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CLAIMS 

1. 	An oral prolonged release pharmaceutical composition 	.mprising at 

least: 

5 a) at least one prolonged release material; 

b) at least oxycodone or a pharmaceutically acce p able salt or derivative 

thereof and naloxone or a pharmaceutically . cceptable salt or 

derivative thereof; and wherein 

c) the pharmaceutical composition after torage under stressed 

10 conditions has less than 4 % of to .1 substances related to oxycodone 

or a pharmaceutically accepta I e salt or derivative thereof and/or 

related to naloxone or a ph 	aceutically acceptable salt or derivative 

thereof. 

15 2. 	An oral prolongea 	elease pharmaceutical composition comprising at 

least: 

a) at least one erolonged release material; 

b) at least s ycodone or a pharmaceutically acceptable salt or derivative 

there,. and naloxone or a pharmaceutically acceptable salt or 

20 d- vative thereof; and wherein 

c) 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 

25 or derivative thereof related substances. 

30 

3. 	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 	to 4.5 

mg of naloxone HCI. 

4. Pharmaceutical composition according to claim I, 2 or 3, wherein the 

5 prolonged release pharmaceutical composition comprises oxycoo one or a 

pharmaceutically acceptable salt thereof and naloxone or a p • • rmaceutically 

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

5. Pharmaceutical composition according to claim I, 2, 3 or 4, wherein 

10 the prolonged release pharmaceutical composit o 	comprises oxycodone or a 

pharmaceutically acceptable salt thereof in a 	amount equivalent to 1 mg of 

oxycodone HCI and naloxone or a pharm 	eutically acceptable salt thereof in an 

amount equivalent to 0.5 mg of naloxo• e HC1, oxycodone or a pharmaceutically 

acceptable salt thereof in an amoun -quivalent to 2.5 mg of oxycodone HCI and 

15 naloxone or a pharmaceutically . ceptable salt thereof in an amount equivalent to 

1.25 mg of naloxone HCI, ox 	odone or a pharmaceutically acceptable salt thereof in 

an amount equivalent to 5 	g of oxycodone HCI and naloxone or a pharmaceutically 

acceptable salt thereof' 	an amount equivalent to 2.5 mg of naloxone HC1, 

oxycodone or a pha 	aceutically acceptable salt thereof in an amount equivalent to 

20 7.5 mg of oxyco. one 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 o 10 mg of oxycodone HCI and naloxone in an amount equivalent to 5 

mg of 	oxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in an 

amo nt equivalent to 12.5 mg of oxycodone HCI and naloxone in an amount 

25 e,  evalent to 6.25 mg of naloxone HC1 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 pharmaceu cally 

acceptable salt thereof are combined to form a prolonged release 	.trix 

5 

7. 	Pharmaceutical composition according to cla , 6, wherein the 

prolonged release material is selected from the group co 	arising hydrophobic or 

hydrophilic polymers, gums, substituted or unsubstitu : d hydrocarbons, 

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

10 synthetic oils and waxes. 

8. 	Pharmaceutical compositio 	according to claim 7, wherein the 

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

and/or a fatty alcohol. 

15 

9. 	Pharmaceutic. composition according to any of claims 6, 7 or 8, 

comprising at least: 

a) at least . e cellulose ether, preferably at least one hydrophobic 

cellu .se ether such as ethyl cellulose as prolonged release material; 

20 b) at east 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 

25 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 de vative 

thereof and naloxone or a pharmaceutically acceptable sal .r 

derivative thereof, wherein 

c) oxycodone or a pharmaceutically acceptable salt or . - ivative thereof 

5 and naloxone or a pharmaceutically acceptable s. t or derivative 

thereof are combined with said prolonged re 	se material to form a 

prolonged release matrix. 

11. 	Pharmaceutical composition accordi g to any of claims 6, 7 or 8, 

10 	comprising at least: 

a) at least one cellulose ether, pr 	erably at least one hydrophobic 

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

prolonged release mate als; 

b) at least oxycodone o a pharmaceutically acceptable salt or derivative 

15 thereof and nalo one or a pharmaceutically acceptable salt or 

derivative the•-of, wherein 

c) oxycodon 	a pharmaceutically acceptable salt or derivative thereof 

and naloxone or a pharmaceutically acceptable salt or derivative 

ther of are combined with said prolonged release materials to form a 

20 p olonged release matrix. 

12. 	Pharmaceutical composition according to any of claims 6, 7, 8, 9, 10 

or 11 erein the pharmaceutical composition comprises additionally at least one 

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

25 

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

is lactose monohydrate. 

14. 	Pharmaceutical composition according to claim 12, wherein 

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

15. Pharmaceutical composition according to claim 12, where' ,  

hydroxypropyl cellulose, povidone, co-povidone, hydroxypropylmeth 	cellulose 

polyvinyl pyrrolidone vinyl alcohol (PVPVA), microcrystalline cel 	lose, 

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

as binder. 

16. Pharmaceutical composition accordin • o claim 12, wherein the 

prolonged release pharmaceutical composition do 	not comprise hydroxypropyl 

10 cellulose as a binder. 

17. Pharmaceutical composition according to claim 12, wherein the 

prolonged release pharmaceutical co • osition comprises hydroxypropyl cellulose as 

a binder. 

15 

18. Pharmaceuti :I composition according to any of claims 1 to 17, 

wherein the composition eleases the pharmaceutically active agents with the 

following in vitro rel 	se rate when measured using the Ph. Eur. paddle method in 

500 ml of Simulated Gastric Fluid at 50 rpm at 37 degrees C°: 

20 at 15 m 	10 to 30 % by weight of the pharmaceutically active agents, 

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

a 10 h: 	more than 80% by weight of the pharmaceutically active 

agents. 

25 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 HC1 and naloxone or a pharmaceutically 
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acceptable salt thereof in an amount equivalent to 5 to 80, preferably 8 to 80 	g of 

naloxone HCI. 

