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CLAIMS 

1. A composition comprises a plurality of multi-layer pellets comprising: 

a. a water soluble core; 

b. an antagonist containing layer comprising naltrexone HC1 coating h- core; 

c. a sequestering polymer layer coating the antagonist containing la -r; 

d. an agonist layer comprising an opioid agonist coating the 	-questering 

polymer layer; and 

e. a controlled release layer coating the agonist layer; 

wherein the weight of the naltrexone HCI comprises at lea 	5% the combined 

weight of the water soluble core, antagonist layer and se• westering polymer layer 

and wherein the agonist is substantially released a ► d the naltrexone HCI is 

substantially sequestered upon administration to a h .man being. 

2. The composition of claim 1, wherein t - weight of the naltrexone HCl 

comprises from about 5% to about 30% • the combined weight of the water 

soluble core, antagonist layer and segue- ering polymer layer. 

3. The composition of claim 1, 	, herein the weight of the naltrexone HCI 

comprises from about 6% to a• • ut 25% of the combined weight of the water 

soluble core, antagonist layer .nd sequestering polymer layer. 

4. The composition of claim 	1, wherein the weight of the naltrexone HCI 

comprises from abo 	7% to about 15% of the combined weight of the water 

soluble core, ants• -•nlst layer and sequestering polymer layer. 

5. The corn. •sition of claim 1, wherein the weight of the naltrexone HCI 

comprises rom about 8% to about 10% of the combined weight of the water 

soluble ►ore, antagonist layer and sequestering polymer layer. 

6. 'he composition of claim 1, wherein the opioid agonist is oxycodone. 

7. The composition of claim 1, wherein the naltrexone HCI comprises at least 

10% wt to wt of the opioid agonist. 
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8. The composition of claim 7, wherein the naltrexone HCI comprises from about 

10% to about 30% wt to wt of the opioid agonist. 

9. The composition of claim 7, wherein the naltrexone HCI comprises from abut  

10% to about 25% wt to wt of the opioid agonist. 

10. The composition of claim 7, wherein the naltrexone HCl comprises 	om about 

10% to about 20% wt to wt of the opioid agonist. 

11.The composition of claim 7, wherein the opioid agonist is o 	codone. 

12. A dosage form 	comprising oxycodone 	hydrochloride and 	sequestered 

naltrexone hydrochloride wherein the 	naltrexone hy• ochloride is present in an 

amount that is about 10% to about 30% of amou 	of oxycodone hydrochloride 

on a weight basis wherein the dosage form se• esters 100% of the naltrexone 

hydrochloride as determined at 73 hours by fir.t placing the composition in 500m1 

of 'a 0.1N HCI solution for 1 hour at 37'C, using USP paddle method, 100 

rotations per minute, and then placing 	e composition in 500m1. of a pH 7.5, 

0.05M phosphate buffer for 72 hour 	at 37°C, using USP paddle method, 100 

rotations 	per 	minute 	and 	the 	determining 	the 	amount 	of 	naltrexone 

hydrochloride sequestered. 

13. The dosage form of dal, 	12, wherein the naltrexone hydrochloride is present 

in an amount that is abut 12% the amount of oxycodone hydrochloride on a 

weight basis. 

14. A compositio ►  comprising a plurality of multi-layer pellets comprising 

a. a water 	oluble core; 

b. an a 	agonist layer comprising naltrexone HCI coating the core; 

c. a -equestering polymer layer coating the antagonist containing layer; 

d. -n agonist layer comprising an opioid agonist coating the sequestering 

polymer layer; and 

e. a controlled release layer coating the agonist layer 

wherein the naltrexone MCI comprises at least 10% wt to wt of the opioid agonist 
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and wherein the agonist is substantially released with a time to maximum 

observed plasma concentration (Tmax) is more than about 10 hours and the 

naltrexone HCI is substantially sequestered upon administration to a huma 

being and wherein the weight of the naltrexone HCI comprises at least 5% 

combined weight of the water soluble core, antagonist layer and segue 	ering 

polymer layer. 

15. The composition of claim 14, wherein the Tmax is more than abo it 12 hours. 

16. The composition of claim 14, wherein the Tmax  is more tha • about 14 hours. 

17. The composition of claim 14, wherein the Tmax is from about 10 hours to 

about 16 hours. 

18. The composition of claim 14, wherein th- Tmax  is from about 12 hours to 

about 16 hours. 

19. Use of a multi-layer pharmaceutical 	=position comprising: 

a. a water soluble core; 

b. an antagonist layer corn arising naltrexone HCI coating the core; 

c. a sequestering poly 	-r layer coating the antagonist containing layer; 

d. an agonist layer c• 	prising an opioid agonist coating the sequestering 

polymer layer; - d 

e. a controlled r•-lease layer coating the agonist layer 

in the ma 	facture of a medicament for the treatment of moderate to 

severe ' ronic pain in a patient in need thereof, wherein the naltrexone 

HCI r•mprises at least 10% wt to wt of the opioid agonist and wherein 

th,  agonist is substantially released with a time to maximum observed 

9 lasma concentration (Tmax) is more than about 10 hours and the 

naltrexone HCI is substantially sequestered upon administration to a 

human being and wherein the weight of the naltrexone HCI comprises 

at least 5% the combined weight of the water soluble core, antagonist 

layer and sequestering polymer layer. 
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20. Use of a multi-layer pharmaceutical composition comprising: 

a. a water soluble core; 

b. an antagonist layer comprising naltrexone HCI coating th'  

core; 

c. a sequestering polymer layer coating the antagonist co 	aining 

layer; 

d. an agonist layer comprising an opioid agonis 	coating the 

sequestering polymer layer; and 

d. a controlled release layer coating the agoni 	layer; 

