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JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al
pie de mi firma, abogado en ejercicio, titular de la tarjeta profesional nUmero 44655
del Consejo Superior de la Judicatura, obrando en calidad de apoderado de la
sociedad TECNOQUIMICAS S.A. dentro del tramite de la referencia, en ejercicio
de lo dispuesto por el articulo 42 inciso 2° de la Decisién 486 de 2000, por medio
del presente escrito, procedo a sustentar y complementar la oposicion presentada
el 19 de Mayo de 2011, en los siguientes términos:

I RATIFICACION

% Ante |a reivindicacion textual de un método para tratar un sujeto con riesgo de
padecer crisis convulsivas inducidas por bupropion que necesita un tratamiento
con bupropion, especificamente en sus reivindicaciones 1,6 a 10y 12 a 18, es
importante indicar que esto contraviene lo dispuesto en la Decision 486 de
2000 que literalmente refiere a que “No serén patentables (...} d) los métodos
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. COMPLEMENTO DE INFORMACION.
En complemento a los argumentos dados en su momento en el respectivo escrito

de oposicién, la publicacién internacional WO 2005/016318 publicada el 24 de

febrero de 2005 revela:

{0001] The present invention relates to a modlﬁed-release tablet of pharmaceutically

with 6 or more hours in between doses. For patients requining more that U mg
bupropion a day, each dose should not exceed 150 mg. This requires administration of
the tablets at least 4 times a day with at least 4 hours in between doses. The immediate
release formulation results in more than a 75% release of the bupropion into the

dlSSOIuthIl medla in about 45 mmutes, and one of the major SJde effects of bupr0p10n has

(i a core coihpnsmg an effective amount of a phannaccutlcally accépfable salt 0f

L)
it ,W.rhﬁmrzﬂ—

e ﬁ’.

“Biipropion;and conventional excipients;
(i) a first control-releasing coat surrounding said core; and
(iti) a moisture barrier surrounding said first control-releasing coat,

wherein the modified-release tablet is bioequivalent and exhibits a dissolution
profile such that after about 2 hours no more than about 20% of the bupropion content is
released, after about 4 hours about 15% to about 45% of the bupropion content is
released, after about 8 hours about 40% to about 90% of the bupropion content is released

and after about 16 hours no less than about 80% of the bupropion content is released.

Si bien es cierto que la solicitud colombiana se refiere a bromhidrato de bupropion
mientras que en esta anterioridad se hace referencia a la sal clorhidrato, tambien

es cierto que para una persona versada en la formulacién de productos
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farmacéuticos, la informacion descrita en esta anterioridad, y en general en el
estado de la técnica, le permitiria guiar la inclusion de la sal bromhidrato dentro de
este mismo tipo de formulaciones (tabletas de liberacion controlada), mas cuando
en esta anterioridad se revela ademas que dicha forma de liberacion disminuye los
efectos adversos relacionados con las crisis convulsivas, que es el asunto que en
esencia trata la solicitud colombiana.

Por todo lo anterior, ruego se analicen los argumentos expuestos con el rigor y
detenimiento habituales y que en consecuencia se decrete, ademas de la

negacion de la solicitud en comento, el archivo del expediente que la contiene.
il. ANEXOS

» Capitulo reivindicatorio de la publicacion internacional WO 2005/016318
publicada el 24 de febrero de 2005.

Sefior Superintendente,

A —

o

JOSE LUIS REYES VILLAMIZAR
C.C. 79.152.473 de Usaquén
T.P. 44655 del C. Sdela J.
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(54) Title: MODIFIED-RELEASE TABLET OF BUPROPION HYDRQCHLORIDE

(57) Abstraci: A modified-release lablet of bupropion hydrochloride comprising (i) a core compriging an effective amount of bupro-
pion hydrochloride, a binder, a lubricant; and (ii} a control releasing coat surrounding said core; and (iii) a moisture barrier surroand-
ing said contro] rleasing coat, wherein the modificd-relcasc tablet is biocquivalent to Wellbutrin® or Zyban®/Wellbutrin®SR tablets.
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Claims:

1. A modified-release tablet comprising:
(i) acore comprising an effective amount of a pharmaceutically acceptable salt of
bupropion, and conventional excipients;
(ii) a first control-releasing coat surrounding said core; and
(iii) a moisture barrier surrounding said first control-releasing coat,

wherein the modified-release tablet is bioequivalent and exhibits a dissolution
profile such that after about 2 hours no more than about 20% of the bupropion content is
released, after about 4 hours about 15% to about 45% of the bupropion content is
released, after about 8 hours about 40% to about 90% of the bupropion content is released

and after about 16 hours no less than about 80% of the bupropion content is released.

2. The modified-release tablet of claim 1 wherein said moisture barrier does not
function as an enteric coating as defined by a USP test which requires for an enteric
layer-coated tablet, when placed in 0.1N HCI for one hour, that the total amount of the
drug released from the core does not exceed 10% and not less than 75% of the drug is
released at 45 minutes in pH 6.8 buffer.

