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INTRODUCTION 

The asserted claims of the patents-in-suit are invalid as obvious, as the 

district court (Circuit Judge Bryson, sitting by designation) correctly found in a 

comprehensive, meticulously reasoned 135-page opinion.  The claims cover 

Allergan’s FDA-approved Restasis® 0.05% cyclosporin ophthalmic emulsion.  This 

formulation falls squarely within a narrow range of emulsions disclosed in 

Allergan’s prior-art Ding I patent; accordingly, to defend the patentability of the 

formulation, Allergan has argued to the PTO, the district court, and this Court that 

Restasis produced unexpected results relative to the prior art.  Allergan is wrong: 

the claimed formulation performed no better in clinical trials than other prior-art 

formulations that Allergan had tested, and skilled artisans knew years before the 

priority date, ever since the results of Allergan’s clinical trials had been published, 

that the formulation performed no better than the prior art.  A brief review of the 

chronology of events underlying this case demonstrates the error of Allergan’s 

theory of nonobviousness. 

In 1995, Allergan obtained Ding I, which claims pharmaceutical emulsions 

containing a narrow range of concentrations of cyclosporin and castor oil that can 

alleviate the signs and symptoms of dry eye.  Allergan then performed small-scale 

human (Phase 2) clinical trials to test various formulations covered by Ding I for 

therapeutic efficacy.  A publication describing the results of those trials 
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(“Stevenson”) stated that there was no dose-response relationship—i.e., the 

effectiveness of the formulation did not increase with increasing concentrations of 

cyclosporine—and that both the 0.1% and 0.05% cyclosporin formulations showed 

signs of therapeutic efficacy and were worthy of further study.  In 1999, Allergan 

conducted large-scale human (Phase 3) clinical trials testing the performance of 

0.1% and 0.05% cyclosporin formulations against a castor-oil-only vehicle.  The 

results of those trials were published in a 2000 article (“Sall”).  Sall reached 

essentially the same conclusion as Stevenson: the 0.1% and 0.05% cyclosporin 

formulations performed similarly and were both effective at alleviating some 

symptoms of dry eye.  Sall, like Stevenson, found no dose-response relationship.   

Allergan obtained FDA approval for the 0.05% cyclosporin formulation that 

it had tested in the Phase 3 trials and marketed the drug as Restasis.  Allergan listed 

Ding I in the Orange Book for Restasis until the patent expired in May 2014.  

Beginning in 2003, Allergan filed a series of new patent applications with 

proposed claims covering the Restasis formulation.  Unsurprisingly, the PTO 

rejected Allergan’s new patent claims as obvious in light of the prior art, including 

Ding I.  Indeed, in 2009, Allergan agreed with the PTO: Allergan admitted that the 

claimed formulation and its clinical effects were obvious because the formulation 

was “squarely within the teaching of Ding [I],” and that the PTO “should disregard 

any statements by [Allergan] suggesting otherwise.”   
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Allergan, however, was not content with the twenty-year monopoly it 

enjoyed as a result of the Ding I patent.  When faced with the impending expiration 

of Ding I, Allergan attempted to recant its prior admissions of obviousness, 

claiming to have collected evidence of “unexpected results” that supported the 

patentability of its new claims.  But Allergan’s unexpected-results argument was 

built on sand: it relied on cherry-picked data points, statistical manipulation, and 

misleading repackaging (without attribution) of material that was already in the 

prior art.  The district court aptly described Allergan’s presentation to the PTO 

describing the purportedly unexpected results as “more advocacy than science.”  In 

reality, the Restasis formulation performed precisely the way a skilled artisan 

would have expected during clinical trials—and, in any event, the results of those 

trials were published in the prior art in 2000, and so would not have been 

surprising to a person of skill in 2003.   

As the district court correctly found, the Restasis formulation did not 

produce unexpected results, and Allergan’s other evidence of objective indicia of 

nonobviousness was far too weak to overcome Defendants’ strong obviousness 

showing.  Appellants’ criticisms of the district court’s analysis are no more than a 

thinly veiled attempt to re-litigate factual disputes on appeal; Appellants do not and 

cannot show that the court misapplied the law of obviousness or clearly erred in 

any of its findings of fact.  This Court should affirm.  
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COUNTERSTATEMENT OF THE ISSUE ON APPEAL 

Whether the district court correctly found the asserted claims obvious based 

on its factual findings that 

 the claimed formulation falls squarely within a formulation disclosed in 

Allergan’s prior-art Ding I patent; 

 the claimed formulation did not produce unexpected results relative to the 

prior-art range, particularly given that Allergan scientists described those 

results in prior-art publications; 

 all other limitations of the asserted claims are disclosed in the prior art; 

and 

 Allergan’s evidence of the commercial success of and long-felt need for 

the claimed invention was entitled to minimal weight because Ding I had 

blocked others from marketing competing formulations. 
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COUNTERSTATEMENT OF THE CASE 

I. ALLERGAN’S DEVELOPMENT OF RESTASIS 

A. Early 1990s: Allergan’s Work in Cyclosporin Emulsions Leads to 
the Ding I and Ding II Patents 

In the 1990s, Allergan began researching the use of combinations of castor 

oil and an immunosuppressant called cyclosporin A to treat the signs and 

symptoms of dry-eye disease.  Appx6.  To that end, Allergan licensed U.S. Patent 

No. 4,839,342 (“Kaswan”), see Appx19492-19499, which “claimed methods for 

enhancing or restoring lacrimal gland tearing comprising topically administering 

cyclosporin to the eye in a pharmaceutically acceptable vehicle,” including castor 

oil.  Appx6.  Allergan eventually determined that cyclosporin-in-castor-oil 

emulsions were the most promising of the various compositions disclosed in 

Kaswan.  Appx7.  Allergan’s work on such emulsions “is disclosed and claimed in 

two Allergan patents, both of which are prior art” to the patents-in-suit.  Appx7. 

The first patent is “Ding I,” U.S. Patent No. 5,474,979.  Appx19153-19156.  

