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IN THE UNITED STATES DISTRICT COURT
FOR THE EASTERN DISTRICT OF TEXAS
MARSHALL DIVISION

ALLERGAN, INC.,
Plaintiff,

Ve Civil Action No.
SANDOZ, INC., ALCON LABORATORIES, INC.,
ALCON RESEARCH, LTD., FALCON
PHARMACEUTICALS, LTD., APOTEX, INC.,
APOTEX CORP., AND WATSON
LABORATORIES, INC.

Jury Trial Demanded

Defendants.

PLAINTIFF ALLERGAN, INC.’S COMPLAINT AGAINST
SANDOZ, INC., ALCON RESEARCH, LTD., ALCON LABORATORIES,
INC., FALCON PHARMACEUTICALS, LTD., APOTEX INC,,
APOTEX CORP.,. AND WATSON PHARMACEUTICALS, INC.

Plaintiff Allergan, Inc. (“Allergan” or “Plaintiff”) by its attorneys, Stevens, Love, Hill, &
Holt PLLC and Fish & Richardson P.C., for its complaint against Defendants Sandoz, Inc.
(“Sandoz”); Alcon Research, Ltd., Alcon Laboratories, Inc., and Falcon Pharmaceuticals, Ltd.
(collectively, “Alcon’); Apotex, Inc. and Apotex Corp. (collectively, “Apotex’); and Watson
Laboratories, Inc. (“Watson,” together with Sandoz, Alcon, and Apotex, “Defendants”) alleges

as follows:

The Nature of the Action

1. This is an action for infringement of United States Patents No. 8,133,890 (the
“*890 patent”) under 35 U.S.C. § 271 (e)(2) and for Declaratory Judgment of infringement under
28 U.S.C. §§ 2201-02 and 35 U.S.C. § 271(a), (b) and (c).

The Parties
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2. Allergan is a corporation organized and existing under the laws of the State of
Delaware, with a principal place of business at 2525 Dupont Drive, Irvine, California 92612.

3. On information and belief, defendant Sandoz, Inc. is a Colorado corporation with
its principal place of business at 506 Carnegie Center, Suite 400, Princeton, New Jersey 08540.

4. On information and belief, defendant Alcon Research, Ltd. is a corporation
incorporated under the laws of the State of Delaware, having a principal place of business in
Texas. On information and belief, defendant Alcon Laboratories, Inc. is a corporation
incorporated under the laws of the State of Delaware, and is headquartered in Fort Worth, Texas.
On information and belief, Falcon Pharmaceuticals, Ltd. is a corporation incorporated under the
laws of the State of Texas, having a principal place of business in Texas.

5. On information and belief, defendant Apotex, Inc. is a Canadian corporation with
a place of business at 150 Signet Drive, Toronto, Ontario, Canada M9L 1T9. On information
and belief, defendant Apotex Corp. is a Delaware corporation with its principal place of business
at 2400 North Commerce Parkway, Suite 400, Weston, Florida, 33326.

6. On information and belief, defendant Watson Laboratories, Inc. is a Nevada
corporation with a place of business at 400 Interpace Parkway, Parsippany, NJ 07054.

7. On information and belief, Defendants are in the business of manufacturing,
distributing and selling generic drugs throughout the United States, including in this judicial
jurisdiction.

Jurisdiction and Venue

8. This action arises under the patent laws of the United States of America, United
States Code, Title 35, Section 1, et seq and the Declaratory Judgment Act. This Court has

subject matter jurisdiction over the action under 28 U.S.C. §§ 1331, 1338, 2201, and 2202.
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0. This Court has personal jurisdiction over Defendants by virtue of their systematic
and continuous contacts with this jurisdiction, as alleged herein, as well as because of the injury
to Allergan, and the cause of action Allergan has raised, as alleged herein.

10. This Court has personal jurisdiction over defendant Sandoz, Inc. because it, either
directly or through an agent, regularly does or solicits business in this jurisdiction, engages in
other persistent courses of conduct in this jurisdiction, and/or derives substantial revenue from
services or things used or consumed in this jurisdiction.

11. On information and belief, Sandoz, Inc. is a licensed drug distributor in Texas.

12. On information and belief, drug products of Sandoz, Inc. are listed on the Texas
prescription drug formulary.

13. On information and belief, Sandoz, Inc. markets and sells generic drugs
manufactured by Sandoz, Inc. throughout the United States, including this judicial district. On
information and belief, Sandoz, Inc. sold approximately $840 million of its products in Texas in
2008, with at least $50 million of those sales in this judicial district.

14. This Court has personal jurisdiction over defendants Apotex, Inc. and Apotex
Corp. because they, either directly or through an agent, regularly do or solicit business in this
jurisdiction, engage in other persistent courses of conduct in this jurisdiction, and/or derive
substantial revenue from services or things used or consumed in this jurisdiction.

15. On information and belief, Apotex, Inc. and Apotex Corp. are agents of each
other and/or work in active concert with respect to the development, regulatory approval,
marketing, sale and distribution of pharmaceutical products, including the generic brimonidine

tartrate/timolol maleate ophthalmic solution 0.2%/0.5% described in ANDA No. 91-442.
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16. On information and belief, defendant Apotex Corp. is a licensed drug distributor
in Texas.
17. On information and belief, defendant Apotex, Inc.’s drug products are listed on

the Texas prescription drug formulary.

18. On information and belief, defendant Apotex Corp. markets and sells numerous
generic drugs, manufactured and supplied by Apotex, Inc., throughout the United States,
including this judicial district. On information and belief, in 2009 Apotex Corp. sold nearly
$700 million worth of Apotex, Inc. products in Texas, over $50 million of which were sold in
this judicial district.

19. This Court has personal jurisdiction over defendant Watson Laboratories, Inc.
because it, either directly or through an agent, regularly does or solicits business in this
jurisdiction, engages in other persistent courses of conduct in this jurisdiction, and/or derives
substantial revenue from services or things used or consumed in this jurisdiction.

20. On information and belief, drug products of Watson Laboratories, Inc. are listed
on the Texas prescription drug formulary.

21. On information and belief, drug products of Watson Laboratories are marketed
and sold throughout the United States, including this judicial district, by its agent Watson
Pharma. On information and belief, Watson Pharma had over $825 million in sales in Texas
alone, and at least $50 million of those sales were in this judicial district.

22.  Venue is proper in this Court under 28 U.S.C. §§ 1391 and 1400(b).

Background
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23. The *890 patent, entitled “Combination of brimonidine and timolol for topical
ophthalmic use,” issued to Chin-Ming Chang, Gary J. Beck, Cynthia C. Pratt, and Amy L.
Batoosingh on March 13, 2012. A copy of the *890 patent is attached to this complaint as A.

24.  Allergan, as assignee, owns the entire right, title, and interest in the 890 patent.

25. Allegan is the holder of an approved New Drug Application (“NDA”) No. 21-398
for brimonidine tartrate/timolol maleate ophthalmic solution 0.2%/0.5%, sold under the
Combigan® trademark.

26.  In conjunction with that NDA, Allergan has listed with the United States Food
and Drug Administration (“FDA”) five patents that cover the approved formulation or methods
of using the approved formulation of Combigan®. The listed patents are U.S. Patent Nos.

7,030,149, 7,320,976, 7,323,463, 7,642,258, and the 890 patent (collectively, “the Listed

Patents”). The FDA has published these five patents in the Approved Drug Products with

Therapeutic Equivalence Evaluations, commonly referred to as the “Orange Book.”

27. Combigan® or approved methods of using Combigan® are covered by at least
one claim of each of the Listed Patents, including the 890 patent.

28. On November 20, 2008, defendant Sandoz submitted its ANDA No. 91-087 to the
FDA, seeking approval to commercially manufacture, use, offer for sale, or sell a generic version
of Combigan®. Sandoz’s ANDA No. 91-087 received tentative approval from the FDA on May
11,2011.

29. On May 27, 2009, Alcon submitted its Abbreviated New Drug Application No.
91-574 to the FDA, seeking approval to commercially manufacture, use, offer for sale, or sell a
generic version of Combigan®. Alcon’s ANDA No. 91-574 received tentative approval from the

FDA on August 3, 2010.
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30. On January 29, 2010, defendant Apotex submitted its ANDA No. 91-442 to the
FDA, seeing approval to commercially manufacture, use, offer for sale, or sell a generic version
of Combigan®.

31. On May 7, 2010, defendant Watson submitted its ANDA No. 201949 to the FDA,
seeing approval to commercially manufacture, use, offer for sale, or sell a generic version of
Combigan®.

32. In an August 22, 2011 opinion, the District Court for the Eastern District of Texas
found that Defendants’ proposed generic versions of Combigan® infringed U.S. Patent Nos.
7,030,149, 7,320,976, 7,323,463, and 7,642,258, and that those patents were not invalid. The
Court entered an injunction order on August 25, 2011 stating that Defendants were enjoined
from manufacturing their proposed generic versions of Combigan® until the latest of the
expiration dates of U.S. Patent Nos. 7,030,149, 7,320,976, 7,323,463, and 7,642,258.

33.  In filing their ANDASs, Defendants have each requested the FDA’s approval to
market a generic version of Allergan’s Combigan® product throughout the United States,
including in Texas.

34. On information and belief, following FDA approval of ANDA Nos. 91-087, 91-
574,91-442, and 201949, each of the Defendants will sell the approved generic version of
Allergan’s Combigan® product throughout the United States, including in Texas.

