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APPENDIX A 

NOTE: This disposition is nonprecedential.  
 

UNITED STATES COURT  
OF APPEALS  

FOR THE FEDERAL CIRCUIT  
______________________  

 
ALLERGAN SALES, LLC,  
Plaintiff-Cross-Appellants 

 
v. 
 

SANDOZ, INC., ALCON LABORATORIES, INC., 
ALCON RESEARCH, LTD., 

Defendants-Appellants,  
 

____________________  
 

2017-1499, 2017-1500, 2017-1558,  
 2017-1559 

______________________  
Appeals from the United States District Court for the 
Eastern District of Texas in Nos. 2:12-cv-00207-JRG, 
2:15-cv-00347-JRG, Judge J. Rodney Gilstrap.  

______________________  

Decided: December 22, 2017  

______________________  

JONATHAN ELLIOT SINGER, Fish & Richard-
son, PC, San Diego, CA, argued for plaintiff-cross-ap-
pellant. Also represented by SUSAN E. MORRISON, 
ROBERT M. OAKES, Wilmington, DE; DEANNA 
JEAN REICHEL, Minneapolis, 
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 JOHN C. O’QUINN, Kirkland & Ellis LLP, Wash-
ington, DC, argued for defendants-appellants. Also 
represented by SEAN M. MCELDOWNEY, CALVIN 
ALEXANDER SHANK; BRYAN SCOTT HALES, Chi-
cago, IL. 

______________________  

 

Before MOORE, MAYER, and HUGHES, Circuit 
Judges. 

 

HUGHES, Circuit Judge. 

Allergan Sales, LLC sued generic drug manufac-
turers under the Hatch-Waxman Act, alleging in-
fringement of U.S. Patent Nos. 7,030,149, 7,320,976, 
and 8,748,425. The U.S. District Court for the Eastern 
District of Texas found the asserted claims not invalid 
but only claims of the ’425 patent infringed. We find 
no reversible error in the district court’s finding of no 
invalidity. Nevertheless, because we find that the ac-
cused proposed generic drug contemplates adminis-
tering dosages of a specific composition that is not 
claimed in any of the patents, we affirm in- part and 
reverse-in-part. 

I 

Allergan holds the approved new drug application 
for Combigan®, which is used to lower intraocular 
pressure in glaucoma and ocular hypertension pa-
tients. Combigan® is a “fixed combination” ophthal-
mic solution consisting of 0.2% brimonidine tartrate 
and 0.68% timolol maleate for twice-daily dosage. 
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Allergan claims that the ’149, ’976, and ’425 pa-
tents cover Combigan®. These patents share a com-
mon specification, which describes: (1) a “Brimonidine 
Tartrate 0.20% (w/v)” and “Timolol Maleate 0.68% 
(w/v) (Equivalent to 0.50% (w/v) timolol)” pharmaceu-
tical composition; and (2) a clinical study using that 
composition for twice daily administration. See, e.g., 
J.A. 347–50. In particular, Allergan claims that claim 
4 of the ’149 patent, claim 1 of the ’976 patent, and 
claims 1–8 of the ’425 patent protect Combigan® and 
its administration. 

Claim 4 of the ’149 patent recites a method of re-
ducing the number of daily administrations of 0.2% 
brimonidine and 0.5% timolol in a single composition 
from three times a day to two times a day “without 
loss of efficacy.” J.A. 350. 

Claim 1 of the ’976 patent recites a method of ad-
ministering “a therapeutically effective amount” of 
composition comprising 0.2% brimonidine and 0.5% 
timolol twice daily. J.A. 356. 

Claim 1 of the ’425 patent recites administering 
twice daily a single combination comprising 0.2% 
brimonidine tartrate and 0.5% timolol free base to “re-
duce[] the incidence of one or more adverse events” 
listed in the claim. J.A. 366. Claims 2–8 of the patent 
depend from claim 1, each specifically reciting only 
one of the adverse events enumerated in claim 1. Id. 

Sandoz, Inc., Alcon Laboratories, Inc., and Alcon 
Research, Ltd. (collectively, Sandoz) filed and main-
tained an abbreviated new drug application (ANDA) 
with the U.S. Food and Drug Administration, seeking 
its approval to market generic versions of Combigan®. 
Allergan sued Sandoz for direct, induced, and contrib-
utory infringement, asserting numerous patents in 
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three different actions, only the last two of which pro-
ceeded to a consolidated bench trial on the ’149, ’976, 
and ’425 patents. 

The district court found the asserted claims of the 
patents not invalid as obvious. The court also found 
that claim 4 of the ’149 patent satisfies the written de-
scription requirement. The court finally determined 
that Sandoz’s ANDA does not infringe claim 4 of the 
’149 patent or claim 1 of the ’976 patent, but does in-
fringe claims 1–8 of the ’425 patent. 

Sandoz appeals the district court’s no-invalidity 
and infringement determinations. Allergan cross-ap-
peals the finding of non-infringement. We have juris-
diction under 28 U.S.C. § 1295(a)(1). 

II 

We review the district court’s legal determinations 
de novo and factual findings for clear error. Braintree 
Labs., Inc. v. Novel Labs., Inc., 749 F.3d 1349, 1358 
(Fed. Cir. 2014). Obviousness is a question of law that 
we review de novo, and we review any underlying fac-
tual questions for clear error. Honeywell v. United 
States, 609 F.3d 1292, 1297 (Fed. Cir. 2010). “Whether 
a claim satisfies the written description requirement 
is a question of fact that, on appeal from a bench trial, 
we review for clear error.” Alcon Res. Ltd. v. Barr 
Labs., Inc., 745 F.3d 1180, 1190 (Fed. Cir. 2014). In-
fringement is a question of fact that we review for 
clear error. Id. at 1186. 

A 

Sandoz first argues that all asserted claims are in-
valid as obvious. A claim is invalid if, at the time the 
invention was disclosed, a person having ordinary 
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skill in the art would have found the patented inven-
tion obvious in light of the prior art. See 35 U.S.C. § 
103; KSR Int’l Co. v. Teleflex, Inc., 550 U.S. 398, 415–
16 (2007). But patents are presumed to be valid and 
overcoming that presumption requires clear and con-
vincing evidence. 35 U.S.C. § 282; Microsoft Corp. v. 
i4i Ltd. P’ship, 564 U.S. 91, 95 (2011). 

The district court found the asserted claims not in-
valid as obvious, reasoning that Sandoz presented 
substantially the same arguments and evidence in an 
earlier dispute with Allergan in which we held that 
claim 4 of the ’149 patent recited an efficacy limitation 
that is neither suggested nor inherent in any prior art 
in the record. J.A. 74–76; see also Allergan, Inc. v. 
Sandoz Inc., 726 F.3d 1286, 1293–94 (Fed. Cir. 2013). 
Relying on that precedential decision, the court found 
that all asserted claims recited analogous efficacy lim-
itations, neither suggested nor inherent in prior art 
produced by Sandoz. J.A. 163. 

Sandoz contends that the court erred because the 
asserted claims merely recite the inherent results of 
administering an obvious combination. We disagree. 
As we concluded in the earlier dispute regarding claim 
4 of the ’149 patent, the concomitant administration 
of brimonidine and timolol ophthalmic composition 
twice daily is obvious in view of the prior art. See J.A. 
122–25; Allergan, 726 F.3d at 1294. Each asserted 
claim, however, expressly recites an additional effi-
cacy limitation that further restricts the method of ad-
ministering the composition twice daily: (1) “without 
loss of efficacy” in claim 4 of the ’149 patent, see J.A. 
350; (2) “a therapeutically effective amount” in claim 
1 of the ’976 patent, see J.A. 356; and (3) “reduc[ing] 
the incidence of one or more adverse events” in claim 
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1 of the ’425 patent1, see J.A. 366. See also Allergan, 
726 F.3d at 1293. Those efficacy limitations are not 
disclosed by any prior art reference in the record. To 
the contrary, the prior art shows that the combination 
dosed twice daily produces a loss of efficacy in the af-
ternoon. J.A. 107–116; see also Allergan, 726 F.3d at 
1294. The efficacy limitations are also not inherent in 
the administration of the ophthalmic composition, a 
finding adequately supported by the record. See, e.g., 
J.A. 2572–75, 3007–09, 3117–19, 3243–45. Accord-
ingly, the asserted claims merely recite those admin-
istrations of the composition that satisfy the efficacy 
limitations—but not those that end up in, for example, 
a loss of efficacy, examples of which abound in the 
prior art offered by Sandoz. 

In light of the foregoing, the district court did not 
err by finding that Sandoz failed to present clear and 
convincing evidence to overcome the presumption that 
the asserted claims are valid. 

B 

Sandoz next argues that claim 4 of the ’149 patent 
is invalid for lack of written description in the specifi-
cation based on its expert testimony that the claim en-
compasses hundreds of brimonidine and timolol com-
binations.  

The written description requirement provides that 
a patentee’s application for a patent must “clearly al-
low persons of ordinary skill in the art to recognize 
that [he] invented what is claimed.” Ariad Pharm., 
Inc. v. Eli Lilly & Co., 598 F.3d 1336, 1351 (Fed. Cir. 
2010) (en banc) (quoting Vas–Cath Inc. v. Mahurkar, 
                                            

1  Claims 2–8 include similar limitations, but each claim 
specifically recites only one of the adverse events enumerated in 
claim 1. See J.A. 366. 
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935 F.2d 1555, 1563 (Fed. Cir. 1991)). “[T]he test for 
sufficiency is whether the disclosure of the application 
relied upon reasonably conveys to those skilled in the 
art that the inventor had possession of the claimed 
subject matter as of the filing date.” Id. Relevant here, 
a sufficient description of a genus requires the “disclo-
sure of either a representative number of species fall-
ing within the scope of the genus or structural fea-
tures common to the members of the genus so that one 
of skill in the art can visualize or recognize the mem-
bers of the genus.” Id. at 1350. Even a single repre-
sentative embodiment can support written descrip-
tion of a claimed genus. See, e.g., Invitrogen Corp. v. 
Clontech Labs., Inc., 429 F.3d 1052, 1073 (Fed. Cir. 
2005); Bilstad v. Wakalopulos, 386 F.3d 1116, 1124–
25 (Fed. Cir. 2004). 

Claim 4 of the ’149 patent recites 0.2% brimonidine 
and 0.5% timolol. J.A. 350. Given the construction of 
the terms brimonidine and timolol to include their 
free base and salt forms, see J.A. 1594, 1597, the dis-
trict court correctly credited Allergan’s expert testi-
mony at trial that a person of ordinary skill in the art 
would have understood the claim to encompass only 
six possible combinations of brimonidine and timolol 
and their respective free base and salt forms, see J.A. 
150—not, as Sandoz claims, hundreds of combina-
tions. More critically, the specification discloses one of 
those six possible combinations, 0.2% brimonidine tar-
trate and 0.68% timolol maleate composition. See J.A. 
347. Tellingly, Sandoz’s expert failed to identify any 
additional composition beyond that particular combi-
nation. J.A. 150–51. It was also undisputed at trial 
that the only salt of brimonidine available as of the 
filing of the ’149 patent was brimonidine tartrate and 
that only one salt of timolol actually available—tim-
olol maleate. J.A. 151–52. The specification therefore 
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discloses a representative—indeed, the sole—embodi-
ment of the claimed genus and a person of ordinary 
skilled in the art, reading the specification, would 
have immediately discerned the claimed limitation. 
Accordingly, the district court did not err by finding 
that the claim satisfies the written description re-
quirement. 

C 

Sandoz finally argues that the district court erred 
in finding infringement of claims 1–8 of the ’425 pa-
tent. Allergan asserted only literal infringement of 
those claims. “To establish literal infringement, every 
limitation set forth in a claim must be found in an ac-
cused product, exactly.” Advanced Steel Recovery, 
LLC v. XBody Equip., Inc., 808 F.3d 1313, 1319 (Fed. 
Cir. 2015) (quoting Southwall Techs., Inc. v. Cardinal 
IG Co., 54 F.3d 1570, 1575 (Fed. Cir. 1995)). 

The district court found that the proposed generic 
contains 0.5% timolol free base and therefore in-
fringed the claims of the ’425 patent. J.A. 116–18, 158. 
That finding is erroneous for two related reasons. 
Claims 1–8 are narrowly and specifically drawn, recit-
ing administration of 0.2% brimonidine tartrate and 
0.5% timolol free base. J.A. 366. Both Combigan® and 
the proposed generic, however, contain 0.68% timolol 
maleate, an ophthalmic compound distinct from 0.5% 
timolol free base. See, e.g., J.A. 2786–87 (Sandoz’s ex-
pert explaining why the pro-posed generic does not 
contain 0.5% timolol free base). The district court re-
lied on the equivalency of the two compounds in find-
ing literal infringement—that is, 0.5% timolol free 
base recited in claims 1–8 as chemically equivalent to 
0.68% timolol maleate contained in the proposed ge-
neric. See J.A. 117, 158. Because chemical equivalency 
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is not sufficient for literal infringement of these 
claims, the court clearly erred. 

 The Hatch-Waxman Act provides for a technical 
infringement upon submission of an ANDA, but only 
“for a drug claimed in a patent.” 35 U.S.C. § 
271(e)(2)(A). Here, Combigan® contains a 0.2% 
brimonidine tartrate and 0.68% timolol maleate solu-
tion, as its FDA-approved label makes clear. J.A. 
2310; see also J.A. 116–17. But claims 1–8 of the ’425 
patent expressly recite 0.5% timolol free base, not 
0.68% timolol maleate. Therefore, as a matter of law, 
Combigan® is not the “drug claimed in” the ’425 pa-
tent, and Sandoz’s ANDA does not infringe under § 
271(e)(2)(A). See also Warner-Lambert Co. v. Apotex 
Corp., 316 F.3d 1348, 1354 (Fed. Cir. 2003) (“[I]t is not 
an act of infringement to submit an ANDA for ap-
proval to market a drug for a use when neither the 
drug nor that use is covered by an existing patent.”). 

In sum, the district court erred by finding that Al-
lergan showed literal infringement of claims 1–8 of 
the ’425 patent.  

D 

Allergan argues on its cross-appeal that the dis-
trict court erred in finding that Sandoz’s proposed ge-
neric does not infringe claim 4 of the ’149 patent and 
claim 1 of the 976 patent. Allergan again asserted only 
literal infringement with respect to those claims. Both 
the claims specifically recite 0.2% brimonidine. But 
the proposed generic contains 0.2% brimonidine ti-
trate, a distinct pharmaceutical compound that re-
duces to 0.132% brimonidine—indeed, Allergan’s ex-
pert confirmed so. J.A. 2710–11; see also J.A. 117. As 
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such, the district court did not err by finding that Al-
lergan failed to show literal infringement of claim 4 of 
the ’149 patent and claim 1 of the ’976 patent. 

III 

We have considered remaining arguments and find 
them unpersuasive. Accordingly, we affirm the dis-
trict court’s finding of no invalidity of the asserted 
claims and non-infringement of the claims of the ’149 
and ’976 patents, but reverse the finding of infringe-
ment of claim 1 of the ’425 patent. 

 

AFFIRMED-IN-PART AND REVERSED-IN-
PART 

 

No costs. 
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APPENDIX B 
 

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

MARSHALL DIVISION 
 
 
ALLERGAN SALES, 
LLC,  

Plaintiff,  

v.  

SANDOZ INC., ET 
AL.,  

Defendants.  

§ 

§ 

§ 

§ 

§ 

§ 

§ 

§ 

§  

 

 

Case No. 2:12-cv-207-
JRG  

(Lead Case)  

 
 

MEMORANDUM OPINION AND ORDER 

Before the Court are Plaintiff Allergan Sales, 
LLC’s (“Allergan”) Opening Claim Construction Brief 
(Dkt. No. 232), Sandoz, Inc., Alcon Laboratories, Inc., 
Alcon Research, Ltd., and Falcon Pharmaceuticals, 
Ltd.’s (collectively, “Sandoz”) Responsive Claim Con-
struction Brief (Dkt. No. 235), and Allergan’s Reply 
Claim Construction Brief (Dkt. No. 238). The Court 
held a hearing on March 2, 2016, to determine the 
proper construction of the disputed terms in this case. 
Having considered the parties’ arguments and the 
claim construction briefing, the Court issues this 
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Memorandum Opinion and Order construing the dis-
puted terms.  

I.  BACKGROUND 

This is a case brought by Plaintiff Allergan under 
the provisions of the Hatch-Waxman Act, alleging 
that Defendants’ application for approval to market a 
generic version of Allergan’s Combigan® product, and 
Defendants’ proposed product, infringes United 
States Patent Nos. 7,030,149 (“the ’149 patent”); 
7,320,976 (“the ’976 patent”); 7,642,258 (“the ’258 pa-
tent”); and 8,748,425 (“the ’425 patent”). The ’149 pa-
tent, titled “Combination of Brimonidine Timolol for 
Topical Ophthalmic Use,” issued on April 18, 2006. 
The ’976 patent is similarly titled, “Combination of 
Brimonidine and Timolol for Topical Ophthalmic 
Use,” and issued on January 22, 2008. The ’258 and 
’425 patents bear the same title and issued on Janu-
ary 5, 2010, and June 10, 2014, respectively. In gen-
eral, the patents-in-suit concern compositions com-
prising both brimonidine and timolol and methods of 
treating a patient exhibiting elevated intraocular 
pressure (“IOP”) associated with diseases such as 
glaucoma or ocular hypertension with a composition 
comprising both brimonidine and timolol.  

The ’149, ’976, and ’258 patents were previously 
construed by Judge T. John Ward of this Court in a 
claim construction order involving the same parties to 
this litigation. Allergan, Inc. v. Sandoz, Inc., et al., No. 
2:09-cv-97, 2011 WL 1599049 (E.D. Tex. April 27, 
2011) (Dkt. No. 151, “Allergan I Markman”). That 
prior litigation involving the ’149, ’976, and ’258 pa-
tents is referred to below as Allergan I. The Court is-
sued its findings of fact and conclusions of law on Au-
gust 22, 2011, finding that Defendants’ generic ver-
sions of Combigan® infringed the asserted claims of 
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those patents, and that those patents are not invalid. 
Allergan, Inc. v. Sandoz, Inc., et al., 818 F. Supp. 2d 
974 (E.D. Tex. 2011). Defendants appealed the Court’s 
decision that the patents in that case were not invalid, 
and Plaintiff appealed a portion of the Court’s claim 
construction. On May 1, 2013, the Court of Appeals for 
the Federal Circuit reversed a portion of this Court’s 
validity decision, finding that the asserted claims of 
U.S. Patent No. 7,323,463 were invalid as obvious. 
However, the Federal Circuit upheld the validity of 
claim 4 of U.S. Patent No. 7,030,149.1  

In separate litigation before this Court, Allergan 
also asserted two additional patents from the same 
family against Sandoz: U.S. Patent Nos. 8,133,890 
(“the ’890 patent”) and 8,354,409 (“the ’409 patent”). 
Allergan Sales, LLC v. Sandoz, Inc., et al., No. 2:12-
cv-207 (E.D. Tex. April 13, 2012). That litigation is re-
ferred to below as Allergan II. On September 5, 2013, 
this Court construed certain terms of the ’890 and ’409 
patents following briefing and a hearing. Allergan 
Sales, LLC v. Sandoz, Inc., et al., No. 2:12-cv-207 (E.D. 
Tex. Sept. 5, 2013) (Dkt. No. 171, “Allergan II Mark-
man”). In so doing, the Court considered the claim 
construction in Allergan I, but reached a different con-
struction as to the terms “brimonidine” and “timolol.” 
Allergan II was stayed pending the appeal in Allergan 
I.  

                                            
1 Because the ’149 Patent expires on the same day as two other 
patents at issue in that case (and this one)—the ’976 and ’258 
patents—and because as a result of the Federal Circuit’s affir-
mance of claim 4 of the ’149 patent, Defendants would be unable 
to market their generic versions of Combigan® until April 19, 
2022, the Federal Circuit did not address the validity of the 
claims of the ’976 and ’258 patents.   
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On January 23, 2015, Allergan received notice that 
Sandoz had filed an amendment to its ANDA No. 91-
087. Allergan subsequently filed suit against Sandoz, 
alleging infringement of the ’149, ’976, ’258 and ’425 
patents. Allergan Sales, LLC v. Sandoz Inc., No. 2:15-
cv-347 (E.D. Tex.). Following initiation of the instant 
litigation, the Court consolidated it with Allergan II.  

II. LEGAL PRINCIPLES 

It is understood that “[a] claim in a patent provides 
the metes and bounds of the right which the patent 
confers on the patentee to exclude others from mak-
ing, using or selling the protected invention.” Burke, 
Inc. v. Bruno Indep. Living Aids, Inc., 183 F.3d 1334, 
1340 (Fed. Cir. 1999). Claim construction is clearly an 
issue of law for the court to decide. Markman v. 
Westview Instruments, Inc., 52 F.3d 967, 970–71 (Fed. 
Cir. 1995) (en banc), aff’d, 517 U.S. 370 (1996). 

To ascertain the meaning of claims, courts look to 
three primary sources: the claims, the specification, 
and the prosecution history. Markman, 52 F.3d at 
979. The specification must contain a written descrip-
tion of the invention that enables one of ordinary skill 
in the art to make and use the invention. Id. A pa-
tent’s claims must be read in view of the specification, 
of which they are a part. Id. For claim construction 
purposes, the description may act as a sort of diction-
ary, which explains the invention and may define 
terms used in the claims. Id. “One purpose for exam-
ining the specification is to determine if the patentee 
has limited the scope of the claims.” Watts v. XL Sys., 
Inc., 232 F.3d 877, 882 (Fed. Cir. 2000).  

Nonetheless, it is the function of the claims, not the 
specification, to set forth the limits of the patentee’s 
invention. Otherwise, there would be no need for 
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claims. SRI Int’l v. Matsushita Elec. Corp., 775 F.2d 
1107, 1121 (Fed. Cir. 1985) (en banc). The patentee is 
free to be his own lexicographer, but any special defi-
nition given to a word must be clearly set forth in the 
specification. Intellicall, Inc. v. Phonometrics, Inc., 
952 F.2d 1384, 1388 (Fed. Cir. 1992). Although the 
specification may indicate that certain embodiments 
are preferred, particular embodiments appearing in 
the specification will not be read into the claims when 
the claim language is broader than the embodiments. 
Electro Med. Sys., S.A. v. Cooper Life Sciences, Inc., 34 
F.3d 1048, 1054 (Fed. Cir. 1994).  

This Court’s claim construction analysis is sub-
stantially guided by the Federal Circuit’s decision in 
Phillips v. AWH Corporation, 415 F.3d 1303 (Fed. Cir. 
2005) (en banc). In Phillips, the court set forth several 
guideposts that courts should follow when construing 
claims. In particular, the court reiterated that “the 
claims of a patent define the invention to which the 
patentee is entitled the right to exclude.” 415 F.3d at 
1312 (quoting Innova/Pure Water, Inc. v. Safari Wa-
ter Filtration Sys., Inc., 381 F.3d 1111, 1115 (Fed. Cir. 
2004)). To that end, the words used in a claim are gen-
erally given their ordinary and customary meaning. 
Id. The ordinary and customary meaning of a claim 
term “is the meaning that the term would have to a 
person of ordinary skill in the art in question at the 
time of the invention, i.e., as of the effective filing date 
of the patent application.” Id. at 1313. This principle 
of patent law flows naturally from the recognition that 
inventors are usually persons who are skilled in the 
field of the invention and that patents are addressed 
to, and intended to be read by, others skilled in the 
particular art. Id.  
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Despite the importance of claim terms, Phillips 
made clear that “the person of ordinary skill in the art 
is deemed to read the claim term not only in the con-
text of the particular claim in which the disputed term 
appears, but in the context of the entire patent, in-
cluding the specification.” Id. Although the claims 
themselves may provide guidance as to the meaning 
of particular terms, those terms are part of “a fully in-
tegrated written instrument.” Id. at 1315 (quoting 
Markman, 52 F.3d at 978). Thus, the Phillips court 
emphasized the specification as the primary basis for 
construing the claims. Id. at 1314–17. As the Supreme 
Court stated long ago, “in case of doubt or ambiguity 
it is proper in all cases to refer back to the descriptive 
portions of the specification to aid in solving the doubt 
or in ascertaining the true intent and meaning of the 
language employed in the claims.” Bates v. Coe, 98 
U.S. 31, 38 (1878). In addressing the role of the speci-
fication, the Phillips court quoted with approval its 
earlier observations from Renishaw PLC v. Marposs 
Societa’ per Azioni, 158 F.3d 1243, 1250 (Fed. Cir. 
1998):  

Ultimately, the interpretation to be given a 
term can only be determined and confirmed 
with a full understanding of what the inventors 
actually invented and intended to envelop with 
the claim. The construction that stays true to 
the claim language and most naturally aligns 
with the patent’s description of the invention 
will be, in the end, the correct construction.  

Phillips, 415 F.3d at 1316. Consequently, Phillips em-
phasized the important role the specification plays in 
the claim construction process.  
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The prosecution history also continues to play an 
important role in claim interpretation. Like the spec-
ification, the prosecution history helps to demonstrate 
how the inventor and the Patent and Trademark Of-
fice (“PTO”) understood the patent. Id. at 1317. Be-
cause the file history, however, “represents an ongo-
ing negotiation between the PTO and the applicant,” 
it may lack the clarity of the specification and thus be 
less useful in claim construction proceedings. Id. Nev-
ertheless, the prosecution history is intrinsic evidence 
that is relevant to the determination of how the inven-
tor understood the invention and whether the inven-
tor limited the invention during prosecution by nar-
rowing the scope of the claims. Id.; see Microsoft Corp. 
v. Multi-Tech Sys., Inc., 357 F.3d 1340, 1350 (Fed. Cir. 
2004) (noting that “a patentee’s statements during 
prosecution, whether relied on by the examiner or not, 
are relevant to claim interpretation”).  

Phillips rejected any claim construction approach 
that sacrificed the intrinsic record in favor of extrinsic 
evidence, such as dictionary definitions or expert tes-
timony. The en banc court condemned the suggestion 
made by Texas Digital Systems, Inc. v. Telegenix, Inc., 
308 F.3d 1193 (Fed. Cir. 2002), that a court should dis-
cern the ordinary meaning of the claim terms 
(through dictionaries or otherwise) before resorting to 
the specification for certain limited purposes. Phillips, 
415 F.3d at 1319–24. According to Phillips, reliance 
on dictionary definitions at the expense of the specifi-
cation had the effect of “focus[ing] the inquiry on the 
abstract meaning of words rather than on the mean-
ing of claim terms within the context of the patent.” 
Id. at 1321. Phillips emphasized that the patent sys-
tem is based on the proposition that the claims cover 
only the invented subject matter. Id.  
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Phillips does not preclude all uses of dictionaries 
in claim construction proceedings. Instead, the court 
assigned dictionaries a role subordinate to the intrin-
sic record. In doing so, the court emphasized that 
claim construction issues are not resolved by any 
magic formula. The court did not impose any particu-
lar sequence of steps for a court to follow when it con-
siders disputed claim language. Id. at 1323–25. Ra-
ther, Phillips held that a court must attach the appro-
priate weight to the intrinsic sources offered in sup-
port of a proposed claim construction, bearing in mind 
the general rule that the claims measure the scope of 
the patent grant. 

III. CONSTRUCTION OF AGREED TERMS 

The Court hereby adopts the following agreed to 
constructions: 

 

Term  Patent Claims  Agreed Construc-
tion  

“% … by 
weight”; “% 
by weight”;  

“% … 
(w/v),” “%”  

’149 patent claim 
4  

’976 patent claim 
1  

’258 patent 
claims 1–3, 7–9  

’425 patent claim 
1  

“ratio of the weight 
of the ingredient in 
question divided by 
the total volume of 
the solution, with 
this ratio ex-
pressed as a per-
centage”  

“a single 
composi-
tion”  

’149 patent claim 
4  

plain and ordinary 
meaning  
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“about”  ’976 patent claim 
1  

“approximately”  

“brimoni-
dine tar-
trate”  

’258 patent claim 
4  

’425 patent claim 
1  

plain and ordinary 
meaning  

“timolol 
maleate”  

’258 patent claim 
4  

plain and ordinary 
meaning  

“timolol 
free base”  

’425 patent claim 
1  

plain and ordinary 
meaning  

“as com-
pared to the 
administra-
tion of”  

’425 patent claim 
1  

plain and ordinary 
meaning  

“the af-
fected eye”  

’976 patent claim 
1  

’425 patent claim 
1  

“an eye exhibiting 
elevated intraocu-
lar pressure”  

 

(Dkt. No. 229 at 1, “Joint Claim Construction and Pre-
hearing Statement,” Dec. 9, 2015.) 

IV. CONSTRUCTION OF DISPUTED TERMS 

a.   “brimonidine” 

Plaintiff’s Proposed 
Construction  

Defendants’ Proposed 
Construction  

“brimonidine tartrate”  “the chemical compound 
brimonidine, including its 
free base and tartrate salt 
forms”  
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(Joint Claim Construction and Prehearing Statement, 
Ex. A.) The term appears in claim 4 of the ’149 patent, 
claim 1 of the ’976 patent, and claims 1, 4 and 7 of the 
’258 patent.2 

i.   The Parties’ Positions 

Allergan submits that the term “brimonidine” 
should be construed to mean “brimonidine tartrate,” 
as it was for the same patents in Allergan I. See (Al-
lergan I Markman). Allergan argues that issue preclu-
sion bars Sandoz from now seeking a different con-
struction of this term (and others) because Sandoz 
previously litigated the construction of “brimonidine” 
(and other terms) in these same patents and received 
final judgment. Allergan also argues that the patent 
specification expressly defines “brimonidine” as 
“brimonidine tartrate,” providing the full chemical 
name for brimonidine tartrate and a chemical draw-
ing of the compound. ’149 Patent at 1:39–53. Allergan 
further argues that brimonidine tartrate is the form 
of brimonidine used in Examples 1 and 2 of the ’149 
patent.  

Sandoz responds that issue preclusion does not bar 
it from now seeking a different construction of 
brimonidine (and other terms) because the factors re-
quired for issue preclusion are not met here. Sandoz 
further argues that the Court, in its discretion, should 
decline to find issue preclusion even if each of the re-
quired factors is found. Sandoz also argues that the 
Court’s construction of “brimonidine” in Allergan II 

                                            
2 Because the patents share a common specification, reference is 
made herein to the ’149 patent specification.   
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for the ’890 and ’409 patents as “the chemical com-
pound brimonidine, including its free base and tar-
trate salt forms” should be applied here.  

In support, Sandoz also points to claim 4 of the ’258 
patent, dependent from claim 1, which further defines 
the brimonidine in claim 4 as “brimonidine tartrate.” 
Sandoz argues that under the doctrine of claim differ-
entiation, brimonidine in claim 1 of the ’258 patent 
(and the other independent claims) must include more 
than just brimonidine tartrate. Am. Med. Sys., Inc. v. 
Biolitec, Inc., 618 F.3d 1354, 1360 (Fed. Cir. 2010). 
Sandoz also points to patents cited in the “Back-
ground” section of the patent specification, arguing 
that these prior art patents describe brimonidine as 
including salt or free base forms. Finally, Sandoz ar-
gues that the prosecution history of the subsequently 
issued ’890 patent supports its position.  

ii.   Analysis  

1.   Issue Preclusion  

Under Fifth Circuit law,3 issue preclusion applies 
where (1) the identical issue was previously adjudi-
cated; (2) the issue was actually litigated; and (3) the 
previous determination was necessary to the decision. 
Pace v. Bogalusa City Sch. Bd., 403 F.3d 272, 290 (5th 
Cir. 2005); see also In re Freeman, 30 F.3d 1459, 1465 
(Fed. Cir. 1994).4 

                                            
3 Because issue preclusion is a procedural matter, Fifth Circuit 
law applies here. See Bayer AG v. Biovail Corp., 279 F.3d 1340, 
1345 (Fed. Cir. 2002).   
4 Under Federal Circuit law, the same three factors apply. A 
fourth factor, that there was a full and fair opportunity to litigate 
the issue in the previous action, is also relevant under Federal 
Circuit law. Freeman, 30 F.3d at 1465. Under that law, the Court 
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Sandoz specifically argues that issue preclusion is 
not appropriate in this instance because (1) the iden-
tical issue was not previously adjudicated due to the 
fact that the prosecution history and the accused prod-
uct have changed from Allergan I, making this a dif-
ferent issue from that which was previously adjudi-
cated; (2) the term “brimonidine” was not actually lit-
igated due to the fact that the construction of 
“brimonidine” was the subject of a stipulation by the 
parties in Allergan I; and (3) the construction was not 
“necessary to the decision” due to the fact that the con-
struction was not explicitly used to determine issues 
of validity.  

Regarding the first factor, Sandoz argues that the 
facts before this Court are not identical to those pre-
sented during the Allergan I Markman, and, thus, is-
sue preclusion would be inappropriate here. See In re 
Freeman, 30 F.3d at 1465. Specifically, Sandoz argues 
that changes in the prosecution history (by virtue of 
subsequently issued patents) and changes to its prod-
uct have resulted in issues that are not identical to 
those in Allergan I. 

Sandoz is correct that prosecution history plays an 
important role in claim interpretation. The prosecu-
tion history is intrinsic evidence relevant to determin-
ing how the inventor understood the invention and 
whether the inventor limited the invention during 
prosecution by narrowing the scope of the claims. See 
Microsoft Corp. v. Multi-Tech Sys., Inc., 357 F.3d at 
1350 (noting that “a patentee’s statements during 
prosecution, whether relied on by the examiner or not, 

                                            
finds that there was, in Allergan I, a full and fair opportunity to 
litigate construction of each of the four disputed terms as to 
which issue preclusion is alleged by Allergan.   
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are relevant to claim interpretation”). In support of its 
argument that subsequent prosecution history is rel-
evant to issue preclusion, Sandoz cites Golden Bridge 
Tech., Inc. v. Apple Inc., 937 F. Supp. 2d 490, 496 (D. 
Del. 2013). In Golden Bridge Tech, however, the pa-
tents in suit underwent reexamination, canceling new 
claims and adding others, which occurred after the 
conclusion of the original litigation. Id. at 493, 496. 
Here, by contrast, the prosecution history of the ’149, 
’258, and ’976 patents did not change. Rather, Sandoz 
cites to the prosecution of the subsequently issued 
’890 patent. But, as Allergan correctly notes, the rele-
vant portions of the ’890 patent’s prosecution history 
were available more than a year prior to the briefing 
and issuance of the Allergan I claim constructions. 
Therefore, with respect to the ’890 patent’s prosecu-
tion history, the relevant portions that were available 
to the parties and the Court in Allergan I are the same 
as those available to it now. In other words, the pros-
ecution history did not change.  

Furthermore, Sandoz does not provide any specific 
information from the prosecution history of the ’409 or 
’425 patents that would provide a different construc-
tion of any of the disputed terms. The only evidence 
offered by Sandoz of the effects of the new and alleg-
edly differing prosecution history is that this Court 
previously found, when construing the ’890 and ’409 
patents, that the prosecution history of the ’425 patent 
(which was pending at the time) provided “some evi-
dence regarding the patentee’s understanding of the 
term ‘brimonidine.’”5 That evidence, cited in a footnote 
in the Allergan II Markman, was not central to that 
                                            
5 The Court declined to rule in the Allergan II Markman whether 
the prosecution history of the ’425 patent was intrinsic or extrin-
sic evidence to the construction of the ’409 and ’890 patents.   
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decision, and, in any event, is cumulative of the evi-
dence from the ‘890 patent prosecution history. There-
fore, the Court finds this argument unpersuasive. 

Sandoz next argues that because its product has 
changed since Allergan I, claim construction is now a 
different issue than that previously decided. The 
change in its product is apparently to omit the word 
“glaucoma” from the approved uses in its proposed 
product label. Other than this amendment, Sandoz’s 
product has not changed. The active ingredients, for-
mulation and other aspects remain identical to those 
at issue in Allergan I. 

The Court also finds this argument unpersuasive. 
Regardless of whether Sandoz’s product has changed, 
the Federal Circuit has made clear that “[a] claim is 
construed in the light of the claim language, the other 
claims, the prior art, the prosecution history, and the 
specification, not in light of the accused device . . . 
claims are not construed ‘to cover’ or ‘not to cover’ the 
accused device. That procedure would make infringe-
ment a matter of judicial whim. It is only after the 
claims have been construed without reference to 
the accused device that the claims, as so construed 
are applied to the accused device to determine in-
fringement.” SRI Int’l., 775 F.2d at 1118 (emphasis in 
original). 