Ding I disclosed and claimed emulsions consisting of about 0.05% to 0.4% by 

weight cyclosporin and about 0.625% to 5.0% by weight castor oil, wherein the 

ratio of cyclosporin to castor oil is “[p]referably” below 0.16 and “[m]ore 

preferably” between 0.12 and 0.02.  Appx19155.  Ding I described this range of 

emulsions as having “high comfort level and low irritation potential” and disclosed 

that the emulsions were found to have therapeutic efficacy and low toxicity in 
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rabbits.  Appx19153; Appx19156.  Ding I concluded “that cyclosporin in an 

ophthalmic delivery system is useful for treating dry eye as set forth in” the 

Kaswan patent.  Appx19156. 

Ding I disclosed five specific embodiments with cyclosporin-to-castor-oil 

ratios within its claimed range that could be used to treat dry eye.  The 

formulations (Ex. 1A-1E) were similarly constituted but contained varying 

amounts of cyclosporin and castor oil: 

 

Appx19155.  As the district court found, Ding I “came close” to explicitly 

disclosing the Restasis formulation, which consists of 0.05% cyclosporin and 

1.25% castor oil (along with identical amounts of the other excipients listed in 

Ding I’s Example 1).  Appx98.  Specifically, “Example 1D contained the same 

amount of castor oil as found in Restasis (but twice as much cyclosporin), while 

Example 1E contained the same amount of cyclosporin as Restasis (but half as 

much castor oil).”  Appx8.  Moreover, all of the embodiments disclosed in 
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Example 1 have a ratio of cyclosporin to castor oil of either 0.08 or 0.04, and the 

latter is the ratio used in Restasis.  Appx8. 

Allergan’s second relevant prior-art patent was U.S. Patent No. 5,981,607 

(“Ding II”).  Appx19476-19488.  Ding II disclosed and claimed castor-oil 

emulsions similar to those disclosed in Ding I, but without the cyclosporin active 

ingredient.  Id.  Ding II disclosed that a castor-oil emulsion could “retard water 

evaporation from the eye” and thereby “alleviate[] dry eye symptoms.”  

Appx19485.  Indeed, Ding II discussed clinical testing of a castor-oil emulsion that 

found that “instillation of the emulsion increases the measured tear volume” and 

“significant[ly] reduc[es] conjunctival dry areas.”  Appx19486-19487.  Thus, 

Ding II demonstrated that castor oil alone, even without cyclosporin, was 

beneficial in increasing tearing and reducing conjunctival dryness in dry-eye 

patients.  Id. 

B. Late 1990s: Allergan Seeks FDA Approval for a Cyclosporin-in-
Castor-Oil Emulsion to Treat Dry Eye 

In the late 1990s, after the developments disclosed and claimed in the Ding 

patents, Allergan conducted Phase 2 and 3 clinical trials of the cyclosporin-in-

castor-oil emulsions disclosed in Ding I with the hope of obtaining FDA approval 

to market an emulsion for the treatment of dry eye.  Appx10.   
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1. Phase 2 trials 

In the Phase 2 study, Allergan tested the emulsions corresponding to 

Examples 1A, 1C, 1D, and 1E of Ding I, as well as a castor-oil emulsion that did 

not contain any cyclosporin (the “vehicle”), along various objective and subjective 

efficacy parameters.  Id.  The objective measures included Schirmer tear testing 

(with and without anesthesia), which measures how many millimeters of a strip of 

paper placed in a patient’s eye are wetted by the patient’s tears within five minutes, 

and corneal staining, a diagnostic device that allows a physician to highlight areas 

of the eye that have been “damaged by dry eye conditions.”  Appx4-5.  The 

subjective measures included overall discomfort level reports by patients as 

reported in the Ocular Surface Disease Index (“OSDI”) questionnaire, and specific 

types of discomfort, such as a sandy or gritty feeling, ocular dryness, photophobia, 

burning, itching, or pain.  Appx5.  The Phase 2 study was a small “dose-ranging” 

trial designed to test several different formulations to enable the researchers to 

decide which dosage level(s) to include in the later, larger Phase 3 trials.  Appx10.  

The study was not designed to assess the relative efficacy of the various emulsions.  

Appx45. 

The results of the Phase 2 trials were published in 2000 in Stevenson, which 
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is prior art to the patents-in-suit.  Appx19200-19207.1  Stevenson concluded that 

each of the tested formulations was effective in alleviating the signs and symptoms 

of dry-eye disease, Appx11, but noted—echoing the disclosure of Ding II—that 

even the castor-oil-only vehicle “performed well on its own, producing significant 

improvement from baseline in several parameters.”  Appx19206.   

“As for comparative results, Stevenson concluded that there was no clear 

dose-response relationship between the 0.05% cyclosporin formulation and the 

formulations containing greater amounts of cyclosporin (i.e., efficacy did not 

increase with increases in dosage amounts).”  Appx12; see Appx19207 (noting 

“the lack of a dose-response relationship”).  Stevenson stated that the 0.1% 

cyclosporin formulation “produced the most consistent improvement in objective 

and subjective end points (such as superficial punctate keratitis and rose bengal 

staining),” while the 0.05% cyclosporin formulation “produced the most consistent 

improvements in patient symptoms (such as sandy/gritty feeling and ocular 

dryness).”  Appx19206-19207.  Notably, neither the 0.1% formulation nor the 

0.05% formulation exhibited a statistically significant improvement from baseline 

                                                 
 

1 Stevenson discloses only the amount of cyclosporin used in each of the 
tested formulations in the Phase 2 study, but Allergan’s expert Dr. Perry conceded 
that a skilled artisan reviewing Stevenson in 2000 would have known that 
Stevenson was testing the formulations of Examples 1A-1D of Ding I.  Appx18821 
(147:19-148:1). 
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in scores on the Schirmer tear test without anesthesia.  Appx19204.  The study 

concluded that “the lack of any additional therapeutic benefit with increasing 

concentration suggests that subsequent clinical studies should focus on the 

cyclosporin 0.05% and 0.1% formulations.”  Appx19207. 

2. Phase 3 trials 

In the subsequent Phase 3 trials, Allergan did just that: it evaluated the 

performance of a 0.1% cyclosporin/1.25% castor-oil formulation and a 0.05% 

cyclosporin/1.25% castor-oil formulation—albeit not against each other.  Rather, 

the performance of each of these formulations was compared head to head against 

the performance of a 1.25% castor-oil vehicle along several efficacy parameters.  

