Levothyroxine
EMR 200125-002

Dosage Form Proportion:
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EMR200125-002 Page499of658wns( ng, 100 pg, and 200 pg Tablets) in Fasted

Merck Sercono
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Page 17 of 42
Confidential

Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Tatal T4 Values) -

(Safety Population)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: € tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxin Dosage Form P tions " iy ot - i 50 ng, 100 d 200 pg Tablets) in Fasted
EMR 200125002 State T FTOPOTHOR: phIR200125-002 Page 500 of 658 ions (50 pg, 100 pg, and 200 pg ) in Faste

Merck Sercno Page 18 of 42
EMR 200125-002 Confidential

Figure 15.4.2.8 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levethyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage Form Proportions 7 "~ " T - ung (50 ug, 100 pg, and 200 ug Tablets) in Fasted
EVR 90125:002  State TOPOTHON! EMR200125-002 Page 501 of 658 U O 48 100 e, and 200 jig Tablets) in Faste
Merck Serono Page 19 of 42
EMR 200125-002 Confidential

Figure 15,4.2.% Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
" {8afety Population) .
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levathyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 14.2.5.2
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Levoth: i D E P tions " "~ T o 50 g, 100 pg, and 200 pg Tablets) in Fasted
E]\XR 251&1;1;1511-%02 Sto;;ge ‘orm Propor onsE 00125-002 Page 502 of 658 ions (50 ng, Ug, an pg Tablets) in Faste

Merck Serono Page 20 of 42
EMR 200125-002 Confidential

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

(Safety Fopulation)
Subject ID/Random Number; !

150

140 -

130

120 +

110

100

80

Total T4 (ng/mL)

&0

70

80 7

50 -

20

T T T T T T T T T T T T T T T T T T T T T T L] T T T T T T T T T T T T T T T
- 0 2 4 68 8 1 1
2z o 2 8 4 6 8 2
Time Point (R}
Treatment: ®—9—& Treatment A 44— Treatmeni B k—h—& Treaiment C

@:5ubjects excluded frem PK Population: Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: § tablets of 100 ug of levothyroxine:
Treatment C: 3 tablets of 200 ug of levothyroxine.

Spurce: listing 16.2.5.2
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Levothyrexine Dosage Form Propoertions 7" “~ g R > ‘ions (50 pg, 100 and 200 pg Tablets) in Fasted
BMR 290125:002  StoeE POrtiOn! 1 MR200125-002 Page 503 of 658 *° (0 #& 100 e He )

Merck Sercno Page 21 of 42
EMR 200125-002 - Confidential

Figure 15.4,2,9 Concentraticen-Time Profiles: Individwpal Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{safety Population)
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Trectment: 488 Treglment A 40—  Tregtmeni B #—k—& Treatment C

g:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 pg of levothyrexine;
Treatment C: 3 tablets of 200 npg of levothyroxine.

Source: listing 16.,2.5.2
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Levothyroxine D F P toms ' 7 7 ot " - ‘ions (50 100 and 200 pg Tablets) in Fasted
MR oaeo0s  guyage Form PToporton p 1R200125-002 Page 504 of 658 0 © M8 100 Be: HE )

Merck Seronc Page 22 of 42
EMR 200125-002 Confidential

Figure 15.4.2.% Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(Safety Pcpulation)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments,
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine:
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage Form Proportions.” "~ - T T T i 50 ug, 100 ug, and 200 pg Tablets) in Fasted
BMR 200125.002  State POrOD: b TR200125-002 Page 505 of 658 " U #& 100 1ig, and 200 pg Tablets) in Fas

Merck Serono E Page 23 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale [for Total T4 Values)
{safety Population}
Subject ID/Random Number: :
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@:Subjects excluded from PK Population; Heorizontal lines represent the Baseline of the respective treatments,
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine D F P tiope "~ o - 50 pg, 100 pg, and 200 pg Tablets) in Fasted
—— 2“:(]“11;15-002 St(;staege orm Proportion: EMR200125-002 Page 506 of 658 ions (50 pg ng, an ng | ablets) in Faste:

Merck Serono . Page 24 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear $cale (for Total T4 Values)
[Safety Population)
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Treotment: 8% Trentment A 44— Treptment B &—&k—& Treaiment C

@8:8ubjects excluded from FK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine
EMR 200125-002

Dosage Form Proportion: ' ‘ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted

State

EMR200125-002 Page 507 of 658

Merck Serono
EMR 200125-002

Page 25 of 42
confidential

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

{safety Population)
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#:Subjects excluded from PK Population; Horizeontal lines represent the Baseline of the respective treatments.

Treatment A: 12 tablets of 50 pg of levathyroxine;

Treatment B: 6 tablets of 100 pg of levothyroxine;

Treatment C: 3 tablets of 200 ug of levothyroxine.

Source:

listing 1£.2.5.2
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Levothyroxine Dosage Form P fions " -~ ott ™ > ions (50 pg, 100 pp, and 200 pg Tablets) in Fasted
EMR ol2e00z S Form Proporfiont gy 1R 200125-002 Page 508 of 658 > 0 8 100 18 He a

Merck Serono Page 26 of 42
EMR 200125-002 Confidential

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

Source: listing 1£.2.5.2
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Levothyroxine
EMR 200125-002

Dosage Form Proportions -

State E

MR200125-002 Page 509 of 658

‘ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Searcno
EMR 200125-002

Page 27 aof 42
Confidential

Figure 15.4.2.8 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Linear Scale {for Total T4 Values)
{safety Peopulation)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 ng of levothyroxine.

Source: listing 16.2.5.2
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Levoth i D F Proportions ", "~ R 50 png, 100 pg, and 200 ug Tablets) in Fasted
evothyroxine osage Form Proportion: o 00125-002Page51[}0f658wns( ng g, an ug Tablets) in Faste

EMR 200125-002 State
Merck Sercna Page 2B of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values}
{Safety Populatiaon)
Subject ID/Random Mumber:
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Treciment: #—8—8  Tregtment A 44— Treatmeni B &—A—& Treaotment C

@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 png of levothyroxine; Treatment B: & tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage F P tions ~- _°~ L T . 50 pg, 100 d 200 pg Tablets) in Fasted
E]\v/[R 2}61(;1:‘2:;-002 Statege orm ropor oné EMR200125-002 Page 511 of 658 ions (50 pg, ug, an pg Tablets) in Faste
Merck Serono Page 29 of 42 .
EMR 200125-002 : Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Pepulation)
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@:Subjects excluded from PK Pepulation; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 ng of levothyroxine.

