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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. n agonist layer comprising an opioid agonist coating the sequestering 

po mer layer; and 

e. a con oiled release layer coating the agonist layer; 

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

agonist and w -rein the agonist is substantially released and the naltrexone 

HCI is substantia 	sequestered upon administration to a human being. 

2. The composition of claim ' wherein the naltrexone HCI comprises from about 

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

3. The composition of claim 1 wher- 	the naltrexone HCI comprises from about 

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

4. The composition of claim 1 wherein the 	- trexone HCI comprises from about 

10% to about 20% wt to wt of the opioid agon - . 

5. The composition of claim 1 wherein the opioid agon t is oxycodone. 

6. A composition comprises a plurality of multi-layer pellets 	.mprising: 

a. a water soluble core; 

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

c. a sequestering polymer layer coating the antagonist contai 	ng layer; 

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

polymer layer; and 

e. a controlled release layer coating the agonist layer; 

wherein the weight of the naltrexone HCI comprises at least 5% the corn. 	ed 

weight of the water soluble core, antagonist layer and sequestering polyme r  
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layer and wherein the agonist is substantially released and the naltrexone HCI 

is substantially sequestered upon administration to a human being. 

7. The composition of claim 6 wherein the weight of the naltrexone HCI comprises 

fr. 	about 5% to about 30% of the combined weight of the water soluble core, 

antagonist layer and sequestering polymer layer. 

8. The compesition of claim 6 wherein the weight of the naltrexone HCI comprises 

from about • 11) to about 25% of the combined weight of the water soluble core, 

antagonist laye .nd sequestering polymer layer. 

9. The composition of c 	'm 6 wherein the weight of the naltrexone HCI comprises 

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

antagonist layer and segue tering polymer layer. 

10.The composition of claim 6 whe ein the weight of the naltrexone HCI comprises 

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

antagonist layer and sequestering pol 	er layer. 

11. The composition of claim 6 wherein the opi.'d agonist is oxycodone. 

12.A dosage form comprising oxycodone hydrochlo "de and sequestered naltrexone 

hydrochloride wherein the naltrexone hydrochloride. is present in an amount that 

is about 10% to about 30% of amount of oxycodone 	ydrochloride on a weight 

basis wherein the dosage form sequesters 100% of the 	. trexone hydrochloride 

as determined at 73 hours by first placing the composition i 	500m1 of a 0.1N HCI 

solution for 1 hour at 37°C, using USP paddle method, 100 ro ctions per minute, 

and then placing the composition in 500mL of a pH 7.5, 0.05M p ,osphate buffer 

for 72 hours at 37°C, using USP paddle method, 100 rotations pe minute and 

then determining the amount of naltrexone hydrochloride sequestered. 

13.The dosage form of claim 12 wherein the naltrexone hydrochloride is pres- tin 

an amount that is about 12% the amount of oxycodone hydrochloride on a were ,t 

basis 
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14. The dosage form of claim 12 wherein the naltrexone hydrochloride is present in 

an amount that is about 12% the amount of oxycodone hydrochloride on a weight 

basis. 

15. A .omposition comprising a plurality of multi-layer pellets comprising 

a. a water soluble core; 

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

c. a se-questering polymer layer coating the antagonist containing layer; 

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

polymer : er; and 

e. a controlled elease layer coating the agonist layer 

wherein the nalt & one HCI comprises at least 10% wt to wt of the opioid 

agonist and wherei 	the agonist is substantially released with a time to 

maximum observed pla ma concentration (Tmax)  is more than about 10 hours 

and the naltrexone HCI i 	ubstantially sequestered upon administration to a 

human being. 

16. The composition of claim 15 wherein 	e Tmax  is more than about 12 hours. 

17. The composition of claim 15 wherein the T 	is more than about 14 hours. 

18. The composition of claim 15 wherein the Tmax  is 	om about 10 hours to about 16 

hours. 

19. The composition of claim 15 wherein the Tmax is from abs12 hours to about 16 

hours. 

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

a. a water soluble core; 

b. an antagonist layer comprising naltrexone HCI coating th- 	ore; 

c. a sequestering polymer layer coating the antagonist co taining 

layer, 

d. an 	agonist 	layer 	comprising 	an 	opioid 	agonist 	coating 

sequestering polymer layer; and 
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e. 	a controlled release layer coating the agonist layer 

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

•ain in a patient in need thereof, wherein the naltrexone HCI comprises at least 10% 

wt 	wt of the opioid agonist and wherein the agonist is substantially released with a 

time • maximum observed plasma concentration (Tmax) is more than about 10 hours 

and the 'altrexone HCI is substantially sequestered upon administration to a human 

being. 

21. Use of a mu '-layer pharmaceutical composition comprising: 

a. - water soluble core; 

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

c. a se• estering polymer layer coating the antagonist containing 

layer; 

d. an 	agonis 	layer 	comprising 	an 	opioid 	agonist 	coating 	the 

sequestering • • ymer layer; and 

e. a controlled rele. e layer coating the agonist layer 

in the manufacture of a medicament f• the treatment of moderate to severe chronic 

pain in a patient in need thereof, wherein he naltrexone HCI comprises at least 10% 

wt to wt of the opioid agonist and wherein t 	agonist is substantially released with a 

ratio of plasma concentration of the agonist a 	4 hours after administration (C24) to 

maximum observed plasma concentration (Cmax) • between about 0.2 to about 0.8. 
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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 about 5% to about 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 about 6% to about 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 about 7% to about 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 about 8% to about 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 about 

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

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

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

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

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

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

12. A dosage form 	comprising 	oxycodone 	hydrochloride 	and 	sequestered 

naltrexone hydrochloride wherein the 	naltrexone hydrochloride is present in an 

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

on a weight basis wherein the dosage form sequesters 100% of the naltrexone 

hydrochloride as determined at 73 hours by first 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 the composition in 500mL of a pH 7.5, 

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

rotations 	per 	minute 	and 	then 	determining 	the 	amount 	of 	naltrexone 

hydrochloride sequestered. 

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

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

weight basis. 

14. 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 
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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 human 

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

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

polymer layer. 

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

16. The composition of claim 14, wherein the T. is more than 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 the Tmax  is from about 12 hours to 

about 16 hours. 

19. 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 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 1-1CI 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 about 0.2 to about 0.8 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. 


