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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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#:3ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments,
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 ug (3*200 pg tablets) levothyroxine old formulaticn.
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Figure 15.4.2.% Concentration—Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
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8:8ubjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.
Test: 600 pg {3*200 pg tablets} levothyroxine new formulation.

Reference: €00 ug (3*200 pg tablets} levothyroxine old formulation.

Source: Listing 19.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Coneentration versus Actual Time in Linear Scale {for Total T4 Values)
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@:Subjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.
Test: 600 pg (3200 pg tablets) levothyroxine new formulation.

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

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

Source: Listing 15.2.5.2
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Figure 15,4,2,9 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Linear Scale (for Total T4 Values)
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#:Subjects excluded frem PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ug {3*200 pg tablets} levothyrorine new formulation.

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

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

Source: Listing 16.7.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Aotual Time in Linear Scale {for Total T4 Values)
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@:Subjects excluded from PK Population, Horizontal lines represent the Baseline of the respective treatments.
Test: 800 pg (3%*200 pg tablets) levothyroxine new formulatiom.

Reference: &00 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15,4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population)
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@:subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new feormulation.

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

Source: Listing 16.2.%.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 14.7.5.2
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Figure 15.4.2.% Concentration~Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 ¥Valuss)
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§:Subjects excluded from PK Population; Horizental lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

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

Reference: H00 pg (3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15,4.2.9 Concentraticn-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 15.2.5.Z
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Figure 15.4.2.9 Concentration-Time profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
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2:Subjects excluded from PK Population; Horizontal lines repreaent the Baseline of the respective treatments.
Test: 600 ug (3*200 pg tablets} levothyroxine new formulation.

Reference: B00 pg {3*200 pg tablets) levothyroxine old formulation.
Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
(Safety Population)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets}) levothyroxine new formulation.

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

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

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

Source: Listing 14.7.5.2
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Figure 15.4.2.9 Concentration-Time Profiles; Individual Concentration versus Actual Time in Linear 8cale (for Total T4 Values
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@:Subjects excluded from PK Population: Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg ({3*200 pg tablets) levothyroxine new formulaticn.
Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population})
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@:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.%
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Tota) T4 Values}
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@:Subjects excluded from PK Population; Horizomtal lines represent the Baseline of the respective treatments.
Test: 600 npg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 156.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline ¢f the respective treatments.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulaticon.

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

Source: Listing 14.2.%.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Linear Scale (for Total T4 Values)
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@:5ubjects excluded from PK Fopulation; Horizontal lines represent the Baseline of the respective treatments.

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation,
Reference: 600 pg {3*200 pg tablets) levothyroxine old formulation.
Source: Listing 16.72.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
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Subject ID/Random Number:

270 -
2400
210
180 4
3
E
S 150
o
A
<
o104
2
o
= MH_
- e '4—4—*"""‘——-— -
a0 A e o __4:"
g r
807: e o Em e eSS T oSN EERE SRS SRR SR
30
0_
T T T T T T T T T T T T T T T T 1 T T T T T T T T T T T T T T T T T T T T
-0 2 4 688 11 1 2 3 4 7
2 o 2 & 4 g B 2
Time Point (n)
Treatment: - Test 444 Reference

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

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

Source: Listing 16.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individuzl Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.

Test: &00 pg (3*200 ug tablets)
Reference: 600 pg (3*200 ug tablets) levothyroxine old formulaticn.

Source: Listing 16.2.5.2

levothyroxine new formulaticm.
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Figure 15.4.2,9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values}
(Safety Population) )
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G§:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: €00 pg (3*200 pg tablets) levothyroxine new formulation.

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

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

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

Scurce: Listing ).6.2.53.2
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Figure 15.4.2.9 Concentration-Time Profiles: Tndividual 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 Baseline of the respective treatments,
Test: 600 ng (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 16.2.5.2
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Figure 15.4,2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing 14.2.5.2
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Figure 15,4,2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
(Safety Population)

Subject ID/Random Number:

270 |
240 —
210
180 |

-

—

£

> 1504

=

R

+

= qop

|=]

=2

o

0

30

N
o
e — -
[+
~
=
ca
M

Time Peint (h)
Treatment: *-- Test 444 Reference

@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets} levothyroxine new formulaticn.