Count 1

(Infringement of the 890 Patent Under 35 U.S.C. § 271(e)(2) by Sandoz’s proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%7/0.5%)

35. Paragraphs 1 to 34 are incorporated herein as set forth above.
36. Sandoz submitted ANDA No. 91-087 to the FDA under section 505(j) of the

FDCA to obtain approval to engage in the commercial manufacture, use or sale of its proposed
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Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% throughout the
United States. By submitting this application, Sandoz has committed an act of infringement of
the 890 patent under 35 U.S.C. § 271(e)(2)(A).

37. The commercial manufacture, use, offer for sale, sale and/or importation of
Sandoz’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will constitute an act of infringement of the *890 patent.

38. On information and belief, Sandoz became aware of the >890 patent no later than
the date on which that patent was listed in the Orange Book.

39. On information and belief, Sandoz knows or should know that its commercial
manufacture, use, offer for sale, sale, and/or importation of its proposed generic Brimonidine
Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively induce and
contribute to the actual infringement of the >890 patent.

40. On information and belief, Sandoz knows or should know that its proposed
generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will be
especially made for or especially adapted for use in an infringement of the 890 patent, and is not
a staple article or commodity of commerce suitable for substantial non-infringing use, and that
its commercial manufacture, use, offer for sale, sale, and/or importation of its proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively
contribute to the actual infringement of the >890 patent.

41. The commercial manufacture, use, offer for sale, sale and/or importation of
Sandoz’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% 1in violation of Allergan’s patent rights will cause harm to Allergan for which

damages are inadequate.
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Count IT
(Declaratory Judgment of Infringement of the >890 Patent Under 35 U.S.C. § 271(a) by
Sandoz)
42. Paragraphs 1 to 41 are incorporated herein as set forth above.

43. These claims arise under the Declaratory Judgment Act, 28 U.S.C. §§ 2201 and
2202.

44. There is an actual case or controversy such that the Court may entertain
Allergan’s request for declaratory relief consistent with Article Il of the United States
Constitution, and that actual case or controversy requires a declaration of rights by this Court.

45. The commercial manufacture, use, offer for sale, sale, and/or importation of
Sandoz’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will constitute an act of direct infringement of one or more claims of the 890 patent.

46. On information and belief, Sandoz will engage in the commercial manufacture,
use, offer for sale, sale, and/or importation of Sandoz’s proposed generic Brimonidine Tartrate
and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% immediately and imminently upon

approval of ANDA No. 91-087.

47. The foregoing actions by Sandoz will constitute infringement of the *890 patent.
48. Sandoz will commit those acts of infringement without license or authorization.
49. Allergan is entitled to a declaratory judgment that future commercial

manufacture, use, offer for sale, sale, and/or importation of Sandoz’s proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% by Sandoz will
infringe the *890 patent.

50.  Unless Sandoz is enjoined from infringing the *890 patent, Allergan will suffer

irreparable injury for which damages are an inadequate remedy.
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51. On information and belief, Sandoz became aware of the >890 patent no later than
the date on which that patent was listed in the Orange Book.

52. On information and belief, Sandoz has made, and will continue to make,
substantial preparation in the United States to manufacture, sell, offer to sell, and/or import

Sandoz’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,

0.2%/0.5%.

53. Sandoz’s actions indicate a refusal to change the course of its actions in the face
of acts by Allergan.

54. On information and belief, Sandoz has acted, and will continue to act, with full

knowledge of the 890 patent and without a reasonable basis for believing that it would not be
liable for infringing the 890 patent.

55. On information and belief, despite having actual notice of the 890 patent, Sandoz
continues to willfully, wantonly, and deliberately prepare to infringe the 890 patent in disregard
of Allergan’s rights, making this case exceptional and entitling Allergan to reasonable attorneys’
fees pursuant to 35 U.S.C. § 285.

Count 111

(Declaratory Judgment of Infringement of the 890 Patent under 35 U.S.C. § 271(b) and (¢)
by Sandoz’s Proposed Generic Brimonidine Tartrate and Timolol Maleate Ophthalmic
Solution, 0.2%/0.5%)

56. Paragraphs 1 to 55 are incorporated herein as set forth above.

57. These claims arise under the Declaratory Judgment Act, 28 U.S.C. §§ 2201-02.

58. There is an actual case or controversy such that the Court may entertain
Allergan’s request for declaratory relief consistent with Article Il of the United States
Constitution, and that actual case or controversy requires a declaration of rights by this Court.

59. Sandoz has actual knowledge of the *890 patent.
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60. On information and belief, Sandoz became aware of the 890 patent no later than
the date on which that patent was listed in the Orange Book.

61. On information and belief, Sandoz has acted with full knowledge of the 890
patent and without a reasonable basis for believing that it would not be liable for actively
inducing or contributing to the infringement of the *890 patent.

62. The commercial manufacture, use, sale, offer for sale, and/or importation of
Sandoz’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will induce the actual infringement of the 890 patent.

63. On information and belief, Sandoz knows or should know that its commercial
manufacture, use, sale, offer for sale, and/or importation of its proposed generic Brimonidine
Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively induce the actual
infringement of the 890 patent.

64. On information and belief, Sandoz will encourage another’s infringement of the
’890 patent by and through the commercial manufacture, use, sale, offer for sale, and/or
importation of its proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic
Solution, 0.2%/0.5%, which is covered by certain claims of the 890 patent.

65. Sandoz’s acts of infringement will be done with knowledge of the 890 patent and
with the intent to encourage infringement.

66. The foregoing actions by Sandoz will constitute active inducement of
infringement of the 890 patent.

67. On information and belief, Sandoz knows or should know that its proposed

generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will be
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especially made or especially adapted for use in an infringement of the *890 patent, and is not a
staple article or commodity of commerce suitable for substantial non-infringing use.

68. The commercial manufacture, use, sale, offer for sale, and/or importation of
Sandoz’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will contribute to the actual infringement of the *890 patent.

69. On information and belief, Sandoz knows or should know that its offer for sale,
sale and/or importation of its proposed generic Brimonidine Tartrate and Timolol Maleate

Ophthalmic Solution, 0.2%/0.5% will contribute to the actual infringement of the >890 patent.

70. The foregoing actions by Sandoz will constitute contributory infringement of the
’890 patent.
71. On information and belief, Sandoz intends to, and will, actively induce and

contribute to the infringement of the 890 patent when ANDA No. 91-087 is approved, and plan
and intend to, and will, do so immediately and imminently upon approval.

72. Allergan is entitled to a declaratory judgment that future commercial
manufacture, use, offer for sale, sale, and/or importation of Sandoz’s proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% by Sandoz will
induce and/or contribute to infringement of the 890 patent.

73. The commercial manufacture, use, offer for sale, sale and/or importation of
Sandoz’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5%, which will actively induce and/or contribute to infringement of the >890 patent, in
violation of Allergan’s patent rights, will cause harm to Allergan for which damages are

inadequate.
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74. Unless Sandoz is enjoined from actively inducing and contributing to the
infringement of the 890 patent, Allergan will suffer irreparable injury for which damages are an
inadequate remedy.

75. On information and belief, despite having actual notice of the 890 patent, Sandoz
continues to willfully, wantonly, and deliberately prepare to actively induce and/or contribute to
infringement of the 890 patent in disregard of Allergan’s rights, making this case exceptional
and entitling Allergan to reasonable attorneys’ fees pursuant to 35 U.S.C. § 285.

Count IV

(Infringement of the 890 Patent Under 35 U.S.C. § 271(e)(2) by Alcon’s proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%7/0.5%)

76. Paragraphs 1 to 75 are incorporated herein as set forth above.

77.  Alcon submitted ANDA No. 91-574 to the FDA under section 505(j) of the
FDCA to obtain approval to engage in the commercial manufacture, use or sale of its proposed
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% throughout the
United States. By submitting this application, Alcon has committed an act of infringement of the
’890 patent under 35 U.S.C. § 271(e)(2)(A).

78. The commercial manufacture, use, offer for sale, sale and/or importation of
Alcon’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will constitute an act of infringement of the *890 patent.

79. On information and belief, Alcon became aware of the 890 patent no later than
the date on which that patent was listed in the Orange Book.

80. On information and belief, Alcon knows or should know that its commercial

manufacture, use, offer for sale, sale, and/or importation of its proposed generic Brimonidine
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Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively induce and
contribute to the actual infringement of the >890 patent.

81. On information and belief, Alcon knows or should know that its proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will be especially
made for or especially adapted for use in an infringement of the 890 patent, and is not a staple
article or commodity of commerce suitable for substantial non-infringing use, and that its
commercial manufacture, use, offer for sale, sale, and/or importation of its proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively
contribute to the actual infringement of the >890 patent.

82. The commercial manufacture, use, offer for sale, sale and/or importation of
Alcon’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% 1in violation of Allergan’s patent rights will cause harm to Allergan for which

damages are inadequate.

Count V
(Declaratory Judgment of Infringement of the >890 Patent Under 35 U.S.C. § 271(a) by
Alcon)
83. Paragraphs 1 to 82 are incorporated herein as set forth above.

84. These claims arise under the Declaratory Judgment Act, 28 U.S.C. §§ 2201 and
2202.

85. There is an actual case or controversy such that the Court may entertain
Allergan’s request for declaratory relief consistent with Article Il of the United States

Constitution, and that actual case or controversy requires a declaration of rights by this Court.
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86. The commercial manufacture, use, offer for sale, sale, and/or importation of
Alcon’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will constitute an act of direct infringement of one or more claims of the 890 patent.

