NE NE
NE 0.006 NE NE
NE 0.004 NE NE
NE 0.003 NE NE
NE 0.008 NE NE
NE 0.004 ' NE NE
NE 0.005 NE NE
NE 0.003 NE NE
NE 0.002 NE NE
NE 0.001 NE NE
" NE 0,001 NE NE
i NE 0.004 NE NE
1 NE 0.007 : NE NE

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

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

#: Dee 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.

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

Reference: 600 ug (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.2 TIndividual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters
{Pharmacckinetic Population)
Treatment: Reference
Subject Mumber/ - t1/2 Az . Vz/F CL/F
Random Number {hr) ¢ {1/hr)» (L) # {L/hr) #
t L NE 0.0014 NE NE
NE 0.004 NE NE
NE 0.010 NE | HE
. NE 0,001 NE NE
o NE 0.004 NE NE
i NE 0.003 NE NE
NE 0.003 NE NE
NE 0.002 NE . NE
NE 0.003 NE NE
NE 0.000 NE NE
NE NE NE NE
1 HE 0.004 NE NE
NE 0.003 NE NE
HNE NE NE NE
NE 0.003 NE NE
HE 0.009 NE NE
@ NE NE NE NE
NE 0.001 NE NE
NE 0.002 NE NE
NE 0.005 NE NE

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geemetric coefficient of Variation;
GecMean: Geometric Mean; Max: Maximum Valus; Min: Mininum Valve; n: The number of subjects with specific parameter
galoulable; &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 %, 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.

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

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.2 Individual Data and Summary Statisties of Total T4 Fharmacokinetic Parameters

{Pharmacokinetic Population)

Treatment: Reference

Subject Number/ t1/2 Az Vz/F CL/F

pondem Number {hrj# (1/hr) " (L) # (L/hr) #
NE 0.008 NE NE
NE 0.006 NE NE
NE 0.004 RE NE
NE 0.007 HE NE
NE 0.005 NE NE
NE 0.005 NE NE
NE 0.002 NE NE
NE 0.001 NE NE
NE NE NE NE
NE 0.003 HE NE
NE 0.003 NE NE
NE ¢.011 NE NE
NE NE NE NE
NE 0.003 NE NE
NE 0.008 NE NE
NE 0.002 NE NE
HE 0.003 NE NE
NE 0.001 NE NE
NE 0.003 NE NE
NE 0.004 NE NE

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

~:; Parameter values are presented but excluded from summary statisties.

4: Due to unreliable Lambda Z, All Lambda_% dependent parameters are not estimated.

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

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation,
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Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters
(Pharmacokinetic Population)
Treatment: Reference
Subject Mumber/ tl/2 Az Vz/F CL/F
Random Number (hr)# {l/hry~ (L} # {L/hr) #
o~ NE 0.004 NE NE
NE 0.003 NE NE
NE 0.001 NE NE
NE 0.002 NE NE
NE 0,003 NE NE
NE 0.001 HE NE
NE 0.012 NE NE
NE 0.004 NE NE
@ NE 0.006 NE NE
NE 0,003 NE NE
NE 0.003 NE NE
NE 0.006 NE NE
NE 0.000 NE NE
NE 0.003 NE NE
NE 0.004 NE NE
NE 0.002 HE NE
' NE 0.003 NE NE
J * NE 0.002 NE NE
H NE 0.001 NE NE
! NE 0.001 NE . NE

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

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

#: Due to unreliable Lambda_Z, All Lambda_2 dependent parameters are not estimated.

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

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulaticn.
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Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacckinetic Parameters

{Pharmazcokinetic Population)

Treatment: Reference

Subject Number/ £1/2 Az Vz/F CL/F

Random Number {hr) # {1/hr)" (L) # (L/hr) #
NE 0,004 NE NE
NE 0.004 NE NE
NE 0,002 NE ' NE
NE 0.003 NE NE
HE 0.003 HE NE
NE 0.001 NE NE
NE §.003 NE NE
NE 0.007 NE NE
NE 0.002 NE NE
NE 0.002 NE NE
NE NE NE ME
NE 0.010 NE NE
NE 0.004 NE NE
NE NE NE NE
NE NE NE NE
NE 0.003 HE NE
NE 0.003 NE NE

. NE 0.004- NE NE

NE 0.003 NE NE
NE 0.012 NE NE

CI: Confidence Interval; CV%: Coefficient of Variaticn 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 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.
Teat: 600 pg (3*200 pg tablets) levothyroxine new formulation.

Reference: €00 pg (3*200 pg tablets} levothyrozine old formulation.
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Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmagokinetic Parameters

(Pharmacokinetic Population)

Treatment: Reference

Subject Humber/ t1/2 Az ve/F CL/F

Random Number thr) # (1/hr} " (L) # {L/hr} #

' NE 0.008 NE NE

NE 0.005 NE NE
NE 0,004 NE NE
NE 0.003 NE NE
NE 0.007 NE NE
NE 0.003 NE NE
NE 0.005 NE NE
NE 0.003 NE NE
NE 0.003 NE NE
NE 0.005 NE NE
NE 0.003 NE NE
NE 0.005 NE NE
NE NE NE NE
NE 0.006 NE HE
NE 0.002 NE NE
NE 0.007 NE ME
NE NE HNE NE
NE ¢.003 HE NE
NE NE ME NE
NE 0.005 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:
calculable; $D: Standard Deviation; $EM: Standard Error of the Mean; Td: Tetraiodothyronine; WE: 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. Normalization to exactly 72 hours was not possible because of invalid Lambda_z.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 g tablets) levothyroxine old formulation.
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Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacckinetic Parameters

{Pharmacokinetic Population)
Treatment: Reference

P

age 68 of 70
Confidential

Subject Number/ t1/2 hz Vz/F CL/F

Random Number {hr)# (1/hx} " (L) # {L/hr} #
NE 0.009 NE NE
NE 0.005 NE NE
NE 0.003 NE NE
NE 0,008 NE NE
NE NE NE NE
NE 0.005 NE NE
NE 0.005 NE NE
NE 0.001 NE NE
NE 0.002 HE NE
NE 0.003 NE NE
NE 0.003 NE NE
NE 0.000 KE NE
KE 0.009 NE NE
NE .0.005 NE NE
NE 0.004 NE NE
NE 0.003 NE NE
NE 0.005 NE NE
NE 0.004 NE NE
NE 0.001 NE NE
NE 0.003 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

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 2, All Lambda Z dependent parameters are not estimated.
*: AUC({0-tlast) was used. Normalization to exzactly 72 hours was not possible because of invalid Lambda_z.

Test: 600 pg {(2*200 ng tablets)

levothyroxine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4,1.1.2 Individual Dataz and Summary Statistics of Total T4 Pharmacokinetic Parameters

(Pharmacokinetic Population}

Treatment: Reference .

Subject Number/ £1/2 Az Ve /P CL/F

Random Numbex {hr)# {1/hr}” (LY # (L/hr) #
NE 0.002 NE NE
NE g.008 NE NE
NE 0.004 NE NE
NE 0.004 NE NE
WE 0.007 NE ' NE
NE 0,004 NE NE
NE 0.001 NE NE
NE 0,003 NE NE
HE 0.002 NE ' NE
NE 0.003 NE NE
NE 0.003 HE NE
NE 0.006 NE NE
NE 0.006 NE NE
NE 0.063 NE NE
NE 0.003 NE NE
NE NE NE NE
NE NE NE NE
NE 0.003 NE NE
HE 0,002 NE NE
WE 0.004 NE NE

CI: Confidence Interval; CVS%: 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 bub excluded from summary statistics.

#: Due to unreliable Lambda 2, 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.

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

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.2 Individual Data and Summary Statistics of Total T4 Pharmacokinetic Parameters

{Pharmacokinetic Population)
Treatment: Reference

P

age 70 of 70
Confidential

Subject Number/ t1/2 Az Vz/F CL/F
Random Number {hr) # (1/hr}n (L) # (L/hr)#
) NE 0.004 NE NE
HE 0.004 NE NE
NE 0.001 NE NE
NE 0.003 NE NE
@ NE NE NE NE
NE 0.005 NE NE
NE 0.004 NE NE
NE 0.004 NE NE
NE 0.006 NE NE
NE 0.003 NE NE
HNE 0.003 HE NE

CI: Confidence Interval; CV¥%: Coefficlent of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimom Value; n:
calculable; SD: Standard Deviation; SEM: 3tandard Error of the Mean; T4: Tetraiodothyreonine; NE: Not Estimated.
~: Parameter values are presented but excluded from summary statistics, !
#: Due to unreliable Lambda_ 2, 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.
Test: 600 pg {3*200 pg tablets) levothyroxzine new formulation.

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

Treatment: Test

Sample Times (h)

Subject

Number/

Random

Nunber Predose (Mean) 0.5 1 1.5
0.683 0.721 0.726 0,787
1.217 1.150 1.070 1.000
1.0%7 - 1.040 1.070 0.917
0.863 1.070 0.730 0.901
0.977 0.822 ¢.815 0.754
0.762 0.770 0.753 0.7384
0.828 0.858 0.708 0.806
0.862 0,913 0.937 0.952
0,937 0.518 1.130 0.594
0.958& 0.974 0.827 1.290
0.874 0.732 0.568 0.866%
0.891 0.836 0.77%8 0.668
0.92326 0.855 0.851 0.781
0.839 0.923 1.070 1.030
0.850 1.100 0.845 0,941
0.756 0.744 0.755 0.796
0.795 0.892 0.864 0.942
0,950 0.720 0.8%1 0.801

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

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets} levothyroxrine old formulationm.
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EMR 200125-001
Table 15,4.1,1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Populaticn)

Treatment: Test

Sample Times (h)

Subject
Number/
Random
Number Predose [(Mean! 0.5 1 1.5
0,849 0.834 0.838 0.834
0.797 0.777 0,742 0.855
. 0.815 0.863 0.857 0.820
0.72% 0.688 0.823 0.882
0.912 0.926 0.983 0.996
0.971 1.070 1.000 1.090
0.964 0.%00 0.%80 0.961
0.724 0.826 0.773 0.798
0.934 0.950 0.911 0.817
0.979 0.949 1.000 0.871
Q4.730 0.676 0.749 0.874
1.016 1.010 0.930 1.140
0.795 0.645 0.766 0.859
0.769 8.740 0.847 0.933
1.040 1,160 1.030 1.140
1.111 1.100 1.060 1.070
1.100 1.180 1.020 0.940
0.885 1.010 0.857 1.210

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 subj)ects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodethyronine.

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Test

Sample Times (h)

Subject

Number/
Random

Number Predose [Mean) 0.5 1 1.5

: 0.566 0.615 0.661 0.662

0.760 0.745 0.793 0,960

0.926 1.080 0,903 0.824

0.782 0.803 1.150 0.900

0.718 0,817 0.858 0.822

0,811 0.814 0.808 0.779

0.713 0.732 0.776 0.857

0,666 0.611 0.839 0.885

0.774 0.87%7 0.733 0.736

1.167 1.190 1.020 0.785

0.91¢ 0.820 0.943 1.090

! 0.906 0.85%6 0.924 1.020

! 0.871 1.040 .0.894 0.901

0.757 0.792 0.921 0.798

0.837 0.819 0.780 0,898

0.300 0.864 1.040* 0.955

0.724 0.758 7,809 0.774

’ 0.915 0,943 0.925 0.822

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

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Test

Page 4 of 104
Cenfidential
{Pharmacokinetic Population}

Sample Times

{h)

Subject

Number/

Random

- Predose (Mean) 0.5 1 1.5
0.870 0.923 0,758 0.813
0.884 0.881 0.823 1,000
0.694 0.675 0.688 0.690
0.743 0.878 0.745 0.80%
0.934 1.010 0.853% 0.872
0.781 0.731 0.724 0.755
0.883 0.815 0.840 0.813
0.771 0.668 0.723* 0.931
(.804 0.806 0.748 0.748
0.900 0.%42 1.080 0.743
1.086 0.206 1.040 1.030
0.855 0.925 0.819 Q.929
0.763 0.721 0.801 0.781
0.915 1.000 1.020 1.030
0.804 0.854 0.922 0.961
0.883 0.826 0.897 0.828
0.514 0.960 0.953 0.875
0.798 0.814 0.768 0.734

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

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

The number of subjects with concentrations at

specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.
*: Measurement taken outside the allowed windows allowance.