3. The modified-release tablet of claim 2 or 3 when said moisture barrier is

comprised of an enteric polymer, a plasticizer and a permeation enhancer.

4. The modified-release tablet of claim 2 or 3 wherein the application of the
moisture barrier to the control-releasing coated tablet results in a total weight gain of no

more than about 6% relative to the dry tablet weight.
5. The modified-release tablet of claim 2 wherein the application of the moisture

barrier to the control-releasing coated tablet results in a total weight gain of no more than
about 2.5% relative to the dry tablet weight.

60



WO 2005/016318 PCT/US2003/024700

6. The modified-release tablet of claim 3 wherein the enteric polymer is an acrylic

polymer.

7. The modified-release tablet of claim 6 wherein said acrylic polymer is a

methacrylic acid copolymer type C.

8. The modified-release tablet of claim 3, which comprises about 150mg of said
pharmaceutically acceptable salt of bupropion, and the amount of said enteric polymer
ranges from 1% to 3% of the dry tablet weight and comprises 55% to 70% of the
moisture barrier dry weight.

9. The modified-release tablet of claim 3, which comprises about 300mg of said
pharmaceutically acceptable salt of bupropion, and the amount of said enteric polymer
ranges from 1.5% to 3.0% of the dry tablet weight and comprises from 30% to 90% of
the moisture barrier dry weight.

10.  The modified-release tablet of claim 8 wherein said enteric polymer is a

methacrylic acid copolymer type C.

11.  The modified-release tablet of claim 9 wherein said enteric polymer is a

methacrylic acid copolymer type C.

12.  The modified-release tablet of claim 10 wherein the polymer is Eudragit L 30 D-
55.

13.  The modified-release tablet of claim 11 wherein said polymer is Eudragit L 30 D-
55.

14. The modified-release tablet of any one of claims 1-13 wherein said tablet exhibits a

dissolution profile such that after about 2 hours about 2% to about 18% of the bupropion
content is released, after about 4 hours about 21% to about 37% of the bupropion content
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is released, after about 8 hours about 60% to about 85% of the bupropion content is
released and after about 16 hours no less than about 93% of the bupropion content is

released.

15.  The modified-release tablet of claim 14 wherein said tablet exhibits a dissolution
profile such that after about 2 hours about 4% to about 8% of the bupropion content is
released, after about 4 hours about 28% to about 34% of the bupropion content is
released, after about 8 hours about 68% to about 74% of the bupropion content is released

and after about 16 hours no less than about 96% of the bupropion content is released.

16.  The modified-release tablet of claim 15 wherein said tablet exhibits a dissolution
profile such that after about 2 hours about 5% of the bupropion content is released, after
about 4 hours about 32% of the bupropion content is released, after about 8 hours about
74% of the bupropion content is released and after about 16 hours no less than about 99%

of the bupropion content is released.

17.  The modified-release tablet of claim 16 wherein said pharmaceutically acceptable

salt of bupropion is bupropion hydrochloride.

18.  The modified-release tablet of claim 17 wherein said bupropion is present at least
about 94% by weight of the core.

19.  The modified-release tablet of any one of claims 1-18 wherein said conventional

excipients further comprise a binder and 2 lubricant.

20.  The modified-release tablet of claim 19 wherein said binder is present from about
1% to about 6% by weight of the core dry weight.

21.  The modified-release tablet of claim 20 wherein said binder is present at about
3% by weight of the core dry weight.
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22,  The modified-release tablet of claim 21 wherein said binder is selected from the
group consisting of modified starch, gelatin, polyvinylpyrrolidone, cellulose derivatives,
polyvinyl alcohol and any combination thereof.

23.  The modified-release tablet of claim 22 wherein said binder is polyvinyl alcohol.

24.  The modified-release tablet of claim 19 wherein said lubricant is present from
about 1% to about 6% by weight of the core dry weight.

25,  The modified-release tablet of claim 24 wherein said lubricant is present at about
3% by weight of the core dry weight.

26.  The modified-release tablet of claim 25 wherein said lubricant is selected from the
group consisting of glyceryl behenate, stearic acid, hydrogenated vegetable oils and any

combination thereof.

27.  The modified-release tablet of claim 26 wherein said lubricant is glyceryl

behenate,

28.  The modified-release tablet of any one of claims 1-27 wherein said control-
releasing coat consists essentizally of a water-insoluble water-permeable film-forming

polymer, a plasticizer and a water-soluble polymer.

29. The modified-release tablet of claim 28 wherein said water-insoluble water-
permeable film forming polymer is present at about 35% to about 60% by weight of said

control-releasing coat dry weight.
30. The modified -release tablet of claim 29 wherein said water-insoluble water-

permeable film forming polymer is present at about 50% by weight of said control-
releasing coat dry weight.
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31. The modified-release tablet of claim 30 wherein said water-insoluble water-
permeable film forming polymer is present at about 45% by weight of the tablet dry
weight.