Source: listing 16.2.5.2
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Levoth i D F P tions " "7 - © ions (50 pg, 100 and 200 pg Tablets) in Fasted
it rerz  beoage Form PrOpOrtOn by e 200125-002 Page 512 of 658 C M8 100 B He )

Merck Sercno Page 30 of 42
EMR 200125-002 Confidential
Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale [for Total T4 Values)
{Safety Population)
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Treatment: 8% Tregtment A +——¢ Treatment B 4k Treptmenti C

B:Subjects excluded from PX Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 1£.2.5.2
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Levothyroxine
EMR 200125-002

Dosage Form Propertion:
State

y ‘ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR200125-002 Page 513 of 658

Merck Serono
EMR 200125-002

Page 31 of 42
Confidential

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

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

Treatment A: 12 tablets of 50 pg of levethyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.
listing 14,2

Source:

.5.2

Treatment B: 6 tablets of 100 pg of levothyroxine;
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Levothyroxine Dosage Form Proportion: "' - iy R - _‘ions (50 100 and 200 pg Tablets) in Fasted
EMR 200125002 State BTN B MR200125-002 Page 514 of 658 " M 100 1es HE )

Merck Serono Page 32 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration~Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(Safety Peopulaticn}
Subject ID/Random Number:
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Treatment: ®8® TJregtmentA . ¥ Treaiment B #—#&—& Treatrnant C

@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: £ tablets of 100 pg of levothyroxine;
Treatment CT: 3 tablets of 200 ug of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage Form Proportiens 7 "~ ° R My 50 ug, 100 pg, and 200 pg Tablets) in Fasted
E]J,’R 2{]013;5_002 Smf T ETOPOTIO! pNIR200125-002 Page 515 of 658 ions (50 yig, 100 g, an ng Tablets) in Faste
Merck Seronc Page 33 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Tndividual Concentration versus Actual Time in Linear Scale (for Total T4 Valuss)
{Safety Population) )
Subject ID/Random Number:
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Time Point {h) .
Treatment: #—8—8 Treatment A 4—%—& Treatment B *—hk—& Treatment C

@:S5ubjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine: Treatment B: € taklets of 100 ng of levathyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 1&.2.5.2
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Levothyroxine Dosage Form Proportions™ “~ ot — * ions (50 pg, 100 and 200 pg Tablets) in Fasted
A o S e POrtiont ) IR200125-002 Page 516 of 658 ™ 0 P& 100 & hg Tablets)

Merck Serono Page 34 of 42
EMR 200125-002 confidential

Figure 15.4.2.9 Concentration~Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
{Safety Population)
Subject ID/Random Number:
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Treotment: 88 Tregimenti A +——%  Treatment B &k Treglment C

f:s5ubjects excluded from FK Population: Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyrexine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 18.2,5.2
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Levothyroxine Dosage Form Proportion: > "7 N oo - " 50 pg, 100 pe, and 200 ug Tablets) in Fasted
EMR 200125.002 St POTHOD! N TR200125-002 Page 517 of 658 " ¢ 1% 100 4g, and 200 ug Tablets) in Faste
Merck Serono Page 35 of 42
EMR 200125-Q02 Confidential

Figure15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Valuss)
(Safety Population)
Subject ID/Random Number: 1
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Time Point {k}
Treatment: ¢—— Traatment B

@:Subjects excluded from PK Population: Herizental lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pug of levothyroxine; Treatment B: 6 tablets of 100 png of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine o E P tions ™" 7T > o~ * jons (50 ng, 100 and 200 Tablets) in Fasted
EMR 2%0125_002 Stastzge orm Troporton: EMR200125-002 Page 518 of 658 ! ( HE s He )

Merck Serono Page 36 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{safety Populaticn)
Subject ID/Random Number:
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. Freatment: #—8—& Treaiment A 4—&—4  Tregtment B &—&—& Treotrent ¢

@:Subjects excluded from PK Population: Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets cof 50 pg of levothyroxrine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 18.2.5.2
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Levothyroxine Dosage Form P tions " T " oo - * 50 100 pg, and 200 T blets) in Fasted
Levo! 2%11.)125-002 Statgg 'm Proportions E 00125-002 Page 519 of 658 ions (50 pg, ng, an ug Tablets) in Faste

Merck Serono . Page 37 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale [for Total T4 Values)
(Safety Population)
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@:8ubjects excluded from PK Population; Horizontal lines represent the Basaline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyrcxine; Treatment B: 6 tablets of 100 png of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.3.2
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Levothyroxine Desage Form Proportions 2~ “~ _  ° T _.ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125-002 State EMR200125-002 Page 520 of 658 ’

Merck Serono Page 38 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Indivicdual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
[Safety Populatieon)
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@:Subjects excluded from PK Population; Horizontal linmes represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine: Treatment B: 6 tablets of 100 ng of levothyroxrine:
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2
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Levathyroxine Dosage Form Proportion: " "~ ** o . 50 pg, 100 g, d2l)lj Tablets) in Fasted
EMR 200125002 State POTHOn EMR200125-002 Page 521 of 658 " (" P& 100 18> and 200 g Tablets) in Fas

Merck Seronoc Page 33 of 42
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Figure 15.4.2.% Concentration—Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{5afety Population)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 1%.32.5.2
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Levothyroxine Dosage Form Proportions >~ "~ " oot~ © ions {50 pg, 100 pg, and 200 Tablets) in Fasted
EMR 200125.002  State: POrtOn FMR200125-002 Page 522 of 658 ¢ & 100 1 He )

Merck Serono Page 40 of 42
EMR 200125-002 ) Confidential

Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 values)
(Safety Population)
Subject IB/Randem Number:
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@:subjects excluded from FK Populaticn; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: ¢ tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 1&.2.5.2
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Levothyroxine Dosa e' Form Proportion:”" "~ > ot o - ions (50 100 and 200 pg Tablets) in Fasted
Merck Seronoc . : Page 41 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(Safety Population)
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@:3ubjects excluded from PX Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 png of levethyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levethyroxine.

