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We claim:

1. An immediate release solid oral dosage form comprising a plurality of
particles, each partié]e comprising:
' (i) an active agent; and

(ii\)pa material that is sensitive to acidic pH;
% of the active agent

a USP Apparatus 2 (paddle)

“wherein the dosage form releases at least about 7,
within 45 minutes as measured by in-vitro dissolution j

at 50 rpm in 500 ml 0.1N HCl at 37° C.

2. - The immediate release solid oral dosage f rm of claim 1, wherein the

plurality of particles are dispersed in a matrix. |

3. The immediate release solid oral dospge form of claim 2, wherein the matrix
comprises a gelling agent. '
4. The immediate release solid orgl dosage form of claim 2 or 3, wherein the
matrix comprises a disintegrant.
S. The immediate release sold oral dosage form of any one of'claims 2, 3 or 4,
‘wherein the matrix comprises a
6. The immediate releagt solid oral dosage form of claim 1, wherein each
particle comprises either (I a core comprising the active agent and the material
sensttive to acidic pH laygred on the core; or (1) a core comprising a first active
agent, a coating comprifing a second active agent layered over the core and a

material that is sensitie to acidic pH layered over the coated core.

7. The immeghate release solid oral dosage form of claim 6, wherein the core

comprises an ingft excipient layered with the active agent.
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8. The immediate release solid oral dosage form of claim 6 /wherein the core

comprises the active agent dispersed in a pharmaceutically accgptable excipient.

9. The immediate release solid oral dosage form of clgfm 1, wherein each
particle comprises: |
(1) a core comprising an inert excipient; and
(ii) a coating comprising both the active agerit' nd the material sensitive to

acidic pH layered on the core.

10.  The immediate release solid oral dosage form of claim 1, wherein each

particle comprises the active agent dispersed infthe material sensitive to acidic pH.

11.  The immediate release solid oral dogage form of claim 10, wherein the

plurality of particles are in the form of a gfanulation.

12 The immediate release solid orfl dosage form of claim 1, wherein the

material sensitive to acidic pH is a pglymer. -

13.  The immediate release sojid oral dosage form of claim 12, wherein the

_polymer is soluble in a pH of bgtween about 1 and about 5.

14.  The immediate releage solid oral dosage form of claim 12 or 13, wherein the
polymer is insoluble in a pH of between about 6 and about 8.5.
15.  The immediatefrelease solid oral dosage form of claim 12, wherein the

polymer is less solubfe in a pH range of between about 6 and about 8.5 than a pH

- range of between apout 1 and about 5.

PCT/IB20A3/000444
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16. The immediate release solid oral dosage form of claim 12, fvherein the
polymer is a polyacrylate, a polysaccharide, an ion exchange resjh, or a mixture

thereof.

17 The immediate release solid oral dosage form of clafim 16, wherein the

polymer is a polyacrylate.

18. = The immediate release solid oral dosage form ¢/f claim 17, wherein the
polyacrylate is a copolymer comprising methyl methfcrylate and'diethylaminoethyl

m‘vethacryl ate.

19.  The immediate release solid oral dosagefform of claim 17, wherein the
polyacrylate is a copolymer comprising methyl methacrylate, butyl methacrylate and
dimethylaminoethyl methacrylate.

20. The immediate release solid oral flosage form of claim 16, wherein the

21.  The immediate release solidforal dosage form of claim 20, wherein the

polysaccharide is chitosan.

22. The immediate releasefsolid oral dosage form of claim 16, wherein the

polymer is an ion exchange gesin.

23. The immediate refease solid oral dosage form of claim 22, wherein the 1on
exchange resin is a polgcrilex resin, a polacrilin salt, sodium polystyrene sulfonate, a

cholestyramine resin pr a mixture thereof.

24.  The immeghate release solid oral dosage form of claim 3, wherein the gelling

agent is selected/from the group consisting of sugars, sugar derived alcohols, starch,
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starch derivatives, cellulose derivatives, attapulgites, bentorﬁtes, xtrins, alginates,
carrageenan, gums, pectins, gelatin, kaolin; lecithin, magnesiumyaluminum silicate,
carbomers, carbopols, polyvinylpyrrolidone,' polyethylene glygdol, polyethylene
oxide, polyvinyl alcohol, silicon dioxide, curdlan, furcelleray, egg white powder,

lacto albumin, soy protein, chitosan, surfactants, emulsiﬁ_e' and mixtures thereof.

25. The immediate release solid oral dosage form _0  claim 3, wherein the gelling
agent is selected from the group consisting of pregelé} .nized'starch,
hydroxyethylcellulose, guar gum, xanthan gum, algi ate, éarragéenan and mixtures

thereof.