32.  The modified-release tablet of claim 31 wherein said water-insoluble water-
permeable film forming polymer is selected from the group consisting of a cellulose

ether, a cellulose ester, polyvinyl alcohol and any combination thereof.

33. The modified-release tablet of claim 32 wherein said water-insoluble water-

permeable film forming polymer is a cellulose ether.
34.  The modified-release tablet of claim 33 wherein said cellulose ether is selected
from the group consisting of ethyl cellulose grade PR100, ethyl ceilulose grade PR20 and

any combination thereof.

35.  The modified-release tablet of claim 34 wherein said cellulose ether is ethyl
cellulose grade PR100.

36.  The modified-release tablet of any one of claims 28-35 wherein said plasticizer is

present from about 6% to about 30% by weight of said control-releasing coat dry weight.

37.  The modified-release tablet of claim 36 wherein said plasticizer is present at about
12% by weight of said control releasing coat dry-weight.

38.  The modified-release tablet of claim 37 wherein said plasticizer is selected from
the group consisting of polyols, organic esters, oils/glycerides and any combination

thereof.

39.  The modified-release tablet of claim 38 wherein said plasticizer is a polyol.
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40.  The modified-release tablet of claim 39 wherein said polyol is polyethylene
glycol 1450.

41.  The modified-release tablet of any one of claims 28-40 wherein said water-
soluble polymer is present from about 25% to about 50% by weight of said control-
releasing coat dry weight.

42,  The modified-release tablet of claim 41 wherein said water-soluble polymer is

present at about 43% by weight of said control-releasing coat dry weight.

43.  The modified-release tablet of claim 42 wherein said water-soluble polymer is
selected from the group consisting of polyvinylpyrrolidone, hydroxypropyl

methylcellulose, hydroxypropyl cellulose and any combination thereof.

44.  The modified-release tablet of claim 43 wherein said water-soluble polymer is
polyvinylpyrrolidone.

45.  The modified-release tablet of any one of claims 28-44 wherein the ratio of the
water-insoluble water permeable film forming polymer:plasticizer;water-soluble polymer
is from about 3:1:4 to about 5:1:3.

46. The modified-release tablet of claim 45 wherein the ratio of the water-insoluble

water permeable film forming polymer:plasticizer:water-soluble polymer is about 4:1:3.

47.  The modified-release tablet of any one of claims 28-44 wherein the ratio of the
water-insoluble water-permeable film forming polymer: plasticizer:water-soluble

polymer is from about 7:2:6 to about 19:5:18.
48. The modified-release tablet of claim 47 wherein the ratio of the water-insoluble

water-permeable film forming polymer: plasticizer:water-soluble polymer is about
13:4:12.
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49.  The modified-release tablet of claim 28 wherein the weight gained after
application of the control-releasing coat is from about 3% to about 30% of the weight of
the dry core weight.

50.  The modified-release tablet of claim 49 wherein the weight gained after
application of the control-releasing coat is from about 13% to about 16% of the weight of
the dry core weight. '

51.  The modified-release tablet of claim S¢ wherein the weight gained after
application of the control-releasing coat is from about 8% to about 10% of the weight of
the dry core weight.

52,  The modified-release tablet of claim 50 wherein the weight pained after
application of the control-releasing coat is about 15% of the weight of the dry core

weight,

53.  The modified-release tablet of claim 51 wherein the weight gained after
application of the control-releasing coat is about 9% of the weight of the dry core weight.

54.  The modified-release tablet of claim 1 wherein said moisture barrier comprises an

enteric polymer, a plasticizer and a permeation enhancer.

55.  The modified-release tablet of claim 54 wherein said enteric polymer is present
from about 30% to about 90% by weight of the moisture barrier dry weight.

56.  The modified-release tablet of claim 55 wherein said enteric polymer is present at
about 66% by weight of the moisture barrier dry weight.

57.  The modified-release tablet of claim 56 wherein said enteric polymer is

methacrylic acid copolymer type C.
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38.  The modified-release tablet of claim 57 wherein the polymer is Eudragit® L30 D-
55.

59.  The modified-release tablet of claim 54 wherein said plasticizer is present from
about 1% to about 30% by weight of the moisture barrier dry weight.

60.  The modified-release tablet of claim 59 wherein said plasticizer is present at about
10% by weight of the moisture barrier dry weight.

61.  The modified-release tablet of claim 60 wherein said plasticizer is selected from
the group consisting of polyols, organic esters, oils/glycerides and any combination

thereof,

62,  The modified-release tablet of claim 61 wherein said plasticizer is a combination

of an organic ester and polyol.

63.  The modified-release tablet of claim 62 wherein said plasticizer combination is in

a proportion of about 1 part organic ester to about 2 parts polyol.

64.  The modified-release tablet of claim 63 wherein said organic ester is triethyl ester

and said polyol is polyethylene glycol 1450.

65.  The modified-release tablet of claim 54 wherein said permeation enhancer is

present from about 20% to about 40% by weight of the moisture barrier dry weight.

