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CLAIMS

An oral prolonged release pharmaceutical composition ¢dmprising at

at least one prolonged release material,;
at least oxycodone or a pharmaceutically accepfable salt or derivative
thereof and naloxone or a pharmaceutically/Acceptable salt or
derivative thereof: and wherein
the pharmaceutical composition afterAtorage under stressed
conditions has less than 4 % of tojdl substances related to oxycodone
or a pharmaceutically acceptabfe salt or derivative thereof and/or
related to naloxone or a phgtmaceutically acceptable salt or derivative
thereof.

An oral prolongedfelease pharmaceutical composition comprising at
at least one pgrolonged release material;

at least gkycodone or a pharmaceutically acceptable salt or derivative
and naloxone or a pharmaceutically acceptable salt or
dertvative thereof; and wherein

he pharmaceutical composition after storage under stressed
conditions has less than 0.5 % of known oxycodone or a
pharmaceutically acceptable salt or derivative thereof related
substances or known naloxone or a pharmaceutically acceptable salt

or derivative thereof related substances.

Pharmaceutical composition according to claim 1 or 2, wherein the

prolonged release pharmaceutical composition comprises oxycodone or a
pharmaceutically acceptable salt thereof in an amount equivalent to 1 to 15 mg,

preferably 1 to 9 mg of oxycodone HCI and naloxone or a pharmaceutically
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acceptable salt thereof in an amount equivalent to 0.5 to 7.5 mg, preferably 0

mg of naloxone HCI.

4. Pharmaceutical composition according to claim 1, 2 #r 3, wherein the
prolonged release pharmaceutical composition comprises oxycodone or a
pharmaceutically acceptable salt thereof and naloxone or a pfarmaceutically

acceptable salt thereof in a ratio of 2:1 by weight.

5. Pharmaceutical composition accordipg to claim 1, 2, 3 or 4, wherein
the prolonged release pharmaceutical compositipfi comprises oxycodone or a
pharmaceutically acceptable salt thereof in an/amount equivalent to 1 mg of
oxycodone HCI and naloxone or a pharmageutically acceptable salt thereof in an
amount equivalent to 0.5 mg of naloxope HCI, oxycodone or a pharmaceutically
acceptable salt thereof in an amount£quivalent to 2.5 mg of oxycodone HCI and
naloxone or a pharmaceutically g€ceptable salt thereof in an amount equivalent to
1.25 mg of naloxone HCI, oxy€odone or a pharmaceutically acceptable salt thereof in
an amount equivalent to 5 g of oxycodone HCl and naloxone or a pharmaceutically
acceptable salt thereof 31 an amount equivalent to 2.5 mg of naloxone HCI,
oxycodone or a phaghaceutically acceptable salt thereof in an amount equivalent to
7.5 mg of oxycogéne HCI and naloxone in an amount equivalent to 3.75 mg of
naloxone HCl/oxycodone or a pharmaceutically acceptable salt thereof in an amount
equivalent fo 10 mg of oxycodone HCI and naloxone in an amount equivalent to 5
oxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in an
amopnt equivalent to 12.5 mg of oxycodone HCI and naloxone in an amount
ivalent to 6.25 mg of naloxone HCI or oxycodone or a pharmaceutically
acceptable salt thereof in an amount equivalent to 15 mg of oxycodone HCI and

naloxone in an amount equivalent to 7.5 mg of naloxone HCI.
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6. Pharmaceutical composition according to any of claims 1 to 5
wherein the at least one prolonged release material and oxycodone or a

pharmaceutically acceptable salt thereof and naloxone or a pharmaceugfcally

hydrophilic polymers, gums, substituted or unsubstitutgd hydrocarbons,
carbohydrates, fatty acids, fatty alcohols, glyceryl esters of fatty acids, natural and

10 synthetic oils and waxes.

8. Pharmaceutical compositiof according to claim 7, wherein the

prolonged release material is a cellulogé ether, a (meth)acrylic based (co)polymer

and/or a fatty alcohol.
15
9. Pharmaceutical composition according to any of claims 6, 7 or 8,
comprising at least:
a) at least ofie cellulose ether, preferably at least one hydrophobic
cellulose ether such as ethyl cellulose as prolonged release material;
20 b) atfeast oxycodone or a pharmaceutically acceptable salt or derivative

thereof and naloxone or a pharmaceutically acceptable salt or
derivative thereof, wherein

oxycodone or a pharmaceutically acceptable salt or derivative thereof
and naloxone or a pharmaceutically acceptable salt or derivative
thereof are combined with said prolonged release material to form a
prolonged release matrix.

10. Pharmaceutical composition according to any of claims 6, 7 or 8,
comprising at least:

30 a) at least one fatty alcohol as prolonged release material;
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b) at least oxycodone or a pharmaceutically acceptable salt or depfvative
thereof and naloxone or a pharmaceutically acceptable sal
derivative thereof, wherein

c) oxycodone or a pharmaceutically acceptable salt or g€rivative thereof

5 and naloxone or a pharmaceutically acceptable salt or derivative

thereof are combined with said prolonged rel¢dse material to form a

prolonged release matrix,

11. Pharmaceutical composition accordifg to any of claims 6, 7 or 8,
10  comprising at least:
a) at least one cellulose ether, preferably at least one hydrophobic
cellulose ether such as ethyf cellulose and at least one fatty alcohol as
prolonged release matepfals;
b) atleast oxycodone of'a pharmaceutically acceptable salt or derivative
15 thereof and naloy6ne or a pharmaceutically acceptable salt or
derivative thepéof, wherein
¢) oxycodone/®r a pharmaceutically acceptable salt or derivative thereof
and nalgxone or a pharmaceutically acceptable salt or derivative
thergof are combined with said prolonged release materials to form a
20 olonged release matrix.
Pharmaceutical composition according to any of claims 6, 7, 8, 9, 10
erein the pharmaceutical composition comprises additionally at least one

, at least one lubricant and at least one binder.

13. Pharmaceutical composition according to claim 12, wherein said filler

is lactose monchydrate.

14. Pharmaceutical composition according to claim 12, wherein

magnesium stearate and/or talc are used as lubricants.
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15. Pharmaceutical composition according to claim 12, wherei
hydroxypropyl cellulose, povidone, co-povidone, hydroxypropylmethyt cellulose
polyvinyl pyrrolidone vinyl alcohol (PVPVA), microcrystalline cellalose,

5  polyethylene glycols (PEGs), gelatine, starch or glycerol esters of fatty acids is used

as binder.

16. Pharmaceutical composition accordingfo claim 12, wherein the
prolonged release pharmaceutical composition doe€ not comprise hydroxypropyl

10 cellulose as a binder.

17. Pharmaceutical compositigh according to claim 12, wherein the

prolonged release pharmaceutfcal composition comprises hydroxypropyl cellulose as

a binder.
15
18. Pharmaceuticgdl composition according to any of claims 1 to 17,
wherein the composition feleases the pharmaceutically active agents with the
following in vitro reledse rate when measured using the Ph. Eur. paddle method in
500 ml of Simulatgd Gastric Fluid at 50 rpm at 37 degrees C°:
20 10 to 30 % by weight of the pharmaceutically active agents,

40 to 60% by weight of the pharmaceutically active agents,

more than 80% by weight of the pharmaceutically active

19, Pharmaceutical composition according to claim 1 or 2, wherein the
prolonged release pharmaceutical composition comprises oxycodone or a
pharmaceutically acceptable salt thereof in an amount equivalent to 10 to 160 mg,

preferably 16 to 160 mg of oxycodone HCI and naloxone or a pharmaceutically
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acceptable salt thereof in an amount equivalent to 5 to 80, preferably 8 to 80

naloxone HCI.