87. On information and belief, Alcon will engage in the commercial manufacture,
use, offer for sale, sale, and/or importation of Alcon’s proposed generic Brimonidine Tartrate
and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% immediately and imminently upon

approval of ANDA No. 91-574.

88. The foregoing actions by Alcon will constitute infringement of the 890 patent.
89. Alcon will commit those acts of infringement without license or authorization.
90. Allergan is entitled to a declaratory judgment that future commercial

manufacture, use, offer for sale, sale, and/or importation of Alcon’s proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% by Alcon will
infringe the *890 patent.

91.  Unless Alcon is enjoined from infringing the 890 patent, Allergan will suffer
irreparable injury for which damages are an inadequate remedy.

92. On information and belief, Alcon became aware of the 890 patent no later than
the date on which that patent was listed in the Orange Book.

93. On information and belief, Alcon has made, and will continue to make,
substantial preparation in the United States to manufacture, sell, offer to sell, and/or import

Alcon’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,

0.2%/0.5%.
94, Alcon’s actions indicate a refusal to change the course of its actions in the face of
acts by Allergan.
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95. On information and belief, Alcon has acted, and will continue to act, with full
knowledge of the 890 patent and without a reasonable basis for believing that it would not be
liable for infringing the 890 patent.

96. On information and belief, despite having actual notice of the 890 patent, Alcon
continues to willfully, wantonly, and deliberately prepare to infringe the 890 patent in disregard
of Allergan’s rights, making this case exceptional and entitling Allergan to reasonable attorneys’
fees pursuant to 35 U.S.C. § 285.

Count VI

(Declaratory Judgment of Infringement of the 890 Patent under 35 U.S.C. § 271(b) and (¢)
by Alcon’s Proposed Generic Brimonidine Tartrate and Timolol Maleate Ophthalmic
Solution, 0.2%/0.5%)

97. Paragraphs 1 to 96 are incorporated herein as set forth above.

98. These claims arise under the Declaratory Judgment Act, 28 U.S.C. §§ 2201-02.

99. There is an actual case or controversy such that the Court may entertain
Allergan’s request for declaratory relief consistent with Article Il of the United States
Constitution, and that actual case or controversy requires a declaration of rights by this Court.

100.  Alcon has actual knowledge of the 890 patent.

101.  On information and belief, Alcon became aware of the 890 patent no later than
the date on which that patent was listed in the Orange Book.

102.  On information and belief, Alcon has acted with full knowledge of the >890 patent
and without a reasonable basis for believing that it would not be liable for actively inducing or
contributing to the infringement of the >890 patent.

103. The commercial manufacture, use, sale, offer for sale, and/or importation of
Alcon’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,

0.2%/0.5% will induce the actual infringement of the 890 patent.
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104. On information and belief, Alcon knows or should know that its commercial
manufacture, use, sale, offer for sale, and/or importation of its proposed generic Brimonidine
Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively induce the actual
infringement of the 890 patent.

105.  On information and belief, Alcon will encourage another’s infringement of the
’890 patent by and through the commercial manufacture, use, sale, offer for sale, and/or
importation of its proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic
Solution, 0.2%/0.5%, which is covered by certain claims of the 890 patent.

106.  Alcon’s acts of infringement will be done with knowledge of the *890 patent and
with the intent to encourage infringement.

107. The foregoing actions by Alcon will constitute active inducement of infringement
of the *890 patent.

108.  On information and belief, Alcon knows or should know that its proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will be especially
made or especially adapted for use in an infringement of the 890 patent, and is not a staple
article or commodity of commerce suitable for substantial non-infringing use.

109. The commercial manufacture, use, sale, offer for sale, and/or importation of
Alcon’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will contribute to the actual infringement of the >890 patent.

110.  On information and belief, Alcon knows or should know that its offer for sale,
sale and/or importation of its proposed generic Brimonidine Tartrate and Timolol Maleate

Ophthalmic Solution, 0.2%/0.5% will contribute to the actual infringement of the >890 patent.
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111.  The foregoing actions by Alcon will constitute contributory infringement of the
’890 patent.

112.  On information and belief, Alcon intends to, and will, actively induce and
contribute to the infringement of the 890 patent when ANDA No. 91-574 is approved, and plan
and intend to, and will, do so immediately and imminently upon approval.

113.  Allergan is entitled to a declaratory judgment that future commercial
manufacture, use, offer for sale, sale, and/or importation of Alcon’s proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% by Alcon will
induce and/or contribute to infringement of the 890 patent.

114. The commercial manufacture, use, offer for sale, sale and/or importation of
Alcon’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5%, which will actively induce and/or contribute to infringement of the >890 patent, in
violation of Allergan’s patent rights, will cause harm to Allergan for which damages are
inadequate.

115. Unless Alcon is enjoined from actively inducing and contributing to the
infringement of the 890 patent, Allergan will suffer irreparable injury for which damages are an
inadequate remedy.

116. On information and belief, despite having actual notice of the 890 patent, Alcon
continues to willfully, wantonly, and deliberately prepare to actively induce and/or contribute to
infringement of the 890 patent in disregard of Allergan’s rights, making this case exceptional
and entitling Allergan to reasonable attorneys’ fees pursuant to 35 U.S.C. § 285.

Count VII

(Infringement of the 890 Patent Under 35 U.S.C. § 271(e)(2) by Apotex’s proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5%)
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117. Paragraphs 1 to 116 are incorporated herein as set forth above.

118.  Apotex submitted ANDA No. 91-442 to the FDA under section 505(j) of the
FDCA to obtain approval to engage in the commercial manufacture, use or sale of its proposed
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% throughout the
United States. By submitting this application, Apotex has committed an act of infringement of
the 890 patent under 35 U.S.C. § 271(e)(2)(A).

119. The commercial manufacture, use, offer for sale, sale and/or importation of
Apotex’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will constitute an act of infringement of the *890 patent.

120.  On information and belief, Apotex became aware of the >890 patent no later than
the date on which that patent was listed in the Orange Book.

121.  On information and belief, Apotex knows or should know that its commercial
manufacture, use, offer for sale, sale, and/or importation of its proposed generic Brimonidine
Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively induce and
contribute to the actual infringement of the >890 patent.

122.  On information and belief, Apotex knows or should know that its proposed
generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will be
especially made for or especially adapted for use in an infringement of the 890 patent, and is not
a staple article or commodity of commerce suitable for substantial non-infringing use, and that
its commercial manufacture, use, offer for sale, sale, and/or importation of its proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively

contribute to the actual infringement of the >890 patent.
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123.  The commercial manufacture, use, offer for sale, sale and/or importation of
Apotex’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% 1in violation of Allergan’s patent rights will cause harm to Allergan for which
damages are inadequate.

Count VIII

(Declaratory Judgment of Infringement of the >890 Patent Under 35 U.S.C. § 271(a) by
Apotex)

124.  Paragraphs 1 to 123 are incorporated herein as set forth above.

125. These claims arise under the Declaratory Judgment Act, 28 U.S.C. §§ 2201 and
2202.

126.  There is an actual case or controversy such that the Court may entertain
Allergan’s request for declaratory relief consistent with Article Il of the United States
Constitution, and that actual case or controversy requires a declaration of rights by this Court.

127. The commercial manufacture, use, offer for sale, sale, and/or importation of
Apotex’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will constitute an act of direct infringement of one or more claims of the 890 patent.

128.  On information and belief, Apotex will engage in the commercial manufacture,
use, offer for sale, sale, and/or importation of Apotex’s proposed generic Brimonidine Tartrate
and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% immediately and imminently upon
approval of ANDA No. 91-442.

129.  The foregoing actions by Apotex will constitute infringement of the *890 patent.

130. Apotex will commit those acts of infringement without license or authorization.

131.  Allergan is entitled to a declaratory judgment that future commercial

manufacture, use, offer for sale, sale, and/or importation of Apotex’s proposed generic
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Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% by Apotex will
infringe the *890 patent.

132.  Unless Apotex is enjoined from infringing the *890 patent, Allergan will suffer
irreparable injury for which damages are an inadequate remedy.

133.  On information and belief, Apotex became aware of the >890 patent no later than
the date on which that patent was listed in the Orange Book.

134.  On information and belief, Apotex has made, and will continue to make,
substantial preparation in the United States to manufacture, sell, offer to sell, and/or import
Apotex’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5%.

135. Apotex’s actions indicate a refusal to change the course of its actions in the face
of acts by Allergan.

136. On information and belief, Apotex has acted, and will continue to act, with full
knowledge of the 890 patent and without a reasonable basis for believing that it would not be
liable for infringing the 890 patent.

137. On information and belief, despite having actual notice of the 890 patent, Apotex
continues to willfully, wantonly, and deliberately prepare to infringe the 890 patent in disregard
of Allergan’s rights, making this case exceptional and entitling Allergan to reasonable attorneys’
fees pursuant to 35 U.S.C. § 285.

Count IX

(Declaratory Judgment of Infringement of the 890 Patent under 35 U.S.C. § 271(b) and (¢)
by Apotex’s Proposed Generic Brimonidine Tartrate and Timolol Maleate Ophthalmic
Solution, 0.2%/0.5%)

138.  Paragraphs 1 to 137 are incorporated herein as set forth above.

139. These claims arise under the Declaratory Judgment Act, 28 U.S.C. §§ 2201-02.
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140. There is an actual case or controversy such that the Court may entertain
Allergan’s request for declaratory relief consistent with Article Il of the United States
Constitution, and that actual case or controversy requires a declaration of rights by this Court.