26.  The immediate release solid oral dosagg form of claim 3, wherein the
viscosity of the dosage form mixed with frq“ .about 0.5 to about 10 ml of distilled
water prevents the active agent from being fystemically absorbed, or reduces the
ability of the active agent to be systemica “ y absorbed, when administered by the

parenteral or nasal route.

27.  The immediate release solid gral dosage form of claim 3, wherein the
viscosity of the solid oral dosage fgrm after cmshing and mixing with from about 0.5
to about 10 ml of distilled water grevents the active agent from being systemically
absorbed, or reduces the ability/of the active agent to be systemically absorbed, when

administered by the parentergf or nasal route.

28. The immediate relgase solid oral dosage form of claim 26 or 27, wherein the
viscosity after mixing wjth from about 0.5 to about 10 ml of distilled water is from

about 10 ¢P to about 1§0 cP.

29.  The immedjate release solid oral dosage form of claim 26 or 27, wherein the
viscosity after miking with from about 0.5 to about 10 ml of distilled water is from

about 25 ¢P to gbout 75 cP.
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30. The immediate release solid oral dosage form of claim 4 fwherein the

disintegrant is selected from the group consisting of cross-linkgd sodium

carboxymethylcellulose, starch, sodium starch glycolate, crogs-linked
polyvinylpyrrolidone and mixtures thereof.
31.  The immediate release solid oral dosage form offclaim 5, wherein the filler is

a saccharide.

32. The immediate release solid oral dosage foym of claim 31, wherein the
saccharide is selected from the group consisting ¢f sucrose, dextrose, lactose,

fructose, mannitol, a cellulosic derivative and gfmixture thereof.

33. The immediate release solid oral dogage form of claim 31, wherein the

saccharide is lactose or microcrystalline cgllulose.

34. The immediate release solid orfl dosage form of claim 1 or 2, wherein each

particle is layered with a barrier layef.

35. The immediate release sojid oral dosage form of claim 34, wherein the barrier
layer comprises a material selegted from the group consisting of

hydroxypropylmethylcellulosg, polyvinyl alcohol, povidone and mixtures thereof.

36. The immediate relgase solid oral dosage form of claim 1, wherein the

plurality of particles confprise a therapeutically effective amount of the active agent.

37. The immediage release solid oral dosage form of claim 1, wherein the active
agent is selected frgm the group consisting of opioid agonists, tranquilizers, CNS

depressants, CNS/stimulants, sedative hypnotics, and mixtures thereof.
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38. The immediate release solid oral dosage form of claim 1, wherein the active
agent is an opioid agonist.
39.  The immediate release solid oral dosage form of clairg 38, wherein the opioid

hine, oxycodone,
oxymorphone, hydrocodone, hydromorphone, pharmaceufically acceptable salts
thereof, and mixtures thereof.

40.  The immediate release solid oral dosage fornf of claim 6, wherein the first

active agent is a non-opioid analgesic and the secoyfd active agent is an opioid.

41. The immediate release solid oral dosagefform of claim 40, wherein the non-
opioid analgesic is acetaminophen, aspirin or ‘ uprofen or pharmaceutically |

acceptable salts thereof.

42. The immediéte release solid oral flosage form of any one of claims 1, 2, 37.or
38, further comprising an aversive agept.
43.  The immediate release solid/oral dosage form of claim 42, wherein the

aversive agent in contained in thefplurality of particles and/or the matrix.

44 The immediate releasefsolid oral dosage form of claim 42, wherein the
aversive agent is selected frgfm the group consisting of emetics, antagonists, bittering

agents, irritants and mixtuyes thereof.

45.  The immediate felease solid oral dosage form of claim 44, wherein the

aversive agent is an g¢netic selected from the group consisting of methyl cephaeline,

- cephaeline, emeting’hydrochloride, psychotrine, O-methylpsychotrine, emetamine,

ipecamine, hydrofipecamine, ipecacunhic acid and mixtures thereof.
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46. The immediate release solid oral dosage form of claim 44, fvherein the
emetic is ipecac.
47.  The immediate release solid oral dosage form of clainf 44, wheréin the

‘aversive agent is an antagonist selected from the group congfsting of naltrexone,

naloxone, nalmefene, cyclazacine, levallorphan, pharmac: tically__acceptable salts

thereof, and mixtures thereof.

48.  The immediate release solid oral dosage fo yfof claim 44, wherein the
aversive agent is a bittering agent selected from the/group consisting of flavor oﬂi.ls,
flavoring aromatics, oleoresins, plant extracts, le : extracts, ﬂQwer extracts, fruit .
extracts, sucrose derivatives, chlorosucrose derjvatives, quinine sulphate, denaiohium

benzoate and mixtures thereof.

49.  The immediate release solid oral dfsage form of claim 44, wherein the
aversive agent is a bittering agent selectgd from the group consisting of spearmint .
oil, peppermint oil, eucalyptus oil, oil #f nutmeg, allspice, mace, oil of bitter

almonds, menthol and mixtures thergof.

