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Figure 4A

Simulation of in vivo release
100+

Designed release profile

100+ -
80 80- R
O Toftal release 3 ’
g 60+ m  Enteric Burst @ 60+ ,'
o e DR (0.5h) < [
~2 404 . = 404 -
° + Enteric MR ° .-
o -
204 20 '1’
'f
04 T T 0= T T 1
0 100 200 300 0 100 200 300
time (min) time (min)
Formulation 5h Monomer §h
25+
-~ Stomach 204 -~ Stomach
-0 DUO -0- DUO
i o JEJ1 § 15+ o JEJ-1
g o JEJ2 T Q- JEJ-2
© o L1 32107 - ILE-1
& ILE-2 5 e ILE-2
-~ ILE-3 —~ ILE-3
0 @
0 100 200 300
time (min) time (min)
Formulation 10h Monomer 10h
100+ r8 25-
6 == Stomach 294 == Stomach
i .o~ DUO -o- DUO
§ ;:- o JEJ-1 % 15 - JEJ-1
S 504 4 o o JEJ2 © o JEJ-2
R ® o JLE4q 32107 - ILE-1
5 L2 A |LE-2 5 4 |LE-2
pORETT, -~ ILE-3 == ILE-3
0 vs.—ﬁmﬁﬁggﬂ 33 0 04 \ *
0 200 400 600 0 200 400 600
time (min) time (min)

4129



Figure 4B

Simulation of in vivo release

In vitro release profile
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Figure 5A

Simulation of in vivo release

Designed release profile
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Figure 5B

Simulation of in vivo release
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Figure 6
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Figure 7A

100+
90+

80_::::::::::::::::::::::::::::::':::

70-
60+
50-

% released

30-
20-
10- /

I e e >

-
‘h

oo anocccnnan

I i

“ry

-= ACAR
— ORL

0.0 0.5 1.0 1.5 20 25 3.0 3.5 40 45 5.0
time (h)

9/29



Figure 7B
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Figure 8
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Figure 9
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Figure 10
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Figure 13
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Figure 14
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Figure 15
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Figure 16
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Figure 17

60+
E
= 404
=
c
2
fu
E=
3
= 204
S o
e SG150313:1
0 - ' . : . Y . "

Time (min)

20/29



Figure 18
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Figure 20
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Figure 21A
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Figure 22A
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Figure 23A

Simulation of in vivo release
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Figure 23B

Simulation of in vivo release
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Figure 23C

Simulation of in vivo release
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Figure 23D

Simulation of in vivo release
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