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

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

Reference: 600 pg {3*200 pg tablets} levothyroxine old formulatien.
Source: Listing i16.2.5.2
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Figure 15,4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population
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@:Subjects excluded from PK Population; Heorizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Scurce: Listing 16.2.3.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{Safety Population}
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@:8ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 ng (3*200 pg tablets) levothyroxine new formulatiom.
Reference: 600 pug (3*200 pg tablets) leveothyroxine old formulation,

N R

Source: Listing 14.2.5.2

/project24/ep/blinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL pregrams/Figures/Figure

15.4.2.9.s8as
Document No.0900babe8083bb46 v1.0 CONFIDENTIAL 788/162181 DEC2014 00:01
INFORMATION i



Levothyroxine Bicequivs 001 P f 1628 wlation vs, old formulation
EMR 200125-001 EMR200125-001 Page 789 of 1628

Merck Serono Page 32 of 216
EMR 200125-0021 . 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; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 ng tablets) levothyrexzine new formulation.

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

Source: Listing 16.2.5.%

/project2d/ep/plinded/e210899 merc/stats/versioncontrol/primary/scripts/program/main/TFL programs/Figures/Fiqure

15.4.2,9,.5as
Document No.0900babe8085bb46 vi.0 CONFIDENTIAL 8071 65;”“”“ 00:01
INFORMATION 0



Levothyroxine Bioeguiv: EMR200125-001 Page 790 of 1628 viation vs. old formulation

EMR 200125-001

Merck Serono
EMR 200125-Q01

Page 33 of 216
Confidential

Figure 15,4.2,9 Concentration-Time Profiles: Individual Concentration wversus Actual Time in Linear Scale [(for Total T4 Values)
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Subject ID/Random Number:

270

240

2104

1B0

150

120

Total T4 (ng/mL)

a0 H

80 -

30~

T T T T T T T T
- 0D 2 4 6 8B 1 1 1 2 3
2 O 2 B 4 B
Time Point (h)
Treatment: | = = J Test 4—4—& Reference

@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.

Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.
Reference: 600 pg (3*200 pg tablets) levothyroxine old formulation.
Source: Listing 16.2.5,2 :
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {(fer Total T4 Values)
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 ng tablets) levothyroxine new formulation.

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

Source: Listing le.l.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentraticn versus Actual Time in Linear Scale {for Total T4 Values)
(Safety Population)

Subject ID/Random Number:

270
240 4
210 1
180
L)
—
£
o 190+
c
g
o
F 204
[=]
S
<&
=
90
60 -
30
jal
T T T T T T T T T T T T T T T T T T T T T T T T T 13 T T T T T T T T T T T T T
- 0 2 4 6 8 1 1 1 2 3 4 7
2 o 2 8 4 [+ 8 2
Time Point (h)
Treatment: L. an 4 Test 4—4¢—4% Roference
@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the reapective treatments.
Test: 600 pg [3*200 pg tablets) levothyroxine new formulatioen.
Reference: 600 pg (3*200 pg tablets} levothyroxine old formulation.
Source: Listing 16.2.53.2
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Figure 15.4.2.% Concentratien-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values)
{Safety Population)
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@:Subjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 ng tablets) levothyroxine new formelation.

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

Socurce: Listing le.7.5.2
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Figure 15.4.2.9% Concentration-Time Profiles: Individual Concentratien versus Actual Time in Linear Scale (for Total T4 Values)
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@:Subjects exciuded from PK Population; Horizontal linea represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyronine new formulation.

Reference: 600 pg {3*200 pg tablets) levothyroxine old formuzlation.

Scource: Listing 146,7.53.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Lirear 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.
Test: 600 pg (3*200 pg tablets) levothyroxine new formulation.

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

Source: Listing Lld.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles; Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values
(Safety Population)
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@:8%ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg {3*200 pg tablets) levothyroxine new formulation.

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

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

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

Source: Listing 19.2.5.2
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale {for Total T4 Values
(Safety Population} .
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Figure 15.4.2.9 Concentration-Time Profiles: Individual Concentration versus Actual Time in Linear Scale (for Total T4 Values)
{safety Population
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@:5ubjects excluded from PK Population; Horizontal lines represent the Baseline of the respective treatments.
Test: 600 pg (3*200 pg tablets) levothyrozine new formulatiocn.

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

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

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

Source: Listing 15.2.5.2
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