50.  The immediate release sofd oral dosage form of claim 44, wherein the

~aversive agent is a bittering agejit extracted from a fruit selected from the group

consisting of lemon, orange, lfme, grapefruit and mixtures thereof.

51. The immediate rel¢ase solid oral dosage form of claim 44, wherein the

aversive agent is denatogium benzoate.

52.  The immediaje release solid oral dosage form of claim 44, wherein the

aversive agent is arfirritant.
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53. The immediate release solid oral dosage form of claim 52/ wherein the
irmitant is a surfactant, capsaicin or a capsaicin analog.

54, The immediate release solid oral dosage form of claiyh 53, wherein the
intferatoxin, tinyatoxin,
heptanoylisobutylamide, heptanoyl guaiacylamide, an isgbutylamide, a
guaiacylamide, dihydrocapsaicin, homovanillyl octylesfer, nonanoyl vénillylamide
and mixtures thereof. ’ '
55. The immediate release solid oral dosage fofm of claim 53, wherein the

surfactant is selected from the group consisting ¢ff poloxamer, a sorbitan monoester,

a glyceryl monooleate, sodium lauryl sulfate agfd mixtures thereof.

56.  The immediate release solid oral dogage form of claim 1, wherein the dosage
form releases at least about 85% of the acfive agent within 45 minutes as measured

by in-vitro dissolution in a USP Apparafus 2 (paddle) at 50 rpm in 500 ml 0.1N HCt
at 37° C.

57. The immediate release solig oral dosage form of claim 1, wherein the dosage

form releases at least about 90% pf the active agent within 45 minutes as measured

_ by in-vitro dissolution in a USEfApparatus 2 (paddle) at 50 rpm in 500 ml 0.1N HCI

at 37° C.

58.  The immediate rel¢ase solid oral dosage form of claim 1, wherein the dosage
form releases at least abgut 85% of the active agent within 60 minutes as measured
by in-vitro dissolution /n a USP Apparatus 2 (paddle) at 50 rpm in 500 ml 0.1N HCI
at 37° C.

59.  The immefliate release solid oral dosage form of claim 1, wherein the dosage

form releases atfleast about 90% of the active agent within 60 minutes as measured
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by in-vitro dissolution in a USP Apparatus 2 (paddle) at 50 rpm if500 m1 0.1N HCI
at37° C.

60.  The immediate release solid oral dosage form of claigh 1, wherein the dosage

form releases at least about 95% of the active agent ’wit_hirn‘ 0 minutes as measured
by in-vitro dissolution in a USP Apparatus 2 (paddle) at 30 rpm in 500 ml 0.1N HCI
at 37° C. -

61.  The immediate release solid oral dosage forgh of claim 3,'comprising the

gelling agent in an amount from about 0.25% to alfout 50% (w/w) of the dosage

form.

62. The immediate release solid oral dos; Age form of claim 6],,compr_isingvth'e
gelling agent in an amount from about 0.25¢ to about 10% (w/w) of the dosage

form.

63.  The immediate release solid orpl dosage form of claim 4, comprising the

disintegrant in an amount from abouy2% to about 25% (w/w) of the dosage form.

id oral dosage form of claim 63, comprising the

disintegrant in an amount from About 2% to about 10% (w/w) of the dosage form.

65.  The immediate releafe solid oral dosage form of claim 5, comprising the filler

in an amount from about }5% to about 95% (w/w) of the dosage form.

66. The immediatg/release solid oral dosage form of claim 65, comprising the

filler in an amount frgm about 25% to about 50% (w/w) of the dosage form.

1ate release solid oral dosage form of claim 2, in the form of a

compressed tablgt.
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68. The immediate release solid oral dosage form of claim 1/6r 2, contained in a
pharmaceutically acceptable capsule.
69. An immediate release solid oral dosage form compyising a plurality of

particles, each particle comprising:
(1) an opioid agonist; and
(11) a material that is sensitive to acidic/pH; 7
wherein the plurality of particles are dispers¢d in a matrix comprising:
(1) a gel]ing.agent; and
(i1) a disintegrant;
wherein the dosage form releases at leagt about 70% of the opioid agonist
within 45 minutes as measured by in-vitro digsolution in a USP Apparatus 2 (p'addle)
at 50 rpm in 500 ml 0.1N HCl at 37° C; an
wherein the viscosity of the dosagg form mixed with from about 0.5 to about
10 m! of distilled water prevents the opibid agonist from being systemically
absorbed, or reduces the ability of the Opioid agonist to be systemically absorbed,
when administered by the parenteralfor nasal route.
70. A process for preparing af immediate release solid oral dosage form
comprising:
(1) preparing a pluralifly of particles, each particle comprising an active agent

and a material that 1s sensitjve to acidic pH; and

s

(11) dispersing the plurality of particles into a matrix;

wherein the dosgke form releases at least about 70% of the active agent
easured by in-vitro dissolution in a USP Apparatus 2 (paddle)