Appx13.  The Phase 3 studies evaluated Schirmer scores both with and without 

anesthesia (unlike the Phase 2 studies, which had evaluated the scores only without 

anesthesia).  Appx65.  In addition, the Phase 3 studies reported Schirmer outcomes 

both in raw scores and in categorized scores (derived by placing raw scores into 

“buckets” or ranges).  Id. 

The Phase 3 results were published in the prior-art Sall publication.  See 

Appx19191-19199.  Sall, like Stevenson, disclosed the percentage of cyclosporin, 

but not the percentage of castor oil, used in each formulation.  Appx13.  Sall 

concluded that each of the 0.05% and 0.1% formulations achieved statistically 

significant results compared to the vehicle “in two objective signs of dry eye 
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disease (corneal staining and categorized Schirmer values)” and that both were 

“safe and effective in the treatment of moderate to severe dry eye disease yielding 

improvements in both objective and subjective measures.”  Appx19191.  For 

example, with respect to categorized Schirmer scores with anesthesia, Sall 

disclosed that both formulations showed statistically significant improvements 

relative to baseline at the study endpoint (month six).  Sall also disclosed that, at 

the study midpoint (month three), the 0.05% formulation performed significantly 

better than the vehicle, but it does not suggest that the 0.05% formulation 

performed significantly differently than the 0.1% formulation.  Appx19195-19196.  

With respect to the Schirmer test performed without anesthesia, both “formulation 

groups showed statistically significant improvements over the baseline, but there 

was no statistically significant difference between the two cyclosporin groups.”  

Appx15 (citing Appx19195-19196). 

Like Stevenson, Sall concluded that the 0.05% formulation performed best 

along some subjective efficacy measures and that “[t]here was no dose-response 

effect.”  Appx19191.  Also like Stevenson, Sall noted that the castor-oil vehicle 

itself “provided substantial palliative benefits, producing significant improvements 

from baseline in several outcome measures.”  Appx19198. 

Following the Phase 3 trials, Allergan filed a New Drug Application 

(“NDA”) seeking FDA approval to market the 0.05% cyclosporin ophthalmic 
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emulsion that it had tested in Phase 3.  Appx17.  Restasis was approved and 

launched in 2003.  Id.  Allergan listed the Kaswan and Ding I patents in the Orange 

Book as claiming Restasis in late 2008.  Appx20736. 

II. THE PROSECUTION OF THE PATENTS-IN-SUIT 

A. 2003-2009: Allergan Attempts to Obtain Additional Patent 
Protection on Restasis, But Then Admits That the Restasis 
Formulation Would Have Been Obvious in View of the Prior Art 

After Restasis was approved, Allergan continued to prosecute patent 

applications directed to cyclosporin-in-castor-oil emulsions, “albeit in a rather 

desultory fashion.”  Appx18.  After Allergan’s initial proposed claims were 

rejected as obvious over Ding I, Allergan drafted claims directed to the specific 

formulation of cyclosporin and castor oil used in Restasis.  Id.  These claims, too, 

were rejected.  Id. 

In June 2009, Allergan agreed with the Examiner that the proposed claims—

the scope of which are the same as those here—would have been obvious over 

Ding I.  (It is perhaps no coincidence that Allergan made this concession mere 

months after listing Ding I in the Orange Book for Restasis and thus certifying that 

Ding I claimed the drug’s formulation.  Appx20736.)  Allergan stated as follows: 

The applicants concede that it would have been obvious to 
modify examples 1A-1E of the Ding reference to arrive at 
Composition II of the present application [i.e., the Restasis 
formulation].  The differences are insignificant.  One need only use 
the cyclosporin concentration of Example 1E (0.05%), the castor oil 
concentration of Example 1D (1.250%), and the remaining 
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ingredients of those examples.  As the examiner correctly observes, 
one of ordinary skill in the art “would readily envisage” such a 
composition, especially in view of Example 1B: having selected 
0.05% as the concentration of cyclosporin, Example 1B (wherein the 
ratio of cyclosporin to castor oil is 0.04) teaches that the concentration 
of castor oil should be 1.250% (0.05% / 1.250% = 0.04).  The 
applicants concede that in making this selection … there would have 
been a reasonable expectation of success; the differences between 
Examples 1A-1E and Composition II are too small to believe 
otherwise. 

The formulation of Composition II is squarely within the 
teaching of the Ding reference, and the Office should disregard any 
statements by the applicants suggesting otherwise …. 

 
Appx21673 (emphases added); see generally Appx21667-21676.2  Allergan 

specifically stated that its earlier attempts to distinguish the claimed formulation 

from Ding I were “in error”—“based not on evidence but on speculation”—and 

therefore “should be disregarded, as should all other statements filed in connection 

with this application or [Allergan’s related application] in support of this 

argument.”  Appx21673-21674. 

B. 2013: Allergan Recants its Obviousness Admission and Submits 
the Schiffman Declaration in Support of a Claim of Unexpected 
Results 

In August 2013—less than a year before Ding I was to expire—Allergan 

filed a series of continuation applications that “were intended to protect the 

                                                 
 

2 Allergan’s attempt to reframe its concession as concerning “anticipation,” 
Allergan Br. 21-22, is contradicted by Allergan’s language during prosecution.  
See Appx21673 (“The applicants concede that it would have been obvious ….”). 
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Restasis composition and the method of using that composition in treating dry eye” 

after Ding I expired.  Appx20.  Allergan then withdrew its obviousness concession, 

stating that it had “collected evidence that supports the patentability of the pending 

claims.”  Appx22073.  Allergan submitted two declarations arguing that the 0.05% 

cyclosporin/1.25% castor-oil formulation produced unexpected results relative to 

the formulations set forth in Ding I’s Example 1.  