141.  Apotex has actual knowledge of the 890 patent.

142.  On information and belief, Apotex became aware of the >890 patent no later than
the date on which that patent was listed in the Orange Book.

143.  On information and belief, Apotex has acted with full knowledge of the 890
patent and without a reasonable basis for believing that it would not be liable for actively
inducing or contributing to the infringement of the 890 patent.

144. The commercial manufacture, use, sale, offer for sale, and/or importation of
Apotex’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will induce the actual infringement of the 890 patent.

145.  On information and belief, Apotex knows or should know that its commercial
manufacture, use, sale, offer for sale, and/or importation of its proposed generic Brimonidine
Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively induce the actual
infringement of the 890 patent.

146. On information and belief, Apotex will encourage another’s infringement of the
’890 patent by and through the commercial manufacture, use, sale, offer for sale, and/or
importation of its proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic
Solution, 0.2%/0.5%, which is covered by certain claims of the 890 patent.

147.  Apotex’s acts of infringement will be done with knowledge of the 890 patent and

with the intent to encourage infringement.
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148.  The foregoing actions by Apotex will constitute active inducement of
infringement of the 890 patent.

149.  On information and belief, Apotex knows or should know that its proposed
generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will be
especially made or especially adapted for use in an infringement of the *890 patent, and is not a
staple article or commodity of commerce suitable for substantial non-infringing use.

150. The commercial manufacture, use, sale, offer for sale, and/or importation of
Apotex’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will contribute to the actual infringement of the *890 patent.

151.  On information and belief, Apotex knows or should know that its offer for sale,
sale and/or importation of its proposed generic Brimonidine Tartrate and Timolol Maleate
Ophthalmic Solution, 0.2%/0.5% will contribute to the actual infringement of the >890 patent.

152.  The foregoing actions by Apotex will constitute contributory infringement of the
’890 patent.

153.  On information and belief, Apotex intends to, and will, actively induce and
contribute to the infringement of the 890 patent when ANDA No. 91-442 is approved, and plan
and intend to, and will, do so immediately and imminently upon approval.

154.  Allergan is entitled to a declaratory judgment that future commercial
manufacture, use, offer for sale, sale, and/or importation of Apotex’s proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% by Apotex will
induce and/or contribute to infringement of the 890 patent.

155. The commercial manufacture, use, offer for sale, sale and/or importation of

Apotex’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,

PLAINTIFF ALLERGAN, INC.’S COMPLAINT — Page 22



Case 2:12-cv-00500-JRG Document 2 Filed 08/23/12 Page 23 of 47 PagelD #: 24

0.2%/0.5%, which will actively induce and/or contribute to infringement of the *890 patent, in
violation of Allergan’s patent rights, will cause harm to Allergan for which damages are
inadequate.

156. Unless Apotex is enjoined from actively inducing and contributing to the
infringement of the 890 patent, Allergan will suffer irreparable injury for which damages are an
inadequate remedy.

157. On information and belief, despite having actual notice of the 890 patent, Apotex
continues to willfully, wantonly, and deliberately prepare to actively induce and/or contribute to
infringement of the 890 patent in disregard of Allergan’s rights, making this case exceptional
and entitling Allergan to reasonable attorneys’ fees pursuant to 35 U.S.C. § 285.

Count X

(Infringement of the >890 Patent Under 35 U.S.C. § 271(e)(2) by Watson’s proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5%)

158. Paragraphs 1 to 157 are incorporated herein as set forth above.

159. Watson submitted ANDA No. 201949 to the FDA under section 505(j) of the
FDCA to obtain approval to engage in the commercial manufacture, use or sale of its proposed
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% throughout the
United States. By submitting this application, Watson has committed an act of infringement of
the 890 patent under 35 U.S.C. § 271(e)(2)(A).

160. The commercial manufacture, use, offer for sale, sale and/or importation of
Watson’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will constitute an act of infringement of the *890 patent.

161. On information and belief, Watson became aware of the 890 patent no later than

the date on which that patent was listed in the Orange Book.
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162. On information and belief, Watson knows or should know that its commercial
manufacture, use, offer for sale, sale, and/or importation of its proposed generic Brimonidine
Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively induce and
contribute to the actual infringement of the >890 patent.

163. On information and belief, Watson knows or should know that its proposed
generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will be
especially made for or especially adapted for use in an infringement of the 890 patent, and is not
a staple article or commodity of commerce suitable for substantial non-infringing use, and that
its commercial manufacture, use, offer for sale, sale, and/or importation of its proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively
contribute to the actual infringement of the >890 patent.

164. The commercial manufacture, use, offer for sale, sale and/or importation of
Watson’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% 1in violation of Allergan’s patent rights will cause harm to Allergan for which
damages are inadequate.

Count X1

(Declaratory Judgment of Infringement of the >890 Patent Under 35 U.S.C. § 271(a) by
Watson)

165. Paragraphs 1 to 164 are incorporated herein as set forth above.

166. These claims arise under the Declaratory Judgment Act, 28 U.S.C. §§ 2201 and
2202.

167. There is an actual case or controversy such that the Court may entertain
Allergan’s request for declaratory relief consistent with Article Il of the United States

Constitution, and that actual case or controversy requires a declaration of rights by this Court.
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168. The commercial manufacture, use, offer for sale, sale, and/or importation of
Watson’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will constitute an act of direct infringement of one or more claims of the 890 patent.

169. On information and belief, Watson will engage in the commercial manufacture,
use, offer for sale, sale, and/or importation of Watson’s proposed generic Brimonidine Tartrate
and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% immediately and imminently upon
approval of ANDA No. 201949.

170. The foregoing actions by Watson will constitute infringement of the 890 patent.

171. Watson will commit those acts of infringement without license or authorization.

172.  Allergan is entitled to a declaratory judgment that future commercial
manufacture, use, offer for sale, sale, and/or importation of Watson’s proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% by Watson will
infringe the *890 patent.

173.  Unless Watson is enjoined from infringing the 890 patent, Allergan will suffer
irreparable injury for which damages are an inadequate remedy.

174.  On information and belief, Watson became aware of the 890 patent no later than
the date on which that patent was listed in the Orange Book.

175. On information and belief, Watson has made, and will continue to make,
substantial preparation in the United States to manufacture, sell, offer to sell, and/or import
Watson’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5%.

176. Watson’s actions indicate a refusal to change the course of its actions in the face

of acts by Allergan.
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177. On information and belief, Watson has acted, and will continue to act, with full
knowledge of the 890 patent and without a reasonable basis for believing that it would not be
liable for infringing the 890 patent.

178.  On information and belief, despite having actual notice of the 890 patent, Watson
continues to willfully, wantonly, and deliberately prepare to infringe the 890 patent in disregard
of Allergan’s rights, making this case exceptional and entitling Allergan to reasonable attorneys’
fees pursuant to 35 U.S.C. § 285.

Count XTI

(Declaratory Judgment of Infringement of the 890 Patent under 35 U.S.C. § 271(b) and (¢)
by Watson’s Proposed Generic Brimonidine Tartrate and Timolol Maleate Ophthalmic
Solution, 0.2%/0.5%)

179. Paragraphs 1 to 178 are incorporated herein as set forth above.

180. These claims arise under the Declaratory Judgment Act, 28 U.S.C. §§ 2201-02.

181. There is an actual case or controversy such that the Court may entertain
Allergan’s request for declaratory relief consistent with Article Il of the United States
Constitution, and that actual case or controversy requires a declaration of rights by this Court.

182.  Watson has actual knowledge of the *890 patent.

183. On information and belief, Watson became aware of the 890 patent no later than
the date on which that patent was listed in the Orange Book.

184.  On information and belief, Watson has acted with full knowledge of the >890
patent and without a reasonable basis for believing that it would not be liable for actively
inducing or contributing to the infringement of the 890 patent.

185. The commercial manufacture, use, sale, offer for sale, and/or importation of
Watson’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,

0.2%/0.5% will induce the actual infringement of the 890 patent.
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186. On information and belief, Watson knows or should know that its commercial
manufacture, use, sale, offer for sale, and/or importation of its proposed generic Brimonidine
Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will actively induce the actual
infringement of the 890 patent.

187.  On information and belief, Watson will encourage another’s infringement of the
’890 patent by and through the commercial manufacture, use, sale, offer for sale, and/or
importation of its proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic
Solution, 0.2%/0.5%, which is covered by certain claims of the 890 patent.

188. Watson’s acts of infringement will be done with knowledge of the *890 patent and
with the intent to encourage infringement.

189. The foregoing actions by Watson will constitute active inducement of
infringement of the 890 patent.

190. On information and belief, Watson knows or should know that its proposed
generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% will be
especially made or especially adapted for use in an infringement of the *890 patent, and is not a
staple article or commodity of commerce suitable for substantial non-infringing use.

191. The commercial manufacture, use, sale, offer for sale, and/or importation of
Watson’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5% will contribute to the actual infringement of the >890 patent.

192. On information and belief, Watson knows or should know that its offer for sale,
sale and/or importation of its proposed generic Brimonidine Tartrate and Timolol Maleate

Ophthalmic Solution, 0.2%/0.5% will contribute to the actual infringement of the >890 patent.
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193. The foregoing actions by Watson will constitute contributory infringement of the
’890 patent.

194.  On information and belief, Watson intends to, and will, actively induce and
contribute to the infringement of the 890 patent when ANDA No. 201949 is approved, and plan
and intend to, and will, do so immediately and imminently upon approval.