Source: listing 1&.2.5.2
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Levothyroxine D F P tions " "~ ” D * ions (50 pg, 100 and 200 pg Tablets) in Fasted
MR Toee0z  oosage Form Proportiont gy R 200125002 Page 524 of 658 1 ¢ e 100 B HE )

Merck Serono Page 42 of 42
EMR 200125-002 Confidential

Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population)
Subject ID/Random Number:
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source; listing 16.2Z.5.2
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Levoth ine Do F P tion: """ iy ottt ” | 50 100 d 200 ‘Tablets) in Fasted
Eg‘&;{ 2%1[-)?;5],1.002 St;;ge orm Proportion: E 00125-002 Page 525 of 65 101lls( pe, ng, an pg Tablets) in Faste

Merck Serena ’ Page 1 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-ILogarithmic Scale
(for Total T4 Values) {Safety Population)
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@:Subjects excluded from PK Population; Horizeontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 npg of levothyroxine; Treatment B: 6 tablets of 100 ng of lsvothyroxine:
Treatment C: 3 tablets of 200 ug of levothyroxine.

Scurce: listing 16.2.5.2
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Levothyroxine Dosage Form Proportions "~ Lot T " jons (50 ug, 100 pg, and 200 pg Tablefs) in Fasted
EMR 200125.002  Stofe PortOnd by R 00125-002 Page 526 of 658 F& 100 1 HE )

Merck Serono Page 2 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(for Total T4 Values) (Safety Populatiocn)
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@:Subjects excluded from PK Population: Herizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 1§.2.5.2
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Levothyroxine Dosage Form Proportions > _“~ DA -1 50 pg, 100 pg, and 200 pg Tablets) in. Fasted
PMR 20125.002  State POTHON: N R200125-002 Page 527 of 658 " O 16 100 e and 200 g Tablets) in-Faste
Merck Sercno Page 3 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T4 Values) (Safety Populaticn)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment ¢: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine

EMR 200125-002

Dosage Form Proportions "~ > . [0BS (50 pg, 100 pg, and 200 pg Tablets) in Fasted

State

EMR200125-002 Page 528 of 658

b
i

Merck Ssrono
EMR 200125-002

Page 4 cof 42
Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(for Total T4 Values) (Safety Population)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.

Treatment A: 12 tablets of 50 pg of levothyroxine;

Treatiment B: & tablets of 100 ug of levothyroxine;

Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage Form Proportions ' "~ - = - S0 100 d 200 pg Tablets) in Fasted
EMR 200125002 State: POTRON: B MR200125-002 Page 529 of 658 7 " #&> 100 g, and 200 pg &

Merck Seronc Page 5 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T4 Values) (Safety Population)
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@:Subjects excluded from FK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 png of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 18.2.5.2
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Levothyroxine Dosage Form Preportions 7 "~ iy LTt T © ions (50 100 and 200 png Tableis) in Fasted
VR sbize o0z oenge Form Proportiont by i R200125-002 Page 530 of 658 > O M 100 B he )
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Figure 15.4,2,10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) (Safety FPopulation)
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@:Subjects excluded from PK Population; Horizental lines repressnt the Baseline of the respective treatments
Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: & tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine,

Source: listing 18,2.5.2
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Levothyroxine Dosage Form Proportions ;" "~ : ot T " 50 ng, 100 ug, and 200 pg Tablets) in Fasted
EI\XR 2%1215_002 Stateg portion EMR200125-002 Page 531 of 658 lons (50 pg #e, an ng Tablets) in Faste
Merck Serono Page 7 of 42
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Figure 15,4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T4 Values) (Safety Population)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levethyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxzine.

Source: listing 16.2.5.2
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Levothyroxi D F F tiope "~ LT - . 50 pg, 100 d 200 pg Tablets) in Fasted
.l 23[201};5!1:]02 st(;staege orm Proportion: EMR200125-002 Page 532 of 658 ions (50 pg. pg, an ug Tablets) in Faste

Merck Sercno Page § of 42
EMR 200125-002 - Confidential

Figure 15.4,2.10 Concentration—Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
[for Total T4 Values) (Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: € tablets of 100 ug of levothyroxine;
Treatment C: 3 tahlets of 200 ug of levothyroxine.

Scurce: listing 16.2.5.2
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Levoth ine Dosage F P L) D ci 50 pg, 100 d 200 pg Tablets) in Fasted
Eﬁ% 2}[;1(')3;1;1_002 Stateg orm Proportion: E 00125-002 Page 533 of 658 ions (: ' ng, g, an ug Tablets) in Faste

Merck Serono Page % of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individval Concentration wversus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) {Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2 ’
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Levothyroxine Dosage Form Proportions

EMR 200125-002 State EMR200125-002 Page 534 of 658

- ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Serono
EMR 200125-002
Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) (Safety Populatiocn)
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@:5ubjects excluded from PFK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pug of levethyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 16.2.5.2
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Levoth i 1200122 l s -
evothyroxine EMR200125-002 Page 535 of 658

EMR 200125-002

Dosage Form Proportion:
State

‘ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Serono Page 11 of 42
EMR 200125-002 Confidential
Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Tetal T4 values) (Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levethyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage Form Proportion: EM]EEZ' 0ol 25_ 00 Z.Page 53";) of 6 S‘S'ions (50 pg, 100 ug, and 200 pg Tablets) in Fasted

EMR 200125-002 State
Merck Serono Bage 12 of 42
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) (Safety Population)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments
Treatment A: 12 tablets of 50 png of levothyroxine; Treatment B: 6 tablets of 100 pyg of levothyroxine:
Treatment C: 3 tablets of Z00 pg of levothyroxine.

Scurce: listing 1£.2.5.2

/project24/ep/blinded/eZlDBQﬁJnercfstats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.10.s8as
10DEC2(14 00:20

Document No.0900babeR085badf v1.0 CONFIDENTIAL 5360658 EW
INFORMATION ]



Levothyroxine Dosage Form Proportions >, "7 ot - ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted
Merck Serono Page 13 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Prefiles: Individuwal Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) {(Safety Population}
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g:5ubjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.
Treatnent A: 12 tablets of 50 pug of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets-of 200 ug of levothyroxine.