20. Pharmaceutical composition according to claim 1, 2/6r 19, wherein the
prolonged release pharmaceutical composition comprises oxycodone or a
pharmaceutically acceptable salt thereof and naloxone or a parmaceutically

acceptable salt thereof in a ratio of 2:1 by weight.

21. Pharmaceutical composition accordifg to any of claims 1, 2, 19 or 20,
wherein the prolonged release pharmaceutical cgmposition comprises oxycodone or
a pharmaceutically acceptable salt thereof in dn amount equivalent to 10 mg of
oxycodone HCI and naloxone or a pharmpCeutically acceptable salt thereof in an
amount equivalent to 5 mg of naloxong HCl, oxycodone or a pharmaceutically
acceptable salt thereof in an amount'equivalent to 20 mg of oxycodone HCl and
naloxone or a pharmaceutically dcceptable salt thereof in an amount equivalent to 10
mg of naloxone HCl, oxycodéne or a pharmaceutically acceptable salt thereof in an
amount equivalent to 30 mag of oxycodone HCI and naloxone or a pharmaceuticaily
acceptable salt thereof/n an amount equivalent to 15 mg of naloxone HCI,
oxycodone or a phgrmaceutically acceptable salt thereof in an amount equivalent to
40 mg of oxycogone HCI and naloxone or a pharmaceutically acceptable salt thereof
in an amount£quivalent to 20 mg of naloxone HCI, oxycodone or a pharmaceutically
acceptablesalt thereof in an amount equivalent to 60 mg of oxycodone HCI and
naloxore or a pharmaceutically acceptable salt thereof in an amount equivalent to 30
mg 6f naloxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in an
ount equivalent to 80 mg of oxycodone HCI and naloxone or a pharmaceutically
acceptable salt thereof in an amount equivalent to 40 mg of naloxone HCI and
oxycodone or a pharmaceutically acceptable salt thereof in an amount equivalent to
160 mg of oxycodone HCI and naloxone or a pharmaceutically acceptable salt

thereof in an amount equivalent to 80 mg of naloxone HCI.
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22, Pharmaceutical composition according to any of claims 1, 2,

21, wherein the at least one prolonged release material and oxycodone or,

hydrophilic polymers, gums, substituted or unsubstitugéd hydrocarbons,
carbohydrates, fatty acids, fatty alcohols, glyceryl géters of fatty acids, natural and
synthetic oils and waxes.

24. Pharmaceutical compositigi according to claim 22, wherein the
prolongéd release material is a cellulogé ether, a (meth)acrylic based (co)polymer

and/or a fatty alcohol.

25. Pharmaceuticg composition according to any of claims 22, 23 or 24,
comprising at least:
a) at least gne cellulose ether, preferably at least one hydrophobic
cellidose ether such as ethyl cellulose as prolonged release material,
b) ayleast oxycodone or a pharmaceutically acceptable salt or derivative
thereof and naloxone or a pharmaceutically acceptable salt or
derivative thereof, wherein
¢) oxycodone or a pharmaceutically acceptable salt or derivative thereof
and naloxone or a pharmaceutically acceptable salt or derivative

thereof are combined with said prolonged release material to form a

prolonged release matrix.
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26, Pharmaceutical composition according to any of claims 2 23 or 24,

comprising at least:
a) at least one fatty alcohol as prolonged release matery
5 b) atleast oxycodone or a pharmaceutically acceptgble salt or derivative
thereof and naloxone or a pharmaceutically agCeptable salt or

derivative thereof, wherein
¢) oxycodone or a pharmaceutically acceptable salt or derivative thereof

and naloxone or a pharmaceutically dcceptable salt or derivative
10 thereof are combined with said ppdlonged release material to form a

prolonged release matrix.

27.  Pharmaceutical composKion according to any of claims 22, 23 or 24,
comprising at least:
15 a) at least one cellulgse ether, preferably at least one hydrophobic
cellulose etherAuch as ethyl cellulose and at least one fatty alcohol as
prolonged pélease materials;
b) at least okycodone or a pharmaceutically acceptable salt or derivative
and naloxone or a pharmaceutically acceptable salt or
20 derivative thereof, wherein
Oxycodone or a pharmaceutically acceptable salt or derivative thereof
and naloxone or a pharmaceutically acceptable salt or derivative
thereof are combined with said prolonged release materials to form a
prolonged release matrix.
25
28. Pharmaceutical composition according to any of claims 22, 23, 24, 25,
26 or 27, wherein the pharmaceutical composition comprises additionally at least one

filler, at least one lubricant and at least one binder.
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29. Pharmaceutical composition according to claim 28, wherein sail filler
is lactose monohydrate.

30. Pharmaceutical composition according to claim 28, wherein

5  magnesium stearate and/or talc are used as lubricants.

31 Pharmaceutical composition according to cl4im 28, wherein co-
povidone, hydroxypropylmethyl cellulose, hydroxyprop§l cellulose, polyvinyl
pyrrolidone vinyl alcohol (PVPVA), microcrystalling cellulose, polyethylene glycols

10 (PEGs), gelatine, starch or glycerol esters of fatty/acids is used as binder.

32. Pharmaceutical compositiof according to claim 28, wherein the
prolonged release pharmaceutical composition does not comprise povidone as a
binder.
15
33, Pharmaceuticgl composition according to any of claims 19 to 32,
wherein the composition rgleases the pharmaceutically active agents with the
following in vitro relegge rate when measured using the Ph. Eur. paddle method in
900 ml of SimulategGastric Fluid at 50 rpm at 37 degrees C°;
20 at 15 min:
at2 h:

10 to 30 % by weight of the pharmaceutically active agents,
40 to 65% by weight of the pharmaceutically active agents,

: more than 80% by weight of the pharmaceutically active agents.

An oral prolonged release pharmaceutical composition, comprising at

a) at least one prolonged release material;
b) at least oxycodone or a pharmaceutically acceptable salt or derivative
thereof and naloxone or a pharmaceutically acceptable salt or

derivative thereof, and wherein the
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same release rate as before subjecting the pharmaceutica¥ composition

to stressed conditions.

4 wherein the

?

35. Pharmaceutical composition according to clai
prolonged release pharmaceutical composition comprises gkycodone or a
pharmaceutically acceptable salt thereof in an amount gfuivalent to 1 to 15 mg,
preferably 1 to 9 mg of oxycodone HCI and naloxong or a pharmaceuticaily
acceptable salt thereof in an amount equivalent t9/0.5 to 7.5 mg, preferably 0.5 to 4.5

mg of naloxone HCL.

36. Pharmaceutical composigion according to 34 or 35, wherein the
prolonged release pharmaceutical cofiposition comprises oxycodone or a
pharmaceutically acceptable salt fhereof and naloxone or a pharmaceutically
acceptable salt thereof in a ratjé of 2:1 by weight.