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

Treatment: Test

Sample Times (h}

Subject
Number/
Random
Mirher Predese (Mean) 0.5 1 1.5
0.894 0.818 0.808 0.736
1.003 1.030 ¢.9215 1.130
0,735 0.635 0.8946 0.764
0.665 0.690 0.772 0.761
0,985 0.904 1.080 0.978
1.027 1.200 0.972 0.94¢
0.849 0.9210 0.792 0.937
0.771 0.864 0.996 1.080
1.270 1.110 1.300 1.230
0.687 0.644 0.774 0.834
0.895 0.777 0.8386 0.857
0.868 0.797 0.830 1.130
0.845 0,845 0.853 1.140
0.977 0.919 0.876 1.020
0.823 0.844 0.872 0.809
. 0.616 0,637 0.744 0.759
' 0,747 0.849 0.855 0.774
! 0.713 D.664 0.712 0.895

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,

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

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

Treatment: Test

Sample Times (h}

Subject

Numbex/
Random

T Predose (Mean) 0.5 1 1.5

0.808 0,849 0.842 0,790

0.688 0.647 0.79%8 0.715

3 0,641 0.735 0.707 0.710

] 0.820 0.830 0.814 0,851

) 0.947 0.772 0,972 0.%84

E 0.893 0.777 0.904 0.903

1.1¢%0 1.000 1.170 1.130

1.137 1.200 1,130 1.140

0.847 0.723 0.534 0.620

0,493 0.521 0.4586 0.563

0.618 0.620 0.376 b.786

0.822 0,922 0.571 0.543

0.706 0.685 0.630 0.641

0.774 0.810 0.929 0.794

0,971 0.981 1.140 0,760

0.667 0.705 0.729 0.745

0.537 0.382 0.407 0.560

0.642 0.513 0.551 0.640

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 cutside the allowed windows allowance.

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

Reference: 600 pg (3*200 ng tablets) levothyroxine ¢ld formulatien.
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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: Test

Sample Times (h)

Subject

Humber /

Random

Number Predose (Mean) 0.5 1 . i.5
0,707 0.667 0.718 Qq.747
0.978 0.78% 0.678 0.821
0,694 0.763 0.713 0.742
0.678 0.647 0,646 0.623
0.840 0.728 0.730 0.622
0.731 0.746 0.603 0.711
0.812 0.769 0.863 0.837
0.775 0.830 0.654 0,714
0.566 0.725 0.810%* 0.505
0.639 0,591 0.609 0.686
0.686 0.650 0.721 0.744
0.819 0.893 0.849% 1.070
0.936 1.060 0.9%6 0.983
0.592 0.557 0.666 0.800
0.696 0.637 0.717 0.684
0.881 0.127 0.945 0.765
0.998 0.944 0,945 0.946
0.738 0.602 0.624 0.679

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

*: Measurement taken outside the allowed windows azllowance.

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

Reference: 600 ng (3*200 1g tablets) levothyroxine old formulation.
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Merck Seronc

EMR 200125-001
Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 {ng/nL)

Treatment: Test

Sample Times (h}

Subject

Numbez/

Random

Number Predose {(Mean) 0.5 1 1.5

. 0.516 0.3502 0.578 0.633
1.113 1.140 0.945 1.170
0.720 0.682 0.802 0.647
0.673 4.704 0.657 0.691
0.637 0.708 0,610 0.706
0.671 0.723 0.709 0.674
0.537 0.423 0.483 0.481
0.632 0,619 0.733 0.725
0.988 1,050 0.903 1.070%
0.666 0.694* 0.636 0.816
0.727 0.470 0.568 0.650
0.541 0.723 0.527 0.60B
0.854 0.772 0,802 0.7¢8
0,571 0.614 0.376 0.625
0.842 0.794 0.880 0.782
0.691 0.688 0.658 0.72%
0.679 0.678 0.578 0.807
0.632 0.662 0.614 0,584

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

*: Measurement taken cutside the allowed windows allowance.

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

Reference: 600 ng (3*200 pg tablets) levothyroxine old formulaticn. K
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Table 15.4.1.1.3 Individual Data and Surmary Statistics of Concentrations for Tetal T3 (ng/mL) (Pharmaceckinetic Population}

Treatment: Test

Sample Times {h}

Subject

Number /

Random

Nunber Predose (Mean) 0.5 1 1.5
0.601 0.637 0.560 0.612
0.727 0.793 0.735 0.728
0.730 0,503 0.556 0.764
0.655 0.529 0.612 0.767
0.63% 0.640% 0,803 0.5%8%9
0.835 0.664 0.731 0,782
0.584 0.551 0.72% 0.884
0.663 0.784 0.616 0.745
0.730 0.875 0.608 0.613
1.023 1.060 1.080 1.110
0.612 0.602 0.547 0,395
0.553 0.569 0,505 0.633
0.615 0.643 0.764 0.730
0.763 0.735 0.754 0.815
0.743 0.756 0.697 1.010
0.458 0.510 0.578 0.538
0.668 0.677 1.020 0.754*
0.49% 0.489 0.532 0.542

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

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Test

Page 10 of 104
Confidential

{Pharmacokinetic Population}

Sample Times (h)

Subject

Number/

Randoem .

| ailiialate Pradose (Mean) 0.5 1 1.5

K 0.939 1.130 1.020 T.150
0.881 0.868 0.785 1.000
1.097 1.120 1.090 1.140
1.041 0.933 1.160 1.060
0.796 0.802 0.708 0.815
0.686 0.307 0.79%5 0.593
0.661 0.720 0.642 0.6928
0.528 0.54%9 0.548 0,549
1.022 1,030 1.070 1.180
0.820 0.725 0.749 0.830
1.073 0.915 1.010 0.880
0.826 0.717 0,827 0.823
0.935 0,818 0.939% 0.775
0.575 0,591 0.558 0.506
0.754 0.754 0.628 1.060
0.691 0.648 0.719 0.781
0.699 0.586 8.758 0.608
0,439 0.602 0.473 0.387

¥

CI:- Confidence Interval; CV4:

Coefficient of Variation Percentage: GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximom Value; Min: Minimum Valuve; 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 allowed windows allowance.

Test: 600 ug (3*200 ng tablets) levothyroxine new formulatioen.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mlL) (Pharmacckinetic Population)

Treatment: Test

sample Times (h)

Subject

Number/
Random

Nuinber Predose (Mean) 0.5 1 1.5

TR 0.571 0.604 0.583 0.554

0.607 0.661 0.774 0.660

0.585 0.667 0,582 0.510

0.644 0.576 0.730 0.590

0.468 0.358 0.607 0.535

0.716 0.683 0.857 0.728

0.748 0.778 0.824 0.923

0,651 0.678 0.671 0.740

0.741 0.571 0.812 0,936

0,748 0.697 0.731 0.738

0.610 0.659*% 4.573 0.630

0.644 0.734 0.694 0.817

0.727 0.739 0.639 0.686

0.742 0.713 0.746 0.698

0.695 0.701 0,744 0.641

H 0,568 0,587 0.657 0.711

0.501 0.545 0.620 0.8657

.3 0,891 0,965 1.060 1.030

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: Triicdothyrcnine.

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Test

Sample Times_ {h}

Subject

Number/

Random

Numher Predose {Mesan) 0.5 1 1.5

‘ 0.548 0.637 0.485 0.644
0.637 0.574 0.736 0.714
0.797 0.796 0.659 0.591
0.551 0,497 0.498 0.556
0.493 0.432 0.494 0.521
£.533 0.526 0.477 0.495

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

*: Measurement taken outside the allowed windows allowance.

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

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

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

Treatment: Test

Sample Times (h)

Subject

Number/

Random

Number Predose (Mean) 0.5 1 1.5
ni{missing) 204 (0) 204 (0} 204 (0} 204 ()
Mean {5D) 0.7856 (0.16163} 0.7788 (0.17288) 0.7891 (0.17117} 0.8116 (0.17488)
GeoMean 0.7691 0.7587 0.7705 0.7926
(95% CI) (0.7473;0.7915) {0.7365;0.7837) (0.7472;0,77944) {0.7687;0.8171)
GeoCV (CVE) 21.1 (20.6) 22.8 (22,2 22.4 {21.7) 22,4 (21.5)
SEM 0.01132 0.01210 0.01198 0.01224
Median 0.7710 0.7605 00,7750 0.7950
Min; Max 0.4586;1.270 0.382;1.200 0.407;1.300 0.387,1.290

CT: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Gecmetric Coeffigient 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: Triiodothyrenine.

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Test

Sample Times (h}

Subject

Number/

Random

Number 2 2.5 3 4

. 0.683 0.629 0.738 0.745
0.581 1.040 1,030 1.070
0.9%26 0.874 0.996 1.010
0.885 0,789 0.950 0.731
8.775 0.633 0.854 0.937
0.835 0.767 0.836 0.742
0.821 0.874% 0.817 0.726
Q.%09 1.040 1.950 0.997
Q0.977 0.998 0.972 0.815
0,912 1.040 0.959 0.673
0.660 0.71¢9 04.830 D.726
0.762 0.690 0.742 0.785
0.907 0.808 1.060 0.962
0.972 0.812 0.878 0.9886
0.%79 0.876 0.892 0.809
0,660 0.802 0.677 0.715
0.9288 1.040 0.831 1.140
¢.908 0.807 0.%18 0.910

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

*: Meagurement taken outside the allowed windows allowance.

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

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

Sample Times (h)

Subject
Number/
Random
Number 2 2.5 3 4
) 0.913 0.854 0.827 0.964
0.824 0.707 0.817 0.807
0.870 0.%922% : 0.859 0.830
0.696 i 0.795 0.73% 0.772
0.895 1.080%* 1.070 0.963
0.952 0.933 0.914 1.020
0,866 0.913 : 0.876 0.968
0.854 0,807 0.729 1,010
0.84% 0.985 0.987 0.897
0.948 0.828 0.876 1,020
0.723 Q,723% 0.798 0.782
1.370 1.050 1.160 0.997
0.71%6 0.701 0.740 0,743
0.646 0.729 0.813 0.728
1.170 | 0.883 1.04¢ 0.987
! 1.160 : 1.060 1.090 1.130
! 1.120 0.934 1.100 1.310
! 0.916 0.934 0.741 0.897

CIi: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximoem 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 allowange.

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

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

Treatment: Test

Sample Times (h}

Subject
Number/
Random
Number 2 2.5 3 4
T 0.778 0.745 0.662 0.785
0.820 0.853 0.783 0.698
0.880 0.813 0.965 0.814
0.597 0.914 0.723 0.874
0.861 0.980 0.783 0.904
0.6%6 0.777 0.650 0.931
0.800 0.846 0.654 0.912
0.790 0.784 0.724 0.712
0.856 0.838 0.783 0.820
0.903 0.932 0.906 0.796
0.867 0.868 0.962 0.910
0.968 1.010 0.834 1.090
1.010 0.960 0.956 0.92%
: 0.720 0.724 0.675 0.678
! 0.897% 0.924 0.979 0.930
¢.921 1.410 1,100 1.020
0.933 0.499 0.882 0.797
0.949 0.905 0.976 1.040

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

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Test

Sample Times (hj}

Subject

Number/

Random

Numher F 2.5 3 4
0.897 0.922 0.777 0.789
0.792 0.5986 0.831 0,994
0.744 0.626 0.637 0.704
0.533 0.976 1.130 0.832
0.8%1 0.710 1.150 0.826
0.740 0.920 0.742 0.782
0.9¢4 0.844 0.813 0.783
0.790 0.89% 0.768 0.710
0.775% 0.873 0.669 0.871
1.010 0.967 0.741 0,807
1,110 0.998 1.080 1.070
0.507 0.850 ¢.872 0.880
¢.853 0,718 0.895 0,831
0.956 0.933 0.%08 0.861
0.995 1.030 0.924 0.963
0.807 0.846 0.944 0,945
0.956 G.877 0.829 0.910
0.837 1.000 0.875 0.853

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variastien:
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 allewed windows allowance.