66.  The modified-release tablet of claim 65 wherein said permeation enhancer is
present at about 25% by weight of the moisture barrier dry weight.

67.  The modificd-release tablet of claim 66 wherein said permeation enhancer is

selected from the group consisting of silicon dioxide, colloidal silicon, lactose,
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hydrophilic polymers, sodium chloride, aluminum oxide, colloidal aluminum oxide,

silica, microcrystalline cellulose and any combination thereof,

68.  The modified-release tablet of claim 67 wherein said permeation enhancer is

silicon dioxide.

69. The modified-release tablet of any one of claims 54-68 wherein said enteric

polymer, plasticizer and permeation enhancer is present in a ratio of about 13:2:5.

70. The modified-release tablet of claim 54 wherein the weight gained after application
of the moisture barrier is no more than about 6% by weight of the tablet dry weight.

71.  The modified-release tablet of claim 70 wherein the weight gained after application
of the moisture barrier is no more than about 2.5% by weight of the tablet dry weight.

72. A modified-release tablet comprising;
(i)  acore comprising an effective amount of a pharmaceutically acceptable salt of
bupropion, and conventional excipients;
(i) acontrol-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble, water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer; and
(i) amoisture baﬁ'ier surrounding said control-releasing coat, wherein said moisture
barrier does not function as an enteric coating as defined by a USP test which requires for
an enteric layer-coated tablet, when placed in 0.1N HCI for one hour, that the total
amount of the drug released from the core does not exceed 10% and not less than 75% of
the drug is released at 45 minutes in pH 6.8 buffer,

wherein the modified-release tablet is bioequivalent and exhibits a dissolution
profile such that after about 2 hours no more than about 20% of the bupropion content is
released, after about 4 hours about 15% to about 45% of the bupropion content is
released, after about 8 hours about 40% to about 90% of the bupropion content is released

and after about 16 hours no less than about 80% of the bupropion content is released.
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73.  The modified-release tablet of claim 72 wherein application of the moisture
barrier to the control-releasing coated tablet results in a total weight gain of no more than
about 6% relative to the dry tablet weight.

74.  The modified-release tablet of claim 72 wherein application of the moisture
barrier to the control-releasing coated tablet results in a total weight gain of no more than
about 2.5% relative to the dry tablet weight.

75.  The modified-release tablet of claim 72 wherein said moisture barrier is comprised

of an enteric polymer, a plasticizer and a permeation enhancer.

76. The modified-release tablet of claim 75 wherein the enteric polymer is an acrylic
polymer.

77.  The modified-release tablet of claim 76 wherein said acrylic polymer is a
methacrylic acid copolymer type C.

78. The modified-release tablet of claim 77 wherein said polymer is Eudragit® 130 D-
55.

79, The modified-release tablet of claim 75, which comprises about 150mg of said
pharmaceutically acceptable salt of bupropion, and the amount of said enteric polymer
ranges from 1% to 3% of the dry tablet weight and comprises 55% to 70% of the
moisture barrier dry weight.

80. The modified-release tablet of claim 75, which coniprises about 300mg of said
pharmaceutically acceptable salt of bupropion, and the amount of said enteric polymer
ranges from 1.5% to 3.0% of the dry tablet weight and comprises from 30% to 90% of
the moisture barrier dry weight.
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81. The modified-release tablet of claim 80 wherein said enteric polymer is a

methacrylic acid copolymer type C.

82. The modified-release tablet of claim 80 wherein said enteric polymer is a

methacrylic acid copolymer type C.
83. The modified-release tablet of claim 81 wherein the polymer is Eudragit L 30 D-55,
84. The modified-release tablet of claim 82 wherein the polymer is Eudragit L 30 D-55.

85. The modified-release tablet of claim 72 wherein the moisture barrier comprises an
enteric polymer, a plasticizer, and a permeation enhancer, wherein said enteric polymer is
present at about 66% of the moisture barrier dry weight, said plasticizcr is present at
about 10% of the moisture barrier dry weight and said permeation enhancer is present at
about 25% of the moisture barrier dry weight, and wherein the weight gained after
application of the moisture barrier is no more than about 2.5% by weight of the tablet dry
weight.

86. The modified-release tablet of claim 85 wherein said tablet exhibits a dissolution
profile such that after about 2 hours about 2% to about 18% of the bupropion content is
released, after about 4 hours about 21% to about 37% of the bupropion content is
released, after about 8 hours about 60% to about 85% of the bupropion content is released

and after about 16 hours no less than about 93% of the bupropion content is released.

87.  The modified-release tablet of claim 86 wherein said tablet exhibits a dissolution
profile such that after about 2 hours about 4% to about 8% of the bupropion content is
released, after about 4 hours about 28% to about 34% of the bupropion content is
released, after about 8 hours about 68% to about 74% of the bupropion content is released

and after about 16 hours no less than about 96% of the bupropion content is released.
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88.  The modified-release tablet of claim 87 wherein said tablet exhibits a dissolution
profile such that after about 2 hours about 5% of the bupropion content is released, after
about 4 hours about 32% of the bupropion content is released, after about 8 hours about
74% of the bupropion content is released and after about 16 hours no less than about 99%

of the bupropion content is released.