195.  Allergan is entitled to a declaratory judgment that future commercial
manufacture, use, offer for sale, sale, and/or importation of Watson’s proposed generic
Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5% by Watson will
induce and/or contribute to infringement of the 890 patent.

196. The commercial manufacture, use, offer for sale, sale and/or importation of
Watson’s proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution,
0.2%/0.5%, which will actively induce and/or contribute to infringement of the *890 patent, in
violation of Allergan’s patent rights, will cause harm to Allergan for which damages are
inadequate.

197.  Unless Watson is enjoined from actively inducing and contributing to the
infringement of the 890 patent, Allergan will suffer irreparable injury for which damages are an
inadequate remedy.

198.  On information and belief, despite having actual notice of the 890 patent, Watson
continues to willfully, wantonly, and deliberately prepare to actively induce and/or contribute to
infringement of the 890 patent in disregard of Allergan’s rights, making this case exceptional
and entitling Allergan to reasonable attorneys’ fees pursuant to 35 U.S.C. § 285.

Jury Trial Demand
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Pursuant to Federal Rule of Civil Procedure 38(b), Allergan hereby demands a trial by

jury of all issues so triable.

Praver for Relief

Plaintiffs respectfully pray for the following relief:

a. That judgment be entered that Sandoz has infringed the *890 patent under 35
U.S.C. § 271(e)(2)(A) by submitting an ANDA under section 505(j) of the Federal Food, Drug,
and Cosmetic Act, and that the commercial manufacture, use, offer for sale, sale and/or
importation of Sandoz’s proposed Brimonidine Tartrate and Timolol Maleate Ophthalmic
Solution, 0.2%/0.5% product will constitute an act of infringement of the 890 patent;

b. That an order be issued under 35 U.S.C. § 271(e)(4)(A) that the effective date of
any FDA approval of Sandoz’s ANDA shall be a date which is not earlier than the expiration
date of the 890 patent, as extended by any applicable period of exclusivity;

c. Than an injunction be issued under 35 U.S.C. § 271(e)(4)(B) permanently
enjoining Sandoz, its officers, agents, servants, employees, licensees, representatives, and
attorneys, and all other persons acting or attempting to act in active concert or participation with
it or acting on its behalf, from engaging in the commercial manufacture, use, offer to sell, or sale
within the United States, or importation into the United States, of any drug product covered by
the 890 patent;

d. If Sandoz attempts to engage in the commercial manufacture, use, offer to sell,
sale or importation of Sandoz’s generic product disclosed in its ANDA prior to the expiration of
the 890 patent, as extended by any applicable period of exclusivity, a preliminary injunction be

entered enjoining such conduct;
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e. If Sandoz attempts to engage in the commercial manufacture, use, offer to sell,
sale or importation of Sandoz’s generic product disclosed in its ANDA prior to the expiration of
the 890 patents, as extended by any applicable period of exclusivity, judgment awarding
Allergan damages resulting from such infringement under 35 U.S.C. § 271(e)(4)(C), increased to
treble the amount found or assessed together with interest pursuant to 35 U.S.C. § 284;

f. That a declaration be issued under 28 U.S.C. § 2201 that if Sandoz, its officers,
agents, servants, employees, licensees, representatives, and attorneys, and all other persons
acting or attempting to act in active concert or participation with them or acting on their behalf
engage in the commercial manufacture, use, offer for sale, sale and/or importation of Sandoz’s
proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5%, it
will constitute an act of infringement of the *890 patent;

g. That judgment be entered that Alcon has infringed the 890 patent under 35
U.S.C. § 271(e)(2)(A) by submitting an ANDA under section 505(j) of the Federal Food, Drug,
and Cosmetic Act, and that the commercial manufacture, use, offer for sale, sale and/or
importation of Alcon’s proposed Brimonidine Tartrate and Timolol Maleate Ophthalmic
Solution, 0.2%/0.5% product will constitute an act of infringement of the 890 patent;

h. That an order be issued under 35 U.S.C. § 271(e)(4)(A) that the effective date of
any FDA approval of Alcon’s ANDA shall be a date which is not earlier than the expiration date
of the *890 patent, as extended by any applicable period of exclusivity;

1. Than an injunction be issued under 35 U.S.C. § 271(e)(4)(B) permanently
enjoining Alcon, its officers, agents, servants, employees, licensees, representatives, and
attorneys, and all other persons acting or attempting to act in active concert or participation with

it or acting on its behalf, from engaging in the commercial manufacture, use, offer to sell, or sale
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within the United States, or importation into the United States, of any drug product covered by
the 890 patent;

] If Alcon attempts to engage in the commercial manufacture, use, offer to sell, sale
or importation of Alcon’s generic product disclosed in its ANDA prior to the expiration of the
’890 patents, as extended by any applicable period of exclusivity, a preliminary injunction be
entered enjoining such conduct;

k. If Alcon attempts to engage in the commercial manufacture, use, offer to sell, sale
or importation of Alcon’s generic product disclosed in its ANDA prior to the expiration of the
’890 patents, as extended by any applicable period of exclusivity, judgment awarding Allergan
damages resulting from such infringement under 35 U.S.C. § 271(e)(4)(C), increased to treble
the amount found or assessed together with interest pursuant to 35 U.S.C. § 284;

1. That a declaration be issued under 28 U.S.C. § 2201 that if Alcon, its officers,
agents, servants, employees, licensees, representatives, and attorneys, and all other persons
acting or attempting to act in active concert or participation with them or acting on their behalf
engage in the commercial manufacture, use, offer for sale, sale and/or importation of Alcon’s
proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5%, it
will constitute an act of infringement of the *890 patent;

m. That judgment be entered that Apotex has infringed the *890 patent under 35
U.S.C. § 271(e)(2)(A) by submitting an ANDA under section 505(j) of the Federal Food, Drug,
and Cosmetic Act, and that the commercial manufacture, use, offer for sale, sale and/or
importation of Apotex’s proposed Brimonidine Tartrate and Timolol Maleate Ophthalmic

Solution, 0.2%/0.5% product will constitute an act of infringement of the 890 patent;
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n. That an order be issued under 35 U.S.C. § 271(e)(4)(A) that the effective date of
any FDA approval of Apotex’s ANDA shall be a date which is not earlier than the expiration
date of the 890 patent, as extended by any applicable period of exclusivity;

0. Than an injunction be issued under 35 U.S.C. § 271(e)(4)(B) permanently
enjoining Apotex, its officers, agents, servants, employees, licensees, representatives, and
attorneys, and all other persons acting or attempting to act in active concert or participation with
it or acting on its behalf, from engaging in the commercial manufacture, use, offer to sell, or sale
within the United States, or importation into the United States, of any drug product covered by
the 890 patent;

p. If Apotex attempts to engage in the commercial manufacture, use, offer to sell,
sale or importation of Apotex’s generic product disclosed in its ANDA prior to the expiration of
the 890 patents, as extended by any applicable period of exclusivity, a preliminary injunction be
entered enjoining such conduct;

q. If Apotex attempts to engage in the commercial manufacture, use, offer to sell,
sale or importation of Apotex’s generic product disclosed in its ANDA prior to the expiration of
the 890 patents, as extended by any applicable period of exclusivity, judgment awarding
Allergan damages resulting from such infringement under 35 U.S.C. § 271(e)(4)(C), increased to
treble the amount found or assessed together with interest pursuant to 35 U.S.C. § 284;

I. That a declaration be issued under 28 U.S.C. § 2201 that if Apotex, its officers,
agents, servants, employees, licensees, representatives, and attorneys, and all other persons
acting or attempting to act in active concert or participation with them or acting on their behalf

engage in the commercial manufacture, use, offer for sale, sale and/or importation of Apotex’s
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proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5%, it
will constitute an act of infringement of the *890 patent;

. That judgment be entered that Watson has infringed the *890 patent under 35
U.S.C. § 271(e)(2)(A) by submitting an ANDA under section 505(j) of the Federal Food, Drug,
and Cosmetic Act, and that the commercial manufacture, use, offer for sale, sale and/or
importation of Watson’s proposed Brimonidine Tartrate and Timolol Maleate Ophthalmic
Solution, 0.2%/0.5% product will constitute an act of infringement of the 890 patent;

t. That an order be issued under 35 U.S.C. § 271(e)(4)(A) that the effective date of
any FDA approval of Watson’s ANDA shall be a date which is not earlier than the expiration
date of the 890 patent, as extended by any applicable period of exclusivity;

u. Than an injunction be issued under 35 U.S.C. § 271(e)(4)(B) permanently
enjoining Watson, its officers, agents, servants, employees, licensees, representatives, and
attorneys, and all other persons acting or attempting to act in active concert or participation with
it or acting on its behalf, from engaging in the commercial manufacture, use, offer to sell, or sale
within the United States, or importation into the United States, of any drug product covered by
the 890 patent;

V. If Watson attempts to engage in the commercial manufacture, use, offer to sell,
sale or importation of Watson’s generic product disclosed in its ANDA prior to the expiration of
the 890 patents, as extended by any applicable period of exclusivity, a preliminary injunction be
entered enjoining such conduct;

W. If Watson attempts to engage in the commercial manufacture, use, offer to sell,
sale or importation of Watson’s generic product disclosed in its ANDA prior to the expiration of

the 890 patents, as extended by any applicable period of exclusivity, judgment awarding
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Allergan damages resulting from such infringement under 35 U.S.C. § 271(e)(4)(C), increased to
treble the amount found or assessed together with interest pursuant to 35 U.S.C. § 284;

X. That a declaration be issued under 28 U.S.C. § 2201 that if Watson, its officers,
agents, servants, employees, licensees, representatives, and attorneys, and all other persons
acting or attempting to act in active concert or participation with them or acting on their behalf
engage in the commercial manufacture, use, offer for sale, sale and/or importation of Watson’s
proposed generic Brimonidine Tartrate and Timolol Maleate Ophthalmic Solution, 0.2%/0.5%, it
will constitute an act of infringement of the *890 patent;

y. That this is an exceptional case under 35 U.S.C. § 285, and that Allergan be
awarded reasonable attorneys’ fees and costs;

Z. An accounting for infringing sales not presented at trial and an award by the
court of additional damages for any such infringing sales; and

aa. That this Court award such other and further relief as it may deem just and proper.
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COMBINATION OF BRIMONIDINE AND
TIMOLOL FOR TOPICAL OPHTHALMIC
USE

CROSS-REFERENCE TO RELATED
APPLICATIONS

The present application is continuing application of patent
application Ser. No. 10/685,941, filed Oct. 14, 2003, now
U.S. Pat. No. 7,320,976 which is a continuing application of
patent application Ser. No. 10/126,790, filed on Apr. 19, 2002
now U.S. Pat. No. 7,030,149.