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

Reference: 600 pg (3*200 pg tablets} levothyroxine old formulatien.
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Table 15.4.1.1.3 Tndividual Data and Surmary Statistics of Congentrations for Total T3 (ng/mL} (Pharmacokinetic Population)

Treatment: Test

Sample Times (h)

Subject

Number/

Random

Number 2 2.5 3 4
0.683 0.805 0.722 0.74%
1.070 1,080 0.870 1.010
0.856 0,777 0.730 0.521
0.668 0.747 0.951 0.805
1.020 1.010 0.550 0.879
0.888 0,985 0.935 1.090
0.728 : 0.816 0.840 0.943
0.907 0.899 0.947 0.894
1.050 1.140 1.060 1.050
0.643 ¢.787 0.831 0.686
0.938 0.936 0.898 0.859
1.170 0.874 0.937 0.783
1.270 0.993 0.875 ¢.911
0.811 1.170 0.927 Q0.93¢6
0.871 0.885 0.879 0.862
0.608 0.909 0.784 0,699
0.778 0.872 0.730 0.752
0.668 0.857 0.850 0.782

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 outside the allowed windows allowance.

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

Reference: 600 pg (3*200 ug tablets) levothyroxine old formulation.
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Table 15.4.1.1,3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL} (Pharmacokinetic Populaticn)

Treatment: Test

Sampie Times {h}

Subject

NMumber/

Random

Nur* ~~ 2 2.5 3 4
0.791 0.840 0.800 0.781
0.863 0.815 a.7187 0.681
0.748 0.700 0.7086 0.652
0.782 0.760 0.898 0.821
0.982 1.020 0.823 0.962
0.828 0.827 0.871 0.794
1.030 1.050 1.210 1.210
1.020 1.040 1.020 ’ ¢.982
0.687 0.571 0.551 0.578
0.608 0.580 0.494 0,494
0.537 0.554 0.701 0.615
0.652 0.878 0.706 0.696
0.588 0.701 0.680 0.533
0.822* 0.848 0.819 0.617
0.959 0.8%1 0.876 0.985
0.558 0.747 0.819 0.825
0.562 0.614 0.522 ’ 0.656
4,632 0.630 0.733 0.738

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

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Test

Sample Times (h}

Subject
Number/
Randem
" 2 2.5 3 ' 4
0.709 0.613 0.604 0.658
0.812 0.921 0.821 0.755
0.732 0,683 0.693 Q.777
0.722 0.563 4.781 0.817
0.817 0.774 0.469 0,539
0.698 0.733 0.473 0.871
0.782 0.818 0.826 0.844
0.686 0,963 0.614 0.730
' 0.555 0.458 0.522 0.683
0.865 0.644 0.709 0.662
0.753 0.771 0.638 0.6812
0.875 0.873 0.815 0.916
1.070 0.968 1.040 0.973
' 0.656 0.730 0.579 0.554
0.628 0.741 0.888 0.663
. 0.799 0.830 0.807 0.951
} 0.641 1.040 0.887 1.020
H 0.817 0.89¢9 0.692 0.745

CI: Confidence Tnterwal; 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 conecentraticns at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triicdothyronine.

*: Measurement taken outside the allowed windows allowance.

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

Raference: 600 pg (3*200 png tablets) levothyrozine cld formulation.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Congentrations for Total T3 (ng/mil)

Treatment: Test

Sample Times (h)

Subject

Nunber/

Random .

Number 2 2.5 3 4

T 0.641 0.795 0.644 0.704

1.240 1.030 0.887 0.511
0.771 0.731 0.628 0.768
6.540 0.717 8.627 0.637
0.540 0.919%9 0.628 0.717
0.695 0.667 0.691 Q0,661
0.485 0,542 0.503 0.687
0.643 0.781 0.761 0,632
1.210 1.190 1.07¢ 0.9%40
0.743 0.602 0.811 0.747
0.680 0.647 0.6829 0,683
0.665 0,544 0.717 0.803
0.6842 1.110 0.937 0.825
0,545 0.560 0.357 0.592
0.5%8¢ 0.743 0.784 0.826
0.774~* 0.728 4.713 0.672
0.748 0.600 0.684 0.744
0.485 0.531 0.378 0.800

CI: Confidence Interval; CV$: Coefficient of Variation Percentage; GeolV: Geometric Coefficient of Variaticm;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: 3tandard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurement taken cutside the allowed windows allowance.

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

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

Treatment: Test

Sample Times (h)

Subject
Munmber/
Random
Number 2 2.5 3 4
0.687 0.642 0.658 0.943
0.760 0.824 0,768 0.722
0.789 1.000 0.850 0.666
0.780 0.631 0.639 0,642
0.663 0.659 0.637 0.657
0.811 0.878 0.828 6.882
0,585 0.639 0.604 0.620
0.700 0.595 0.626 0.919
0.474 0.776 0.532 0.706
1.130 0.979 1,200 0.956
. 0.645 0.418 0.570 0.564
: 0.626 0.710 0.561 0,729
) 0.710 0.750 0.779 0.700
0.753*% 0.798 0.916 0.823
0,781 0.832 0.783 0.780
0.501 0.550 0.485 0.603
0.681 0.703 0.719 0,703
0.496 0.430 0.528 0.527

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

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

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

Treatment: Test

Samplie Times (h)

Subject
Number/
Randem
Number 2 2.5 3 4
ST 1.070 1.080 1.150 0.874
0.926 1.866 1.020 0.933
1.090 1.490 1.150 0.979
0.997 0,%98 1.250 1.200
0.782 0.817 0.751 0.742
0.544 0.5886 0.651 0.598
0.692 0.718 0.745 0.676
0.402 0.447 0.414 0.4886
1.080 1.040 0.806 1.050
0.779 0.815 0.651 0.948
' 1.190 1,110 1.340 0.574
i 0,969 1.010 0.786 0.902
3 0.767 0.934 0.737 0.855
: 0,538 0.543 0.504 1.573
0.664 0.717 ¢.816 0.887
0.778 0.555 0.819 0.636
: 0.830 0.615 0.740 0.6875
0.474 0.5586 0,911 0.566

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.

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

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

Treatment: Test

Sample Times (h}

Subject

Number/

Random

Nvmher 2 2.5 3 4

= 0.633 0.632 0.548 0.657
0.632 0.614 0.595 0.691
0.614 0.586 0.508 0.665
0.623 0.615 0.540 0,634
0.515 0.515 0.573 0.641
0.703 0.756 0.811 0.694
0.705 0.653 0.663 0.793
0.804 0.629 0.604 0.665
0.762 0.738 0.727 0.973
0.721 0.700 0.774 0.735
0.577 0.722* 0.470 0.5%¢8
0.671 0.664 0.620 0.702
0,731 0.756 0.744 0.702
0.685 0.621 0.642 4.657
0.456 0.586 0.733 0.605
0.614 0.576 0.545 0,601
0.540 0.584 0.627 0.541
1.100 1,080 1.010 0.976

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

*: Measurement taken outside the allowed windows allowance.

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

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

Sample Times (h}

Subject
Number/ .
Random -
Number 2 2.5 3 4
0.718 0.574 0.5586 0.677
0.614 0,707 0.708 0.729
0.619 0.938 0.596 0.752
0.603 0.626 0.597 0.711
0.468 0.659 0.602 0,539
- 0.606 0.562 0.553 0,773

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

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Teat

Sample Times (h)

Subject

Number/

Randomn

Number & 8 10 i 12 18
0,740 0.747 0.806 0.720 0.72¢6
0.799 1.040 0.983 0.720 4.730
0,949 Q.909 0.89%9 0.858 0,749
0.950 0.777 0.901 1.040 0.767
0.761 0.848 0.798 0.785% 0.702
0.72¢6 0.761 0.764 0.737 0.791
0.815 0.707 0.835 0.810 0.815
1.000 1.010 .0.938 1.090* 1.410
0.874 1.240 0.753 1,180 0.945
0.766 0.962 0.860 1.080 0.709
0.820 6.770 1.060 0.902 1.060
0.91¢ 0.701 0.794 0.682 0,699
0.987 0.860 0.884 0.723 0.828%
0.915 0.88% 0.307 1.040 0.837
0.798 0.81% 0.735 0.751 0.732
0.674 0.688 0.745 0.753 0.630
G.880 1.270 0.992 1.150 0.826
1.010 1.030 0.935 0.944 0.838

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

*; Measurement taken outside the allowed windows allowance. ’

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

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

Treatment: Test

Sample Times (h)

Subject

Number/

Random

Number 2 2.5 T3 4 -
n(missing) 204 {0) 204 (O} 204 {0} 204 (0)
Mean (SD) 0.7913 {0.17880) 0.8079 (0.17682} 0,7912 (0.17643)} 0.8039 (0.15450)
GeoMean 0.7714 0.7885 0,7713 0.78383

{85% CI} (0.7475;0.7960) (0.7646;0.8132) {0.7473;0.7961} ) (0.7685;0.81086
GeoCV [CVE} 23.1 (22.8) 2246 {21.9} 23.2 (22.3) 19.5 (19.2)
SEM 0.01252 0.01238 0.01235 0.01082
Median 0.7780 0.8075 0.7840 0,7840

Min; Max 0.402;1.370 0.418;1.490 0.378;1.340 0.486;1,310

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Ceometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimom valne; n: The number of subjects with concentrations at
specific sampling time; 5D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurcment taken cutside the allowsd windows allowance.

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

Referense: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4,1.1,.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Population)

Treatment: Test

Sample Times (h)

Subject
Number/
Random
Mimhass 6 8 10 12 18
0.643 0.775 0.117 0,871 0.650
0.743 0.787 0.856 0.843 0.728
0.761 0.885 0.859 0.753 0.823
0.900 0.9861 0.857 1.955 0.822
4.887 1.010 0.815 0.785 0.636
0.889 0.946 0.942 0.976% 4.841
0.896 0.94% 0,942 0.%07 0.797
0.838 0.927 0.836 0.708 0,940
0,788 0.758 0,899 0.883 0.733
0.92¢ 1.010 1.020 0.947 0,925
0,864 0.931 0.815 0.643 0.726
7 1.140 0.926 0.501 0.850 0.779
' 0.924 0.7%2 0.713 0.734 0.634
0.759 4,715 0.861 0.747 0.626
0.83% 0.917 0.873 0.749 0.702
! 1.140 1.040 0.988 1.010 0.596
! 1.030 0.918 1.120 0.914 0.750
i 1.010 0.907 0.828 0.835 0.979

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximem 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 allewed windows allcwanca,

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

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

/project24/ep/blinded/eZlOBQ97merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.4.1.1,3,.8as
11DEC2034 00:01

Document No.0800babe80B56b46 v1.0 CONFIDENTIAL 643/1628
INECRMATION ]



EMR200125-001 Page 644 of 1628

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

Page 2% of 104

Merck Serono
Confidential

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

Treatment: Test

Sample Times (h)

Subject

Number/

Random

et 6 8 10 12 18
0.766 0.742 0,744 0.693 0.665
0.804 0.918 0.672 0.851 0.951
i.010 0.906 0.848 0.962 0.843
0.859 0.881 0.788 1.050 0.768
0.843 0.803 0.744 0.840 0.9564
0.734 0.796 0.774 0.760 0.783
0.827 0.725 0.663 0.823 0.819
0.642 0.889 0.712 0.92¢6 0.792
0.881 0.743 0.724 0.731 0.704
0.780 0.758 0.664 0.673 0.733
0.962 1.050 0,914 0.871 0.888
0.962 1.060 0.977 1.070 0.932

i 0.877 0.979 0.743 1.140 0.960

0.622 0.745 0.676 0.566 0.508
0.823 0.760 0.872 0.813 0.768
0.9208 0.818 0.891 0.887 0.975
0.740 0.865 0.780 0.757 0.767
1.020 0.568 0.924 0.91¢6 1.000

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 concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurement taken ocutside the allowed windows allowance. .