20. Pharmaceutical composition according to claim 1, 2 .r 19, wherein the 

5 prolonged release pharmaceutical composition comprises oxyco done or a 

pharmaceutically acceptable salt thereof and naloxone or a p armaceutically 

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

10 

21. Pharmaceutical composition accord' g to any of claims 1, 2, 19 or 20, 

wherein the prolonged release pharmaceutical composition comprises oxycodone or 

a pharmaceutically acceptable salt thereof in .n amount equivalent to 10 mg of 

oxycodone HCI and naloxone or a pharm 	eutically acceptable salt thereof in an 

amount equivalent to 5 mg of naloxone HCI, oxycodone or a pharmaceutically 

acceptable salt thereof in an amou 	equivalent to 20 mg of oxycodone HCI and 

15 naloxone or a pharmaceutically 	cceptable salt thereof in an amount equivalent to 10 

mg of naloxone HCI, oxycoo one or a pharmaceutically acceptable salt thereof in an 

amount equivalent to 30 • g of oxycodone HCI and naloxone or a pharmaceutically 

acceptable salt thereof 'n an amount equivalent to 15 mg of naloxone HC1, 

oxycodone or a ph 	maceutically acceptable salt thereof in an amount equivalent to 

20 40 mg of oxycodone HCI and naloxone or a pharmaceutically acceptable salt thereof 

in an amount -quivalent to 20 mg of naloxone HCI, oxycodone or a pharmaceutically 

acceptabl 	salt thereof in an amount equivalent to 60 mg of oxycodone HC1 and 

naloxo e or a pharmaceutically acceptable salt thereof in an amount equivalent to 30 

mg of naloxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in an 

25 • 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. 

30 
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22. Pharmaceutical composition according to any of claims 1, 2, 	•, 20 or 

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

pharmaceutically acceptable salt thereof and naloxone or a pharmace 	ically 

acceptable salt thereof are combined to form a prolonged release 	.trix. 

5 

23. Pharmaceutical composition according to clai 	22, wherein the 

prolonged release material is selected from the group co I 'rising hydrophobic or 

hydrophilic polymers, gums, substituted or unsubstitu • d hydrocarbons, 

carbohydrates, fatty acids, fatty alcohols, glyceryl > ters of fatty acids, natural and 

10 synthetic oils and waxes. 

24. Pharmaceutical composite. 	according to claim 22, wherein the 

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

and/or a fatty alcohol. 

15 

25. Pharmaceutic- composition according to any of claims 22, 23 or 24, 

comprising at least: 

a) 	at least 'one cellulose ether, preferably at least one hydrophobic 

cell 	ose ether such as ethyl cellulose as prolonged release material; 

20 b) a 	east 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 

25 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 mate .1; 

5 b) at least oxycodone or a pharmaceutically accept. *le salt or derivative 

thereof and naloxone or a pharmaceutically acceptable salt or 

derivative thereof, wherein 

c) oxycodone or a pharmaceutically accep able salt or derivative thereof 

and naloxone or a pharmaceutically acceptable salt or derivative 

0 thereof are combined with said prolonged release material to form a 

prolonged release matrix. 

27. 	Pharmaceutical compos ion according to any of claims 22, 23 or 24, 

comprising at least: 

5 a) at least one cellul ,se ether, preferably at least one hydrophobic 

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

prolonged 	lease materials; 

b) at least o ycodone or a pharmaceutically acceptable salt or derivative 

there. and naloxone or a pharmaceutically acceptable salt or 

0 d- vative thereof, wherein 

c) 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. 

5 

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 s.': filler 

is lactose monohydrate. 

30. Pharmaceutical composition according to claim 28, 	erein 

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

31. Pharmaceutical composition according to c im 28, wherein co-

povidone, hydroxypropylmethyl cellulose, hydroxyprop 1 cellulose, polyvinyl 

pyrrolidone vinyl alcohol (PVPVA), microcrystallin 	cellulose, polyethylene glycols 

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

32. Pharmaceutical compositio 	according to claim 28, wherein the 

prolonged release pharmaceutical composition does not comprise povidone as a 

binder. 

15 

33. Pharmaceutic. composition according to any of claims 19 to 32, 

wherein the composition r• eases the pharmaceutically active agents with the 

following in vitro rele 	e rate when measured using the Ph. Eur. paddle method in 

900 ml of Simulate' Gastric Fluid at 50 rpm at 37 degrees C°: 

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

34. An oral prolonged release pharmaceutical composition, comprising at 

25 I e as 

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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c) 	pharmaceutical composition after storage under stressed condi 	ens 

releases the pharmaceutically active agents with substantial 	the 

same release rate as before subjecting the pharmaceutic. composition 

to stressed conditions. 

5 

35. Pharmaceutical composition according to clai 	4, wherein the 

prolonged release pharmaceutical composition comprises • ycodone or a 

pharmaceutically acceptable salt thereof in an amount 	u valent to 1 to 15 mg, 

preferably 1 to 9 mg of oxycodone HCI and naloxo 	or a pharmaceutically 

10 	acceptable salt thereof in an amount equivalent t 	1.5 to 7.5 mg, preferably 0.5 to 4.5 

mg of naloxone HCI. 