The status and contours of Sandoz’s product may 
be “kept in mind” during claim construction but only 
because “it is efficient to focus on the construction of 
only the disputed elements or limitations of the 
claims. However, the construction of claims is simply 
a way of elaborating the normally terse claim lan-
guage in order to understand and explain, but not to 
change, the scope of the claims.” Scripps Clinic & Re-
search Found. v. Genentech, Inc., 927 F.2d 1565, 1580 
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(Fed. Cir. 1991). Thus, the Court rejects Sandoz’s ar-
gument that the change to its label makes claim con-
struction a different issue than that decided in the Al-
lergan I Markman. That this label change might pro-
vide grounds for Sandoz to dispute infringement is 
also irrelevant to claim construction. Claims are con-
strued the same way for validity and infringement. 
See, e.g., Source Search Techs., LLC v. LendingTree, 
LLC, 588 F.3d 1063, 1075 (Fed. Cir. 2009); C.R. Bard, 
Inc. v. M3 Sys., Inc., 157 F.3d 1340, 1363 (Fed. Cir. 
1998). For these reasons, the first prong of issue pre-
clusion is met here.  

Sandoz next argues that because the term 
“brimonidine” was stipulated to by the parties in Al-
lergan I, the term was not litigated as required for is-
sue preclusion. See In re Freeman, 30 F.3d at 1465. 
Allergan argues that no “stipulation” was filed, alt-
hough it admits that the parties did agree to a con-
struction. Allergan further argues that despite that 
agreement, issue preclusion applies because in the Al-
lergan I Markman the Court independently analyzed 
the evidence, and therefore, the term was litigated.  

A review of the Allergan I record reveals that Al-
lergan and Sandoz expressly “agreed” on the construc-
tion of the term “brimonidine.” (Dkt. No. 112 in Aller-
gan I at 2, “Allergan I Joint Claim Construction 
Chart,” Oct. 27, 2010.) In the Allergan I Markman, the 
Court noted the parties’ agreement and found the par-
ties’ proposed construction to be consistent with the 
intrinsic evidence. (Allergan I Markman at 8.) No-
where did Sandoz argue a term contrary to Allergan’s 
proposal, and thus there was not full briefing of this 
issue, nor a full hearing.  

Allergan incorrectly focuses on that fact that the 
Court independently confirmed the construction of the 
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term “brimonidine” in the Allergan I Markman. Aller-
gan argues that this shows that the issue was actually 
litigated. Allergan is wrong. This requirement of issue 
preclusion is satisfied where “the parties to the origi-
nal action disputed the issue and the trier of fact de-
cided it.” In re Freeman at 1466 (emphasis added). In 
Allergan I, Sandoz and Allergan did not dispute the 
construction of the term “brimonidine,” and, accord-
ingly, there was no dispute that the Court decided. 
For this reason, the Court finds that the second prong 
of the doctrine of issue preclusion has not been met 
here. Regarding the term “brimonidine,” issue preclu-
sion is not appropriate.  

As to the third prong of the test, Sandoz argues 
that the construction of the term “brimonidine” was 
not essential to judgment because the only issue tried 
to this court was validity. The Court, however, en-
tered judgments on both infringement and validity. 
(Dkt. No. 262 in Allergan I, “Allergan I Final Judg-
ment and Injunction,” Aug. 25, 2011.) Even if validity 
was the only issue tried, Sandoz has not provided any 
evidence that the disputed terms were not relied upon 
and at least implicitly essential to the validity deci-
sion. Sandoz provides only the Federal Circuit’s deci-
sion and alleges non-reliance on the disputed terms. 
This Court, however, in finding both infringement and 
invalidity, did not expressly state that such terms 
were irrelevant or non-essential. Rather, this court ex-
pressly found infringement of claims which included 
the term “brimonidine” and determined validity based 
on prior art that included teachings regarding 
brimonidine. Id.  

Further, as the Federal Circuit has stated “it is im-
portant to note that the requirement that a finding be 
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‘necessary’ to a judgment does not mean that the find-
ing must be so crucial that, without it, the judgment 
could not stand. Rather, the purpose of the require-
ment is to prevent the incidental or collateral deter-
mination of a nonessential issue from precluding re-
consideration of that issue in later litigation.” 
Mother’s Rest., Inc. v. Mama’s Pizza, Inc., 723 F.2d 
1566, 1571 (Fed. Cir. 1983). Claim construction is not 
incidental or non-essential to issues of validity and in-
fringement. Indeed, it is the first step in the process 
of deciding those issues. The Court, therefore, finds 
that the construction of the term “brimonidine” was at 
least implicitly essential to the judgment in Allergan 
I.  

For the reasons previously stated, as to the term 
“brimonidine,” the identical issue was previously liti-
gated, and that term was essential to the judgment in 
Allergan I. However, because the term “brimonidine” 
was not actually litigated in Allergan I, Sandoz is not 
precluded from now contesting construction of that 
term. The Court is aware of no additional authority 
that requires it to apply issue preclusion to this term. 
See also Tex. Instruments, Inc. v. Linear Techs. Corp., 
182 F. Supp. 2d 580, 589 (E.D. Tex. 2002); Blue Ca-
lypso, Inc. v. Groupon, Inc., 93 F. Supp. 3d 575, 583 
(E.D. Tex. 2015).  

2.   Construction 

Turning to the construction of the term “brimoni-
dine,” the ’149 patent states that “[b]rimonidine is an 
alpha adrenergic agonist represented by the following 
formula,” and it then provides a chemical structure for 
brimonidine tartrate. ’149 patent at col. 1, ll. 39–50. 
The patent specification goes on to state that the 
“chemical name for brimonidine is 5-Bromo-6-(2-imid-
azolidinylideneamino) quinoxaline L-tartrate.” ’149 
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patent at col. 1, ll. 52–53. To act as its own lexicogra-
pher, a patentee must “clearly set forth a definition of 
the disputed claim term” other than its plain and or-
dinary meaning. CCS Fitness, Inc. v. Brunswick 
Corp., 288 F.3d 1359, 1366 (Fed. Cir. 2002). It is not 
enough for a patentee to simply disclose a single em-
bodiment or use a word in the same manner in all em-
bodiments; instead, the patentee must “clearly ex-
press an intent” to redefine the term. Helmsderfer v. 
Bobrick Washroom Equip., Inc., 527 F.3d 1379, 1381 
(Fed. Cir. 2008). The Federal Circuit has described the 
standard for determining whether an inventor has 
provided such clear intent as “exacting.” Thorner v. 
Sony Comput. Entm’t Am., LLC, 669 F.3d 1362, 1366 
(Fed. Cir. 2012). 

Allergan argues that the description set forth 
above is such an express definition. However, in Aller-
gan II, this Court found that such language in the 
counterpart ’890 patent6 did not clearly rise to the 
level of lexicography and declined to find that the cited 
language meets this “exacting” standard and thus lim-
its the understanding of one skilled in the art of the 
term “brimonidine” only to “brimonidine tartrate.” 
(Allergan II Markman at 7–13.) In addition, the pros-
ecution history of the ’890 patent demonstrated that 
Allergan itself did not view this as a clear definition 
rising to the level of lexicography. Rather, that prose-
cution history “at a minimum, strongly suggests that 
the patentees clearly understood the term ‘brimoni-
dine’ to encompass at least brimonidine tartrate and 
brimonidine free base.” (Id. at 11.) The Court also re-
lied on the fact that the specification demonstrated 
                                            
6 The ’890 patent issued from a continuation application from the 
patents in suit. They share the same specification and common 
parentage.   
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that Allergan “knew how to write the words “brimoni-
dine tartrate” when it wanted to use that term. (Aller-
gan II Markman at 10, n.3.) It did not do so in the 
claims at issue here. The specification and prosecution 
history of the related ’890 patent are strongly sugges-
tive that the term brimonidine encompasses more 
than simply brimonidine tartrate.  

Similarly, in the Allergan II Markman, the Court 
addressed and rejected Plaintiff’s argument that, be-
cause brimonidine tartrate is the form of brimonidine 
used in examples 1 and 2 of the ’890 patent, the claims 
are so limited. It did so in part because particular em-
bodiments appearing in the specification are generally 
not read into the claims. See, e.g., Specialty Compo-
sites v. Cabot Corp., 845 F.2d 981, 987 (Fed. Cir. 1988) 
(refusing to limit the term “plasticizer” to external 
plasticizers). It also rejected that argument because 
the patent specification, through citation to prior art 
patents, demonstrated that “brimonidine” has an ac-
cepted scientific meaning that included its salt and 
free base forms. (Allergan II Markman at 10–11 (cit-
ing Glaxo Wellcome, Inc. v. Andrx Pharms., Inc., 344 
F.3d 1226, 1233 (Fed. Cir. 2003) (“When a claim term 
has an accepted scientific meaning, that meaning is 
generally not subject to restriction to the specific ex-
amples in the specification.”)).) Finally, the Court 
found that Allergan had offered no compelling reason 
why one chemical compound, brimonidine, should be 
interpreted as limited to a particular brimonidine 
salt, while another chemical compound, timolol, 
should be interpreted as “timolol free base.” The de-
scription of both compounds in the specification and 
usage in the claims was substantially similar, and the 
Court could discern no clear reason why the two com-
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pounds should be construed in such different man-
ners. (Allergan II Markman at 11, n.4.) These reasons 
are equally applicable here.  

Sandoz also argues that the doctrine of claim dif-
ferentiation further supports its construction here, 
citing to claim 4 of the ’258 patent, which depends 
from claim 1. Claim 1 defines a “composition compris-
ing 0.2% brimonidine (w/v) and 0.5% timolol (w/v) in a 
single composition.” Claim 4 recites the “composition 
of claim 1 wherein brimonidine is brimonidine tar-
trate and timolol is timolol maleate.” Under that doc-
trine, a dependent claim is presumed to have different 
scope than the claim from which it depends. Kraft 
Foods, Inc. v. Int’l Trading Co., 203 F.3d 1362, 1366 
(Fed. Cir. 2000). The doctrine is based on “the common 
sense notion that different words or phrases used in 
separate claims are presumed to indicate that the 
claims have different meanings and scope.” Karlin 
Tech. Inc. v. Surgical Dynamics, Inc., 177 F.3d 968, 
971–72 (Fed. Cir. 1999). “To the extent that the ab-
sence of such difference in meaning and scope would 
make a claim superfluous, the doctrine of claim differ-
entiation states the presumption that the difference 
between claims is significant.” Tandon Corp. v. U.S. 
Int’l Trade Comm’n, 831 F.2d 1017, 1023 (Fed. Cir. 
1987). Here the doctrine of claim differentiation 
clearly raises the presumption that the term “brimoni-
dine” as used in claim 1 of the ’258 patent must have 
a separate meaning than simply brimonidine tartrate. 
See also Phillips, 415 F.3d at 1314 (claims referring to 
steel baffles strongly implies that the term “baffles” 
does not inherently mean objects made of steel).  

Thus, as in the Allergan II Markman, the Court 
construes the term “brimonidine” according to its 
plain and ordinary meaning, the chemical compound 
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brimonidine, including both its free base and salt 
forms.  

b.   “timolol” 

Plaintiff’s Proposed 
Construction  

Defendants’ Proposed 
Construction  

“timolol free base”  “timolol free base, timolol 
tartrate, or timolol male-
ate”  

 

(Joint Claim Construction and Prehearing Statement, 
Ex. A at 6.) The term appears in claim 4 of the ’149 
patent, claim 1 of the ’976 patent, and claims 1, 4 and 
7 of the ’258 patent.  

i.   The Parties’ Positions  

Allergan submits that the term “timolol” should be 
construed to mean “timolol free base,” as it was for the 
same patents in Allergan I. See (Allergan I Markman 
at 13–16.) Allergan again argues that issue preclusion 
bars Sandoz from now seeking a different construction 
of this term. Allergan also argues that the patent spec-
ification explains that to formulate the claimed solu-
tion, timolol maleate 0.68% (w/v) is used to achieve a 
concentration of 0.5% timolol in the final solution, be-
cause 0.68% timolol maleate is “equivalent to 0.5% 
(w/v) Timolol, free base,” citing to, e.g., the ’149 patent 
at Example I. Allergan further argues that using 0.5% 
timolol maleate would result in a final solution of less 
than 0.5% timolol. Accordingly, Allergan explains, the 
0.5% timolol used in the claims must refer to timolol 
free base.  

Sandoz again responds that issue preclusion does 
not bar it from now seeking a different construction of 
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timolol because the factors required for issue preclu-
sion are not met here. Sandoz also argues that the 
Court’s construction of “timolol” in the Allergan II 
Markman for the ’890 and ’409 patents as “the chem-
ical compound timolol, including its free base, maleate 
salt, and tartrate salt forms” should be applied here.  

In support, Sandoz again argues the doctrine of 
claim differentiation, and again points to claim 4 of 
the ’258 patent, which recites that for that dependent 
claim, “timolol” is “timolol maleate.” Sandoz points as 
well to the patent specification, which it says uses 
“timolol” to refer to both timolol maleate and free 
base. And, as above with the term “brimonidine,” 
Sandoz argues that the prosecution history of the sub-
sequent ’890 patent supports it interpretation.  

ii.   Analysis  

1.   Issue Preclusion  

The parties’ arguments regarding issue preclusion 
are substantially similar to those for the term 
brimonidine, and the Court reaches the same conclu-
sions here. Construction of the term “timolol” is an 
identical issue to that raised in Allergan I. The subse-
quent prosecution history of the ’890, ’409, and ’425 
patents does not alter that conclusion. Likewise, 
Sandoz’s argument regarding the change to its prod-
uct is unavailing with respect to the term “timolol.” 
While in Allergan I the parties initially disputed con-
struction of “timolol” as used in the claims of the ’149, 
’976, and ’463 patents (Allergan I Joint Claim Con-
struction Chart at 2), Sandoz stated in its briefing 
that it agreed “with Allergan that the term ‘timolol’ as 
used in the ’258 patent should be construed to mean 
‘timolol free base.’” (Dkt. No. 123 in Allergan I at 14, 
“Sandoz’s Allergan I Claim Construction Brief,” Dec. 
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22, 2010.) Although a separate defendant did dispute 
that construction and lose, making this a closer case, 
there was no dispute between Sandoz and Allergan 
that was ultimately litigated and decided. Finally, the 
Court finds that the construction of “timolol” was es-
sential to the final judgment on validity and infringe-
ment, at least implicitly. Because all of the factors re-
quired for issue preclusion are not met here, Sandoz 
is not precluded from seeking an alternative construc-
tion of the term “timolol.”  

2.   Construction 

The ’149 patent states that “[t]imolol is a beta ad-
renergic agent represented by the following formula,” 
then presenting the chemical structure of timolol ma-
leate. ’149 patent at col.1, l. 54 to col. 2, l. 5. While 
Allergan argues that similar language used to de-
scribe brimonidine means that brimonidine must 
mean “brimonidine tartrate,” it does not argue that 
the chemical structure provided for timolol maleate 
also defines the term “timolol.” As the Court found in 
the Allergan II Markman, this inconsistency under-
mines Allergan’s positions regarding the construction 
of both “timolol” and “brimonidine.”  

Allergan further argues that timolol free base is 
the correct interpretation of “timolol” because the 
0.5% w/v limitation in the claims corresponds to the 
amount of timolol free base used in the combination of 
the claimed methods. Again, as explained in the Aller-
gan II Markman, while this may be the case, it does 
not explain the inconsistency between Allergan’s con-
structions of brimonidine and timolol. There is no 
compelling reason why the two terms should be inter-
preted in the different manners Allergan suggests.  
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Moreover, as discussed above, claim 4 of the ’258 
patent further defines the timolol of claim 1 as includ-
ing “timolol maleate.” Thus, under the doctrine of 
claim differentiation, claim 1 of the ’258 patent must 
be interpreted in a way that is different than, but en-
compasses, timolol maleate. Limiting the term “tim-
olol” to the “free base” in claim 1 of the ’258 patent 
would seemingly exclude salt forms, such as timolol 
maleate. As explained in the Allergan II Markman, 
the breadth of the term timolol is also shown by the 
prosecution history of the ’890 patent. There Allergan 
presented a claim (28) reading: “A method according 
to claim 26, wherein the timolol is selected from the 
group consisting of timolol tartrate, timolol maleate, 
and timolol free base.”7 

This prosecution history certainly suggests that the 
patentees understood the term “timolol” to encompass 
each of these forms. See e.g., Phillips, 415 F.3d at 1314 
(use of term “steel baffles” strongly implies that “baf-
fles” does not inherently mean objects made of steel). 

Accordingly, the Court construes the term “tim-
olol” according to its plain and ordinary meaning, the 
chemical compound timolol, including both its free 
base and salt forms. 

c.   “reducing the number of daily topical     
ophthalmic doses” 

Plaintiff’s Proposed 
Construction 

Defendants’ Proposed 
Construction 

                                            
7 As explained in Allergan II, that Allergan disclaimed the ulti-
mately issued claim with the same language does not erase this 
prosecution history. Allergan II at 12, 16. As further pointed out 
by Sandoz, Allergan did not disclaim claim 4 of the ’258 patent.   
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The term should be con-
strued as it was in Aller-
gan I, to have its plain 
and ordinary meaning. 

“adjusting downward 
the number of daily topi-
cal ophthalmic doses” 

 

(Joint Claim Construction and Prehearing Statement, 
Ex. A at 11.) The term appears in claim 4 of the ’149 
patent. 

i.   The Parties’ Positions 

Allergan again argues that this term was con-
strued in Allergan I to be given its plain and ordinary 
meaning, and accordingly, Sandoz is precluded from 
now seeking a different construction. More specifi-
cally, according to Allergan, in Allergan I Sandoz ar-
gued that the term meant “reducing the number of 
daily ophthalmic doses from 3 to 2 times a day,” that 
the Court rejected that argument, (Allergan I Mark-
man at 2011 WL 1599049, at *17), and therefore, that 
issue preclusion applies. 

Sandoz asserts that it is not precluded, and that 
consistent with the Court’s prior plain meaning con-
struction, claim 4 requires an actual reduction in the 
number of daily doses from three to two times a day. 
In other words, Sandoz argues that the claim requires 
that “a person would need to administer the recited 
fixed composition twice daily to a patient who previ-
ously received brimonidine three times daily.” Thus, 
according to Sandoz, claim 4 has two steps: first, a re-
ducing step, and second, an administering step.  

ii.   Analysis 1. Issue Preclusion  

For the same reasons articulated more fully above 
the issue here is identical to that presented in Aller-
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gan I. The same claim term was the subject of con-
struction. Sandoz points to no specific prosecution his-
tory from the subsequently issued patents that is rel-
evant to this issue. In addition, as discussed above in 
more detail, that Sandoz has amended its proposed la-
bel has no bearing on the issue of claim construction. 
While in Allergan I the ultimate dispute between the 
parties at trial and on appeal focused on validity, ra-
ther than infringement, it is “axiomatic that claims 
are construed the same way for both invalidity and in-
fringement.” Source Search Techs., 588 F.3d at 1075. 
That Sandoz has amended its proposed product label 
does not make the construction of this term a different 
issue than that decided in Allergan I.  

Unlike the terms “brimonidine” and “timolol,” it is 
clear that Sandoz disputed, briefed, and argued con-
struction of the term “reducing the number of daily 
topical ophthalmic doses.” Specifically, Sandoz argued 
that the term should be construed to mean “reducing 
the number of daily ophthalmic doses from 3 to 2 
times a day.” The Court rejected that construction. See 
(Allergan I Markman at 20–24.) Therefore, the term 
was actually litigated for purposes of the second prong 
of the doctrine of issue preclusion. That Sandoz now 
proposes a slightly different construction from that it 
previously proffered is irrelevant. 

Sandoz offers no unique arguments as to why the 
term “reducing the number of topical ophthalmic 
doses” was not at least implicitly essential to this 
Court’s prior judgments on validity and infringement, 
or to the Federal Circuit’s decision. Indeed, a review 
of this Court’s opinion in Allergan I shows that reduc-
tion in daily dosing was an important factor distin-
guishing the claimed invention from the prior art. Al-
lergan I, 818 F. Supp. 2d at 1005 (the prior art “fails 
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to disclose a method of reducing brimonidine treat-
ment from three times a day to twice a day by using a 
fixed combination”); see also id. at 1008 (“Specific to 
claim 4 of the ‘149 patent, nothing in DeSantis dis-
closes that reducing the dose of brimonidine from 
three times a day to two times a day through a fixed 
composition of brimonidine and timolol can maintain 
the efficacy of the brimonidine treatment.”), 1009 
(“DeSantis does not disclose a method of reducing the 
dose of brimonidine from three times a day to two 
times a day without losing efficacy in the treatment of 
glaucoma.”). Likewise, the Federal Circuit’s opinion 
demonstrates that the reduction in daily dosing with-
out loss of efficacy to be a key factor distinguishing 
claim 4 over the prior art. Allergan, 726 F.3d at 1293–
94. Therefore, for the reasons stated previously, the 
Court finds this argument unpersuasive and views 
the construction of the term “reducing the number of 
topical ophthalmic doses” to be essential to the prior 
judgment.  

Accordingly, the Court determines that as to this 
claim term, the issue is 1) identical to that previously 
adjudicated; 2) was actually litigated; and 3) was nec-
essary to final judgment in Allergan I. Sandoz is 
therefore precluded from seeking a different construc-
tion than that set forth by the Court in Allergan I. See 
Parklane Hosiery Co. v. Shore, 439 U.S. 322, 330–31 
(1979) (acknowledging the broad discretion awarded 
to courts when applying issue preclusion). However, 
even if the Court had found that Sandoz was not so 
precluded, the Court would reach the same conclusion 
as in Allergan I. 

2.   Construction 
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In general, prior claim construction proceedings 
involving the same patents-in-suit are “entitled to rea-
soned deference under the broad principals of stare 
decisis and the goals articulated by the Supreme 
Court in Markman, even though stare decisis may not 
be applicable per se.” Maurice Mitchell Innovations, 
LP v. Intel Corp., No. 2:04–cv–450, 2006 WL 1751779, 
at *4 (E.D. Tex. June 21, 2006) (Davis, J.); see TQP 
Development, LLC v. Intuit Inc., No. 2:12–CV–180, 
2014 WL 2810016, at *6 (E.D. Tex. June 20, 2014) 
(Bryson, J.) (“[P]revious claim constructions in cases 
involving the same patent are entitled to substantial 
weight, and the Court has determined that it will not 
depart from those constructions absent a strong rea-
son for doing so.”); see also Teva Pharm. USA, Inc. v. 
Sandoz, Inc., 135 S.Ct. 831, 839–40 (2015) (“prior 
cases will sometimes be binding because of issue pre-
clusion and sometimes will serve as persuasive au-
thority”) (citation omitted). The Court nonetheless 
conducts an independent evaluation during claim con-
struction proceedings. See, e.g., Texas Instruments, 
Inc. v. Linear Techs. Corp., 182 F. Supp. 2d at 589–90; 
Burns, Morris & Stewart Ltd. P’ship v. Masonite Int’l 
Corp., 401 F. Supp. 2d 692, 697 (E.D. Tex. 2005); Ne-
gotiated Data Sols, Inc. v. Apple, Inc., No. 2:11–cv–
390, 2012 WL 6494240, at *5 (E.D. Tex. Dec. 13, 2012).  

In the Allergan I Markman, the Court rejected a 
similar argument to the one that Sandoz now makes. 
Even if Sandoz was not precluded from re-litigating 
this issue, the Court would accord its prior decision on 
the same disputed claim term substantial weight. In 
addition, nothing in the claims themselves, the patent 
specification, or the prosecution history requires, as 
Sandoz argues, “an actual reduction in the number of 
daily topical ophthalmic doses of 0.2% brimonidine 
from three to two times a day.” (Dkt. No. 235 at 19, 
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“Sandoz Responsive Claim Construction Brief,” Feb. 
3, 2016.) Sandoz’s construction would require, in its 
own words, that to practice the claimed method, “a 
person would need to administer the recited fixed 
composition twice daily to a patient who previously re-
ceived brimonidine three times daily.” Id. (emphasis 
in original). Nothing in the intrinsic evidence requires 
such a step or such an actual reduction.8 

Both parties agree that the preamble to claim 4 is 
an actual limitation on the claim. Sandoz argues that 
the claim requires two steps: first, a reducing step, 
and second, an administering step. Allergan, on the 
other hand, argues that the claim requires only the 
single step of administering a single composition com-
prising brimonidine and timolol at the claimed con-
centrations. The claim language itself states that 
“said method comprises administering said 0.2% 
brimonidine by weight and 0.5% timolol by weight in 
a single composition.” Nothing in the claim preamble 
requires more than that. Rather, the preamble pro-
vides context for the claim. As explained by Allergan, 
the preamble indicates that the claimed method per-
mits a reduction in the number of daily topical oph-
thalmic doses of brimonidine as compared to prior art 
treatments. Put another way, the preamble describes 
the outcome of the claimed method—that the number 
of daily doses of brimonidine can be reduced. It thus 
informs the claimed method—actual reduction in 
doses is not a separate requirement of the claimed 
method. 

                                            
8 Neither party cites to any portion of the prosecution history to 
support its interpretation of this term.   
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The patent specification supports that interpreta-
tion. The specification describes the results of a clini-
cal trial comparing the efficacy of different treatments 
in different patient populations. One group of patients 
was dosed three times a day with 0.2% brimonidine, 
and another twice a day with the claimed combina-
tion. Patients in the clinical trial were not first dosed 
with brimonidine three times a day and then switched 
to the combination twice daily. The combination treat-
ment dosed twice a day is reported as being “superior” 
to brimonidine three times a day “in lowering the ele-
vated IOP of patients with glaucoma or ocular hyper-
tension.” ’149 patent at col. 8, l. 65–col. 9, l. 3. The 
combination is also reported as having a more favora-
ble safety profile than brimonidine dosed three times 
a day. ’149 patent at col. 9, ll. 4–8. The claim pream-
ble, which reads “[a] method of reducing the number 
of daily topical ophthalmic doses of brimonidine ad-
ministered topically to an eye of a person in need 
thereof for the treatment of glaucoma or ocular hyper-
tension from 3 to 2 times a day without loss of efficacy, 
wherein the concentration of brimonidine is 0.2% by 
weight” is consistent with the clinical trial and results 
reported in the specification. Reading an actual “re-
ducing” step into claim 4 is inconsistent with the pa-
tent specification. 

Accordingly, the Court finds that one skilled in the 
art would understand the term and that no construc-
tion is necessary for “reducing the number of daily 
topical ophthalmic doses.” 

d.   “without loss of efficacy” 

Plaintiff’s Proposed 
Construction 

Defendants’ Proposed 
Construction 
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“without decrease in 
lowering intraocular 
pressure” 

“without decrease in 
lowering intraocular 
pressure in the person 
for whom the number of 
administered daily doses 
has been reduced.” 

 

(Joint Claim Construction and Prehearing Statement, 
Ex. A at 12.) The term appears in claim 4 of the ’149 
patent. 

i.   The Parties’ Positions 

According to Allergan, this term was construed in 
Allergan I Markman and given the meaning that 
Sandoz articulated. Allergan states that the Federal 
Circuit relied heavily on this limitation in finding 
claim 4 not invalid as obvious. Allergan, 726 F.3d at 
1294. Thus, Allergan submits that Sandoz is now pre-
cluded from seeking a different construction. Allergan 
further argues that Sandoz’s interpretation reads an 
erroneous and improper limitation into the claim. 

Sandoz argues that it is not precluded, offering the 
same arguments discussed above. Sandoz further ar-
gues that the claim requires a comparison in the de-
crease in lowering intraocular pressure on a patient 
by patient basis.  

ii.   Analysis  

1.   Issue preclusion  

As above, the issue here is identical to that pre-
sented in Allergan I. The same claim term was the 
subject of construction. Sandoz points to no specific 
prosecution history from the subsequently issued pa-
tents that is relevant to this issue. As discussed above, 
any change to Sandoz’s proposed label does not make 
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claim construction a different issue than previously 
decided.  

In Allergan I, Sandoz fully disputed, briefed, and 
argued the construction of the term “reducing the 
number of daily topical ophthalmic doses.” Indeed, 
Sandoz argued (against a different interpretation by 
Allergan) that the term should be construed to mean 
“without decrease in lowering intraocular pressure.” 
Sandoz’s litigated construction was adopted by the 
Court. See (Allergan I Markman at 20–24.) It is there-
fore clear that the term was actually litigated and de-
cided, meeting the second prong of issue preclusion.  

Finally, as before, Sandoz does not adequately ex-
plain why the term was not at least implicitly essen-
tial to the court’s prior judgments on validity and in-
fringement. Moreover, both this Court and the Fed-
eral Circuit expressly relied on this limitation in find-
ing that Sandoz failed to prove that claim 4 is invalid. 
See, e.g., Allergan, 726 F.3d at 1293–94. Therefore, the 
construction of the term “without loss of efficacy” was 
essential to the prior judgment.  

Accordingly, the Court determines that as to this 
claim term, the issue is 1) identical to that previously 
adjudicated; 2) was actually litigated; and 3) was nec-
essary to final judgment in Allergan I. See In re Free-
man, 30 F.3d at 1465. Thus, Sandoz is precluded from 
seeking a different construction than that set forth by 
the Court in Allergan I. But even if the Court had 
found that Sandoz was not so precluded, the Court 
would still reach the same conclusion as in Allergan I. 

2.   Construction 

As an initial matter, both parties agree that the 
term, at a minimum, means “without decrease in low-
ering intraocular pressure.” Sandoz, however, further 
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argues that claim 4 also requires that the IOP lower-
ing effects are maintained in one or more individual 
patients treated twice daily with the brimonidine/tim-
olol combination, as compared to IOP lowering effects 
in the same patient with the prior thrice daily 
brimonidine treatment. While Sandoz argues that 
this issue—whether the efficacy comparison is done 
on a patient by patient basis—was not addressed dur-
ing claim construction in Allergan I, Sandoz also 
points to no sound reason why it did not or could not 
raise this argument previously. In any event, the 
Court’s prior construction of this term is, at a mini-
mum, entitled to substantial weight in construing the 
term “without loss of efficacy.” The Court also finds 
nothing in the patent claims, specification, or prose-
cution history9 that supports Sandoz’s position. 

The Court has already rejected Sandoz’s argument 
that claim 4 requires a two-step process of first reduc-
ing the number of daily doses a patient actually re-
ceives, followed by a separate administration step. 
The Court similarly rejects the argument that claim 4 
requires an actual comparison of IOP lowering on a 
patient by patient basis. Sandoz points to no intrinsic 
or extrinsic evidence requiring such a construction. 

As explained above, the Court finds that the claim 
preamble sets forth the outcome of performing the 
claimed single step method—that brimonidine can be 
dosed twice daily (as opposed to thrice) without losing 
efficacy. It thus informs the method, but requires no 
specific additional steps to be performed. The patent 
specification, reporting on the results of a clinical 

                                            
9 Neither party cites to the prosecution history as relevant to the 
interpretation of this term.   
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trial, is consistent with this interpretation. The speci-
fication does not compare results on an individual by 
individual basis. Rather, it reports on results of differ-
ent treatments in different patient populations. It 
would be inconsistent with the intrinsic evidence to 
interpret claim 4 as requiring a patient-by-patient 
comparison of IOP lowering results.  

Accordingly, the Court construes the term “with-
out loss of efficacy” to mean “without decrease in low-
ering intraocular pressure.”  

e.   “a person in need thereof” 

Plaintiff’s Proposed 
Construction  

Defendants’ Proposed 
Construction  

“general class of per-
sons to whom the pa-
tented compositions are 
directed, i.e., a patient 
population”  

“a person in need of the 
reduction in the number of 
daily doses”  

(Joint Claim Construction and Prehearing Statement, 
Ex. A at 14.) The term appears in claim 4 of the ’149 
patent.  

i.   The Parties’ Positions  

Allergan argues that “a person in need thereof” is 
directed to the general class of patients in need of 
treatment—in other words, patients with glaucoma or 
ocular hypertension. Allergan argues that the descrip-
tion in the specification of clinical trial results, as well 
as arguments made during prosecution, support its 
construction.  

Sandoz argues that “[c]laim 4 requires that IOP 
lowering effects are maintained in one or more indi-
vidual patients as compared to the IOP lowering effect 
in each of the patients with the prior three-times-daily 
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brimonidine regimen.” (Sandoz Responsive Claim 
Construction Brief at 20.) Thus, according to Sandoz, 
the “person” is one needing a reduction in the number 
of daily doses. As above, Sandoz argues that the claim 
requires a person-by-person analysis. 

ii.   Analysis 

The Court has already rejected Sandoz’s argument 
that the claim preamble requires a patient by patient 
analysis for the terms “reducing the number of daily 
ophthalmic doses” and “without loss of efficacy.” For 
the same reasons, the Court rejects Sandoz’s construc-
tion here. The patent specification does not speak of 
comparisons on a patient by patient basis, and does 
not provide clinical results on a patient by patient ba-
sis. Rather, it reports on and provides analysis for sep-
arate treatment groups. 

Moreover, the plain claim language does not sup-
port Sandoz’s argument that the “person in need 
thereof” is one in need of a reduction in the number of 
daily doses of brimonidine. Rather, it more naturally 
supports a reading that “a person in need thereof” re-
fers to patients in need of treatment for glaucoma or 
ocular hypertension. The claim specifies that brimoni-
dine is administered topically to a “person in need 
thereof for the treatment of glaucoma or ocular hyper-
tension.” Allergan’s proposed definition is thus far 
more consistent with the specification and the plain 
claim language. As Allergan argues, “a person in need 
thereof for the treatment of glaucoma or ocular hyper-
tension” is “directed to the general class of patients 
with glaucoma or ocular hypertension.” 

As a general rule, “a” means “one or more.” Bald-
win Graphic Sys., Inc. v. Siebert, Inc., 512 F.3d 1338, 
1342–43 (Fed. Cir. 2008). “That ‘a’ or ‘an’ can mean 
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‘one or more’ is best described as a rule, rather than 
merely as a presumption or even a convention. . . . An 
exception to the general rule that ‘a’ or ‘an’ means 
more than one only arises where the language of the 
claims themselves, the specification, or the prosecu-
tion history necessitate a departure from the rule.” Id. 
Thus, according to that rule, “a person in need 
thereof” reads as “one or more persons in need 
thereof.” That is also consistent with Allergan’s pro-
posed definition.  

Allergan also cites Braintree Labs., Inc. v. Novel 
Labs., Inc., 749 F.3d 1349 (Fed. Cir. 2014) and Wyeth 
v. Sandoz, 703 F. Supp. 2d 508 (E.D.N.C. 2010) as case 
law that should control here. The Court disagrees that 
they control. Braintree does not establish a rule that 
the term “a patient” (or “a person”) always refers to “a 
general class of persons to whom the patented compo-
sitions are directed, i.e., a patient population.” 
Braintree, 749 F.3d at 1357. Rather, it simply stands 
for the proposition that this was the appropriate con-
struction based on the facts in that case. Wyeth, and 
its statement that “[i]n Markman opinions, all but one 
of the courts that have addressed the issue agree that 
the appropriate comparison should be based on an av-
erage taken from a group of patients” refers only to a 
set of cases all of which relate to the same patent, and 
again, was based on the unique facts of that case. The 
Court therefore sees no controlling case law requiring 
the use of the particular language used in Braintree.  

However, the Court finds that one skilled in the art 
would, in this instance, understand the term “a person 
in need thereof” to refer to those persons in need of 
brimonidine for the treatment of glaucoma or ocular 
hypertension. Accordingly, the Court adopts the plain 
and ordinary meaning of “a person in need thereof” 
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and holds that such plain and ordinary meaning 
would be understood by a person of ordinary skill in 
the art to be a “general class of persons to whom the 
patented compositions are directed.”  

f.   “reduces the incidence of” 

Plaintiff’s Proposed 
Construction 

Defendants’ Proposed 
Construction 

The term does not re-
quire construction, but if 
it does, the Court should 
apply its plain and ordi-
nary meaning 

“reduces the numeri-
cal instances of” 

(Joint Claim Construction and Prehearing Statement, 
Ex. A at 17.) The term appears in claim 1 of the ’425 
patent. 

i.   The Parties’ Positions 

Allergan argues that no construction is necessary, 
but that if construction is necessary, the Court should 
apply the term’s plain and ordinary meaning. Accord-
ing to Allergan, one of ordinary skill would under-
stand the term without any further definition. Aller-
gan further argues that a numerical limitation such 
as that proposed by Sandoz is improper because side 
effects may be reduced in either numerical occurrence 
or severity. 