Source: listing 1&.2.5.2
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Levothyroxine Dosage Form Proportions ' "~ -~ R - _ions (50 pg, 100 and 200 pg Tablets) in Fasted
EMR 200125.002 St POTiOn: £ TR200125-002 Page 538 of 658 " 00 15 100 4 e Tablets)

Merck Serono Page 14 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) (Safety Population)
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Time Point {(h)
Treatment: 8% Treatment A 444 TregtmentB ik TreatmentC

8:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments,
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: € tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 nug of levothyroxine.

Source: listing 1£.2.5.2
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15.4.2.10.s8as
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Levothyroxine . Dosage Form Proportion: " "~ ) R - Jions (50 100 and 200 pg Tablets) in Fasted
PUR 20125002 State: POTHON! £ \R200125-002 Page 539 of 658 " ©» 1% 100 1 and 200 g )

Merck Seronc . Page 15 of 42
EMR 200125-002 . Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individwal Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) (Safety Population)
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Time Pairt (h)
Treotment: 88 Tregtment A 444 TreotmentB &—&—& TreatmentC

R:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levethyroxine; Treatment B: & tablets of 100 ng of levethyroxiner
Treatment C: 3 tablets of 200 ug of levothyroxins.

Source: listing 16,2.5.2
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Levothyroxine D Fi P tions " *” " ot _~ T 50 ug, 100 pg, and 200 pg Tablets) in Fasted
VR sbiiees oeage Form Proporion b 200125002 Page 540 of 658 0 1 100 E re )

Merck Serono Page 16 of 42
EMR 200125-002 Confidential

Figurs 15.4.2.10 Concentration-Time Profiles: Individuzl Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) {Safety Population)
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Time Point (h)
Treatment: *-&® Treatment A

B:5nbjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage Form Proportions 7 "~ iy Lo - . 50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMRIOIZ5002  State POrfOn b \IR200125-002 Page 541 of 658 " 0 M8 100 1 and 200 jig Tablets) in Faste
Merck Serono Page 17 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) {Safety Population)
Subject ID/Randpm Number:
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Jirme Point (h)
Tregtment: &—0—® Treotment A 44— Treatment B d—k-&k TregtmentC

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

Source: listing 18.2.5.2
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Levothyroxi Dosage Form Proportions™ . _*~ _* " = 010 (60 g, 100 g, and 200 pg Tablets) in Fasted
EMR 200125.002 qnge Form Proportions b 1200125002 Page 542 of 658 *"° (°0 1 100 1 and 200 pig Tublets) in Faste

Herck Sercno Page 18 of 42
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(for Total T4 Values) (Safety Population)
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Time Paoint (h)
Treatment: &%  Treotment A 444 TreaimentB a4k TreatmentC

B:5ubjects excluded from PK Population: Heorizental lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine;  Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 ng of levothyroxine.

Source: listing 36.2.5.2
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Levothyroxine Dosage Form Proportion: " "~ = LT * ions (50 pg, 100 and 200 pg Tablets) in Fasted
EMR 20125002 State POrHOn: FMR200125-002 Page 543 of 655 " 0 16 100 1 #g Tablets)

Merck Seronc Page 19 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Legarithmic Scale
{for Total T4 Values) {(Safety Populaticn) : .
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Time Point (h)
Treatment: & Treatment A 4 Treatment B &4k TreatmentC

@:5ubjects excluded from PK Population; Horizontal linss represent the Baseline of the respective treatments.
Treatment A; 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pyg of levethyroxine,

Source: listing 16.2.5.2

foreject24/ep/blinded/e210B98 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.10.8as
10DEC2014 Q0:20

Document Ne.0900babe8085babf v1.0 CONFIDENTIAL 543658 M
INFORMATION



Levothyroxine Dosage Form Proportions 7' "~ - ci 50 100 d 200 pg Tablets) in Fasted
EMR 2360125_002 Stﬂteg m Fropartion EMR2{((125-002 Page 544 of 658 fons { V& K5 an pg Tablets) in Faste

Merck Seronc Page 20 of 42
EMR 200125-002 Confidential
Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic %cale

{for Total T4 Values) (Safety Pcopulation)
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@:Subjects excluded from PK Populaticn; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 58 pg of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levethyroxine.

Source: listing 15,2.5.2
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Levothyroxine Dosage Form Proportion: " _°~ R *_“ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted
Merck Serono Page 21 of 42
EMR 200125-002 : Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Seale
(for Total T4 Values) (Safety Population)
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Time Point (k)
Treotment: &8 Treotment A 44— TreatmentB d—k—& TreatmentC

#:8ubjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxines
Treatment C: 3 tablets of 200 pg of leveothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage Form Proportions "~ T * ‘ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted
Merck Serono Page 22 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) (Safety Population)
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B:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Scurce: listing 18.2.3.2
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Levothyroxine Dosage F Proportion: 7 "~ C ot o~ * “ions (50 100 pg, and 200 pug Tablets) in Fasted
Levotbyroxine  Dosage Form Rroportions b 300125.002 Page 547 of 658 " 0 18> 100 48 and 200 g Tablets)

Merck Serono ) Fage 23 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale-
{for Total T4 Values) (Safety Population)
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Tirme Point {h)
Treatment: 444 Treatment B

p:Subjects excluded from PK Population: Herizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing i€.2.5.2
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Levothyroxine Dosage Form Proportions > "~ ot - ions (50 pg, 100 and 200 pg Tablets) in Fasted
EMR 200125002 Stae POrHON: EMR200125-002 Page 548 of 658 O & 100 #e: e )

Merck Sercnc Page 24 of 42
EMR 200125-002 Confidantial

Figure 15.4.2.10 Concentraticn-Time Profiles: Individual Concentration wersus Actual Time in Semi-Togarithmic Scale
(for Total T4 Values) (Safety Population)
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Time Paint {h)
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8:5ubjects excluded from PX Population: Horizental lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 png of levothyroxine.