89.  The modified-release tablet of claim 72 wherein said pharmaceutically acceptable
sait of bupropion is bupropion hydrochloride.

90.  The modified-release tablet of claim 89 wherein said a pharmaceuticaily
acceptable salt of bupropion is present at least at about 94% by weight of the core dry

weight.

91.  The modified-release tablet of claim 72 wherein said conventional excipients

further comprise a binder and a Iubricant.

92.  The modified-release tablet of claim 91 wherein said binder is present from about
1% to about 6% by weight of the core dry weight.

93.  The modified-release tablet of claim 92 wherein said binder is present at about
3% by weight of the core dry weight.

94.  The modified-release tablet of claim 93 wherein said binder is selected from the
group consisting of modified starch, gelatin, polyvinylpyrrolidone, cellulose derivatives,
polyvinyl alcohol and any combination thereof.

95.  The modified-release tablet of claim 94 wherein said binder is polyvinyl alcohol.

96.  The modified-release tablet of any one of claims 91-95 wherein said lubricant is
present from about 1% to about 6% by weight of the core dry weight.
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97.  The modified-release tablet of claim 96 wherein said lubricant is present at about
3% by weight of the core dry weight.

98. The modified-release tablet of claim 97 wherein said lubricant is selected from the

group consisting of glyceryl behenate, stearic acid, hydrogenated vegetable oils and any

combination thereof.

99.  The modified-release tablet of claim 98 wherein said lubricant is glyceryl

behenate.

100. The modified-release tablet of claim 72 wherein said water-insoluble water-
permeable film forming polymer is present at about 35% to about 60% by weight of said
control-releasing coat dry weight.

101. The modified -release tablet of claim 100 wherein said water-insoluble water-
permeable film forming polymer is present at about 50% by weight of said control-
releasing coat dry weight.

102. The modified-release tablet of claim 100 wherein said water-insoluble water-
permmeable film forming polymer is present at about 45% by weight of said control-
releasing coat dry weight.

103. The modified-release tablet of any one of claims 100-102 wherein said water-
insoluble water-permeable film forming polymer is selected from the group consisting of

a cellulose ether, a cellulose ester, polyvinyl alcohol and any combination thercof.

104, The modified-release tablet of claim 103 wherein said water-insoluble water-

permeable film forming polymer is a cellulose ether.
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105. The modified-release tablet of claim 104 wherein said cellulose ether is selected
from the group consisting of ethyl cellulose grade PR100, ethyl cellulose grade PR20 and

any combination thereof,

106.  The modified-release tablet of claim 105 wherein said cellulose ether is ethyl
cellulose grade PR100.

107.  The modified-release tablet of claim 72 wherein said plasticizer in said control-
releasing coat is present from about 6% to about 30% by weight of said control-releasing

coat dry weight.

108. The modified-release tablet of claim 107 wherein said plasticizer is said control-

releasing coat is present at about 12% by weight of said control-releasing coat dry

weight.

109.  The modified-release tablet of claim 108 wherein said plasticizer is selected from
the group consisting of polyols, organic esters, oils/ glycerides and any combination
thereof,

110. The modified-release tablet of claim 109 wherein said plasticizer is a polyol.

111.  The modified-release tablet of claim 110 wherein said polyol is polyethylene
glycol 1450.

112.  The modified-release tablet of claim 72 wherein said water-soluble polymer is
present from about 25% to about 50% by weight of said control-releasing coat dry

weight.

113.  The modified-release tablet of claim 112 wherein said water-soluble polymer is

present at about 43% by weight of said control-releasing coat dry weight.
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114,  The modified-release tablet of claim 113 wherein said water-soluble polymer is
selected from the group consisting of polyvinylpyrrolidone, hydroxypropyl
methylcellulose, hydroxypropyl cellulose, and any combination thereof,

115.  The modified-release tablet of claim 114 wherein said water-soluble polymer is
polyvinylpyrrolidone.

116. The modified-release tablet of claim 72 wherein the weight gained after
application of the control-releasing coat is from about 3% to about 30% of the weight of
the dry core weight.

117.  The modified-release tablet of claim 116 wherein the weight gained after
application of the control-releasing coat is from about 13% to about 16% by weight of the

dry core weight.

118.  The modified-release tablet of claim 117 wherein the weight gained after
application of the control-releasing coat is from about 8% to about 10% by weight of the

dry core weight.

119.  The modified-release tablet of claim 117 wherein the weight gained after
application of the control-releasing coat is at about 15% by weight of the dry core weight.

120.  The modified-release tablet of claim 118 wherein the weight gained after
application of the control-releasing coat is at about 9% by weight of the dry core weight.

121, The modified-release tablet of claim 71 wherein said enteric polymer is
methacrylic acid copolymer C.

