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Figure 1
Dissolution profiles at pH 6.8 of non-film coated 40 mg

oxycodone HCl tablets, obtained according to Example 1.

Dissolution profile of tablet batch XGOX56009 in 800 mL medium pH 6.8 (paddles, 100
rpm)
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Figure 2

Dissolution profiles at pH 6.8 of non-film coated 40 mg

oxycodone HCl tablets, obtained according to Example 2.

Dissolution profile of tablet batch XCOX56111 In 900 mL medium pH 6.8 {paddles, 100
rpm)
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Figuré 3
Dissolution profile at pH 6.8 of tablets conforming to
Example 2, film-cocated with a layer of Ethylcellulose
EC30 D and subjected to a curing step

Dissolution profils of hard tablets, batch XCOX6412.2 in 800 mL medium pH 8,8
{paddies, 100 rpm)
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Figure 4

Comparative dissolution profiles of oxycodone matrix
tablets conforming to the invention in an ethanol-free
0.1 N HCl medium and in a 0.1N HCl medium containing

40 % ethanol

Tablet batch XCOX5112.2 40mg
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Figure 5
Dissolution profiles of oxycodone matrix tablets
conforming to the invention in two dissolution media of

different pH (1.2 and 6.8)
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Figure 6

24-hour dissolution profiles of 40 .mg oxycodone tablets
conforming to the invention after a storage period in

Al/Al blister pack under accelerated stability conditions

of 1 month, 2 months, 3 months and 6 months.

Oxycodone QD 40mg
Stabitity 40°Cf75% RH- AlfA} blister

Dissolved %

12 16 20

24
Hours




6/12

Figure 7
24-hour dissolution profiles of 20 mg oxycodone tablets
conforming to the invention after a storage period in
HDPE bottles with desiccant under accelerated stability

conditions of 1 month, 2 months and 3 months.

Oxycodone QD 20myg
Stability 40°C/75% RH-HDPE bottle + desiccant
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Figure 8
Plasma profiles of oxycodone after once-a-day
administering of 40 mg oxycodone tablets conforming to
the invention, and 40 mg oxycodone tablets of the |

reference product Oxycontin®

Plasma profiles of oxycodone after once-a-day administering of
oxycodone tablets conforming to the invention and
40 mg oxycodone tablets of the reference product Oxycontin,
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Figure 9
24-hour dissolution profile of ultra-hard non-coated

tablets containing oxycodone and naloxone, at pH 6.8.
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Figure 10
10-hour dissclution profiles at pH 6.8 of ultra-
hard, non-coated 20 mg oxycodone tablets comprising a

matrix containing mineral excipients
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Figure 11

Dissolution profiles of tablets conforming to the .

invention(« QD »} and tablets of the reference product

Oxycontin® (ref) at pH 6.8, for whole tablets, tablets

cut in half, or crushed (« in pieces »)

OXYCONTIN 20mg versus Oxycodone QD 20mg
medium pH 6.8
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- Figure 12
Dissolution profile of hydromorphone microgranules in an
aqueous medium (0.1 N HCl) under three conditions:
without ethancl, in the presence of 20% ethanol and in

the presence of 40% ethanol for 4 hours
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Figure 13

Dissolution profile of morphine sulfate microgranules in
pH 6.8 dissolution medium without ethanol, at pH 6.8 in
the presence of 20% ethanol and at pH 6.8 in the presence

of 40% ethanol for 12 hours

Comparison of profiles in different dissolution media with
different alcohol content {(batch NP062M2L1C1)
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Figure 14
Comparative dissolution tests between ultra-hard morphine sulfate
tablets of the invention and commercially available morphine sulfate
tablets (Avinza®); A} in 0.1 N HCl medium with 20% ethanol; B) in
0.1 N HCl medium with 40% ethanol

A)
Comparison of dissolution profiles
in 0.1N HCI with 20% ethanol
{100 rpm, 30 mg/vessel, 500 ml, rotating
paddle, UV)
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Comparison of dissolution profiles
in 0.1N HCI with 40% ethanol
(100 rpm, 30 mg/vessel, 500 ml, rotating
paddle, UV)
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