BACKGROUND

This invention relates to the topical ophthalmic use of
brimonidine in combination with timolol when indicated for
treatment of glaucoma or ocular hypertension. Such combi-
nations or formulations are available for separate use in the
ophthalmic art and have been combined in serial application
during the course of treatment of glaucoma. However, there
are concerns and expressed reservations in the ophthalmic
community about patient compliance when the patient is
required to administer separate medications to treat a single
disease or condition such as glaucoma. There is, moreover, a
long felt need for an effective and safe topical ophthalmic
pharmaceutical composition including brimonidine and
timolol which has increased stability and requires a lower
effective concentration of preservative as compared to the
individual agents taken alone. Finally, there is a need to
increase the efficacy of many topical ophthalmic agents, with-
out increasing the systemic concentration of such topical
agents, since it is well known that many of such topically-
applied ophthalmic agents cause systemic side effects, e.g.
drowsiness, heart effects, etc. Unexpectedly it has been dis-
covered that brimonidine in combination with timolol meets
these criteria.

Brimonidine is disclosed in U.S. Pat. No. 3,890,319. The
use of brimonidine for providing neuroprotection to the eye is
disclosed in U.S. Pat. Nos. 5,856,329; 6,194,415 and 6,248,
741.

Timolol, as an ophthalmic drug, is disclosed in U.S. Pat.
Nos. 4,195,085 and 4,861,760.
DESCRIPTION OF THE INVENTION
Brimonidine is an alpha adrenergic agonist represented by

the following formula:

COOH

HN/_\NH
\( Br H—(lj—OH
N " Ho—(lj—H
J éOOH
N

The chemical name for brimonidine is 5-Bromo-6-(2-imi-
dazolidinylideneamino)quinoxaline L-tartrate.
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Timolol is a beta adrenergic agent represented by the fol-
lowing formula:

S—N H;C
J N
A O/Y\N
\ H
[Nj H oH
(6]
o
O HO

CH;

CH3z

S0

Brimonidine is available from Allergan, Inc., Irvine, Calif.
as an ophthalmic pharmaceutical product having the name
Alphagan®. Timolol is available from various sources,
including Merck Co., Rahway, N.J.

The compositions of the present invention are administered
topically. The dosage is 0.001 to 1.0, e.g. mg/per eye BID;
wherein the cited mass figures represent the sum of the two
components, brimonidine and timolol. The compositions of
the present invention can be administered as solutions in a
suitable ophthalmic vehicle.

In forming compositions for topical administration, the
mixtures are preferably formulated as 0.01 to 0.5 percent by
weight brimonidine and 0.1 to 1.0 percent by weight timolol
solution in water ata pH of 4.5 t0 8.0, e.g. about 6.9. While the
precise regimen is left to the discretion of the clinician, it is
recommended that the solution be topically applied by plac-
ing one drop in each eye two times a day. Other ingredients
which may be desirable to use in the ophthalmic preparations
of the present invention include preservatives, co-solvents
and viscosity building agents.

Antimicrobial Preservative:

Ophthalmic products are typically packaged in multidose
form. Preservatives are thus required to prevent microbial
contamination during use. Suitable preservatives include:
benzalkonium chloride, thimerosal, chlorobutanol, methyl
paraben, propyl paraben, phenylethyl alcohol, edetate diso-
dium, sorbic acid, Onamer M, or other agents known to those
skilled in the art. In the prior art ophthalmic products, typi-
cally such preservatives are employed at a level of from
0.004% to 0.02%. In the compositions of the present appli-
cation the preservative, preferably benzalkonium chloride,
may be employed at a level of from 0.001% to less than
0.01%, e.g. from 0.001% to 0.008%, preferably about
0.005% by weight. It has been found that a concentration of
benzalkonium chloride of 0.005% is sufficient to preserve the
compositions of the present invention from microbial attack.
This concentration may be advantageously compared to the
requirement of 0.01% benzalkonium chloride to preserve
timolol in the individual, commercially-available ophthalmic
products. Moreover, it has been found that adequate lowering
of intraocular pressure has been obtained when administering
the compositions of this invention twice a day as compared to
the FDA-approved regimen wherein brimonidine ophthalmic
solution, i.e. Alphagan® ophthalmic solution is administered
three times a day and timolol ophthalmic solution, i.e. Timop-
tic® ophthalmic solution is administered twice a day. This
results in the exposure of the patient to 67% and 50% of
benzalkonium chloride, with the compositions of this inven-
tion, as compared to the administration of Alphagan® and
Timoptic®, respectively. In FDA-approved adjunctive
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therapy, wherein Alphagan® and Timoptic® are serially
administered, the patient is exposed to almost three times the
concentration of benzalkonium chloride as compared to the
administration of the compositions of this invention twice a
day. (It is noted that it is known that benzalkonium chloride at
high concentrations is cytotoxic. Therefore, minimizing the
patient’s exposure to benzalkonium chloride, while providing
the preservative effects afforded by benzalkonium chloride, is
clearly desirable.)

Co-Solvents:

The solubility of the components of the present composi-
tions may be enhanced by a surfactant or other appropriate
co-solvent in the composition. Such cosolvents include
polysorbate 20, 60, and 80, Pluronic F68, F-84 and P-103,
cyclodextrin, or other agents known to those skilled in the art.
Typically such co-solvents are employed at a level of from
0.01% to 2% by weight.

Viscosity Agents:

Viscosity increased above that of simple aqueous solutions
may be desirable to increase ocular absorption of the active
compound, to decrease variability in dispensing the formula-
tion, to decrease physical separation of components of a sus-
pension or emulsion of the formulation and/or to otherwise
improve the ophthalmic formulation. Such viscosity building
agents include as examples polyvinyl alcohol, polyvinyl pyr-
rolidone, methyl cellulose, hydroxy propyl methylcellulose,
hydroxyethyl cellulose, carboxymethyl cellulose, hydroxy
propyl cellulose or other agents known to those skilled in the
art. Such agents are typically employed at a level of from
0.01% to 2% by weight.

The present invention further comprises an article of manu-
facture comprising packaging material and a pharmaceutical
agent contained within said packaging material, wherein the
pharmaceutical agent is therapeutically effective for lowering
intraocular pressure and wherein the packaging material
comprises a label which indicates the pharmaceutical agent
can be used for lowering intraocular pressure and wherein
said pharmaceutical agent comprises an effective amount of
brimonidine and an effective amount of timolol.

The following example is a representative pharmaceutical
composition of the invention for topical use when indicated
for treating glaucoma.

EXAMPLE I

The combination of active pharmaceutical ingredients is as
follows: Brimonidine Tartrate 0.20% (w/v) and Timolol
Maleate 0.68% (w/v) (Equivalent to 0.50% (w/v) timolol)

The Brimonidine-Timolol combination formulation pre-
sented in the Table, below, is a sterile, preserved, aqueous
solution. The formulation vehicle is based upon a timolol
ophthalmic solution which contains an isotonic phosphate
buffer system at pH 6.9. The formulation preservative is ben-
zalalkonium chloride (BAK) at a concentration of 0.005%
(w/v) (50 ppm). The formulation passes regulatory required
preservative efficacy testing (PET) criteria for USP (United
States Pharmacopoeia) and EP (European Pharmacopoeia-A
and -B over 24 months.

TABLE
Ingredient Function Concentration, %(w/v)
Brimonidine Tartrate Active 0.2
Timolol Maleate, EP Active 0.681
Benzalkonium Chloride, NF, EP Preservative 0.005
Sodium Phosphate, monobasic Buffer 0.43

monohydrate, USP
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TABLE-continued

Ingredient Function Concentration, %(w/v)
Sodium Phosphate, dibasic Buffer 2.15
heptahydrate, USP

Sodium Hydroxide, NF pH adjust Adjust pH to 6.9
Hydrochloric Acid, NF pH adjust Adjust pH to 6.9
Purified Water, USP, EP Solvent q.s. ad

Equivalent to 0.5%(w/v) Timolol, free base

The pharmaceutical composition of Example I is used in
the clinical study reported below.