122.  The modified-release tablet of claim 121 wherein the polymer is Eudragit® L30
D-55. |
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123. The modified-release tablet of claim 75 wherein said plasticizer in said moisture
barrier is selected from the group consisting of polyols, organic esters, oils/glycerides and

any cornbination thereof.

124. The modified-release tablet of claim 123 wherein said plasticizer is a combination

of an organic ester and polyol.

125. The modified-release tablet of claim 124 wherein said plasticizer combination is
in a proportion of about 1 part organic ester to about 2 parts polyol.

126. The modified-release tablet of claim 125 wherein said organic ester is triethyl
ester and said polyol is polyethylene glycol 1450.

127. The modified-release tablet of claim 75 wherein said permeation enhancer in said
moisture barrier is selected from the group consisting of silicon dioxide, colloidal silicon,
lactose, hydrophilic polymers, sodium chloride, aluminum oxide, colloidal aluminum

oxide, silica, microcrystalline cellulose and any combination thereof,

128. The modified-release tablet of claim 127 wherein said permeation enhancer is

silicon dioxide.

129. A modified-release tablet comprising:

(1) a core comprising an effective amount of bupropion hydrochloride, polyvinyl
alcohol, glyceryl behenate, wherein said bupropion hydrochloride is present at least at
about 94% by weight of the core dry weight, said polyvinyl alcohol is present at about
3% by weight of the core dry weight, and said glyceryl behenate is present at about 3%
by weight of each core dry weight;

(i)  acontrol-releasing coat surrounding said core, said control-releasing coat
comprising ethyl cellulose grade PR 100, polyethylene glycol 1450, and
polyvinylpyrrolidone, wherein said ethyl cellulose grade PR 100 is present from about
45% to about 50% by weight of the control-releasing coating dry weight, said
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polyethylene glycol 1450 is present at about 12% by weight of the control-releasing
coating dry weight, and said polyvinylpyrrolidone is present from about 25% to about
50% of the control-releasing coat dry weight, wherein the amount of said control-
releasing coat applied is from about 9% to about 15% by weight of the dry tablet core;
and
(ii)  amoisture barrier surrounding said control-releasing coat, said moisture barrier
comprising methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of 1 part triethyl citrate to 2 parts polyethylene glycol 1450, and said silicon
dioxide is present at about 25% by weight of said moisture barrier dry weight, wherein
the amount of the said moisture barrier applied is no more than about 2.5% of the tablet
dry weight;

wherein said modified-release tablet is bioequivalent and exhibits a dissolution
profile such that after about 2 hours about 5% of the bupropion hydrochloride content is
released, after about 4 hours, about 32% of the bupropion hydrochloride content is
released, after about 8 hours, about 74% of the bupropion hydrochloride content is
released and after about 16 hours no less than about 99% of the bupropion hydrochloride

content is released.

130. A modified-release tablet comprising:

@ a core comprising an effective amount of bupropion hydrochloride and
conventional excipients;

(i)  acontrol-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble, water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer; and

(i)  amoisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
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citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight,
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein said modified-release tablet is bioequivalent and wherein said modified-
release tablet when administered to a patient in need of such administration in the fasted
state provides a Cray of bupropion in the blood plasma at between about 3 hours and
about 8 hours {Tny) after administration of the modified-release tablet.

131. A modified-release tablet comptising;
® a core comprising an effective amount of bupropion hydrochloride and
conventional excipients;
(i)  aconfrol-releasing coat swrrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer; and
(i)  a moisture barrier suwrrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein said modified-release tablet is bioequivalent and wherein said modified-
release tablet when administered to a patient in need of such administration in the fasted
state provides a Cyax of bup1l'opion in the blood plasma at about 5 hours (Tiay) after
administration of the modified-release tabiet.

132. A modified-release tablet comprising:
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(1) acore comprising an effective amount of bupropion hydrochloride and
conventional excipients;
(i) a control-releasing coat swrrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer; and
(ii)) a moisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein said modified-release tablet is bioequivalent and wherein said modified-
release tablet when administered to a patient in need of such administration in the fasted
state provides a Crex of bupropion ranging from about 60 ng/mi to about 280 ng/ml in the
blood plasma at about 5 hours (Trmax) after administration of a once daily 300 mg dose of
said modified-release bupropion hydrochloride tablet or a 2 x 150 mg dose once daily of
said modified-release bupropion hydrochloride tablet.

133. A modified-release tablet comprising:

(i)  acore comprising an effective amount of bupropion hydrochloride and
conventional excipients;

(i) acontrol-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer; and

(iif) a moisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
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citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein said modified-release tablet is bioequivalent and wherein said modified-
release tablet when administered to a patient in need of such administration in the fasted
state exhibits a blood plasma concentration profile for bupropion as shown in Figure 3A
after administration of a once daily 300 mg dose of said modified-release bupropion
hydrochloride tablet or a 2 x 150 mg dose once daily of said modified-release bupropion
hydrochloride tablet.