37. PharmaceQitical composition according to claim 34, 35 or 36, wherein
the prolonged releas¢’pharmaceutical composition comprises oxycodone or a
pharmaceutically deceptable salt thereof in an amount equivalent to 1 mg of
and naloxone or a pharmaceutically acceptable salt thereof in an
tvalent to 0.5 mg of naloxone HCI, oxycedone or a pharmaceutically
acceptabfe salt thereof in an amount equivalent to 2.5 mg of oxycodone HCl and
nalox6ne or a pharmaceutically acceptable salt thereof in an amount equivalent to
1,25 mg of naloxone HC, oxycodone or a pharmaceutically acceptable salt thereof in
an amount equivalent to 5 mg of oxycodone HCI and naloxone or a pharmaceutically
acceptable salt thereof in an amount equivalent to 2.5 mg of naloxone HCI,
oxycodone or a pharmaceutically acceptable salt thereof in an amount equivalent to
7.5 mg of oxycodone HCI and naloxone or a pharmaceutically acceptable salt thereof

in an amount equivalent to 3.75 mg of naloxone HCl, oxycodone or a
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pharmaceutically acceptable salt thereof in an amount equivalent to 10 mg o
oxycodone HCI and naloxone or a pharmaceutically acceptable salt theregf in an
amount equivalent to 5 mg of naloxone HCI, oxycodone or a pharmacgQitically
acceptable salt thereof in an amount equivalent to 12.5 mg of oxycgtione HCI and
naloxone or a pharmaceutically acceptable salt thereof in an amglint equivalent to
6.25 mg of nalexone HCI or oxycodone or a pharmaceutically acceptable salt thereof
in an amount equivalent to 15 mg of oxycodone HCI and #aloxone or a
pharmaceutically acceptable salt thereof in an amount gquivalent to 7.5 mg of

naloxone HCI,

38. Pharmaceutical composition according to any of claims 34 to 37,
wherein the at least one prolonged releasg’ material and oxycodone or a
pharmaceutically acceptable salt thergdf and naloxone or a pharmaceutically
acceptable salt thereof are combingfl to form a prolonged release matrix.
39. Pharmaceutigdl composition according to claim 38, wherein the
prolonged release materigd is selected from the group comprising hydrophobic or
hydrophilic polymers/gums, substituted or unsubstituted hydrocarbons,

carbohydrates, fatty acids, fatty alcohols, glyceryl esters of fatty acids, natural and

prolopged release material is a cellulose ether, a (meth)acrylic based (co)polymer

angd/or a fatty alcohol.

41, Pharmaceutical composition according to any of claims 38, 39 or 40,
comprising at least:
a) at least one cellulose ether, preferably at least one hydrophobic

cellulose ether such as ethyl cellulose as prolonged release material;
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thereof and naloxone or a pharmaceutically acceptable salt 6r
derivative thereof, wherein
¢) oxycodone or a pharmaceutically acceptable salt or derivative thereof

5 and naloxone or a pharmaceutically acceptable sajt or derivative

thereof are combined with said prolonged relegde material to form a
prolonged release matrix.
42. Pharmaceutical composition according to any of claims 38, 39 or 40,

10 comprising at least:

a) at least one fatty alcohol as projénged release material;

b} at least oxycodone or a pharfiaceutically acceptable salt or derivative
thereof and naloxone or pharmaceutically acceptable salt or
derivative thereof, w

15 ¢) oxycodone or a phgfmaceutically acceptable salt or derivative thereof

and naloxone oya pharmaceutically acceptable salt or derivative
thereof are cgmbined with said prolonged release material to form a
prolongeg/release matrix.

20 43, Pharmaceutical composition according to any of claims 38, 39 or 40,

comprising at lgast:

at least one cellulose ether, preferably at least one hydrophobic

cellulose ether such as ethyl cellulose and at least one fatty alcohol as

prolonged release materials;

b) at least oxycodone or a pharmaceutically acceptable salt or derivative
thereof and naloxone or a pharmaceutically acceptable salt or
derivative thereof, wherein

c) oxycodone or a pharmaceutically acceptable salt or derivative thereof

and naloxone or a pharmaceutically acceptable salt or derivative
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thereof are combined with said prolonged release materials to form a
prolonged release matrix.
44, Pharmaceutical composition according to any of claims 38, 39, 40, 41,
5 42 or 43 wherein the pharmaceutical composition comprises addfionally at least one

filler, at least one lubricant and at least one binder.

45. Pharmaceutical composition according tg/ claim 44, wherein said filler
is lactose monohydrate.

10
46. Pharmaceutical composition acgording to claim 44, wherein

magnesium stearate and/or talc are used asAubricants.

47. Pharmaceutical compgSsition according to claim 44, wherein
15 hydroxypropyl cellulose, povidoné, co-povidone, hydroxypropylmethyl cellulose
polyvinyl pyrrolidone vinyl algbhol (PVPVA), microcrystalline cellulose,
polyethylene glycols (PEGy), gelatine, starch or glycerol esters of fatty acids 1s used

as binder.

20 48. Phdrmaceutical composition according to claim 44, wherein the
se pharmaceutical composition does not comprise hydroxypropyl

cellulose ag’a binder.

Pharmaceutical composition according to claim 44, wherein the
olonged release pharmaceutical composition comprises hydroxypropyl cellulose as

a binder.

50. Pharmaceutical composition according to any of claims 34 to 49,

wherein the composition releases the pharmaceutically active agents with the
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following in vitro release rate when measured using the Ph. Eur. paddle megfiod in

500 mi of Simulated Gastric Fluid at 50 rpm at 37 degrees® C:

at 15 min: 10 to 30 % by weight of the pharmaceutically agtive agents,

at 2 h: 40 to 60% by weight of the pharmaceutically’active agents,

at 10 h: more than 80% by weight of the pharmagéutically active
agents.

51 Pharmaceutical composition according #o claim 34, wherein the
prolonged release pharmaceutical composition comyrises oxycodone or a
pharmaceutically acceptable salt thereof in an amiount equivalent to 10 to 160 mg,
preferably 16 to 160 mg of oxycodone HC} giid naloxone or a pharmaceutically
acceptable salt thereof in an amount equivdlent to 5 to 80 mg, preferably 8 to 80 mg
of naloxone HCI. '

52. Pharmaceutical cofnposition according to claim 34 or 51, wherein the
prolonged release pharmaceug{cal composition comprises oxycodone or a
pharmaceutically acceptable salt thereof and naloxone or a pharmaceutically
acceptable salt thereof j a ratio of 2:1 by weight.

53. Phérmaceutical composition according to any of claims 34, 51 or 52,
wherein the ppblonged release pharmaceutical composition comprises oxycodone or

a pharmacefitically acceptable salt thereof in an amount equivalent to 10 mg of

agCeptable salt thereof in an amount equivalent to 20 mg of oxycodone HCI and
naloxone or a pharmaceutically acceptable salt thereof in an amount equivalent to 10
mg of naloxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in an
amount equivalent to 30 mg of oxycodone HCI and naloxone or a pharmaceutically
acceptable salt thereof in an amount equivalent to 15 mg of naloxone HCI,

oxycodone or a pharmaceutically acceptable salt thereof in an amount equivalent to
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40 mg of oxycodone HCI and naloxone or a pharmaceutically acceptable salt thereof

in an amount equivalent to 20 mg of naloxone HCI, oxycodone or a phar

acceptable salt thereof in an amount equivalent to 60 mg of oxycodone ¥ICl and

naloxone or a pharmaceutically acceptable salt thereof in an amount/equivalent to 30
5  mg of naloxone HCI, oxycodone or a pharmaceutically acceptablg salt thereof in an
amount equivalent to 80 mg of oxycodone HCI and naloxone gr a pharmaceutically
acceptable salt thereof in an amount equivalent to 40 mg ofnaloxone HCI and
oxycodone or a pharmaceutically acceptable salt thereof'in an amount equivalent to
160 mg of oxycodone HCl and naloxone or a pharmgCeutically acceptable salt

10 thereof in an amount equivalent to 80 mg of naloyone HCIL.