Sandoz argues that construction is necessary, and 
that while the words “numerical reduction” do not ap-
pear in the patent specification, the specification does 
set forth numerical reductions in adverse events. Ac-
cording to Sandoz, because the specification provides 
data in the form of numbers, therefore, so should the 
claim. 
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ii.   Analysis 

As a starting point, the claim in question reads: 

A method of treating a patient with glaucoma 
or ocular hypertension comprising administer-
ing twice daily to an affected eye a single com-
position comprising 0.2% w/v brimonidine tar-
trate and 0.5% w/v timolol free base, wherein 
said method reduces the incidence or one or 
more adverse events, as compared to the ad-
ministration of 0.2% w/v brimonidine tartrate 
monotherapy three times per day wherein the 
adverse event is selected from the group con-
sisting of conjunctival hyperemia, oral dryness, 
eye pruritis, allergic conjunctivitis, foreign 
body sensation, conjunctival folliculolis, and 
somnolence. 

According to the claim, the “method reduces the in-
cidence of one or more adverse events.” No numerical 
limitation is set forth in the claim language itself. 
Sandoz argues that this is irrelevant because the pa-
tent specification does provide numerical reduction 
numbers (some of which are statistically significant, 
some of which are not) for adverse events. However, 
the Court is mindful that it is improper to read limi-
tations from the specification into the claims. Phillips, 
415 F.3d at 1323. While the specification does provide 
a comparison of the numerical instances and percent-
ages of the adverse events identified in the claims be-
tween treatment groups, there is no clear indication 
in the specification that the patentee intended to so 
limit the term “reduces the incidence of” only to nu-
merical reductions. 
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Allergan offers that the plain meaning of the term 
encompasses both a reduction in severity of an ad-
verse event, as well as numerical occurrence of such 
an event. Allergan also argues that the patent specifi-
cation does present reductions in severity of adverse 
events, pointing to the ’425 patent at col. 7, ll. 39–53. 
That paragraph discusses “serious adverse events.” 
While these “serious adverse events” are reportedly 
reduced as compared to the three times a day group, 
it is not clear that this language relates to the severity 
of a particular incidence of a side effect, as opposed to 
the seriousness of the side effect itself. The specifica-
tion at this point appears to discuss the latter, not the 
former. “Two patients receiving Timolol had 4 serious 
adverse events (emphysema in one patient; nausea, 
sweating and tachycardia in another) which were con-
sidered possibly related to the study drug.” ’425 pa-
tent, col. 7, ll. 46–49. None of these “serious adverse 
events” are those listed in the claim, or in the table of 
adverse events reported in the patent. ’425 patent at 
col. 7, ll. 24–38. They thus appear to, regardless of 
their magnitude, constitute a separate class of “seri-
ous adverse events.” 

The specification does, however, discuss 
“[i]ncreases from baseline in the severity of conjuncti-
val erythema and conjunctival follicles” and that these 
were statistically significantly lower with the combi-
nation as compared to the brimonidine only group. 
’425 patent at col. 7, l. 66–col. 8, l. 5. Thus, there is 
support in the specification for the fact that one 
skilled in the art would understand that adverse 
events may be reduced in both number of occurrences, 
as well as in the degree of the adverse event. 

Sandoz also cites to an extrinsic evidence diction-
ary definition of “incidence” from Stedman’s Medical 
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Dictionary as supporting its position. (Sandoz Respon-
sive Claim Construction Brief, Ex. 29.) That diction-
ary defines “incidence” as: “The extent or rate of oc-
currence, especially the number of new cases of a dis-
ease in a population over a period of time.” Sandoz 
particularly points to the language in the definition 
regarding “number of new cases” as supporting its po-
sition that a numerical qualifier should be added. 
However, this extrinsic evidence actually supports a 
broader interpretation of “incidence” that encom-
passes both severity or degree (extent) and numerical 
(rate) occurrence, and demonstrates that one skilled 
in the art would so understand the term. Such an in-
terpretation is consonant with common sense and ex-
perience as well—for example, a headache can be mild 
or incapacitating.  

Accordingly, the Court construes the term “reduces 
the incidence of” as “reduces the severity and/or rate 
of occurrence of.”  

g.   “a patient” 

Plaintiff’s Proposed 
Construction  

Defendants’ Proposed 
Construction  

“general class of persons 
to whom the patented 
compositions are di-
rected, i.e., a patient pop-
ulation”  

“one or more particular 
patients”  

(Joint Claim Construction and Prehearing Statement, 
Ex. A at 15.) The term appears in claim 1 of the ’425 
patent. 

i.   The parties’ positions 

Allergan again argues, as it did regarding the term 
“a person in need thereof,” that the term should be 
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construed as covering a patient population. In sup-
port, Allergan points to the specification and particu-
larly to the clinical trial extensively discussed therein. 
Allergan argues that this discussion highlights that 
the adverse events recited in the claims of the ’425 pa-
tent are among those that were analyzed during those 
clinical trials, and that the claimed combination of 
brimonidine and timolol resulted in a lower percent-
age of patients experiencing these adverse events.  

Sandoz agrees that a patient population is re-
quired, because the claim requires a comparison step. 
According to Sandoz, if the claims require a compari-
son step, they also require that a doctor generate com-
parative data for the brimonidine tartrate monother-
apy.  

Allergan responds that the claims do not require 
any actual comparison step and explains that, for cer-
tain adverse events, such a comparison would be im-
possible because once a patient develops an allergy to 
brimonidine, that compound can no longer be used to 
treat the patient.  

ii.   Analysis  

As an initial matter, the Court rejects the proposi-
tion that the ’425 patent claims require a separate 
comparison step, as suggested by Sandoz. Nothing in 
the claim itself, or the patent specification, requires a 
separate comparison step. The claim recites:  

A method of treating a patient with glaucoma 
or ocular hypertension comprising administer-
ing twice daily to an affected eye a single com-
position comprising 0.2% w/v brimonidine tar-
trate and 0.5% w/v timolol free base, wherein 
said method reduces the incidence or one or 
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more adverse events, as compared to the ad-
ministration of 0.2% w/v brimonidine tartrate 
monotherapy three times per day wherein the 
adverse event is selected from the group con-
sisting of conjunctival hyperemia, oral dryness, 
eye pruritis, allergic conjunctivitis, foreign 
body sensation, conjunctival folliculolis, and 
somnolence.  

The “wherein” clause begins after the method is 
fully defined by the claim. While both parties appear 
to agree that this clause defines an actual limitation 
on the claim, the claim does not define a multi-step 
process. Rather, the claimed method has a single step: 
administering the claimed composition twice daily to 
an affected eye. The “wherein” clause, much like the 
claim preamble discussed above, describes the out-
come of the claimed method—that there are lower in-
cidences of certain defined adverse events when the 
method is practiced. It thus informs the claimed 
method, but does not require a separate measurement 
step. The outcome is understood based on the clinical 
data presented in the patent. As Allergan explains, 
the results of that clinical data show that a lower per-
centage of patients taking the combination brimoni-
dine/timolol treatment twice daily experienced ad-
verse events than those taking brimonidine mono-
therapy three times a day.  

Turning to Sandoz’s contention that the term “pa-
tient” should be interpreted as “one or more particular 
patients,” the Court rejects that argument as well. 
First, Sandoz does not explain what is meant by “par-
ticular patients” and how the “one or more particular 
patients” are selected. Second, as this Court previ-
ously found, it is well understood that brimonidine 
0.2% causes a high rate of ocular allergy and that once 
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a patient develops such an allergy, brimonidine is no 
longer available as a treatment for the patient. Aller-
gan I, 818 F. Supp. 2d at 979. The adverse events re-
cited in claim 1 of the ’425 patent include at least two 
associated with brimonidine allergy, allergic conjunc-
tivitis and conjunctival folliculosis. These facts are un-
disputed by Sandoz. Thus, a particular patient devel-
oping one of these conditions could not be used to com-
pare the adverse events associated with thrice daily 
brimonidine monotherapy and twice daily combina-
tion therapy. In view of these facts, the only compari-
son that makes sense is as between patient popula-
tions taking different therapies. And as explained 
above, claim 1 itself requires no separate comparison 
step.  

For the reasons set forth above regarding the term 
“a person in need thereof,” the Court finds that one 
skilled in the art would understand the term “a pa-
tient” to refer to those persons with glaucoma or ocu-
lar hypertension. Accordingly, the Court adopts the 
plain and ordinary meaning of “a patient” and holds 
that such plain and ordinary meaning would be un-
derstood by a person of ordinary skill in the art to be 
a “general class of persons to whom the patented com-
positions are directed.” 

h.   Indefiniteness  

Sandoz argues that claims 1–8 of the ’425 patent 
are indefinite because they fail to inform one skilled 
in the art about the scope of the invention with rea-
sonable certainty. Sandoz’s argument consists of one 
page of attorney argument with no supporting expert 
testimony or other factual evidence and is insufficient 
to carry its burden of proving invalidity by clear and 
convincing evidence.  
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V. CONCLUSION 

The Court adopts the constructions set forth in this 
opinion for the disputed terms of the ’149, ’976, ’258 
and ’425 patents. Within thirty (30) days of the issu-
ance of this Memorandum Opinion and Order, the 
parties are hereby ORDERED, in good faith, to me-
diate this case with the mediator agreed upon by the 
parties. As a part of such mediation, each party shall 
appear by counsel and by at least one corporate officer 
possessing sufficient authority and control to unilat-
erally make binding decisions for the corporation ade-
quate to address any good faith offer or counteroffer of 
settlement that might arise during such mediation. 
Failure to do so shall be deemed by the Court as a fail-
ure to mediate in good faith and may subject that 
party to such sanctions as the Court deems appropri-
ate.  

So ORDERED and SIGNED this 29th day of 
March, 2016. 

                          FOR THE COURT 

         /s/ Rodney Gilstrap 
                         RODNEY GILSTRAP 

UNITED STATES     
DISTRICT JUDGE 
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IN THE UNITED STATES DISTRICT COURT 
FOR THE EASTERN DISTRICT OF TEXAS 

MARSHALL DIVISION 
 
 
ALLERGAN SALES, 
LLC,  

Plaintiff,  

v.  

SANDOZ INC., et al.,  

Defendants.  

 

ALLERGAN SALES, 
LLC,  
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v.  

SANDOZ INC., et al.,  

Defendants. 
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CASE NO. 2:12-cv-
207-JRG  

(LEAD CASE)  

 

 

 

 

 

CASE NO. 2:15-CV-
347-JRG 

 
 

FINDINGS OF FACT AND CONCLUSIONS 

OF LAW 

This is a case brought under the Hatch-Waxman 
Act that concerns Plaintiff Allergan Sales, LLC’s (“Al-
lergan”) Combigan® (brimonidine tartrate/timolol 
maleate ophthalmic solution 0.2%/0.5%) eye drops 
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(hereafter “Combigan®”) for topical use. Allergan is 
the holder of approved New Drug Application (“NDA”) 
No. 21-398 for Combigan®. (Dkt. No. 311 at 5.) Addi-
tionally, Allergan is the owner by assignment of the 
patents-in-suit: U.S. Patent Nos. 7,030,149 (the “’149 
patent”); 7,320,976 (the “’976 patent”); and 8,748,425 
(the “’425 patent”), which are listed in the FDA Or-
ange Book: Approved Drug Products with Therapeutic 
Equivalence Evaluations (“Orange Book”) for 
Combigan. (Id.) Defendant Sandoz, Inc. (“Sandoz”) 
filed its Abbreviated New Drug Application (“ANDA”) 
No. 91-087 with the U.S. Food & Drug Administration 
(“FDA”), and Defendants Alcon Laboratories, Inc. and 
Alcon Research, Ltd. (collectively, “Alcon”) filed their 
ANDA No. 91-574 with the FDA, both of which “seek[] 
to market generic versions of Allergan’s Combigan® 
product, which Allergan alleges is covered by the pa-
tents-in-suit.” (Id. at 4.) 

On April 13, 2012, Allergan sued Sandoz, Alcon, 
Falcon Pharmaceuticals, Ltd., Apotex Inc., Apotex 
Corp., and Watson Pharmaceuticals, Inc. (collectively 
“Allergan I Defendants”) alleging that the products 
proposed by the Allergan I Defendants’ respective AN-
DAs infringe the asserted claims of the U.S. Patent 
No. 8,133,890 (the “’890 patent”). (Dkt. No. 1.) On 
March 9, 2015, Allergan sued Sandoz alleging that the 
product proposed by Sandoz’s ANDA infringes the as-
serted claims of the patents-in-suit (in addition to cer-
tain other patents not presently in suit). (2:15-cv-347, 
Dkt. No. 1.) These two actions were subsequently con-
solidated. (Dkt. No. 220.) In October, the parties 
agreed to dismiss certain claims and counterclaims, 
leaving the claims between Allergan and Sandoz for 
infringement and invalidity as to the ’149, ’976, and 
’425 patents as the only remaining live claims. (See 
Dkt. No. 334; 2:09-cv-97, Dkt. No. 320.) The Court 
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held a three-day bench trial in this matter from Octo-
ber 25 through October 27, 2016. Presently before the 
Court are the parties’ post-trial proposed findings of 
fact and conclusions of law. (Dkt. Nos. 347, 348.) 

Pursuant to Rule 52 of the Federal Rules of Civil 
Procedure, the Court issues these Findings of Fact 
and Conclusions of Law. 

FINDINGS OF FACT 

I. THE PARTIES 

1.  Allergan is a limited liability company orga-
nized and existing under the laws of the State of Del-
aware, with a principal place of business at 2525 
Dupont Drive, Irvine, California 92612. 

2.  Sandoz is a Colorado corporation with its prin-
cipal place of business at 100 College Road West, 
Princeton, New Jersey 08540. 

II. THE ASSERTED PATENTS 

3.   This is a case filed under the Hatch-Waxman 
Act after Sandoz sought FDA approval to sell a ge-
neric version of Allergan’s Combigan® product. 

4.  The trial in this matter concerned three United 
States patents: the ’149, ’976, and ’425 patents. The 
patent claims asserted against Defendants were claim 
4 of the ’149 patent, claim 1 of the ’976 patent, and 
claims 1–8 of the ’425 patent (collectively, the “as-
serted claims”).1 

                                            
1 Three other United States Patents, Nos. 7,642,258, 8,133,890, 
and 8,354,409, were also originally part of this case.Prior to 
trial in this matter, Allergan, Sandoz, Alcon Laboratories, Inc., 
Alcon Research, Ltd., and Falcon Pharmaceuticals, Ltd. filed a 
stipulation of dismissal, dismissing the counts and counter-
claims relevant to those patents. (Dkt. 334.) 
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5.  The named inventors of the patents-in-suit are 
Chin-Ming Chang, Gary J. Beck, Cynthia C. Pratt, 
and Amy L. Batoosingh. (See PTX-1, PTX-3, PTX-11.) 

A. The ’149 Patent 

6.  The ’149 patent issued on April 18, 2006, and is 
titled “Combination of Brimonidine and Timolol for 
Topical Ophthalmic Use.” The application that issued 
as the ’149 patent was filed on April 19, 2002. (PTX-
1.) Allergan has asserted Claim 4 of the ’149 patent, 
which covers the improvement in the prior three times 
a day brimonidine monotherapy “without loss of effi-
cacy” whereby brimonidine is combined with timolol 
in twice daily dosing. (PTX-1 at 10:10–17.) 

7.  Claim 4 of the ’149 patent is reproduced below:  

A method of reducing the number of daily topi-
cal ophthalmic doses of brimondine [sic] admin-
istered topically to an eye of a person in need 
thereof for the treatment of glaucoma or ocular 
hypertension from 3 to 2 times a day without 
loss of efficacy, wherein the concentration of 
brimonidine is 0.2% by weight, said method 
comprising administering said 0.2% brimoni-
dine by weight and 0.5% timolol by weight in a 
single composition. 

8.  In its Claim Construction Opinion and Order, 
the Court held that the terms “% by weight” and “% . 
. . by weight” in claim 4 of the ’149 patent mean the 
“ratio of the weight of the ingredient in question di-
vided by the total volume of the solution, with this ra-
tio expressed as a percentage.” (Dkt. No. 241 at 7.) Ad-
ditionally, the phrase “without loss of efficacy” was 
construed to mean “without decrease in lowering in-
traocular pressure.” (Id. at 28.) 
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9.  The Court further construed “brimonidine” ac-
cording to its plain and ordinary meaning, “the chem-
ical compound brimonidine, including both its free 
base and salt forms.” (Id. at 17.) Similarly, the Court 
construed “timolol” according to its plain and ordinary 
meaning, “the chemical compound timolol including 
both its free base and salt forms.” (Id. at 20.) Allergan 
had proposed that “brimonidine” be construed to 
mean “brimonidine tartrate” and that “timolol” be 
construed to mean “timolol free base.” (Id. at 7, 17.) In 
connection with the constructions of these terms, the 
Court noted that previously in Allergan II “the Court 
found that Allergan had offered no compelling reason 
why one chemical compound, brimonidine, should be 
interpreted as limited to a particular brimonidine 
salt, while another chemical compound, timolol, 
should be interpreted as ‘timolol free base.’ The de-
scription of both compounds in the specification and 
usage in the claims was substantially similar, and the 
Court could discern no clear reason why the two com-
pounds should be construed in such different man-
ners.” (Id. at 16.) The Court further stated that 
“[t]hese reasons are equally applicable here.” (Id.) 

B. The ’976 Patent 

10.  The ’976 patent issued on January 22, 2008, 
and is titled “Combination of Brimonidine and Timolol 
for Topical Ophthalmic Use.” The ’976 patent claims 
priority to U.S. Patent Application No. 10/126,790, 
which was filed on April 19, 2002. (PTX-3.) The ’976 
patent has one claim to a method of treating glaucoma 
or ocular hypertension with a therapeutically effective 
amount of a fixed combination containing 0.2% 
brimonidine tartrate and 0.5% timolol administered 
twice a day. (PTX-3 at 10:13-19.) 

11.  Claim 1 of the ’976 patent is reproduced below: 
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A method of treating glaucoma or ocular hyper-
tension which comprises topically administer-
ing a therapeutically effective amount of a sin-
gle composition comprising brimonidine at a 
concentration of about 0.2% by weight and tim-
olol at a concentration of about 0.5% by weight 
in a pharmaceutically acceptable carrier 
thereof, to the affected eye, wherein said com-
position is administered twice a day. 

12.  The Court’s constructions regarding “% by 
weight,” “brimonidine,” and “timolol,” noted above, 
also apply to the ’976 patent. 

C. The ’425 Patent 

13.  The ’425 patent issued on June 10, 2014, and 
is titled “Combination of Brimonidine and Timolol for 
Topical Ophthalmic Use.” (PTX-11.) The ’425 patent 
claims priority to U.S. Patent Application No. 
10/126,790, which was filed on April 19, 2002. (PTX- 
11.) The ’425 patent contains eight claims. Claim 1 re-
cites a method of administering a fixed combination 
containing 0.2% brimonidine tartrate and 0.5% tim-
olol free base administered twice a day, where the 
method reduces the incidence of certain adverse 
events compared to administration of three times a 
day 0.2% brimonidine tartrate monotherapy. (PTX-11 
at 9:8–18.) Claims 2–8 each depend from claim 1, and 
each covers the reduction of a specific adverse event: 
conjunctival hyperemia (claim 2), oral dryness (claim 
3), eye pruritis (claim 4), allergic conjunctivitis (claim 
5), foreign body sensation (claim 6), conjunctival fol-
liculosis (claim 7), and somnolence (claim 8). (PTX-11 
at 9:19–32.)  

14.  Claims 1–8 of the ’425 patent are reproduced 
below: 
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1. A method of treating a patient with glau-
coma or ocular hypertension comprising admin-
istering twice daily to an affected eye a single 
composition comprising 0.2% w/v brimonidine 
tartrate and 0.5% w/v timolol free base, 
wherein said method reduces the incidence of 
one or more adverse events, as compared to the 
administration of 0.2% w/v brimonidine tar-
trate monotherapy three times per day wherein 
the adverse event is selected from the group 
consisting of conjunctival hyperemia, oral dry-
ness, eye pruritus, allergic conjunctivitis, for-
eign body sensation, conjunctival folliculosis, 
and somnolence. 

2. The method of claim 1, wherein the ad-
verse event is conjunctival hyperemia. 

3. The method of claim 1, wherein the ad-
verse event is oral dryness. 

4. The method of claim 1, wherein the ad-
verse event is eye pruritus. 

5. The method of claim 1, wherein the ad-
verse event is allergic conjunctivitis. 

6. The method of claim 1, wherein the ad-
verse event is foreign body sensation. 

7. The method of claim 1, wherein the ad-
verse event is conjunctival folliculosis. 

8. The method of claim 1, wherein the ad-
verse event is somnolence. 

15.  In its Claim Construction Opinion and Order, 
the Court found that the term “% . . . (w/v)” means the 
“ratio of the weight of the ingredient in question di-
vided by the total volume of the solution, with this ra-
tio expressed as a percentage.” (Dkt. No. 241 at 7.) 



62a 
 

 

 

 

16.  The Court further construed “brimonidine tar-
trate” and “timolol free base” according to their plain 
and ordinary meanings, including both free base and 
salt forms. (Id. at 17, 20.) Also, the phrase “reduces 
the incidence of” means “reduces the severity and/or 
rate of occurrence of.” (Id. at 33.) 

D. The Specification of the Patents-In-Suit 

17.  The ’149, ’976, and ’425 patents share a com-
mon specification. The patent specification includes 
two examples. Example I describes a representative 
fixed composition of 0.2% brimonidine and 0.5% tim-
olol for use in the asserted method claims. (See, e.g., 
PTX-1 at 3:38-65.) Example II describes a clinical 
study comparing the safety and efficacy of a 0.2% 
brimonidine/0.5% timolol fixed combination, 0.2% 
brimonidine monotherapy administered three times 
per day, and 0.5% timolol monotherapy administered 
twice per day. (See, e.g., PTX-1 at 4:6-9:8.) Example II 
includes a clinical study protocol, data comparing the 
efficacy of the fixed combination to brimonidine mon-
otherapy, and data comparing the incidence of certain 
adverse events in patients taking the fixed combina-
tion to those taking brimonidine monotherapy. (Id.) 

 

III. BACKGROUND 

18.  In 2007, the United States Food and Drug Ad-
ministration (“FDA”) approved Allergan’s New Drug 
Application (“NDA”) for Combigan®, a “fixed combi-
nation” product for lowering intraocular pressure in 
glaucoma and ocular hypertension patients. (Dkt. No. 
314 at 2.) Allergan has at least six patents that alleg-
edly cover Combigan® and methods of its administra-
tion: the ’149, ’976, ’425, and ’890 patents, in addition 
to U.S. Patent Nos. 7,642,258 (the “’258 patent”) and 
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8,354,409 (the “’409 patent”). (Id.) These patents are 
listed in the FDA’s “Orange Book.” (Id.) 

A. History of the Litigation and Procedural 
Posture 

1. Allergan I 

19.  On or about February 23, 2009, Allergan re-
ceived a Paragraph IV letter from Sandoz regarding 
the ’149 and ’976 patents. (C.A. No. 2:09-cv-097, Dkt. 
No. 1 at ¶ 15.) The letter indicated that Sandoz had 
submitted ANDA No. 91-087 for the purpose of obtain-
ing approval to commercially manufacture, use, offer 
for sale, or sell a generic version of Combigan® prior 
to the expiration of the ’149 and ’976 patents. (Id.) 

20.  On April 7, 2009, Allergan filed a Complaint 
for infringement of the ’149 and ’976 patents against 
Sandoz, alleging that the filing of ANDA No. 91-087 
constituted an act of infringement of the ’149 and ’976 
patents. (C.A. No. 2:09-cv-097, Dkt. No. 1.) (“Allergan 
I”). On November 9, 2009, Allergan filed an Amended 
Complaint to add allegations of infringement of U.S. 
Patent No. 7,323,463 (“the ’463 patent”). (C.A. No. 
2:09-cv-097, Dkt. No. 37.) On March 19, 2010, Aller-
gan filed a Second Amended Complaint against 
Sandoz to additionally assert the ’258 patent. (C.A. 
No. 2:09-cv-097, Dkt. No. 80.) 

21.  On or about September 29, 2009, Allergan re-
ceived a Paragraph IV letter from Alcon regarding the 
’149, ’976, and ’463 patents. The letter indicated that 
Alcon had submitted ANDA No. 91-574 for the pur-
pose of obtaining approval to commercially manufac-
ture, use, offer for sale, or sell a generic version of 
Combigan® prior to the expiration of the ’149, ’976, 
and ’463 patents. 



64a 
 

 

 

 

22.  On November 6, 2009, Allergan filed a Com-
plaint for infringement of the ’149, ’976, and ’463 pa-
tents against Alcon, alleging that the filing of ANDA 
No. 91-574 constituted an act of infringement of the 
’149, ’976, and ’463 patents. (C.A. No. 2:09-cv-348, 
Dkt. No. 1.) On April 28, 2010, Allergan filed an 
Amended Complaint against Alcon to additionally as-
sert the ’258 patent. 

23.  C.A. No. 2:09-cv-097 and C.A. No. 2:09-cv-348 
were consolidated, along with other Hatch-Waxman 
actions Allergan had filed against other generic phar-
maceutical companies relating to Combigan®, for pre-
trial and trial purposes. 

24.  The Court granted Sandoz’s motion for sum-
mary judgment of non-infringement of claims 1–3 of 
the ’149 patent, finding that Sandoz’s proposed prod-
uct was not covered by those claims. Allergan, Inc. v. 
Sandoz Inc., 818 F. Supp. 2d 974, 982 (E.D. Tex. 2011). 

25.  Sandoz did not dispute that its proposed 
ANDA product infringed claim 4 of the ’149 patent 
and claim 1 of the ’976 patent. On August 2, 2011, 
Sandoz entered into a stipulation that its proposed 
product described in ANDA No. 91-087 meets all of the 
limitations of claim 4 of the ’149 patent and claim 1 of 
the ’976 patent. (C.A. No. 2:09-cv-097, Dkt. No. 234.) 

26.  The Court held a four-day bench trial on the 
validity of the ’149, ’976, ’258, and ’463 patents on Au-
gust 2, 2011 through August 5, 2011. The Court sub-
sequently found that the Allergan I Defendants in-
fringed, among other claims, claim 4 of the ’149 patent 
and claim 1 of the ’976 patent, that the asserted 
claims were not invalid, and enjoined the Allergan I 
Defendants from selling their generic products. (C.A. 
No. 2:09-cv-097, Dkt. No. 262.) 
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27.  The Allergan I Defendants appealed the 
Court’s decision of no invalidity in the Allergan I case 
to the United States Court of Appeals for the Federal 
Circuit. 

28.  On May 1, 2013, the Federal Circuit issued its 
opinion in the Allergan I case. Allergan, Inc. v. Sandoz 
Inc., 726 F.3d 1286 (Fed. Cir. 2013) (PTX-246). The 
Federal Circuit held that claim 4 of the ’149 patent 
was not invalid as obvious. Id. at 1294. In making that 
determination, the Federal Circuit noted that the 
“record firmly establishes that when brimonidine is 
dosed twice per day as opposed to three times per day, 
there is a loss of efficacy in the afternoon—the so 
called, afternoon trough.” Id. The Federal Circuit con-
cluded that the Allergan I Defendants “failed to point 
to evidence in the prior art that would allow us to con-
clude that the addition of timolol to brimonidine dosed 
twice per day would eliminate the afternoon trough 
issue.” Id. The prior art relied on by the Allergan I De-
fendants before the Federal Circuit included the De-
Santis (DTX-1051), Timmermans (DTX-1150), Lars-
son (DTX- 1121), Clineschmidt (DTX-1169), and 
Airaksinen (DTX-1331) references—the same refer-
ences Sandoz relies on for its obviousness arguments 
here. Id. at 1289–90. 

29.  The Federal Circuit further considered serial 
administration, also referred to as adjunctive or con-
comitant administration, of brimonidine and timolol 
dosed twice per day as prior art to claim 4 of the ’149 
patent. The Federal Circuit held that “while it is true 
that the prior art shows concomitant administration 
of brimonidine and timolol was dosed twice per day, 
this art does not show that there was no loss of efficacy 
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associated with that treatment, let alone an elimina-
tion of the afternoon trough” and found that claim 4 
was not invalid over this art. Id. at 1294. 

30.  The Federal Circuit in the Allergan I case also 
considered unexpected results, in particular the dis-
trict court’s finding that there was increased efficacy 
and reduction in side effects from the administration 
of Combigan® compared to brimonidine administered 
three times per day. Id. at 1293. The Federal Circuit 
accepted the district court’s factual findings regarding 
the existence of these secondary factors. Id. Further, 
the Federal Circuit agreed that it was unexpected that 
Combigan® dosed twice per day did not show a loss of 
efficacy as compared to brimonidine 0.2% adminis-
tered three times per day. Id. The Federal Circuit did 
not find these unexpected results to be meaningful its 
analysis of the formulation claims of the ’463 patent, 
which covered only a fixed combination of 0.2% 
brimonidine and 0.5% timolol in a single composition. 
Id. As a result, the Federal Circuit found that the 
claims of the ’463 patent were obvious. Id. However, 
the Federal Circuit also held that “the unexpected 
benefits of twice a day dosing of the combination for-
mula are relevant to Sandoz’s attack on the validity of 
the method claims,” and based in part on those unex-
pected results, found that claim 4 of the ’149 patent 
was not obvious. Id. at 1293–94. 

31.  Because the ’149, ’976, and ’258 patents expire 
on the same day, April 19, 2022, the Federal Circuit 
found it unnecessary to address the claims of the ’976 
and ’258 patents after concluding that claim 4 of the 
’149 patent was not invalid. Id. at 1294 n.2. 

32.  The Allergan I Defendants subsequently peti-
tioned the Federal Circuit for rehearing en banc, and 
filed a writ of certiorari with the U.S. Supreme Court, 
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which were both denied. Sandoz Inc. v. Allergan, Inc., 
134 S. Ct. 1764 (2014).  

2. Sandoz’s Subsequent Attempts to 
Challenge the Validity of the Pa-
tents-In-Suit 

33.  While the appeal in Allergan I was pending, 
the Allergan I Defendants moved to modify the 
Court’s injunction order under Fed. R. Civ. P. 60(b), 
arguing that they had modified their ANDA, and that 
their proposed product would no longer infringe claim 
4 of the ’149 patent. (C.A. No. 2:09-cv-097, Dkt. No. 
280.) The Court denied the Allergan I Defendants’ mo-
tion, and the Federal Circuit affirmed that denial 
without opinion. (C.A. No. 2:09-cv-097, Dkt. No. 308; 
C.A. No. 2:09-cv-097, Dkt. No. 316.) 

34.  Sandoz’s entire amendment to its ANDA No. 
91-0872 is the deletion of two words, “glaucoma or” 
throughout its proposed package insert. An example 
of that change to Sandoz’s proposed package insert is 
as follows, from the indications and usage section: 

----------INDICATIONS AND USAGE-------------- 

Brimonidine tartrate and timolol maleate oph-
thalmic solution in an alpha adrenergic recep-
tor agonist with a beta adrenergic receptor in-
hibitor indicated for the reduction of elevated 
intraocular pressure (IPO) in patients with 
glaucoma or ocular hypertension who require 
adjunctive or replacement therapy due to inad-
equately controlled IOP; the IOP-lowering of 

                                            
2 In approximately 2011, Sandoz and Alcon merged their sepa-
rate ANDAs into ANDA No. 91-087. (Trial Tr., Day 1 PM at 
122:5-8 (Herrick); Dkt. 311 at 17.) 
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brimonidine tartrate and timolol maleate oph-
thalmic solution dosed twice a day was slightly 
less than that seen with the concomitant ad-
ministration of timolol maleate ophthalmic so-
lution, 0.5% dosed twice a day and brimonidine 
tartrate ophthalmic solution, 0.2% dozes three 
times per day. (1) 

(PTX-016A at SDZ(33)0003360.) Sandoz also made 
that same change to other portions of its package in-
sert, including the clinical data section. (See PTX-
016A at SDZ(33)0003371.) Despite removing “glau-
coma” from its package insert, Sandoz confirmed that 
the clinical data listed on their label as to both efficacy 
and side effects is the same as on the Combigan® la-
bel, and was taken from clinical trials on patients with 
both glaucoma and ocular hypertension. (Trial Tr., 
Day 2 AM at 47:21-50:13 (Tanna).) 

35.  Sandoz’s witnesses and its counsel confirmed 
that the composition and chemistry of its proposed 
ANDA product is identical to the product litigated in 
Allergan I. (See, e.g., Trial Tr., Day 2 AM at 39:8-11 
(Tanna); Dkt. 293, Ex. 2 at 28:1-8, 30:22-31:9.) 

3. Allergan II 

36.  In March 2012, while Allergan I was still pend-
ing in this Court, the ’890 patent issued. (Dkt. No. 1 ¶ 
23.) Allergan filed an additional action alleging that 
Sandoz’s ANDA and proposed product described 
therein infringed the ’890 patent (“Allergan II”). (Dkt. 
No. 1.) On March 15, 2013, Sandoz amended its plead-
ings to add counterclaims for non-infringement and 
invalidity of the ’409 patent, which had later issued, 
to those for non-infringement and invalidity of the 
’890 patent. (Dkt. No. 314 at 4.) 
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37.  The Allergan II case was set for trial in Janu-
ary 2014, but trial in that matter was stayed in De-
cember 2013 pending the appeal of Sandoz’s Rule 60 
motion in the Allergan I case. (Dkt. No. 311 at 7.) 

4. Allergan III 

38.  On or about January 23, 2015, Allergan re-
ceived a Paragraph IV letter from Sandoz regarding 
the ’149, ’976, ’258 and ’425 patents. On March 9, 
2015, Allergan filed a Complaint for infringement of 
the ’149, ’976, ’258 and ’425 patents against Sandoz, 
alleging that the proposed generic product described 
in ANDA No. 91-087, as amended, infringed those pa-
tents. (C.A. No. 2:15-cv-347, Dkt. No. 1.) That action 
was consolidated with Allergan II. (Dkt. 220.) The 
’890, ’409, and ’258 patents were subsequently dis-
missed by stipulation prior to trial. (Dkt. Nos. 311, 
334.) 

39.  The Court held a bench trial from October 25, 
2016 through October 27, 2016 on infringement and 
validity of claim 4 of the ’149 patent, claim 1 of the 
’976 patent, and claims 1– 8 of the ’425 patent. 

B. Background of the Technology 

1. Elevated Intraocular Pressure 

40.  Intraocular pressure (“IOP”), the pressure in-
side the eye, is what allows the eyeball to keep its 
shape. (Trial Tr., Day 1 PM at 27:4–28:7 (Noecker).) 
In a normal eye, intraocular pressure is between ap-
proximately 10 and 22 millimeters of mercury 
(mmHg). (Id.) However, when intraocular pressure be-
comes too high, that elevated intraocular pressure can 
potentially cause damage to the optic nerve, leading 
to the death of nerve cells and corresponding vision 
loss. (Trial Tr., Day 1 PM at 28:18–29:25 (Noecker), 
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Trial Tr., Day 1 PM at 147:19–24 (Tanna).) When a 
patient has elevated intraocular pressure without de-
tectable damage to the optic nerve, they are generally 
diagnosed as having ocular hypertension. (Trial Tr., 
Day 1 PM at 30:13–31:2 (Noecker); see also Trial Tr., 
Day 2 PM at 147:9-–48:8 (Tanna).) Once damage to 
the optic nerve is detected, the patient is typically di-
agnosed as having glaucoma. (Trial Tr., Day 1 PM at 
28:18–29:25 (Noecker), Trial Tr., Day 1 PM at 147:9–
148:4 (Tanna).) 

41.  Determining whether a patient has ocular hy-
pertension or glaucoma is often difficult, as it can be 
challenging to determine when the optic nerve has 
suffered damage. (Trial Tr., Day 1 PM at 30:13–31:2 
(Noecker).) Clinicians may suspect that a patient is 
suffering from damage to the optic nerve, yet be una-
ble to know it with certainty. (Id.; Trial Tr., Day 1 PM 
at 149:18–150:3 (Tanna).) 