EXAMPLE II
Objectives

To compare the safety and efficacy of twice-daily dosed
brimonidine tartrate 0.2%/timolol 0.5% ophthalmic solution
combination (henceforth referred to as Combination) with
that of twice-daily dosed timolol ophthalmic solution 0.5%
(henceforth referred to as Timolol) and three-times-daily
dosed ALPHAGAN® (brimonidine tartrate ophthalmic solu-
tion) 0.2% (henceforth referred to as Brimonidine) adminis-
tered for three months (plus 9-month masked extension) in
patients with glaucoma or ocular hypertension.
Methodology:

Structure: multicenter, double-masked, randomized, paral-
lel-group, active control

Randomization: patients were randomized to one of the 3
masked treatment groups (Combination, Brimonidine or
Timolol) based on an even allocation at each site

Visit Schedule: prestudy, baseline (day 0), week 2, week 6,
month 3, month 6, month 9, and month 12
Number of Patients (Planned and Analyzed):

560 planned to enroll; 586 enrolled (Combination=193,
Brimonidine=196, Timolol=197); 502 completed. Mean
(range) age: 62.4 (23 to 87) years; 46.1% (270/586) males,
53.9% (316/586) females.

Diagnosis and Main Criteria for Inclusion:

Diagnosis: ocular hypertension, chronic open-angle glau-
coma, chronic angle-closure glaucoma with patent iridotomy,
pseudoexfoliative glaucoma or pigmentary glaucoma and
requiring bilateral treatment.

Key Inclusion Criteria: Z18 years, day 0 (post-washout)
intraocular pressure (IOP) Z22 mm Hg and =34 mm Hg in
each eye and asymmetry of IOP =5 mm Hg, best-corrected
Early Treatment of Diabetic Retinopathy Study (ETDRS)
visual acuity equivalent to a Snellen score of 20/100 or better
in each eye.

Key Exclusion Criteria: uncontrolled systemic disease,
abnormally low or high blood pressure or pulse rate for age or
contraindication to beta-adrenoceptor antagonist therapy,
anticipated alteration of existing chronic therapy with agents
which could have a substantial effect on IOP, contraindication
to brimonidine therapy, allergy or sensitivity to any of the
study medication ingredients, anticipated wearing of contact
lenses during the study, laser surgery, intraocular filtering
surgery or any other ocular surgery within the past 3 months,
orrequired chronic use of other ocular medications during the
study (intermittent use of artificial tear product was allowed).
Test Product, Dose and Mode of Administration, Batch Num-
ber:

Brimonidine tartrate 0.2%/timolol 0.5% combination oph-
thalmic solution one drop (~35 pL) instilled in each eye BID
in the morning and evening; and vehicle of the Combination
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ophthalmic solution, one drop (~35 pL) instilled in each eye
once daily (QD) in the afternoon (for masking purposes).

Duration of Treatment: 3 months (with a 9-month masked
extension)

Reference Therapy, Dose and Mode of Administration, Batch
Number:

Active control ALPHAGAN® (brimonidine tartrate oph-
thalmic solution) 0.2%, one drop (~35 pL) instilled in each
eye TID in the morning, afternoon, and evening. Active con-
trol timolol ophthalmic solution 0.5%, one drop (~35 pl)
instilled in each eye BID in the morning and evening; and
vehicle of the Combination ophthalmic solution, one drop
(~35 pL) instilled in each eye once daily (QD) in the after-
noon (for masking purposes).

Criteria for Evaluation:
Efficacy:

IOP (hours 0, 2, 7, and 9), patient satisfaction question-
naire, patient comfort of study medication questionnaire,
pharmacoeconomic evaluation by investigator
Safety:

Adverse events (AE), biomicroscopy, visual acuity (VA),
visual field, opthalmoscopy, cup/disc ratio, heart rate, blood
pressure, hematology, serum chemistry, urinalysis and preg-
nancy test.

Other:

Quantitation of plasma brimonidine and timolol concen-
trations (at selected sites), resource utilization (to be reported
upon completion of the 1 year study).

Statistical Methods:

All data were summarized with descriptive statistics, fre-
quency tables, and/or data listings. Safety analyses included
all patients who received at least 1 dose of study medication.
Analyses were performed for the primary efficacy variable
1OP using the intent-to-treat (ITT) population with last obser-
vation carried forward (LOCF), and the per protocol popula-
tion with observed cases.

Ordinal categorical variables were analyzed by the Wil-
coxon rank-sum test. Nominal categorical variables were
analyzed using Fisher’s exact or Pearson’s chi-square tests.
Within-group changes from baseline for categorical variables
were analyzed using the Wilcoxon signed-rank test. Continu-
ous variables (eg, IOP) were analyzed using analysis of vari-
ance (ANOVA). Within-group changes from baseline for con-
tinuous variables were analyzed using paired t-tests.

A 2-way ANOVA model with factors for treatment and
investigator was used for the analysis of IOP. Comparisons
were made between the Combination and each of the 2 mono-
therapies in a pairwise fashion using contrasts from the
ANOVA model, with the same error term. A separate ANOVA
model was employed at each hour/visit measurement of IOP.
Each of the 2 null hypotheses (Combination versus Timolol
and Combination versus Brimonidine) was tested at the 0.05
significance level. Point estimates of the mean treatment dif-
ferences, as well as 2-sided 95% confidence intervals (CI) of
the difference, were provided at each timepoint.
Summary—Conclusions:

Efficacy:

At baseline, mean values of diurnal IOP ranged from 22.2
mm Hg to 24.9 mm Hg in the Combination group, 22.5 mm
Hgto 25.0 mm Hg in the Brimonidine group, and 22.3 mm Hg
to 24.8 mm Hg in the Timolol group. There were no statisti-
cally significant differences between treatment groups.

Mean changes from baseline diurnal IOP at week 2, week
6 and month 3 ranged from:

-5.2 to =7.9 mm Hg in the Combination group

-3.5 to =5.7 mm Hg in the Brimonidine group

-4.5 to =6.4 mm Hg in the Timolol group
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The mean decreases from baseline diurnal IOP were sta-
tistically significant within each treatment group at each fol-
low-up timepoint (p<0.001).

The mean decrease from baseline diurnal IOP was statis-
tically significantly greater with Combination than with Bri-
monidine at hours 0, 2, and 7 at all follow-up visits (p<<0.001).
In addition, clinically significant differences of more than 1.5
mm Hg in mean change from baseline IOP favoring Combi-
nation over Brimonidine were seen at hours 0, 2, and 7 at all
follow-up visits. At hour 9, the decreases from baseline diur-
nal IOP were greater for the Combination group than the
Brimonidine group at all follow-up visits, although the dif-
ferences were not statistically significant (p=0.104).

The mean decrease from baseline diurnal IOP was statis-
tically significantly greater with Combination than with
Timolol at hours 0, 2, 7 and 9 at all follow-up visits
(p=0.041). In addition, clinically significant differences of
more than 1.5 mm Hg in mean change from baseline IOP
favoring Combination over Timolol were seen at week 2
(hours 0,2, and 7), week 6 (hours 2 and 7), and month 3 (hours
0 and 2).

Mean values of diurnal IOP at week 2, week 6 and month
3 ranged from:

15.9 to 18.1 mm Hg in the Combination group

17.4 to 21.5 mm Hg in the Brimonidine group

17.5 to 18.9 mm Hg in the Timolol group

Mean values of diurnal IOP were statistically significantly
less with Combination than with Brimonidine at hours 0, 2,
and 7 at all follow-up visits (p<0.001) and at hour 9 at week
6 and month 3 (p=0.011). The mean values of IOP at hour 9
at week 2 were lower for the Combination group than the
Brimonidine group, although the difference was not statisti-
cally significant (p=0.205). In addition, clinically significant
ditferences of more than 1.5 mm Hg in mean IOP favoring
Combination over Brimonidine were seen at hours 0, 2, and 7
at all follow-up visits and at hour 9 at month 3.

Mean values of diurnal IOP were statistically significantly
less with Combination than with Timolol at hour 0 at week 2
and month 3; and at hours 2, 7 and 9 at all follow-up visits
(p=0.050). The mean values of IOP at hour 0, week 6, were
lower for the Combination group than the Timolol group,
although the difference was not statistically significant
(p=0.102). In addition, clinically significant differences of
more than 1.5 mm Hg in mean IOP favoring Combination
over Timolol were seen at week 2 (hours 0, 2, and 7), week 6
(hours 2,7, and 9), and month 3 (hours 2 and 9).

At the month 3 or exit visit, a statistically significantly
greater “yes” response to the Investigator Pharmacoeconomic
Evaluation was recorded for patients receiving Combination
(91.1%, 173/190) than for patients receiving Brimonidine
(73.4%, 141/192, p<0.001). A “yes” response was recorded
for 92.7% (179/193) of patients receiving Timolol. There
were no statistically significant differences in the change
from baseline in treatment comfort between Combination and
each of the monotherapy groups.

Treatment satisfaction was better than baseline for a statis-
tically significantly greater percentage of patients in the Com-
bination group (23.4%, 36/154) than in the Brimonidine
group (13.2%, 20/151, p=0.005). A total 0£19.9% (30/151) of
patients in the Timolol group reported better treatment satis-
faction than baseline.