54, Pharmaceutical composition/according to any of claims 34, 51, 52 or

53, wherein the at least one prolonged r ease material and oxycodone or a

pharmaceutically acceptable salt theréof and naloxone or a pharmaceutically
15  acceptable salt thereof are combingd to form a prolonged release matrix.

55. Pharmaceutigal composition according to claim 54, wherein the
prolonged release materjdl is selected from the group comprising hydrophobic or
hydrophilic polymers/ gums, substituted or unsubstituted hydrocarbons,
20  carbohydrates, fatyy acids, fatty alcohols, glyceryl esters of fatty acids, natural and
synthetic oils

56 Pharmaceutical composition according to claim 55, wherein the
prologged release material is a cellulose ether, a (meth)acrylic based (co)polymer

and/or a fatty alcohol.

57. Pharmaceutical composition according to any of claims 54, 55 or 56,
comprising at least:
a) at least one cellulose ether, preferably at least one hydrophobic

0 cellulose ether such as ethyl cellulose as prolonged release material;
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b) at least oxycodone or a pharmaceutically acceptable salt or defvative
thereof and naloxone or a pharmaceutically acceptable salt/Or
derivative thereof, wherein

c) oxycodone or a pharmaceutically acceptable salt or ¢érivative thereof

5 and naloxone or a pharmaceutically acceptable saif or derivative
thereof are combined with said prolonged relegse material to form a
prolonged release matrix.

58. Pharmaceutical composition accordip to any of claims 54, 55 or 56,

10 comprising at least:

a) at least one fatty alcohol as profonged release material;
b) at least oxycodone or a phapfmaceutically acceptable salt or derivative
thereof and naloxone or, phanna'ceutically acceptable salt or
derivative thereof, wierein

15 c) oxycodone or a pharmaceutically acceptabie salt or derivative thereof

and naloxone ¢of a pharmaceutically acceptable salt or derivative

thereof are gombined with said prolonged release material to form a

20 59. Phdrmaceutical composition according to any of claims 54, 55 or 56,
comprising at

at least one cellulose ether, preferably at least one hydrophobic

cellulose ether such as ethyl cellulose and at least one fatty alcohol as

prolonged release materials;

at least oxycodone or a pharmaceutically acceptable salt or derivative

thereof and naloxone or a pharmaceutically acceptable salt or

derivative thereof, wherein

oxycodone or a pharmaceutically acceptable salt or derivative thereof

and naloxone or a pharmaceutically acceptable salt or derivative
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thereof are combined with said prolonged release materials to form a

prolonged release matrix,

s 54, 55, 56, 57

2 3 bl 3

60. Pharmaceutical composition according to any of clai
5 58 or59 wherein the pharmaceutical composition comprises addifionally at least one

filler, at least one lubricant and at least one binder.

61. Pharmaceutical composition according tg claim 60, wherein said filler
is lactose monohydrate.

10
62, Pharmaceutical composition agéording to claim 60, wherein

magnesium stearate and/or talc are used agdubricants.

63. Pharmaceutical compgsition according to claim 60, wherein co-
15  povidone, hydroxypropylmethyl gellulose, hydroxypropyl cellulose, polyvinyl
pyrrolidone vinyl alcohol (PVPVA), microcrystalline cellulose, polyethylene glycols

(PEGs), gelatine, starch or glycerol esters of fatty acids is used as binder.

64. Pharmdceutical composition according to claim 60, wherein the
20 prolonged release gharmaceutical composition does not comprise povidone as a

binder,

65. Pharmaceutical composition according to any of claims 34 and 51 to
64, whérein the composition releases the pharmaceutically active agents with the
25  folléwing in vitro release rate when measured using the Ph. Eur. paddle method in

00 mi of Simulated Gastric Fluid at 50 rpm at 37 degrees C°:

at 15 min; 10 to 30 % by weight of the pharmaceutically active agents,
at 2 h: 40 to 65% by weight of the pharmaceutically active agents,
at 10 h: more than 80% by weight of the pharmaceutically active

agents.
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66. Pharmaceutical dosage form according to any of claims 1to65,

wherein oxycodone hydrochloride and naloxone hydrochloride are useg!

67. Use of a binder for manufacturing a prolonged relgase pharmaceutical
composition comprising oxycodone or a pharmaceutically acgéptable salt thereof and
naloxone or a pharmaceutically acceptable salt thereof whefein the pharmaceutical
composition after storage under stressed conditions hasAess than 4 % of total
substances related to oxycodone or a pharmaceutically acceptable salt or derivative
thereof and/or related to naloxone or a pharmacepfically acceptable salt or derivative

thereof.

68. Use of a binder for manytacturing a prolonged release pharmaceutical
composition comprising oxycodone/r a pharmaceutically acceptable salt thereof and
naloxone or a pharmaceutically a€ceptable salt thereof wherein the pharmaceutical
composition after storage undér stressed conditionspharmaceutical composition has
less than 0.5 % of known g&ycodone or a pharmaceutically acceptable salt or
derivative thereof relatgd substances or known naloxone or a pharmaceutically
acceptable salt or derivative thereof related substances.
se of a binder for manufacturing a prolonged release pharmaceutical
comprising oxycodone or a pharmaceutically acceptable salt thereof and
or a pharmaceutically acceptable salt thereof, wherein the pharmaceutical
composition after storage under stressed conditions releases the pharmaceutically
agtive agents with substantially the same release rate as before subjecting the

pharmaceutical composition to stressed conditions.

70. Use according to claim 67, 68 or 69, wherein the pharmaceutical

composition comprises at least part of oxycodone or a pharmaceutically acceptable
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salt thereof and at least part of naloxone or a pharmaceutically acceptable salidn a

prolonged release matrix.

71 Use according to claim 70, wherein the prolonged relgase matrix
comprises a prolonged release matrix material being selected frop the group
comprising hydrophobic or hydrophilic polymers, gums, subsgtuted or unsubstituted
hydrocarbons, carbohydrates, fatty acids, fatty alcohols, glyceryl esters of fatty acids,

oils and waxes.

72. Use according to claim 71, whereip the pharmaceutical composition
does not comprise ethyl cellulose and/or stearyl alcohol as prolonged release matrix
material.

73. Use according to any ¢f claims 67 to 72, wherein the pharmaceutical
composition comprises additional}§ at least one filler and at least one lubricant.

74. Use according to claim 73, wherein said filler is lactose monohydrate.

75. Use ac€ording to claim 73, wherein magnesium stearate and/or talc are
used as lubricants

76. Use according to any of claims 67 to 75, wherein the pharmaceutical
composigfon comprises oxycodone or a pharmaceutically acceptable salt thereof 1n an
amoupt equivalent to 1 to 15 mg, preferably 1 to 9 mg of oxycodone HCl and
naj6xone or a pharmaceutically acceptable salt thereof in an amount equivalent to 0.5

0 7.5 mg, preferably 0.5 to 4.5 mg of naloxone HCL.