Source: listing 1&.2.5.2
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Levothyroxine Dosage Form Proportion: " "~ > ot _~& | 50 pg, 100 d 200 pg Tablets) in Fasted
EMR 200125.002  State BOTHON EMR200125-002 Page 549 of 658 " C° P 100 kg, and 200 pg Tablets) In Faste
Merck Serono . Page 25 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T4 Values) {(Safety Papulation)
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Time Point (h)
Treatment: 8% Treatment A 444 TreatmentB &4k TreatmentC

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

Source: listing 16.2.5.2
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Levoth i D F P tions "~ iy - 50 pg, 100 pg, and 200 pg Tablets) in Fasted
evothyroxzine osage Form Proportion: o 00125-002 Page 550 of658“ms( pg pg, an pg Tablets) in Faste

EMR 200125-002 State
Merck Serono ) . Page 26 of 42
EMR 200125-002 Confidential

Figurs 15,4,2.10 Concentration-Time Profiles: Individual Concentration wversus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) [Safety Populatiocn)
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Time Point {h)
Treatment: *—8—& Treatment A 44 TreatmentB a4k TreoimentC

#:3ubjects excluded from PK Population; Heorizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pug of levothyroxine; Treatment B: & tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 pug of levothyroxine.

Spurce: listing 16.2.5.2
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Levoethyroxine Dosage Form Proportion: "~ ~ ” oo i 50 g, 100 ng, and 200 Tablets) in Fasted
EMR 200125.002  State: POTtOn: b MR200125-002 Page 551 of 658 1 O 4 100 g, and 200 ug Tablets) in Faste

Merck Seronc Page 27 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T4 Values) (Safety Populatien) .
Subject ID/Random Number:

1000 A
.
£
~
=2
=
~ 100 -
«
[
=l
-
[s]
[
10
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 3 T T
-0 2 4 68 &8 11 1 2 3 4 7
2 o 2 8 4 6 8 2

Time Paint (h)
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@:Subjects excluded from PX Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levethyrexine:; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 ng of levethyroxine.
Source: listing 18.2.5.2
/project2d/ep/blinded/e210838 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Figure
15.4.2.10.sas
10DEC2014 a0:20

Docurnent No.0900babeR085badtf v1.0 CONFIDENTIAL 5511658 M

INFORMATION



Levothyroxine Dosage Form Proportion: ™ "~ iy ott ¢ | 50 100 pg, and 200 pg Tablets) in Fasted
EMR 290125002 State POrHOn b MR200125-002 Page 552 of 658 0 #0100 »e e )

Merck Serono Page 28 of 42
EMR 200125-002 Confidential

Figure 15.4,2,10 Concentration-Time Profiles: Individval Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T¢ Values) (Safety Population)
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€:8ubjacts excluded from PK Populaticn; Herizental lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of leveothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage Form Proportion: "~ » Lo - " 'ions (50 100 and 200 pg Tablets) in Fasted
FVR 0125002 St POrtOn B MR200125-002 Page 553 of 658 > " 1> 100 e, and 200 g )

Merck Serono Page 29 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Tetal T4 Values) (Safety Population) '
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 ng of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxi D F P rtioms ™ T T 50 pg, 100 d 200 pg Tablets) in Fasted
EN‘ER2§51?;.?}112 S;s;ge orm Prope on:E 00125-002Page554ofﬁSSmns( ng, pg, an pg Tablets) in Faste

Merck Serono Page 30 of 42
EMR 200125-002 Confidential
Figure 15.4:;2,10 Concentration-Time Profiles: Individual Concentration wversus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) (Safety Population)
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#:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 py of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 ng of levethyrcoxine.

Source: listing 16,2.5.2
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Levothyroxine Dosage Form Proportion; = "~ ¥ L i 50 100 and 200 pg Tablets) in Fasted
EVR 200125.002  State: POTHOD EMR200125-002 Page 555 of 658 " ¢ P& 100 ne; ne )in

Merck Serono Page 31 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Semi~Logarithmic Scale
{for Tetal T4 Values) {Safety Population)
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Time Point (h)
Treatment: 88 Treatment A 4% TreatmentB &—&k—4& TreatmentC

8:8ubjects excluded from PX Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment ¢:; 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2
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Levoth; i D F P tiops - " ot - 50 ug, 100 d 200 pg Tablets) in Fasted
evothyroxine osage Form Propor omE 00125-002 Page 556 0fGSans( g kg, an pg Tablets) in Faste

EMR 200125-002 State
Merck Serono Page 32 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale

(for Total T4 Values) {Safety Population)
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Treatment: &8-8® Treatment A 44— TreatmentB d—4—k TreatmentC

@:8ubjects excluded from PK Population; Horizeontal lines represent the Baseline of the respective treatments
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B:; & tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Scurce: listing 16.2.5.2
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Levothyroxine Dosage Form Proportions ™" "~ ot s 30 pg, 100 ug, and 200 pg Tablets) in Fasted
PUR 20125002 State POTHOn EMR200125-002 Page 557 of 658 ™ 0 #2100 g, and 200 pig Tablets) in

Merck Seronc Page 33 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T4 Values) (Safety Population) . -
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B:Subjects excluded from PK Population: Horizental lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ng of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 ug of levothyroxine.

Source: listing 16.2,5.2
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Levothyroxine D F P tiope 7 ° DR M 50 100 and 200 pg Tablets) in Fasted
EMR 290125002 stare T TOPOrEOR EMR00125.002 Page 558 of 658 ions (S0 g, 100 pg, He )

Merck Serono Page 34 of 42
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T4 Values) (Safety Population)
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f:Subjects excluded from PK Populaticn; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 ug of leveothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine,

Source: listing 18.2.5.2
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Levoth, i Dosage F P tion: 7 e s 50 pg, 100 d 200 pg Tablets) in Fasted
E;‘E{ 2361‘;1;;1;%02 Statege orm Proportion: E 00125-002 Page 559 of 658 ions (50 pg. HE, an pg Tablets) in Faste
Merck.Serono Page 35 of 42
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Figure 15.4.2.10 Concentraticn-Time Profiles: Individual Concentration wersus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values} {Safety Population}
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Tirne Paint {h)
Treatment: 444 TregtmentB

@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine,

Source: listing 16.2.5.2
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Levothyroxine Dosage Form Proporfion: 7 "~ iy L T * ‘tons (50 pg, 100 pg, and 200 pg Tablets) in Fasted
MR ey gusage Form Proporton: by rR200125-002 Page 560 of 658 0 U Pe 100 B re )

Merck Serono Page 386 of 42
EMR 200125-002 : Confidential
Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Tetal T4 Values) {Safety Fopulation)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 ug of levothyroxines
Treatment C: 3 tablets of 200 ug of levothyroxine.

