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FIG. 2

Release profile of Acetaminophen / Tramadol combo
from a matrix with and without a complex of Tramadol
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FIG. 3

Release profile of Acetaminophen / Tramadol combo
from a matrix (Formulation C)
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FIG. 4

Release profile of Acetaminophen / Tramadol combo
from a matrix (Formulation D)
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FIG. 5

Release profile of Acetaminophen / Tramadol combo
from a matrix (Formulation E)
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FIG. 6

Effect of HPMC content
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FIG. 7a

Release profile of Acetaminophen / Tramadol combo
from a matrix (Formulation F)
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FIG. 7b

Release profile of Acetaminophen / Tramadol combo
from a matrix without A-carrageenan (Formulation G)
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FIG. 8

In vitro release for Acetaminophen from different
formulations of matrix tablet (F-No. 2-5)
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FIG. 9

In vitro release for Tramadol HCI from different
formulations of matrix tablet (F-No. 2-5)
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FIG. 10

Simulated release profiles assuming IR layer content for
Acetaminophen from different formulations of matrix tablet (F-No. 2-5)
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FIG. 11

Simulated release profiles assuming IR layer content for
Tramadol HCI from different formulations of matrix tablet (F-No. 2-5)
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FIG. 12

In vitro release profiles for Acetaminophen
and Tramadol HCI from F-No. 6

1001

Cumulative % ©0-
released 501

—o— APAP
—= Tramadol

0 I I I ) I !
0 2 4 6 8 10 12

Time (hr)

FIG. 13

Simulated release profiles assuming IR layer content for
Acetaminophen and Tramadol HCI from F-No. 6
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FIG. 14

In vitro release profiles for Acetaminophen
from F-No. 7 and F-No. 8
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FIG. 15

In vitro release profiles for Tramadol HCI
from F-No. 7 and F-No. 8
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FIG. 16

Simulated release profiles assuming IR layer content
for Acetaminophen from F-No. 7 and F-No. 8
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FIG. 17

Simulated release profiles assuming IR layer content
for Tramadol HCI from F-No. 7 and F-No. 8
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FIG. 18

In vitro release profiles for Acetaminophen
from F-No. 7, F-No. 9 and F-No. 10

1001

Cumulative % 607
released 501

Time (hr)

FIG. 19

In vitro release profiles for Tramadol HCI
from F-No. 7, F-No. 9 and F-No. 10
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FIG. 20

Simulated release profiles assuming IR layer content for
Acetaminophen from F-No. 7, F-No. 9 and F-No. 10
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FIG. 21

Simulated release profiles assuming IR layer content for
Tramadol HCI from F-No. 7, F-No. 9 and F-No. 10
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FIG. 22

In vitro release profiles for Acetaminophen
from F-No. 10, F-No. 11 and F-No. 12
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FIG. 23

In vitro release profiles for Tramadol HCI
from F-No. 10, F-No. 11 and F-No. 12
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FIG. 24

Simulated release profiles assuming IR layer content for
Acetaminophen from F-No. 10, F-No. 11 and F-No. 12
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FIG. 25

Simulated release profiles assuming IR layer content for
Tramadol HCI from F-No. 10, F-No. 11 and F-No. 12
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FIG. 26

In vitro release profiles for Acetaminophen from F-No. 10
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FIG. 27

In vitro release profiles for Tramadol HCI from F-No. 10
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FIG. 28

Simulated release profiles assuming IR layer content
for Acetaminophen from F-No. 10
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Simulated release profiles assuming IR layer content
for Tramadol HCI from F-No. 10
110+
100+ —
901
801
, 704
Cumulative % 60-
released
501
40+ —~—pH 1.2
301 -a-pH 4.0
10- bW
0 I I 1 1 I 1

0 2 4 6 8 10 12
Time (hr)



WO 2010/062524 PCT/US2009/061803

17/21

FIG. 30

In vitro release profiles for Acetaminophen from
F-No. 7 at 50, 75 and 100 rpm
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FIG. 31

In vitro release profiles for Tramadol HCI from
F-No. 7 at 50, 75 and 100 rpm
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FIG. 32

Simulated release profiles assuming IR layer content for
Acetaminophen from F-No. 7 at 50, 75 and 100 rpm
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FIG. 33

Simulated release profiles assuming IR layer content for
Tramadol HCI from F-No. 7 at 50, 75 and 100 rpm
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FIG. 34

In vitro release profiles for (a) Acetaminophen and (b) Tramadol
HCI from F-No. 13 at 50 rpm in pH 1.2 buffer solution for first
2 hours and pH 6.8 buffer solution from 2 to 12 hours
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FIG. 36
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Mean plasma Tramadol concentration-time profile
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FIG. 37

Mean plasma Acetaminophen concentration-time profile
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