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

Reference: 600 pg (3*200 pg tablets) levethyroxine old fermulatiea.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Tetal T3 (ng/mL} (Pharmacckinetic Population)

Treatment: Test

Sample Times (h)

Subject

Number/

Random

e 5 8 10 12 18
0.887 0.847 0.683 0.807 0.728
0.887 0.887 1.000 0.793 0.712
0.75% 0.665 0.941 0.703 0.742
0,771 0.933 0.78% 0.880 Q9.740
1.010 0.550 0.882 0.966 0.932
0.877 0.800 0.843 0.712 0,728
0.861 1.070 0.746 0.749 0.694
0.820% 0.680 0.733 0.844 0,734
0.783 0.784 0.673 0.732 0.679
1.030 0.791 0.930 0.%40 1.160
0.950 1.140 1.130 1.200 1.090
0.863 X 1.010 1.000 0,915 ¢.860
0.771 0.786 0.832 *0.783 0.824
0.983 0.967 0.813 0.828 0.862
0.807 ) 1.010 0.898 0.907 0.840
0.92% 0.68286 1.000 0.986 0.9%4
0.861 0.775 0.848 0.818 0.763
0.731 0.876 0.700 0.808 0.769

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

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15,4.1.1.3 Individual Data and Summary Statistics of Concentrations for Tetal T3 (ng/mL) (Pharmacokinetic Population)

Treatment: Teat

Sample Times (h)

Subject

Number/

Random

Number 6 8 10 12 i8

_‘ 0.763 0.835 0.971 0.753 0.681
0.935 0.967 1.000 0.872 1.050
0.751 0,722 0.820 0.597 0. 680
0.920 0.980 0.961 0.813 0.837
0.903 0.950 0.927 0.871 0.855
0.862 0.898 0.924 0.915 0.825
0,912 0.746 0.901 0.831 0.680
0.974 0.882 0,960 0.758 0.675
1.120 1.270 1.040 1.030 1,050
0.676 0.760 0.669 0.674 0.671
0.764 0.768 0.815 0.740 0.937
0.952 0,897 : 0.953 0.680 0.957
1.080 0.964 1.070 0.960 0.818
0.825 0.959 0.993 1.060 0.824
0.899 0.840 0.785 0.853 0.810
0.688 0.765 : 0.590 0.666 0.741
0.767 0.845 0.716 0.810 ¢.850
0.858 0.753 0.954 0.802 0,734

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: Triiocdothyronine.

*: Measurement taken outside the allowed windows allowance.

Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1,3 Individual Datz and Summary Statistics of Concentrations for Total T3 (ng/mL} (Pharmacokinetic Population)

Treatment: Test

Sample Times (h}

Subject

Number/

Random

Number [ 8 10 12 18

’ 0.854 0.787 1.060 0.670 0.912

0.638 0.682 0.700 0.670 0.608*
0.579 0.754 0.712 0.611 0,652
0.833 0.794 0.905 1.010 0.857
0.811 1.110 0.910 0.924 1.220
0,786 0.72¢ 0.901 .845 0.972
1.180 i.160 1,240 1.13¢0 1.030
0.901 0.843 0.851 1,010 0.888
0.616 0.799 0.532 0.576 0.385
0.525 0.491 0.502 0.444 0.528
0.686 0.604 0.680 Q.628 0.486
0.692 0.654 0.634 0.748 0.612
0.638 0.728 0,701 0.602 0.514
0.696 0.814 0.797 0,743 0.759%
0.84% 1.250 1.060 0.855 0.822+
0.793 0.649 0.769 0.758 0.756
0.580 0.541 0.471 0.476 0.556
0.540 0.669 0.608& 0.594 0.600

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

+: Measurement taken outside the allowed windows allowance.

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

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

Treztment: Test

Sample Times (h)

Subject

Number/ .

Random . —

N"mh"“ . 5 8 10 . 12 18
0,704 0.623 0.852 0.743 0.680
0.759 0.845 0.991 0.757 0.782
0.907 0.744 0.730 0.687 0.708
0.640 0.634 0.614 0.699° 0.602
0.648 0.709 0.595 0.693 G.590*
0.705 0.722 0.695 0.635 0.785
0.773 0.838 0.807 0.773 0,848
0.769 0.778 0.698 0.720 0.715
0,707 0.359 0.687 0.509 0.529
0.722 0.759 0.630 0,547 0.625
0.549 0.681 0.690 0.468 0.622
0.945% 0.958 0.833 0.821 0.845
0.829 0.894 0.983 1.020 1.02¢0
0.447 0,539 0.501 0.524 0.565.
0.762 0.658 0.707 0.643 . 0.8679
Q.901 0.96¢ 0.953 0.807 0.653
0,872 0.935 1.050 1.020 0.986
0.803 0.794 0.817 0.750 0.720

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

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Test

Sample Times ({(h)

Subject

Number/

Random

Hnmhar 6 g 10 12 18
0.731 0.784 0.588 0.652 0.500
1.070 C.5%4¢ 1.130 1.190 0.953
0.619 §.748 0.841 0.862 0.835
0.718 0.779 0.680 0.664 0.820
0.688 0.648 0.590 0,739 0.753
0.609 0.645 0.585 0.526 0.567
0.669 0.578 G.246 0.628 0.537
3.596 0.568 0.682 0.6l¢6 0.606
1.110 0.999 0.932 0.971 1.160
0.807 0.808 0.704 0.794 0.635
0.560 0.617 Q.610 0.561 0.631
0.649 0.567 0.661 0.528 ¢.524
{.833 0.913 0.882 0.826 0.842
0.610 0,601 0.622 0.466 0.498
0.790 0.911 0,925 0.942 0.805
0.724 0.584 0.735 0.522 0.585
0.727 0.723 0.693 0.790 0.675
0.734 0.600 0.798 0.681 0.639

oT: Confidence Interval; CV%: Coefficient of Veriation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMsan: Geometric Mean; Max: Maximum Valus; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviaticon; SEM: Standard Error of the Mean; T3: Triiodothyrenine.

*: Measurement taken outside the allowed windows allowance,

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulatiom.
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Table 15.4.1.1.3 Individual Data and Summary Statistica of Ceoncentrations for Total T3 (ng/mlL) (Pharmacokinetic Population)

Treatment: Test

Sample Times (i)

Subject

Number /

Random

Humber 6 2 10 i2 18

. 0.857 0.774 0.670 0.498 0.661

0.669 Q9.709 0.584 0.528 0.591
0,743 0.849 ¢.863 0.926 0.816
0.585% 0.612 : 0.729 ¢.685 0.638
0.710 0.615 0.785 0.730 0.604
0.793 0.943 0.711 0.890 0.889
0.562 0.637 0.542 0.532 0.528
0.574 0.759 0.778 0,537 0.620
0.608 0.680 0,584 0.689 0.899
1.280 1.250 1.000 1.080 0.918
0.477 0.63% 0.478 0.579 0.460
0.667 0.630 0.581 0.6801 0.523
0.652 0.739 0.817 0.776 0.640
0.798 0.757 G.697 0.814 0.826
0.785 0.7359 Q0,697 0.665 g.621
0.591 0.620 0.595 0.500 0.431
0.673* 0.663 0.665 0.576 0,810
0.543 0.612 0.503 0.488 0.416

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

*: Measurement taken cutside the allowed windows allcwance.

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

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T2 (ng/ml) (Pharmacokinetic Population)

Treatment: Test

Sample Times (h}

Subject

Number/

Random

Number [ 8 10 12 18

' 0.945 0.922 1.020 1.030 0.828
1.120 0.681 0.910 0.861 0.853
1.170 1.060 0.779 1.010 0.781
1.060 1.180 0,960 1,010 1.000
0.664 0.647 0.698 0.611 0.678
0,640 0.583 0.468 Q0.520 0.440
0.745 0.641 0.632 Q.608 0.595
0,394 0.489 0.542 0.523 0.411
0.960 1.030 0.956 0.9%91 0.701
0.936 0.747 0.746 0.822 0.884
1.120 1.290 0.922 1.020 1.040
0.794 0.816 0.80¢% 0.753 0.912
0.801 0.883 0.888 0.841 0.846
0.621 0.550 0.518 0.387 0.490
0.591 1.010 0.706 0.683 0.584
0.5829 ¢.751 0.729 0.703 0.624
0.642 0.726 0.832 0.784 0.833
0.502 0.423 0.474 0.508 0.436

CT: Confidence Interval; CV¥%: Ccefficient of
GeoMean: Geometric Mean; Max: Maximum Value;

specific sampling time; SD: Standard Deviation; SEM: Standard Errer of the Mean; T3: Triiodothyronine.

Variation Percentage; GeoCV: Geometric Coefficient of variation;
Min: Minimum Value; n: The number of subjecta with concentrations at

*: Measurement taken outside the allowed windows allowance.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg {3*200 pg tablets) levothyrozine old formulation.
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Table 15.4.1,1,3 Individual Pata and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Population)

Treatment: Test

Sample Times (h)

Subject

Number/

Random

Number G ] 10 1z 18

: 0.491 0.528 0.713 0.557 0,447

0.623 $.694 0.628 0.678 0.533
0.566 0.560 0.807 0.547 0,491
0.785 0.584 0.702 0.393 0.597
0.489 0,494 0.428 0.546 0.637
0.744 0.864 0.785 0.841 0,725%
0,601 0.542 0,729 0.621 0.665
0.658 0.720 0.8359 0.753 0.753
0.649 0.700 0.703 aJ,652 0,702
0.705 0.808 0.836 0.747 0.620
0.620 0.707 0.502 0.563 0.444
0.689 0.643 0.622 0.35%9 0.538
0.598 0.765 0.743 0.675 0.598
0.715 0.800 0.737 G.723 0.717
0.686 0.534 ¢.53%5 0.651 0.695
0.507 0.630 0.542 0.476 0.498
0.557 0.615 0.476 0.430 0.546
0.871 0.957 0.816 0.774 0.99%7

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.

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

Refarence: 600 pg {(3*200 pg tablets) levothyroxine old formulation.
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Confidential

{Pharmacokinetic Population)

Sample Times (h)

Subject

Humber/

Random

Number & 8 10 12 18
n(missing) 204 (0} 204 {0} 204 (0) 204 (D) 204 (0}
Mean {SD} 0.7837 (0.16078) 0.8023 (0.146836) 0.7847 (0.15542) 0.7663 (0.17124} 0.7448 (0.16B17}
GecMean 0.7671 0.7631 0.7687 0,7471 0.7259
{95% CI) (0.7453;0.7896) (0.7627;:0.8081) (0.7470;0.7910) (0.7239;0.7710) {0.7033;0.7493
GeoCV [CVE) 21.1 (20.5} 21.2 {21.0) 20.9 (1¢%.8} 23.1 (22.3) 23.2 (22.6}
SEM 0.01126 0.01179 0.01088 0.01199 0.01177
Median 0.7765 0.7815 0.7865 0.7530 0.7335
Min; Max 0.394;1.280 0.423;1.290 0.428;1.240 ¢.387;1.200 0.385;1.410

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: Triicdothyroanine.