Scurce: listing 1&.z.5.2
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Levothyroxine Dosage Form Proportion: 7" _°~ = oot T - Cions (50 100 pg, and 200 pg Tablets) in Fasted
EMR 2{0125_002 Stﬂi‘eg portion EMR200125-002 Page 561 of 658 ions (50 g, HE, AL He )i

Merck Serono Page 37 of 42
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Tegarithmiec Scale
(for Total T4 Values) (Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine! Treatment B: 6 tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage Form Proportions 7" "~ Lo T " ions (50 pg, 100 pg, and 206 pg Tablets) in Fasted
Levatbyrovine o oovage Form Proporfions by 00125.002 Page 562 of 658 00 O M8 100 1 re )

Merck Serono Page 38 of 42
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Figure 15.4.2,10 Concentration-Time Profiles: Individual Concentration versus Actuval Time in Semi-Togarithmic Scale
(for Total T4 Values) (Safety Population)

Subject ID/Random Number:

1000 A
0
=
S
o
c
~ 100
=t
—
9 L
+= =
< -
=
10
LIRS L O SN BN IR BN NN S N E R EN N S R A M R NN R R R EE N RN N R R R R A B RN B B B N
-0 2 4686 811 1 2 3 4 7
2 0 2 B 4 B 8 2

Time Paint (h)
Treatment: ®—8-8 Treatment A 444 TreatmentB d—4k—k TreatmeniC

g:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pug of levothyroxine; Treatment B: & tablets of 100 ng of levethyroxine;

Treatment C: 3 tablets of 200 pg of levethyroxine.

Source: listing i£.2.5.2
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Levothyroxine Dosage Form Proportion: "~ iy Lo - i 30 100 pg, and 200 pg Tablets) in Fasted
EMR 0125002 St POTHON: i) [R200125-002 Page 563 of 658 > 0 & 100 1 he )

Merck Serono Page 3% of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
(for Total T4 Values) {Safety Population)
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g:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Traatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 ng of levothyroxine.

Source: listing 16.2.5.2
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Levothyroxine Dosage Form P 11 0]+ S oot - *_‘tons (50 pg, 100 and 200 pg Tablets) in Fasted
IMR oae s oeke Form Proportion: by 1R 200125-002 Page S6d of 658 " O 18 100 HE: He )

Mesrck Serono Page 40 of 42
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi~Logarithmic Scale
{for Total T4 Values) (Safety Population)
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B:Subjects excluded from PK Population; Horizontal lines represent the Basellne of the respective treatments.
Treatment A: 12 tablets of 50 pg of levethyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine,

Source: listing 1&,2,5.2
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Levothyroxine Dosage Form Proportion: - _“~ T T © ions (50 100 and 200 pg Tablets) in Fasted
EMR 2{]0125_002 Stﬂt‘eg P EIV[R200125-002 Page 565 of 658 fons (50 ug, ke, an re )

Merck Serono Page 41 of 42
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Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Scale
{for Total T4 Values) (Safety Population)
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@:8ubjects excluded from PK Population; Herizontal lines represent the Baseline of the respective treatments,
Treatment A: 12 tablets of 50 png of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing 18.2.5.2
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Levothyroxine D F P fiops " "~ ot T -0 50 pg, 100 ug, and 200 pg Tablets) in Fasted
ot 250125-002 S&s&ge orm Proportions EMR200125-002 Page 566 of 658 ions (50 pg ug, an pg Tablets) in Faste

Merck Serono Page 42 of 42
EMR 200125-002 Confidential

Figure 15.4.2.10 Concentration-Time Profiles: Individual Concentration versus Actual Time in Semi-Logarithmic Seale
(fer Total T4 Values) (Safety Population)
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f:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: o tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.

Source: listing i£.2.5.2
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Levothvroni S
T o128 ¢ EMR200125-002 Page 567 of 658

EMR 200125-002

Deosage Form Proportion:
State

‘tons (30 pg, 100 pg, and 200 pg Tablets) in Fasted

Merck Sercno
EMR 200125-002

Page 1 of 42
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Figure 15.4.2,11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)

{safety Population)
Subject ID/Random Number: .
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@:5ubjects excluded from PK Population;
Treatment A: 12 tablets of 50 pg of levethyroxine;
Treatment C: 3 tablets of 200 pg of levethyroxine.

Treatment Bs

6 tablets of 100 pg of levothyroxine:
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Levoth i D Fi P ti oot - . 50 100 and 200 pg Tablets) in Fasted
Levolbyraaine Seoage Yorm Froportiont pAR200125-002 Page 568 of 658 fons (50 g, 100 kg, He )

Merck Serono . Page 2 of 42
EMR 200125-002 Confidential

Figure 15.4,2, 11 Concentration~Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 values)

{Safety Population)
Subject ID/Random Number:
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@:Subjects excluded from PX Fopulation:

Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 py of levothyroxine;
Treatment C: 3 tablets of 200 ng of levothyroxine.
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Levothyroxine Dosage Form Proporfion: > "~ > ot o™ * ‘ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200125.002  State POrfiON: b\ [R200125-002 Page 569 of 658 " M&r 100 HE g Tablets)

Merck Seronoc Page 3 of 42
EMR 200125-002 Confidential

Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
Isafety Population
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@:S5ubjects excluded froem PK Population;
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg. of levothyroxine:
Treatment C: 3 tablets of 200 ng of levothyroxine.
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Levothyroxine D F P tion: "~ iy R, - _‘jons (50 pg, 100 pg, and 200 pg Tablets) in Fasted
VR abaae sy govage Korm Broportiont gy 1 2200125-002 Page 570 of 658 © ¢ P& 100 1 He )

Merck Serono Page 4 of 42
EMR 200125-002 ‘ Confidential

Flgure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values}
(Safety Population)
Subject ID/Randem Number:
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@:Subjects excluded from PK Population:
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxzine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levothyroxine Dosage Form Proportion: " - oot T g 50 pg, 100 pg, and 200 ug Tablets) in Fasted
EVIR 200125002 State POrtiOnt i IR200125-002 Page 571 of 658 " C° #&> 100 g, and 200 pg Tablets) in