36. Pharmaceutical composi on according to 34 or 35, wherein the 

prolonged release pharmaceutical co 	position comprises oxycodone or a 

15 	pharmaceutically acceptable salt 	ereof and naloxone or a pharmaceutically 

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

37. Pharmacy tical composition according to claim 34, 35 or 36, wherein 

the prolonged releasy pharmaceutical composition comprises oxycodone or a 

20 	pharmaceutically . cceptable salt thereof in an amount equivalent to I mg of 

oxycodone H 	and naloxone or a pharmaceutically acceptable salt thereof in an 

amount eq 	alent to 0.5 mg of naloxone HCI, oxycodone or a pharmaceutically 

accepta• e salt thereof in an amount equivalent to 2.5 mg of oxycodone HCI and 

nalo the or a pharmaceutically acceptable salt thereof in an amount equivalent to 

25 	1. 	5 mg of naloxone HCI, 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 

30 	in an amount equivalent to 3.75 mg of naloxone HCI, 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 there. in an 

amount equivalent to 5 mg of naloxone HC1, oxycodone or a pharmacy tically 

acceptable salt thereof in an amount equivalent to 12.5 mg of oxyco lone HCI and 

naloxone or a pharmaceutically acceptable salt thereof in an am t nt equivalent to 

6.25 mg of naloxone HC1 or oxycodone or a pharmaceutical] 	acceptable salt thereof 

in an amount equivalent to 15 mg of oxycodone HCI and aloxone or a 

pharmaceutically acceptable salt thereof in an amount quivalent to 7.5 mg of 

naloxone HC1. 

38. Pharmaceutical composition 	cording to any of claims 34 to 37, 

wherein the at least one prolonged releas material and oxycodone or a 

pharmaceutically acceptable salt ther- of and naloxone or a pharmaceutically 

acceptable salt thereof are combin;: to form a prolonged release matrix. 

39. Pharmaceuti 	composition according to claim 38, wherein the 

prolonged release materly is selected from the group comprising hydrophobic or 

hydrophilic polymers gums, substituted or unsubstituted hydrocarbons, 

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

synthetic oils a, I waxes. 

40. Pharmaceutical composition according to claim 39, wherein the 

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

ant 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; 

5 

10 

15 

20 

25 
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b)  

c)  

at least oxycodone or a pharmaceutically acceptable salt or de 	alive 

thereof and naloxone or a pharmaceutically acceptable salt .r 

derivative thereof, wherein 

oxycodone or a pharmaceutically acceptable salt or d rivative thereof 

5 and naloxone or a pharmaceutically acceptable sa 	or derivative 

thereof are combined with said prolonged rele. e material to form a 

prolonged release matrix. 

42. Pharmaceutical composition accordi 	• to any of claims 38, 39 or 40, 

10 	comprising at least: 

a)  

b)  

at least one fatty alcohol as pro .nged release material; 

at least oxycodone or a phar' aceutically acceptable salt or derivative 

• thereof and naloxone or 	pharmaceutically acceptable salt or 

derivative thereof, w 	rein 

15 c)  oxycodone or a ph. maceutically acceptable salt or derivative thereof 

and naloxone o a pharmaceutically acceptable salt or derivative 

thereof are combined with said prolonged release material to form a 

prolonge. release matrix. 

20 43. Ph 	aceutical composition according to any of claims 38, 39 or 40, 

comprising at 1 	ast: 

. 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; 

25 b)  

c)  

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 'orm a 

prolonged release matrix. 

44. Pharmaceutical composition according to any of cla • s 38, 39, 40, 41, 

5 	42 or 43 wherein the pharmaceutical composition comprises add' tonally at least one 

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

45. Pharmaceutical composition according t: claim 44, wherein said filler 

is lactose monohydrate. 

0 

46. Pharmaceutical composition ac ording to claim 44, wherein 

magnesium stearate and/or talc are used as ubricants. 

47. Pharmaceutical composition according to claim 44, wherein 

5 	hydroxypropyl cellulose, povido 	, co-povidone, hydroxypropylmethyl cellulose 

polyvinyl pyrrolidone vinyl al• •hol (PVPVA), microcrystalline cellulose, 

polyethylene glycols (PEG. , gelatine, starch or glycerol esters of fatty acids is used 

as binder. 

0 48. P 	rmaceutical composition according to claim 44, wherein the 

prolonged rel:ise pharmaceutical composition does not comprise hydroxypropyl 

cellulose a• a binder. 

49. Pharmaceutical composition according to claim 44, wherein the 

5 	p 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 me 	od in 

500 ml of Simulated Gastric Fluid at 50 rpm at 37 degrees° C: 

5 

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

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

at 10 h: 	more than 80% by weight of the pharma 	utically active 

agents. 

51. Pharmaceutical composition according o claim 34, wherein the 

prolonged release pharmaceutical composition co 	'rises oxycodone or a 

10 	pharmaceutically acceptable salt thereof in an a• ount equivalent to 10 to 160 mg, 

preferably 16 to 160 mg of oxycodone HC1 	d naloxone or a pharmaceutically 

acceptable salt thereof in an amount equi .lent to 5 to 80 mg, preferably 8 to 80 mg 

of naloxone HC1. 

15 52. Pharmaceutical c. 	position according to claim 34 or 51, wherein the 

prolonged release pharmaceu cal composition comprises oxycodone or a 

pharmaceutically accepta 	e salt thereof and naloxone or a pharmaceutically 

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

20 53. P : rmaceutical composition according to any of claims 34, 51 or 52, 

wherein the p • onged release pharmaceutical composition comprises oxycodone or 

a pharmac; tically acceptable salt thereof in an amount equivalent to 10 mg of 

oxycodt e HCI and naloxone or a pharmaceutically acceptable salt thereof in an 

amo 	t equivalent to 5 mg of naloxone HCI, oxycodone or a pharmaceutically 

25 	at eptable salt thereof in an amount equivalent to 20 mg of oxycodone HC1 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 HC1, 

30 	oxycodone or a pharmaceutically acceptable salt thereof in an amount equivalent to 
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40 mg of oxycodone HC1 and naloxone or a pharmaceutically acceptable salt 	ereof 

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

acceptable salt thereof in an amount equivalent to 60 mg of oxycodone ' Cl and 

naloxone or a pharmaceutically acceptable salt thereof in an amoun equivalent to 30 

5 mg of naloxone HCI, oxycodone or a pharmaceutically acceptab 	salt thereof in an 

amount equivalent to 80 mg of oxycodone HCI and naloxone 'ir a pharmaceutically 

acceptable salt thereof in an amount equivalent to 40 mg o naloxone HCI and 

oxycodone or a pharmaceutically acceptable salt thereo in an amount equivalent to 

160 mg of oxycodone HC1 and naloxone or a pharm• ceutically acceptable salt 

10 thereof in an amount equivalent to 80 mg of nalo one HCI. 

