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CLAIMS

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

a water soluble core;

an antagonist containing layer comprising naltrexone HCI coating the
core;

a sequestering polymer layer coating the antagonist containing layer;

n agonist layer comprising an opioid agonist coating the sequestering
poNmer layer; and

a con¥Xolled release layer coating the agonist layer;

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

agonist and w
HCl is substantia

rein the agonist is substantially released and the naltrexone
sequestered upon administration to a human being.

2. The composition of claim Y wherein the naltrexone HCl comprises from about
10% to about 30% wt to wt of ¥Yhe opioid agonist.

3. The composition of claim 1 wheres

the naltrexone HCI comprises from about

10% to about 25% wt to wt of the opioN] agonist.

4. The composition of claim 1 wherein the

itrexone HCI| comprises from about

10% to about 20% wt to wt of the opioid agoniaf,

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

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

a.

b
c.
d

wherein the weight of the naltrexone HCI comprises at least 5% the comiX
weight of the water soluble core, antagonist layer and sequestering polym¥r

. an antagonist containing layer comprising naltrexone H

a water soluble core;
coating the core;
a sequestering polymer layer coating the antagonist containing layer;

. an agonist layer comprising an opioid agonist coating the Requestering

polymer layer; and

a controlled release layer coating the agonist layer;
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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.\ he composition of claim 6 wherein the weight of the naltrexone HCI comprises
frd about 5% to about 30% of the combined weight of the water soluble core,

antadpnist layer and sequestering polymer layer,

8. The compygition of claim 6 wherein the weight of the naltrexone HCI comprises
from about 6% to about 256% of the combined weight of the water soluble core,
antagonist layemand sequestering polymer layer.

9. The composition of ckim 6 wherein the weight of the naltrexone HCI comprises
from about 7% to aboul\15% of the combined weight of the water soluble core,

antagonist layer and sequetering polymer layer.

10.The composition of claim 6 whexgin the weight of the naltrexone HCI comprises
from about 8% to about 10% of thg combined weight of the water soluble core,

antagonist layer and sequestering polxner layer.

11.The composition of claim 6 wherein the opidid agonist is oxycodone.

12.A dosage form comprising oxycodone hydrochloNde and sequestered naltrexone
hydrochloride wherein the naltrexone hydrochloride\is present in an amount that
is about 10% to about 30% of amount of oxycodoneNaydrochloride on a weight
basis wherein the dosage form sequesters 100% of the Maltrexone hydrochloride
as determined at 73 hours by first placing the composition ilNoCGOmi of a 0.1N HCI
solution for 1 hour at 37°C, using USP paddle method, 100 ro¥ations per minute,
and then placing the composition in 500mL of a pH 7.5, 0.05M pRosphate buffer
for 72 hours at 37°C, using USP paddle method, 100 rotations peXx minute and
then determining the amount of naltrexone hydrochloride sequestered.

13.The dosage form of claim 12 wherein the naltrexone hydrochloride is presext in
an amount that is about 12% the amount of oxycodone hydrochloride on a wei
basis
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14.The dosage form of claim 12 wherein the naltrexone hydrochleride is present in
an amount that is about 12% the amount of oxycodone hydrochloride on a weight
basis.

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

a water soluble core;

b antagonist layer comprising nalirexone HCI coating the core;

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

d ist layer comprising an opioid agonist coating the sequestering
polymer Ryer; and

e. a controlledxelease layer coating the agonist layer
wherein the naltragone HCl comprises at least 10% wt to wt of the opioid
agonist and wherei® the agonist is substantiaily released with a time fo
maximum observed plasma concentration (Tpayx) is more than about 10 hours
and the naltrexone HCl is\substantially sequestered upon administration to a

human being.
16. The composition of claim 15 wherein ¥ie Thayx is more than about 12 hours.

17. The composition of claim 15 wherein the Thex is more than about 14 hours.
18. The composition of claim 15 wherein the Tmax is Yfom about 10 hours to about 16
hours.

19. The composition of claim 15 wherein the Thex is from abdyt 12 hours to about 16
hours.

20. Use of a multi-layer pharmaceutical composition comprising:
a. awater soluble core;
b. an antagonist layer comprising naltrexone HCI coating thexgore;
c. a sequestering polymer layer coating the antagonist coNtaining
layer;
d. an agonist layer comprising an opioid agonist coating t
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 HCl comprises at least 10%
wtXo wt of the opioid agonist and wherein the agonist is substantially released with a
time 3 maximum observed plasma concentration (Tmax) is more than about 10 hours
and the Raltrexone HCI is substantially sequestered upon administration to a human
being.

21. Use of a muli:-layer pharmaceutical composition comprising:

a. awater soluble core;

b. anQntagonist layer comprising naltrexone HCI coating the core;

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

d. an agonisi\ layer comprising an opiocid agonist coating the

sequestering pQlymer layer; and

e. a controlled releage layer coating the agonist layer
in the manufacture of a medicament fog 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\¢4 hours after administration (C.4) to
maximum observed plasma concentration (Cnax) O 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;
an antagonist containing layer comprising naltrexone HCI coating the core;

a sequestering polymer layer coating the antagonist containing layer;

o oo

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 nalirexone 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 HCl comprises at least
10% wt to wt of the opioid agonist.
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8. The composition of claim 7, wherein the naltrexone HC| comprises from about
10% to about 30% wt to wi of the opioid agonist.

9. The composition of claim 7, wherein the naltrexone HCI| comprises from about
10% to about 25% wt to wi of the opioid agonist.

10. The composition of claim 7, wherein the naltrexone HC} comprises from about
10% to about 20% wt to wt of the opiocid 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 500ml
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 opiocid 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 HCI| 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 Tpmax is more than about 12 hours.

16. The composition of claim 14, wherein the Tpax is more than about 14 hours.

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

about 16 hours.

18. The composition of claim 14, wherein the Tnax is from about 12 hours to

about 16 hours.

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

a.

b
c.
d

a water soluble core;

. an antagonist layer comprising nalirexone HCI coating the core;

a sequestering polymer layer coating the antagonist containing layer;

. an agonist layer comprising an opioid agonist coating the sequestering

polymer layer; and

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 (Thax) is more than about 10 hours and the
naltrexone HCIl 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.



60

20. Use of a multi-layer pharmaceutical composition comprising:
a. a water soluble core;
b. an antagonist layer comprising naltrexone HCI coating the
core;
c. asequestering polymer layer coating the antagonist containing
layer;
d. an agonist layer comprising an opicid 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 (Cs4) 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.