AN HCl at37° C.

within 45 minutes as

at 50 rpm in 500 ml

71.  The procgss of claim 70, wherein the matrix comprises a gelling zigent.
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72.  The process of claim 70 or 71, wherein the matrix comprifes a disintegrant.
73.  The process of any one of claims 70, 71 or 72, whereigf the matrix comprises
a filler. |
74. The process of claim 70, wherein the particles ar¢ prepared by layering a core

comprising the active agent with the material sensitivefo acidic pH.

75.  The process of claim 74, wherein the core cpmprises an inert excipient

76. The process of claim 74, wherein the ¢bre comprises the active agent

77.  The process of claim 70, whereinfthe particles are prepared by coating a core
comprising an inert excipient with the gctive agent and the material sensitive to
acidic pH. '
78.  The process of claim 70, wherein the particles are prepared by dispersing the

active agent in the material sensftive to acidic pH.

79. A process for preparifig an immediate release solid oral dosage form
comprising:
(1) granulating anfactive agent and a material sensitive to acidic pH to obtain
a granulation;
(1) compressipg the granulation into a tablet or containing the granulation in
a capsule;
wherein thg dosage form releases at least about 70% of the active agent
within 45 minutgs as measured by in-vitro dissolution in a USP Apparatus 2 (paddle)

at 50 rpm in 500 ml 0.1N HCl at 37° C.
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80. The process of claim 79, wherein the granulation and/orfihe compressed

tablet further comprises a gelling agent, a disintegrant, a filleror a mixture thereof.
81. The process of claim 80, wherein the filler is spray/dried with a solution
comprising the active agent and the material sensitive to Acidic pH to obtain a spray-

dried composition.

82. The process of claim 81, wherein the spray-firied composition isvrgranulated '

‘with the gelling agent and the disintegrant.

83. A method of treating a disease or condftion comprising administering to a
patient in need thereof an immediate release folid oral dosage form according to any

one of claims 1-70.

84. A method of treating pain compfising administering to a patient in need
thereof, an immediate release solid oral dosage form according to any one of

claims 38-41 and 79.

85.  Animmediate release sofid oral dosage form comprising-a plurality of
particles, each particle compriging: '
(i) an active agent; and
(i1) a materifl that is sensitive to acidic pH;
wherein the dosagle form releases at least about 70% of the active agent
within 45 minutes as mgasured by in-vitro dissolution in a USP Apparatus 2 (paddle)

at 50 rpm in 500 mi O/IN HCl at 37° C.

86. An immedfate reiease solid oral dosage form comprising a plurality of
particles, each pdrticle comprising: V

1) an opioid agonist; and
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(i1) a material that is sensitive to acidic pH;
wherein the plurality of particles are dispersed in a matrfx comprising:
(1) a gelling agent; and optionally

(ii) a disintegrant;

~ wherein the dosage form releases at least about 70% of thg/opioid agonist within

45 minutes as measured by in-vitro dissolution in a USP/Apparatus 2 (paddle) at
50 rpm in 500 ml 0.1N HCl at 37° C; and » ‘
provides a viscosity after mixing with from about 0.5/o about 10 ml of distilled
water from about 10 cP to about 100 cP.or from abgut 25 cP to-about 75 cP.

87.  The immediate release solid oral dosage ‘orm of claim 86 wherein the
material that is sensitive to acidic pH providesffor less dissolution of active agent
from the dosage form in 500 ml distilled wat bt after 5 minlites, preferably after
10 minutes as measured by in-vitro dissolufion in a USP paddle Apparatus at 50 rpm

and 37° C as compared to the dissolutionfin 900 mL.1 N HC! after 5 or 10 minutes,

respectively, as measured by in-vitro difsolution in a USP basket Apparatus at

88.  The immediate release solifl oral dosage form of claim 87, wherein the ratio

of the amount released in water {0 the amount released in 0.1N HCl is about 1:10 to
less than 1:1; about 1:5 to abo 9:10, about 3:10 to about 4:5, or about 2:5 to about
7:10 or about 1:2 to about 3:
9:10, about 3:10, about 9:1
4:5 to about 9:10. In oth

3:10, about 2:5, about 1

. In other embodiments, the ratio is about 1:10, about
, about 1:2, about 9:10, about 7:10; about 9:10 or about
embodiments, the ratio is about 1:10, about 1:5, about

, about 3:5, about 7:10; about 4:5 or about 9:10.