77. Use according to claim 76, wherein the pharmaceutical composition
comprises oxycodone or a pharmaceutically acceptable salt thereof and naloxone or a

pharmaceutically acceptable salt thereof in 2:1 ratio by weight.
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78. Use according to claim 76 or 77, wherein the pharmaceutic
composition comprises oxycodone or a pharmaceutically acceptable salf thereof in an
amount equivalent to 1 mg of oxycodone HCl and naloxone or a ph
one HCI,

aceutically
acceptable salt thereof in an amount equivalent to 0.5 mg of nal
oxycodone or a pharmaceutically acceptable salt thereof in aryamount equivalent to
2.5 mg of oxycodone HCI and naloxone or a pharmaceuticdlly acceptable salt thereof
in an amount equivalent to 1.25 mg of naloxone HCl, gfycodone or a
pharmaceutically acceptable salt thereof in an amount equivalent to 5 mg of
oxycodone HCI and naloxone or a pharmaceuticgly acceptable salt thereof in an
amount equivalent to 2.5 mg of naloxone HC)/ oxycodone or a pharmaceutically
acceptable salt thereof in an amount equivalent to 7.5 mg of oxycodone HCl and
naloxone or a pharmaceutically acceptgble salt thereof in an amount equivalent to
3.75 mg of naloxone HCI, oxycodon€ or a pharmaceutically acceptable salt thereof in
an amount equivalent to 10 mg of oxycodone HCI and naloxone or a
pharmaceutically acceptable sélt thereof in an amount equivalent to 5 mg of
naloxone HCI, oxycodone 6r a pharmaceutically acceptable salt thereof in an amount
equivalent to 12.5 mg of oxycodone HCI and naloxone or a pharmaceutically
acceptable salt theregf in an amount equivalent to 6.25 mg of naloxone HCI, or
oxycodone or a pfarmaceutically acceptable salt thereof in an amount equivalent to
15 mg of oxygbddone HCI and naloxone or a pharmaceutically acceptable salt thereof

t equivalent to 7.5 mg of naloxone HCI.

Use according to any of claims 76, 77 or 78, wherein the

pharmaceutical composition does not comprise povidone as a binder.

80. Use according to any of claims 76, 77 or 78, wherein the

pharmaceutical composition comprises hydroxypropyl cellulose as a binder.

81. Use according to any of claims 76, 77 or 78, wherein the

pharmaceutical composition does not comprise hydroxypropyl cellulose as a binder.



WO 2012/020097 PCT/EP2011/063864

-111 -

82, Use according to any of claims 76 to 81, wherein the phar
composition releases the pharmaceutically active agents with the following in vitro
release rate when measured using the Ph. Eur. paddle method in 500/ml of Simulated

5  QGastric Fluid at 50 rpm at 37 degrees C°:
at 15 min; 10 to 30 % by weight of the pharmaceutically active agents,

at2h: 40 to 60% by weight of the pharmagéutically active agents,

at 10 h: more than 80% by weight of the gharmaceutically active
agents.
10
83. Use according to any of claimgA7 to 75, wherein the pharmaceutical

composition comprises oxycodone or a pharmaceutically acceptable salt thereof in an
amount equivalent to 10 to 160 mg, preferably 16 to 160 mg of oxycodone HCl and
naloxone or a pharmaceutically accgptable salt thereof in an amount equivalent to 5

15 to 80 mg, preferably 8 to 80 mg of naloxone HCI.

84. Use accordip@ to claim 83, wherein the pharmaceutical composition
comprises oxycodone opa pharmaceutically acceptable salt thereof and naloxone or a
pharmaceutically acgéptable salt thereof in 2:1 ratio by weight.

20

25  najoxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in an amount
quivalent to 20 mg of oxycodone HCI and naloxone or a pharmaceutically
acceptable salt thereof in an amount equivalent to 10 mg of naloxone HCI,
oxycodone or a pharmaceutically acceptable salt thereof in an amount equivalent to
30 mg of oxycodone HCl and naloxone or a pharmaceutically acceptable salt thereof

in an amount equivalent to 15 mg of naloxone HCI, oxycodone or a pharmaceutically
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acceptable salt thereof in an amount equivalent to 40 mg of oxycodone HCLAnd
naloxone or a pharmaceutically acceptable salt thereof in an amount equixalent to 20

mg of naloxone HCI, oxycodone or a pharmaceutically acceptable saly'thereofin an

oxycodone or a pharmaceutically acceptable salt thereof in g amount equivalent to

80 mg of oxycodone HCI and naloxone or a pharmaceutigally acceptable salt thereof
in an amount equivalent to 40 mg of naloxone HCI and oxycodone or a
pharmaceutically acceptable salt thereof in an amopnt equivalent to 160 mg of
oxycodone HCI and naloxone or a pharmaceutigally acceptable salt thereof in an

amount equivalent to 80 mg of naloxone HC)/

86. Use according to any of Zlaims 83, 84 or 85, wherein the

pharmaceutical composition does not comprise povidone as a binder.

87. Use according tgf any of claims 83, 84 or 85, wherein the

pharmaceutical compositiofcomprises povidone as a binder.

at 37 degrees C°:
10 to 30 % by weight of the pharmaceutically active agents,
40 to 65% by weight of the pharmaceutically active agents,
more than 80% by weight of the pharmaceutically active

agents.

89. Use of a hydroxypropyl cellulose for manufacturing a prolonged
release pharmaceutical composition comprising oxycodone or a pharmaceutically

acceptable salt thereof and naloxone or a pharmaceutically acceptable salt thereof
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90. Use of a hydroxypropyl cellulose for manufactifing a prolonged
release pharmaceutical compeosition comprising oxycodone/r a pharmaceutically
acceptable salt thereof and naloxone or a pharmaceutically acceptable salt thereof
wherein the pharmaceutical composition after storagg’under stressed conditions has
less than 0.5 % of known oxycodone or a pharmag€utically acceptable salt or
derivative thereof related substances or knownfaloxone or a pharmaceutically

acceptable salt or derivative thereof related gubstances.

91. Use of hydroxypropyl gellulose for manufacturing a prolonged release
pharmaceutical composition compyising oxycodone or a pharmaceutically acceptable
salt thereof and naloxone or a pfarmaceutically acceptable salt thereof, wherein the
pharmaceutical compositionAfter storage under stressed conditions releases the
pharmaceutically active gdents with substantially the same release rate as before

subjecting the pharmageutical composition to stressed conditions.

prolonged release matrix.

93. Use according to claim 92, wherein the prolonged release matrix
comprises a prolonged release matrix material being selected from the group
comprising hydrophobic or hydrophilic polymers, gums, substituted or unsubstituted
hydrocarbons, carbohydrates, fatty acids, fatty alcohols, glyceryl esters of fatty acids,

oils and waxes.
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94, Use according to claim 93, wherein the pharmaceutical coffiposition
comprises a prolonged release matrix which comprises at least one celfulose ether,
preferably at least one hydrophobic cellulose ether such as ethyl cellulose as

5  prolonged release matrix material.

95. Use according to claim 93, wherein the phafmaceutical composition
comprises a prolonged release matrix which compriseyg/at least one fatty alcohol as
prolonged release material as prolonged release m

10

96. Use according to any of claimg’93, 94, or 95, wherein the
pharmaceutical composition comprises a pfolonged release matrix which comprises
at least one cellulose ether, preferably af least one hydrophobic cellulose ether such '
as ethyl cellulose and at least one fatty alcohol as prolonged release matrix materials.

15

97. Use accordingto any of claims 89 to 96, wherein the pharmaceutical

composition comprises additionally at least one filler and at least one lubricant.

20

Use according to any of claims 89 to 99, wherein the pharmaceutical
25  cgmposition comprises oxycodone or a pharmaceutically acceptable salt thereof and

naloxone or a pharmaceutically acceptable salt thereof in 2:1 ratio by weight,

101. Use according to any of claims 89 to 100, wherein the pharmaceutical
composition comprises oxycodone or a pharmaceutically acceptable salt thereof in an

amount equivalent to 1 to 15 mg, preferably, 1 to 9 mg of oxycodone HCI and
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naloxone or a pharmaceutically acceptable salt thereof in an amount equival

to 7.5 mg, preferably 0.5 to 4.5 mg of naloxone HCL.