42.  While ocular hypertension is a major risk fac-
tor for glaucoma development, the majority of patients 
with ocular hypertension never develop the damage to 
the optic nerve that defines glaucoma. (Trial Tr., Day 
1 PM at 148:6–22 (Tanna).) For this reason, patients 
withocular hypertension and those with glaucoma 
comprise different patient populations. (Trial Tr., Day 
1 PM at 31:3–10 (Noecker).) However, while the treat-
ment of patients with ocular hypertension may differ 
from the treatment of those with glaucoma, the first 
line therapy for both ocular hypertension and glau-
coma is to reduce eye pressure through administra-
tion of eye drops. (Trial Tr., Day 1 PM at 31:3–10, 
32:18–33:7 (Noecker).) Patients with greater intraoc-
ular pressure, however, may require laser or surgical 
procedures. (Trial Tr., Day 1 PM at 33:2-7 (Noecker).) 
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43.  The United States Food & Drug Administra-
tion (“FDA”) treats glaucoma and ocular hypertension 
in the same way with respect to approval of drugs to 
treat those disease states. (Trial Tr., Day 1 AM at 
38:8–39:4 (Batoosingh) (stating that FDA requires 
data to be separated by “key demographic subpopula-
tions,” such as age, race, sex, and iris color, but has 
not ever asked for separate analysis of glaucoma and 
ocular hypertension patients).) All glaucoma and ocu-
lar hypertension drugs are approved to lower IOP. 
(Trial Tr., Day 2 PM at 35:7–9 (Samples).) As all of the 
clinical experts in this case agreed, there are no IOP-
lowering drugs approved only for the treatment of 
glaucoma and not ocular hypertension. (Trial Tr., Day 
2 PM at 35:10–17 (Samples); Day 2 AM at 30:5-14 
(Tanna); Day 1 PM at 34:16–23 (Noecker).) There are 
also no IOP-lowering drugs approved only for the 
treatment of ocular hypertension and not glaucoma. 
(Id.) 

2. Fixed Combination Drugs  
Generally 

44.  A fixed combination formulation is a combina-
tion of two different drugs in a single formulation 
within a single bottle. (Trial Tr., Day 1 AM at 39:22–
40:1 (Batoosingh).) 

45.  Historically, the FDA has approved very few 
fixed combination drugs. As of 2001, before the filing 
of the patents related to Combigan®, there was only 
one marketed, FDAapproved fixed combination—
Cosopt®. (Trial Tr., Day 2 PM at 126:7–11 (Noecker); 
Trial Tr., Day 1 AM at 46:10–19 (Batoosingh).) More-
over, the FDA has repeatedly expressed skepticism 
about fixed combination products and has set a high 
bar for approval. See, e.g., 21 C.F.R. § 300.50 (setting 
forth requirements for approval of fixed combination 
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drugs). Even today, there are only three fixed combi-
nation glaucoma products currently approved and 
sold for glaucoma treatment in the United States—
Cosopt®, Simbrinza®, and the product at issue in this 
litigation, Combigan®. (Trial Tr., Day 1 PM at 34:4-–
5 (Noecker).) 

46.  Prior to the development of Combigan®, Aller-
gan had also experienced failures in developing fixed 
combination drugs. In particular, Allergan had at-
tempted to develop two separate fixed combinations 
using its beta-blocker, levobunolol (which is sold un-
der the trade name Betagan®), with two other glau-
coma medications, pilocarpine and Propine. (Trial Tr., 
Day 1 AM at 41:13–23 (Batoosingh).) As Ms. Ba-
toosingh explained, development of the Betagan® and 
pilocarpine fixed combination was halted after the 
clinical development group had estimated that there 
was only a 30% probability that the combination 
would be more efficacious than either agent alone. 
(PTX-194-0003 (“Clinical research determined a 30% 
probability of success to show clinically that the com-
bination more efficacious than either component 
alone.”); Trial Tr., Day 1 AM at 44:7-19 (Batoosingh) 
(“[T]he chance of being able to see that one plus one 
equals two was very, very low and that one plus one 
may not even equal one. Had about a 30 percent prob-
ability that we would be able to do better than that.”).) 

47.  With respect to the Betagan® and Propine 
combination, Allergan was never able to get it FDA 
approved and on the market in the United States. 
(Trial Tr., Day 1 AM at 45:20– 25 (Batoosingh) (ex-
plaining that Betagan®/Propine did not get approved 
“[b]ecause the benefit of putting the two drugs in the 
– in the same bottle did not outweigh the risk”).) As is 
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evidenced by the fact that only three fixed combina-
tion products have been FDA approved in the past 20 
years, Allergan’s competitors also had similar chal-
lenges. (Trial Tr., Day 1 AM at 45:2–4 (Batoosingh).) 

3. The Development of Alphagan® and 
Timoptic® 

48.  The patents-in-suit are directed to the fixed 
combination of two active ingredients: (1) brimoni-
dine, and (2) timolol, for the targeted lowering of IOP 
in patients with glaucoma or ocular hypertension. 
(Trial Tr., Day 1 PM 40:21–41:9 (Noecker).) Prior to 
their combination in Combigan®, however, both 
brimonidine and timolol had been marketed sepa-
rately as Alphagan® and Timoptic®, respectively. 

a. Alphagan® 

49.  Brimonidine tartrate 0.2%, which was mar-
keted by Allergan as Alphagan®, was developed by Al-
lergan as a new glaucoma medication in the late 1980s 
and early 1990s. (Trial Tr., Day 1 AM at 50:23-51:5, 
54:15-55:20 (Batoosingh).) Brimonidine is an alpha2 
adrenergic agonist that lowers IOP in glaucoma pa-
tients by reducing fluid production in the eye while 
also increasing outflow of that fluid from the eye. 
(Trial Tr., Day 1 AM at 50:15-20 (Batoosingh).) The 
FDA approved Alphagan® in 1996. (Trial Tr., Day 1 
AM at 50:23-51:5 (Batoosingh); Trial Tr., Day 1 PM at 
152:1-3 (Tanna).) 

50.  Unlike many glaucoma medications, which are 
dosed twice daily (once in the morning and once in the 
evening, i.e., “BID”), the FDA only approved Al-
phagan® for dosing three times daily (i.e., “TID”) due 
to lower efficacy of the drug with less frequent dosing. 
(Trial Tr., Day 1 AM at 51:8–24, 54:19–55:5, 56:2–15 
(Batoosingh).) As explained further below, twice-daily 
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dosing with Alphagan® 0.2% results in an approxi-
mately 3.25 mmHg higher IOP in the afternoon than 
three times daily. (Trial Tr., Day 1 AM at 51:8–24 (Ba-
toosingh); PTX-291- 0122.) Brimonidine’s loss of effi-
cacy in the afternoon, about 7–9 hours post-dosing, 
was referred to at trial as the “afternoon trough.” 
(Trial Tr., Day 1 AM at 67:16–68:9 (Batoosingh).) Al-
lergan attempted to secure FDA approval for Al-
phagan® as a twice-daily drug but was unable to do 
so. (Trial Tr., Day 1 AM at 51:8–13 (Batoosingh); Trial 
Tr., Day 2 PM at 128:15–17 (Noecker).) 

51.  Certain adverse side-effects limited the utility 
of Alphagan®. (Trial Tr., Day 1 AM at 57:21–23, 
58:19–59:2 (Batoosingh); Trial Tr., Day 2 PM at 137:5-
19 (Noecker); PTX- 147-0009.) Specifically, brimoni-
dine 0.2% was found to cause a high rate of ocular al-
lergy, which led many patients to discontinue using 
the drug. (Trial Tr., Day 1 AM at 58:19-59:3 (Ba-
toosingh); Trial Tr., Day 2 PM at 137:5–19 (Noecker).) 
Once a patient develops an allergy to brimonidine, 
brimonidine is no longer available as a treatment op-
tion for that patient. (Trial Tr., Day 2 PM at 138:12–
19 (Noecker).) Additionally, brimonidine was also 
known to cause systemic side effects, including som-
nolence and dry mouth. (Trial Tr., Day 1 PM at 58:24–
59:15 (Noecker); Trial Tr., Day 2 AM at 129:6-130:7; 
131:14-18 (Samples); PTX-13A at 
AGN_COMBI0007632; PTX-034-0012; PTX-070-
0007.) The high incidence of these various side effects 
in patients treated with brimonidine monotherapy is 
reported throughout the literature. (See, e.g. PTX-
034-0012; PTX-070-0005-7.) 

b.   Timoptic® 

52.  Timolol, a beta-blocker, was developed by 
Merck in the 1970s. The FDA first approved it as a 
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treatment for glaucoma in 1978, and it was sold under 
the brand name Timoptic®. (Trial Tr., Day 1 AM at 
47:3–20 (Batoosingh).) Timoptic® is identified in its 
label as containing 0.5% timolol (6.8 mg/mL of timolol 
maleate). (PTX 146-0001.) Timoptic® is typically pre-
scribed either once or twice daily. (Trial Tr., Day 1 AM 
at 48:18-21 (Batoosingh); PTX-146-0006.) Timoptic® 
lowers IOP by suppressing aqueous humor produc-
tion. (Trial Tr., Day 1 AM at 47:7-11 (Batoosingh).) 
Since its approval in 1978, Timoptic® has been the 
“gold standard” to which the FDA compares all other 
new glaucoma medications. (Trial Tr., Day 1 PM at 
151:19–21 (Tanna).) 

c.   Concomitant Administration of   Al-
phagan® and Timoptic® 

53. Both Dr. Tanna and Dr. Noecker testified that 
prior to the development and approval of Combigan® 
they would prescribe brimonidine and timolol dosed 
two times per day concomitantly to patients. (Trial 
Tr., Day 1 PM at 154:7–16 (Tanna); Trial Tr., Day 3 
AM 21:12- 22:2 (Noecker).) Indeed, the ’149 patent 
states in the “Background of the Invention” that com-
binations of brimonidine and timolol were available 
for separate use in the ophthalmic art and were com-
bined in serial application to treat glaucoma. (PTX11 
at 1:7–12.) Further, the Federal Circuit has recog-
nized that “[a]t the time of the invention, it was known 
that the serial administration of brimonidine and tim-
olol reduced intraocular pressure greater than either 
timolol or brimonidine alone. Moreover, [prior art] ex-
pressly provided a motivation to formulate fixed com-
binations of alpha2-agonists [such as brimonidine] 
and beta blockers, including timolol, in order to in-
crease patient compliance.” Allergan, 726 F.3d at 
1291. 
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54.  Concomitant dosing requires a waiting period 
of about two to five minutes between the doses, and 
oftentimes people forget to use the second medication; 
thus, such treatment regimens often suffer from pa-
tient compliance issues. (Trial Tr., Day 1 PM at 156:2– 
14 (Tanna).) Concomitant and serial are both terms 
referring to administering two different drugs in sep-
arate bottles to a single patient. (Trial Tr., Day 1 PM 
at 155:13–23 (Tanna).) 4. Brimonidine Exhibits Re-
duced Efficacy When Dosed Twice Per Day 

55.  As Ms. Batoosingh, the clinical lead for Aller-
gan and an inventor on the patents-in-suit explained 
at trial, reducing the dose frequency of brimonidine to 
twice per day from three times per day would be ex-
pected to result in reduced IOP-lowering efficacy. 
(Trial Tr., Day 1 AM at 67:16–69:3 (Batoosingh); id. at 
71:7–18) standard” to which the FDA compares all 
other new glaucoma medications. (Trial Tr., Day 1 PM 
at 151:19–21 (Tanna).) 

c.   Concomitant Administration of   Al-
phagan® and Timoptic® 

53.  Both Dr. Tanna and Dr. Noecker testified that 
prior to the development and approval of Combigan® 
they would prescribe brimonidine and timolol dosed 
two times per day concomitantly to patients. (Trial 
Tr., Day 1 PM at 154:7–16 (Tanna); Trial Tr., Day 3 
AM 21:12- 22:2 (Noecker).) Indeed, the ’149 patent 
states in the “Background of the Invention” that com-
binations of brimonidine and timolol were available 
for separate use in the ophthalmic art and were com-
bined in serial application to treat glaucoma. (PTX11 
at 1:7–12.) Further, the Federal Circuit has recog-
nized that “[a]t the time of the invention, it was known 
that the serial administration of brimonidine and tim-
olol reduced intraocular pressure greater than either 
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timolol or brimonidine alone. Moreover, [prior art] ex-
pressly provided a motivation to formulate fixed com-
binations of alpha2-agonists [such as brimonidine] 
and beta blockers, including timolol, in order to in-
crease patient compliance.” Allergan, 726 F.3d at 
1291. 

54.  Concomitant dosing requires a waiting period 
of about two to five minutes between the doses, and 
oftentimes people forget to use the second medication; 
thus, such treatment regimens often suffer from pa-
tient compliance issues. (Trial Tr., Day 1 PM at 156:2–
14 (Tanna).) Concomitant and serial are both terms 
referring to administering two different drugs in sep-
arate bottles to a single patient. (Trial Tr., Day 1 PM 
at 155:13–23 (Tanna).)  

4.  Brimonidine Exhibits Reduced        
Efficacy When Dosed Twice Per 
Day 

55.  As Ms. Batoosingh, the clinical lead for Aller-
gan and an inventor on the patentsin-suit explained 
at trial, reducing the dose frequency of brimonidine to 
twice per day from three times per day would be ex-
pected to result in reduced IOP-lowering efficacy. 
(Trial Tr., Day 1 AM at 67:16–69:3 (Batoosingh); id. at 
71:7–18) 

56.  The reason for that expectation was that those 
of skill in the art, including Ms. Batoosingh and others 
at Allergan, knew that there was a significant differ-
ence in the IOPlowering effect of brimonidine dosed 
twice daily compared to brimonidine dosed three 
times daily. (Trial Tr., Day 1 AM at 54:19–55:2 (Ba-
toosingh); PTX-291-0122.) In support of its NDA for 
Alphagan®, Allergan submitted, among other things, 
clinical study A342-119-7831, which compared the 
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IOP lowering effect of twice-daily dosed brimonidine 
with three times daily dosed brimonidine. (PTX-291.) 
That study showed that at hour nine, two hours after 
the three times daily (“TID” in the graph below) group 
received their second dose of brimonidine and nine 
hours after the first (and only) dose of brimonidine 
was administered to the twice daily (“BID” in the 
graph below) group, there was approximately a 3.25 
mmHg difference in IOP lowering effect between the 
two groups: 

 
 
(PTX-291-0122; see also PTX-291-0062-63 (showing 
that the mean change in IOP was -2.07 for the twice 
daily group and -5.31 for the three times daily group 
at hour 9, a difference that was statistically signifi-
cant with a p value of <0.001).) That 3.25 mmHg dif-
ference between the twice daily and three times daily 
groups was both statistically significant, and was a 
significant difference from a patient health perspec-
tive. (Trial Tr., Day 1 AM at 54:19–55:2 (Batoosingh).) 

57.  The inventors did not believe that the addition 
of timolol in the Combigan® formulation would make 
up the more than 3 mmHg loss of efficacy that was the 
result of reducing the dosing of brimonidine from 
three to two times per day: 
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Q. And was that result expected by you and your 
team when you began the clinical trial? 

A. No, it was not. 

Q. And why not? 

A. Because we didn’t expect timolol’s efficacy could 
be able to demonstrate an additional 3-1/4 millime-
ter of IOP-lowering on top of Alphagan to be able 
to close that gap. 

(Trial Tr., Day 1 AM at 78:6–12 (Batoosingh).) 

58.  Moreover, the prior art showed that timolol did 
not add enough IOP-lowering efficacy to make up for 
the more than 3 mmHg loss of efficacy caused by re-
ducing the dosing frequency of brimonidine. (Trial Tr., 
Day 1 AM at 69:5–13 (Batoosingh) (“Now, did the pro-
spect of combining brimonidine and timolol – we 
heard in opening that that, of course, everybody knew 
that would fill that efficacy gap. Did you – did you be-
lieve that combining it with timolol would fill that ef-
ficacy gap? A. No. The Phase 3 trials that we con-
ducted with Alphagan showed that the peak effect of 
both drugs was the same. So there was no belief that 
we would be able to increase the effect versus Al-
phagan just by having timolol on board.”).) 

59. Instead, the Larsson reference, one of the 
pieces of prior art relied on by Sandoz here, showed 
that when added to brimonidine, timolol added only 
1.7 mmHg of additional IOP lowering in the after-
noon. (DTX-1121 at 494, Table 2; Trial Tr., Day 2 AM 
at 59:1–60:10 (Tanna).) Additionally, Clineschmidt, 
another prior art reference relied on by Sandoz, which 
relates to the fixed combination of dorzolamide and 
timolol (marketed as Cosopt®), showed that in the 
morning, at the peak effect of timolol, the addition of 
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timolol added only 1.2 to 2.4 mmHg of IOP lowering 
to dorzolamide alone. (DTX-1169 at 
DEFS(B/T)000030; Trial Tr., Day 2 PM at 168:3–169:2 
(Noecker) (noting that even in the “best case scenario,” 
where timolol was at its peak effect, it added only 1.2 
to 2.4 mmHg of IOP lowering).) 

60.  Defendants presented no evidence to show that 
timolol could be expected to make up the more than 3 
mmHg loss of IOP lowering at hour 9. Additionally, 
the Federal Circuit previously found that “while it is 
true that the prior art shows concomitant administra-
tion of brimonidine and timolol was dosed twice per 
day, this art does not show that there was no loss of 
efficacy associated with that treatment, let alone an 
elimination of the afternoon trough.” Allergan, 726 
F.3d at 1294. For these reasons, the Court finds that 
a person of skill in the art would have expected that a 
fixed combination of 0.2% brimonidine and 0.5% tim-
olol dosed twice per day would have exhibited less 
IOP-lowering efficacy at than 0.2% brimonidine dosed 
three times per day, especially at the late afternoon 
time point. 

5.   Combining Brimonidine and Tim-
olol Was Not Expected to Succeed 

61.  As detailed above, brimonidine has significant 
and problematic side effects. As shown on the label for 
Alphagan®, the original 0.2% brimonidine product re-
leased by Allergan in 1996, the rates of oral dryness, 
ocular hyperemia, foreign body sensation, fa-
tigue/drowsiness, conjunctival follicles, ocular allergic 
reactions, and ocular pruritus were 10-30%. (PTX-
147A- 0009.) 

62.  Similarly, timolol also has a significant side 
effect profile, and exhibits many of the same adverse 
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events as does brimonidine. The label for timolol 
shows that many of the same adverse events that were 
problematic for brimonidine were also seen with tim-
olol, including asthenia/fatigue, dry mouth, somno-
lence, foreign body sensation, and itching, among 
other things. (PTX-146-0005.) Due to its side effects, 
treatment with timolol is contraindicated in a number 
of patients. (Trial Tr., Day 1 PM at 150:7–151:10 
(Tanna).) For example, the label of the Alphagan® 
products contains the following warning about using 
brimonidine with a betablocker like timolol: Alpha-ag-
onists, as a class, may reduce pulse and blood pres-
sure. Caution in using concomitant drugs such as 
beta-blockers (ophthalmic and systemic), antihyper-
tensives and/or cardiac glycosides is advised. (PTX-
147A-0008.) 

63.  When two active ingredients like brimonidine 
and timolol are combined into a single bottle, the ex-
pectation is that the adverse events of each of those 
active ingredients would be exacerbated, not reduced. 
(Trial Tr., Day 2 PM at 145:2–12 (Noecker).) By add-
ing two drugs into one bottle for twice-daily dosing, 
Dr. Noecker explained that the result is “four medica-
tions,” specifically “two [doses] of timolol and two 
[doses] of brimonidine.” (Trial Tr., Day 2 PM at 
145:15-146:2 (Noecker); Trial Tr., Day 2 AM at 84:7–
85:20 (Schiffman) (explaining that, when two drugs 
are combined together “you may experience a worse 
event profile from having done that. I think you may 
expect a generally similar adverse event profile; that 
putting them together would actually, in a very signif-
icant way, alleviate the adverse events of one or the 
other, practically shocking.”).) 

64.  Similarly, Ms. Batoosingh explained that the 
inventors expected the adverse events to increase if 
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two drugs were combined in one bottle, specifically 
discussing the adverse events listed on the Timoptic® 
label: 

Q. All right. Now, looking at these, were there any 
of them that you regarded 

as particularly significant in your work on the 
Combigan® project? 

A. All of them. 

Q. Why? 

A. Because you’re taking two drugs and putting 
them into the same bottle, so you expect to get the 
side effects from each. And if there are side effects 
that the two drugs share, you may actually exacer-
bate the side effects. 

(Trial Tr., Day 1 AM at 49:13–21 (Batoosingh).) Ms. 
Batoosingh pointed out the side effects that brimoni-
dine and timolol share, and she referenced foreign 
body sensation as an example of one side effect that 
she would expect to be exacerbated by combining the 
two drugs. (Trial Tr., Day 1 AM at 49:22–50:12 (Ba-
toosingh).) 

65. The literature on other fixed combination prod-
ucts also reflected an expectation of exacerbation of 
side effects, which would have led a person of skill in 
the art to believe that combining brimonidine and tim-
olol would similarly increase adverse effects. In par-
ticular, the adverse event data on Cosopt® shows that 
when dorzolamide and timolol were combined, the ad-
verse events were the same as or worse than the indi-
vidual components. (Trial Tr., Day 2 PM at 151:17–
155:8 (Noecker).) The exacerbation of side effects in 
Cosopt® was studied by Dr. Boyle. In Dr. Boyle’s 
study, patients received either three-times per day 
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dorzolamide; twice per day timolol; or twice per day 
Cosopt®, which is a fixed combination of dorzolamide 
and timolol. (PTX-393-0001; Trial Tr., Day 2 PM at 
152:11–18 (Noecker).) Boyle found that many of the 
adverse events were experienced more frequently in 
the patients receiving the fixed combination twice per 
day than in the patients receiving dorzolamide three 
times per day, even though the patients on Cosopt® 
were getting one less dose of dorzolamide. (PTX-393-
0006.) 

66. Moreover, simply reducing the dosage of 0.2% 
brimonidine from three times daily to twice daily 
would not have led to a reduction in adverse events. 
Allergan’s data, and all of the data in the prior art, 
demonstrates that there is no difference in the side ef-
fect profile between 0.2% brimonidine dosed three 
times per day and 0.2% brimonidine dosed twice per 
day. (DTX-1110 at S24-S25; Trial Tr., Day 2 PM at 
17:24–18:8 (Samples) (“Q. And you wouldn’t rely on 
this difference of one patient to draw any conclusions 
about the relative rates of adverse events among 
twice-daily and three-times-a-day dose of brimoni-
dine, correct? A. The difference [shown in Walters] is 
small, so I would not.”); PTX-034-0012 (“the profile 
and incidence of ocular and systemic adverse events 
are similar with twice-daily and 3-times-daily admin-
istration”); Trial Tr., Day 2 PM at 150:2-151:8 
(Noecker).) 

67.  For these reasons, the Court finds that a per-
son of ordinary skill in the art would have expected 
that by combining two drugs in one bottle the associ-
ated adverse events would be exacerbated not re-
duced. (Trial Tr., Day 2 PM at 155:5–8 (Noecker).) 

6.   Development of Combigan® 
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a. Combigan® Reduced the Amount 
of Brimonidine Doses from Three 
to Two Without Loss of Efficacy 

68.  Despite its initial expectations, Allergan was 
able to demonstrate that the dosing for brimonidine 
could be reduced from the three-times-a-day required 
for Alphagan® to a more convenient two-times-a-day 
dosing for Combigan® while maintaining equal effi-
cacy to the three times a day dosing. (Trial Tr., Day 1 
AM at 76:25–78:12 (Batoosingh).) Specifically, Aller-
gan was able to eliminate the afternoon trough in IOP 
lowering that had previously been shown to occur 
when brimonidine was dosed only twice a day. (See, 
e.g., PTX-70.) In the two pivotal clinical trials on 
Combigan®, numbered 190342-012T and 190342-
013T (the “012T study” and “013T study,” respec-
tively) Allergan was able to show that Combigan® 
dosed twice daily (“Fixed Brimonidine-Timolol BID” 
in the graph below) showed numerically better and 
statistically equivalent IOP lowering compared to 
brimonidine monotherapy dosed three times daily 
(“Brimonidine TID” in the graph below): 
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(PTX-70-0006.) As Ms. Batoosingh testified, 

Q. All right. What does this graph show about 
the results for the efficacy of Combigan versus 
brimonidine three times a day and timolol twice 
a day? 

A. It shows that Combigan lowered intraocular 
pressure better than either of the components 
through 3:00 p.m., better than timolol at 5:00 
p.m. and the same as brimonidine at 5:00 p.m. 

(Trial Tr., Day 1 AM at 76:25–77:5 (Batoosingh).) 

69.  The fact that Combigan® was able to eliminate 
the significant difference that had previously been ob-
served and reported for twice a day brimonidine ver-
sus three times a day brimonidine was surprising to 
the inventors, to Allergan, and to the industry. As Ms. 
Batoosingh testified: 
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Q. And was that result expected by you and 
your team when you began the clinical trial? 

A. No, it was not. 

Q. Any why not? 

A. Because we didn’t expect timolol’s efficacy 
could be able to demonstrate an additional 3-
1/4 millimeter of IOP-lowering on top of Al-
phagan to be able to close that gap. 

(Trial Tr., Day 1 AM at 78:6–12 (Batoosingh).) 

70.  Similarly, Allergan’s expert, Dr. Noecker tes-
tified that one of skill in the artwould have found the 
efficacy effect shown with Combigan® to be surprising 
and unexpected. (Trial Tr., Day 2 PM at 132:9–23 
(Noecker).) 

b.   Combigan® Reduced the Incidence of 
Certain Adverse Events Compared to 
Brimonidine Three Times Daily 

71.  In addition to Combigan®’s surprising efficacy 
results, the same pivotal clinical trials demonstrated 
that combining brimonidine and timolol for twice-
daily dosing resulted in an unexpected reduction in 
certain adverse events as compared to brimonidine 
alone dosed three times daily. The pooled data from 
the 12T and 13T studies reflects that Combigan® 
showed a statistically significant reduction in a num-
ber of different adverse events, including each of the 
claimed adverse events, as compared to brimonidine 
alone: 

 Combigan® 

BID 

Brimoni-
dine 0.2% 
TID 

Timolol 
0.5% BID 

Oral Dryness 8 (2.1%) 36 (9.4%) 2 (0.5%) 
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Somnolence 6 (1.6%) 15 (3.9%) 2 (0.5%) 

Conjunctival 
Hyperemia 

66 (17.1%) 90 (23.6%) 31 (7.9%) 

Eye Pruritus 22 (5.7%) 47 (12.3%) 15 (3.8%) 

Allergic Con-
junctivitis 

20 (5.2%) 
37 

37 (9.7%) 2 (0.5%) 

Conjunctival 
Folliculosis 

19 (4.9%) 35 (9.2%) 7 (1.8%) 

Foreign Body 
Sensation 

8 (2.1%) 19 (5.0%) 7 (1.8%) 

 

(PTX-13F at AGN_COMBI0006288-90; see also at 
AGN_COMBI0006283-84.) 

72.  As an example, the 012T and 013T studies 
demonstrated a statistically significant reduction in 
the incidence of conjunctival hyperemia, eye pruritus, 
allergic conjunctivitis, conjunctival folliculosis, and 
oral dryness in patients receiving Combigan® com-
pared to patients receiving brimonidine three times 
daily: 

 

 

 

 

 

 

(PTX-070-0007; see also Trial Tr., Day 1 AM at 78:20–
81:2 (Batoosingh).) 
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73.  The reduction in allergic conjunctivitis, com-
monly called ocular allergy, was particularly signifi-
cant, because a high incidence of this adverse event 
had been long associated with brimonidine 0.2%. 
(Trial Tr., Day 2 PM at 137:5–138:19 (Noecker).) The 
high incidence of allergy in patients limited the use of 
0.2% brimonidine, in particular, because once a pa-
tient developed the allergy that patient could no 
longer use any brimonidine product to lower IOP. (Id.) 

74.  The reduction in allergy in patients taking 
Combigan® compared to brimonidine three times 
daily was unexpected, and was not due to the reduc-
tion in brimonidine dosing from three times daily to 
twice daily because the dose reduction was not shown 
to significantly reduce the allergy rate. (PTX-034-
0012 (finding that brimonidine dosed twice daily and 
three times daily had similar adverse event profiles).) 
Instead, the significant allergy reduction, which came 
as a surprise to the inventors, appears to be attribut-
able to combining brimonidine and timolol into a sin-
gle, fixed-combination formulation. (Trial Tr., Day 2 
PM at 176:16–177:18 (Noecker).) 

75.  Data from across several different studies 
demonstrates that the allergy rate for Combigan®, 
approximately 5%, is far lower than prior data re-
ported in studies that looked at the allergy rates for 
twice daily and three times daily brimonidine. (Trial 
Tr., Day 2 PM at 173:23–176:21 (Noecker).) The prior 
reported rates for twice daily and three times daily 
brimonidine are generally similar and more than dou-
ble the rate found for Combigan® in the pivotal 12T 
and 13T studies. (Id.; PTX-54-0003 (reporting 12.7% 
allergy rate for twice daily brimonidine); PTX-55-0006 
(reporting 15.7% allergy rate with three times daily 
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brimonidine); PTX-70-0007 (reporting 5.2% allergy 
rate for twice daily Combigan®).) 

76.  And as discussed above, 0.2% brimonidine 
dosed twice per day and 0.2% brimonidine dosed three 
times per day were shown to have similar adverse 
event rates. (DTX- 1110 at S24–S25; Trial Tr., Day 2 
PM at 17:24–18:8 (Samples); PTX-034-0012 (“the pro-
file and incidence of ocular and systemic adverse 
events are similar with twice-daily and 3-times-daily 
administration”); Trial Tr., Day 2 PM at 150:2-151:8 
(Noecker).) A later clinical study comparing 
Combigan® to brimonidine 0.2% monotherapy dosed 
twice a day further confirmed that the allergy reduc-
tion is not due to removing the third dose of brimoni-
dine. As reported by Motolko, this study showed that 
the allergy rate in patients taking Combigan® twice 
per day was 50% lower than the allergy rate experi-
enced by patients taking 0.2% brimonidine dosed 
twice per day: 
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(PTX-061-0003; Trial Tr., Day 2 PM at 177:19–179:9 
(Noecker).) 

77.  While the precise mechanism of how 
Combigan® reduces the incidence of ocular allergy is 
unknown even today, the most likely explanation is 
that the presence of timolol in a fixed solution protects 
the ocular tissues from the allergic effects of brimoni-
dine. (Trial Tr., Day 2 PM at 176:22–177:18 
(Noecker).) This synergistic effect between brimoni-
dine and timolol was unexpected. (Trial Tr., Day 2 PM 
at 181:13–182:2 (Noecker); Trial Tr., Day 1 AM at 
81:3– 12 (Batoosingh).) 

78.  In addition to a lower incidence of ocular ad-
verse events such as allergy, patients treated with 
Combigan® had significantly fewer incidences of 
nervous system side effects when taking Combigan® 
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compared to brimonidine three times daily. For exam-
ple, they experienced less somnolence (i.e., sleepiness) 
and oral dryness. (PTX-013F at 
AGN_COMBI0006288-90; Trial Tr., Day 1 PM at 
58:12–20, 59:23–60:10, 60:18–61:4 (Noecker); 
PTX070-0007; Trial Tr., Day 1 AM at 78:20-79:18, 
80:22-81:2, 90:10-21 (Batoosingh).) Allergan demon-
strated the significant reduction in somnolence and 
oral dryness as compared with adjunctive therapy us-
ing brimonidine three times daily and timolol twice 
daily in clinical trials 190342-023T and 190342- 024T. 
Specifically, the 024T study found a nearly two-fold 
greater risk of sleepiness in patients treated with the 
adjunctive therapy as compared to the fixed combina-
tion. (PTX-013E at AGN_COMBI0022643.) The 024T 
study also showed a significant reduction in dry 
mouth from 24.0% in patients treated with the adjunc-
tive therapy to 14.8% in patients treated with the 
fixed combination therapy. (Id.) Since both timolol 
and brimonidine cause somnolence and oral dryness, 
combining the two in a twice a day regimen would not 
be expected to reduce the number of side effects as 
compared to three times a day brimonidine. The com-
parative patient would be receiving four doses of 
drugs that cause those side effects—two each of 
brimonidine and timolol—as opposing to only three 
doses of drug—brimonidine only—that causes those 
side effects. 

79.  As a result, the FDA approved Combigan® in 
2007, after nearly a decade of work from Allergan, 
which included numerous clinical trials. (Trial Tr., 
Day 1 AM at 61:10–15 (Batoosingh).) When the FDA 
finally approved the New Drug Application (“NDA”) 
for Combigan® in October of 2007, after several 
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rounds of clinical studies, it was the first fixed combi-
nation glaucoma product approved in over nine years. 
(Trial Tr., Day 1 AM at 46:10–23 (Batooshingh).) 

80.  FDA approval of Combigan® was a surprise to 
those in the industry and to those who treat glaucoma 
and ocular hypertension patients. Dr. Noecker testi-
fied that, prior to seeing the clinical results, he be-
lieved Combigan® would be “a dog of a drug.” (Trial 
Tr., Day 2 PM at 194:13–24 (Noecker).) He was “pleas-
antly surprised” that Combigan® was able to fill the 
afternoon trough with twice a day dosing, and unex-
pectedly reduce the incidence of adverse events. (Id.) 

IV. INFRINGEMENT 

A. Both Combigan® And Sandoz’s Proposed 
Prouct Contain 0.2% Brimonidine Tatrate 
and 0.68% Timolol Maleate As Ingredients, 
Which Reduces To 0.132% Brimondine and 
0.5% Timolol 

81.  The asserted claims of the ’149 and ’976 pa-
tents require 0.2% weight percent brimonidine and 
0.5% weight timolol as ingredients where “brimoni-
dine” includes the chemical compound brimonidine, 
including its free base and salt forms and “timolol” 
means the chemical compound timolol, including its 
free base and salt forms. 

82.  Combigan® contains 0.2% brimonidine tar-
trate and 0.68% timolol maleate as ingredients, as re-
flected in Allergan’s NDA for Combigan® and by ex-
pert testimony at trial. (See, e.g., PTX 013J at 55343; 
Trial Tr., Day 1 PM at 75:9–11, 79:4–13, 85:3–6 
(Noecker); Trial Tr., Day 1 PM at 159:2–11 (Tanna).) 
Although there are some documents that refer to 
Combigan® using 0.5% timolol maleate (see, e.g., PTX 
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070 at 1231), Allergan’s own expert admitted that ref-
erences to Combigan® using 0.5% timolol maleate are 
either “loose language” or a “mistake.” (Trial Tr., Day 
1 PM at 76:24–77:5 (Noecker).) 

83.  There is no serious dispute that Sandoz’s pro-
posed product uses the same ingredients as 
Combigan®. (PTX 016B at 357; PTX 015A at 771.) 

84.  To determine the weight percentages of the 
timolol and brimonidine individually for Combigan®, 
rather than considering the weight percent of the salt 
ingredients as a whole (i.e., timolol maleate and 
brimonidine tartrate), one could and should subtract 
the weight of the acids from each salt. (Trial Tr., Day 
1 PM at 161:20–162:17 (Tanna).) This exercise should 
apply to both timolol maleate and brimonidine tar-
trate. (Trial Tr., Day 1 PM at 87:21–24 (Noecker); 
Trial Tr., Day 1 PM at 162:25-163:7 (Tanna).) 

85.  Expert testimony confirmed that after sub-
tracting the maleic acid from timolol maleate, the 
weight of timolol in Combigan® (and, thus, Sandoz’s 
proposed product) is 0.5%. (Trial Tr., Day 1 PM at 
85:17–86:4, 86:9–17, 88:5–10 (Noecker); Trial Tr., Day 
1 PM at 161:20–162:10 (Tanna).) 

86.  Expert testimony confirmed that after sub-
tracting the tartaric acid from brimonadine tartrate, 
the weight of brimonidine in Combigan® (and, thus, 
Sandoz’s proposed product) is 0.132%. (Trial Tr., Day 
1 PM at 88:11–15 (Noecker).) 