The primary declaration, signed by Allergan scientist Dr. Rhett Schiffman, 

argued, among other things, that the claimed formulation “surprisingly … 

demonstrated an 8-fold increase in relative efficacy for the Schirmer Tear Test 

score in the first study of Allergan’s Phase 3 trials compared to the relative 

efficacy for the [0.05%/0.625%] formulation discussed in Example 1E of Ding,” as 

well as a “4-fold improvement in the relative efficacy for the Schirmer Tear Test 

score for the second study of Phase 3” compared to Ding 1E.  Appx22103; see 

generally Appx22095-22110; Appx22030-22054.  Dr. Schiffman’s declaration also 

reproduced the bar graphs from the prior-art Sall reference (albeit without 

attribution and with the error bars removed) to support the claim of unexpected 

results.  See Appx22049-22050.  This data, of course, was available to Allergan 

when it conceded obviousness in June 2009, and thus was not newly collected in 

August 2013. 
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As the district court found, Dr. Schiffman’s “presentation … was more 

advocacy than science,” Appx133, and was based on a “distorted” recounting of 

the Phase 2 and Phase 3 test results.  His declaration relied on “the same evidence 

that was disclosed in Sall and Stevenson, but without accounting for the lack of 

statistical significance of much of th[ose] data.”  Appx76.  Dr. Schiffman 

manufactured an illusory difference between the performance of the two 

formulations through the following elliptical calculation:  First, he compared the 

Phase 2 results for the 0.1%/1.25% and 0.05%/0.625% formulations with respect to 

Schirmer scores without anesthesia at three months and concluded that the former 

was “four times as effective” as the latter because the median (not mean) change 

from baseline was four times greater for the 0.1%/1.25% formulation than for the 

0.05%/0.625% formulation.  Appx77.  Second, Dr. Schiffman compared the Phase 

3 results for the 0.05%/1.25% and 0.1%/1.25% formulations with respect to 

Schirmer scores with anesthesia at six months and concluded that the former was 

up to twice as effective as the latter because the median change in baseline was up 

to twice as great for the 0.05%/1.25% formulation as for the 0.1%/1.25% 

formulation.  Appx77; Appx18862.  Notably, the Phase 3 trials evaluated Schirmer 

scores without anesthesia at three months, so Dr. Schiffman could have made an 

apples-to-apples comparison (Phase 2 Schirmer scores without anesthesia at three 

months versus Phase 3 Schirmer scores without anesthesia at three months)—but 
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he chose not to.  Third, Dr. Schiffman took the ratio of the two ratios to arrive at 

his claimed “8-fold” and “4-fold” improvements: 

 

Appx22052.  Dr. Schiffman did not disclose to the PTO “that he was comparing 

different Schirmer tear test scores: test scores without anesthesia in Phase 2, versus 

test scores with anesthesia in Phase 3.”  Appx77.  The Schirmer tear test data 

without anesthesia in Phase 3 in fact favored the 0.1% formulation—so using those 

data would not have achieved Dr. Schiffman’s desired result.  Appx77.  Similarly, 

along many of the efficacy parameters tested in the Phase 2 study, the 0.05% 

formulation outperformed the 0.1% formulation.  Dr. Schiffman omitted these data 

points also, since they, too, would have contradicted Allergan’s unexpected-results 

argument.  Appx81.   

 Thus, to support its claim of unexpected results, Allergan (i) selectively 

chose median (not mean) differences from baseline from a given time point (month 

three), using a given testing methodology (Schirmer testing without anesthesia), in 

the Phase 2 study that were favorable to its unexpected-results case (while omitting 
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data points that were unfavorable); (ii) compared those medians to other median 

data points from another formulation in the same study to create a ratio of medians; 

(iii) performed analogous calculations using selectively chosen data from a 

different time point (month six) and a different testing methodology (Schirmer 

testing with anesthesia) in the Phase 3 study; and (iv) took the ratio of the ratios of 

the medians of the differences in order to arrive at the “4-fold” and “8-fold” 

figures.  This resulted in a calculation that was, at the risk of understatement, 

“misleading in several respects.”  Appx79.3 

The PTO—which was not aware of the details underlying Dr. Schiffman’s 

methodology—accepted Allergan’s unexpected-results argument and allowed the 

claims, stating that it was persuaded by Dr. Schiffman’s declaration.  Appx22058-

22059; see generally Appx22055-22066.  The PTO then issued notices of 

allowance in all six pending Allergan applications, including those for the four 

patents at issue in this case.  Appx22.  Allergan listed each of those patents in the 

Orange Book for Restasis. 

                                                 
 

3 Although Dr. Schiffman’s declaration formed the centerpiece of Allergan’s 
nonobviousness argument to the PTO and figured prominently in Allergan’s 
validity case at trial, Allergan’s brief on appeal mentions the declaration only once, 
in passing, in a footnote.  See Allergan Br. 36 n.3. 
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III. THE DISTRICT COURT PROCEEDINGS 

This Hatch-Waxman lawsuit began after Defendants filed Abbreviated New 

Drug Applications (“ANDAs”) seeking to market generic versions of Restasis.  

Allergan initially asserted over 100 claims across six patents and eventually 

selected 13 representative claims from four patents to be litigated at trial.  Appx29.  

Each of the asserted claims recites the Restasis formulation (0.05% cyclosporin, 

1.25% castor oil, 1.0% polysorbate 80, 0.05% acrylate/C10-30 alkyl acrylate cross-

polymer, 2.2% glycerin, sodium hydroxide, and water), along with one or more 

additional limitations.  In particular, most of the claims require that the formulation 

be “therapeutically effective in treating keratoconjunctivitis sicca” or 

“therapeutically effective in increasing tear production.”  See, e.g., Appx148 

(16:54-59) (’111 patent, claims 26-27); Appx22121 (15:15-23, 50-55) (’048 patent, 

claims 1 and 13).   

Circuit Judge Bryson, sitting by designation, conducted a five-day bench 

trial.  At trial, the invalidity dispute focused on the claim limitations describing the 

ingredients of the formulation; “Allergan d[id] not suggest that any of the other 

limitations of the asserted claims avoid a conclusion of obviousness.”  Appx106.  

The evidence centered on whether the asserted claims were (i) anticipated by 

Ding I; (ii) obvious over Ding I, Sall, and Ding II; or (iii) invalid for lack of 

enablement.  The district court heard extensive testimony from the parties’ experts 
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on these issues, as well as testimony from Allergan fact witnesses regarding the 

development of Restasis. 

On October 16, 2017, after receiving post-trial briefing, the court issued a 

comprehensive 135-page opinion addressing all of the disputed issues in the case.  