*: Measurement taken ocutside the allowed windews allowance.
levothyroxine new formulation.

Test: 600 pg {3%200 ng tablets)

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

Treatment: Test

Sample Times (h)}

Subject
Number/
Random .
Humb e G 8 10 12 18 -
0.668 0.5%4 0.603 0.679 0.686
0.604 ) 0.764 0.764 0.614 0,748
0.782 0,803 0.646 0.507 0.780
0.635 0.653 0.784 0,651 0.570
0.53%1 0.559 0.643 0.600 0.638
0.516 0.568 0.685 0.641 0.641

r£I: Confidence Interval; CV®: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeolMean: Geometric Mean; Max: Maximum value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Test

Sample Times {(h)

Subject

Number/

Random

Huuber 24 36 48 12
0.729 0.719 0.722 0.858
0.869 0.834 0.899 0.750
1.010 1.040 0.749 0.858
0.938 0.974 0.978 1.040
0.780 0.807 0.558 0.80%
0.74%9 0.785 0.7172 0,881
1.010 4.925 1.020 1.020
1.010 1.230 1,210 1.000
0.972 0.813 0.911 0.868
1.040 0.607 Q0.863 0.794
0.509 0,892 0.838 0.837%
0.849 0.849 0.719 0.923
0.913 0.873 1.010 0.858

i 1.000 1,090 1.080 0.973

0.782 0.782 0.798 0.863
0.913 0.928 0.732 0.830
1.040 1.120 0.876 0.844
0.866 0.741 0.799 1.170

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

*: Measurement taken cutside the allowed windows allowance.

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

Raference: 600 pg (3*200 pg tablets} levothyroxine old feormulation.
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Table 15.4.1.1.3 Individual Data and Sunmmary Statistics of Cencentrationa for Tetal T3 (ng/mL) (Pharmacckinetic Peopulation}

Treatment: Test

Sample Times (h)

Subject

Number/

Random

Number 24 36 18 72

- 0.927 0.844 0.682 0.805
1.110 0.820 0.954 0,926
¢.796 0.726 0.906 0.819
1.080 1.100 1.060 0.994
0.706 0.937 0.776 0.824
1.020 0.884 0.920 0.746
0.872 0.949 0.974 £.971
0.840 1.090 0.785 0.961
0.813 0.895 0.925 0.944
1.030 1.010 0.972 0.909
0.749 0.696 0.689 0.885
1.090 0.945 1.090 1.040
0.795 0.834 0.776+ 0.669
0.587 0.690 0.809 £.201
0.889 0.876 1.040 1.040
1.140 0.855 1.110 1.090
0.948 1.120 0.799 1.120
0.504 0.857* 0.949 1.150

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeolV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The aumber 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. |

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

Reference: %00 ng (3*200 pg tablets) levothyroxine old formulationm.
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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: Test

Sample Times (h)

Subject

Number/

Random

Number 24 36 48 72

: 0.873 : 0.726 0.797 0.874
0.707 0.907 1,070 0.923
1.130 0,598 1.060 0.794
0.881 0.972 1.020* 0.950%
0.922 0.816 0.912 1.060
0.866 0.731 0.888 0.7983
0.968 0.868 1.180 1.140+
0.767 0.847 0.893 §.982
0.618 0.864 0.997 0.991
0.602 0.749 0.786 0.858
1.070 Q.986 1.180 1.110
1.120 1.070 1.060 1.230
0.809 1.060 0.855 1.120
0.595 0.798 1.050 0.8:18
0.671 0.705 0.778% 0.881
0.976 1.100 1.050 1.070
0.835 0.824 0.843 0.903
1.080 0.935 1.020 0.878

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 concentraticns at
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg {3*200 pg tablets) levothyroxine old formulatien.
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Table 15,4,1,1.3 Individual Data and Summary Statistics of Concentraticns for Total T3 (ng/mL} {Fharmacokinetic Population)

Treatment: Test

Sample Times (h}

Subject

Number/

Random

Number 24 36 48 72
0.7646 0.991 1.130 0.5%90
0.764 0.787 0.8786 0.703
0.813 0.846 0.829 0.806
0.920 0.881 0.827 0.892
1.110 1.070 1.020 1.070
0.974 0.8353 0.893 0.792
0.944 0,869 0.901 1.020
0,807 0.785 0.790 0.937
0.870 0.762 0.664% 0.904*
1.090 1.100 1.090 1.120
1,100 0.973 0.%76 1.030
1.070 0.728 0.964 1,030
0.985 0.820 0,847 0.801
0.844 1.120 0.957 1.110
8.787 0.8486 0.804 0,803
0.827 0,924 1.060 1.040
0.847 0.759 0,.748* 0.878
0.934 0,913 0.763 0.807

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GeoMean: Geometric Mean; Max: Mazimum 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: Triicdothyronine.

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulaticn.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 {ng/mL) (Pharmacckinetic Popnlation)

Treatment: Test

Sample Times {(h}

Subject
Number/
Random
Number 24 36 48 72
- 0.634 0,768 0.761 0.823
’ 0.994 1.230 1.1490 . 0.950
0.806 0.670 - 0.825 0.778
0.866 G.838 1.020 1.010
0.972 0.974 . 0,955%* 0.993*
0.925 0.803 0.918 0,.B56
0.82¢ 0.744 0.803* 1.010
0.664 0.743 0.694 0.832
1.110 1.0%0 1.210 1.300*
0.547 0,607 0.754 : 0.656
1.09%0 0.904 1.019 1.020
0.85%4 0.688 1.230 1.310
0.774 0.772 1.120 1.140
0.920 0.902 0.880 0.879*
0.981 0.901~* 0.9839 0.956
0.851 0,762 0.852 0.868
0,761 0.8901 0.705 0.842

0.946 ¢.839 0.828 0.749

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

*: Measurement taken ocutside the allowed windows allewance.

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

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

Treatmant: Test

Sample Times {h)

Subject

Number/

Random

Number 24 36 48 72
0.963 0.867 1.080 0,011
0.728% 0.773 0.664 0.556
0.600 0.795 0.577 0.8%6
0.951 1.070 1.050 .981
1.070 0.927 0,742 0.888
1,230 0.756 0.764 0.747
0.646 1.100 1.160 1.120
1.040 0.864 1.010%* 1.190
0.504 0.452 0.507 0.692
0.558 0,622 0.689 0.646
0.633 0.598 - a.712 0.833
0.653 0.927 0,771 0,705
0.500 0.742 0.71% 0.645
0.874 0.583 0.783
1.000% 0.977 1.2%0 0.992
0.818 0,779 0.768 0.901
0.598 0.582 0.666 0.491
0.679 0.737 0.704 0.701

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

*: Measurement taken cutside the allowed windows allowance.

Test: €00 pg (3*200 pg tablets) levothyrozine new formulation.

Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulation.
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Table 15.4.1.1,3 Individual Deta and Stmmary Statistics of Concentrations for Total T3 (ng/mL) {Pharmacokinetic Population}

Treatment: Test

Sample Times (h)

Subject

Number/

Random

Numhaw 24 3% 48 72
0.832 0.606 0.811 0.756
0.810 0.755 0.881 1.370
0.766 0.868 0.809 G.810%
0.576 0.675 0.750 0.780
0.660% 0.497* 0.811* 0.718%
0.669 0.806 0.751 0.656
0.796 0.754 0.849 0,860
0.867 0.891 0.918 0.755%
0.606 0.479 0.608 0.579
0.588 0.642 0.837 0.660
0.587 0.675 0.723 0.626
0.783 0.885 1.020 0.675
1.0890 1.190 1.130 1.110
0.712 0.628 0.823 0.630
0.670 0.713 0.767 0.717
0.741 0.747 0.785 0.637
1.100 1.200 1.0690 0.954
0.763 0.9%18 0.656 0.802

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

*: Maasurement taken outside the allowed windows allowance.

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

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

Treatment: Test

Sample Times (h)

Subject

Number/

Random

Number 24 36 48 72

: 0.615 0.523 0.512 §.564
0.828 1.220 1.410 1.140
0.778 0.78¢6 0.825 0,900
0.720 0.483 0.628 0.729
0.839 0.737 0.795 0.868
0.806 0.661%* 0.653 0.771
0.518 0.474 0.537 0.643
0.583 0.610 0.500 0.639
1.060 1.200 1.100% 0.934
0,761 0.75% 0.866 8.770*%
0.553 0.685 0.667 0.889
0.565 0.730 0.684 0.662
1.010 1.140 0.95% 0.885
0.601 g.507 0.667 0.55¢6
0.838 1.080 0.960 0.956
G.811 4.717 0.745 0.649
0.484 0.519 0.670 0,675
0.632 0.471 0.772 0.620

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 qutside the allowed windows allowance.

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

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

Treatment: Test

Sample Times (h}

Subject

Nunmber/

Randem

Mumhe 24 36 48 72
0.651 0.529 0.673 0.722
0.720 0.626 0.492 0.773
0.844 0,980 0,829 0,756
0.726 0.652 0.652 0.684
0.602 0.699 0.782 0.687
0.973 0.965 1.210 0.958
0.536 0.551 : 0.552 0.645
0.931 0.65% 0.843 0.989
0.724 0.583 0.842 0.858
1.150 0.666 1.000 1.120
0.671 0.656 . 0.721 0.622
0,738 0,515 0.798 0.94%
0.755 0.688 0.642 0.825
0.827 0.833 0.836 0.726
0,77% ’ 0.687 0,678 1.010
0.581 0.558 0.481 0.598
0.667 0,555 0.608 0.731
0.558 0.508 0.508 0.633%

CI: w...iderce 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.

Test: 600 ng {3*200 g tablets) levothyrorine new formulation.

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

Treatment: Test

Sample Times (h}

Subject

Number/

Random

Humber 24 36 48 72

’ 0.%69 0.896 0.952 1.160

0.889 0.914 0.848 0.804
0.883 1.120 0.977 1.060
1,090 0.899 1.010 1.110
0.658 0.804 0.724 0.725
0.525 0.674 0.546 0.620
0.706 0.686 0.762 g.71¢0
0.511 0.574 0.556% 0.602
0.816 1.020 0.851 1,020
0.829 0.801 0.703 0.978
1.220 1.150 1.240 1.340%
0.902 1.040 0.931 1.130
Q.817 Q.858 ' 0.748* 1.030
0.546 0.584 0.641 0.619
0.84% 0,663 0.698 0.651*
0.707 0.742 ¢.783 * 0.735*
0.931 0.76% 0.906 0.82%
0.634 0.637 0.543 0.634

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

*: Measurement taken cutside the allowed windows allowance,

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

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

Treatment: Test

Sample Times {h}

Subject

Number/

Random

Number 24 36 48 72

- 0.643 0.593 0.605 G.700
1.290 0.667 0.734 0.601%
0.552 0.583 0.698 0.848
0.632 0.457 0.690 0.804
0.527 0.537 0.571 0.619
0.1782 0.914 0.846 0.735
0.617 0.677 0.582 0.643
0.658 0.6%8 0.730 0,722+
0.731 0.623 (.682 0.682
0.758 0.718 0.686 0.764
0.578 0.609 0.544 0.665
0.645 0.620 0.677 0.725
0.614 0.807 0.790 0.748
0.469 0.696 0.744 0.756
0.565 0.565 0.741* 0.721
0.600 0.620 © 0.589 0.604
0.595 0.522 0.680 0.646*
0.880 0.782 0.873 0.842

¢I: Confidence Interval; CV&: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; 5D: Standard Deviaticn; SEM: Standard Error of the Mean; T3: Triiodothyronine.

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Test

Sample Times (h)

Subject

Number/

Random .

Hhiimbar 24 36 48 72
0.5%9 0.539 0,632 0.708
0.595 0.464 0.726 0.843
0.878 0.681 0.861 0.862
0.6498 0.718 0.643 0.631
0.645 0.606 0.611 0.778*%
0.666 0.695 0.724 0.628

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

*: Measurement taken outside the allowed windows allowance.