134. A modified-release tablet comprising:
(i) acore comprising an effective amount of bupropion hydrochloride and
conventional excipients;
(il) a control-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble, water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer, and
(1ii) a moisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein said modified-release tablet is bioequivalent and wherein said modified-
release tablef when administered to a patient in need of such administration in the fasted
state exhibits an AUC.) for bupropion from about 800 ng.hr/ml to about 2850 ng.hr/ml
after administration of a once daily 300 mg dose of said modified-release bupropion
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hydrochloride tablet or a 2 x 150 mg dose once daily of said modified-release bupropion
hydrochloride tablet.

135. A modified-release tablet comprising:
(i) acore comprising an effective amount of bupropion hydrochloride and
conventional excipients;
(ii) a control-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer; and
(iit) amoisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight,
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein said modified-release tablet is bioequivalent and wherein said modified-
release tablet when administered to a patient in need of such administration in the fasted
state exhibits an AUCg.inpy for bupropion from about 840 ng.hr/ml to about 3000 ng.hr/m]
after administration of a once daily 300 mg dose of said modified-release bupropion
hydrochloride tablet or a 2 x 150 mg dose once daily of said modified-release bupropion
hydrochloride tablet.

136. A modified-release tablet comprising:

(i) a core comprising an effective amount of bupropion hydrochloride and
conventional excipients;

(ii) a control-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a

water-soluble polymer, and
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(iii) a moisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethy] citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight,
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein said modified-release tablet when administered as a 2 x 150 mg dose once
daily or a 300 mg dose once daily to a patient in need of such administration in the fasted
state is bioequivalent to Zyban®/Wellbutrin®SR.

137. A modified-release tablet comprising:
(i) a core comprising an effective amount of bupropion hydrochloride and
conventional excipients;
(i) a control-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer, and
(iii) a moisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moistuxe barrier dry weight,
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight;

wherein said modified-release tablet administered as a 2 x 150 mg dose once daily or
a 300 mg dose administered once daily to a patient in need of such administration does not
exhibit a food effect.
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138. A modified-release tablet comprising: _
(i) acore comprising an effective amount of a pharmaceutically acceptable salt of
bupropion hydrochloride and conventional excipients;
(ii) a control-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer, and
(iii) a moisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight,
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight;

wherein said modified-release tablet is bioequivalent and wherein a single dose of
said modified-release tablet when administered to a patient in need of such administration
in the fasted or fed state exhibits mean plasma concentration-time curves as shown in

Figure 4A.

139. A modified-release tablet comprising:

(i) acore comprising an effective amount of bupropion hydrochloride and
conventional excipients;

(ii) acontrol-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer, and

(iti} a moisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
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citrate is present at about 10% by weight of said moisture barrier dry weightin a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene giycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight,
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein said modified-release tablet when administered as a 300 mg dose once
daily to a patient in need of such administration in the fasted state is bioequivalent to
Wellbutrin ® tablets administered 1 x 300 mg (t.i.d) at steady state.

140. A modified-release tablet comprising:

(i) acore comprising an effective amount of bupropion hydrochloride and
conventional excipients;

(i) a control-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer, and |

(iii) a moisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethy! citrate to about 2 parts polyethylene glycol 1450 and

said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight,

wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein said modified-release tablet when administered as a 300 mg dose once
daily to a patient in need of such administration in the fasted state is bioequivalent to
Zyban® administered 1 x 150 mg twice daily (b.i.d.) at steady state.

141. A modified-release tablet comprising:

(i) acore comprising an effective amount of bupropion hydrochloride and

conventional excipients;
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(i) a control-releasing coat surrounding said core, said control-releasing coat
" comprising a water-insoluble water-permeable film-forming polymer, a plasticizer anda
water-soluble polymer, and
(iii) amoisture barrier surrounding said control‘-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weightin a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight,
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein the moisture content is no more than about 0.4 % in said tablet when stored
at 40°C + 2°C/75%RH + 5%RH in an open dish after about 10 days.

142. A modified-release tablet comprising:

(i) a core comprising an effective amount of bupropion hydrochloride and
conventional excipients;

(i) a control-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer, and

(iii) a moisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, ﬁolyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
_citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight,
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,
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wherein said tablet contains at least about 95% undegraded bupropion
hydrochloride after storage for 12 months at about 25°C = 2°C/60%RH % 5%RE.

143. The tablet of claim 142 wherein said tablet contains at least about 97% undegraded
bupropion hydrochloride after storage for 12 months at about 25°C + 2°C/60%RH
5%RH.

144. The tablet of claim 142 wherein said tablet contains at least about 98% undegraded
bupropion hydrochloride after storage for 12 months at about 25°C + 2°C/60%RH
5%RH. '

145. The tablet of claim 142 wherein said tablet contains at least about 99% undegraded
bupropion hydrochloride after storage for 12 months at about 25°C + 2°C/60%RH +
5%RH.