The court found that that Allergan’s asserted claims would be infringed by 

Defendants’ respective ANDA products and were not invalid for anticipation or for 

lack of enablement.  The court held, however, that all of the asserted claims were 

invalid as obvious over Ding I, Sall, and Ding II.  Appx34-108.  The court 

concluded as follows: 

 The claimed formulation did not produce results that would have been 

unexpected to a skilled artisan in 2003 because the Phase 2 and Phase 3 

trials, as reported in the prior-art Stevenson and Sall publications (and as 

confirmed by the underlying data in Allergan’s NDA), revealed that (a) 

the 0.1% and 0.05% cyclosporin formulations both caused improvements 

from baseline along various efficacy parameters and (b) neither 

formulation was more effective than the other.  Appx41-75; Appx85-99.  

 Neither Dr. Schiffman’s declaration nor the FDA’s medical review of the 

Restasis clinical studies supported Allergan’s claim of unexpected results 

because the former relied on a misleading presentation of the data and the 

latter showed only that the 0.05% cyclosporin formulation outperformed 
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the vehicle, not that it outperformed the 0.1% formulation.  Appx75-85. 

 Allergan’s evidence of commercial success and long-felt need/failure of 

others was not significantly probative of non-obviousness because 

“Allergan’s patents have long blocked others from entering the space in 

the market that is now occupied by Restasis.”  Appx99-105. 

In summarizing its analysis, the district court observed that, while “[t]here is 

no doubt that Allergan has invented a useful and successful pharmaceutical 

product,” it has already been “richly rewarded for that invention in large measure 

because it was able to get patent protection for the invention in 1995 when the 

Ding I patent issued.”  Appx132.  That patent protection afforded Allergan a 20-

year period of exclusivity on Restasis.  Id.  The court rejected Allergan’s attempts 

to extend that exclusivity based on claims of unexpected results, because “[t]he 

actual clinical results, interpreted properly, show no significant difference in 

efficacy between the Restasis formulation and the 0.1% formulation that was 

Example 1D of the Ding I patent.”  Appx133.  Moreover, even if the performance 

of the Restasis formulation would have been surprising to a skilled artisan at the 

time of the Phase 2 and Phase 3 trials, it would not have been surprising “by the 

2003 priority date of the Restasis patents” because “a considerable amount of 

highly pertinent prior art”—notably, Sall and Stevenson—had already disclosed 

the information upon which Allergan relied to make its unexpected-results case.  
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Appx133 (emphasis added).  Accordingly, the district court concluded “that 

Allergan is not entitled to renewed patent rights for Restasis in the form of a 

second wave of patent protection.”  Appx135. 

The court then entered judgment declaring each of the asserted claims 

invalid as obvious.  Appx136.  This appeal followed.4 

SUMMARY OF ARGUMENT 

The district court correctly found that all of the asserted claims are obvious 

over the prior art.  Every component of the claimed formulation is present in an 

amount that falls squarely within the ranges disclosed in Ding I, and the court 

found that the claimed formulation did not produce unexpected results relative to 

the prior-art ranges and that Allergan’s other evidence of secondary considerations 

was likewise insufficient to overcome Defendants’ strong obviousness case. 
                                                 
 

4 After the trial but before the district court rendered its decision, Allergan 
announced that it had assigned the rights in the asserted patents to the Saint Regis 
Mohawk Tribe.  Appx17602.  “Allergan’s motivation for the assignment was to 
attempt to avoid the IPR proceedings that are currently pending in the PTO by 
invoking the Tribe’s sovereign immunity as a bar to those proceedings”—a move 
Judge Bryson characterized as an attempt “to enjoy the considerable benefits of the 
U.S. patent system without accepting the limits that Congress has placed on those 
benefits through the administrative mechanism for canceling invalid patents.”  
Appx17605.  Allergan then filed a motion to join the Tribe as a co-plaintiff in the 
district court litigation, which the district court granted.  See Appx17602-17612.  

For ease of reference—and because the circumstances surrounding 
Allergan’s transfer of patent rights to the Tribe are ultimately irrelevant to the 
issues on appeal—this brief refers to Appellants Allergan and the Tribe 
collectively as “Allergan.” 
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Allergan’s criticisms of the district court’s analysis are meritless.  They rely 

on misstatements of the law, mischaracterizations of the court’s opinion, and, most 

of all, disagreements with factual findings that find ample support in the record.  

Allergan has not come close to showing that Judge Bryson misapplied the law of 

obviousness or made any clearly erroneous factual findings. 

In particular, Allergan’s argument asserting nonobviousness contains four 

levels of error, any one of which is sufficient to undermine its argument. 

First, Allergan misstates the legal standard.  Because Ding I disclosed 

component ranges that encompasses the claimed formulation, the proper inquiry is 

whether the claimed formulation produced unexpected results relative to those 

prior-art ranges—more precisely, results that were different in kind, not merely in 

degree, from those disclosed in the prior art.  That is exactly the standard the 

district court applied.  The question is not, as Allergan suggests, whether a skilled 

artisan would have arrived at the precise formulation recited in the asserted claims; 

it is whether the Restasis formulation performed unexpectedly well relative to the 

other formulations in the Ding I ranges. 

Second, Allergan argues that, based on the disclosures in Stevenson, a 

skilled artisan would have expected the 0.1% cyclosporin formulation to 

outperform the 0.05% cyclosporin formulation in the Phase 3 trials.  But the 

district court found, based on extensive evidence, that a skilled artisan reading 
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Stevenson would have understood that the 0.05% cyclosporin formulation 

performed similarly to the 0.1% cyclosporin formulation—i.e., that there was no 

dose-response relationship.  That finding was not clearly erroneous. 

Third, even if—contrary to fact—Stevenson had suggested that a 0.1% 

cyclosporin formulation would have been more effective than a 0.05% cyclosporin 

formulation, the results from the Phase 3 trials would not support Allergan’s claim 

of unexpected results because the Phase 3 study showed that the two dosage 

strengths performed the same.  Again, while Allergan disagrees with the district 

court’s factual findings on this point, it fails to show that those findings were 

clearly erroneous. 