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

Raference: 600 pg {3*200 pg tablets) leveothyrosine old formulation.
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EMR 200125-001
Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL)

Treatment: Test

Sample Times (h}

Subject

Number/

Random

Number 24 36 48 72 -
n{miasing!} 204 {0} 203 (1) 204 () 204 {0)
Mean (SD) 0,8069 (0.17257} 0.7991 {0.180%4; 0.8336 (0.17921) 0,8336 (0.17281)
GecMean 0.7868 0.7785 0.8146 0.8366

(95% CI) {0.7625;0.8118} {0.7540;0.8039) {0.7906;0.8393} {0.8136;0.8602)
GeoCV (CV) 23.0 (22.3) 23.4 (22.6) 21.8 {21.3) 20.4 (20.2)
SEM 0.01257 0.01270 0,01255 . 0.01210
Median 0.8080 0.7860 0.8090 0.8425

Min; Max 0.465;1.290 0,452;1.230 0.481;1.410 0.491;1.370

Ccl: 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.

*: Meaaurement taken cutside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times (h)

Subject

Number/

Random

Number Predose (Mean) 0.5 1 1.5

Tttt 0.774 0.915 0.798 0,881
0.815 0.587 0.854 0.853
1.035 0.879 1.080 1.020
0.9%04 1.010 0.821 0.731
0.858 0.81¢0 g.814 0.628
0.782 0.824 0.758 0.703
0.729 0,747 0.813 0.910
0.947 0.903 4.955 0.953
0.964 1.050 0,922 0.794
0.928 0,922 0.836 0.698
0.833 0.839 0.781 0.744
0.873 0.768 0,786 0.836
0.849 0,929 0.750 0,862
1.038 0.966 1.220 1.060
0.914 0.862 0.934 0,714
0.753 0.766 0.773 0.783
0.982 0.967 0.800 1.030
0.909 0.896 0.907 1.05%0

CI: Confidence Interval; CV3: Coefficient of variation Percentage; GeoCV: Geometric Coefficient of Variation:
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentraticns at
specific sampling time; SD: Standard Deviation; SEM: $tandard Error of the Mean; T3: Triiocdothyronine.

*: Measurement taken outside the allowed windeows allewance.

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

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

Treatment: Reference

Sample Times {(h)

Subject
Number/
Random
Numbe Predose (Mean) 0.5 1 1.5
0,915 G.776 1.060 1.070
0.836 0.793 0.894 0.930
1.016 1.070 1.060 1,230
0.733 0.664 0.844 0.690
: 0.814 0.831 0,860 0.860
! 1,137 0.864 1.210 1,220
. 0.827 0.796 0.888 0.962
0.633 0.770 0.784 0.921
0.894 0.741 0.765 1.010
0.748 0.673 0.854 0.812
0.734 0.689 0.745 1.070
t . 0.847 0.827 0.854 0.892
{ 0.729 0.704 0.748 0.753
0.399 0.9%4 1.050 0.664
0.957 1.210 1.140 0.880
. 0.982 1.200 0.937 1.170
! 1,127 1.510 . 1.080 1.150
3 1.023 0.690 0.9%01 1.110

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

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times (h}

Subject

Wumber/

Random

Number Predose (Mean) 0.5 1 1.5

a 0.697 0.881 0.748 0.786
0.783 0.861 0.875 0.823
0.968 0.727 0.654 1.140
0.924 0.783 0.785 0.898
0.724 0.706 0.810 0.752
0.797 0.739 0.643 0.713
0.867 0.728 0.836 0.870
0.654 0.671 0.758 0.878
0.873 0.948 0.893 0.877
0,940 0,979 1.680 0.915
1.042 0.988 0.984 0.368
0.955 0.%42 0.863 0.922
¢.8%0 0.936 0.854 0.871
0.785 0.665 0.789 0.738
0.933 0.897 0.877 0.923
0.911 0,974 1.070 1.020
0.743 0.817 0.756 0.724
0,974 0,873 0.891 0.934

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

*: Megasurement taken cutside the allowed windows allowance,

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

Reference: 600 pg (3*200 pg tablets) levothyrexine cld formulation.
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EMR 200125-001
Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacckinetic Population)

Treatment: Reference

Sample Times (h)

Subject
Humber/
Random
Numb =~ Predese {(Mean) 0.5 1 1.9
- 0.882 0.908 0.883 0.837
0.795 1.020 0.843 0.583
0.822 0.577 0.807 0.797
0.827 0.730 0.772 0.814
0.985 0.990 1.010 0.995
. 0.724 0.827 0.784 0.714
! ¢.950 1.020 0.902 0.913
b 0.891 0.785 0.761 0.766
b 0.630 0.678 0.757 0.718
) 0.903 0.844 0.508 0.961
' 1.082 1.000 0.584 1.340
0,964 0.850 0.817 0.918
> 0.726 0.665 0.831 0.782
1.080 1.060 1.270 1.240
0.726 0,718 0.805 0.856
0.802 0.788 0,821 0.781
0.913 0.854 0.974 1.100
0.771 0,814 0.792 0.702

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

*; Measurement taken outside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times (h}

Subject

Numbar/

Random —

Nunhe» Predose (Mean) 0.5 1 1.5
0.80%9 0.885 0.727 0.705
0.957 0.900 0.908 . 0.938
0,658 0.591 0.741 0,615

i 0.763 0.687 0.9%09 0.859

0.863 0.937 0.817 0.878
0.961 0,921 1.010 1.070
0.939 0.791 0.723 0.716
0.839 0.867 1.020 0.875
1.100 1.130 1.170 0.991
0.606 0.585 ¢.752 0.835
0.861 0.871 0.923 0.920
0.860 0.931 . 0.927 1,100
0.947 0.794 0.903 0.985
0.867 0,959 0.924 1.060
0.751 0.760 0.772 0.870
0.693 0,748 0.733 0.761
0.852 0.807 0.826 0.839
0.770 0.697 0.774 0.872

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

*: Measurement taken ocutside the allowed windows allowance,

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

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

Treatment: Reference

Sample Times {(h)

Subject
Number/
Random

Number Predose {Mean) 0.5 1 1.5

0.667 0.648 0.583 0.630

0.670 0.618 0.672 Q0.720

0.663 0.542 0.615 0.677

0.916 0.928 0.881 0.923

0.961 0,951 0.926 0.795

0.841 0.764 0.687 0.778

1.014 1.060 0.907 1.040

1 1.043 0.876C 0.973 0.843

’ 0.774 0.921 0.729 0.833

0.606 0.527 0.5386 .417

0.657 : 0.470Q 0.543* ¢.639

0.736 0.833 0.751 0.73%

0.656 0.542 0.747 0.781

0.601 0.597 0.662 0.570

0.877 0.850 9.989 1.120

0.694 0.631 0.729 0.667

0.437 0.326 0.541 0.389

0.575 0.577 0.759 0.617%

CI: Confidence Interval; CV%: Coefficient of Varlation 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.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old fermulation.
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EMR 200125-001
Table 15.4,1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacckinetic Population)

Treaatment : Reference

Sample Times (h}

Subject
Number/ N
Random
Nunber Predose (Mean) 0.5 1 1.5
) 0.735 0.630 0.664 0.762
0,954 0.830 0.948 0.954
0.836 0.785 0.830 0.842
0.685 0.684 0.562 0.637
0.695 0.630 0.836 0.687
0.588 0.613 0.608 0,736
0.679 0.617 0.763 0.638
0.730 0.918 0.827 0.834
0.750 0.614 0.716 0.618
0.805 0.759 0.770° 0.903
0.616 0.560 0.778 0,659
0.745 0.821 0.883 0.924
0.867 0.828 0.836 0.907
0.787 0.513 0.634 0,792
‘ 0.640 0.746 0.611 0.691
: 0.767 0.765 0.820* 0.997
; 0.897 0.967 0,917 0.975%
; 0,729 0.695 0.756 0.710

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

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times (h)}

Subject
Number/
Randon
Number Predose {Mean) 0.5 1 1.5
! 0.6406 0.584%* 0.735 0.603
1.011 0.898 0.8%a 1.420
0.961 0.875 1.050 1.010
0.583 0.557 0.647 0,701
0.828 0.871 0.782 0.943
0.598 0.659% 0.645 0.638
0.500 0.448 0.447 0.554
0.564 0.482 0.683 0.678
0.864 0.833 0.773 0.913
0.750 0.692 0.633 0.717
0.621 0.943 0.782 0.647
0.670 0.673 0,501 0,693
0.710 0.720 0.712 0.778
0.557 0.645 0,629 0.588
0.753 1.150 0.899 0.%30
3 0.630 0.669 0.670 0.634
' 0.643 0.591 0.758 0.601
L 0.656 0.677% 0.601 : 0,352

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

*: Measuremant taken outside the allowsd windows allowance.

Test: 600 pg (3200 pg tablets) levothyroxine new formulation.

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

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

Treatment: Reference

Sample Times (h)

Subject

Number/

Random

Number Predose {(Mean) 0.5 1 1.5

1 0.756 0.896 0.837 0.822

0.709 0.740 0.665 0.630
0.913 0.871 0.738 0.978
0.651 0.64% 0.711 0.753
0.686 0.716 0.643 0.628
0.796 0.691 0.695 0.862
0.685 0,587 0.686 0.771
1.085 0.793 0.765 0.606
0.563 0.774 0.687 0,479
1.019 1.110 1.120 1.080
0.502 0.528 0.486 0,430
0.593 0.604 0.720 0.667
0.650 0.649 0.6l6 0.679
0.685 0.685 0.820 0.669
0.664 0.742%* 0.673 0.918
0.561 0.478 0.418 0.603
0.658 0.686 0.767 0.632
0.605 0.546 0.591 0.713

£I1: Confidence Interval; CV%:

Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
The. number of subjects with concentrations at

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

specific sempling time; SD: Standard Deviation; SEM: $tandard Error of the Mean; T3: Triiodothyronine.

*: Measurement taken outside the allowed windews allowance.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 ug (3*200 pg tablets) levothyroxine old formulatien.
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Table 15.4.1.1.3 Individnal Data and Summary Statistics of Concentrations for Total T3 (ng/mL) {Pharmacokinetic Population)

Treatment: Reference

Sample Times (h}

Subject
Number/
Random

Number Predose {Mean) 0.5 1 1.5

- 1,063 0.958 1.140 1.210

0.99§8 0.833 0.915 1.020

0.995 0.9245 0.831 1.160

0.983 0.983 0.963 1.240

0.872 0.862 0.865 0.853

0.580 0.564 0,540 0,525

0.703 6.712 0.649 0.616

0.586 0.452 0.610 0,593

0.987 1,020 0.963 1.030

0.752 0.810 0.736 0.751

1.002 0.8%8 1,060 0.99¢

0,857 0.781 0.924 0.999

0.753 0,928 0.836 0.796

0.558 9.520 0.611 0.666

0.833 0.700 0.848 1.030

0.767 Qq.677 0.781 0.911

0.797 0,908 0.81¢ 0.695

’ 0.467 0.460 0.492 0.462

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: Trilodothyronine.

%*: Measurement taken cutside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times (h)

Subject

Humbar/
Randem

Number Predese (Mean) 0.5 1 1.5

3 0.5497 0.479 0.552 0.568

0.664 0.618 0,600 0.617

0,613 0.533 0.514 0.560

0.663 0.657 0.895 0.558

0.543 0.453 0.517 0.586

0.643 0.650 0.4681 0.651

0.672 0.656 0.770 0,634

0.722 0.781 0,659 0.773

0.767 0.825 0.812 0.578

0.797 0.824 0.813 0.778

0,532 0,588 0.550 0.544

0.732 0.720 0.863 0.929

1 0.640 0.632 0.738 0.772

0.669 0.795 0.598 0.764

0.705 0.781 0.757 0.624

0.478 0.457 0,308 0.641

0.546 ¢.506 . 0.580 0.558

0.781 0.876 0.94¢ 0.820

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

*: Measurement taken cutside the allcwed windows allowance, .