102.  Use according to claim 100 or 101, wherein the pharpfaceutical
composition comprises oxycodone or a pharmaceutically acceptgble salt thereof in an
amount equivalent to I mg of oxycodone HCI and naloxone o a pharmaceutically
acceptable salt thereof in an amount equivalent to 0.5 mg ¢f naloxone HCI,
oxycodone or a pharmaceutically acceptable salt theregf in an amount equivalent to
2.5 mg of oxycodone HCI and naloxone or a pharmg€eutically acceptable sait thereof
in an amount equivalent to 1.25 mg of naloxone Cl, oxycodone or a
pharmaceutically acceptable salt thereof in aryamount equivalent to 5 mg of
oxycodone HCI and naloxone or a pharmageutically acceptable salt thereof in an
amount equivalent to 2.5 mg of naloxope HCI, oxycodone or a pharmaceutically
acceptable salt thereof in an amountequivalent to 7.5 mg of oxycodone HCI and
naloxone in an amount equivalepf to 3.75 mg of naloxone HCI, oxycodone or a
pharmaceutically acceptable gélt thereof in an amount equivalent to 10 mg of
oxycodone HCI and naloxghe in an amount equivalent to 5 mg of naloxone HCI,
oxycodone or a pharmaéeutically acceptable salt thereof in an amount equivalent to
12.5 mg of oxycodgrde HCI and naloxone in an amount equivalent to 6.25 mg of
naloxone HCI, opoxycodone or a pharmaceutically acceptable salt thereof in an
amount equivdlent to 15 mg of oxycodone HCI and naloxone in an amount

equivalentfo 7.5 mg of naloxone HCL

103.  Use according to any of claims 100, 101 or 102, wherein the

piarmaceutical composition does not comprise povidone as a binder.

104, Use according to any of claims 89 to 103, wherein the pharmaceutical
composition releases the pharmaceutically active agents with the following in vitro
release rate when measured using the Ph. Eur. paddle method in 500 ml of Simulated

Gastric Fluid at 50 rpm at 37 degrees C°:
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at 15 min; 10 to 30 % by weight of the pharmaceutically active agents,
at 2 h: 40 to 60% by weight of the pharmaceutically active/agents,
at 10 h: more than 80% by weight of the pharmaceutically active

agents.

105,  Use of povidone for manufacturing a prolongéd release
pharmaceutical composition comprising oxycodone or a gharmaceutically acceptable
salt thereof and naloxone or a pharmaceutically acceptable salt thereof wherein the
pharmaceutical composition after storage under stpéssed conditions has less than 4 %
of total substances related to oxycodone or a phdrmaceutically acceptable sait or
derivative thereof and/or related to naloxong/or a pharmaceutically acceptable salt or

derivative thereof,

106.  Use of povidone fo/manufacturing a prolonged release
pharmaceutical composition coriprising oxycodone or a pharmaceutically acceptable
salt thereof and naloxone or4 pharmaceutically acceptable salt thereof wherein the
pharmaceutical compositfon after storage under stressed conditions has less than 0.5
% of known oxycodope or a pharmaceutically acceptable salt or derivative thereof
related substances gr known naloxone or a pharmaceutically acceptable salt or
derivative thergdf related substances.

10%  Use of povidone for manufacturing a prolonged release
pharméceutical composition comprising oxycodone or a pharmaceutically acceptable
salf'thereof and naloxone or a pharmaceutically acceptable salt thereof, wherein the
harmaceutical composition after storage under stressed conditions releases the

pharmaceutically active agents with substantially the same release rate as before

subjecting the pharmaceutical composition to stressed conditions.
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108.  Use according to claim 105, 106, or 107, wherein the pharmagéutical
composition comprises at least part of oxycodone or a pharmaceutically
sait thereof and at least part of naloxone or a pharmaceutically acceptable salt in a
prolonged release matrix.

109,  Use according to claim 108, wherein the prolgriged release matrix
comprises a prolonged release matrix material being selected from the group
comprising hydrophobic or hydrophilic polymers, gumé, substituted or unsubstituted
hydrocarbons, carbohydrates, fatty acids, fatty alcolfols, glyceryl esters of fatty acids,

oils and waxes.

110,  Use according to claim 109/ wherein the pharmaceutical composition
comprises a prolonged release matrix which comprises at least one cellulose ether,
preferably at least one hydrophobicAellulose ether such as ethyl cellulose as

prolonged release matrix materi

thg to claim 109, wherein the pharmaceutical composition
comprises a prolongedAelease matrix which comprises at least one fatty alcohol as
prolonged release mterial as prolonged release matrix material.
112 Use according to any of claims 109 to 111, wherein the
pharmaceptical composition comprises a prolonged release matrix which comprises
at leas/One cellulose ether, preferably at least one hydrophobic cellulose ether such

yl cellulose and at [east one fatty alcohol as prolonged release matrix materials.

113, Use according to any of claims 105 to 112, wherein the
pharmaceutical composition comprises additionally at least one filler and at least one

lubricant.
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114,  Useaccording to claim 113, wherein said filler is lactose
monohydrate.
115.  Use according to claim 113, wherein magnesium stegfate and/or talc

are used as lubricants.

116. Use according to any of claims 105 to 115, Avherein the
pharmaceutical composition comprises oxycodone or g/pharmaceutically acceptable
salt thereof and naloxone or a pharmaceutically accgptable salt thereof in 2:1 ratio by

weight.

117.  Use according to any of clayis 105 to116, wherein the pharmaceutical
composition comprises oxycodone or afharmaceutically acceptable salt thereof in an
amount equivalent to 10 to 160 mg, greferably 16 to 160 mg of oxycodene HCl and
naloxone or a pharmaceutically géceptable salt thereof in an amount equivalent to 5

to 80 mg, preferably 8 to 80 mg of naloxone HCL.

118. Use accopding to claim 116 or 117, wherein the prolonged release

pharmaceutical compésition comprises oxycodone or a pharmaceutically acceptable
salt thereof in an gfmount equivalent to 10 mg of oxycodone HCI and naloxone or a
pharmaceutically acceptable salt thereof in an amount equivalent to 5 mg of
naloxone HE], oxycodone or a pharmaceutically acceptable salt thereof in an amount
equivalent to 20 mg of oxycodone HCI and naloxone or a pharmaceutically
accepfable salt thereof in an amount equivalent to 10 mg of naloxone HCI,

rcodone or a pharmaceutically acceptable salt thereof in an amount equivalent to
30 mg of oxycodone HCI and naloxone or a pharmaceutically acceptable salt thereof
in an amount equivalent to 15 mg of naloxone HCI, oxycodone or a pharmaceutically
acceptable salt thereof in an amount equivalent to 40 mg of oxycodone HCI and
naloxone or a pharmaceutically acceptable salt thereof in an amount equivalent to 20

mg of naloxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in an
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amount equivalent to 60 mg of oxycodone HCI and naloxone or a pharmaceytically
acceptable salt thereof in an amount equivalent to 30 mg of naloxone HC
oxycodone or a pharmaceutically acceptable salt thereof in an amount gquivalent to
80 mg of oxycodone HCI and naloxone or a pharmaceutically accepfable salt thereof
in an amount equivalent to 40 mg of naloxone HCI, and oxycod
pharmaceutically acceptable salt thereof in an amount equivglent to 160 mg of
oxycodone HCI and naloxone or a pharmaceutically accepfable salt thereof in an
amount equivalent to 80 mg of naloxone HCL.
119.  Use according to any of claims 105 to 118, wherein the
pharmaceutical composition releases the phapmaceutically active agents with the

following in vitro release rate when measyfed using the Ph. Eur. paddle method in

900 ml of Simulated Gastric Fluid at 5¢'rpm at 37 degrees C°:

at 15 min: 10 to 30 % byweight of the pharmaceutically active agents,
at 2 h: 40 to 65%by weight of the pharmaceutically active agents,
at 10 h: more than 80% by weight of the pharmaceutically active
agents.