Finally, even if—contrary to fact—the Phase 3 results would have been 

unexpected to a skilled artisan at the time of the Phase 3 trials, those results would 

not have been unexpected by the patents’ 2003 priority date because those results 

appeared in the prior-art Sall publication in 2000. 

Allergan’s brief contains a grab-bag of additional critiques of the district 

court’s unexpected-results analysis, but none of these arguments withstands 

scrutiny.  Specifically, Allergan’s argument that the district court should have 

focused solely on Schirmer scores (as opposed to all efficacy metrics) (i) was 

waived; (ii) is wrong; and (iii) would not buttress Allergan’s case for unexpected 

results even if it were preserved and correct.  Allergan’s contention that the district 
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court erred in relying on non-public data from Allergan’s NDA is likewise flawed 

on multiple levels: the court considered the NDA data only to confirm what public 

prior-art references already disclosed, and in any event, courts are entitled to 

consider non-public information to determine whether results that are claimed to 

have been unexpected actually occurred.   

Nor did the district court err in according little weight to Allergan’s 

purported evidence of commercial success and long-felt need/failure of others.  

The court correctly found that this evidence was not significantly probative of 

nonobviousness because the prior-art Ding I patent clearly suggested a 

commercially viable solution to the allegedly long-felt need, but prevented others 

from actually pursuing that solution. 

The district court’s judgment of obviousness should be affirmed.   

STANDARD OF REVIEW 

“The determination of invalidity for reasons of obviousness under 35 U.S.C. 

§ 103 is a legal conclusion based on underlying facts.”  Galderma Labs., L.P. v. 

Tolmar, Inc., 737 F.3d 731, 736 (Fed. Cir. 2013).  Following a bench trial, this 

Court reviews the district court’s factual findings for clear error and its conclusions 

of law de novo.  Id. 

The clear-error standard of review “does not entitle a reviewing court to 

reverse the finding of the trier of fact simply because it is convinced that it would 
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have decided the case differently.”  Anderson v. City of Bessemer City, N.C., 470 

U.S. 564, 573 (1985).  Rather, reversal is permitted only if “the reviewing court on 

the entire evidence is left with a definite and firm conviction that a mistake has 

been committed.”  Id.; see also Biovail Corp. Int’l v. Andrx Pharms., Inc., 239 F.3d 

1297, 1303 (Fed. Cir. 2001) (“A trial judge … who hears witnesses and initially 

assesses evidence deserves considerable latitude in making findings of fact, 

particularly scientific findings of fact.”).  In particular, “credibility determinations 

by the trial judge ‘can virtually never be clear error.’”  First Interstate Bank of 

Billings v. United States, 61 F.3d 876, 882 (Fed. Cir. 1995) (quoting Anderson, 470 

U.S. at 575). 

The question whether an invention produced unexpected results is a question 

of fact, In re Harris, 409 F.3d 1339, 1341 (Fed. Cir. 2005), so this Court reviews 

the district court’s finding that the claimed formulation did not produce unexpected 

results for clear error.  See also In re Inland Steel Co., 265 F.3d 1354, 1366 (Fed. 

Cir. 2001) (“[a]n examination for unexpected results ‘is a factual, evidentiary 

inquiry’”).  The district court’s findings as to any remaining secondary 

considerations of nonobviousness are likewise factual findings that are reviewed 

only for clear error.  See DyStar Textilfarben GmbH & Co. Deutschland KG v. 

C.H. Patrick Co., 464 F.3d 1356, 1360 (Fed. Cir. 2006). 
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ARGUMENT 

I. UNDER THE APPLICABLE LEGAL STANDARD, 
ALLERGAN CAN AVOID A FINDING OF OBVIOUSNESS 
ONLY IF THE CLAIMED FORMULATION PRODUCED 
UNEXPECTED RESULTS OR THERE ARE OTHER STRONG 
SECONDARY INDICIA OF NONOBVIOUSNESS 

The claimed formulation undisputedly falls within a range disclosed in the 

prior art—namely, the range disclosed and claimed in Ding I.  Under settled law, 

“the burden of production falls upon [Allergan] to come forward with evidence 

that (1) the prior art taught away from the claimed invention; (2) there were new 

and unexpected results relative to the prior art; or (3) there are other pertinent 

secondary considerations.”  Galderma, 737 F.3d at 738; accord Allergan, Inc. v. 

Sandoz Inc., 796 F.3d 1293, 1302 (Fed. Cir. 2015); see also In re Peterson, 315 

F.3d 1325, 1329 (Fed. Cir. 2003).  That is because the “overlap itself provides 

sufficient motivation to optimize the ranges.”  In re Applied Materials, Inc., 692 

F.3d 1289, 1295 (Fed. Cir. 2012); Peterson, 315 F.3d at 1330.  To show 

unexpected results relative to the prior art, the patentee must present evidence that 

the results in the later claimed range are “unexpectedly good” or “critical.”  In re 

Geisler, 116 F.3d 1465, 1470-71 (Fed. Cir. 1997). 

Allergan’s entire brief rests on a misunderstanding of the applicable legal 

standard.  Allergan suggests that, to find the claimed formulation obvious, the 

district court had to “f[i]nd a motivation to select the specific claimed 
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formulation.”  Allergan Br. 24 (emphasis added); id. at 27 (“the district court failed 

to provide any reason why a person of skill in the art would have chosen that 

specific amount of castor oil for use with 0.05% cyclosporin”) (emphasis added); 

see also id. at 45, 49.  That is wrong; there is no such requirement.  See Galderma, 

737 F.3d at 737 (challenger was not required to show that the prior art “provide[d] 

motivation” to arrive at the exact formulation in the claims); Applied Materials, 

692 F.3d at 1296-97 (not necessary for the prior art to “provide the exact method 

of optimization”).  Allergan relies on Allergan v. Sandoz to support its articulation 

of the legal standard, but that case in fact confirms Galderma’s holding that, where 

the claimed invention falls within a prior-art range, the invention is presumed 

obvious and “the burden of production falls upon the patentee” to provide evidence 

of secondary considerations of nonobviousness.  Allergan, 796 F.3d at 1304-05.  