54. Pharmaceutical compositio 	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 ther of and naloxone or a pharmaceutically 

15 acceptable salt thereof are combi -d to form a prolonged release matrix. 

20 

55. Pharmaceutical composition according to claim 54, wherein the 

prolonged release mate 	is selected from the group comprising hydrophobic or 

hydrophilic polymer 	gums, substituted or unsubstituted hydrocarbons, 

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

synthetic oils . 	d waxes. 

56 	Pharmaceutical composition according to claim 55, wherein the 

prolo • ged release material is a cellulose ether, a (meth)acrylic based (co)polymer 

25 a ./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 

30 cellulose ether such as ethyl cellulose as prolonged release material; 
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b)  at least oxycodone or a pharmaceutically acceptable salt or de,  vative 

thereof and naloxone or a pharmaceutically acceptable salt .r 

derivative thereof, wherein 

c)  oxycodone or a pharmaceutically acceptable salt or a . ivative thereof 

and naloxone or a pharmaceutically acceptable s. 	or derivative 

thereof are combined with said prolonged rele, se material to form a 

prolonged release matrix. 

58. Pharmaceutical composition accordi I • to any of claims 54, 55 or 56, 

comprising at least: 

a)  at least one fatty alcohol as pr. onged release material; 

b)  at least oxycodone or a pha• 	aceutically acceptable salt or derivative 

thereof and naloxone or • pharmaceutically acceptable salt or 

derivative thereof, w• erein 

c)  oxycodone or a p % rmaceutically acceptable salt or derivative thereof 

and naloxone . 	a pharmaceutically acceptable salt or derivative 

thereof are • ombined with said prolonged release material to form a 

prolong 	release matrix. 

59. P • rmaceutical composition according to any of claims 54, 55 or 56, 

comprising at east: 

•) 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 

5 

10 

15 

20 

25 
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thereof are combined with said prolonged release materials to onn a 

prolonged release matrix. 

60. Pharmaceutical composition according to any of clai • s 54, 55, 56, 57, 

5 	58 or59 wherein the pharmaceutical composition comprises addi onally at least one 

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

61. Pharmaceutical composition according t' claim 60, wherein said filler 

is lactose monohydrate. 

10 

62. Pharmaceutical composition a 	ording to claim 60, wherein 

magnesium stearate and/or talc are used a 	ubricants. 

63. Pharmaceutical composition according to claim 60, wherein co- 

15 	povidone, hydroxypropylmethyl • ellulose, hydroxypropyl cellulose, polyvinyl 

pyrrolidone vinyl alcohol (P 	VA), microcrystalline cellulose, polyethylene glycols 

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

64. Pharm.ceutical composition according to claim 60, wherein the 

20 	prolonged release •harmaceutical composition does not comprise povidone as a 

binder. 

65. Pharmaceutical composition according to any of claims 34 and 51 to 

64, w -rein the composition releases the pharmaceutically active agents with the 

25 	fol .wing in vitro release rate when measured using the Ph. Eur. paddle method in 

,00 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 65% by weight of the pharmaceutically active agents, 

at 10 h: 	more than 80% by weight of the pharmaceutically active 

30 agents. 
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66. Pharmaceutical dosage form according to any of claims Ito .5, 

wherein oxycodone hydrochloride and naloxone hydrochloride are use..  

67. Use of a binder for manufacturing a prolonged release pharmaceutical 

composition comprising oxycodone or a pharmaceutically ac 	ptable salt thereof and 

naloxone or a pharmaceutically acceptable salt thereof wh• ein the pharmaceutical 

composition after storage under stressed conditions has ess than 4 % of total 

substances related to oxycodone or a pharmaceutica y acceptable salt or derivative 

thereof and/or related to naloxone or a pharmace 	ically acceptable salt or derivative 

thereof 

68. Use of a binder for man 	acturing a prolonged release pharmaceutical 

composition comprising oxycodone or a pharmaceutically acceptable salt thereof and 

naloxone or a pharmaceutically . ceptable salt thereof wherein the pharmaceutical 

composition after storage un 	r stressed conditionspharmaceutical composition has 

less than 0.5 % of known . ycodone or a pharmaceutically acceptable salt or 

derivative thereof relat.: substances or known naloxone or a pharmaceutically 

acceptable salt or d- ivative thereof related substances. 

69. se of a binder for manufacturing a prolonged release pharmaceutical 

composite. 	comprising oxycodone or a pharmaceutically acceptable salt thereof and 

naloxo • or a pharmaceutically acceptable salt thereof, wherein the pharmaceutical 

como sition after storage under stressed conditions releases the pharmaceutically 

a• we 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 

5 

10 

15 

20 

25 
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salt thereof and at least part of naloxone or a pharmaceutically acceptable sal 	n a 

prolonged release matrix. 

71. Use according to claim 70, wherein the prolonged re ' ase matrix 

5 comprises a prolonged release matrix material being selected fro• the group 

comprising hydrophobic or hydrophilic polymers, gums, subs tuted or unsubstituted 

hydrocarbons, carbohydrates, fatty acids, fatty alcohols, gl, ceiy1 esters of fatty acids, 

oils and waxes. 

10 72. Use according to claim 71, wherei • the pharmaceutical composition 

does not comprise ethyl cellulose and/or stea 	alcohol as prolonged release matrix 

material. 

73. Use according to any , claims 67 to 72, wherein the pharmaceutical 

15 composition comprises additional 	at least one filler and at least one lubricant. 