120.  Use of HPC for stabilizing a prolonged release pharmaceutical

composition comprising oxycodone or a pharmaceutically acceptable salt thereof and

naloxone or gpharmaceutically acceptable salt thereof.

Use according to claim 120, wherein the pharmaceutical composition
comfrises at least part of oxycodone or a pharmaceutically acceptable salt thereof
d of naloxone or a pharmaceutically acceptable salt thereof in a prolonged release

matrix.

122, Use according to any of claims 120 or 121, wherein the
pharmaceutical composition comprises oxycodone or a pharmaceutically acceptable

salt thereof in an amount equivalent to 1 to 15 mg, preferably 1 to 9 mg of
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oxycodone HCI and naloxone or a pharmaceutically acceptable salt thereof i an

amount equivalent to 0.5 to 7.5 mg, preferably 0.5 to 4.5 mg of naloxone ¥ICl.

123.  Use according to any of claims 120, 121 or 122, whegin the
pharmaceutical composition comprises oxycodone or a pharmacgtically acceptable
salt thereof and naloxone or a pharmaceutically acceptable sal thereof in 2:1 ratio by
weight.

124, An oral prolonged release pharmaceyfical composition comprising at
least:

a) at least one prolonged release pfaterial;
b) at least oxycodone or a phapfhaceutically acceptable salt or derivative
thereof and naloxone or & pharmaceutically acceptable salt or
denivative thereof’ a

¢} HPC as a binder.

125.  Pharmaceuti€al composition according to claim 124, wherein the
prolonged release pharrdaceutical composition comprises oxycodone or a
pharmaceutically acgéptable salt thereof in an amount equivalent to 1 to 80 mg, of
oxycodone HCI gid naloxone or a pharmaceutically acceptable salt thereof in an

amount equivglent to 0.5 to 40 mg of naloxone HCL

Pharmaceutical composition according to claim 124 or 125, wherein
the prolonged release pharmaceutical composition comprises oxycodone or a
pHarmaceutically acceptable salt thereof and naloxone or a pharmaceutically

acceptable salt thereof in a ratio of 2;1 by weight.

127. Pharmaceutical composition according to claim 124, 125, or 126,
wherein the prolonged release pharmaceutical composition comprises oxycodone or

a pharmaceutically acceptable salt thereof in an amount equivalent to 1 mg of
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oxycodone HCI and naloxone or a pharmaceutically acceptable salt thereof in/an
amount equivalent to 0.5 mg of naloxone HCI, oxycodone or a pharmace
acceptable salt thereof in an amount equivalent to 2.5 mg of oxycodon
naloxone or a pharmaceutically acceptable salt thereof in an amounyequivalent to
1.25 mg of naloxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in
an amount equivalent to 5 mg of oxycodone HCI and naloxoné or a pharmaceutically
acceptable salt thercof in an amount equivalent to 2.5 mg of naloxone HCI,
oxycodone or a pharmaceutically acceptable salt thereof'in an amount equivalent to
7.5 mg of oxycodone HCI and naloxone in an amoupf equivalent to 3.75 mg of
naloxone HCI, oxycodone or a pharmaceutically gcceptable salt thereof in an amount
equivalent to 10 mg of oxycodone HCI and naloxone in an amount equivalent to 5
mg of naloxone HCI, oxycodone or a pharfaceutically acceptable salt thereof in an
amount equivalent to 12.5 mg of oxycog6ne HCI and naloxone in an amount
equivalent to 6.25 mg of naloxone HEI, oxycodone or a pharmaceutically acceptable
salt thereof in an amount equivaledt to 15 mg of oxycodone HCI and naloxone in an
amount equivalent to 7.5 mg of'naloxone HCI, oxycodone or a pharmaceutically
acceptable salt thereof in arnyamount equivalent to 20 mg of oxycodone HCI and
naloxone in an amount eguivalent to 10 mg of naloxene HCl, oxycodone or a
pharmaceutically accgptable salt thereof in an amount equivalent to 30 mg of
oxycodone HC] and naloxone in an amount equivalent to 15 mg of naloxone HCI,
oxycodone or apharmaceutically acceptable salt thereof in an amount equivalent to
40 mg of oxycodone HCI and naloxone in an amount equivalent to 20 mg of
naloxoneAICl, oxycodone or a pharmaceutically acceptable salt thereof in an amount
equivgdent to 60 mg of oxycodone HCI and naloxone in an amount equivalent to 30
mg/of naloxone HCl, or oxycodone or a pharmaceutically acceptable salt thereof in

n amount equivalent to 80 mg of oxycodone HCI and naloxone in an amount

equivalent to 40 mg of naloxone HCI.
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128.  Pharmaceutical composition according to any of claims 124 to/427,
wherein the at least one prolonged release material and oxycodone or a
pharmaceutically acceptable salt thereof and naloxone or a pharmaceutj€ally
acceptable salt thereof are combined to form a prolonged release matrix.

129.  Pharmaceutical composition according to clainy’128, wherein the
prolonged release material is selected from the group compfising hydrophobic or
hydrophilic polymers, gums, substituted or unsubstituted hydrocarbons,

carbohydrates, fatty acids, fatty alcohols, glyceryl esters of fatty acids, natural and
10 synthetic ¢ils and waxes.

130.  Pharmaceutical composition/according to claim 129, wherein the

prolonged release material is a cellulose/gther, a (meth)acrylic based (co)polymer

and/or a fatty alcohol.
15
131.  Pharmaceutical domposition according to any of claims 128, 129 or
130, comprising at least:
cellulose ether, preferably at least one hydrophobic
e ether such as ethyl cellulose as prolonged release material;
20 st oxycodone or a pharmaceutically acceptable salt or derivative

ereof and naloxone or a pharmaceutically acceptable salt or
derivative thereof, wherein

oxycodone or a pharmaceutically acceptable salt or derivative thereof
and naloxone or a pharmaceutically acceptable salt or derivative
thereof are combined with said prolonged release material to form a

prolonged release matrix.

Pharmaceutical composition according to any of claims 128, 129 or
130, comprising at least:

30 a) atleast one fatty alcohol as prolonged release material;
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thereof and naloxone or a pharmaceutically acceptabie salt 6r
derivative thereof, wherein
c) oxycodone or a pharmaceutically acceptable salt or dérivative thereof
5 and naloxone or a pharmaceutically acceptable salf or derivative
thereof are combined with said prolonged releaSe material to form a
prolonged release matrix.
133, Pharmaceutical composition according to any of claims 128, 129
10 or 130, comprising at least:
a) at least one cellulose ether, preferably at least one hydrophobic
cellulose ether such as ethy}/cellulose and at least one fatty alcohol as
prolonged release materjdls;
b) at least oxycodone or4 pharmaceutically acceptable salt or derivative
15 thereof and naloxefie or a pharmaceutically acceptable salt or
derivative thergbf, wherein ‘
¢) oxycodone of a pharmaceutically acceptable salt or derivative thereof
and naloXone or a pharmaceutically acceptable salt or derivative
are combined with said prolonged release materials to form a
20 prdlonged release matrix.
Pharmaceutical composition according to any of claims 128, 129, 130,
131, 132, or 133, wherein the pharmaceutical composition compnses additionally at

least One filler and at least one [ubricant.