in the manufacture of a medicament for the - eatment of moderate 

to severe chronic pain in a patient in 	' ed thereof, wherein the 

naltrexone HCI comprises at least 	0% wt to wt of the opioid 

agonist and wherein the agonist '... substantially released with a 

ratio of plasma concentration •f the agonist at 24 hours after 

administration (C24) to maxi►  urn observed plasma concentration 

(Cmax) of between about P.2 to about 0.8 and wherein the weight 

of the naltrexone HCl tamprises at least 5% the combined weight 

of the water solui e core, antagonist layer and sequestering 

polymer layer. 
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CLAIMS 

1. A composition comprises a plurality of multi-layer pellets comprising: 

a. a water soluble core; 

b. an antagonist containing layer comprising naltrexone HCI coating the core; 

c. a sequestering polymer layer coating the antagonist containing layer; 

d. an agonist layer comprising an opioid agonist coating the sequestering 

polymer layer; and 

e. a controlled release layer coating the agonist layer; 

wherein the weight of the naltrexone HCI comprises at least 5% the combined 

weight of the water soluble core, antagonist layer and sequestering polymer layer 

and wherein the agonist is substantially released and the naltrexone HCI is 

substantially sequestered upon administration to a human being. 

2. The composition of claim 1, wherein the weight of the naltrexone HCI 

comprises from 5% to 30% of the combined weight of the water soluble core, 

antagonist layer and sequestering polymer layer. 

3. The composition of claim 1, wherein the weight of the naltrexone HCI 

comprises from 6% to 25% of the combined weight of the water soluble core, 

antagonist layer and sequestering polymer layer. 

4. The composition of claim 1, wherein the weight of the naltrexone HCI 

comprises from 7% to 15% of the combined weight of the water soluble core, 

antagonist layer and sequestering polymer layer. 

5. The composition of claim 	1, wherein the weight of the naltrexone HCI 

comprises from 8% to 10% of the combined weight of the water soluble core, 

antagonist layer and sequestering polymer layer. 

6. The composition of claim 1, wherein the opioid agonist is oxycodone. 

7. The composition of claim 1, wherein the naltrexone HCI comprises at least 

10% wt to wt of the opioid agonist. 
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8. The composition of claim 7, wherein the naltrexone HCI comprises from 10% 

to 30% wt to wt of the opioid agonist. 

9. The composition of claim 7, wherein the naltrexone HCI comprises from 10% 

to 25% wt to wt of the opioid agonist. 

10. The composition of claim 7, wherein the naltrexone HCI comprises from 10% 

to 20% wt to wt of the opioid agonist. 

11. The composition of claim 7, wherein the opioid agonist is oxycodone. 

12. A composition comprising a plurality of multi-layer pellets comprising 

a. a water soluble core; 

b. an antagonist layer comprising naltrexone HCI coating the core; 

c. a sequestering polymer layer coating the antagonist containing layer; 

d. an agonist layer comprising an opioid agonist coating the sequestering 

polymer layer; and 

e. a controlled release layer coating the agonist layer 

wherein the naltrexone HCI comprises at least 10% wt to wt of the opioid agonist 

and wherein the agonist is substantially released with a time to maximum 

observed plasma concentration (Tmax)  is more than 10 hours and the naltrexone 

HCI is substantially sequestered upon administration to a human being and 

wherein the weight of the naltrexone HC1 comprises at least 5% the combined 

weight of the water soluble core, antagonist layer and sequestering polymer 

layer. 

13. The composition of claim 12, wherein the T. is more than 12 hours. 

14. The composition of claim 12, wherein the T. is more than 14 hours. 

15. The composition of claim 12, wherein the Tmax  is from 10 hours to 16 hours. 

16. The composition of claim 12, wherein the Tmax  is from 12 hours to 16 hours. 
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17. Use of a multi-layer pharmaceutical composition comprising: 

a.  a water soluble core; 

b.  an antagonist layer comprising naltrexone HCI coating the core; 

c.  a sequestering polymer layer coating the antagonist containing layer; 

d.  an agonist layer comprising an opioid agonist coating the sequestering 

polymer layer; and 

e.  a controlled release layer coating the agonist layer 

in the manufacture of a medicament for the treatment of moderate to 

severe chronic pain in a patient in need thereof, wherein the naltrexone 

HCI comprises at least 10% wt to wt of the opioid agonist and wherein 

the agonist is substantially released with a time to maximum observed 

plasma concentration (Tmax) is more than 10 hours and the naltrexone 

HCI is substantially sequestered upon administration to a human being 

and wherein the weight of the naltrexone HCI comprises at least 5% 

the combined weight of the water soluble core, antagonist layer and 

sequestering polymer layer. 

18. Use of a multi-layer pharmaceutical composition comprising: 

a. a water soluble core; 

b. an antagonist layer comprising naltrexone HCI coating the 

core; 

c. a sequestering polymer layer coating the antagonist containing 

layer; 

d. an agonist layer comprising an opioid agonist coating the 

sequestering polymer layer; and 

d. 	a controlled release layer coating the agonist layer; 

in the manufacture of a medicament for the treatment of moderate 

to severe chronic pain in a patient in need thereof, wherein the 

naltrexone HCI comprises at least 10% wt to wt of the opioid 

agonist and wherein the agonist is substantially released with a 

ratio of plasma concentration of the agonist at 24 hours after 

administration (C24) to maximum observed plasma concentration 

(Cmax) of between 0.2 to 0.8 and wherein the weight of the 

naltrexone HCI comprises at least 5% the combined weight of the 



60 

water soluble core, antagonist layer and sequestering polymer 

layer. 