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

75. Use a 	ording to claim 73, wherein magnesium stearate and/or talc are 

20 used as lubricants 

76. Use according to any of claims 67 to 75, wherein the pharmaceutical 

composi on comprises oxycodone or a pharmaceutically acceptable salt thereof in an 

amou • t equivalent to 1 to 15 mg, preferably 1 to 9 mg of oxycodone HCl and 

25 na .xone or a pharmaceutically acceptable salt thereof in an amount equivalent to 0.5 

o 7.5 mg, preferably 0.5 to 4.5 mg of naloxone HCI. 

77. Use according to claim 76, wherein the pharmaceutical composition 

comprises oxycodone or a pharmaceutically acceptable salt thereof and naloxone or a 

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



WO 2012/020097 
	

PCT/EP2011/063864 

- 110 - 

78. 	Use according to claim 76 or 77, wherein the pharmaceutic 

composition comprises oxycodone or a pharmaceutically acceptable sa 	thereof in an 

amount equivalent to 1 mg of oxycodone HCI and naloxone or a ph• 	aceutically 

5 acceptable salt thereof in an amount equivalent to 0.5 mg of nal. • one HCI, 

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

2.5 mg of oxycodone HCI and naloxone or a pharmaceuti . ly acceptable salt thereof 

in an amount equivalent to 1.25 mg of naloxone HC1, • ' ycodone or a 

pharmaceutically acceptable salt thereof in an amo 	t equivalent to 5 mg of 

10 oxycodone HCI and naloxone or a pharmaceutic ly acceptable salt thereof in an 

amount equivalent to 2.5 mg of naloxone HC , oxycodone or a pharmaceutically 

acceptable salt thereof in an amount equiv ent to 7.5 mg of oxycodone MCI and 

naloxone or a pharmaceutically acceptable salt thereof in an amount equivalent to 

3.75 mg of naloxone HCI, oxycodo • or a pharmaceutically acceptable salt thereof in 

15 an amount equivalent to 10 mg o' oxycodone HC1 and naloxone or a 

pharmaceutically acceptable 	It thereof in an amount equivalent to 5 mg of 

naloxone HCI, oxycodone .r a pharmaceutically acceptable salt thereof in an amount 

equivalent to 12.5 mg 	oxycodone HCI and naloxone or a pharmaceutically 

acceptable salt thereof in an amount equivalent to 6.25 mg of naloxone HC1, or 

20 oxycodone or a 	armaceutically acceptable salt thereof in an amount equivalent to 

15 mg of oxy 'done HCI and naloxone or a pharmaceutically acceptable salt thereof 

in an amo 	t equivalent to 7.5 mg of naloxone HCI. 

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

25 p .rmaceutical 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. 

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

pharmaceutical composition does not comprise hydroxypropyl cellulose as a binder. 
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82. Use according to any of claims 76 to 81, wherein the phar 	4  ceutical 

composition releases the pharmaceutically active agents with the folio mg in vitro 

release rate when measured using the Ph. Eur. paddle method in 501 ml of Simulated 

5 Gastric Fluid at 50 rpm at 37 degrees C°: 

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

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

at 10 h: 	more than 80% by weight of the ,, armaceutically active 

agents. 

10 

83. Use according to any of claim 	7 to 75, wherein the pharmaceutical 

composition comprises oxycodone or a ph rmaceutically 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 acceptable salt thereof in an amount equivalent to 5 

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

84. Use accordi , . to claim 83, wherein the pharmaceutical composition 

comprises oxycodone o a pharmaceutically acceptable salt thereof and naloxone or a 

pharmaceutically ac -ptable salt thereof in 2:1 ratio by weight. 

20 
85. .se according to claim 83 or 84, wherein the prolonged release 

pharmaceut al composition comprises oxycodone or a pharmaceutically acceptable 

salt ther- ef in an amount equivalent to 10 mg of oxycodone HCI and naloxone or a 

pha 	. ceutically acceptable salt thereof in an amount equivalent to 5 mg of 

25 na .xone 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 HCI and naloxone or a pharmaceutically acceptable salt thereof 

30 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 HC1 .nd 

naloxone or a pharmaceutically acceptable salt thereof in an amount equ 	alent to 20 

mg of naloxone HC1, oxycodone or a pharmaceutically acceptable sal thereof in an 

amount equivalent to 60 mg of oxycodone HCI and naloxone or a o armaceutically 

5 acceptable salt thereof in an amount equivalent to 30 mg of nal. one HC1, 

oxycodone or a pharmaceutically acceptable salt thereof in . 	amount 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 an 	oxycodone or a 

pharmaceutically acceptable salt thereof in an amo nt equivalent to 160 mg of 

10 oxycodone HC1 and naloxone or a pharmaceuti illy acceptable salt thereof in an 

amount equivalent to 80 mg of naloxone HC 

86. Use according to any of • aims 83, 84 or 85, wherein the 	' 

pharmaceutical composition does no comprise povidone as a binder. 

15 

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

pharmaceutical compositio c comprises povidone as a binder. 

88. Use ac ording to any of claims 83 to 87 wherein the composition 

20 releases the pharm. eutically active agents with the following in vitro release rate 

when measured 	sing the Ph. Eur. paddle method in 900 ml of Simulated Gastric 

Fluid at 50 	c 	at 37 degrees C°: 

25 

at 	5 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. 

89. Use of a hydroxypropyl cellulose for manufacturing a prolonged 

release pharmaceutical composition comprising oxycodone or a pharmaceutically 

30 acceptable salt thereof and naloxone or a pharmaceutically acceptable salt thereof 
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wherein the pharmaceutical composition after storage under stressed conditio • s has 

less than 4 % of total substances related to oxycodone or a pharmaceutical 

acceptable salt or derivative thereof and/or related to naloxone or a pha 	aceutically 

acceptable salt or derivative thereof 

5 

90. Use of a hydroxypropyl cellulose for manufac 	ng a prolonged 

release pharmaceutical composition comprising oxycodon- or a pharmaceutically 

acceptable salt thereof and naloxone or a pharmaceutica y acceptable salt thereof 

wherein the pharmaceutical composition after storag; under stressed conditions has 

10 less than 0.5 % of known oxycodone or a pharma•-utically acceptable salt or 

derivative thereof related substances or known 	aloxone or a pharmaceutically 

acceptable salt or derivative thereof related 	bstances. 