87.  The prosecution history for the ’149 patent fur-
ther confirms these mathematical calculations for 
brimonidine tartrate and timolol maleate. (PTX 002 
at 278 (footnotes a and b in composition table).) 
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88.  Accordingly, Sandoz’s proposed product and 
Combigan® contain 0.2%brimonidine tartrate, which 
reduces to 0.132% brimonidine, and not 0.2% brimoni-
dine as the claims of the ’149 and ’976 patents require. 
(Trial Tr., Day 1 PM at 162:11–17 (Tanna).) Similarly, 
Sandoz’s proposed product and Combigan® contain 
0.68% timolol maleate, which reduces to 0.5% timolol. 
(Trial Tr., Day 1 PM at 85:17–86:4, 86:9–17, 88:5–10 
(Noecker); Trial Tr., Day 1 PM at 161:20–162:10 
(Tanna).) 

 

B.   Both Combigan® and Sandoz’s Proposed 
Product Reduce the Incidence of         Ad-
verse Events 

1. Sandoz’s Proposed Product Will Be 
Clinically Identical to Combigan®  

89.  As discussed above, there is no serious dispute 
that Sandoz’s proposed product uses the same ingre-
dients as and is chemically identical to Combigan®, 
and thus will perform the same as Combigan®. As an 
initial matter, Sandoz submitted a biowaiver to FDA, 
exempting it from performing any clinical or bioequiv-
alence studies on their product. (PTX-16D.) In its bio-
waiver, Sandoz stated that “in vivo bioavailability or 
bioequivalence may be considered selfevident based 
on the data supplied in the application[.]” (PTX-16D 
at SAN-BRI-00063; see also Trial Tr., Day 1 PM at 
51:20–24 (Noecker) (stating that the biowaiver “con-
firms that the proposed drug is a copy of Combigan®, 
is identical and would perform identical in terms of 
efficacy”).) And Sandoz’s expert, Dr. Tanna, testified 
that “the Sandoz product will be bioequivalent to 
Combigan®,” and “the Sandoz product will act the 
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same as Combigan®.” (Trial Tr., Day 2 AM at 34:4-10 
(Tanna).) 

90.  Dr. Mittleberg, Sandoz’s Vice President of 
Product Development, agreed, testifying that 
Sandoz’s proposed product would be “therapeutically 
equivalent to Combigan®,” that it “will lower intraoc-
ular pressure to the same extent Combigan® does,” 
that it will “have the same side effect profile as 
Combigan® does,” and that “there will effectively be 
no differences in clinical performance – in clinical per-
formance between its product and Combigan®.” (Trial 
Tr., Day 1 PM at 14:15–15:10 (Mittleberg); Trial Tr., 
Day 1 PM at 16:13– 17:1) (Ramirez) (“Q: So you’d ex-
pect the same IOP-lowering between Combigan® and 
Alcon’s ophthalmic product? A: It would be equivalent, 
yes.”).) 

91.  Sandoz does not dispute that its proposed 
product will perform the same as Combigan®, and of-
fered no evidence to the contrary. Therefore, the Court 
finds that Sandoz’s Proposed Product will perform the 
same as Combigan®, as to the reduction of adverse 
events. 

2.  Sandoz’s Proposed Product Will Reduce Adverse 
Events as Compared to Brimonidine 0.2% Adminis-
tered Three Times 

92.  Sandoz does not challenge Allergan’s conten-
tion that its proposed product will meet the reduction 
in side effect limitations of the claims of the ’425 pa-
tent. For the reasons discussed below, the Court finds 
that Sandoz’s proposed product meets those limita-
tions. 

93.  First, the data Allergan generated in the 12T 
and 13T clinical studies shows that the incidence of 
each of the claimed adverse events is lower in patients 
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receiving Combigan® than in patients receiving 0.2% 
brimonidine administered three times daily. Specifi-
cally, Allergan pooled the 12 month results of those 
two clinical studies in the “Summary of Clinical 
Safety,” which was submitted to FDA as part of Aller-
gan’s NDA on Combigan®. (PTX-13F.) The data for 
each of the claimed adverse events is summarized be-
low:  

 Combigan® 

BID 

Brimoni-
dine 0.2% 
TID 

Timolol 
0.5% BID 

Oral Dryness 8 (2.1%) 36 (9.4%) 2 (0.5%) 

Somnolence 6 (1.6%) 15 (3.9%) 2 (0.5%) 

Conjunctival 
Hyperemia 

66 (17.1%) 90 (23.6%) 31 (7.9%) 

Eye Pruritus 22 (5.7%) 47 (12.3%) 15 (3.8%) 

Allergic Con-
junctivitis 

20 (5.2%) 
37 

37 (9.7%) 2 (0.5%) 

Conjunctival 
Folliculosis 

19 (4.9%) 35 (9.2%) 7 (1.8%) 

Foreign Body 
Sensation 

8 (2.1%) 19 (5.0%) 7 (1.8%) 

 

(PTX-13F at AGN_COMBI0006288-90.) Each of those 
reductions was statistically significant. (Id.; see also 
PTX-13F at AGN_COMBI0006283-84 (“The rate was 
significantly lower in 5 of these 8 adverse events in-
cluding: conjunctival hyperemia, eye pruritus, allergic 
conjunctivitis, conjunctival folliculosis, and foreign 
body sensation (Tables 2.7.4.2-1 and 2.7.4.2-3). In ad-
dition, for individual systemic adverse events in the 
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pooled 12-month data, the incidence of somnolence 
and oral dryness were statistically significantly lower 
with combination treatment than with brimonidine 
(Table 2.7.4.2-3).”).) 

94.  Other reports of the data from the 12T and 13T 
clinical studies further show that the rate of the 
claimed adverse events with treatment with twice-
per-day Combigan® is lower than three-times-per-day 
brimonidine 0.2%. (See PTX-13A at 
AGN_COMBI0007714; PTX- 13L at 
AGN_COMBI0060050; PTX-1 at 7:22–37; Trial Tr., 
Day 1 PM at 58:3–62:22.) 

95.  As discussed above, Sandoz’s proposed product 
will perform the same as Combigan® does with re-
spect to adverse events. (See Trial Tr., Day 1 PM at 
15:2-5 (Mittleberg); Trial Tr., Day 1 PM at 63:5-8 
(Noecker).) 

96.  For all of these reasons, the Court finds that 
the use of Sandoz’s proposed product will meet each of 
the limitations of claims 1–8 of the ’425 patent. 

3.   Sandoz’s Knowledge and Intent that 
the Proposed Product Be Used to In-
fringe the ’425 Patent 

97.  For the reasons discussed below, the Court 
finds that Sandoz knows and intends that its proposed 
product will be used to infringe the asserted claims. 

98.  Sandoz has admitted that it had knowledge of 
the patents-in-suit, at least as of the date on which the 
patents were listed in the Orange Book. (C.A. No. 
2:15-cv-347, Dkt. 14 at ¶¶44, 52, 71, 79, 138, 146.) 

99.  Sandoz encourages doctors and patients to use 
their proposed product in an infringing manner. 
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Sandoz’s label instructs doctors and patients to ad-
minister their drug twice per day to ocular hyperten-
sion patients. (PTX-16A at SDZ(33)0003361; Trial Tr., 
Day 1 PM at 66:5-15 (Noecker).) 

100.  Moreover, when compared with the label on 
Sandoz’s 0.2% brimonidine product, the label on 
Sandoz’s proposed product reflects the reduction in 
adverse events. (Compare PTX- 16A with PTX-366.) 
The label on Sandoz’s proposed product states that 
“[i]n clinical trials of 12 months duration with 
brimonidine tartrate and timolol maleate ophthalmic 
solution,” that the claimed adverse events of allergic 
conjunctivitis, conjunctival folliculosis, conjunctival 
hyperemia, and eye pruritus occurred in approxi-
mately 5% to 15% of patients, while the claimed ad-
verse events of foreign body sensation, oral dryness, 
and somnolence occurred in 1% to 5% of patients. 
(PTX-16A at SDZ(33)0003363.) In comparison, the la-
bel on Sandoz’s 0.2% brimonidine product reports that 
each of the claimed adverse events occurred in 10%-
30% of patients. (PTX-366; Trial Tr., Day 1 PM at 
136:14–137:1 (Herrick).) 

101.  Sandoz’s Vice President of Product Develop-
ment, Dr. Mittleberg, testified that Defendants intend 
for patients to use its proposed product as instructed 
on the package insert. (Trial Tr., Day 1 PM at 11:22–
13:1 (Mittleberg) (“Question: Does Sandoz intend that 
patients would use their product in compliance with 
that instruction? Answer: If that was our labeling, 
that’s the intent.”) 

102.  Furthermore, Sandoz knows and intends that 
its proposed product will be used by patients with 
glaucoma in addition to patients with ocular hyper-
tension. Mr. David Herrick, the Executive Director of 
Ophthalmic and Otic for Sandoz, testified that Sandoz 
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will seek to switch patients from Combigan® to 
Sandoz’s proposed product, without regard to indica-
tions on the label. (Trial Tr., Day 1 PM at 130:1–132:6 
(Herrick).) Further, because Sandoz’s proposed prod-
uct is therapeutically equivalent to Combigan®, re-
tailers and wholesalers will be able to use it as a sub-
stitute for Combigan®. (Trial Tr., Day 1 PM at 
131:21–132:6 (Herrick); Trial Tr., Day 1 PM at 69:11-
70:5 (Noecker); Trial Tr., Day 2 AM at 30:17–23 
(Tanna).) All of the experts in the case agreed that 
there is no product on the market that is for the treat-
ment of glaucoma but not ocular hypertension, or oc-
ular hypertension but not glaucoma. (Trial Tr., Day 1 
PM at 34:16-23 (Noecker); Trial Tr., Day 2 AM at 30:5-
16 (Tanna); Trial Tr., Day 2 PM at 35:10–17 (Sam-
ples).) 

103.  For these reasons, the Court finds that 
Sandoz knows and intends that its proposed product 
will be used to infringe claims 1–8 of the ’425 patent. 

4.   Sandoz’s Proposed Product is a Mate-
rial Part of Allergan’s Invention with 
No Substantial Non-Infringing Uses 

104.  There is no non-infringing use for Sandoz’s 
proposed product, and Sandoz has offered none. Fur-
ther, the Court finds that Sandoz’s proposed product, 
which is the formulation that would be used to directly 
infringe the asserted claims of the’425 patent, is a ma-
terial part of Allergan’s invention claimed in the ’425 
patent. (Trial Tr., Day 1 PM at 68:5–11 (Noecker).) 

V.  INVALIDITY 

A. Obviousness of the Patents-In-Suit 

105.  As discussed in greater detail above, a person 
of skill in the art would have expected that a twice-
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daily dosed fixed combination of brimonidine and tim-
olol would be less effective in the afternoon than 
brimonidine 0.2% dosed three times per day. Further, 
a person of skill in the art would have expected the 
individual side effects to be exacerbated, not reduced, 
by such a combination. However, Allergan achieved 
equivalent or better IOP lowering efficacy with 
Combigan® than with brimonidine 0.2% dosed three 
times daily. Additionally, Allergan achieved a lower 
incidence of adverse events experienced by patients 
taking Combigan® than by patients taking brimoni-
dine 0.2% given three times daily. These unexpected 
results are disclosed and claimed in the asserted 
claims of the ’149 and ’425 patents. In addition, the 
’976 method patent is supported by these unexpected 
results. While the Federal Circuit has previously held 
that the combination of brimonidine and timolol 
claimed in the ’463 patent is invalid as obvious, it also 
held that the ’149 patent’s clinical limitation covering 
the administration of the fixed combination “without 
loss of efficacy” is not obvious in light of the prior art. 
Similarly, as will be discussed in detail below, the 
Court here finds that none of Sandoz’s prior art, alone 
or in combination, teaches or suggests that a fixed 
combination of brimonidine and timolol would have 
been able to achieve the clinical limitations claimed in 
the patents-in-suit. 

1.   The Federal Circuit Concluded that a 
Fixed Combination of 0.2% w/v 
Brimonidine and 0.5% w/v Timolol is 
Obvious 

106.  As an initial matter, the Court notes that the 
Federal Circuit previously concluded that the claims 
of the ’463 patent were invalid as obvious. Allergan, 
726 F.3d at 1288. Claims 1 and 4 of the ’463 patent 



101a 
 

 

 

 

cover the same fixed combination claimed in the ’149 
and ’976 patents. 

107.  Claim 1 of the ’463 patent reads: “A composi-
tion comprising about 0.2% timolol by weight and 
about 0.5% brimonidine by weight as the sole active 
agents, in a single composition.” (DTX 1005 at 9:11–
13.) Claims 2 and 3 further limit claim 1 by adding a 
limitation requiring that the composition comprise 
0.001% to 0.01% benzalkonium chloride (claim 2) and 
0.005% benzalkonium chloride (claim 3). (DTX 1005 
at 9:14–17.) 

108.  Claim 4 of the ’463 patent reads: “An article 
of manufacture comprising packaging material and a 
composition within said packaging material, wherein 
said composition comprises about 0.2% timolol by 
weight and about 0.5% brimonidine by weight, in a 
single composition, and wherein said packaging indi-
cates that the composition is useful for treating glau-
coma or ocular hypertension by twice a day topical ad-
ministration of the composition to a person’s eye.” 
(DTX 1005 at 10:1-9.) Claims 4 and 5 further limit 
claim 4 by adding a limitation requiring that the com-
position comprise 0.001% to 0.01% benzalkonium 
chloride (claim 5) and, more specifically, 0.005% ben-
zalkonium chloride (claim 6). (DTX 1005 at 10:10–15.) 

109.  In finding the claims of the ’463 patent obvi-
ous, the Federal Circuit relied on the teachings of U.S. 
Patent No. 5,502,052 (“DeSantis”), “which teaches 
fixed combinations of alpha2-agonists and beta-block-
ers [including timolol] for the treatment of glaucoma.” 
Allergan, 726 F.3d at 1289. The Federal Circuit fur-
ther noted that DeSantis incorporates by reference a 
publication by Timmermans, which discloses both 
brimonidine and its tartrate salt. Id. at 1290. The Fed-
eral Circuit also relied on the teachings of Larsson, 
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which disclosed the serial or concomitant administra-
tion of 0.2% brimonidine and 0.5% timolol. Id. 

110.  The Federal Circuit also found that brimoni-
dine was one of three known pharmaceutically ac-
ceptable alpha2-agonists as of the time of Allergan’s 
invention, that brimonidine was the only one availa-
ble in the United States for chronic use, and that 
“there were at least four other fixed combination prod-
ucts for the treatment of ocular hypertension and 
glaucoma on the market at the time of the invention.” 
Id. 

111.  In its obviousness analysis, the Federal Cir-
cuit stated that “DeSantis provides an express moti-
vation to combine alpha2-agonists and beta blockers 
in order to increase patient compliance,” and that “it 
was common at the time of the invention to provide 
brimonidine and timolol to a patient in serial fashion 
and DeSantis taught that by combining drugs in a 
fixed-combination formulation, patient compliance 
could be increased.” Id. at 1291–92. Therefore, the 
Court concluded that the claims of the ’463 patent are 
invalid as obvious. Id. at 1293. 

112. The Federal Circuit’s conclusions concerning 
the obviousness of the ’463 claims apply with equal 
force to the composition elements of the asserted 
claims in this case. Sandoz offered evidence that these 
elements are the same, and Allergan’s expert, Dr. 
Noecker, agreed. (Trial Tri., Day 3 AM at 10:6–11:3 
(Nocker).) Accordingly, because the composition limi-
tation of the patents-in-suit is obvious, there must be 
some additional limitation in each of the patents-in-
suit which is not obvious in order for the Court to find 
that the patents-in-suit are not obvious. 
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2. Sandoz’s Prior Art Fails to Teach or 
Suggest the Claimed Clinical Limita-
tions 

113.  In addition to the composition limitation, 
each of the patents-in-suit contains clinical limita-
tions. For example, claim 4 of the ’149 patent covers 
the improvement in the prior three times a day 
brimonidine monotherapy “without loss of efficacy” 
whereby brimonidine is combined with timolol in 
twice daily dosing. (PTX-1 at 10:10–17.) The ’976 pa-
tent claims a method of treating glaucoma or ocular 
hypertension with a therapeutically effective amount 
of a fixed combination containing 0.2% brimonidine 
tartrate and 0.5% timolol administered twice a day. 
(PTX-3 at 10:13–19.) Claim 1 of the ’425 patent recites 
a method of administering a fixed combination con-
taining 0.2% brimonidine tartrate and 0.5% timolol 
free base administered twice a day, where the method 
reduces the incidence of certain adverse events com-
pared to administration of three times a day 0.2% 
brimonidine tartrate monotherapy. (PTX-11 at 9:8–
18.) Claims 2–8 each depend from claim 1, and each 
covers the reduction of a specific adverse event. (PTX-
11 at 9:19–32.) 

a.   DeSantis 

114.  Just as it was in Allergan I, Sandoz’s primary 
prior art reference is DeSantis, U.S. Patent No. 
5,502,052. (DTX-1051.) 

115.  DeSantis, along with the Timmermans chap-
ter that it incorporates by reference, discloses fixed 
combinations of beta blockers and alpha agonists, list-
ing as possible examples every possible beta blocker 
and every possible alpha agonist. As discussed above, 
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while the Federal Circuit previously found that com-
position claims directed to a general formulation of 
0.2% brimonidine and 0.5% timolol were obvious over 
DeSantis in combination with other art, the claims at 
issue here are not composition claims. Rather, they 
are method of treatment claims, which have specific 
limitations as to the required efficacy and side effects 
of the brimonidine/timolol fixed combination. As the 
Federal Circuit has already found, and Sandoz’s ex-
perts acknowledged at trial, DeSantis does not dis-
close any clinical data about any of the combinations 
that it proposed. (Allergan, 726 F.3d at 1294; Trial Tr., 
Day 2 AM at 53:15–54:20 (Tanna) (admitting that 
“there’s no clinical data in this example or anywhere 
else in DeSantis”); Trial Tr., Day 2 PM at 11:11–15 
(Samples) (admitting that the Federal Circuit found 
that “DeSantis did not provide clinical data on any of 
the possible combinations it disclosed”).) 

116.  In particular, DeSantis does not contain any 
clinical data about the IOP-lowering effect of any of its 
proposed combination products, let alone any clinical 
data about whether the IOP-lowering effect of the 
fixed combination of brimonidine and timolol dosed 
twice daily would be as good as brimonidine mono-
therapy dosed three times daily. (Trial Tr., Day 2 PM 
at 156:21–24 (Noecker).) Indeed, the Federal Circuit 
expressly found, as Dr. Tanna admitted, that “[e]ven 
if we accept that this generalized teaching of DeSantis 
is true for all fixed combination products, we cannot 
equate a greater reduction in intraocular pressure 
with ‘no loss of efficacy’ as required by claim 4.” (Al-
lergan, 726 F.3d at 1294; Trial Tr., Day 2 AM at 
53:15–54:3 (Tanna).) Therefore, DeSantis does not 
teach the “no loss of efficacy” limitation in claim 4 of 
the ’149 patent. Nor does it teach the limitation of 
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claim 1 of the ’976 patent requiring therapeutic effi-
cacy with twice-daily dosing. 

117.  With respect to adverse events, Dr. Samples, 
Sandoz’s only expert to testify on the validity of the 
’425 patent, admitted that “DeSantis doesn’t disclose 
any reduction in adverse events that could be gained 
by administering the fixed combinations.” (Trial Tr., 
Day 2 PM at 10:13-11:6 (Samples); 156:25–157:2 
(Noecker).) Consequently, DeSantis does not teach the 
limitations of the ’425 patent requiring that the 
brimonidine/timolol fixed combination dosed twice 
daily reduce adverse events as compared to brimoni-
dine alone dosed three times daily. 

b.   Larsson 

118.  Like DeSantis, Sandoz relied on Larsson in 
Allergan I, and the Federal Circuit addressed it in its 
opinion concluding claim 4 of the ’149 patent to be not 
obvious. In this instance, Sandoz relies on the Larsson 
reference combined with DeSantis, using Larsson as 
an example of prior art showing serial or adjunctive 
administration of brimonidine and timolol, in other 
words the administration of the two drugs in separate 
bottles. (Trial Tr., Day 2 AM at 54:21–55:14 (Tanna).) 
However, the patents-in-suit disclose the prior serial 
use of brimonidine and timolol in the specification, 
and such prior serial use was addressed by the Fed-
eral Circuit on appeal. (PTX-1-001, 1:9–12 (“Such 
combinations or formulations are available for sepa-
rate use in the ophthalmic art and have been com-
bined in serial application during the course of treat-
ment of glaucoma”); Trial Tr., Day 2 AM at 55:15-
56:11 (Tanna).) Further, the Larsson reference itself 
was before the PTO during prosecution of the patents-
in-suit, so the examiner had the opportunity to review 
it before allowing the claims. (Trial Tr., Day 2 PM at 
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159:13–24 (Noecker).) Given that the PTO has already 
allowed the claims over this reference, Sandoz faces a 
heightened hurdle to show invalidity over Larsson. 

119.  Larsson discloses a study in which healthy 
volunteers received three doses of brimonidine and 
timolol in separate bottles over a period of a day and 
half. (DTX-1121 at 492; Trial Tr., Day 2 AM at 56:12-
58:10 (Tanna); Trial Tr., Day 2 PM at 157:18–158:14 
(Noecker).) The healthy volunteers had no eye disease 
and were an average age of 30 years old, which is sub-
stantially younger than the average age of a glaucoma 
or ocular hypertension patient. (Trial Tr., Day 2 AM 
at 57:5–15 (Tanna); Trial Tr., Day 2 PM at 157:21–24 
(Noecker).) As Dr. Noecker explained, because of its 
design the Larsson study teaches a person of skill in 
the art nothing about long-term efficacy in glaucoma 
and ocular hypertension patients. This fact is im-
portant because glaucoma and ocular hypertension 
are “chronic disease[s]” that have to be “managed over 
decades.” (Trial Tr., Day 2 PM at 158:15–24 
(Noecker).) 

120.  Since the study was performed in healthy vol-
unteers, the disclosure in Larsson does not tell a per-
son of skill in the art how brimonidine and timolol in 
a fixed combination would lower IOP in glaucoma and 
ocular hypertension patients. (Trial Tr., Day 2 PM at 
158:15–159:3 (Noecker).) Moreover, it fails to show 
whether such a fixed combination dosed twice daily 
would perform without loss of efficacy as compared to 
brimonidine alone dosed three times daily. (Trial Tr., 
Day 2 PM at 158:25–159:7 (Noecker).) 

121.  The IOP measurements in Larsson strongly 
suggest that adding timolol to brimonidine would not 
be enough to overcome the more than 3 mmHg loss of 
efficacy seen with twice-daily brimonidine. Table 2 of 
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Larsson shows that, at 4:00 P.M., the IOP reading for 
brimonidine alone was 9.4 mmHg, and the reading for 
timolol added to brimonidine was 7.7 mmHg. (DTX-
1121 at 494.) Thus, the benefit of adding timolol to 
brimonidine in the Larsson study was only 1.7 mmHg. 
(Id.) That would not be enough to bridge the 3.25 
mmHg afternoon trough between twice-daily and 
three times daily brimonidine. (Trial Tr., Day 2 AM at 
59:1–60:10 (Tanna).) Based on that data, the Court 
determines that a person of skill in the art reading 
Larsson would not expect that a fixed combination of 
brimonidine and timolol dosed twice daily would be 
able to maintain IOP-lowering efficacy as compared to 
brimonidine alone dosed three times a day. Instead, 
the data in Larsson teaches away from being able to 
achieve the clinical results recited in claim 4 of the 
’149 patent. 

122.  Moreover, there is no mention of the evalua-
tion of side effects in Larsson. Consequently, it dis-
closes nothing about whether the combination of 
brimonidine and timolol, in a fixed or unfixed combi-
nation, dosed twice daily would reduce adverse events 
as compared to brimonidine alone dosed three times 
daily. (Trial Tr., Day 2 PM at 159:8–12 (Noecker).) 

123.  For these reasons, the Court finds that Lars-
son does not teach any of the claim limitations that 
were missing in the DeSantis reference. Accordingly, 
Larsson does not render the claims of the patents-in-
suit obvious when combined with DeSantis. 

c.   Other Adjunctive Therapy Refer-
ences: Stewart, Arici, and Yuksel 

124.  Defendants cite three additional references 
that discuss adjunctive therapy with brimonidine and 
timolol, but, like Larsson, the Court finds that they 
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also do not teach or suggest the treatment-related lim-
itations of the asserted claims. 

125.  Stewart examined the addition of latano-
prost, brimonidine, or dorzolamide in patients already 
taking a beta blocker like timolol. (DTX-1320 at 
DEFS(B/T) 000433.) It concluded that latanoprost 
was the best for both efficacy and side effects in ad-
junctive use. (DTX-1320; Trial Tr., Day 2 PM at 
160:2–25 (Noecker).) Stewart does not report data at 
any specific time point, so it does not speak to how 
brimonidine added to timolol lowers IOP at the after-
noon trough, let alone how it would do so in a fixed 
combination as opposed to the adjunctive therapy ex-
amined in Stewart. (Trial Tr., Day 2 PM at 161:1–25 
(Noecker).) Nor does Stewart say anything to suggest 
that adding brimonidine to timolol would reduce side 
effects as compared to brimonidine alone. (Trial Tr., 
Day 2 PM at 162:1–3 (Noecker).) 

126.  The Arici reference was not published until 
January 2002. (DTX-1125 at DEFS(B/T) 000171.) The 
patents-in-suit were filed in April 2002, but because 
Arici was published less than a year before that, the 
inventors submitted a declaration during prosecution 
to swear behind Arici based on prior invention. (Trial 
Tr., Day 2 PM at 24:11–26:7 (Samples); PTX-2-
000274; Trial Tr., Day 2 PM at 162:7-11; 162:25–163:8 
(Nocker).) Thus, the Court concludes that Arici is not 
prior art as to the patents-in-suit. 

127.  Even if Arici were prior art, it similarly does 
not teach or suggest the clinical limitations of the as-
serted claims. Arici discloses a short-term study in 
twenty patients, where brimonidine 0.2% was given 
twice per day to patients who were not achieving suf-
ficient IOP-lowering on timolol alone. (DTX-1125 at 
DEFS(B/T) 000173.) There is no data in Arici about 
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IOP-lowering on brimonidine alone, either twice or 
three times per day. (DTX-1125.) Additionally, Arici 
discusses nothing about adverse ocular events, or 
about the systemic adverse events of somnolence or 
oral dryness. (Trial Tr., Day 2 PM at 162:12–22 
(Noecker).) Thus, it teaches a person of skill in the art 
nothing about what impact, if any, a fixed combina-
tion of brimonidine and timolol would have on adverse 
events as compared to brimonidine alone. (Id.) 

128.  As to Yuksel, this reference was also before 
the PTO during prosecution of all the patents-in-suit. 
(Trial Tr., Day 2 PM at 165:5–19 (Noecker).) Like 
Larsson, Yuksel is a short term study that lasted only 
two days. (DTX-1127.) Patients already on timolol re-
ceived a single drop of brimonidine to measure any ef-
fect on IOP. (DTX-1127 at DEFS(B/T) 000196; Trial 
Tr., Day 2 PM at 163:20–164:11 (Noecker).) It teaches 
nothing about long-term efficacy for treatment of 
glaucoma or ocular hypertension. It teaches nothing 
about combining brimonidine and timolol into a fixed 
combination, and it teaches nothing about the efficacy 
of such a combination. (Trial Tr., Day 2 PM at 164:5–
165:3.) Like Arici, it makes no mention of the claimed 
adverse ocular events, or of the claimed adverse 
events of somnolence or dry mouth. (Id.) It therefore 
teaches nothing to a person of skill in the art about 
what effect, if any, a fixed combination of brimonidine 
and timolol would have on the claimed adverse events 
as compared to brimonidine alone. 

129.  For these reasons, the Court determines that 
none of the adjunctive therapy references—Stewart, 
Arici, and Yuksel—teach or suggest the claimed clini-
cal limitations of the patents-in-suit. 
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d.   Art on Other Fixed Combinations 
Teaches Away from Achieving the 
Clinical Limitations of the Claims 

130.  In addition to the art related to adjunctive 
therapy with brimonidine and timolol, Sandoz also re-
lied on art related to other fixed combination products, 
particularly Cosopt®, which is a fixed combination of 
dorzolamide and timolol. This art relating to other 
fixed combination products was also before the district 
court and Federal Circuit in Allergan I. Allergan, 726 
F.3d at 1290. 

131.  Dr. Tanna testified that Cosopt® is an “excel-
lent analogy” for the brimonidine/timolol fixed combi-
nation because “[d]orzolamide was FDA-approved as 
a threetimes- a-day drug. In reality, we were using it 
twice a day. And timolol was approved as a twicea- 
day drug. We were using it, for the most part, twice a 
day. And Cosopt® was a twice-a-day drug with both 
agents in the same bottle.” (Trial Tr., Day 1 PM at 
156:20–157:4 (Tanna).) So, like Combigan®, Cosopt® 
combined one drug approved for three times daily dos-
ing with one drug approved for twice-daily dosing into 
a fixed combination for twice-daily dosing. However, 
Cosopt® does not suggest that the specific clinical lim-
itations of the asserted claims could be achieved by 
making such a combination. Instead, it suggests just 
the opposite. 

132.  The Clineschmidt paper (DTX-1169) relied on 
by Sandoz compared Cosopt® dosed twice daily with 
dorzolamide monotherapy dosed three times daily and 
timolol monotherapy dosed twice daily. (Trial Tr., Day 
2 PM at 166:3–15 (Noecker).) It reports IOP measure-
ments for Hour 0, which is the time of dosing, and 
Hour 2, which “is at peak or best eyepressure lowering 
time.” (DTX-1169 at DEFS(B/T) 000028; Trial Tr., 
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Day 2 PM at 166:17-23 (Noecker); see also at 132:24-
133:16 (Noecker).) The study does not report any IOP 
measurements in the afternoon. (Trial Tr., Day 2 PM 
at 166:24–167:24 (Noecker).) Although there is no re-
ported data for the afternoon, the data for Hour 2 pro-
vides information to a person of skill in the art about 
the IOP-lowering efficacy that timolol adds to dorzola-
mide. (DTX-1169 at Table 3; Trial Tr., Day 2 PM at 
167:25–169:2 (Noecker).) At the Hour 2 time point, 
timolol adds a maximum of 2.4 mmHg in IOP-lower-
ing effect to dorzolamide, calculated by taking the IOP 
lowering for dorzolamide alone compared to the IOP 
lowering for the dorzolamide/timolol fixed combina-
tion: 
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(DTX-1169 at Table 3.) As Dr. Noecker explained, that 
amount of additional IOP lowering would not be 
enough to make up for the afternoon trough experi-
enced with twice daily brimonidine: 

Q: And Dr. Noecker, remind the Court how 
big was that gap in IOP-lowering efficacy be-
tween twice-a-day brimonidine and three-
times-a-day brimonidine that we need timolol 
to fill. 

A: About 3-1/2 millimeters of mercury. 

Q: So in this [Clineschmidt] study, is the 
timolol adding enough to make up for that gap? 

A: No. The best it does, even, once again, in 
this best-case-scenario time point, is about 2.4. 

(Trial Tr., Day 2 PM at 168:15–168:23 (Noecker); see 
also at 132:9–133:23 (Noecker).) Thus, Clineschmidt 
does not teach a person of skill in the art that a fixed 
combination of brimonidine and timolol dosed twice 
daily would maintain efficacy as compared to brimoni-
dine alone dosed three times daily. Actually, 
Clineschmidt should make a person of skill in the art 
“pessimistic” about whether timolol would add enough 
IOP-lowering efficacy to brimonidine to make up the 
afternoon gap and therefore teaches away. (Trial Tr., 
Day 2 PM at 169:3–9 (Noecker).)  

133.  Additionally, Clineschmidt does not show an 
improved side effect profile for the fixed combination 
of dorzolamide and timolol dosed twice daily as com-
pared to dorzolamide alone dosed three times daily. 
(DTX-1169 at DEFS(B/T)00031-32.) As a result, 
Clineschmidt does not suggest to a person of skill in 
the art that a fixed combination of brimonidine and 
timolol dosed twice daily would reduce side effects as 
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compared to brimonidine alone dosed three times 
daily. 

134.  Sandoz also relied on the Airaksinen refer-
ence (DTX-1331), which addresses a fixed combina-
tion of timolol and pilocarpine known as Timpilo. 
(Trial Tr., Day 2 PM at 169:16–22 (Noecker).) As Dr. 
Noecker explained, the Timpilo fixed combination was 
never approved in the U.S. because it “failed to meet 
the bar for clinical utility,” meaning that “the side-ef-
fect profile was largely unacceptable to many pa-
tients, and the ability to control IOP in a consistent 
fashion was suboptimal.” (Trial Tr., Day 2 PM at 
169:20–170:7 (Noecker).) The IOP-lowering graphs in 
Airaksinen reference support this testimony, demon-
strating that the IOP control with the pilocarpine/tim-
olol fixed combination is “inconsistent.” (Trial Tr., Day 
2 PM at 170:8–18 (Noecker) (explaining that “pilocar-
pine is typically a four-times-a-day drug, so the addi-
tion of timolol did not smooth out the curve ade-
quately”); DTX-1331 at DEFS(B/T) 000204.) Thus, 
Airaksinen would not suggest to a person of skill in 
the art that the addition of timolol to brimonidine in a 
fixed combination for twice-daily dosing would pro-
vide consistent IOP-lowering throughout the day or 
perform without loss of efficacy as compared to 
brimonidine monotherapy dosed three times daily. 
Similarly, it would not suggest that a fixed combina-
tion of brimonidine and timolol could reduce the 
claimed side effects as compared to brimonidine alone 
dosed three times a day. 

135.  The Court finds that, rather than supporting 
Defendants’ obviousness arguments, the prior art re-
lated to other fixed combinations would have sug-
gested to a person of skill in the art that a fixed com-
bination of brimonidine and timolol would not achieve 
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the efficacy and side effect limitations in the asserted 
claims. These teach away from, not toward, the 
claimed limitations. 

e.   Prior Art on Brimonidine Monother-
apy Does Not Teach or Suggest the 
Claimed Limitations 

136.  Finally, Sandoz relies on certain prior art 
that discusses brimonidine therapy and compares 
brimonidine dosing at different concentrations and 
different frequencies, particularly for its obviousness 
arguments related to the adverse event claims of the 
’425 patent. Again, the Court finds that this art does 
not teach or suggest the claimed limitations. 

137.  As an initial matter, Dr. Samples admitted 
that there is no prior art that teaches the claimed re-
duction in side effects of the ’425 patent: 

Q: There is no piece of prior art that shows that 
making a fixed combination with brimonidine 
reduces the risk of allergy as opposed to 
brimonidine TID, correct? 

A: In the prior art? No. That’s correct. 

Q: That is correct? 

A: Yes. 

(Trial Tr., Day 2 PM at 31:3–21 (Samples); see also at 
29:17-20 (“Q: Is there anything in the prior art that 
suggest that the side effects might be reduced by mak-
ing the fixed combination as—as compared to the in-
dividual component drugs? A: No, not that comes to 
mind at the moment.”).) 

138.  The Court finds that the evidence supports 
Dr. Samples’ admission. There is nothing in the prior 
art teaching that a fixed combination of brimonidine 
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and timolol would reduce side effects as compared to 
brimonidine alone. Sandoz relied primarily on the 
Walters paper (DTX-1110), which discussed various 
studies with brimonidine, including a study of 101 
glaucoma and ocular hypertension patients that com-
pared brimonidine dosed three times daily with 
brimonidine dosed twice daily. (DTX-1110 at S24; 
Trial Tr., Day 2 PM at 12:23–13:13 (Samples).) With 
respect to side effects, Walters found that “[o]verall, 
ocular and systemic side adverse events were reported 
for 8% [4 out of 50] of patients in the twice-daily group, 
and 9.8% [5 out of 51] in the three times daily group.” 
(DTX-1110 at S24.) The data in Walters does not 
break out the rates of occurrence of any individual ad-
verse events, including any of the claimed adverse 
events. (Trial Tr., Day 2 PM at 14:3–17:18 (Samples).) 
Walters itself draws no conclusion that the adverse 
events were lower for the twice-daily group as opposed 
to the three times daily group, and Dr. Samples also 
acknowledged that he would not draw that conclusion 
based on the data in Walters: 

Q: And you wouldn’t rely on this difference of 
one patient to draw any conclusions about the 
relative rates of any adverse events among 
twice-daily and three-times-a-day dose of 
brimonidine, correct? 