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

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

Treatment: Reference

Sample Times {h)

Subject
Number /
Random
yumher Predose (Mesan) 0.5 1 1.5 —
? 0.681 0.568 0.737 0.695
0.531 Q.466 0.557 0.611
0.558 0,661 0.821 0.562
0.518 0.563 0.532 0.567
0.456 0.453 0.453 0.576
0.45¢ 0,460 0.587 0.533

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

GecMean: Geometric Mean; Max: Maximem Value; Min: Minimum Value; n: The number of subjects with concentrations at o
specific sampling time; SD: Standard Deviation; SEM: Standard Error of the Mean; T3: Trilodothyronine.

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 ng {3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1,3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mlL) (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h)

Subject

Number/

Random

Number Predoss (Mean) 0.5 i 1.5
n(missing) 204 (0} 204 (0) 204 {0) 204 (0}
Mean {SD) 0.7809 (0.15527} 0.7705 (0.17513} 0.7921 (0.13835) 0.8149 (0.18665)
GecMean 0.7651 0,7502 0.7761 0,7936
(95% CI) (0.7437;0.7871} (0.7262;0.7750} (0.75344;0,7984) {0.7685;0.8155}
GeolV (CV$) 20,8 (19.9) 23,9 (22.'h 20.7 (20.0} 23.6 (22.9)
SEM 0.01087 0.0122¢6 0.01109 0.01307
Median 0.7725 0.7750 0.7840 0.7845
Min; Max 0.437;1.137 0.326;1,510 0.418;1.270 0.389;1.420

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

*: Measurement taken outside the allowed windows allcwance. s

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

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

Treatment: Reference

Zample Times (h)

Subject
Number/
Random
Kumhaor 2 2.5 3 4
) . 0.811 0.742 0.954 D.808
0.772 0.994 0.843 0.914
0.885 1.020 0,929 0,935
0.874 0.791 0.848 0.8866
0.951 0.844 1.040 0.982*
0.798 0.852 0.805 0.903
0.777 0.795 0.878 0.833
0,922 1.020 1.030 0.99¢
0.932 0.794 0.801 0.701
0.714 1.170 0.902 0.992
0.967 0.4688 0.984 0,840
0.798 0.793 0.772 0.807
0.808 0.813 0.796 0.861
1.030 1.030 0.854 1.030
0.956 0.869 0.907 0.827
0.664 0.659 0.697 0.754
1.140 1,200 1.130 0.969
1.120 1.310% 0.990 0.980

CI: Confidernce 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: Triiedothyronine.

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times (h)

Subject

Rumber/

Random

yumber 2 2.5 3 4

1 1.010 0.971 0.890 0.952

0,954 1.010 0.993 0.961
1.090 1.1290 1.100 1.110
0.714 0.696 0.754 0.817
0.773 0.928* 1.130 0.857
1.070 1.010 1.080 1.180
0.837 0.883 0.9201 0.947
0.742 0.809 0.818 0.804
0.889 0.960* 0.901 0.929
0,982 0.750 0.302 0.857
0.833 0.870* 0.843 0.849
0.870 0.861 ¢.857 0.892
0.648 0.700 0.712 0.822
0.585 0.755 0.848 0.699
1.040 0.839 0.885 1.100
1.120 1.040 1.020 1.020
1.110 1.020 0.557 1.030
0.784 0.810 -, 0.778 1.170

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

*: Measurement taken outside the allowed windows allowance.

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

Reference: 600 pg (3*200 ng tablets) levothyroxine old formulaticn.
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Table 15.4.1.7%.3 Tndividual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Populaticn)

Treatment: Reference

Sample Times th)

Subiject

Number/

Random

Mmoo 2 2.5 3 4

. 0,775* 0.650 0.793 0.795

0.868 0.972 0.836 0.785
0.772 1.060 0.856 1.050
0.808 0.9865 0.966 0.788
0.827 0.748 0.841 0.825
0.775 0.776 0.692 0.608
0.9%02% 0.898 0.925 0.833
0.666 0.638 0.764 0.734
0.872 0.788 1.040 0.797
1.090 1,110 0.810 0.480
1.000 0.5%22 0.873 1.020
0.842 0.5586 0.812 1.120
1.070* 0.545 0.821 0.768
0.800 0.692 0.683 0.649
1,050 0.860 0.958 1.010
0.996 . 0.552 0,999 1.080
0.770 0.359 0.751 0.701
0,942 0.997 0.988 0.945

Ci: Confidence Intsrval: CVs: 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 Exror of the Mean; T3: Trilodothyronine.

*; Measurement taken outside the allewed windows allowance.

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

Reference: GO0 pg {3*200 pg tablets) levothyroxine old formulation.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Population)

Treatment: Reference

Sample Times (h)

Subject
Number/
Random
Number 2 2.5 3 4
0.796 0.993 0.917 1.210
0.8646 1.030 0.821 0.717
' 0.958+* 0.825 0.813 0.838
i 0.763 0.501 1.000 0.979
! 0.814 1.080 1.180 0.953
0,785 0.755 0.782 0.88%
0.95% 0.9586 1.060 0.916
0,936 0.861 G.833 0.782
0,747 0.773 0.658 0,849
0.913 0.834 0.842 0.805
1.180* 1.110 1.030 1.130
1.080 1.040 0.843 0.790
0.839 0.806 0.828 0.862
1.100 1,080 1.210 1.090
0.8461 0.833 0.794 0.809
0.935 0.887 0.8%94 0.918
0.885 0.863 0.853 0.885
0.863 4.812 0.840 0.846

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

*: Measurement taken outside the allowed windews allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulation.
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Table 15.4,1,1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/ml) (Pharmacokinetic Population)

Treatment: Reference

-Sample Times (h)

Subject

Number/

Random

Tumber 2 2.5 3 4

e 0.649 "0.600 0.655 Q.738

0.827 1.050 0.942 0,948
0.798 0.619 0.687 0.881
0.842 1.180 0.814 0.950
0.872 0.932 0.858 0.890
0,980 0.961 0.966 0.93¢
0.826 0.861 0.889 0.855
0.888 0.712 1.020 0.90¢
1.650 1.050 0.855 1.090
0.702 0.682 0.832 0.705
.955 1.060 0.756 0.814
1.010 0.917 1.000 0.9831
1.060 0.970 0.8%60 1.100
0.960 1.080 1.130 1.020
0.790 g.841 0.862 Q.947
0.769 0.878 0.908 0.780
0.841 0.870 0.931 0.784
0.869 1.000 0.857 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: Triiodothyronine.

*: Measurement taken cutside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times (h)

Subject

Nunber/

Random

Number _ 2 2.5 3 4
0.753 0.723 0.728 0.838
0.687* 0.769 0.735 0.797
0.690 0.673 0.711 0.8675
0.502 1.030 1.130 1.030

. 0.876 0.981 1.080 0.999
i 0.852 0.772 0,785 0.914

0.984 1.130 1.140 1.060
0.977 0.882° 1.130 1.010
0,716 0.634 0.848 0.600
0.581 0.520 $.525 0.576
0.588 0.589 0.611 0.670
0.835 0.807 0.944 0.750
0.702 0.674 0.899% 1.090
0.535 0.660 G.547 0.52¢6
1.020 0.998 0.956 0.763
0.774 0.804 0.836 0.773
0.570 0.6l6 0,498 0,435
0.721 0.568 0.678 0.667

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

*: Measurement taken outside the aliowed windows allowance.

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

Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
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Table 15.4,1.1.3 Individual Data and Summary Statistiocs of Concentrations for Total T3 (ng/mL)

Treatment: Referanca

Sample Times (h)

Subject

Number/

Random

Number 2 2.9 3 4

T e 0.55% 0.57¢ 0.644 0.686
0.778 0.980 0.912 0,866
0.720 0.840 0.895 0.783
0.604 0.682 0.762 0.6466
0.723 0.792 0.770 0.670
0.633 Q0.605 0.687 0.590
0.796 0.742 0.699 0.724
g.780 0.762 0.862 0.733
0.623 0.699 0,699 0.801
0.809 0,856 0.7%0 0.770
4.712 0.592 0.667 0.725
0.791 0.893 0.785 0.929
0.780 0.891 0.925 0.889
0.628 0.740 0.704 0.787
0.702 0.739 0.645 0.633
0.758 0.755 0.806 0.758
1.180 1.050 0.986 1.040

H 0.853 - 0.759 0.686 0.803

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of variation;
GeoMean: Geometric Mean; Max: Meximum 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 outsaide the allowed windows allowance.

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

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

/project24/ep/blinded/e2?10899 merc/stats/versicncontrol/primary/scripts/program/main/TFL programs/Tables/Table

15.4.1.1.3.885
11DEC2014 00:01

Document No.0900babeBO&5bb46 vIL0 CONFIDENTIAL 687/1628
INFORMATION 1}



EMR200125-001 Page 688 of 1628

Levothyroxine Bioequivalence frial of new levothyroxine formulation vs, old formulation
EMR 200125-001

Page 73 of 104

Merck Sercno
Confidential

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

Treatment: Reference

Sample Times (h)

Subject

Number /

Random

Number 2 2.5 3 4q

’ 0.673 0.743 0.623 0.631

G.901 0,951 1.230 0.825
0.923 1.050 0.855 0.992*
0.611 0.582 0.767 0.606
0.864 0.793 0.846 0.783
0.736 0.826 0.686 0,592
0.522 0.538 0.575 0,483
0.630 0.575 0.728 0.649
0.958 0.946 0,810 0.991
0.605 0.705 0.643 0.647
0.7%1 0.874 0.635 0.543
0.384 0.7086 0.617 0.780
0.977 0.881 0.821 0.828
0.602 0.614 0.625 0.746
0,895 0.961 0.7%6 0.504
0.726 0,538 ¢.730 0.734
0.570 0.641 0.671 0.692
0.646 0.570 0.577 0.663

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

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times {h}

Subject

Number/

Random

Nimber 2 2.5 3 4

foon 0.683 1.030 0.865 0.708

0,722 0.718 0.704 ¢.700
0.9%48 0.837 0.852 0.733
0.656 0.677 0.693 0.632
{.860 0.742% 0.831 0.801
0.603 ¢.508 0.892 0.907
0.540 0.520 0.593 0.508
0.683* 1.020 0.834 0.850
0.564 0.561 0.670 0.595
1.0350 1.110 1.100 1.090
0.483 0.503 0.548 0.414
0.808 0.618 0.908 0.586
0,752 0.848 0.874 0.631
0.79¢9 0,731 0.845 0.733
0.707 0.772 0.693 0.638
0.579% 0.553 0.508 0.689
0.781 0,690 a.726 0.633
0.553 0.611 0.643 0.568

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

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times (h})

Subject
Number/
Random
Nomber ) 2 2.5 3 4
1.120 1.130 1.070 1.310
0.%922 1.120 0.%09 1.010
- 0.885 1.070 1.120 1.070
: 1.200 0.987 1.180 i 1.020
0.686 - 0,678 0.763 0.835
0,566 0.483 0.470 0,651
o 0.565 0.782 0.700 0.711
0.648 0.629 0.492 0.607
1.060 1.010 1.170 0.952
0.6553 G.738 0.688% 0.716
1.070 1.040 0.%79 0.935
0.840 1.000 0.3918 0.358
0.979 1.010 0.544 0.967
0,607 0.547 0.573 0.658
0.784 0.772 0.783 0.842
0.759 0.760 0.788 0.758
0.668 0.832 0.726 0.802
0.458 . 0.510 0,471 0.525%

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 cutside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times (h)

Subject
Numbear/
Random
Number 2 2.5 3 4
- 0.582 0.524 0.563 0.556
0,575 0.735 0.603 0.611
0.613 0.630 0.616 0.573
0.643 0.616 0.747 0,641
0.408 0.518 0.501 0.591
0.677 0.655 0.72¢ 0.768
0.718 0.725 0.683 0.791
! 0.755 0.684 0.699 0.673
' 0.838 0.896 0.873 0.8%0
0.826 0.742 0.782 0.784
0.646 0.456 0.612 0.533
0.751 0.857 0.778 0.768
0.677 0.641 ¢.661 0.730
0.538 0.705 0.745 0.611
0.667 0.707 0.742 0.719
0.4439 0.509 0.591 0,322
0.543 0.608 0.334 0.531
0.377 0.858 0.996 0.811

CI: Confidence Interval; CV%: Coefficient of Variation Percentage; GeoCV: Geometric Coefficient of Varilation;
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 allowad windows allowance.