89.  The immedigte release solid oral dosage form of any one of claims 86 to 88,
wherein the materigl that 1s sensitive to acidic pH is selected from the group of

copolymers inclyding amino-, and/or monoalkylamino-, and/or dialkylamino groups,
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preferably a copolymer comprising methyl methacrylate, butylmethacrylate and

demethylaminoethyl methacrylate.

90.  The immediate release solid oral dosage form of anyfone of claims 86 to 89
including a gelling agent selected from the group .of sugard, sugar derived alcohols,
starch and starch derivatives, cellulose derivatives, att\ap.xlg.ites, bentonites, dextrins,
alginates, carrageenan, gums,‘pectin', gelatin, kaolin, 1¢ v.ithAin', magnesium aluminum
silicate, carbomers, carbopols, polyvinylpyrrolic-loné,ﬂ-.‘ 'olyethyl_ene glycol,
polyethylene oxide, polyvinyl alcohol, silicon dioxj :e, curdlan, furcellefan, egg
white powder, lacto albumin, soy protein, chitosa A, surfactants, mixed
surfactant/wetting agent systems, emulsifiers, o fler po'lymeric materials, and

mixtures thereof, preferably a mixture of pregglatinized starch and xanthan gum.

91. The immediate release solid oral dgsage form of any one of claims 86 to 90
wherein the viscosity of the dosage form fnixed With from about 0.5 to about 10 ml
of distilled water prevents the opioid a ﬁist from being systemically absorbed, or
reduces the ability of the opioid agon'» t to be systemically absorbed, when

administered by the parenteral or nagal route.

92. The immediate release sqgfiid oral dosage form of any one of claims 86 to 91,

wherein the active agent is susgeptible to abuse.

93. The immediate relegse solid oral dosage form of any one of claims 86 to 91,

wherein the active agent }5 an opioid analgesic.

94. The immediatg release solid oral dosage form of any one of claims 86 to 91,

wherein the active agent is oxycodone hydrochloride.

95. A procesy for preparing an immediate release solid oral dosage form

comprising;
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(1) preparing a plurality of particles, each particle comprisfhg an active agent
and a material that is sensitive to acidic pH; and

(i1) dispersing the plurality of particles into a matrix;

wherein the dosage form releases at least about 70% 0f the active agent
within 45 minutes as measured by in-vitro dissolution in afJSP Apparatus 2 (paddle)

at 50 rpm in 500 ml 0.1N HCl at 37° C.

96. A process for preparing an immediate releasc olid oral dosage form
comprising:

(i) granulating an active agént and a mate él sensitive to acidic pH to obtain
a granulation;

(i1) compressing the granulation into afablet or containing the granulation in
a capsule; |

wherein the dosage form releases aff least about 70% of the active agent
within 45 minutes as measured by in-vitrph dissolution in a USP Apparatus 2 (paadle)

at 50 rpm in 500 m1 0.1N HCl at 37° C

97. A method of treating a diseage or condition comprising administering to a
patient in need thereof an immedighe release solid oral dosage form according to any

one ofclaim_s 85to 91.

98. A method of treating pain comprising administering to a patient in need
thereof, an immediate releafe solid oral dosage form according to any one of

claims 86 to 91.

99. Use of an immgdiate release solid oral dosage form according to any one of
claims 86 to 91 in a ghethod of treating pain comprising administering said dosage

form to a patient in heed thereof,
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100.  Use of a polymer sensitive to acidic pH to impart tamper sistance in an

immediate release solid oral dosage form.

101.  Use of a polymer sensitive to acidic pH selected frony'the group of acrylic
5 - copolymers including amino-, and/or monoalkylamino-, and/or dialkylaminogroups

to impart tamper resistance in an immediate release solid oral dosage form.

102.  Use of a polymer sensitive to acidic pH in compination with a gelling agent
to impart tamper resistance in an immediate release golid oral dosage form.

10




CLAIMS

1. An immediate release solid oral dosage form comprising a plurality of particles, each
particle comprising: |
(i) an active agent; and
(i1) a material that is sensitive to acidic pH;
wherein the plurality of particles are dispersed in a matrix comprising a gelling agent
selected from the group consisting of pregelatinized starch, hydroxyethylcellulose, guar gum,
xanthan gum, alginate, carrageenan and mixtures thereof; and
wherein the dosage form releases at least about 70% of the active agent within 45
minutes as meésured by in-vitro dissolution in a USP Apparatus 2 (paddle) at 50 rpm in 500 ml
0.IN HCl at 37° C.

2. The immediate release solid oral dosage form of claim 1, wherein the matrix comprises a
disintegrant.
3. The immediate release solid oral dosage form of claim 1 or 2, wherein the matrix

comprises a filler.

4, The immediate release solid oral dosage form of claim 1, wherein each particle comprises
either (I) a core comprising the active agent and the material sensitive to acidic pH layered on the
core; or (II) a core comprising a first active agent, a coating comprising a second active agent

layered over the core and a material that is sensitive to acidic pH layered over the coated core.

