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10mg Oxycodone HCI NE Granules, 93.7% NE, without adhesion additives,
Dissolution in 900 ml Simulated Gastric Fluid {SGF)
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FIGURE 1A
10mg Oxycodone HCl NE Granules, 93.7% NE, with HPMC ES as adhesion additive
Dissolution in 900 ml Simulated Gastric Fluid (SGF}
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) 10mg Oxycodone HCl NE Granules, 93.7% NE, with Carbopol® 71G
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10mg Oxycodone HCI NE Granules with and without Internal MC A40M
Dissolution in 900ml| Simulated Gastric Fluid {SGF)
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10mg Oxycadone HCI NE Granules (size>600pm)
Oxycodone:NE ratio: 1:9, Lactose to NE: 5%
Dissolution in 900m] Simulated Gastric Fluid (SGF)
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10mg Oxycodone HCl NE Granules {size<600pum)
Oxycodone:NE ratio: 1:56, Lactose to NE: 5%
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10mg Oxycodone HCI NE Granules (size>600pum)
Oxycodone:NE ratio: 1:9, lactose to NE: 7.5%
Dissolution in 900ml Simulated Gastric Fluid {SGF)
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10mg Oxycodone HCl NE Granules {size<600um)
Oxycodone:NE ratio: 1:20, lactose to NE: 7.5%
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10mg Oxycodone HCl NE Granules {size<600um)
Oxycodone;Cbp:NE ratio: 1:0.37:20
Dissolution in 900ml Simulated Gastric Fluid {SGF) and 40% EtOH/SGF

100% -
90% - p il zs =
Oxy-NE granules in 40% EtOH/SGF

80% A

70% A
®
2 60% —
b
a 50% -
Ey
5 40% - Oxy-NE granuels in SGF
=

30% -

20% A

10% -

0% ’J T T T T T T
0 120 240 360 430 600 720
Time (min)
FIGURE 5

6/26




WO 2014/144027 PCT/US2014/028260

10mg Oxycodone HCI NE Granules
Dissolution in 40% EtOH/SGF
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10mg Oxycodone HCI NE Granules
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10mg Oxycodone HCI NE Granules and Tablet
Dissolution in 900m! Simulated Gastric Fluid {SGF)
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10mg Oxycodone HCI NE Granules
Dissolution in 900mi Simulated Gastric Fluid {SGF)
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Tamper Resistance-resistance to crushing- release from crushed granules in comparison to
intact granules

10mg Oxycodone HCl NE/MC Tablet
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10mg Oxycodone HCl NE/MC Tablet
(Milled by Coffee Grinder)
Small Volume Solvent Extraction {10 minutes})
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FIGURE 13A
10mg Oxycodone HCE NE/MC Tablet
{Milled by Coffee Grinder}
: Small Volume Extraction (60 minutes)
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10mg Oxycodeone HCl NE/MC Tablet
{Milled by Coffee Grinder)
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15mg Morphine Sulfate NE/MC Granules and Tablet
Dissolution in 900mL Simulated Gastric Fluid (SGF}

100% -
90% -
80% -
70% -

k-]
S sow e=ew=emilled tablet in SGF
o
a i in SGF
£ 5o = intact tablet in SG
£ wmirene ifled final granules in SGF
; 40% e intact final granules in SGF
30%
20%
10%
0% 4 ; . ; ; . .
0 120 240 360 480 600 720
time{min)
Figure 15A
15mg Morphine Sulfate NE/MC Tablet
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10mg Oxycodone HCl/5Smg Naloxone HCl Granules and Tablet
Dissolution in 900mL Simulated Gastric Fluid (SGF)
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200mg Morphine NE Granules with Differnt Internal Fillers
Dissolution in 900mL Simulated Gastric Fluid (SGF)
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15mg Morphine Sulfate NE/MC Tablet (Milled by Coffee Grinder)
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200rhg Morphine Sulfate NE Granules with Different Iht,ernal Fillers
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200mg Morphine NE Granules Using Different Pore Formers
Dissolution in 900mL Simulated Gastric Fluid (SGF)
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% Drug Disselved

200mg Morphine Sulfate NE Granules Using HPMC as Pore Former
Dissolution in 900mL Simulated Gastric Fluid (SGF)
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200mg Morphine Sulfate NE Granules Using NaCl as Pore Former
Dissolution in 900mL Simulated Gastric Fluid {SGF)
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200mg Morphine Sulfate NE Granules {NaCl as Pore Former)
{Milled by Coffee Grinder)
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% Drug Dissolved

15mg Naloxone HCI NE Granules
Dissolution in 900mL Simulated Gastric Fluid (SGF)
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