135, Pharmaceutical composition according to claim 134, wherein said

filler is lactose monohydrate.

136.  Pharmaceutical composition according to claim 134, wherein

magnesium stearate and/or talc are used as lubricants.
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137.  Pharmaceutical composition according to any of claims 124 to 136,
wherein the composition releases the pharmaceutically active agents
following in vitro release rate when measured using the Ph. Eur, pAddle method in

5 500 ml of Simulated Gastric Fluid at 50 rpm at 37 degrees C°:
at 15 min; 10 to 30 % by weight of the pharmaceqtically active agents,
at 2 h: 40 to 65% by weight of the pharmgCeutically active agents,
at 10 h: more than 80% by weight of thg'pharmaceutically active
agents.

10
138. Use of HPC as a binder to preduce a prolonged release formulation in

accordance with any of claims 124 to 13
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The claims defining the invention are as follows:

L2

Use of hydroxypropy! cellulose for manufacturing a prolonged release
pharmaceutical composition comprising oxycodone or a pharmaceutically acceptable
salt thereof and naloxone or a pharmaceutically acceptable salt thereof wherein the
pharmaceutical composition after storage under stressed conditions has less than 4 %
of total substances related to oxycodone or a pharmaceutically acceptable salt or
derivative thereof and/or related to naloxone or a pharmaceutically acceptable salt or

derivative thereof.

Use of hydroxypropyl cellulose for manufacturing a prolonged release
pharmaceutical composition comprising oxycodone or a pharmaceutically acceptable
salt thereof and naloxone or a pharmaceutically acceptable salt thereof wherein the
pharmaceutical composition after storage under stressed conditions has less than 0.5
% of known oxycodone or a pharmaceutically acceptable salt or derivative thereof
related substances or known naloxone or a pharmaceutically acceptable sait or

derivative thereof related substances.

Use of hydroxypropyl cellulose for manufacturing a prolonged release
pharmaceutical composition comprising oxycodone or a pharmaceutically acceptable
salt thereof and naloxone or a pharmaceutically acceptable salt thereof, wherein the
pharmaceutical composition after storage under stressed conditions releases the
pharmaceutically active agents with substantially the same release rate as before

subjecting the pharmaceutical composition to stressed conditions.

Use according to any one of claims 1 to 3, wherein the pharmaceutical composition
comprises at [east part of oxycodone or a pharmaceutically acceptable salt thereof
and at least part of naloxone or a pharmaceutically acceptable salt in a prolonged

release matrix,

Use according to claim 4, wherein the prolonged release matrix comprises a

prolonged release matrix material being selected from the group comprising
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hydrophobic or hydrophilic polymers, gums, substituted or unsubstituted
hydrocarbons, carbohydrates, fatty acids, fatty alcohols, glyceryl esters of fatty acids,

oils and waxes.

Use according to claim 5, wherein the pharmaceutical composition comprises a
prolonged release matrix which comprises at least one cellulose ether, preferably at
least one hydrophobic cellulose ether such as ethyl cellulose as prolonged release

matrix material.

Use according to claim 5, wherein the pharmaceutical composition comprises a
prolonged release matrix which comprises at least one fatty alcohol as prolonged

release material as prolonged release matrix material.

Use according to any one of claims 5 to 7, wherein the pharmaceutical composition
comprises a prolonged release matrix which comprises at least one cellulose ether,
preferably at least one hydrophobic cellulose ether such as ethyl cellulose and at least

one fatty alcohol as prolonged release matrix materials.

Use according to any one of claims 1 to 8, wherein the pharmaceutical composition

comprises additionally at least one filler and at least one fubricant.
Use according to claim 9, wherein said filler is lactose monohydrate.

Use according to claim 9, wherein magnesium stearate and/or talc are used as

lubricants.

Use according to any one of claims 1 to 11, wherein the pharmaceutical composition
comprises oxycodone or a pharmaceutically acceptable salt thereof and naloxone or a

pharmaceutically acceptable salt thereof in 2:1 ratio by weight.

Use according to any one of claims 1 to 12, wherein the pharmaceutical composition
comprises oxycodone or a pharmaceutically acceptable salt thereof in an amount

equivalent to 1 to 15 mg, preferably, 1 to 9 mg of oxycodone HCI and naloxone or a
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pharmaceutically acceptable salt thereof in an amount equivalent to 0.5 to 7.5 mg,

preferably 0.5 to 4.5 mg of naloxone HCL.

Use according to claim 12 or 13, wherein the pharmaceutical composition comprises
oxycodone or a pharmaceuticaily acceptable salt thereof in an amount equivalent to 1
mg of oxycodone HCI and naloxone or a pharmaceutically acceptable salt thereof in
an amount equivalent to 0.5 mg of naloxone HCI, oxycodone or a pharmaceutically
acceptable salt thereof in an amount equivalent to 2.5 mg of oxycodone HCI and
naloxone or a pharmaceutically acceptable salt thereof in an amount equivalent to
1.25 mg of naloxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in
an amount equivalent to 5 mg of oxycodone HC! and naloxone or a pharmaceutically
acceptable salt thereof in an amount equivalent to 2.5 mg of naloxone HCI,
oxycodone or a pharmaceutically acceptable salt thereof in an amount equivalent to
7.5 mg of oxycodone HCI and naloxone in an amount equivalent to 3.75 mg of
naloxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in an amount
equivalent to 10 mg of oxycodone HCI and naloxone in an amount equivalent to 5
mg of naloxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in an
amount equivalent to 12.5 mg of oxycodone HCI and naloxone in an amount
equivalent to 6.25 mg of naloxone HCI, or oxycodone or a pharmaceutically
acceptable salt thereof in an amount equivalent to 15 mg of oxycodone HCI and

naloxone in an amount equivalent to 7.5 mg of naloxone HCI.

Use according to any one of claims 12 to 14, wherein the pharmaceutical

composition does not comprise povidone as a binder.

Use according to any one of claims 1 to 15, wherein the pharmaceutical composition
releases the pharmaceutically active agents with the following in vitro release rate
when measured using the Ph. Eur. paddle method in 500 ml of Simulated Gastric
Fluid at 50 rpm at 37 degrees C°:

at 15 min: 10 to 30 % by weight of the pharmaceutically active agents,

at 2 h: 40 to 60% by weight of the pharmaceutically active agents,

at 10 h: more than 80% by weight of the pharmaceutically active agents.
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Use of hydroxypropyl cellulose for stabilizing a prolonged release pharmaceutical
composition comprising oxycodone or a pharmaceutically acceptable salt thereof and

naloxone or a pharmaceutically acceptable salt thereof.

Use according to claim 17, wherein the pharmaceutical composition comprises at
least part of oxycodone or a pharmaceutically acceptable salt thereof and of naloxone

or a pharmaceutically acceptable salt thereof in a prolonged release matrix.

Use according to claim 17 or 18, wherein the pharmaceutical composition comprises
oxycodone or a pharmaceutically acceptable salt thereof in an amount equivalent to 1
to 15 mg, preferably 1 to 9 mg of oxycodone HCI and naloxone or a
pharmaceutically acceptable salt thereof in an amount equivalent to 0.5 to 7.5 mg,

preferably 0.5 to 4.5 mg of naloxone HCIL.

Use according to any one of claims 17 to 19, wherein the pharmaceutical
composition comprises oxycodone or a pharmaceutically acceptable salt thereof and

naloxone or a pharmaceutically acceptable salt thereof in 2:1 ratio by weight,