5. The immediate release solid oral dosage form of claim 4, wherein the core comprises an
inert excipient layered with the active agent, or
wherein the core comprises the active agent dispersed in a pharmaceutically acceptable

excipient.
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6. The immediate release solid oral dosage form of claim 1, wherein each particle
comprises:

(1) a core comprising an inert excipient; and

(ii) a coating comprising both the active agent and the material sensitive to acidic pH

layered on the core.

7. The immediate release solid oral dosage form of claim 1, wherein each particle comprises

the active agent dispersed in the material sensitive to acidic pH.

8. The immediate release solid oral dosage form of claim 7, wherein the plurality of

particles are in the form of a granulation.

9. The immediate release solid oral dosage form of claim 1, wherein the material sensitive

to acidic pH is a polymer.

10.  The immediate release solid oral dosage form of claim 9,

wherein the polymer is soluble in a pH of between about 1 and about 5, or

wherein the polymer is insoluble in a pH of between about 6 and about 8.5, or

wherein the polymer is soluble in a pH of between about 1 and about 5 and insoluble in a
pH of between about 6 and about 8.5, or

wherein the polymer is less soluble in a pH range of between about 6 and about 8.5 than a

pH range of between about 1 and about 5.

11.  The immediate release solid oral dosage form of claim 9, wherein the polymer is a

polyacrylate, a polysaccharide, an ion exchange resin, or a mixture thereof.

12.  The immediate release solid oral dosage form of claim 11, wherein the polymer is a

polyacrylate.
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13. The immediate release solid oral dosage form of claim 12, wherein the polyacrylate is a
copolymer comprising methyl methacrylate and diethylaminoethyl methacrylate or a copolymer

comprising methyl methacrylate, butyl methacrylate and dimethylaminoethyl methacrylate.

14.  The immediate release solid oral dosage form of claim 11, wherein the polymer is a

polysaccharide or an ion exchange resin.

15. The immediate release solid oral dosage form of claim 14, wherein the polymer is a
polysaccharide which is chitosan, or thepolymer is an ion exchange resin selected from a
polacrilex resin, a polacrilin salt, sodium polystyrene sulfonate, a cholestyramine resin or a

mixture thereof.

16. The immediate release solid oral dosage form of claim 1,

wherein the viscosity of the dosage form mixed with from about 0.5 to about 10 ml of
distilled water prevents the active agent from being systemically absorbed, or reduces the ability
of the active agent to be systemically absorbed, when administered by the parenteral or nasal
route, and/or

wherein the viscosity of the solid oral dosage form after crushing and mixing with from
about 0.5 to about 10 ml of distilled water prevents the active agent from being systemically
absorbed, or reduces the ability of the active agent to be systemically absorbed, when

administered by the parenteral or nasal route.

17.  The immediate release solid oral dosage form of claim 16, wherein the viscosity after
mixing with from about 0.5 to about 10 ml of distilled water is from about 10 cP to about 100 cP

or from about 25 cP to about 75 ¢P.

18. The immediate release solid oral dosage form of claim 2,
wherein the disintegrant is selected from the group consisting of cross-linked sodium
carboxymethylcellulose, starch, sodium starch glycolate, cross-linked polyvinylpyrrolidone and

mixtures thereof, and/or
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wherein the immediate release solid oral dosage form comprises the disintegrant in an
amount from about 2% to about 25% (w/w) of the dosage form, or in an amount from about 2%

to about 10% (w/w) of the dosage form.

19.  The immediate release solid oral dosage form of claim 3,

wherein the immediate release solid oral dosage form comprises the filler in an amount
from about 15% to about 95% (w/w) of the dosage form, or in an amount from about 25% to
about 50% (w/w) of the dosage form, and/or

wherein the filler is a saccharide.

20. The immediate release solid oral dosage form of claim 19, wherein the saccharide is
selected from the group consisting of sucrose, dextrose, lactose, fructose, mannitol, a cellulosic

derivative and a mixture thereof, or is lactose or microcrystalline cellulose.

21.  The immediate release solid oral dosage form of claim 1, wherein each particle is layered

with a barrier layer.

22.  The immediate release solid oral dosage form of claim 21, wherein the barrier layer
comprises a material selected from the group consisting of hydroxypropylmethylcellulose,

polyvinyl alcohol, povidone and mixtures thereof.

23. The immediate release solid oral dosage form of claim 1,

wherein the plurality of particles comprise a therapeutically effective amount of the
active agent, and/or

wherein the active agent is selected from the group consisting of opioid agonists,

tranquilizers, CNS depressants, CNS stimulants, sedative hypnotics, and mixtures thereof.