Merck Seronc Page 5 of 42
EMR 200125-002 Confidential

Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
(Safety Population
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@:Svbjects excluded from PK Population:
Treatment A: 12 tablets of 50 ng of levothyrexine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levoth i D F P tions "~ Lot - S 50 ng, 100 pg, and 200 pg Tablets) in Fasted
EN‘;:R 23&1(;1;};1;&:)02 S&s;ge orm Propor onsE 00125-002 Page 572 of 658 ions (50 pg ng, an ng Tablets) in Faste

Merck Serono Page 6 of 42
EMR 200125-002 Confidential

Figure 15,4.2,11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total I3 Values)
(Safety Population)
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@:5ubjects excluded from PK Population;
Treatment A: 12 tablets of 50 png of levothyroxine; Treatment B: & tablets of 100 ug of levothyroxine;
Treatment C: 3 tablets of 200 ng of levothyroxine.
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Levothyroxine Dosage Form Proportion: .~ * L * jons (50 pg, 100 and 200 pg Tablets) in Fasted
EMRIM00z St POTHON? b\ TR200125-002 Page 573 of 658 C° M 100 s and 200 kg )
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Figurel15.4.2,11 Concentration-Time Profiles; Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
{safety Pcpulation)
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B:Subjects excluded from PK Populaticns
Treatment A: 12 tablets of 50 pg of levothyroxine:; Treatment B: 6 tablets of 100 ug of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.
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15.4.2.11.sas
10DEC2014 00:20

Dacument No.0900babe8085ba9f v1.0 CONFIDENTIAL 573/658
INFORMATION ]



Levothyroxine D F r tions "7 R, s 50 100 pg, and 200 g Tablets) in Fasted
EMR 200125.002 St PPN VIR 200125-002 Page 574 of 65g ¢ (50 18 100 pig, and 200 g Tublets)

Merck Sercno Page 8 of 42
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T3 Values)
(Safety Populaticn)
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@:5ubjects excluded from PK Population:

Treatment A: 12 tablets of 50 py of levothyroxine: Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 ng of levothyroxine.
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Levothyroxine Dosage Form Proportions 7 "~ iy Lot T - Cions {50 100 pg, and 200 pg Tablets) in Fasted
EMR 200125002 State P EMR200125-002 Page 575 of 658 " C° 1& 100 e e )

Merck Serono Page 89 of 42
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T3 Values)
{safety Populaticn)
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@:5ubjects excluded from PX Populaticn:
Treatment A: 12 tablets of 50 ug of levethyroxine; Treatment B: 6 tablets of 100 pg of levethyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levothyroxi D Form P (110) ot *” 50 pg, 100 pg, and 200 pg Tablets) in Fasted
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
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#:5ubjects excluded from PK Population;

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 ng of levothyroxine,
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Levothyroxine
EMR 200125-002

Dosage Form Proportion:

EMR200125-002 Page 577 of 658

‘ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted

State

Merck Serono
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Page 11 of 42
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Valuas)
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@:Subjects excluded from PK Population;
Treatment A: 12 tablets of 50 ng of levethyroxine;
Treatment C: 3 tablets of 200 pg of levethyroxine,

kA& TreotmentC

Treatment B: 6 tablets of 100 pg of levothyroxiner
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Levoth; i D E P rtions ™"~ - S ol 50 100 and 200 pg Tablets) in Fasted
BAR 290125002 Qo Horm TToportiont pAR200125-002 Page 578 of 658 1% (50 18 100 g, and 260 pig )

Merck Serono Page 12 of 42
EMR 200125-002 Confidential

Figure 15.4,2.11 Concentration-Time Profiles: Individual Concentration versus Actnal Time in Linear Scale {for Total T3 Values)

{Safety Population)
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B:5ubjects excluded from FK Population;

Treatment A: 12 tablets of 50 pg of levothyroxine:; Treatment B: 6 tablets of 100 ug of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levoth i Dosage Form P tions - "~ ” - - ions (50 100 pg, and 200 pg Tablets) in Fasted
evothyroxine g rm rupQr DDIE 00125-002 Page 579 of 658 ions (50 pg, ug, an 134 ) i
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values}
{Satety Population)

Subject ID/Random Number:

1.8 -
1.6 +
1.4 4
£
~, 124
g
c
L
3z ]
=
T 1.0 -
+=
o]
[
0.8
0.6
0.4
L N B RS D I B B N B B B E B B B R A B ENN SR S B N R B! et e M RN S M B S B B B B
-0 2 468 8 11 1 2 3 4 7
2 o 2 8 4 6 B 2

Time Point {h)
Treatrment: 88  Treotment A ¢—4—¢ TreatmentB &k TreatmentC

@:Subjects excluded from PK Population:

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

Treatment C: 3 tablets of 200 pg of levothyroxine.

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

15.4.2,11,3as
10DEC2014 00:20

Document No.(900babe3083kadf v1.0 CONFIDENTIAL 579/658 M
INFORMATION ﬂ



Levothyroxine Dosage Form Propertions "~ Ny oo " _'ions (50 100 pg, and 200 ug Tablets) in Fasted
Merck Serono " Page 14 of 42
EMR 200125-002 Confidential

Figure 15.4.2.11 Concentration~Time Profiles: Individual Concentration versus Actual Time in Lineaxr Scale {for Total T3 values)
(Safety Population)
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€:5ubjects excluded from PK Population;

Treatment A: 12 tablets of 50 pg of levethyroxine; Treatment B: 6 tablets of 100 png of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levothyroxine Dosage Form P tions > < - Lo — o 50 pg, 100 d 200 pg Tablets) in Fasted
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Cencentration versus Actual Time in Linear Scale (for Total T3 Values)
{safety Population)
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@:Subjects excluded from PK Population:
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levathyroxine Daosage Form Proportion: > o ‘ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State EMRZOOIZS 002 Page 582 of 658
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Figure 15.4.2.1] Concentration—Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
{Safety Fopulation)
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B:Subjects excluded from PK Populaticn:

Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 pug of levothyroxine;
Treatment €: 3 tablets of 200 pg of levothyroxine.
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Levothyroxine Dosage Form Proporfion: > "~ > Lot - * “ions (50 100 pg, and 200 pg Tablets) in Fasted
EMR 200125002 State POrtOn: b\ TR200125-002 Page 583 of 658 - #& 100 1e and 200 g )
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Figurel15.4,2.11 Concentration-Time Profilas: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
{Safety Populaticon)
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2:Subjects excluded from PK Populations
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine:
Treatment £: 3 tablets of 200 png of leveothyroxine.
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Levothyroxi D F P tions . "7 o - . 50 pg, 100 d 200 pg Tablets) in Fasted
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)