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

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

Treatment: Reference

Sample Times (h}

Subject
Number/
Random —
Numbe~ 2 2.5 3 4
- ' B.755 0.767 0.762 0.811
0.575 0.552 0.708 D.644
0.665 0.595 0.561 0.585
0,561 0.643 0,581 0,709
0.545 0.564 0.638 0,588
0.467 0,444 0.501 0.514

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

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times {(h)

Subject

Number/

Random

Number 2 2.5 3 4
nimisaing) 204 {0) 204 {0} 204 (O) 204 {0}
Mean (8D} 0.7985 (0.16743) 0.8069 (0.18159} 0.8189 {0.16327} 0.8097 (0.16807)
GeoMean 0.7806 0.7858 0.6023 0.7919%
(25% CI} (0.7577;0.8043) (0.7608;0,811%) (0.7798;0.8253) (0.7688;0.8157)
GeoCV(CVE) 21.9 (21.09 23.7 (22.6) 20,8 {19.9) 21.7 (20.8)
SEM 0.01172 0.01274 0.01143 0,01177
Median . 0.7910 0.7933 0.8245 0.8025
Min; Max 0.408;1.200 0.359;1.31¢0 0.470;1.230 0.414;1.310

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

*: Measurement taken cutside the allowed windows allowance.
Test: 600 pg {3*200 1g tablets) levothyroxine new formulation.

Reference: 600 pg {3*200 pg tablets)

levothyrozine old formulatiomn.
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacokinetic Populatiom)

Treatment: Reference

Sgmple Times (h)

Subject

Number/

Random

Nlmbﬂ*" o 8 10 12 18

o B 0.845 0.873 0.801 0,848 0.777
0.642 0.725 0.767 0.493 0.714
1.040 0.862 1.100 1.070 0.944
0.5%28 0.345 0.936 0.930% 0.709
1.050 1.110 (0.785 0.825 0.744
0.874 0.743 d.758 0.78% 0.813
0.900 0.844 0.893 0.840 ’ 0.857
0.985 1.010 0.956 1.050 1.200
1.230 . 1.290 0.866 1,020 0.835
1.020 0.748 0.954 0.727 0.832
0.9406 0.757 0.643 0.802 0.818
G.554 0.800 0.871 0.852 0.781
0.931 0.775 0.826 0.857 0.742
0.741 0.960 0.8%0 0.907 0,912
0,759 0.798 0.363 0.621 0.724
0.664 0.805 0.773 0.817 0.673
1.070 1.0860 1.090 1,080 0.991
0.871 0.841 0.933 0.894 0.932

CI: wunfidence Interval; CV%:; Coefficlent of Variation Percentage; GeoCV: Geometric Coefficient of Variation;
GCeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; 5D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triicdothyrcnine,

*; Measurement taken cutside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times (h})

Subject

Number/

Random

Number 6 3 10 12 18
1.060 0.985 0.961 0.906 1.030
0.856 0.981 1.020 0.830# . 1.17G
1.020 1.120 1.110 0.953 1.080
0.739 1.020 0.923* 0.80¢% 0,853
0.717 0.843 0.766 0.816 0,751

N 1.160 0.904 1.050 1.010 0.894

0.789 0.8468 0.876 0.755 0.721
0.783 0.806 0.877 0.766 0.785
0.875 0.850 0.751 ¢.834 0.817
0.588 0.949 0.768 0.%01 0.816
0.783 0.832 0.697 0.646 0.634
0,83% 0.926 0.791 0.853 0.730
0.723 0.822 0.775 0.751 0.691
0.716 0.622 0.758 0.794 0.766
1.050 0.87a 0.%65 0.741 0.832
1.090 1.060 0.%45 1.020 1,030
1.070 1.160 0.9686 0.883 0.903
0.879 0.882 0.895 1.010 0,658

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; SEM: Standard Error of the Mean; T3: Trilodothyronine.

*: Measurement taken outside the allowed windows allowance.

Test: 600 pg (3*200 pg tablets} levothyrozine new feormulatioen,

Reference: 600 pg (3*200 ug tablets) levothyroxine old formulation.
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Table 15.4,1,1.3 Individual Data and Summary Statistics of Coacentrations for Total T3 (ng/mL) {Pharmacokinetic Population)

Treatment: Reference

Sample Times (h}

Subject

Namber/

Random

Number 6 ] 10 12 18

e 0.757 0.929 0.862 0.820 0.803
0.774 1.080 0.982 0.830 0,790
0.%49 G.920 0.932 0.958 0.955
0.85%6 0.898 0.818 0.930 0.850
0.717 0.835% 0.829 0.672 0.661
0.716 0.625 0.573 0.6%6 0.699
0.945 0.733 0.743 0.9114 0.808
0,847 0.717% 0.628 0,877 0.861
0.893 0.872 0.808 1,030 0.879
0.858 G.772 0.722 0.814 0.738
0.598 1.200 1.040 0.851 1.070
0.974* 1.280 0.873 1.010 1.040
0.843 0.860 0.827 0.818 0.759
06.580 0.718 0.55%6 0.706 0.495
1,030 0.948 0.801 0.898 0.905
1.330 1.060 1.070 0.875 0.908
0,761 0.733 0.684 0.672 0.787

_et o 0.942 1.000 0.856 0.997 0.969

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

*: Measurement taken outside the allowed windews alleowance.

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

Raeference: 600 pg (3*200 png tablets} levothyroxine old formulation.
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Tabla 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/ml) (Fharmacokinetic Population)

Treatment: Reference

Sample Times (h}

Subject

Nunmber/

Random

Numr 6 8 10 12 18

N 1.0860 0.810 0.7¢61 0.708 0.736
0.748 0.76% 0.852 0.794 0.816
0.872 0.871 0.936 0.983 0.788
0.745 0.734 0.695 G.834 0.796
1.050 1.020 0,931 1.050 0.914
0.786 0.851 0.798 0.735 0.774
0.873 0.883 0.804 0.808 0.758
0.850 0.798 0.820 0.794 0.734
0.780 0.885 0.722 0,757 0.641
0.837 0.824 0.815 0.781 0.867
0.9%68 1.040 0.968 1.13¢0 0.%02
1.060 0.974 1.140 ' 0.869 0.866
0.800 0.861 0.930 0.880 0.842
1.080 1.130 1.170 0,948 0.981
0.739 0.820 G.841 0.985 0.667
1.010 0.945 Q.932 0.878 0.813
0.877 0.870 0,797 0.853 0.868
0.812 0.875 0.768 0.831 g.762

oT: Confidence Interval; CV%: Coefficient of vVariation Percentage; GeoCV: Geometric Coafficient of variation;
GeoMean: Geometric Mean; Max: Maximum Value; Min: Minimum Value; n: The number of subjects with concentrations at
specific sampling time; SD: Standard Deviation; SEM: Standard Frror of the Mean; T3: Triiodothyronine.

*: Measurement taken outside the allowed windows allowance.

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

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

Treatment: Reference

Sample Times th}
Subject
Number/
Random
Numher 6 ] 10 12 18

! 0.840 0.721 0.731 0.773 0.695

1.050 0.851 0.9%02 i.040 0.862

0.632 0.736 0.804 0.550 0.592

0.852 0.986 0.928 0.783 0.842

0.910 0.858 0.843 0.835 0.838%

0.973 0.912 1.010 0.881 0.757

0.937 0.975 0.972 0.708 0.700

0.800 0.535 1.088 0.662 0.760

1.030 1.100 0.89% 1.010 0.943

0.787 0.730 0.685 0,485 0.634

0.75% 0.956 0.661 0.818¢ 0.578

1,360 1.030 0.832 0.881 0.773

1.020 ¢.858 0.958 0.957 0.838

0.885 0.847 0.889 0.927 0.904

: 0.816 0.826 0.832 0.836 0.798

b 0.769 0.761 0.874 ¢.851 0.707

} 0.914 0.9%07 0.792 0.938 0.761

' 0.859 0.898 0.999 0.785 0.791

CI: Confidence Interval; CV¥%: Coefficient of

Variation Percentage;
GecMean: Gecmetric Mean; Max: Maximum Value; Min: Minimum Value; n:
specific sampling time; 5D: Standard Deviation; SEM: Standard Error of the Mean; T3: Triiodethyronine.

*; Measurement taken outside the allowed windews allowance.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine cld formulation.

GeoCV: Geometric Coefficient of Variation;
The number of subjects with concentrations at
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Table 15.4.1.1.3 Individual Data and Summary Statistics of Concentrations for Total T3 (ng/mL) (Pharmacckinetic Population)

Treatment: Reference

Sample Times (h)

Subject
Number/
Random
Number 5 g 10 12 18
” 0.830 0.763 0.665 0.680 0.776
' 0.693 0.645 0,712 C.74% ¢.638
0.64% 0.616 0.628 0.713 0,522
0.902 0.928 1.060 1.060 0.968
0.995 0.966 0.838 0.917 . 0.880
0.88¢ 0.809 0.505 0.749 0.858
1.020 0.974 1.170 0.963 1.100
0.899 0,751 0.443 0.968 0.858
0.677 0.640 0.699 0.467 0.508
0.620 0.662 0.476 0.508 0.549
0.712 0.591 0.676 0.467 0.529
0.763 0.633 0.704 0.801 0.751
0.834 0.587 0.448 0.604 0.823
0,565 0.645 0.523 0,707 0.626%
1.110 1.200 0.935 0,837 0.738
0.807 0.714 0.8286 0.706 0.663
0.574 0.368 0.408 0.389 0.379
0.612 0.663 0.694 0.513 0.677

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

*: Measurement taken ocutside the allowed windows allowance.

Test: 500 pg {3*200 pg tablets} levothyrozine new feormulation.

Reference: 600 pg (3*200 ug tablets) levothyroxine old formulation.
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Table 15,4.1.1.3 Individnal Data and Summary Statistics of Concentrations for Total T3 (ng/mL) {Pharmacokinetic Population)

Treatment: Reference

Sample Times (h)

Subject

Number/

Random _

Numbse 6 8 140 12 18

' 0.616 0.691 0.658 0.508 0.625%

4.963 0.723 0.818 1.050 0.794
0.744 0.205 0.936 0.722 0.814
0,686 0.692 0.626 0.635 0.664*
0.635 0.644 0.59% 0.737 0.779
0.404 Q.773 0.567 0.662 0.638
0.656 Q0.709 g.782 0.811 0.660
0.782 0.90% 0.602 0.878 0.730
0.625 0.734 0.726 0.462 0.481
0.788 0.81% Q.687 0,637 0.663
0.737 0.860% 0.64%9 0.701 0.5362
0.846 0.%62 0.872 0.668 0.730
0.993 0.842 0.869 0.839 0.875
0.684 0.839* 0,650 0.491 0,668
0.774 0.639 0.582 0.58% 0.664
0.647 0.799 0.849 0.880 - 0.784
1.020 1.010 1.000 1.090 .928
0.755 0.798 0.726 0.734 0.694

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

*: Measurement taken cutside the allowed windows allcwance.

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

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