Safety:

Through month 3 of the study, 53.4% (103/193) of patients
in the Combination group, 61.7% (121/196) of the Brimoni-
dine group, and 50.8% (100/197) of the Timolol group expe-
rienced one or more adverse events, regardless of causality.
The incidences of oral dryness, eye pruritus, foreign body
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sensation and conjunctival folliculosis were statistically sig-
nificantly lower with the Combination than with Brimonidine
(p=0.034), while burning and stinging were statistically sig-
nificantly higher with the Combination than with Brimoni-
dine (p=0.028). There were no statistically significant differ-
ences in adverse events between the Combination and
Timolol, except for a statistically significantly higher inci-
dence of eye discharge with the Combination (2.6%, 5/193)
compared to Timolol (0%, 0/197; p=0.029). The most fre-
quently reported adverse events (>3% in any treatment group)
were as follows, tabulated by descending order in the Com-
bination group:

Combination  Brimonidine Timolol
Preferred Term N=193 N=196 N=197
burning sensation in eye 23 (11.9%) 11 (5.6%) 25 (12.7%)
conjunctival hyperemia 16 (8.3%) 23 (11.7%) 11 (5.6%)
stinging sensation eye 13 (6.7%) 4 (2.0%) 11 (5.6%)
infection (body as a 11 (5.7%) 6 (3.1%) 8 (4.1%)
whole)
visual disturbance 6 (3.1%) 11 (5.6%) 3 (1.5%)
epiphora 5 (2.6%) 8 (4.1%) 3 (1.5%)
oral dryness 4 (2.1%) 19 (9.7%) 1 (0.5%)
eye pruritus 3 (1.6%) 13 (6.6%) 3 (1.5%)
allergic conjunctivitis 3 (1.6%) 7 (3.6%) 0 (0.0%)
asthenia 3 (1.6%) 6 (3.1%) 1 (0.5%)
foreign body sensation 2 (1.0%) 10 (5.1%) 5 (2.5%)
conjunctival folliculosis 2 (1.0%) 9 (4.6%) 1 (0.5%)
somnolence 2 (1.0%) 7 (3.6%) 0 (0.0%)

Adverse events led to the discontinuation of 3.6% (7/193)
of patients in the Combination group, similar to 3.0% (6/197)
of patients in the Timolol group, and statistically significantly
less than 14.3% (28/196) of patients in the Brimonidine group
(p<0.001). Serious adverse events were reported for 1.0%
(2/193) of patients in the Combination group, 2.0% (4/196) of
patients in the Brimonidine group, and 2.0% (4/197) of
patients in the Timolol group. Two patients receiving Timolol
had 4 serious adverse events (emphysema in one patient;
nausea, sweating, and tachycardia in the other patient) which
were considered possibly related to the study drug. There was
1 death in the Brimonidine group, possibly due to complica-
tions from cardiac surgery, and not related to study drug.

There were no clinically relevant differences between the
Combination and either of the individual components in the
mean change from baseline to month 3 for any hematology,
chemistry, or urinalysis parameter. Statistically significant
(p=0.048) within-group changes from baseline were found,
but were small and not clinically relevant.

Small but statistically significant (p=0.001) mean reduc-
tions in heart rate ranging from -2.1 to 3.7 bpm were seen
with the Combination, similar to Timolol. Small but statisti-
cally significant (p=0.003) mean reductions in blood pres-
sure at hour 2 (postdose) were seen with the Combination,
similar to Brimonidine. These small changes in mean heart
rate and blood pressure were associated with clinical symp-
toms in only a few patients.

Increases from baseline in the severity of conjunctival
erythema and conjunctival follicles on biomicroscopy were
statistically significantly less with the Combination than with
Brimonidine (p=0.011). The majority of patients in each
treatment group showed less than a 2-line change from base-
line visual acuity.

There were no significant between-group differences for
changes in visual fields or cup/disc ratio.
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Pharmacokinetics:

Blood samples were available for 55 patients in the Com-
bination group, 49 patients in the Brimonidine group, and 54
patients in the Timolol group. All samples were assayed for
both brimonidine (lower limit of quantitation [LLOQ] 5
pg/mL) and timolol (LLOQ 5 pg/mL). Plasma brimonidine
and timolol concentrations were not quantifiable in all but 1
sample on day 0, hour 0 for both Combination and the mono-
therapy treatment groups.

In the Combination group, mean *standard deviation (SD)
plasma brimonidine concentrations 1 hour postdose at week 2
and month 3 were 49.7+36.1 and 52.8+46.7 pg/mL, respec-
tively. In the Brimonidine group, mean +SD plasma brimoni-
dine concentrations at week 2 and month 3 were 81.0+63.8
and 78.6+48.9 pg/mL, respectively. In the Combination
group, mean +SD plasma timolol concentrations at week 2
and month 3 were 0.499+0.327 and 0.586+0.580 ng/mL,
respectively. In the Timolol group, mean +SD plasma timolol
concentrations at week 2 and month 3 were 0.950+0.709 and
0.873+0.516 ng/mlL, respectively.

Plasma brimonidine and timolol concentrations 1 hour
postdose were steady and did not increase over the 3-month
study duration. Brimonidine concentrations were 39%, 34%
and 39% lower in the Combination group than in the mono-
therapy group at week 2 (p=0.004), month 3 (p=0.013), and
month 12, respectively.

Timolol concentrations were 47% and 33% lower in the
Combination group than in the monotherapy group at week 2
(p<0.001) and month 3 (p=0.011), respectively.

Timolol concentrations were also significantly lower in the
combination treatment group than in the Timolol mono-
therapy treatment group (p=0.0006). Timolol concentrations
were 49%, 32%, and 21% lower in the combination group
than in the monotherapy group at week 2, month 3, and month
12, respectively.

The plasma brimonidine concentration in males was sta-
tistically significantly lower than in females for the Brimoni-
dine group (37% lower at week 2 [p=0.034] and 37% lower at
month 3 [p=0.017]); the difference was not statistically sig-
nificant in the Combination group. The plasma timolol con-
centration in males was statistically significantly lower than
in females for both the Combination group (not statistically
significant at week 2; 52% lower at month 3 [p=0.012]) and
the Timolol group (45% lower at week 2 [p=0.006] and 39%
lower at month 3 [p=0.003]).

Plasma brimonidine concentration in the elderly group was
not significantly different from in the young group for the
combined data from both the combination and Brimonidine
treatment groups (p-value=0.1323). However, plasma timolol
concentration in the young group was significantly lower than
in the elderly group for combined data from both the combi-
nation and the Timolol treatment groups (p-value=0.0005).

CONCLUSIONS

The Combination treatment (brimonidine tartrate 0.2%/
timolol 0.5%) administered BID for 3 months was superior to
Timolol (timolol 0.5%) BID and Brimonidine (brimonidine
tartrate 0.2%) TID in lowering the elevated IOP of patients
with glaucoma or ocular hypertension. The Combination
administered BID demonstrated a favorable safety profile that
was comparable to Timolol BID and better than Brimonidine
TID with regard to the incidence of adverse events and dis-
continuations due to adverse events.

The invention has been described herein by reference to
certain preferred embodiments. However, as obvious varia-
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tions thereon will become apparent to those skilled in the art,
the invention is not to be considered as limited thereto.

The invention claimed is:

1. A method of treating a patient exhibiting elevated
intraocular pressure (I0P), the method comprising adminis-
tering twice daily to an affected eye a composition compris-
ing 0.2% w/v, brimonidine and 0.5% w/v, timolol in a single
composition, wherein said method results in a lower inci-
dence of one or more adverse events, as compared to brimoni-
dine in the absence of timolol, where the adverse event is
selected from the group consisting of oral dryness, eye pru-
ritus, foreign body sensation, allergic conjunctivitis, somno-
lence and conjunctival folliculosis.

2. A method according to claim 1, wherein the brimonidine
is selected from the group consisting of brimonidine tartrate
and brimonidine free base.

3. A method according to claim 1, wherein the timolol is
selected from the group consisting of timolol] tartrate, timolol
maleate and timolol free base.

4. A method according to claim 1, wherein the brimonidine
is selected from the group consisting of brimonidine tartrate
and brimonidine free base and the timolol is selected from the
group consisting of timolol tartrate, timolol maleate and
timolol free base.

5. A method according to claim 1, wherein the brimonidine
is brimonidine tartrate.

6. A method according to claim 1, wherein the timolol is
timolol maleate.

7. A method according to claim 1, wherein the brimonidine
is brimonidine tartrate and the timolol is timolol maleate.
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8. A method according to claim 1 wherein the composition
further comprises benzalkonium chloride.

9. A method according to claim 8 wherein the composition
further comprises from 0.001% w/v to less than 0.01% w/v
benzalkonium chloride.

10. A method according to claim 9 wherein the composi-
tion further comprises about 0.005% w/v benzalkonium chlo-
ride.

11. A method according to any one of claims 1, 4, 8 and 9
wherein the adverse event is allergic conjunctivitis.

12. A method according to claim 1, wherein the patient has
one or more of ocular hypertension, chronic open-angle glau-
coma, chronic angle-closure glaucoma with patent iridotomy,
pseudoexfoliative glaucoma or pigmentary glaucoma.

13. A method of reducing elevated intraocular pressure
associated with glaucoma or ocular hypertension comprising
administering twice daily to an affected eye a single compo-
sition comprising both 0.2% w/v brimonidine tartrate and
about 0.5% w/v timolol, wherein the method results in a lower
incidence of oral dryness, eye pruritus, allergic conjunctivitis,
foreign body sensation, somnolence, or conjunctival follicu-
losis as compared to using 0.2% w/v brimonidine tartrate in
the absence of timolol.

14. The method of claim 13, wherein the composition is
administered twice daily for at least 3 months.

15. The method of claim 14, wherein the composition is
administered twice daily for at least 1 year.
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