91. Use of hydroxypropyl • ellulose for manufacturing a prolonged release 

15 pharmaceutical composition comp• sing oxycodone or a pharmaceutically acceptable 

salt thereof and naloxone or a p armaceutically acceptable salt thereof, wherein the 

pharmaceutical composition . fter storage under stressed conditions releases the 

pharmaceutically active 	ents with substantially the same release rate as before 

subjecting the pharma• eutical composition to stressed conditions. 

20 

92. e according to claim 89, 90 or 91, wherein the pharmaceutical 

composition • omprises at least part of oxycodone or a pharmaceutically acceptable 

salt there 	and at least part of naloxone or a pharmaceutically acceptable salt in a 

prolonted release matrix. 

25 

30 

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 co 	position 

comprises a prolonged release matrix which comprises at least one ce ulose ether, 

preferably at least one hydrophobic cellulose ether such as ethyl c- ulose as 

5 prolonged release matrix material. 

95. Use according to claim 93, wherein the ph 	maceutical composition 

comprises a prolonged release matrix which comprise at least one fatty alcohol as 

prolonged release material as prolonged release m. 	ix material. 

10 

96. Use according to any of claim 93, 94, or 95, wherein the 

pharmaceutical composition comprises a t olonged release matrix which comprises 

at least one cellulose ether, preferably 	least one hydrophobic cellulose ether such 

as ethyl cellulose and at least one f. 	y alcohol as prolonged release matrix materials. 

15 

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

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

98. Use . cording to claim 97, wherein said filler is lactose monohydrate. 

20 

99. se according to claim 97, wherein magnesium stearate and/or talc are 

used as lue scants. 

100. Use according to any of claims 89 to 99, wherein the pharmaceutical 

25 composition 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 

30 amount equivalent to 1 to 15 mg, preferably, Ito 9 mg of oxycodone HC1 and 
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naloxone or a pharmaceutically acceptable salt thereof in an amount equivals t to 0.5 

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

102. Use according to claim 100 or 101, wherein the pha I aceutical 

5 composition comprises oxycodone or a pharmaceutically accept. • e salt thereof in an 

amount equivalent to 1 mg of oxycodone HCI and naloxone • a pharmaceutically 

acceptable salt thereof in an amount equivalent to 0.5 mg . naloxone HCI, 

oxycodone or a pharmaceutically acceptable salt there.' in an amount equivalent to 

2.5 mg of oxycodone HCI and naloxone or a pharm. eutically acceptable salt thereof 

10 in an amount equivalent to 1.25 mg of naloxone 	Cl, oxycodone or a 

pharmaceutically acceptable salt thereof in a 	amount equivalent to 5 mg of 

oxycodone HCI and naloxone or a pharm 	eutically acceptable salt thereof in an 

amount equivalent to 2.5 mg of naloxo,  e HCI, oxycodone or a pharmaceutically 

acceptable salt thereof in an amoun -quivalent to 7.5 mg of oxycodone HCI and 

15 naloxone in an amount equivale 	to 3.75 mg of naloxone HCI, oxycodone or a 

pharmaceutically acceptable 	.1t 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 pharm. eutically acceptable salt thereof in an amount equivalent to 

12.5 mg of oxycod. e HCI and naloxone in an amount equivalent to 6.25 mg of 

20 naloxone HCI, o oxycodone or a pharmaceutically acceptable salt thereof in an 

amount equiv ent to 15 mg of oxycodone HCI and naloxone in an amount 

equivalen 	o 7.5 mg of naloxone HCI. 

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

25 pharmaceutical 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 

30 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 activ agents, 

at 10 h: 	more than 80% by weight of the pharmaceutical 	active 

agents. 

5 

105. Use of povidone for manufacturing a proton• d release 

pharmaceutical composition comprising oxycodone or a .harmaceutically acceptable 

salt thereof and naloxone or a pharmaceutically acce a able salt thereof wherein the 

pharmaceutical composition after storage under st -ssed conditions has less than 4 % 

10 	of total substances related to oxycodone or a pl 4rmaceutically acceptable salt or 

derivative thereof and/or related to naloxono or a pharmaceutically acceptable salt or 

derivative thereof. 

106. Use of povidone fo manufacturing a prolonged release 

15 	pharmaceutical composition co 	prising oxycodone or a pharmaceutically acceptable 

salt thereof and naloxone or . pharmaceutically acceptable salt thereof wherein the 

pharmaceutical composi 'on after storage under stressed conditions has less than 0.5 

% of known oxycodo,  e or a pharmaceutically acceptable salt or derivative thereof 

related substances or known naloxone or a pharmaceutically acceptable salt or 

20 	derivative ther- of related substances. 

10 	Use of povidone for manufacturing a prolonged release 

pha 	• ceutical composition comprising oxycodone or a pharmaceutically acceptable 

sa 	thereof and naloxone or a pharmaceutically acceptable salt thereof, wherein the 

25 	ohannaceutical 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 pharma -utical 

composition comprises at least part of oxycodone or a pharmaceutically 	ceptable 

salt thereof and at least part of naloxone or a pharmaceutically accept. • e salt in a 

prolonged release matrix. 

5 

10 

109. Use according to claim 108, wherein the prole ged release matrix 

comprises a prolonged release matrix material being sele 	ed from the group 

comprising hydrophobic or hydrophilic polymers, gu 	, substituted or unsubstituted 

hydrocarbons, carbohydrates, fatty acids, fatty alco,  ols, glyceryl esters of fatty acids, 

oils and waxes. 