Allergan also cites Unigene Laboratories, Inc. v. Apotex, Inc., 655 F.3d 

1352 (Fed. Cir. 2011), and Eli Lilly & Co. v. Zenith Goldline Pharmaceuticals, 

Inc., 471 F.3d 1369 (Fed. Cir. 2006), in arguing that a skilled artisan must have “a 

reason to select the particular claimed features.”  Allergan Br. 49.  But those cases 

are inapposite because neither involves the question here—whether a claimed 

invention that falls within a prior-art range is nevertheless nonobvious.  See 

Unigene Labs., 655 F.3d at 1361-63 (addressing whether skilled artisan would 

have been motivated to combine various excipients to arrive at “a new composition 
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or formulation to deliver an FDA-approved active ingredient”); Eli Lilly, 471 F.3d 

at 1379 (addressing whether skilled artisan would have been motivated to select a 

particular lead compound out of many options in the prior art). 

Thus, the question in this case was not whether a skilled artisan would have 

had a reason to select the specific formulation recited in the claims and contained 

in Restasis.  Instead, because Ding I claimed a range that encompasses the claimed 

formulation, it is presumed that skilled artisans would have been motivated to 

optimize the prior-art range.  The proper question is whether the claimed 

formulation performed unexpectedly better relative to that range (or whether there 

was evidence of other secondary considerations sufficient to render the claimed 

formulation nonobvious).5 

Allergan also mischaracterizes the legal standard applicable to the secondary 

consideration of unexpected results.  Allergan criticizes the district court’s use of 
                                                 
 

5 Allergan’s reference to a “reason to combine” in its discussion of the legal 
standard, Allergan Br. 45, is a non sequitur.  The only relevant “combination” at 
issue is the combination of Ding I, Sall, and Ding II, and Allergan has not disputed 
that a skilled artisan would have had a reason to combine the teachings of those 
references.  See Appx108.  Allergan’s reference to the district court’s anticipation 
analysis, Allergan Br. 46, is also a non sequitur.  The legal standard for 
anticipation is markedly different from the legal standard for obviousness.  “If the 
prior art describes [a] range, … then the prior art is only anticipatory if it describes 
the claimed range with sufficient specificity such that a reasonable fact finder 
could conclude that there is no reasonable difference in how the invention operates 
over the ranges.”  Ineos USA LLC v. Berry Plastics Corp., 783 F.3d 865, 869 (Fed. 
Cir. 2015).  The rule is different for obviousness, as explained in the main text.  
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the term “exceptional results” and suggests that an invention produces unexpected 

results if the results are merely the same as those disclosed in the prior art.  See 

Allergan Br. 36-37.  That is wrong. As the district court explained, and as even the 

authority cited by Allergan recognizes, unexpected results that are probative of 

nonobviousness are those that “differ[] in kind, not just in degree, from the prior 

art.”  Allergan, 796 F.3d at 1306; accord Galderma, 737 F.3d at 739; Iron Grip 

Barbell Co. v. USA Sports, Inc., 392 F.3d 1317, 1322 (Fed. Cir. 2004); see also 

Geisler, 116 F.3d at 1470-71 (results must be “unexpectedly good” or “critical”); 

In re Soni, 54 F.3d 746, 751 (Fed. Cir. 1995) (results must be “substantially 

improved”). 

Allergan’s statement that “results can be unexpected in kind [if] one 

formulation is surprisingly as good as another formulation,” Allergan Br. 37, is 

correct, but it is not relevant here.  For example, suppose an active ingredient treats 

a disease when used in sufficient quantities but also causes severe side effects.  If a 

skilled artisan discovers a formulation that contains less of the active ingredient 

(and hence causes less severe side effects) yet is unexpectedly just as effective at 

treating the disease as a prior-art formulation that caused more severe side effects, 

that fact would support a claim of unexpected results.  But in this hypothetical, the 

results are still “unexpectedly good” (or “exceptional”), because the new 

formulation can effectively treat the disease while causing fewer side effects than 
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the prior art.  Cf. Allergan, 796 F.3d at 1306-07 (claimed formulation unexpectedly 

maintained the efficacy of the prior art “while exhibiting reduced incidence and 

severity of hyperemia”); Allergan v. Sandoz, 726 F.3d 1286, 1293 (Fed. Cir. 2013) 

(invention directed to twice-daily administration of brimonidine and timolol 

unexpectedly resulted in “increased efficacy of the drug and a reduction in side 

effects”).  For the reasons explained next, Allergan failed to prove that the results 

produced by the Restasis formulation were “unexpectedly good” in any respect. 

II. THE DISTRICT COURT DID NOT CLEARLY ERR IN 
FINDING THAT THE CLAIMED FORMULATION DID NOT 
PRODUCE UNEXPECTED RESULTS 

A. The Claimed Formulation Performed the Same as Prior-Art 
Formulations, Consistent with Expectations 

The district court correctly found, based on extensive record evidence, that 

“Restasis did not outperform known formulations.”  Appx41.  Instead, Restasis 

performed the same as the prior-art formulations, and a skilled artisan would have 

expected that result.   

1. Stevenson disclosed that the 0.1% cyclosporin formulation and 
the 0.05% cyclosporin formulation proved similarly efficacious 
in treating dry eye in the Phase 2 trials 

Extensive evidence supported the district court’s finding that, in the Phase 2 

trials, “the 0.05% cyclosporin/0.625% castor oil formulation performed similarly 

to [the] 0.1% cyclosporin/1.25% castor oil formulation.”  Appx41.  For example, 

as Defendants’ expert Dr. Bloch explained (in testimony credited by the district 
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court), “there were no statistically significant differences in efficacy between the 

0.05% and 0.1% cyclosporin formulations at the end of the treatment period in 

Phase 2 for either the Schirmer scores or the corneal staining data.”  Appx47.  In 

fact, there was a statistically significant difference in efficacy between the two 

formulations in only one of the fourteen different endpoints evaluated in the Phase 

2 trials.  See Appx54-55.  Moreover, Stevenson reported that the 0.1% formulation 

was numerically superior to the 0.05% formulation on some parameters (rose 

bengal staining, superficial punctate keratitis, and OSDI), while the 0.05% 

formulation was superior along others (sandy/gritty feeling and ocular dryness).  