A: The difference is small, so I would not. 

(Trial Tr., Day 2 PM at 18:4–8 (Samples).) Therefore, 
the Court finds that Walters does not teach the ad-
verse event reduction limitations of the claims of the 
’425 patent. 

139.  Allergan relied on the Adkins paper (PTX-34) 
to support its position that the prior art found no dif-
ference in adverse event rates between twice-daily 
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and three times daily dosing of brimonidine. Like Wal-
ters, Adkins reports on several different studies on 
brimonidine. First, Adkins reports on a dose response 
study that examined various concentrations of 
brimonidine, ranging from 0.08% to 0.5%. (PTX-34-
0003.) Adkins concludes that side effects “are gener-
ally mild to moderate and appear to be dose related, 
developing more frequently among patients treated 
with higher doses of brimonidine.” (PTX-34-0012.) 
The Court understands the reference to say that 
“higher doses” means higher concentrations, i.e., the 
0.5% concentration. (See id.) In contrast, when dis-
cussing the dose frequency study, which examined 
0.2% brimonidine dose twice-daily versus three times 
daily, Adkins concludes that “the profile and incidence 
of ocular and systemic adverse events are similar with 
twice-daily and 3-times-daily administration.” (PTX-
34-0012; Trial Tr., Day 2 PM at 150:2–151:8 
(Noecker); Trial Tr., Day 2 PM at 9:5-10:9 (Samples.).) 
In making that conclusion, Adkins cites to the Walters 
and Rosenthal papers relied on by Defendants. (PTX-
34-0012, -0016; Trial Tr., Day 2 PM at 150:2–151:8 
(Noecker).)) 

140.  Based on the information in the Walters and 
Adkins references, and the expert testimony from Dr. 
Samples and Dr. Noecker, the Court finds that, prior 
to the patents-in-suit, a person of skill in the art would 
have expected a similar adverse event profile for 
brimonidine dosed twice versus three times-daily. 
(Trial Tr., Day 2 PM at 151:9–16 (Noecker) (explain-
ing that a person skilled in the art would have ex-
pected the side effect profile for twice daily and three 
times daily brimonidine to be similar).) Thus, a person 
of skill in the art would not have expected that 
Combigan® would reduce the claimed adverse events 
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as compared to brimonidine alone dosed three times 
daily. 

3.   Reduction in BAK Would Not Suggest 
a Reduction in Adverse Events 

141.  Sandoz also suggested that those of skill in 
the art would have expected the reduction in adverse 
events with the brimonidine/timolol fixed combination 
because the fixed combination reduced the amount of 
benzalkonium chloride (“BAK”), a preservative, that a 
patient needed to take. However, the Court finds that 
the evidence does not support that this reduction in 
BAK would have been expected to reduce the claimed 
adverse events. 

142.  The BAK preservative is present in both the 
Combigan® fixed combination and in brimonidine 
monotherapy. (Trial Tr., Day 2 PM at 3:23–4:5 (Sam-
ples).) With brimonidine monotherapy, a patient re-
ceives three doses of BAK per day. With Combigan®, 
a patient receives two doses. 

143.  Sandoz relied on the testimony of Dr. Sam-
ples to support its argument that the reduction in 
BAK would have been expected to reduce certain ad-
verse events, such as hyperemia. (Trial Tr., Day 2 PM 
at 5:6–21 (Samples).) However, the credibility of Dr. 
Samples’ testimony is called into question by his prior 
testimony at a 2013 trial at which he stated that there 
was no prevailing sentiment that BAK caused hyper-
emia. (Trial Tr., Day 2 PM at 5:6–7:4 (Samples).) Fur-
ther, Dr. Samples admitted here that BAK is not 
known to cause the claimed side effects or oral dryness 
or somnolence. (Trial Tr., Day 2 PM at 7:6–11.) 

144.  Dr. Noecker rebutted Dr. Samples’ testimony, 
and explained that the difference between receiving 
BAK twice a day versus three times a day would not 
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have been expected to reduce the claimed side effects 
because “the only thing that really seems to be the de-
finitive thing, is to eliminate it 100 percent altogether, 
do not expose that person’s eye at all, because even a 
little bit in some people, it’s—it’s meaningless when 
you go from 4 to 3 or 3 to 2.” (Trial Tr., Day 3 AM at 
73:3–74:2 (Noecker).) 

145.  The Court finds the position espoused by Dr. 
Noecker to be both more credible and persuasive. Ac-
cordingly, the Court finds that the reduction in BAK 
with the fixed combination dosed twice daily would 
not have been expected to reduce adverse events as 
compared to brimonidine monotherapy dosed three 
times daily. 

4.   The Claimed Limitations Are Not In-
herent 

146.  Defendants also argue that they do not need 
to show these limitations in the prior art at all because 
they are simply inherent. The Court disagrees. 

a.   Dose Reduction Without Loss of Ef-
ficacy and Reduction of Adverse 
Events Is Not Inherent in All Fixed 
Combination Formulations of the 
Claimed Brimonidine and Timolol 
Combinations  

147.  The Federal Circuit addressed inherency on 
appeal in Allergan I, finding that “[t]he evidence of 
record does not establish that a dose reduction ‘from 3 
to 2 times a day without loss of efficacy’ limitation is 
an inherent property or a necessary result of the ad-
ministration of 0.2% brimonidine and 0.5% timolol in 
a single composition.” Allergan, 726 F.3d at 1294 n.1. 
The Federal Circuit went on to explain that “it may be 
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true that the mere administration of 0.2% brimoni-
dine and 0.5% timolol twice daily in any fixed combi-
nation formulation inherently produces the claimed 
result. Alternatively, it may be true that only certain 
fixed combination formulations produce this result.” 
(Id.) As shown by the record in the first appeal, the 
Federal Circuit did not reach a conclusion in favor of 
either option. (Id.) 

148. Sandoz has failed to introduce evidence under 
the inherency inquiry as set forth by the Federal Cir-
cuit—whether the claimed efficacy and side effect lim-
itations would necessarily occur with all fixed combi-
nation formulations of 0.2% brimonidine and 0.5% 
timolol. To the contrary, Defendants’ expert, Dr. Sam-
ples, admitted that the limitations would not neces-
sarily occur in all formulations of 0.2% brimonidine 
and 0.5% timolol. (Trial Tr., Day 2 PM at 33:5–35:2 
(Samples) (“Q: So you agree that it’s possible that not 
only fixed combinations of .2% brimonidine and .5% 
timolol will give the claimed reduction in adverse 
events, correct? A: Correct.”).) In other words, it is pos-
sible that not all fixed combinations of 0.2% brimoni-
dine and 0.5% timolol would necessarily achieve the 
claimed efficacy and side effect limitations. This fact 
negates Sandoz’s inherency argument. 

b.  Neither Dose Reduction Without 
Loss of Efficacy Nor Reduction of 
Adverse Events is Inherent in Prior 
Art Adjunctive Therapy 

149.  The Court has already found that the prior 
art does not teach that twice-daily dosing with a fixed 
combination of 0.2% brimonidine and 0.5% timolol 
would perform without loss of efficacy as compared to 
dosing with brimonidine monotherapy three times 
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daily. Nor does the prior art teach that twice daily dos-
ing with a fixed combination of 0.2% brimonidine and 
0.5% timolol would reduce any of the claimed side ef-
fects as compared to dosing with 0.2% brimonidine 
monotherapy three times daily. 

150.  In support of its inherency arguments, 
Sandoz relies on references that its experts freely 
acknowledged are not prior art. (Trial Tr., Day 2 PM 
at 27:2-21 (Samples); Trial Tr., Day 2 AM at 28:8-23 
(Tanna).) In particular, Defendants rely on clinical 
studies, published in the Konstas and Goni references 
(DTX-1397; DTX-1209) after the filing of the patents-
in-suit, that compared the performance of Combigan® 
dosed twice daily to the adjunctive use of brimonidine 
and timolol in separate bottles twice daily. 

151.  Defendants rely on Konstas to argue that the 
claimed efficacy results for Combigan® were inherent 
in prior art twice-daily adjunctive therapy. However, 
other evidence at trial demonstrates that this is 
simply not the case—the addition of timolol does not 
“inherently” add enough IOP lowering to brimonidine 
dosed twice daily to make up for the afternoon trough. 
As explained, the afternoon trough between twice-
daily and three times daily brimonidine dosing is 
about 3.25 mmHg. The data in Larsson showed that 
timolol only provided an additional 1.7 mmHg of IOP-
lowering when it was added to brimonidine as adjunc-
tive therapy. (DTX-1121 at Table 2; Trial Tr., Day 2 
AM at 59:8–60:2 (Tanna).) The Clineschmidt paper 
further showed that the addition of timolol only added 
a maximum of 2.4 mmHg when added twice daily to 
dorzolamide in a fixed combination (DTX-1169 at Ta-
ble 3; Trial Tr., Day 2 PM at 168:15–23 (Noecker)) and 
that 2.4 mmHg was at the morning time points, at 
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which the timolol would be at its most effective, in-
stead of the afternoon, when it would be expected to 
have less effect. (Trial Tr., Day 2 PM at 166:20-167:1, 
168:24-169:2 (Noecker).) 

152.  Thus, the evidence presented at trial suggests 
that timolol added to twice-daily brimonidine as ad-
junctive therapy would not inherently be as effective 
as brimonidine dosed three times daily. 

153.  Allergan also presented evidence as to why 
the data in Konstas does not show inherency. Aller-
gan’s expert, Dr. Noecker, explained that a person of 
skill in the art would question the reliability of the 
Konstas data because the methodology used in the 
study is unorthodox and the results are inconsistent 
with other reported data. (See Trial Tr., Day 2 PM at 
135:7-136:25 (Noecker); Trial Tr., Day 3 AM at 68:2–
69:17 (Noecker).) In particular, Konstas measured 
IOP over a 24-hour period, which required taking IOP 
measurements on patients in the middle of the night. 
The IOP-lowering curve shown in Konstas suggests 
that IOP is at its lowest point overnight and at its 
highest in the mid-morning. (DTX-1397 at 
AGN_COMBI0438129.) Dr. Noecker explained that 
essentially all other data in the literature shows that 
IOP is generally higher, not lower, overnight. (Trial 
Tr., Day 2 PM at 136:3–21 (Noecker) (“There tends to 
be a drift up in eye pressure during the night in all 
other studies we’ve seen, and even on treatment or off 
treatment, even with our best drug, the prostaglandin 
analogues, and I would say that this data is incon-
sistent with any other study in the literature.”).) Due 
to this inconsistency with other reported studies, a 
person of skill in the art would not simply accept the 
data in Konstas, without other evidence, as showing 
that the Combigan® fixed combination formulation 
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has equivalent efficacy over a 24-hour period as the 
adjunctive twice-daily therapy. (Trial Tr., Day 3 AM 
at 69:6–17 (Noecker) (“[A] lot of the data does not 
agree with what we have seen, so it makes me ques-
tion all of it, exactly how they got to that point.”).) 

154.  The Court credits Dr. Noecker’s testimony 
about the flaws in the Konstas paper. Moreover, Kon-
stas did not measure adverse events, so it provides no 
additional comparison of the adverse event rates be-
tween Combigan® and adjunctive twice-daily ther-
apy. Hence, it cannot support Defendants’ inherency 
arguments related to the adverse event claims. Ac-
cordingly, the Court finds that Konstas does not show 
that either the claimed efficacy or safety limitations 
were inherent in prior art adjunctive therapy. 

155.  The Goni paper reports on the 507T clinical 
study (DTX-1102), which was a 3- month study run in 
Europe evaluating the use of the Combigan® formu-
lation twice daily compared to the adjunctive use of 
0.2% brimonidine and 0.5% timolol both twice daily in 
separate bottles. (DTX-1209 at 
AGN_COMBI0439583.) Goni concluded that the 
“[b]rimonidine/timolol fixed combination was as effec-
tive as concomitant therapy with respect to mean IOP 
and mean change from baseline IOP at all time points 
and visits.” (Id. at AGN_COMBI0439581.) Goni also 
concluded that both the fixed combination and the 
twicedaily adjunctive treatments were well-tolerated 
and that there were no differences in adverse events 
between groups. (Id.) However, these conclusions in 
Goni do not demonstrate that the efficacy and side ef-
fect results of Combigan® are inherent in twice-daily 
adjunctive therapy. 

156.  In terms of efficacy, Goni’s conclusion of 
equivalent efficacy of the fixed combination and twice-
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daily adjunctive therapy is based on data taken at 
only two time points—8:00 a.m. and 10:00 a.m. (Trial 
Tr., Day 2 PM at 171:8-172:4 (Noecker).) The study 
did not collect IOP measurements in the afternoon. As 
a result, there is no way to know whether the twice-
daily adjunctive therapy was as effective as the 
Combigan® fixed combination formulation at the crit-
ical afternoon trough point in time at which 
Combigan®’s efficacy is the most surprising. (Id.) Goni 
therefore does not demonstrate that the prior art 
twice-daily adjunctive therapy was inherently as ef-
fective as Combigan®. 

157.  As to side effects, Goni’s conclusion that there 
is no difference in the side effect profile between the 
Combigan® fixed combination formulation and the 
twice-daily adjunctive therapy also does not show in-
herency. First, the 507T study reported on in Goni 
was run in patients who were already on a monother-
apy regimen and therefore already tolerating that 
treatment. (Trial Tr., Day 1 AM at 123:25–124:8 (Ba-
toosingh).) Ms. Batoosingh explained that this would 
likely account for lower rates of side effects: 

Q: You testified in cross-examination that the 
patients in the 507T study were largely already 
on therapy. Does that matter when looking at 
side effects? 

A: Yes. 

Q: Why? 

A: Because the patients who are on the thera-
pies that are being tested are already used to 
the types of side effects—or even in the class of 
medication are used to those types of side ef-
fects. And so a change from baseline, which is 
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what’s reported in the clinical trials, is not nec-
essarily demonstrative because it – it’s influ-
enced by what they’re on at baseline. 

(Trial Tr., Day 1 PM at 6:8–19 (Batoosingh).) Thus, 
because the patients in the 507T study were already 
on therapy and likely already tolerating those drugs, 
the side effects reported would be lower than they 
would be in a study that included patients being ex-
posed to the drugs for the first time. (Trial Tr., Day 3 
AM at 71:2–72:5 (Noecker) (explaining that the study 
design of Goni “will reduce the rate of adverse events 
because you’re having people who are known to be suc-
cessful already”).) 

158.  Second, the 507T study reported on in Goni 
was only a 12-week study. The evidence at trial 
demonstrated that certain side effects, including al-
lergic conjunctivitis in particular, can take longer 
than 12 weeks to develop in some patients. (Trial Tr., 
Day 1 AM at 106:11–107:6 (Batsoosingh.)) Therefore, 
12 weeks of data may well not be sufficient to show 
the true allergy rate or the true difference in allergy 
rate between the two treatment groups. 

159. Finally, the 507T study reported on in Goni 
took place in Europe and the Middle East, where side 
effect reporting is done differently than it is in many 
of the studies run in the United States. (DTX-1102.) 
Rather than asking about specific adverse events us-
ing a form with boxes to check for each one, adverse 
events data in Goni was collected by more generally 
asking patients how they were feeling. (DTX-1102; 
Trial Tr., Day 2 PM at 172:21–173:15 (Noecker).) 
Since the side effect data was collected differently, it 
is again likely that the reported rates would be lower 
than in many other studies, and an accurate compar-
ison difficult if not impossible. (Id.) As Dr. Noecker 
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analogized, the side effect reporting in the 507T was 
more of a “write-in” option, and “if it is an election, the 
write-in candidate is not going to show up very often.” 
(Trial Tr., Day 2 PM at 172:21–173:8 (Noecker).) Not 
surprisingly, the rates reported in Goni for overall 
side effects of Combigan® are lower than those re-
ported for the same treatment arm in other clinical 
studies. (Compare DTX-1209 at 
AGN_COMBI0439586 (reporting overall adverse 
event rate of 20.2% for patients on Combigan® in Goni 
study) with PTX-070-0007 (reporting overall adverse 
event rate of 53.0% in patients on Combigan® in Sher-
wood study).) 

160.  There is no way to know if the adverse event 
data reported in Goni would have been the same in a 
study of longer duration, that included patients who 
were not already tolerant to the drugs in the study, or 
that specifically inquired about particular adverse 
events in a more precise way. Goni therefore does not 
show that the reduction in adverse events as com-
pared to brimonidine monotherapy three times daily 
seen with Combigan® is inherent in adjunctive twice-
daily therapy. 

161. The Court also notes that the asserted claims 
of the ’149 and ’425 patents compare the efficacy of a 
0.2% brimonidine/0.5% timolol fixed combination 
dosed twice daily with 0.2% brimonidine monotherapy 
dosed three times daily. Defendants have presented 
no evidence as to how twice-daily adjunctive therapy 
with 0.2% brimonidine and 0.5% timolol would per-
form compared to 0.2% brimonidine dosed three times 
daily. Neither Goni nor Konstas address that compar-
ison. (See Trial Tr., Day 3 AM at 66:5–17 (Noecker) 
(“Q: Was there any data in the prior art that showed 
that adjunctive therapy with brimonidine and timolol, 
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each given twice per day, was as effective as three-
times-a-day brimonidine monotherapy? A: No.”).) 
Consequently, there is no evidence that it would have 
the same performance as Combigan® when compared, 
as the claims require, to 0.2% brimonidine alone dosed 
three times a day. 5. Secondary Considerations of 
Non-Obviousness 162. The Court finds that secondary 
considerations, including unexpected results, long felt 
need, commercial success and copying, favor the con-
clusion that the claims of the patents-in-suit were not 
obvious. 

a.   Unexpected Results 

163.  Allergan’s clinical studies of Combigan® 
demonstrated unexpected results related both to effi-
cacy and side effects of Combigan®, which are embod-
ied in the asserted claims of the patents-in-suit. 

164.  As set forth above, the clinical trials for 
Combigan® demonstrated that Combigan® dosed 
twice daily shows statistically better or equivalent 
IOP lowering compared to 0.2% brimonidine mono-
therapy dosed three times daily. As inventor Ms. Ba-
toosingh testified, this result was surprising and un-
expected, particularly given that 0.2% brimonidine 
was required to be dosed three times per day in order 
to avoid the decrease in efficacy, or “afternoon 
trough.” Neither the inventors nor practitioners in the 
field expected that Combigan® could fill in the after-
noon trough, and maintain IOP-lowering efficacy 
throughout the day. The Court finds this unexpected 
result to be objective evidence supporting the non-ob-
viousness of the asserted claims. This evidence sup-
ports the non-obviousness of claim 4 of the ’149 pa-
tent, which claims Combigan®’s greater or equal effi-
cacy compared to 0.2% brimonidine monotherapy, and 
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claim 1 of the ’976 patent, which claims a therapeuti-
cally effective composition. 

165.  The clinical trials for Combigan® also demon-
strated an unexpected reduction in certain adverse 
events in patients receiving Combigan® compared to 
those receiving 0.2% brimonidine three times daily. 
As Ms. Batoosingh testified, although Allergan be-
lieved Combigan® could have, in general, an improved 
overall safety profile, none of the inventors believed 
that Combigan® would achieve the reductions in spe-
cific adverse events that were observed. (Trial Tr., 
Day 1 AM at 79:10–82:13 (Batoosingh.)) In particular, 
Combigan® exhibited a surprisingly lower incidence 
of allergic conjunctivitis, a problematic side effect as-
sociated with brimonidine, when compared to 0.2% 
brimonidine monotherapy. The reduction in allergic 
conjunctivitis was not simply due to the reduction in 
the numbers of doses of brimonidine, but rather is at-
tributable to a synergistic effect of combining brimoni-
dine and timolol in a single fixed-combination formu-
lation. (Trial Tr., Day 1 AM at 79:10–83:13.) In addi-
tion to a lower incidence of ocular adverse events, 
Combigan® also unexpectedly demonstrated a reduc-
tion in nervous system side effects, such as somno-
lence and oral dryness. These reductions in adverse 
events were unexpected and are objective evidence 
supporting the non-obviousness of the asserted 
claims. This evidence supports the non-obviousness of 
claims 1–8 of the ’425 patent, which explicitly recite 
the reduction of adverse events observed with 
Combigan® compared to those observed with 0.2% 
brimonidine administered three times per day. 

b.   Closest Prior Art 

166.  Sandoz argued that all unexpected results 
must be evaluated against the closest prior art, which, 
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according to Sandoz, is the adjunctive use of brimoni-
dine and timolol twice daily. The Court has already 
found that the prior art on the twice-daily adjunctive 
use of the two compounds does not teach efficacy re-
sults, particularly at the afternoon trough time point, 
and does not teach rates of adverse events. In fact, 
based on the prior art, a person of skill in the art 
would have expected that twice daily brimonidine 
combined with timolol would not perform without loss 
of efficacy as compared to brimonidine alone three 
times daily because timolol would not have been ex-
pected to eliminate the afternoon trough for IOP low-
ering. Additionally, based on the prior art, including 
the known overlapping side effects of brimonidine and 
timolol and the experience with Cosopt®, a person of 
skill in the art would not have expected that combin-
ing brimonidine and timolol for twice-daily dosing 
would reduce adverse events as compared to brimoni-
dine dosed three times a day. 

167.  Sandoz’s entire argument as to what would 
have been “expected” based on the prior art twice-
daily adjunctive therapy depends on information, in-
cluding clinical studies of Combigan® itself, that is 
not actually in the prior art and would not have been 
available to inform the expectations of a person of skill 
in the art. Accordingly, the Court finds that the effi-
cacy and side effect results of Combigan® are unex-
pected compared to all the prior art, including twice-
daily adjunctive therapy, based properly on what was 
knowable through such prior art. 

c.   Long-Felt Need 

168.  As of 2002, there was a long-felt need for a 
fixed combination product to treat glaucoma. (Trial 
Tr., Day 2 PM at 182:18–183:4 (Noecker).) The inven-



130a 
 

 

 

 

tions disclosed and claimed in the patents-in-suit pro-
vided a long-awaited fixed combination that lowered 
IOP as well or better than existing adjunctive solu-
tions, such as 0.2% brimonidine, and that also reduced 
some of the problematic adverse events associated 
with brimonidine. (Trial Tr., Day 2 PM at 182:18–
183:4 (Noecker).) 

d.   Copying 

169. It is undisputed that Sandoz’s proposed prod-
uct is an exact copy of Combigan®. (Trial Tr., Day 2 
PM at 182:3–8 (Noecker); see also Trial Tr., Day 1 PM 
at 38:23–25 (Noecker); Day 2 AM at 39:8-11 (Tanna).) 
Sandoz sold both a generic 0.2% brimonidine product 
and a generic 0.5% timolol product before Allergan 
filed the patents-in-suit. (Trial Tr., Day 2 PM at 
182:9–17 (Noecker).) There was nothing to stop 
Sandoz from developing its own fixed combination 
product of brimonidine and timolol, but it did not do 
so. Instead, Sandoz copied Combigan®. Therefore, the 
Court finds that the interest of Sandoz in copying the 
claimed inventions provides further support for a find-
ing that the asserted claims are not obvious. 

e.   Commercial Success 

170.  The commercial success of Combigan® also 
demonstrates that the asserted claims of the ’149, 
’976, and ’425 patents are not obvious. Since it 
launched in 2007, gross sales of Combigan® have in-
creased year after year. (Trial Tr., Day 2 PM at 66:12–
18 (LeCause); PTX- 

356.) Net sales of Combigan® in 2015 were approx-
imately $350 million, and are expected to be roughly 
$370 million in 2016. (Trial Tr., Day 2 PM at 66:12–
67:5 (LeCause).) Moreover, Combigan® has been a 
profitable product for Allergan, and is one of the most 
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significant contributors to the profitability of Aller-
gan’s U.S. eye care business. (Trial Tr., Day 2 PM at 
70:16-71:10, 72:14-73:3 (LeCause); 104:16–105:22 
(Maness).) 

171.  The success of Combigan® is substantially re-
lated to the features recited in the asserted claims. 
Economic evidence demonstrates that the success of 
Combigan® is not due only to the success of its two 
active ingredients, brimonidine and timolol. Brimoni-
dine and timolol were available in a generic form for a 
lower combined cost than Combigan®, yet Combigan® 
still achieved substantial sales. (Trial Tr., Day 2 PM 
at 106:2–107:17 (Maness).) Rather, advertising and 
marketing information show that a significant con-
tributor to the success of Combigan®, in addition to 
its IOP-lowering efficacy, was the lower incidence of 
side effects observed compared to brimonidine mono-
therapy, in particular the reduction in ocular allergy. 
(Trial Tr., Day 2 PM at 108:23–112:14 (Maness).) 
Based on this advertising and marketing evidence, 
the Court finds that the IOP-lowering efficacy and re-
duction in side effects of Combigan®, both central 
components of the patents-in-suit, are substantially 
related to Combigan®’s commercial success. 

6.  Enablement and Written Descrip-
tion 

172.  The Court has previously held that Sandoz is 
not precluded from challenging the validity of claim 4 
of the ’149 patent for lack of enablement and written 
description. (Dkt. No. 314.) Allergan maintains its ar-
guments as to preclusion of those defenses. 

173.  At trial, Sandoz argued that claim 4 of the 
’149 patent and claim 1 of the ’976 patent are invalid 
for lack of enablement and lack of written description 
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under 35 U.S.C. § 112. Defendants did not address its 
enablement or written description defense for the 
claims of the ’425 patent. 

a.   The Claims Cover Six Possible Com-
binations of Brimonidine and Tim-
olol 

174.  The evidence at trial demonstrated that a 
person of skill in the art would understand there to be 
six possible combinations of brimonidine and timolol 
encompassed by the claims: (1) 0.2% brimonidine tar-
trate/0.5% timolol free base; (2) 0.2% brimonidine tar-
trate/0.5% timolol maleate; (3) 0.2% brimonidine tar-
trate/0.5% timolol tartrate; (4) 0.2% brimonidine free 
base/0.5% timolol free base; (5) 0.2% brimonidine free 
base/0.5% timolol maleate; and (6) 0.2% brimonidine 
free base/0.5% timolol tartrate. 

175.  Brimonidine tartrate was the only salt of 
brimonidine known and used as of the 2002 filing date 
of the patents. (Trial Tr., Day 2 PM at 188:1–17 
(Noecker).) A person of skill in the art would have 
known that the free base form also exists in solution. 
(Id. at 188:18–23.) For timolol, timolol maleate was 
the only salt form known and used in the art in 2002, 
and a person of skill in the art would also have been 
aware that the timolol base form exists in solution. 
(Id. at 188:24–189:3.) 

176.  Moreover, as the Court explained in its Mark-
man order in Combigan® II, timolol tartrate is also 
described in the file history of the patents-in-suit. (Al-
lergan II, Dkt. 171 at 15– 16.) Therefore, a person of 
skill in the art would understand that it is encom-
passed by the claims based on the file history. (Id.; 
Trial Tr., Day 2 PM at 189:4-20 (Noecker).) 
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b.   Sandoz’s Argument that the Claims 
Cover Hundreds of Possible Combi-
nations Is Not Supported by the Ev-
idence 

177.  Sandoz presented no testimony from their ex-
perts to support its arguments that the claims cover 
potentially hundreds of salts of brimonidine and tim-
olol. 

178.  Dr. Tanna testified in conclusory fashion that 
“based on the Court’s claim construction regarding the 
brimonidine and timolol terms, the composition can be 
many, many different things because there are many 
different salts of brimonidine and many salts of tim-
olol and their respective free bases as well.” (Trial Tr., 
Day 1 PM at 167:10–168:6 (Tanna).) Dr. Tanna did 
not identify a single additional salt other than 
brimonidine tartrate and timolol maleate. This was 
noted by Dr. Noecker. Dr. Tanna also cited no refer-
ence to support his suggestion that the “there is a 
huge broad family, probably hundreds of different 
things, that could fit within the scope of this claim.” 
(Id.) This conclusory and unsupported testimony is 
not credible and is inconsistent with the evidence 
about what a person of skill in the art would under-
stand about the application of the terms. 

179.  Sandoz attempted to support its arguments 
through exhibits introduced during cross-examination 
of Allergan’s expert, Dr. Noecker. Without any expert 
testimony to explain those documents, the Court is 
not persuaded by Sandoz’s arguments. U.S. Patent 
Nos. 3,890,319 (the “’319 patent”) and 3,655,663 (the 
“’663 patent”) (DTX-1358 and DTX-1365) that Defend-
ants rely on are directed to broad classes of com-
pounds, not just to brimonidine and timolol. Contrary 
to Sandoz’s arguments, these patents do not establish 
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that persons of skill in the art would understand that 
there are numerous salts of brimonidine and timolol. 

180.  The ’319 patent lists a number of potential 
salts for the quinoxaline compounds described 
therein, but it does not say that any of the listed salts 
could be made with brimonidine specifically, that any 
of the salts would be acceptable for ophthalmic use, or 
that any of the salts had actually been made with any 
compound at all. (Trial Tr., Day 3 AM at 62:20–63:16 
(Noecker).) The Court notes that the salt example 
Sandoz relies on in the ’319 patent is a prophetic ex-
ample, and not a list of salts actually made. (DTX-
1358 at 10:37–58.) 

181.  There was no dispute at trial that the only 
salt of brimonidine available in the real world as of 
2002 was brimonidine tartrate. (Trial Tr., Day 3 AM 
at 63:17–21.) 

182.  The ’663 patent also lists a number of poten-
tial salts but does not say whether any of those salts 
could actually be made with any particular compound 
or whether any of them would be acceptable for oph-
thalmic use if they were made with any of those par-
ticular compounds. (Trial Tr., Day 3 AM at 63:22–
65:13 (Noecker).) 

183.  There was no dispute at trial that there is 
only one salt of timolol actually available in the art—
timolol maleate. (Id. at 65:4–8.) Indeed, the maleate 
salt is the only salt that the ’663 patent actually dis-
closes as an example for the specific compound of tim-
olol, providing further support for Allergan’s position, 
and counter to Sandoz’s position. (Id. at 63:22–64:9; 
DTX–1365 at Example 1A.) Again, the recitation of 
other salts in the ’663 patent is prophetic. 
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184.  The hypothetical salts of brimonidine and 
timolol proposed by Sandoz were not supported by any 
expert testimony, and the Court rejects Defendants’ 
argument to read the claim construction as “not lim-
ited to real world salt forms.” (Trial Tr., Day 3 AM at 
115:2–5.) 

c.   The Specification Discloses a Fixed 
Combination Formulation and a 
Clinical Study Showing that it 
Achieved the Claimed Results 

185.  The specification of the patents-in-suit dis-
closes both the specific formulation of Combigan® as 
well as both the protocol for and results of a clinical 
study that was run on that formulation. (Trial Tr., 
Day 2 PM at 185:5–187:25 (Noecker).) The protocol 
provides details to inform a person of skill in the art 
how the trial was run and how a similar trial could be 
conducted, including details about patient enrollment, 
what drugs and groups to use, how to dose the drugs, 
and how to measure the effectiveness and side effects. 
(Id. at 185:24–186:18.) The reported results for the 
brimonidine/timolol fixed combination formulation 
dosed twice daily demonstrated that “[i]n terms of re-
ducing intraocular pressure, it performed as well or 
better than brimonidine dosed three times a day, and 
in terms of rates of adverse events, it had a more fa-
vorable profile.” (Id. at 187:12–25 (Noecker).) Those 
results are recited in the asserted claims, with claim 
4 of the ’149 patent requiring no loss of efficacy with 
twice-daily dosing of the fixed combination as com-
pared to brimonidine alone three times a day and 
claim 1 of the ’976 patent requiring that twice-daily 
dosing of the fixed combination be therapeutically ef-
fective. 
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186.  A person of skill in the art reading the speci-
fication would therefore be able to prepare a fixed 
combination formulation of 0.2% brimonidine and 
0.5% timolol that would meet the clinical limitations 
of the asserted claims. 

187.  While, the specification contains only one ex-
ample of a formulation of 0.2% brimonidine tartrate 
and 0.5% timolol base (equivalent to 0.68% timolol 
maleate), the single example is representative of the 
full scope of the claim. The presence of only one exam-
ple does not render the claims invalid for lack of ena-
blement and written description. 

188.  Allergan demonstrated at trial that a person 
of skill in the art would have no problem converting 
between the several forms of brimonidine and timolol 
that are covered by the claims as a matter of basic 
math, using the molecular weights of the compounds 
to calculate the ratios. (Trial Tr., Day 2 PM at 189:21–
190:25 (Noecker).) For example, 0.2% brimonidine tar-
trate is equal to 0.132% brimonidine free base, and 
0.5% timolol free base is equal to 0.68% timolol male-
ate and to 0.73% timolol tartrate. (PDX-332.) This tes-
timony was unrebutted by Sandoz. 

189.  The evidence at trial also showed that 
brimonidine is effective at lowering IOP at concentra-
tions of 0.08% to 0.5%, while timolol has approxi-
mately equal efficacy at concentrations of 0.25% and 
0.5%. (Trial Tr., Day 2 PM at 191:1-20 (Noecker).) As 
Dr. Noecker explained, the concentrations that a per-
son of skill in the art could calculate from the six dif-
ferent forms of brimonidine and timolol covered by the 
claims all fall well within that effective range. (Id.) 
This testimony was unrebutted. 
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190.  Dr. Noecker also testified that the example in 
the patent would be representative of the other forms 
of brimonidine and timolol covered by the claims. (Id. 
at 192:1-20.) A person of skill in the art would expect 
that the brimonidine and timolol forms covered by the 
claims would perform in the same way as the disclosed 
example. Sandoz presented no evidence to counter 
that testimony or to show that a person skilled in the 
art would not expect the example to be representative. 

191.  Sandoz’s only expert to testify as to enable-
ment and written description, Dr. Tanna, merely re-
lied on his incorrect assertion that the claims encom-
passed hundreds of possible combinations and, even 
there, did not explain why the example would not be 
reasonably representative. The Court rejects Dr. 
Tanna’s testimony and credits the testimony from Dr. 
Noecker that the clinical example in the patent is rep-
resentative of the full scope of claim 4 of the ’149 pa-
tent and claim 1 of the ’976 patent. 

d.   The Specification Informs a Person 
of Skill in the Art How to Run a 
Clinical Trial 

192.  The patents-in-suit provide instructions on 
how to run a clinical trial to confirm that the efficacy 
and side effect profile for a particular fixed combina-
tion formulation of 0.2% brimonidine and 0.5% tim-
olol. 

193. Example 2 of the patents-in-suit lays out the 
clinical protocol in detail, instructing a person of skill 
in the art precisely how to run a trial to test the effi-
cacy and side effect profile of a fixed combination for-
mulation dosed twice daily as compared to brimoni-
dine dosed three times a day. (Trial Tr., Day 2 PM at 
192:11–20 (Noecker).) 
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194.  Dr. Noecker explained that, in light of the disclo-
sures in the specification, running such a trial would 
not constitute undue experimentation. (Id. at 192:18–
20.) 

195.  As Ms. Batoosingh testified, the cost of a clin-
ical trial at the relevant time was about $2,500 per 
completed subject, which is not a prohibitive expendi-
ture. (Trial Tr., Day 1 AM at 66:25–67:8 (Batoosingh).) 

CONCLUSIONS OF LAW 

I. INFRINGEMENT 

A.  Legal Standard 

1. Infringement Under 35 U.S.C. § 
271(e)(2)(A) 

1.  The Hatch-Waxman Act provides that it shall 
be an act of infringement to submit an ANDA applica-
tion “for a drug claimed in a patent or the use of which 
is claimed in a patent.” 35 U.S.C. § 271(e)(2)(A). “Un-
der § 271(e)(2)(A) a court must determine whether, if 
the drug were approved based upon the ANDA, the 
manufacture, use, or sale of that drug would infringe 
the patent in the conventional sense.” Glaxo, Inc. v. 
Novopharm, Ltd., 110 F.3d 1562, 1569-70 (Fed. Cir. 
1997). 