146. A modified-release tablet comprising:
(i) acore comprising an effective amount of bupropion hydrochloride and
conventional excipients;
(i) acontrol-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer, and
(iti) a moisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weightin a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight,
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein the moisture content is no more than about 1% in said tablet when stored at
40°C + 2°C/75%RH + 5%RH after storage for about 6 months.
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147. A modified-release tablet comprising:
(1) acore comprising an effective amount of bupropion hydrochloride and
conventional excipients;
(i) acontrol-releasing coat surrounding said core, said control-releasing coat
comprising a water-insoluble water-permeable film-forming polymer, a plasticizer and a
water-soluble polymer, and
(iif) a moisture barrier surrounding said control-releasing coat, said moisture barrier
comprising, methacrylic acid copolymer, polyethylene glycol 1450, triethyl citrate and
silicon dioxide, wherein said methacrylic acid copolymer is present at about 66% by
weight of said moisture barrier dry weight, said polyethylene glycol 1450 and triethyl
citrate is present at about 10% by weight of said moisture barrier dry weight in a
proportion of about 1 part triethyl citrate to about 2 parts polyethylene glycol 1450 and
said silicon dioxide is present at about 25% by weight of said moisture barrier dry weight,
wherein the amount of the said moisture barrier applied is no more than about 2.5% of
the tablet dry weight,

wherein said tablet contains at least about 95% undegraded bupropion
hydrochloride after storage for 18 months at about 25°C & 2°C/60%RH + 5%RH.

148, The tablet of claim 147 wherein said tablet contains at least about 97% undegraded
bupropion hydrochloride after storage for 18 months at about 25°C 2°C/60%RH +
5%RH.

149, The tablet of claim 147 wherein said tablet contains at least about 98% undegraded
bupropion hydrochloride after storage for 18 months at about 25°C % 2°C/60%RE +
5%RH.

150. The tablet of claim 147 wherein said tablet contains at least about 99% undegraded
bupropion hydrochloride after storage for 18 months at about 25°C + 2°C/60%RH =+
5%RH.
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151. The modified-release tablet of claims 18, 30, 36, 41, 46, 52, 56, 60, 66, 69, 71, 90,
101, 108, 112, 119, or 141-150, wherein said tablet contains 150 mg of bupropion
hydrochloride.

152. The modified-release tablet of claims 18, 31, 36, 42, 48, 53, 56, 60, 66, 69, 71, 90,
102, 108, 113, 120, or 141-150, wherein said tablet contains 300 mg of bupropion
hydrochloride.

153. A modified-release tablet comprising:
(4] a core comprising about 150 mg of bupropion hydrochloride, about 5.3 mg
polyvinyl alcohol, about 4.7 mg glyceryl behenate;
(i)  aconirol-releasing coat surrounding said core, said control-releasing coat
comprising about 12 mg ethyl cellulose grade PR 100, about 3 mg polyethylene glycol
1450, and about 9 mg polyvinylpyrrolidone, wherein about 24 mg of the control releasing
coat is applied onto said core; and .
(i) amoisture barrier surrounding said control-releasing coat, said moisture barrier
comprising about 4.6 mg methacrylic acid copolymer, about 0.46 mg polyethylene glycol
1450, about 0.23 mg triethyl citrate and about 1.72 mg silicon dioxide, wherein about 7
mg of the moisture barrier is applied onto the control releasing coated cores, and

wherein said modified-release tablet is bioequivalent and exhibits a dissolution
profile such that after about 2 hours about 5% of the bupropion hydrochloride content is
released, after about 4 hours, about 32% of the bupropion hydrochloride content is
released, after about 8 hours, about 74% of the bupropion hydrochloride content is
released and after about 16 hours no less than about 99% of the bupropion hydrochloride

content is released.

154. A modified-release tablet comprising:

)] a core comprising about 300 mg of bupropion hydrochloride, about 10.6 mg
polyvinyl alcohol, about 9.4 mg glyceryl behenate;

(i)  acontrol-releasing coat surrounding said core, said control-releasing coat

comprising about 13.1 mg ethyl cellulose grade PR 100, about 3.6 mg polyethylene
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glycol 1450, and 12.4 mg polyvinylpyrrolidone, wherein about 29 mg of the control
releasing coat is applied onto said core; and
(i)  amoisture barrier surrounding said control-releasing coat, said moisture barrier
comprising about 6.9 ing methacrylic acid copolymer, about 0.7 mg polyethylene glycol
1450, 0.35 mg triethyl citrate and about 2.6 mg silicon dioxide, wherein about 10.5 mg of
the moisture barrier is applied onto the control releasing coated cores, and

wherein said modified-release tablet is bioequivalent and exhibits a dissolution
profile such that after about 2 hours about 5% of the bupropion hydrochloride content is
released, after about 4 hours, about 32% of the bupropion hydrochloride content is
released, after about 8 hours, about 74% of the bupropion hydrochloride content is
released and after about 16 hours no less than about 99% of the bupropion hydrochloride

content is released.
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