(Safety Population)
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@:Subjects excluded from PK Population;

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

Treatment C: 3 tablets of 200 ng of levothyroxine.
/project2d/ep/blinded/e210898_merc/stats/versioncontrel/primary/scripts/program/main/TFL programs/Figures/Figure

15.4.2.11.s5as
10DEC2014 00:20

Document No.0500babe8085badf v1.0 -CONFIDENTIAT 584/638 M
INFORMATION



Levothyroxine Dosage Form P tions >~ T - ot 1 50 ug, 100 pg, and 200 Tablets) in Fasted
Levet 2%0125-“02 Stateg ropor oniE 00125-002 Page 585 of 658 ions (50 pg g, AL ng Tablets) in Faste
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration wersus Actual Time in Linear Scale (for Total T3 Values)
(Safety Population) .
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@:5ubjects excluded from PK Population;
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 ug of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levothyroxine Dosage Form Proportions > "~ ot * jons (56 pg, 100 pg, and 200 pg Tablets) in Fasted
EVIR 200125.002 St o EMR200125-002 Page 586 of 658 " ) #8100 12 pg Tablets) in Faste
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
{Safety Population)
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f:Subjects exciuded from PK Population:
Treatment A: 12 tablets of 50 ug of levethyvroxine:; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levoth, i D F P tione "~ R - i 50 ng, 100 pg, and 200 pg Tablets) in Fasted
E;;; 2%3;;15',1.302 Sto:taege arm Propor! DusE 00125-002 Page 587 of 658 jons (S0 pg g, an ug Tablets) in Fa:
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Figure15.4.2.11 Concentration-Time Prefiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
{Safety Population)
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B:Subjects excluded from PK Population:
Treatment A: 12 tablets of 50 pg of levothyroxine:; Treatment B: & tablets of 108 pg of levothyroxine;
Treatment C: 3 tablets of 200 pug of levethyroxine.
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Levothyroxine Dosage Form P tiops - "~ ° Lot > ions (S0 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 2%0125_"02 Stateg rm froportion: EMR200125-002 Page 588 of 658 ! ( ke re: e )
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time inLinear Scale (for Total T3 Values)
(Safety Population)
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8:5ubjects exciuded from PK Population:
Treatment A: 12 tablets of 50 nyg of levothyroxine; Treatment B: 6 tablets of 100 pug of levothyroxine;
Treatment C: 3 tablets of 200 pug of levothyroxzine.
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Levoth: i Dosage Form Proportion: " "~ " ot - 50 pg, 100 pg, and 200 pg Tablets) in Fasted
BMR 0125002 Stete POrHOn: b MR200125-002 Page 589 of 658 " C° 1% 100 g and 200 ug Tablets) in
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(for Total T3 Values)
(Safety Population)
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€:5ubjects excluded from PK Population;
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ng of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine.
/project24/ep/blinded/e210898 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figuras/Figure
15.4.2.11.sas
10DEC2014 00:20

Document No.0900babe8083ba%f v1.0 CONFIDENTIAL 589/658
INFORMATION



Levothyroxine Dosage Form Proportions 7 "~ T ", ions (S0 pg, 100 ug, and 200 pg Tablets) in Fasted
Merck Serono Page 24 of 42
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T3 Yalues)
{Safety Population)
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@:5ubjects excluded from PK Population:
Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: & tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 pg of levothyroxine,
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Levothyroxine Dosage Form Proportions 7 "~ ** Lt T * ions (50 100 and 200 pg Tablets) in Fasted
EMR 200125.002  State. POrtion: '\ TR200125-002 Page 591 of 658 C 1% 100 185 g Tablets) in

Merck Serono Page 25 of 42
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
{safety Peopulation)
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@:5ubjects excluded from PK Population;
Treatment A: 12 tablets of 50 ug of levothyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine:
Treatment C: 3 tablets of 200 ng of levothyroxine.
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Levothyroxi Dosage Form P tions - T o  ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted
EMR 200135000 Seane o TP OT O iy R200125-002 Page 592 of 658 O O 1% 100 K2 he Tablets)

Marck Serono Page 26 of 42
EMR 200125-002 Confidential
Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linsar Scale (for Total T3 Values)
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@:5ubjects excluded from PK Population:

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

Treatment C: 3 tablets of 200 pg of levothyroxine.
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Levothyroxine Desage Form Proportion: 7 "~ > o * _“ions (30 pg, 100 pg, and 200 pg Tablets) in Fasted
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
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@:Subjects excluded from PK Population; :
‘Treatment A: 12 tablets of 50 pg of levothyroxine; Treatment B: 6 tablets of 100 ug of levothyroxine:
Treatment C: 3 tablets of 200 pg of levothyrexine.
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Levathyrezine Dosage Form Proportions ™ "~ iy ot - - ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted’
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Figure 15.4.2, 1) Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
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@:Subjects excluded from PK Population:
Treatment A: 12 tablets of 58 puy of levethyroxine; Treatment B: 6 tablets of 100 pg of levothyroxine;
Treatment C: 3 tablets of 200 ng of levothyroxine.
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Levothyrovine EMR200125-002 Page 595 of 658

EMR 200125-002

Dosage Form Proportion:
State
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
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B:5ubjects excluded from PK Population;
Treatment A: 12 tablets of 50 yg of levothyroxine:
Treatment C: 3 tablets of 200 ug of levothyroxine.

Treatment B:

§ tablets of 100 ug of levothyroxine;
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Levothyroxine Dosage Form Proportions E N '0012"5_002' Pa‘g'e 59‘& of Gs‘s'ions (50 pg, 100 pg, and 200 pg Tablets) in Fasted

EMR 200125-002 State
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Figure 15.4.2.11 Concentraticn-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T3 Values)
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@:Subjects excluded from PK Populatian;

- Treatment A: 12 tablets of 50 pg of levothyroxine: Treatment B: 6 tablets of 100 wg of levothyroxine:
Treatment C: 3 tablets of 200 wg of levothyroxine.
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total I3 Values)
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Treatment C: 3 tablets of 200 pg of levothyroxine.
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Figure 15.4.2.11 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T3 Values)
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@:5ubjects excluded from PK Population:

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