2.  Infringement is a question of fact, e.g., Scanner 
Techs. Corp. v. ICOS Vision Sys. Corp. N.V., 528 F.3d 
1365, 1382 (Fed. Cir. 2008), and must be proven by a 
preponderance of the evidence, e.g., Cross Med. 
Prods., Inc. v. Medtronic Sofamor Danek, Inc., 424 
F.3d 1293, 1310 (Fed. Cir. 2005). The same preponder-
ance of the evidence burden applies to patentees as-
serting infringement under 35 U.S.C. § 271(e)(2). Dey, 
L.P. v. Teva Parenteral Medicines, Inc., 958 F. Supp. 
2d 654, 660 (N.D.W. Va. 2013). 
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3.  Determining literal infringement requires (1) 
construing the claims and (2) determining whether 
the properly construed claims read on the accused 
product or method. ActiveVideo Networks, Inc. v. Ver-
izon Commc’ns, Inc., 694 F.3d 1312, 1319 (Fed. Cir. 
2012) (quoting Georgia–Pacific Corp. v. U.S. Gypsum 
Co., 195 F.3d 1322, 1330 (Fed. Cir. 1999)). 

4.  For purposes of infringement under 35 U.S.C. § 
271(e)(2)(A), Sandoz’s ANDA controls the infringe-
ment inquiry. “Because drug manufacturers are 
bound by strict statutory provisions to sell only those 
products that comport with the ANDA’s description of 
the drug, an ANDA specification defining a proposed 
generic drug in a manner that directly addresses the 
issue of infringement will control the infringement in-
quiry.” Abbott Labs v. TorPharm, Inc., 300 F.3d 1367, 
1373 (Fed. Cir. 2002). In other words, what an ANDA 
applicant “has asked the FDA to approve as a regula-
tory matter is the subject matter that determines 
whether infringement will occur.” Sunovion Pharm., 
Inc. v. Teva Pharm. USA, Inc., 731 F.3d 1271, 1278 
(Fed. Cir. 2013). 

2.   Infringement Under 35 U.S.C. § 271(b) 

5.  Even if a defendant does not directly infringe a 
claim, the defendant may infringe the claim indirectly 
by playing a role in another’s direct infringement of 
the claim. There are two types of indirect infringe-
ment: (1) inducement, and (2) contributory infringe-
ment. In re Bill of Lading Transmission & Processing 
Sys. Patent Litig., 681 F.3d 1323, 1333 (Fed. Cir. 
2012). 

6.  A defendant induces infringement if it (a) knows 
of the patents-in-suit, (b) encourages others (like pa-
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tients, pharmacists, and doctors) to infringe and in-
tends for them to do so, and (c) others (like patients, 
pharmacists, and doctors) will actually use the prod-
ucts in the infringing manner if they are approved. 35 
U.S.C. § 271(b); Astrazeneca LP v. Apotex, Inc., 633 
F.3d 1042, 1060 (Fed. Cir. 2010). 

7.  The Federal Circuit has held that if a proposed 
drug’s package insert instructs users to perform a pa-
tented method, then the package insert provides evi-
dence of an affirmative intent to induce infringement 
of the patented method. Astrazeneca, LP v. Apotex, 
Inc., 633 F.3d 1042, 1058-61 (Fed. Cir. 2010). The Fed-
eral Circuit has “long held that the sale of a product 
specifically labeled for use in a patented method con-
stitutes inducement to infringe that patent.” Eli Lilly 
& Co. v. Actavis Elizabeth LLC, 435 Fed. Appx. 917, 
926 (Fed. Cir. 2011). A specific intent to induce in-
fringement is present where the proposed package in-
sert “would inevitably lead some consumers to prac-
tice the claimed method.” AstraZeneca, 633 F.3d at 
1060. 

8.  A generic product package insert does not need 
to specify each and every claim limitation to induce 
infringement. See Hoffman LaRoche v. Apotex, Nos. 
07-4417 et al., 2010 WL 3522786, at *3 n.2 (D.N.J. 
Sept. 2, 2010) (“There is no requirement that the lan-
guage used to induce infringement mirror the lan-
guage of the claim.”); see also AstraZeneca, 633 F.3d 
at 1057 (affirming district court’s induced infringe-
ment determination based on labeling language that 
“implicitly instructed users” to practice patented 
methods). 

3.  Infringement Under 35 U.S.C. §   
271(c) 



141a 
 

 

 

 

9.  A defendant is liable for contributory infringe-
ment if (a) it knows of the patents-in-suit, (b) it will 
sell products that others use to directly infringe the 
patent, (c) defendant’s product is a material part of 
the invention, and (d) the product has no substantial 
non-infringing uses and is not a staple article of com-
merce. 35 U.S.C. § 271(c); i4i Ltd. P’ship v. Microsoft 
Corp., 598 F.3d 831, 850-51 (Fed. Cir. 2010), aff’d 564 
U.S. 91 (2011). See also Eli Lilly, 435 Fed. Appx. At 
927 (holding generic defendants liable for contribu-
tory infringement where the FDA-authorized use was 
patented because “defendants are restricted from sell-
ing a federally regulated drug for unapproved uses”). 

B.   Sandoz’s Proposed Product Does Not   In-
fringe the Claims of the ’149 and ’976 Pa-
tents Because It Does Not Meet the Con-
centration Limitation of the Claims 

10.  For the reasons stated above in paragraphs 
81–881, Sandoz’s proposed product will not meet each 
and every limitation of the asserted claims. In partic-
ular, the Court finds that Combigan® contains, and 
Sandoz’s proposed product will contain 0.2% brimoni-
dine tartrate, which reduces to 0.132% w/v brimoni-
dine, and 0.68% timolol maleate, which reduces to 
0.5% w/v timolol. This does not meet the fixed combi-
nation of 0.2% w/v brimonidine and 0.5% timolol 
claimed in the ’149 and ’976 patents. 

11.  Accordingly, Sandoz does not infringe the ’149 
and ’976 patents, directly or indirectly. 

                                            
1 Unless otherwise specified, the Court’s reference to prior para-
graphs here and throughout its Conclusions of Law refers to par-
agraphs contained in the Court’s Findings of Facts. 
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C.   Sandoz Is Liable for Infringement of the 
’425 Patent Under 35 U.S.C. §§ 271(b), (c), 
(e)(2)(A) 

12.  For the reasons stated above in paragraphs 
81–96, use of Sandoz’s proposed product will meet all 
the limitations of the asserted claims of the ’425 pa-
tent. In particular, the Court finds that both 
Combigan® and Sandoz’s proposed product contains 
0.2% w/v brimonidine tartrate and 0.5% timolol free 
base as required by the claims of the ’425 patents. 

13.  Sandoz does not contest any other limitation 
of the asserted claims of the ’425 patent. Accordingly, 
for the reasons stated above in paragraphs 88–96, all 
other claim limitations of the asserted claims of the 
’425 patent are met by the use of Sandoz’s proposed 
product. Therefore, Sandoz’s proposed product in-
fringes the ’425 patent under 35 U.S.C. § 271(e)(2)(A). 

14.  Additionally, for the reasons stated above in 
paragraphs 97–104, Sandoz would induce and contrib-
ute to infringement of the ’425 patent. 

II. INVALIDITY 

A.   Burden of Proof 

15.  Patents are presumed valid, and the accused 
infringer has the burden to prove invalidity by clear 
and convincing evidence. 35 U.S.C. § 282; Microsoft 
Corp. v. i4i Ltd. P’ship., 564 U.S. 91, 95 (2011). 

16.  Where, as here, nearly all of the art that is 
cited by the defendant was before the PTO during 
prosecution of the asserted patents, the defendant 
faces an “enhanced burden.” Tokai Corp. v. Easton 
Enters., Inc., 632 F.3d 1358, 1367 (Fed. Cir. 2011) 
(“[A]lthough the standard of proof does not depart 
from that of clear and convincing evidence, a party 
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challenging validity shoulders an enhanced burden if 
the invalidity argument relies on the same prior art 
considered during examination by the U.S. Patent and 
Trademark Office.”). 

B.   Sandoz Put Forth No Evidence that the 
Asserted Claims of the Patents-In-Suit 
Are Invalid as Anticipated 

17.  Despite the fact that Sandoz’s pleadings in-
cluded affirmative defenses and counterclaims of in-
validity of the ’140, ’976, and ’425 patents as antici-
pated under § 102, it failed to put forth any evidence 
at trial of a single prior art reference which antici-
pated any of the patents-in-suit. Accordingly, the 
Court granted Allergan’s motion under Rule 52(c) of 
the Federal Rules of Civil Procedure for judgment as 
a matter of law that the patents-in-suit were not inva-
lid as anticipated under § 102. 

C.   Obviousness 

1.   Legal Standards 

a.   Generally 

18.  The ultimate issue of obviousness is an issue 
of law, but it is based on underlying factual findings, 
including “(1) the scope and content of the prior art; 
(2) the differences between the claims and the prior 
art; (3) the level of ordinary skill in the art; and (4) 
objective considerations of nonobviousness.” In re Cy-
clobenzaprine, 676 F.3d 1063, 1068 (Fed. Cir. 2012). 
Further, “a party seeking to invalidate a patent as ob-
vious must demonstrate by clear and convincing evi-
dence that a skilled artisan would have had reason to 
combine the teaching of the prior art references to 
achieve the claimed invention, and that the skilled ar-
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tisan would have had a reasonable expectation of suc-
cess from doing so.” Id. at 1068–69 (quotations omit-
ted). 

19.  Obviousness is analyzed from the perspective 
of one of skill in the art at the time of the invention 
and the use of hindsight is not permitted. See KSR In-
tern. Co. v. Teleflex Inc., 550 U.S. 398, 421 (2007) (rec-
ognizing “hindsight bias” and “ex post reasoning” as 
inappropriate in determination of obviousness); see 
also Graham v. John Deere Co. of Kansas City, 383 
U.S. 1, 36 (1966) (discussing the “importance of 
guard[ing] against slipping into the use of hindsight 
… and resist[ing] the temptation to read into the prior 
art the teachings of the invention in issue” when con-
sidering the obviousness of a patent). “Care must be 
taken to avoid hindsight reconstruction by using the 
patent in suit as a guide through the maze of prior art 
references, combining the right references in the right 
way so as to achieve the result of the claims in suit.” 
In re NTP, 654 F.3d 1279, 1299 (Fed. Cir. 2011). 

20.  In an unpredictable art, like ophthalmic for-
mulation development and treatment of patients, re-
sults are more likely to be unexpected and, thus, non-
obvious. See Eisai Co. Ltd. v. Dr. Reddy’s Labs. Ltd., 
533 F.3d 1353, 1359 (Fed. Cir. 2008) (“To the extent 
an art is unpredictable, as the chemical arts often are, 
KSR’s focus on these ‘identified, predictable solutions’ 
may present a difficult hurdle because potential solu-
tions are less likely to be genuinely predictable.”). 

b.   Inherency 

21.  The Federal Circuit has explained that “the 
use of inherency, a doctrine originally rooted in antic-
ipation, must be carefully circumscribed in the context 
of obviousness.” PAR Pharm., Inc. v. TWI Pharm., 
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Inc., 773 F.3d 1186, 1195 (Fed. Cir. 2014) (concluding 
that the District Court erred in its inherency analy-
sis). “[T]he concept of inherency must be limited when 
applied to obviousness,” and a defendant must “meet 
a high standard in order to rely on inherency to estab-
lish the existence of a claim limitation in the prior art 
in an obviousness analysis—the limitation at issue 
necessarily must be present, or the natural result of 
the combination of elements explicitly disclosed by the 
prior art.” Id. at 1195–96 (Fed. Cir. 2014). That is, in-
herency “may not be established by probabilities or 
possibilities. The mere fact that a certain thing may 
result from a given set of circumstances is not suffi-
cient.” Id. at 1196 (quoting In re Oelrich, 666 F.2d 578, 
581 (C.C.P.A. 1981)). However, if “the disclosure is 
sufficient to show that the natural result flowing from 
the operation as taught would result in the perfor-
mance of the questioned function, it seems to be well 
settled that the disclosure should be regarded as suf-
ficient.” Id. 

c.   Secondary Considerations 

22.  Objective indicia of non-obviousness, also re-
ferred to as secondary considerations, include copying, 
commercial success, failure of others, long-felt need, 
general skepticism of those in the art, and unexpected 
results. See KSR, 550 U.S. at 406. “Objective indicia 
may often be the most probative and cogent evidence 
of non-obviousness in the record.” Catalina Lighting, 
Inc. v. Lamps Plus, Inc., 295 F.3d 1277, 1288 (Fed. 
Cir. 2002). This is because the objective evidence can 
“often serve as insurance against the insidious attrac-
tion of the siren hindsight when confronted with a dif-
ficult task of evaluating the prior art.” W.L. Gore & 
Assoc., Inc. v. Garlock, Inc., 721 F.2d 1540, 1553 (Fed. 
Cir. 1983). It is an important “check against hindsight 
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bias” because “knowing that the inventor succeeded in 
making the patented invention, a fact finder might de-
velop a hunch that the claimed invention was obvious, 
and then construct a selective version of the facts that 
confirms the hunch. This is precisely why the Su-
preme Court explained that objective considerations 
might prevent a fact finder from falling into such a 
trap.” In re Cyclobenzaprine, 676 F.3d at 1079. “Obvi-
ousness requires a court to walk a tightrope blind-
folded (to avoid hindsight)—an enterprise best pur-
sued with the safety net of objective evidence.” Mintz 
v. Dietz & Watson, Inc., 679 F.3d 1372, 1379 (Fed. Cir. 
2012). 

23.  The objective evidence of non-obviousness 
must be considered as part of the entire obviousness 
analysis, not merely after looking at all the evidence 
of obviousness that has been put forward. Kinetic 
Concepts, Inc. v. Smith & Nephew, Inc., 688 F.3d 
1342, 1360 (Fed. Cir. 2012); In re Cyclobenzaprine, 
676 F.3d at 1075. Indeed, “[t]he objective considera-
tions, when considered with the balance of the obvi-
ousness evidence in the record, guard as a check 
against hindsight bias.” Id. at 1079. 

24.  “Unexpected results are useful to show the ‘im-
proved properties provided by the claimed composi-
tions are much greater than would have been pre-
dicted.’” Leo Pharm. Products, Ltd. v. Rea, 726 F.3d 
1346, 1358 (Fed. Cir. 2013). Results are unexpected 
when “the claimed invention exhibits some superior 
property or advantage that a person in the relevant 
art would have found surprising or unexpected” be-
cause “that which would have been surprising to a 
person of ordinary skill in a particular art would not 
have been obvious.” In re Soni, 54 F.3d 746, 750 
(Fed.Cir.1995); see also Lindemann Maschinenfabrik 
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GMBH v. American Hoist and Derrick Co., 730 F.2d 
1452, 1462 (Fed. Cir. 1984) (reversing obviousness 
finding where although the claimed invention com-
bined two prior art devices, the district court over-
looked “unexpected results nowhere suggested in the 
prior art”). 

2.   The ’149 and ’976 Patents Are Not Inva-
lid as Obvious 

25.  While the fixed combination of brimonidine 
and timolol may be obvious, for the reasons stated in 
paragraphs 105–171, the combination coupled with 
the twice a day application is not obvious. In particu-
lar, as the Federal Circuit previously held in Allergan 
I, Sandoz has not identified clear and convincing evi-
dence in the prior art that the addition of timolol to 
brimonidine dosed twice per day would eliminate the 
afternoon trough. 

26.  Further, the Court concludes and holds that 
Sandoz did not demonstrate by clear and convincing 
evidence that the ’149 and ’976 patents were invalid 
as obvious under the doctrine of inherency. In partic-
ular, the Court concludes that the “no loss of efficacy” 
limitation is not inherent in all fixed combination for-
mulations of the claimed brimonidine and timolol 
combinations. For the reasons stated in paragraphs 
146–161, Sandoz has not shown by clear and convinc-
ing evidence that every fixed combination of brimoni-
dine and timolol satisfies the “no loss of efficacy” lim-
itation. 

27.  Additionally, for the reasons stated in para-
graphs 162–171, the Court concludes and holds that 
secondary considerations of non-obviousness support 
this Court’s finding that the ’149 and ’976 patents are 
not invalid as obvious. 



148a 
 

 

 

 

3.   The ’425 Patent Is Not Invalid as     Ob-
vious 

28.  For the reasons stated in paragraphs 105–171, 
the Court concludes and holds that the ’425 patent is 
not invalid as obvious. In particular, and as discussed 
in relation to the ’149 and ’976 patents, Sandoz failed 
to prove by clear and convincing evidence that the 
combination and application elements of the ’425 pa-
tent would be obvious in light of the prior art. Addi-
tionally, Sandoz has failed to prove by clear and con-
vincing evidence that the ’425 patent’s limitations re-
garding the reduction of adverse events would have 
been obvious in light of the prior art. 

29.  Further, the Court concludes and holds that 
Sandoz is unable to demonstrate by clear and convinc-
ing evidence that the ’425 patent was invalid as obvi-
ous under the doctrine of inherency. In particular, the 
Court concludes that the reduction in adverse events 
is not inherent in all fixed combination formulations 
of the claimed brimonidine and timolol combinations. 
Additionally, for the ’425 patent to be invalid under 
the doctrine of inherency in the context of an obvious-
ness challenge, the reduction in adverse events would 
have to be the necessary result of claimed limitations 
which are themselves obvious. Therefore, the reduc-
tion in adverse events would have to be the necessary 
result of the combination of brimonidine and timolol 
alone, the only portion of the patents-in-suit which is 
obvious. If the reduction in adverse events results 
from the combination of brimonidine and timolol plus 
the specific application of the combination claimed in 
the patents-in-suit, then the ’425 patent is not invalid 
as obvious due to inherency. This is to say, that it is 
not enough that the reduction in side effects is inher-
ent to the combination and application. Rather, the 
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reduction in adverse events must be inherent from the 
combination alone, i.e., a necessary consequence of us-
ing the combination. For the reasons stated in para-
graphs 146–161, Sandoz has not shown by clear and 
convincing evidence that the combination alone neces-
sarily results in reduction of side effects. 

30.  Additionally, for the reasons stated in para-
graphs 162–171, the Court concludes and holds that 
secondary considerations of non-obviousness support 
the conclusion that the ’425 patent is not invalid as 
obvious. 

D.   Written Description and Lack of          En-
ablement 

1. Legal Standards 

a. Written Description 

31.  Written description of a genus requires the dis-
closure of either a representative number of species 
falling within the scope of the genus, or structural fea-
tures common to the members of the genus so that one 
of skill in the art can “visualize or recognize” the mem-
bers of the genus. GlaxoSmithKline LLC v. Banner 
Pharmacaps, Inc., 744 F.3d 725, 730 (Fed. Cir. 2014). 
A single representative embodiment can support an 
adequate written description of a claimed genus. See, 
e.g., Invitrogen Corp. v. Clontech Laboratories, Inc., 
429 F.3d 1052, 1073 (Fed. Cir. 2005) (finding suffi-
cient written description where the specification dis-
closed a representative embodiment of the claimed ge-
nus); Bilstad v. Wakalopulos, 386 F.3d 1116, 1125 
(Fed. Cir. 2004) (referring to “general rule” that dis-
closure of a species provides sufficient written descrip-
tion support for a genus claim); see also Hynix Semi-
conductor Inc. v. Rambus Inc., 645 F.3d 1336, 1352 
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(Fed. Cir. 2011) (“There is no special rule for support-
ing a genus by the disclosure of a species; so long as 
disclosure of the species is sufficient to convey to one 
skilled in the art that the inventor possessed the sub-
ject matter of the genus, the genus will be supported 
by an adequate written description.”). 

b. Enablement 

32.  A patent is enabling if its disclosure is suffi-
cient to enable a person of ordinary skill in the art to 
make and use the claimed inventions without undue 
experimentation; it “need not teach, and preferably 
omits, what is well known in the art.” See Hybritech 
Inc. v. Monoclonal Antibodies, Inc., 802 F.2d 1367, 
1384 (Fed. Cir. 1986); Warner-Lambert Co. v. Teva 
Pharms. USA, 418 F.3d 1326, 1337 (Fed. Cir. 2005). 

33.  Some experimentation is permissible, so long 
as it is not “undue.” In re Wands, 858 F.2d 731, 736-
37 (Fed. Cir. 1988) (explaining that enablement is not 
negated by the necessity for some experimentation 
and setting forth factors to consider in determining 
whether such experimentation is undue). Im-
portantly, in this analysis, a person of skill in the art 
is assumed to have the patent specification as a guide 
to teach them the claimed invention. See AK Steel 
Corp. v. Sollac, 344 F.3d 1234, 1244 (Fed. Cir. 2003) 
(explaining that in determining whether a patent 
claim is enabled, the question is whether using the pa-
tent specification as an initial guide, the hypothetical 
skilled artisan’s knowledge of the surrounding art and 
ability to modestly experiment would have been suffi-
cient to enable him to make and use the claimed in-
vention); see also Chiron Corp. v. Genentech, Inc., 363 
F.3d 1247, 1253 (Fed. Cir. 2004) (explaining that the 
specification itself need not necessarily describe how 
to make and use every possible variant of the claimed 
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invention, for the artisan’s knowledge of the prior art 
and routine experimentation can often fill gaps, inter-
polate between embodiments, and perhaps even ex-
trapolate beyond the disclosed embodiments, depend-
ing upon the predictability of the art). 

2.   Claim 4 of the ’149 Patent Is Not Invalid 
For Lack of Written Description 

34.  Defendants did not present any evidence or ar-
gument on a written description defense at trial as to 
the claims of the ’425 and ’976 patents. 

35.  As to claim 4 of the ’149 patent, for the reasons 
stated above in paragraphs 172–191, under the 
Court’s construction of the claims, such includes only 
six possible combinations of brimonidine and timolol 
that would be apparent to one of skill in the art. The 
specification provides a clinical example of one of 
those combinations—the particular combination that 
is used in the Combigan® formulation—and demon-
strates that this formulation dosed twice daily has 
equivalent IOP-lowering efficacy and a lower inci-
dence of adverse events as compared to 0.2% brimoni-
dine tartrate monotherapy dosed three times daily. 
The example in the specification is therefore repre-
sentative of, and provides a sufficient written descrip-
tion for, the small genus encompassed within the 
claims. 

36.  Moreover, for the reasons stated above in par-
agraphs 177–184, the Court finds that it would be im-
proper to require written description support for hy-
pothetical salts that Sandoz has not proven actually 
existed anywhere in the art. Language in a specifica-
tion is to be understood for what it meant to one hav-
ing ordinary skill in the art at the time the application 
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was filed. See United States Steel Corp. v. Phillips Pe-
troleum Co., 865 F.2d 1247, 1251–52 (Fed. Cir. 1989) 
(rejecting evidence directed to a later state of the art 
and explaining that to require patentees to disclose 
future developments in the science would “impose an 
impossible burden on inventors and thus on the pa-
tent system”); see also, Amgen Inc. v. Hoechst Marion 
Roussel, Inc., 314 F.3d 1313, 1331 (Fed. Cir. 2003) 
(agreeing with the district court’s conclusion that 
“when the claim is to a composition rather than a pro-
cess, the written description requirement does not de-
mand that the specification describe technological de-
velopments in the way in which the claimed composi-
tion is made that may arise after the patent applica-
tion is filed.”). 

37.  Therefore, for the reasons stated above in par-
agraphs 172–191, the Court finds that Sandoz has 
failed, by clear and convincing evidence, to prove in-
validity of claim 4 of the ’149 patent for lack of written 
description. 

3.  Claim 4 of the ’149 Patent Is Not Invalid 
For Lack of Enablement  

38.  For the reasons stated above in paragraphs 
172–195, the Court finds that Sandoz failed to meet 
its burden to show by way of testimony or documen-
tary evidence that any amount of experimentation, if 
needed, would be undue. Cephalon, Inc. v. Watson 
Pharm., Inc., 707 F.3d 1330, 1339 (Fed. Cir. 2013). 
The “mere potential need for clinical work” does not 
constitute undue experimentation. Id. at 1338-1339. 
See also Ortho–McNeil Pharm., Inc. v. Mylan Labs., 
Inc., 520 F.3d 1358, 1365–66 (Fed. Cir. 2008) (“[E]ven 
if clinical trials informed the anticonvulsively effec-
tive amount, this record does not show that extensive 
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or ‘undue’ tests would be required to practice the in-
vention.”). 

39.  Sandoz did not present any evidence or argu-
ment at trial as to a lack of enablement defense relat-
ing to the claims of the ’425 and ’976 patents. 

40. As to claim 4 of the ’149 patent, for the reasons 
stated above in paragraphs 174–184, under the 
Court’s construction of the claims, only six possible 
combinations of brimonidine and timolol would be ap-
parent to one of skill in the art. The specification pro-
vides a clinical example of one of those combinations—
the particular combination that is used in the 
Combigan® formulation—and it demonstrates that 
this formulation dosed twice daily has equivalent 
IOP-lowering efficacy and a lower incidence of adverse 
events as compared to 0.2% brimonidine tartrate mon-
otherapy dosed three times daily. The example in the 
specification is representative of, and enables, the 
small genus encompassed within the claims. 

41.  Moreover, for the reasons stated above in par-
agraphs 174–184, the Court concludes and holds that 
it would be improper to require enablement for hypo-
thetical salts that have not been proven to have actu-
ally existed in the art. See United States Steel Corp., 
865 F.2d at 1251–52 (rejecting evidence directed to a 
later state of the art and explaining that to require 
patentees to disclose future developments in the sci-
ence would “impose an impossible burden on inven-
tors and thus on the patent system”); see also Amgen, 
314 F.3d at 1335 (a specification’s failure to disclose 
the “later-developed” technology cannot invalidate the 
patent for lack of enablement). 

42.  Therefore, the Court finds that Defendants 
have failed, by clear and convincing evidence, to prove 
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invalidity of claim 4 of the ’149 patent for lack of ena-
blement. 

CONCLUSION 

For the reasons set forth above, the Court finds, 
concludes and holds that: (1) Sandoz’s proposed prod-
uct does not infringe the ’149 and ’976 patents; (2) 
Sandoz’s proposed product infringes the ’425 patent 
under 35 U.S.C. §§ 271(e)(2)(A) and 271(b); and (3) 
none of the patents-in-suit is invalid. Accordingly, the 
Court hereby ORDERS that the effective date for the 
approval of Sandoz’s ANDA to be the date no sooner 
than the latest expiration date of the patents-in-suit. 
Any conduct by Sandoz to market any product de-
scribed within its ANDA prior to such effective ap-
proval date is hereby ENJOINED. 

So ORDERED and SIGNED this 30th day of De-
cember, 2016. 

 

/s/ Rodney Gilstrap   
                         RODNEY GILSTRAP 

UNITED STATES     
DISTRICT JUDGE 
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IN THE UNITED STATES DISTRICT COURT 
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CASE NO. 2:12-cv-
207-JRG  

(LEAD CASE)  

 

 

 

 

 

CASE NO. 2:15-CV-
347-JRG 

 
OPINION AND FINAL JUDGMENT 

This case came before the Court for a bench trial 
beginning on October 25, 2016. The trial was com-
pleted on October 27, 2016. The issues having been 
duly tried, and the Court having issued its Findings 
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of Fact and Conclusions of Law, separately but con-
currently herewith, the Court hereby issues this Opin-
ion and Final Judgment. 

I. BACKGROUND 

The Court provides the following overview of the 
proceedings to provide context to the claims and de-
fenses presently asserted. 

A.   Procedural History 

Allergan Sales, LLC (“Allergan”) is the holder of 
approved New Drug Application (“NDA”) No. 21-398 
for the drug Combigan®. (Dkt. No. 311 at 5.) 
Combigan® is a fixed combination ophthalmic solu-
tion consisting of 0.2% brimonidine and 0.5% timolol 
designed to lower intraocular pressure in patients 
with glaucoma and ocular hypertension. (Dkt. No. 277 
at 3; Dkt. No. 311 at 5.) Allergan has at least six pa-
tents alleged to cover Combigan® and its administra-
tion: U.S. Patent Nos. 7,030,149 (“the ’149 patent”); 
7,320,976 (“the ’976 patent”); 7,642,258 (“the ’258 pa-
tent”); 8,133,890 (“the ’890 patent”); 8,354,409 (“the 
’409 patent”); and 8,748,425 (“the ’425 patent”). (Dkt. 
No. 311 at 5.) Each of these patents is listed in the 
FDAApproved Drug Products with Therapeutic 
Equivalence Evaluations database, commonly re-
ferred to as the “Orange Book.” (Id.) Allergan is also 
the owner of U.S. Patent. No. 7,323,463 (“the ’463 pa-
tent”), which is also listed in the Orange Book, how-
ever Allergan has requested that the ’463 patent be 
de-listed. (Id.) 

1.   Allergan I 

In 2009, Allergan received three Paragraph IV let-
ters from Sandoz, Inc. (“Sandoz”) regarding the ’149, 
’976, ’463, and ’258 patents. Allergan, Inc. v. Sandoz 
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Inc., 818 F. Supp. 2d 974, 985 (E.D. Tex. 2011) (“Aller-
gan I”). These letters indicated that Sandoz had sub-
mitted Abbreviated New Drug Application (“ANDA”) 
No. 91-087 for the purpose of obtaining approval to 
commercially manufacture, use, offer for sale, or sell 
a generic version of Combigan prior to the expiration 
of the ’149, ’976, ’463, and ’258 patents. Id. After re-
ceiving the letters, Allergan filed suit against Sandoz 
for infringement of the ’149, ’463, ’976, and ’258 pa-
tents. Id. Sandoz raised affirmative defenses and 
counterclaims of invalidity of the patents-in-suit. (See 
C.A. No. 2:09-cv-97, Dkt. Nos. 35, 83). Thereafter, 
Sandoz moved for summary judgment of non-infringe-
ment of claims 1 through 3 of the ’149 patent, which 
the Court granted. Allergan I, 818 F. Supp. 2d at 982. 
Shortly before trial, Sandoz filed a stipulation that its 
ANDA met all of the limitations of claim 4 of the ’149 
patent, claim 1 of the ’976 patent, claims 1–6 of the 
’463 patent, and claims 1–9 of the ’258 patent. (C.A. 
No. 2:09-cv-97, Dkt. No. 234.) The case proceeded to a 
bench trial on the issue of invalidity of the remaining 
asserted claims. Based on the stipulations, the Court 
found the claims to be infringed. The Court also found 
the claims to be not invalid, based on the evidence pre-
sented at trial. Allergan I, 818 F. Supp. 2d at 1031. 
The Court subsequently enjoined Sandoz from mak-
ing, using, offering to sell, or selling the products de-
scribed in the ANDA within the United States until 
after the latest of the expiration dates of the ’149, ’976, 
’463, and ’258 patents. (C.A. No. 2:09-cv-97, Dkt. No. 
260.)  

Allergan and Sandoz both appealed the Court’s 
ruling to the Federal Circuit. See Allergan, Inc. v. 
Sandoz Inc., 726 F.3d 1286 (Fed. Cir. 2013). On ap-
peal, the Federal Circuit affirmed-in-part and re-
versed-in-part, finding that the asserted claims of the 
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’463 patent were invalid as obvious. Id. at 1288. How-
ever, the Federal Circuit affirmed this Court’s holding 
that claim 4 of the ’149 patent was not invalid, reason-
ing that Sandoz failed to present clear and convincing 
evidence that the “no loss of efficacy” limitation of 
such claim would have been obvious. Id. at 1288, 1294. 
The Federal Circuit declined to address the claims of 
the ’258 and ’976 patents, explaining that “[t]he ’258, 
’976, and ’149 patents each expire on April 19, 2022. 
Because we conclude that claim 4 of the ’149 patent is 
not invalid, the Appellants will be unable to enter the 
market until that date. Accordingly, we find it unnec-
essary to address the claims of the ’258 and ’976 pa-
tents.” Id. at 1294 n.2. 

2.   Allergan II 

In March of 2012, while Allergan I was still pend-
ing in this Court, the ’890 patent issued. (Dkt. No. 1 ¶ 
23.) Shortly thereafter, Allergan filed suit against 
Sandoz alleging that Sandoz’s ANDA No. 91-087 in-
fringed the ’890 patent. (Dkt. No. 1) (“Allergan II”). On 
March 15, 2013, Sandoz amended its answers to add 
counterclaims for non-infringement and invalidity of 
the later-issued ’409 patent, as well as non-infringe-
ment and invalidity of the ’890 patent. (Dkt. No. 311 
p. 6–7.) Allergan II was ultimately consolidated with 
Allergan III to form the present action. (Dkt. No. 220.) 

3.   Allergan III 

While Allergan I was on appeal, Sandoz modified 
its ANDA No. 91-087 to remove the indicated use of 
glaucoma from its label by removing the words “glau-
coma or” from a label that originally indicated use of 
the product “for the reduction of elevated intraocular 
pressure (“IOP”) in patients with glaucoma or ocular 
hypertension.” (Dkt. No. 287 p. 7–8.) As a result, 



159a 
 

 

 

 

Sandoz now only seeks approval of its product in pa-
tients with ocular hypertension. (Id.) After Sandoz 
modified its ANDA, it filed a Rule 60(b)(5) motion to 
modify the injunction the Court issued in Allergan I 
to permit Sandoz to make its proposed ANDA product. 
(C.A. No. 2:09-cv-97, Dkt. 280.) This Court denied 
Sandoz’s Rule 60(b)(5) motion, (C.A. No. 2:09-cv-97, 
Dkt. No. 308), and the Federal Circuit affirmed. Aller-
gan, Inc. v. Sandoz, Inc., 587 Fed. App’x 657 (Fed. Cir. 
2014). 

On January 23, 2015, Sandoz sent a second Para-
graph IV letter to Allergan, which notified Allergan of 
Sandoz’s modified ANDA. (2:15-cv-347, Dkt. No. 1 ¶ 
33–34.) Following receipt of the Paragraph IV letter, 
Allergan again filed suit against Sandoz, this time for 
infringement of the ’149, ’976, ’258, ’425 patents. 
(2:15-cv-347, Dkt. No. 1) (“Allergan III”). As noted 
above, the Court then consolidated Allergan II and Al-
lergan III. (Dkt. No. 220.) It was this consolidated ac-
tion which proceeded to trial before the Court on Oc-
tober 25, 2016 on the ’149, ’976, and ’425 patents (col-
lectively “the patents-in-suit”). 

B.   Sandoz’s Modified ANDA and the ’425 Pa-
tent 

The Court issues this opinion along with its Final 
Judgment due, in part, to its concerns with Sandoz’s 
pre-litigation conduct which led to the institution of 
the present lawsuit. Specifically, Sandoz’s repeated ef-
forts to relitigate a case which it lost on the merits in 
2011 are cause for concern. The genesis of this reliti-
gation strategy lies with Sandoz’s amended ANDA 
No. 91-087. Whereas previously Sandoz’s ANDA was 
indicated for usage in patients with “glaucoma or ocu-
lar hypertension,” its amended ANDA was indicated 
solely for use in patients with “ocular hypertension.” 
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In other words, it omitted the words “glaucoma or” 
from its proposed label. It is undisputed that the drug 
to be sold is chemically identical to Combigan®. Said 
another way, the removal of these two words consti-
tuted the entirety of Sandoz’s modifications to its 
ANDA. 

After making this amendment, Sandoz undertook 
a series of calculated litigation-based actions which 
appear to the Court to have pushed the envelope of 
propriety for their strategic gain. First, Sandoz moved 
under Rule 60(b)(5) to modify the injunction issued in 
Allergan I in light of its amended ANDA. Sandoz ar-
gued, in part, that because its amended ANDA carved 
out use of the product in patients with glaucoma, its 
product would no longer infringe claim 4 of the ’149 
patent. (C.A. No. 2:09-cv-98, Dkt. No. 285 at 11–12.) 
In support of its argument, Sandoz highlighted the 
fact that the FDA had “informed Sandoz that its 
carve-out amendment was acceptable.” (C.A. No. 2:09-
cv-97, Dkt. No. 300 at 1.) The Court denied Sandoz’s 
Rule 60(b)(5) motion on the grounds that it was simply 
seeking to relitigate its case and “obtain another 
chance at non-infringement via the modified ANDA.” 
(C.A. No. 2:09-cv-97, Dkt. No. 308 at 6–7.) Accord-
ingly, the Court found that the motion sought im-
proper relief. After losing on its Rule 60(b)(5) motion, 
Sandoz sent a modified Paragraph IV letter to Aller-
gan, representing that it had amended its ANDA to 
“carve out” the indicated use of the drug in patients 
with glaucoma. (C.A. No. 2:15-cv-347, Dkt. No. 1 ¶ 33–
34.) Allergan responded to this letter by filing another 
lawsuit, this time for infringement of the ’149, ’976, 
’258, ’425 patents. (C.A. No. 2:15-cv-347, Dkt. No. 1.) 
After precipitating a second lawsuit, Sandoz faced two 
hurdles obstructing its path to successful relitigation. 
Sandoz’s first hurdle in this suit was overcoming an 
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unfavorable claim construction (to which it stipulated) 
in Allergan I. As discussed in greater detail below and 
in this Court’s Findings of Fact and Conclusions of 
Law, the Allergan I claim construction is fundamen-
tally at odds with the arguments Sandoz advanced at 
the trial in the present suit. To avoid this problem, 
Sandoz argued for a new claim construction, which 
was different than that of Allergan I. After obtaining 
a different claim construction, Sandoz faced its second 
hurdle: issue and claim preclusion. At that juncture, 
the Court found that Allergan was not legally pre-
cluded from making its amendment and relitigating 
with Allergan. As detailed in its order denying Aller-
gan’s motion for summary judgment (Dkt. No. 314), 
the Court found that the identical issues had not pre-
viously been litigated (given the stipulations between 
the parties). At this point, the door to relitigation had 
been opened. 