110. Use according to claim 10 6, wherein the pharmaceutical composition 

comprises a prolonged release matrix 	ich comprises at least one cellulose ether, 

preferably at least one hydrophobic 	ellulose ether such as ethyl cellulose as 

15 prolonged release matrix materi. 

111. Use acco • 	g to claim 109, wherein the pharmaceutical composition 

comprises a prolonged elease matrix which comprises at least one fatty alcohol as 

prolonged release • . terial as prolonged release matrix material. 

20 

112. Use according to any of claims 109 to 111, wherein the 

pharmace 	ical composition comprises a prolonged release matrix which comprises 

at leas one cellulose ether, preferably at least one hydrophobic cellulose ether such 

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

25 

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. Use according to claim 113, wherein said filler is lactose 

monohydrate. 

115. Use according to claim 113, wherein magnesium s e 	ate and/or talc 

5 	are used as lubricants. 

116. Use according to any of claims 105 to 115 	herein the 

pharmaceutical composition comprises oxycodone or . pharmaceutically acceptable 

salt thereof and naloxone or a pharmaceutically acc• ptable salt thereof in 2:1 ratio by 

10 	weight. 

117. Use according to any of cla 	s 105 to116, wherein the pharmaceutical 

composition comprises oxycodone or a 'harmaceutically acceptable salt thereof in an 

amount equivalent to 10 to 160 mg, 	referably 16 to 160 mg of oxycodone HC1 and 

15 	naloxone or a pharmaceutically . ceptable salt thereof in an amount equivalent to 5 

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

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

pharmaceutical comp •sition comprises oxycodone or a pharmaceutically acceptable 

20 	salt thereof in an . 	ount equivalent to 10 mg of oxycodone HCI and naloxone or a 

pharmaceutica y acceptable salt thereof in an amount equivalent to 5 mg of 

naloxone 	' I, oxycodone or a pharmaceutically acceptable salt thereof in an amount 

equival • t to 20 mg of oxycodone HCI and naloxone or a pharmaceutically 

accer able salt thereof in an amount equivalent to 10 mg of naloxone HCI, 

25 	o 	'codone or a pharmaceutically acceptable salt thereof in an amount equivalent to 

30 mg of oxycodone HC1 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 

30 	mg of naloxone HCI, oxycodone or a pharmaceutically acceptable salt thereof in an 
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amount equivalent to 60 mg of oxycodone HCl and naloxone or a pharmace 	ically 

acceptable salt thereof in an amount equivalent to 30 mg of naloxone HC 

oxycodone or a pharmaceutically acceptable salt thereof in an amount quivalent to 

80 mg of oxycodone HC1 and naloxone or a pharmaceutically acce' able salt thereof 

5 in an amount equivalent to 40 mg of naloxone HC1, and oxycodt e or a 

pharmaceutically acceptable salt thereof in an amount equiv ent to 160 mg of 

oxycodone HC1 and naloxone or a pharmaceutically acce 	able salt thereof in an 

amount equivalent to 80 mg of naloxone HC1. 

10 119. Use according to any of claims 11 	to 118, wherein the 

pharmaceutical composition releases the pha 	aceutically active agents with the 

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

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

15 

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

at 2 h: 	40 to 65°/ sy weight of the pharmaceutically active agents, 

at 10 h: 	more t .n 80% by weight of the pharmaceutically active 

agents. 

120. Use t HPC for stabilizing a prolonged release pharmaceutical 

20 composition co ''rising oxycodone or a pharmaceutically acceptable salt thereof and 

naloxone or . pharmaceutically acceptable salt thereof. 

1. 	Use according to claim 120, wherein the pharmaceutical composition 

co 	• ises at least part of oxycodone or a pharmaceutically acceptable salt thereof 

25 . 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 

30 salt thereof in an amount equivalent to 1 to 15 mg, preferably 1 to 9 mg of 
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oxycodone HC1 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 4  Cl. 

123. 	Use according to any of claims 120, 121 or 122, whe -in the 

5 pharmaceutical composition comprises oxycodone or a pharmac• tically acceptable 

salt thereof and naloxone or a pharmaceutically acceptable s. 	thereof in 2:1 ratio by 

weight. 

124. 	An oral prolonged release pharmace 	ical composition comprising at 

10 least: 

a) at least one prolonged release • aterial; 

b) at least oxycodone or a pha 	aceutically acceptable salt or derivative 

thereof and naloxone or 	pharmaceutically acceptable salt or 

derivative thereof; a . 

15 c) HPC as a binder.  

125. 	Pharmaceut 	al composition according to claim 124, wherein the 

prolonged release phar 	aceutical composition comprises oxycodone or a 

pharmaceutically acceptable salt thereof in an amount equivalent to 1 to 80 mg, of 

20 oxycodone HCl . d naloxone or a pharmaceutically acceptable salt thereof in an 

amount equiv 	ent to 0.5 to 40 mg of naloxone HCI. 

1 .. 	Pharmaceutical composition according to claim 124 or 125, wherein 

the 	olonged release pharmaceutical composition comprises oxycodone or a 

25 p,  rmaceutically 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 

30 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 i 	an 

amount equivalent to 0.5 mg of naloxone HCI, oxycodone or a pharmace 	ically 

acceptable salt thereof in an amount equivalent to 2.5 mg of oxycodon 	Cl and 

naloxone or a pharmaceutically acceptable salt thereof in an amoun equivalent to 

5 1.25 mg of naloxone HCI, oxycodone or a pharmaceutically acc- • able salt thereof in 

an amount equivalent to 5 mg of oxycodone HCI and naloxo 	or a pharmaceutically 

acceptable salt thereof in an amount equivalent to 2.5 mg • naloxone HCI, 

oxycodone or a pharmaceutically acceptable salt thereo ' in an amount equivalent to 