24.  The immediate release solid oral dosage form of claim 1, wherein the active agent is an

opioid agonist.
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25.  The immediate release solid oral dosage form of claim 24, wherein the opioid agonist is
selected from the group consisting of codeine, morphine, oxycodone, oxymorphone,

hydrocodone, hydromorphone, pharmaceutically acceptable salts thereof, and mixtures thereof.

26.  The immediate release solid oral dosage form of claim 4, wherein the first active agent is

a non-opioid analgesic and the second active agent is an opioid.

27.  The immediate release solid oral dosage form of claim 26, wherein the non-opioid

analgesic is acetaminophen, aspirin or ibuprofen or pharmaceutically acceptable salts thereof.

28.  The immediate release solid oral dosage form of any one of claims 1, 23 or 24, further

comprising an aversive agent.

29.  The immediate release solid oral dosage form of claim 28, wherein the aversive agent is
contained in the plurality of particles and/or the matrix, and/or
wherein the aversive agent is selected from the group consisting of emetics, antagonists,

bittering agents, irritants and mixtures thereof.

30.  The immediate release solid oral dosage form of claim 29,

wherein the aversive agent is an emetic selected from the group consisting of methyl
cephaeline, cephaeline, emetine hydrochloride, psychotrine, O-methylpsychotrine, emetamine,
ipecamine, hydro-ipecamine, ipecacunhic acid and mixtures thereof, or wherein the aversive
agent is an emetic which is ipecac, or

wherein the aversive agent is an antagonist selected from the group consisting of
naltrexone, naloxone, nalmefene, cyclazacine, levallorphan, pharmaceutically acceptable salts
thereof, and mixtures thereof, or

wherein the aversive agent is a bittering agent selected from the group consisting of
flavor oils, flavoring aromatics, oleoresins, plant extracts, leaf extracts, flower extracts, fruit
extracts, sucrose derivatives, chlorosucrose derivatives, quinine sulphate, denatonium benzoate

and mixtures thereof, or
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wherein the aversive agent is a bittering agent selected from the group consisting of
spearmint oil, peppermint oil, eucalyptus oil, oil of nutmeg, allspice, mace, oil of bitter almonds,
menthol and mixtures thereof , or

wherein the aversive agent is a bittering agent extracted from a fruit selected from the
group consisting of lemon, orange, lime, grapefruit and mixtures thereof, or

wherein the aversive agent is denatonium benzoate, or

wherein the aversive agent is an irritant.

31. The immediate release solid oral dosage form of claim 30, wherein the irritant is a

surfactant, capsaicin or a capsaicin analog.

32.  The immediate release solid oral dosage form of claim 31, wherein the capsaicin analog
is selected from the group consisting of resiniferatoxin, tinyatoxin, heptanoylisobutylamide,
heptanoyl guaiacylamide, an isobutylamide, a guaiacylamide, dihydrocapsaicin, homovanillyl
“octylester, nonanoyl vanillylamide and mixtures thereof and
wherein the surfactant is selected from the group consisting of poloxamer, a sorbitan

monoester, a glyceryl monooleate, sodium lauryl sulfate and mixtures thereof.

33.  The immediate release solid oral dosage form of claim 1,
wherein the dosage form releases at least about 85% of the active agent, or
at least about 90% of the active agent within 45 minutes as measured by in-vitro dissolution in a

USP Apparatus 2 (paddle) at 50 rpm in 500 ml 0.1N HCI at 37° C.

34.  The immediate release solid oral dosage form of claim 1, wherein the dosage form
releases at least about 85% of the active agent, or

at least about 90% of the active agent, or

at least about 95% of the active agent within 60 minutes as measured by in-vitro

dissolution in a USP Apparatus 2 (paddle) at 50 rpm in 500 ml 0.1N HCl at 37° C.
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35. The immediate release solid oral dosage form of claim 1, comprising the gelling agent in
an amount from about 0.25% to about 50% (w/w) of the dosage form, or from about 0.25% to

about 10% (w/w) of the dosage form.

36.  The immediate release solid oral dosage form of claim 1, in the form of a compressed

tablet or contained in a pharmaceutically acceptable capsule.

37.  The immediate release solid oral dosage form of claim 1 comprising a plurality of
particles, each particle comprising:
(i) an opioid agonist; and
(ii) a material that is sensitive to acidic pH;
wherein the plurality of particles are dispersed in a matrix comprising:
(i) a gelling agent selected from the group consisting of pregelatinized starch,
hydroxyethylcellulose, guar gum, xanthan gum, alginate, carrageenan and mixtures
thereof; and
(i1) a disintegrant;
wherein the dosage form releases at least about 70% of the opioid agonist within 45
minutes as measured by in-vitro dissolution in a USP Apparatus 2 (paddle) at 50 rpm in 500 ml
0.1N HCl at 37° C; and

wherein the viscosity of the dosage form mixed with from about 0.5 to about 10 ml of
distilled water prevents the opioid agonist from being systemically absorbed, or reduces the
ability of the opioid agonist to be systemically absorbed, when administered by the parenteral or

nasal route.