Sandoz’s relitigation strategy is clear. Sandoz stip-
ulated to infringement in Allergan I, but then realized 
it relinquished plausible non-infringement arguments 
by doing so. Sandoz regretted its stipulation, and 
sought to relitigate infringement of Allergan’s pa-
tents. After litigator’s remorse set in, the key to 
Sandoz’s relitigation strategy was amending its 
ANDA to technically say it covered a new product. At 
this juncture, the Court makes clear that Sandoz’s 
motivation to amend its ANDA, and the act of doing 
so, is not inherently problematic. Indeed, Sandoz was 
not legally precluded from making this amendment 
and pursuing relitigation. However, the noninfringe-
ment arguments Sandoz advanced at trial in the pre-
sent suit persuade the Court that its amendment was 
purely a means to an end. For example, at trial 
Sandoz did not argue that the amendment to its 
ANDA actually designed around Allergan’s patents by 
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bringing what had previously been an infringing prod-
uct outside the scope of the asserted claims. Rather, 
the arguments it presented had absolutely no relation 
to the amendment it made to its ANDA. That is to say, 
it could have made these identical non-infringement 
arguments in Allergan I, given that they apply equally 
to its original ANDA and its amended ANDA. Since 
the amended ANDA did not give rise to any new argu-
ments, it was less a design around Allergan’s patents 
and more a hypertechnical, if not illegal, end run 
around the injunction stemming from Allergan I. The 
only utility of Sandoz’s amended ANDA was as a key 
to open the door to arguments that Sandoz regretted 
giving up in Allergan I. 

In spite of the above, the Court finds some of 
Sandoz’s arguments persuasive. As explained below, 
the Court concludes that Sandoz’s proposed product 
described in its amended ANDA does not infringe the 
’149 patent or the ’976 patent. However, the Court 
finds that Sandoz’s non-infringement arguments with 
respect to the ’425 patent fall short, and that Allergan 
has carried its burden to establish infringement of the 
’425 patent. With this background in mind, the Court 
observes that such clear efforts to creatively bypass 
the principles of finality and fairness underlying our 
system of justice should not be rewarded. 

To be fair, however, the modifications Sandoz 
made to its ANDA following Allergan I only tell half 
of the story underlying this extended litigation. After 
litigating Allergan I before future litigation. While 
Sandoz was amending its ANDA in an effort to reliti-
gate the issues and patents in Allergan I, as described 
above, Allergan was re-writing its claims and prose-
cuting additional patents to further protect 
Combigan®. Indeed, one of the patents-in-suit, the 
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’425 patent, is the product of Allergan’s efforts to re-
write its claim with respect to the fixed combination 
of brimonidine and timolol. In Allergan I, the parties 
stipulated to the claim construction wherein “brimoni-
dine” was construed as “brimonidine tartrate” and 
“timolol” was construed as “timolol free base.” (C.A. 
No. 2:09-cv-97, Dkt. No. 151 at 8–12.) After recogniz-
ing that this particular construction favored its in-
fringement arguments, Allergan re-wrote the claims 
of its patents purportedly covering the fixed combina-
tion element of Combigan® to identically track the Al-
lergan I claim construction. Claim 1 of the ’425 patent 
specifically claims “a single composition comprising 
0.2% w/v brimonidine tartrate and 0.5% w/v timolol 
free base.” ’425 Patent at 9:10–11 (emphasis added). 
Again, the Court observes that this is not improper 
per se; however, like Sandoz’s amended ANDA, it does 
reflect both parties’ realization that they each might 
be better off if the patents and litigation strategies 
employed in Allergan I were subject to a “do-over.” 
This realization seems to have culminated in the stra-
tegic actions that both parties took and which lead to 
the present suit. 

II. ANALYSIS 

The Court issues this opinion and sets forth the fol-
lowing analysis in concert with and as an adjunct to 
its Findings of Fact and Conclusions of Law. The fol-
lowing does not supplement such findings and conclu-
sions, rather they provide an overview of the Court’s 
analysis. 

A.   Anticipation of the Patents-in-Suit 

First, the Court addresses Sandoz’s assertion that 
the patents-in-suit are invalid as anticipated under 35 
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U.S.C. § 102. In Sandoz’s Answer to Allergan’s Com-
plaint, it asserted affirmative defenses and counter-
claims of invalidity of the ’976 and ’425 patents under 
§ 102. (C.A. No. 2:15-cv-347, Dkt. No. 14 at 42–44, 57–
58.) Additionally, in Sandoz’s First Amended Answer 
and Counterclaim, it added affirmative defenses and 
counterclaims of invalidity of the ’149 patent under § 
102. (Dkt. No. 252 at 41, 54–55.)1 

Despite the fact that Sandoz’s pleadings included 
affirmative defenses and counterclaims of invalidity of 
the ’140, ’976, and ’425 patents as anticipated under § 
102, it failed to put forth any evidence at trial of a sin-
gle prior art reference which anticipated any of the 
patents-in-suit. Accordingly, the Court granted Aller-
gan’s motion under Rule 52(c) of the Federal Rules of 
Civil Procedure for judgment that the patents-in-suit 
were not invalid as anticipated under § 102. 

B.   Obviousness of the Patents-in-Suit 

Sandoz also asserts that the patents-in-suit are in-
valid as obvious under 35 U.S.C. § 103. In its Answer 
to Allergan’s Complaint, Sandoz asserted affirmative 
defenses and counterclaims of invalidity of the ’976 
and ’425 patents under § 103. (C.A. No. 2:15-cv-347, 
Dkt. No. 14 at 42– 44, 57–58.) Additionally, in 
Sandoz’s First Amended Answer and Counterclaim, it 
added affirmative defenses and counterclaims of inva-
lidity of the ’149 patent under § 103. (Dkt. No. 252 at 
41, 54–55.) 

                                            
1 The Court notes as an initial matter that it previously denied 
Allergan’s motion for summary judgment seeking to preclude 
Sandoz from arguing the invalidity of claim 4 of the ’149 patent. 
(See Dkt. No. 314.) Accordingly, the Court addresses all of 
Sandoz’s substantive arguments on invalidity, including those 
directed to claim 4 of the ’149 patent. 
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Under 35 U.S.C. § 103, a claim is invalid if the pa-
tented invention would have been obvious in light of 
the prior art to a person having ordinary skill in the 
art at the time the invention was disclosed. See KSR 
Int’l Co. v. Teleflex, Inc., 550 U.S. 398, 415–16 (2007); 
35 U.S.C. § 103. A determination of obviousness re-
quires an inquiry into the scope and content of the 
prior art, the level of ordinary skill in the art, and the 
differences between the claimed inventions and the 
prior art. Graham v. John Deere Co., 383 U.S. 1, 17 
(1966). With respect to the obviousness of fixed com-
bination products, “[t]wo ingredients might be thera-
peutically effective when use[d] separately as part of 
an overall treatment regimen, yet be incompatible or 
ineffective when combined in a single solution.” In re 
Brimonidine, 643 F.3d 1366, 1374 (Fed. Cir. 2011). In-
validity under § 103 must be proven by clear and con-
vincing evidence. McGinley v. Franklin Sports, Inc., 
262 F.3d 1339, 1349 (Fed. Cir. 2001). However, where 
nearly all the prior art cited by the defendant was be-
fore the PTO during prosecution, the defendant faces 
an “enhanced burden.” Tokai Corp. v. Easton Enters., 
Inc., 632 F.3d 1358, 1367 (Fed. Cir. 2011). 

1.   The ’149 and ’976 Patents 

The Court will address Sandoz’s claims of obvious-
ness as to the ’149 patent and the ’976 patents collec-
tively given the similarity of issues and the fact that 
both patents were asserted in Allergan I. Although 
the Court held, at the summary judgment stage, that 
Sandoz was not legally precluded from asserting obvi-
ousness, the Court finds that the ’149 and ’976 patents 
are not invalid under § 103 for the same reasons set 
forth in Allergan I (which were affirmed as to the ’149 
patent by the Federal Circuit). Claim 4 of the ’149 
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claims a method for treating glaucoma or ocular hy-
pertension with a fixed combination of brimonidine 
and timolol administered twice daily without loss of 
efficacy as compared to a three times daily admin-
istration of brimonidine. ’149 patent at 10:10–17. Sim-
ilarly, the ’976 patent covers a method of treating 
glaucoma or ocular hypertension by administering a 
therapeutically effective amount of the same fixed 
combination of brimonidine and timolol. ’976 patent 
at 10:13–19. In Allergan I, this Court held that the 
’149 and ’976 patents were not invalid as obvious de-
spite certain prior art references advanced by Sandoz. 
Allergan I, 818 F. Supp. 2d at 1011. On appeal, the 
Federal Circuit found that the fixed combination of 
brimonidine and timolol was obvious, but neverthe-
less affirmed the Court’s ruling with respect to claim 
4 of the ’149 patent. Allergan, Inc. v. Sandoz Inc., 726 
F.3d 1286, 1294 (Fed. Cir. 2013). According to the Fed-
eral Circuit, Sandoz failed to prove that that the “no 
loss of efficacy” element of the ’149 patent was obvi-
ous. Id. 

The obviousness case presented at trial in the pre-
sent suit overlaps substantially with the obviousness 
case presented in Allergan I. For example, in Allergan 
I Sandoz asserted that the DeSantis, Timmermans, 
Sall, Larsson, Goni, Airaksinen, Clineschmidt, 
Diestelhorst, and Strohmeier references, along with 
the Alphagan, Timoptic, and Cosopt labels rendered 
the ’149 and ’976 patents invalid. Allergan I, 818 F. 
Supp. 2d at 987–89, 1013. As the Court noted in 2011, 
many of the references Sandoz relied on to prove obvi-
ousness were additionally before the Patent and 
Trademark Office during prosecution. Id. at 1013. 
Similarly, in the present suit Sandoz asserted that the 
DeSantis (DTX-1051), Timmermans (DTX-1150), 
Larsson (DTX- 1121), Airaksinen (DTX-1331), and 
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Clineschmidt (DTX-1169) references, along with the 
Alphagan®, Timoptic®, and Cosopt® labels rendered 
the ’149 and ’976 patents invalid. (Trial Tr. Day 1 PM 
at 150:15, 156:22, 171:22–24, 182:3, 182:19, 183:3; 
Trial Tr. Day 2 AM at 18:4.) Further, in Allergan I 
Sandoz presented Dr. Angelo Tanna as an expert in 
the field of ophthalmology to support its § 103 argu-
ments. Allergan I, 818 F. Supp. 2d at 988. The same 
Dr. Tanna testified in the present suit on behalf of 
Sandoz in support of its § 103 arguments. (Trial Tr. 
Day 1 PM at 139:8.) 

In sum, the Court finds that substantially the 
same arguments and evidence as to obviousness of the 
methods claimed in the ’149 and ’976 patents were 
presented here as in Allergan I. In light of this fact, 
there is no cogent reason to depart from the prior de-
cisions of this Court and the rulings of the Federal Cir-
cuit. Although Sandoz was not legally precluded from 
advancing the same arguments, as a factual matter 
Sandoz has not presented any new evidence to satisfy 
its “enhanced burden” to prove obviousness. The 
Court finds that the ’149 and ’976 patents are not in-
valid as obvious. 

2. The ’425 Patent 

Sandoz additionally argues that the ’425 patent is 
invalid under § 103 as obvious in light of certain prior 
art references. Unlike the ’149 and ’976 patents, how-
ever, the ’425 was not asserted by Allergan in Aller-
gan I, and as such the Court has not previously ad-
dressed the issue of invalidity of the ’425 patent. How-
ever, for similar reasons as those set forth above and 
in Allergan I with respect to the ’149 and ’976 patents, 
the Court finds that the ’425 patent is not invalid un-
der § 103. 
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The ’425 patent claims two primary components: 
(1) a method of administering the fixed combination of 
brimonidine and timolol, and (2) the reduced inci-
dences of certain adverse events. It is the second com-
ponent claimed by the ’425 patent on which Sandoz 
failed to carry its burden to prove obviousness. At 
trial, Sandoz argued that the reduction of adverse 
events would be inherent from the use of brimonidine 
and timolol in one bottle. (Trial Tr. Day 2 AM at 
102:13–14). In support of this argument, Sandoz’s ex-
pert, Dr. Samples, relied on the Goni (DTX-1209), 
Konstas (DTX-1397), Adkins (PTX-34), Walters (DTX-
1110), Dean (DTX-1052), Sherwood (DTX-1111), Cra-
ven (DTX-1393), Pisella (DTX-1197), Noecker (DTX-
1196), Broadway (DTX-1191), Rosenthal (DTX-1394), 
Arici (DTX-1125), Yuksel (DTX-1127), and Stewart 
(DTX-1320) references, along with the Alphagan® and 
Timoptic® labels. (Trial Tr., Day 2 AM at 103:3–6, 
109:13, 111:7–8, 113:8, 117:9–11, 118:16–20, 120:9–
11, 124:7, 132:20– 22, 134:3–4, 137:19–20; Trial Tr., 
Day 2 PM at 27:2-12.) Sandoz argues that each of 
these references essentially stands for the same prop-
osition: when one combines brimonidine with timolol, 
the adverse effects of brimonidine do not increase. 
However, all but two of the prior art references pre-
sented by Sandoz are cited on the face of the ’425 pa-
tent and were considered by the PTO. ’425 patent at 
p. 1–5. 

Additionally, during prosecution of the ’425 patent, 
the PTO had the benefit of the Federal Circuit’s opin-
ion in Allergan I and the analytical framework it pro-
vided with respect to the obviousness of claim 4 of the 
’149 patent. Like the ’149 patent, the ’425 patent 
claims a fixed combination of brimonidine and timolol 
plus an additional limitation. In the ’149 patent the 
additional limitation is the administration twice a day 



169a 
 

 

 

 

without loss of efficacy; in the ’425 patent the addi-
tional limitations are the reduction in adverse events. 
Although the Federal Circuit held that the fixed com-
bination covered in Allergan’s patents was obvious in 
Allergan I, it held that Sandoz failed to establish that 
the efficacy limitation of the ’149 patent was obvious. 
Allergan, Inc. v. Sandoz Inc., 726 F.3d 1286, 1294 
(Fed. Cir. 2013). Given this ruling and analysis, the 
focus of the PTO’s efforts during prosecution would 
likely have been on the obviousness of the reduction 
of adverse events, rather than the fixed combination. 
With a list of cited references occupying four and a 
half pages of the ’425 patent (many of which were pre-
sented as invalidating prior art at trial) and the nar-
rowed focus provided by the Federal Circuit in Aller-
gan I, the PTO had ample ammunition with which it 
could have found the reduction in adverse events ob-
vious. Nevertheless, the ’425 patent issued. Therefore, 
the Court finds that for these reasons, in addition to 
the reasons further discussed in its Findings of Fact 
and Conclusions of Law, Sandoz has failed to carry its 
“enhanced burden” to prove that the reduction in ad-
verse events would have been obvious. Accordingly, 
the Court finds that the ’425 patent is not invalid un-
der § 103. 

C.   Written Description and Enablement of 
the Patents-in-Suit 

Sandoz also argued (both during summary judg-
ment and at trial) that the patents-in-suit are invalid 
under 35 U.S.C. § 112 for failing to satisfy the written 
description and enablement requirements. Specifi-
cally, in its Answer to Allergan’s Complaint, Sandoz 
asserted affirmative defenses and counterclaims that 
the ’976 and ’425 patents were invalid for failure to 
comply with § 112. (C.A. No. 2:15-cv-347, Dkt. No. 14 
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at 42–44, 57–58.) In its First Amended Answer, 
Sandoz also asserted as affirmative defenses and 
counterclaims that the ’149 patent was invalid for fail-
ure to comply with § 112. (C.A. No. Dkt. No. 252 at 41, 
54–55.) However, despite pleading that each of the pa-
tents-in-suit is invalid under § 112, at trial Sandoz 
only made § 112 invalidity arguments with respect to 
claim 4 of the ’149 patent. Otherwise, Sandoz aban-
doned its § 112 position. 

Section 112, ¶ 1 provides, “[t]he specification shall 
contain a written description of the invention, and of 
the manner and process of making and using it, in 
such full, clear, concise, and exact terms as to enable 
any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and 
use the same.” 35 U.S.C. § 112(1). The Federal Circuit 
has established that this statute sets forth two sepa-
rate and distinct requirements, known as “written de-
scription” and “enablement.” Ariad Pharms., Inc. v. 
Eli Lilly & Co., 598 F.3d 1336, 1351 (Fed. Cir. 2010). 
Although distinct requirements, the doctrines of writ-
ten description and enablement are related and “often 
rise and fall together.” Id. at 1352. “The test for suffi-
ciency is whether the disclosure of the application re-
lied upon reasonably conveys to those skilled in the 
art that the inventor had possession of the claimed 
subject matter as of the filing date.” Id. at 1351. A suf-
ficient description of a genus requires the “disclosure 
of either a representative number of species falling 
within the scope of the genus or structural features 
common to the members of the genus so that one of 
skill in the art can visualize or recognize the members 
of the genus.” Id. at 1350. Under Federal Circuit prec-
edent, even a single representative embodiment can 
support written description of a claimed genus. See, 
e.g., Invitrogen Corp. v. Clontech Labs., Inc., 429 F.3d 
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1052, 1073 (Fed. Cir. 2005); Bilstad v. Wakalopulos, 
386 F.3d 1116, 1125–26 (Fed. Cir. 2004). 

Courts have held that the enablement requirement 
is “more indulgent” than the written description re-
quirement. Amgen Inc. v. Hoechst Marion Roussel, 
Inc., 314 F.3d 1313, 1334 (Fed. Cir. 2003). “The speci-
fication need not explicitly teach those in the art to 
make and use the invention; the requirement is satis-
fied if, given what they already know, the specification 
teaches those in the art enough that they can make 
and use the invention without undue experimenta-
tion.” Id. Sandoz bears the burden to establish inva-
lidity for failure to meet the written description and 
enablement requirements of § 112 by clear and con-
vincing evidence. Id.; Invitrogen Corp., 429 F.3d at 
1072. 

Sandoz’s primary argument that claim 4 of the ’149 
patent is invalid under § 112 applies with equal effect 
to both the written description and enablement re-
quirements. At trial, Dr. Tanna relied on this Court’s 
claim construction in testifying that claim 4 of the ’149 
was invalid for lack of written description and enable-
ment. (Trial Tr., Day 1 PM at 167:16–20.) Previously, 
this Court construed the term “brimonidine,” as it ap-
pears in claim 4 of the ’149 patent, “according to its 
plain and ordinary meaning, the chemical compound 
brimonidine, including both its free base and salt 
forms.” (Dkt. No. 241 at 17.) Similarly, the Court con-
strued the term “timolol,” as it appears in claim 4 of 
the ’149 patent, “according to its plain and ordinary 
meaning, the chemical compound timolol, including 
both its free base and salt forms.” (Id. at 20.) In light 
of the construction of these terms, Dr. Tanna testified 
that “the composition can be many, many different 
things because there are many different salts of 
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brimonidine and many salts of timolol and their re-
spective free bases as well.” (Trial Tr. Day 1 PM at 
167:17–20.) According to Dr. Tanna, “there are many 
different formulations that can be within the scope of 
this claim and it is unclear whether or not they would 
meet the efficacy element that’s required.” (Trial Tr., 
Day 1 PM at 167:25–168:2.) 

However, as set forth more comprehensively in its 
Findings of Facts and Conclusions of Law, the Court 
disagrees with Sandoz’s characterization of the 
breadth and number of possible combinations of 
brimonidine and timolol under claim 4 of the ’149 pa-
tent. To rebut the testimony of Dr. Tanna, Allergan 
presented the testimony of Dr. Noecker. Dr. Noecker 
testified that Example 1 from the ’149 patent was 
identical to the Combigan product produced by Aller-
gan, which in turn is chemically identical to Sandoz’s 
generic product. (Trial Tr., Day 2 PM at 186:9–17.) 
Therefore, according to Dr. Noecker, the specification 
properly instructs how to make this particular formu-
lation of brimonidine and timolol. (Id.) Additionally, 
and perhaps most importantly, Allergan and Dr. 
Noecker established that the “many different formu-
lations of brimonidine and timolol” (that Dr. Tanna 
testified invalidate the ’149 patent) are premised on 
the existence of purely hypothetical salts. (Trial Tr. 
Day 2 PM at 189:14–20.) In other words, “in the real 
world,” there are only 6 different combinations of 
brimonidine and timolol that the ’149 patent claims, 
not hundreds, and a person of ordinary skill in the art 
would understand this to be the breadth of the claims. 
(Id.) For these reasons, the Court finds that claim 4 of 
the ’149 patent is not invalid for failure to satisfy the 
written description and enablement requirements of § 
112. 
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D. Infringement 

Allergan alleges that Sandoz’s amended ANDA 
No. 91-087 infringes the ’149, ’976, and ’425 patents 
under 35 U.S.C. § 271(b), (c), and (e)(2). (C.A. No. 2:15-
cv-347, Dkt. No. 1 at ¶¶ 41–94, 135–161.)  

Section 271(b) provides for liability for induced in-
fringement, and states that “[w]hoever actively in-
duces infringement of a patent shall be liable as an 
infringer.” 35 U.S.C. § 271(b). “[I]nducement requires 
that the alleged infringer knowingly induced infringe-
ment and possessed specific intent to encourage an-
other’s infringement.” DSU Med. Corp. v. JMS Co., 
471 F.3d 1293, 1306 (Fed. Cir. 2006). Since liability 
under § 271(b) is premised on “purposeful, culpable 
expression, and conduct,” a showing of mere 
knowledge of potential infringing uses is not sufficient 
to establish inducement. MGM Studios Inc. v. Grok-
ster, Ltd., 545 U.S. 913, 937 (2005). In the Hatch-Wax-
man context, however, a proposed label that instructs 
users to perform the patented method “may provide 
evidence of [the ANDA applicant’s] affirmative intent 
to induce infringement.” AstraZeneca LP v. Apotex, 
Inc., 633 F.3d 1042, 1060 (Fed. Cir. 2010). 

Section 271(c) provides for liability for contribu-
tory infringement, and states that 

Whoever offers to sell or sells within the United 
States or imports into the United States a com-
ponent of a patented machine, manufacture, 
combination or composition, or a material or 
apparatus for use in practicing a patented pro-
cess, constituting a material part of the inven-
tion, knowing the same to be especially made or 
especially adapted for use in an infringement of 
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such patent, and not a staple article or com-
modity of commerce suitable for substantial 
noninfringing use, shall be liable as a contribu-
tory infringer. 

35 U.S.C. § 271(c). As the Supreme Court has ob-
served, “the concept of contributory infringement is 
merely a species of the broader problem of identifying 
the circumstances in which it is just to hold one indi-
vidual accountable for the actions of another.” Sony 
Corp. of Am.v. Universal Studios, Inc., 464 U.S. 417, 
435 (1984). Given this “vicarious” nature of contribu-
tory infringement, “[t]here can be no contributory in-
fringement without direct infringement.” Serrano v. 
Telular Corp., 111 F.3d 1578, 1584 (Fed. Cir. 1997). 

Section 271(e)(2) provides for a statutory act of in-
fringement upon the submission of: 

an application under section 505(j) of the Fed-
eral Food, Drug, and Cosmetic Act or described 
in section 505(b)(2) of such Act for a drug 
claimed in a patent or the use of which is 
claimed in a patent . . . if the purpose of such 
submission is to obtain approval under such 
Act to engage in the commercial manufacture, 
use, or sale of a drug, veterinary biological 
product, or biological product claimed in a pa-
tent or the use of which is claimed in a patent 
before the expiration of such patent. 

35 U.S.C. § 271(e)(2)(A). “When a patentee seeks to 
block FDA approval of an [ANDA] under 35 U.S.C. § 
271(e)(2)(A), the infringement inquiry focuses on the 
hypothetical infringement that would occur if the de-
fendant’s [ANDA] were approved and the defendant 
began to make and sell the drug.” Novartis Corp. v. 
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Ben Venue Laboratories, Inc., 271 F.3d 1043, 1047 
(Fed. Cir. 2001). 

While subsections (b), (c), and (e)(2), provide liabil-
ity for different forms of infringement, Allergan’s in-
fringement arguments in this case generally center 
around its assertion that Sandoz’s generic product 
meets the fixed combination limitation of each of the 
patents-in-suit. Unsurprisingly, Sandoz disputes this 
fact vehemently and devoted much of its infringement 
arguments at trial to disproving this fact. Accordingly, 
the Court’s discussion of infringement herein will fo-
cus on the issue of whether Sandoz’s proposed product 
meets the fixed combination limitation of each patent. 
A more detailed analysis as to infringement can be 
found in this Court’s Findings of Fact and Conclusion 
of Law. 

With respect to the ’149 and ’976 patents, the 
Court finds that Sandoz’s proposed product does not 
meet the limitation contained in both claims that re-
quires a fixed combination of “0.2% brimonidine by 
weight and 0.5% timolol by weight.” For this reason, 
the Court addresses the infringement of these two pa-
tents collectively. However, with respect to the ’425 
patent, the Court finds that Sandoz’s proposed prod-
uct does meet its limitation requiring a fixed combina-
tion of “0.2% w/v brimonidine tartrate and 0.5% w/v 
timolol free base.” 

1.   The ’149 and ’976 Patents 

Claim 4 of the ’149 patent claims 

A method of reducing the number of daily topi-
cal ophthalmic doses of brimonidine adminis-
tered topically to an eye of a person in need 
thereof for the treatment of glaucoma or ocular 
hypertension from 3 to 2 times a day without 
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loss of efficacy, wherein the concentration of 
brimonidine is 0.2% by weight, said method 
comprising administering said 0.2% brimoni-
dine by weight and 0.5% timolol by weight in a 
single composition. 

’149 patent at 10:10–17. Similarly, claim 1 of the ’976 
patent claims 

A method of treating glaucoma or ocular hyper-
tension which comprises topically administer-
ing a therapeutically effective amount of a sin-
gle composition comprising brimonidine at a 
concentration of about 0.2% by weight and tim-
olol at a concentration of about 0.5% by weight 
in a pharmaceutically acceptable carrier 
thereof, to the affected eye, wherein said com-
position is administered twice a day.  

’976 patent at 10:13–19. Common to both of these 
claims is the limitation requiring a fixed combination 
of 0.2% brimonidine by weight and 0.5% timolol by 
weight. At trial, Sandoz argued that its proposed 
product, which is chemically identical to Combigan®, 
did not meet the fixed combination requirement of the 
’149 and ’976 patents. In other words, Sandoz argued 
that Allergan’s own product did not practice its own 
patents. (Trial Tr., Day 1 PM at 196:10–11.) As unu-
sual as this argument may be, the Court agrees with 
Sandoz. The record at trial demonstrates that 
Combigan® (and, by extension, Sandoz’s proposed 
product) is a fixed composition of 0.2% brimonidine 
tartrate by weight and 0.68% timolol maleate by 
weight. (Trial Tr., Day 1 PM at 45:7–15.) When the 
maleic acid is removed from the 0.68% timolol male-
ate, the remaining portion of the compound is 0.5% by 
weight timolol free base. (Trial Tr., Day 1 PM at 
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87:25–88:15.) Accordingly, the element of the claim re-
quiring the combination to include 0.5% timolol by 
weight is met. Under this same reasoning, however, 
the record establishes that removing the acidic com-
ponent of 0.2% brimonidine tartrate by weight leaves, 
at most, 0.132% brimonidine free base. (Trial Tr., Day 
1 PM at 87:25–88:15.) Simply put, Combigan® and 
Sandoz’s proposed product feature a fixed combina-
tion of 0.5% timolol and 0.132% by weight brimoni-
dine. This combination does not meet the fixed combi-
nation limitation of the ’149 and ’976 patents.  

This Court’s claim construction, which broadly 
construed brimonidine and timolol, does not save Al-
lergan. As discussed above, the Court construed 
“brimonidine” to include “both its free base and salt 
forms.” (Dkt. No. 241 at 17.) Similarly, the Court con-
strued the term “timolol” to include “both its free base 
and salt forms.” (Id. at 20.) Despite this fact, Allergan 
cannot successfully argue that the claim construction 
permits a “mix and match” approach, wherein the 
term “brimonidine” refers to “brimonidine tartrate” 
and the term “timolol” refers to “timolol free base.” In 
other words, any argument that the claims are not so 
limited as to require 0.2% brimonidine free base and 
0.5% timolol free base must fail. Previously, this 
Court found that “brimonidine” and “timolol” should 
be interpreted consistently. Specifically, at claim con-
struction the Court rejected a similar argument when 
it held that “Allergan had offered no compelling rea-
son why one chemical compound, brimonidine, should 
be interpreted as limited to a particular brimonidine 
salt, while another chemical compound, timolol, 
should be interpreted as ‘timolol free base.’” (Dkt. No. 
241 at 16.) The Court finds that this same reasoning 
applies equally following the bench trial in this case. 
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Perhaps recognizing such, Allergan spent the bulk 
of its infringement case at trial arguing that Sandoz’s 
proposed product was identical to Combigan®. The 
Court agrees. However, this fact in isolation does not 
establish infringement. While Allergan successfully 
proved that Sandoz’s proposed product was identical 
to Combigan®, it did not establish that Combigan® 
met each limitation of its patents. For these reasons, 
Sandoz’s proposed product does not meet the fixed 
combination limitation of the ’149 and ’976 patents 
and therefore does not infringe. 

2.   The ’425 Patent 

The above analysis makes the issue of whether the 
proposed product meets the ’425 patent’s fixed combi-
nation limitation relatively simple. Unlike the ’149 
and ’976 patents, the fixed combination limitation in 
the ’425 does not claim “brimonidine” and “timolol.” 
Rather, the ’425 patent specifically claims a fixed com-
bination of “0.2% w/v brimonidine tartrate and 0.5% 
w/v timolol free base.” ’425 patent at 9:10–11. As dis-
cussed earlier, the record at trial established that 
Combigan® (and, by extension, Sanodz’s proposed 
product) is a fixed combination of 0.2% brimonidine 
tartrate and 0.68% timolol maleate. (Trial Tr., Day 1 
PM at 45:7–15.) When the maleic acid in the timolol 
maleate compound is removed, the only remaining 
component is 0.5% timolol free base. (Trial Tr., Day 1 
PM at 88:5–10.) Therefore, Combigan® and Sandoz’s 
proposed product both have a fixed combination of 
0.2% brimonidine tartrate and 0.5% timolol free base. 
(Trial Tr., Day 1 PM at 87:25–88:10.) This combina-
tion is precisely what the ’425 patent claims. Accord-
ingly, Sandoz’s proposed product meets the fixed com-
bination limitation of the ’425 patent. Allergan also 
presented sufficient evidence, in the form of studies 
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and testimony, that Combigan® and Sandoz’s pro-
posed product meet the ’425 patent’s limitation re-
quiring the reduction of adverse events. (See PTX-
13F; Trial Tr., Day 1 PM at 15:2–5; 63:5– 8.) Indeed, 
Sandoz did not dispute this fact at trial. Accordingly, 
the Court finds Sandoz proposed product infringes the 
’425 patent. 

III. FINAL JUDGMENT 

For the reasons stated herein and further devel-
oped in the Court’s Findings of Facts and Conclusions 
of Law, the Court enters judgment as follows: 

1.  Allergan asserted the following claims against 
Sandoz: claim 4 of the ’149 Patent, claim 1 of the 
’976 Patent, and claims 1–8 of the ’425 Patent; 

2. The product described in Sandoz’s amended Abbre-
viated New Drug Application No. 91-087 does not 
infringe claim 4 of the ’149 Patent; 

3. The product described in Sandoz’s amended Abbre-
viated New Drug Application No. 91- 087 does not 
infringe claim 1 of the ’976 Patent;  

4. The product described in Sandoz’s amended Abbre-
viated New Drug Application No. 91-087 does in-
fringe claims 1–8 of the ’425 Patent; 

5. The product described in Sandoz’s amended Abbre-
viated New Drug Application No. 91-087 would in-
duce and contribute to the infringement of claims 
1–8 of the ’425 Patent; 

6. The asserted claims are not invalid for anticipation; 

7. The asserted claims are not invalid for obviousness; 
and 
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8. The asserted claims are not invalid for failure to 
satisfy the written description and enablement re-
quirements; 

9. The effective date of any approval of Sandoz’s 
amended Abbreviated New Drug Application No. 
91-087 under § 505(j) of the Federal Food, Drug & 
Cosmetic Act (21 U.S.C. § 355(j)) for the drug prod-
ucts described therein shall be a date not earlier 
than the expiration date of the ’425 patent, plus 
any exclusivities afforded under the statute; 

10. Sandoz, its officers, agents, servants, employees, 
attorneys, and other persons in active concert or 
participation therewith, are enjoined from making, 
using, offering to sell, or selling the products de-
scribed in Sandoz’s amended Abbreviated New 
Drug Application No. 91-087 within the United 
States or importing the described products into the 
United States until after the expiration date of the 
’425 patent, plus any exclusivities afforded under 
the statute; 

11. The injunction issued as part of the Court’s judg-
ment in Allergan I remains in full force and effect 
and is in no manner limited or disturbed by this 
judgment. 

This is a FINAL JUDGMENT. All motions not pre-
viously ruled on are DENIED. The Clerk shall close 
this case. 

So ORDERED and SIGNED this 30th day 
of December, 2016.                          FOR THE 
COURT 

                                   
FOR THE COURT 

         /s/ Rodney Gilstrap   
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UNITED STATES     
DISTRICT JUDGE 
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APPENDIX E 
 

NOTE: This disposition is nonprecedential.  
 

UNITED STATES COURT  
OF APPEALS  

FOR THE FEDERAL CIRCUIT  
______________________  

 
ALLERGAN SALES, LLC,  
Plaintiff-Cross-Appellants 

 
v. 
 

SANDOZ, INC., ALCON LABORATORIES, INC., 
ALCON RESEARCH, LTD., 

Defendants-Appellants,  
____________________  

 
2017-1499, 2017-1500, 2017-1558,  

 2017-1559 
______________________  

Appeals from the United States District Court for the 
Eastern District of Texas in Nos. 2:12-cv-00207-JRG, 
2:15-cv-00347-JRG, Judge J. Rodney Gilstrap.  

______________________  

ON PETITION FOR PANEL REHEARING AND 
REHEARING EN BANC 

______________________  

Before PROST, Chief Judge, NEWMAN, MAYER*, 
LOURIE, DYK, MOORE, O’MALLEY, REYNA, WAL-
LACH, TARANTO, CHEN, HUGHES, and STOLL, 
Circuit Judges. 
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PER CURIAM. 
ORDER 

Cross-appellant Allergan Sales, LLC filed a com-
bined petition for panel rehearing and rehearing en 
banc. A response to the petition was invited by the 
court and filed by appellants Sandoz, Inc., Alcon La-
boratories, Inc. and Alcon Research, Ltd. The petition 
was referred to the panel that heard the appeal, and 
thereafter the petition for rehearing en banc was re-
ferred to the circuit judges who are in regular active 
service. 

Upon consideration thereof, 

IT IS ORDERED THAT: 

The petition for panel rehearing is denied. 

The petition for rehearing en banc is denied. 

The mandate of the court will issue on April 4, 
2018. 

 

                          FOR THE COURT 

March 28, 2018        /s/ Peter R. Marksteiner 
         Date                Peter R. Marksteiner 

     Clerk of Court 

 

 

 

 

__________________ 
* Circuit Judge Mayer participated only in the de-

cision on the petition for panel rehearing 


