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FIGURE 4

Human Bioavailability Results: Mean (SD) Plasma Oxycodone Concentration-Time
Profile (Linear Scale) ~ Fed PK Summary (E PO vs RLD)
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FIGURE §
Dissolution of Naloxone
100
» /K | / | —a
Eoll
g 50 |
BCE]‘ 40 l /
20 I/
10 -
O ! T k] - 1 R 1
0 10 20 30 40 S0
Time (Minutes)
—=Naloxone in Water 3= Naloxone in 0.1N HCI




PCT/IB2013/000444

WO 2013/128276
6/11
FIGURE 6
Dissolution of Naloxone
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FIGURE 7
Dissolution of Naloxone
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FIGURE 8

Stage Layering of Naloxone on Substrate APAP Granules
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FIGURE 10

Processing Stage III - Production of Naloxone-APAP Tablets
(Blending and Compression)

Approach #1: Pcilyhier Coated beads
Approach #2: Uncoated APIs

N Mixing/ Blending
I Scrcening — Blender

Sieve

‘Diluent |

Disintegrant . . ¢ RO D
. Gel-forming volvimer . -

Screeping Lubrication
Sicve Blender

A 4

‘Lgbriciiiit P i SN

Naloxone-APAP Tablets Compression
Rotary Press




WO 2013/128276

11/11

PCT/IB2013/000444

Dissolved, %

100
90
80
70
60
50
40
30
20
10

Naloxone HCI Tablets, 15 nig/TabIet
Example 10 Dissolution Profiles in Water and 0.1 N HCI

T

- B

e and Disso Resuit in Water

e Disso Resuitin 0.1 N
HCi

10 20 30 40 50 60 70
Time, min

FIGURE 11