38. A process for preparing an immediate release solid oral dosage form comprising:

(1) preparing a plurality of particles, each particle comprising an active agent and a
material that is sensitive to acidic pH; and

(ii) dispersing the plurality of particles into a matrix comprising a gelling agent selected
from the group consisting of pregelatinized starch, hydroxyethylcellulose, guar gum, xanthan

gum, alginate, carrageenan and mixtures thereof;
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wherein the dosage form releases at least about 70% of the active agent within 45
minutes as measured by in-vitro dissolution in a USP Apparatus 2 (paddle) at 50 rpm in 500 ml
0.IN HCl at 37° C.

39. The process of claim 38, wherein the matrix comprises a disintegrant and/or a filler.

40.  The process of claim 38, wherein the particles are prepared by layering a core comprising
the active agent with the material sensitive to acidic pH,

wherein the core comprises an inert excipient layered with the active agent, or

wherein the core comprises the active agent dispersed in a pharmaceutically acceptable

excipient.

41.  The process of claim 38, wherein the particles are prepared by coating a core comprising
an inert excipient with the active agent and the material sensitive to acidic pH; or
wherein the particles are prepared by dispersing the active agent in the material sensitive

to acidic pH.

42. The immediate release solid oral dosage form of claim 1 comprising a plurality of
particles, each particle comprising:

(1) an opioid agonist; and

(i1) a material that is sensitive to acidic pH;

wherein the plurality of particles are dispersed in a matrix comprising:

(1) a gelling agent selected from the group consisting of pregelatinized starch,
hydroxyethylcellulose, guar gum, xanthan gum, alginate, carrageenan and mixtures thereof; and
optionally

(ii) a disintegrant;

wherein the dosage form releases at least about 70% of the opioid agonist within
45 minutes as measured by in-vitro dissolution in a USP Apparatus 2 (paddle) at 50 rpm in 500
ml 0.1N HCl at 37° C; and
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provides a viscosity after mixing with from about 0.5 to about 10 ml of distilled water

from about 10 ¢P to about 100 ¢P or from about 25 cP to about 75 cP.

43. The immediate release solid oral dosage form of claim 42,

wherein the material that is sensitive to acidic pH provides for less dissolution of active
agent from the dosage form in 500 ml distilled water after 5 minutes, or after 10 minutes as
measured by in-vitro dissolution in a USP paddle Apparatus at 50 rpm and 37° C as compared to
the dissolution in 900 ml 0.1 N HCI after 5 or 10 minutes, respectively, as measured by in-vitro

dissolution in a USP basket Apparatus at 50 rpm and 37° C.

44.  The immediate release solid oral dosage form of claim 43,

wherein the ratio of the amount released in water to the amount released in 0.1N HCl is
about 1:10 to less than 1:1, about 1:5 to about 9:10, about 3:10 to about 4:5, or about 2:5 to about
7:10 or about 1:2 to about 3:5; and/or the ratio is about 1:10 to about 9:10, about 3:10 to about
9:10, about 1:2 to about 9:10, about 7:10 to about 9:10 or about 4:5 to about 9:10; and/or the
ratio is about 1:10, about 1:5, about 3:10, about 2:5, about 1:2, about 3:5, about 7:10; about 4:5
or about 9:10.

45.  The immediate release solid oral dosage form of any one of claims 42 to 44,

wherein the material that is sensitive to acidic pH is selected from the group of
copolymers including amino-, and/or monoalkylamino-, and/or dialkylamino groups, or is a
copolymer comprising methyl methacrylate, butylmethacrylate and dimethylaminoethyl
methacrylate, and/or

wherein the gelling agent is selected from a mixture of pregelatinized starch and xanthan
gum, and/or ‘

wherein the viscosity of the dosage form mixed with from about 0.5 to about 10 ml of
distilled water prevents the opioid agonist from being systemically absorbed, or reduces the
ability of the opioid agonist to be systemically absorbed, when administered by the parenteral or

nasal route, and/or
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wherein the active agent is susceptible to abuse, and/or wherein the active agent is an

opioid analgesic.

46.  The immediate release solid oral dosage form of any one of claims 42 to 45, wherein the

active agent is oxycodone hydrochloride.

47. A method of treating a disease or condition comprising administering to a patient in need
thereof an immediate release solid oral dosage form according to any one of claims 1 to 37 and

42 to 46.

48. A method of treating pain comprising administering to a patient in need thereof, an
immediate release solid oral dosage form according to any one of claims 24 to 27, 37 and 42 to

46.