7.5 mg of oxycodone HCI and naloxone in an amou , equivalent to 3.75 mg of 

10 naloxone HCI, oxycodone or a pharmaceutically cceptable salt thereof in an amount 

equivalent to 10 mg of oxycodone HCI and n. axone in an amount equivalent to 5 

mg of naloxone HCI, oxycodone or a phar , aceutically acceptable salt thereof in an 

amount equivalent to 12.5 mg of oxyco. • e HCI and naloxone in an amount 

equivalent to 6.25 mg of naloxone H f l, oxycodone or a pharmaceutically acceptable 

15 salt thereof in an amount equivale t to 15 mg of oxycodone HCI and naloxone in an 

amount equivalent to 7.5 mg o naloxone HC1, oxycodone or a pharmaceutically 

acceptable salt thereof in a 	amount equivalent to 20 mg of oxycodone HCI and 

naloxone in an amount e,  uivalent to 10 mg of naloxone HC1, oxycodone or a 

pharmaceutically acc• 'table salt thereof in an amount equivalent to 30 mg of 

20 oxycodone HCI a 1 naloxone in an amount equivalent to 15 mg of naloxone HC1, 

oxycodone or . sharmaceutically acceptable salt thereof in an amount equivalent to 

40 mg of ox codone HCI and naloxone in an amount equivalent to 20 mg of 

naloxone 	CI, oxycodone or a pharmaceutically acceptable salt thereof in an amount 

equiv. ent to 60 mg of oxycodone HCI and naloxone in an amount equivalent to 30 

25 m• of naloxone HCI, 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 HC1. 
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128. 	Pharmaceutical composition according to any of claims 124 to 	27, 

wherein the at least one prolonged release material and oxycodone or a 

pharmaceutically acceptable salt thereof and naloxone or a pharmaceut 	ally 

acceptable salt thereof are combined to form a prolonged release m. rix. 

5 

129. 	Pharmaceutical composition according to clai p 128, wherein the 

prolonged release material is selected from the group com . ising hydrophobic or 

hydrophilic polymers, gums, substituted or unsubstitut- 4 hydrocarbons, 

carbohydrates, fatty acids, fatty alcohols, glyceryl e 	ers of fatty acids, natural and 

10 synthetic oils and waxes. 

130. 	Pharmaceutical compositio 	ccording to claim 129, wherein the 

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

and/or a fatty alcohol. 

15 

131. 	Pharmaceutical 	omposition according to any of claims 128, 129 or 

130, comprising at least: 

a) at least o 	cellulose ether, preferably at least one hydrophobic 

cellul. e ether such as ethyl cellulose as prolonged release material; 

20 b) at 1,  . st oxycodone or a pharmaceutically acceptable salt or derivative 

ereof 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 

25 thereof are combined with said prolonged release material to form a 

prolonged release matrix. 

132. 	Pharmaceutical composition according to any of claims 128, 129 or 

130, 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 der 	ative 

thereof and naloxone or a pharmaceutically acceptable salt .r  

derivative thereof, wherein 

c) oxycodone or a pharmaceutically acceptable salt or 	rivative thereof 

5 and naloxone or a pharmaceutically acceptable s. 	or derivative 

thereof are combined with said prolonged rele 	e material to form a 

prolonged release matrix. 

133. 	Pharmaceutical composition acco di • to any of claims 128, 129 

10 	or 130, comprising at least: 

a) at least one cellulose ether, prer.rably at least one hydrophobic 

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

prolonged release mater :Is; 

b) at least oxycodone or 4 pharmaceutically acceptable salt or derivative 

15 thereof and nalox. e or a pharmaceutically acceptable salt or 

derivative they: •f, wherein 

c) oxycodone . a pharmaceutically acceptable salt or derivative thereof 

and nalo one or a pharmaceutically acceptable salt or derivative 

there. are combined with said prolonged release materials to form a 

20 pro onged release matrix. 

134. 	Pharmaceutical composition according to any of claims 128, 129, 130, 

131, 13 	or 133, wherein the pharmaceutical composition comprises additionally at 

least I ne filler and at least one lubricant. 

25 

135. 	Pharmaceutical composition according to claim 134, wherein said 

filler is lactose monohydrate. 

136. 	Pharmaceutical composition according to claim 134, wherein 

30 	magnesium stearate and/or talc are used as lubricants. 
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137. Pharmaceutical composition according to any of claims 1 4 to 136, 

wherein the composition releases the pharmaceutically active agents 	ith the 

following in vitro release rate when measured using the Ph. Eur. p,ddle 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 pharmac 	tically active agents, 

at 2 h: 	40 to 65% by weight of the pharm• ceutically active agents, 

at 10 h: 	more than 80% by weight of the pharmaceutically active 

agents. 

138. Use of HPC as a binder to prt duce a prolonged release formulation 

accordance with any of claims 124 to 13' 

in 

5 

10 
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The claims defining the invention are as follows: 

1.  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 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. 

2.  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 salt or 

derivative thereof related substances. 

3.  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. 

4.  Use according to any one of claims 1 to 3, wherein the pharmaceutical composition 

comprises at least 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. 

5.  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. 

6.  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. 

7.  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. 

8.  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. 

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

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

10.  Use according to claim 9, wherein said filler is lactose monohydrate. 

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

lubricants. 

12.  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. 

13.  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 HCl and naloxone or a 



- 93 — 

pharmaceutically acceptable salt thereof in an amount equivalent to 0.5 to 7.5 mg, 

preferably 0.5 to 4.5 mg of naloxone HCI. 

14.  Use according to claim 12 or 13, wherein the pharmaceutical composition comprises 

oxycodone or a pharmaceutically 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 HC1 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 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 HC1 and naloxone in an amount equivalent to 3.75 mg of 

naloxone HCI, oxycodone or &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 HC1, 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 HC1. 

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

composition does not comprise povidone as a binder. 

16.  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. 



-94- 

17.  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. 

18.  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. 

19.  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 HO. 

20.  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. 