Thus, Stevenson concluded that both the 0.05% and the 0.1% “formulations 

warranted further study,” Appx42; Appx19207, and reported, “three times,” that 

there was no dose-response relationship (i.e., the effectiveness of the formulation 

did not increase with increasing concentrations of cyclosporin).  Appx42-43; see 

also Appx19207.   

Allergan’s argument that Stevenson’s statement regarding the lack of a 

“clear dose response relationship” “is not the same as no dose response effect at 

all,” Allergan Br. 33, is nonsensical.  Stevenson explicitly stated that there was a 

“lack of any additional therapeutic benefit with increasing concentration.”  
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Appx19207 (emphasis added).6  Indeed, Allergan noted that “[t]he lack of any 

dose-response effect between the 0.05% and 0.1% formulations in the Phase 3 

trials was ‘not surprising,’ … ‘because the results of the Phase 2 study suggested 

that the 0.05% and 0.1% cyclosporin are on the plateau of the therapeutic 

response curve.’”  Appx44 (emphasis added).  And while Allergan’s expert 

Dr. Perry ignored Stevenson’s explicit findings and opined that Stevenson 

disclosed a dose-response relationship, the district court understandably “d[id] not 

credit Dr. Perry’s testimony on that point.”  Appx43.  That credibility 

determination was not clearly erroneous. 

In short, the district court correctly found that “there would be no motivation 

to move from a 0.05% cyclosporin formulation to a 0.1% cyclosporin formulation” 

based on the results of the Phase 2 trials.  Appx42-43.  Allergan disagrees with this 

factual finding, see, e.g., Allergan Br. 12-16, but it does not and cannot show that 

the finding was clearly erroneous.   

                                                 
 

6 Allergan repeatedly notes that the 0.1% formulation performed statistically 
better than the vehicle, see Allergan Br. 32-33, but that is not the relevant question.  
The relevant question is whether Stevenson showed that the 0.1% formulation 
outperformed the 0.05% formulation (so that a skilled artisan might expect there to 
be a dose-response).  The district court correctly found that it did not. 
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2. Sall disclosed that the 0.1% cyclosporin formulation and the 
0.05% cyclosporin formulation proved similarly efficacious in 
treating dry eye in the Phase 3 trials 

The district court also correctly found that, in the Phase 3 trials, “the 0.05% 

cyclosporin/1.25% castor oil formulation performed similarly to 0.1% 

cyclosporin/1.25% castor oil formulation.”  Appx61.  The Phase 3 trials evaluated 

the performance of both formulations using 21 different efficacy measures at 

various time points.  As Defendants’ expert Dr. Calman explained in testimony 

that the district court credited, “the overwhelming bulk of the [available] data (71 

out of 80 data points) supports an inference that the two cyclosporin formulations 

performed similarly, and an even larger portion of the data (76 out of 80 data 

points) supports an inference that the 0.05% cyclosporin formulation did not 

perform better than the 0.1% cyclosporin formulation.”  Appx67.  Indeed, on some 

efficacy measures—including Schirmer scores, a measure that Allergan heavily 

emphasizes in its brief—the 0.1% formulation actually performed better: “the raw 

Schirmer scores without anesthesia collected at months 1, 3, 4, and 6 favored the 

0.1% cyclosporin formulation at all time points.”  Appx66.  Sall disclosed that the 

two formulations performed similarly, stating that its “most important overall 

finding was that topical treatment with either CsA 0.05% or 0.1% resulted in 

significantly greater improvements than the vehicle … in two objective signs of 

dry eye disease (corneal staining and categorized Schirmer scores).”  Appx72 
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(emphasis added).  And Sall, like Stevenson, disclosed that “[t]here was no dose-

response effect.”  Appx19191. 

In short, as the district court found, “there [was] a dearth of evidence 

showing any real difference between the efficacy of the 0.05% and 0.1% 

cyclosporin formulations in Phase 2, as presented in Stevenson, and in Phase 3, as 

presented in Sall.”  Appx73.  The results of the Phase 3 studies would thus have 

been just what a skilled artisan would have expected based on the Phase 2 results.  

In fact, Allergan’s own scientists came to this exact conclusion, stating that the 

lack of dose response relationship in the Phase 3 trials was “not surprising” 

because “the results of the Phase 2 study suggested that the 0.05% and 0.1% 

cyclosporin are on the plateau of the therapeutic response curve.”  Appx44. 

Allergan argues that the district court’s analysis of the Phase 2 and Phase 3 

trials was legally flawed because it relied on non-public data from Allergan’s 

NDA.  See Allergan Br. 37-39.  Even if Allergan had preserved this current 

objection (it did not, because it did not challenge the admissibility of the evidence), 

this argument would still fail, for two reasons.   

First, Allergan’s factual predicate is incorrect.  The district court examined 

the data in Allergan’s NDA only to confirm what was already apparent based on 

the disclosures of Sall and Stevenson.  See Appx61 (finding that a skilled artisan 

“reviewing Stevenson alone” would have concluded that the 0.1% and 0.05% 
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formulations performed the same in the Phase 2 trials); Appx73 (stating that, 

“[e]ven reviewing all of the underlying data in Allergan’s NDA submission, 

including internal data that was not reported in Stevenson and Sall, a person of 

skill would reach the same conclusions” as was apparent based on Stevenson and 

Sall alone).   

Second, it was entirely appropriate for the district court to rely on Allergan’s 

NDA data to determine whether the Phase 3 tests in fact yielded the results that 

Allergan claimed were unexpected (namely, that the 0.05% formulation 

outperformed the 0.1% formulation).  While non-public data cannot properly 

inform the expectations of a skilled artisan in the unexpected-results analysis, such 

data are relevant to the question whether the purportedly unexpected results 

actually occurred.  Indeed, this Court has affirmed district court decisions that 

examined non-public NDA data to confirm whether purportedly unexpected results 

actually occurred.  See, e.g., McNeil-PPC, Inc. v. L. Perrigo Co., 207 F. Supp. 2d 

356, 365-66 (E.D. Pa. 2002) (examining patentee’s clinical study results to 

determine whether results that patentee claimed were unexpected in fact occurred); 
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see also In re De Blauwe,736 F.2d 699, 705 (Fed. Cir. 1984) (“[U]nexpected 

results must be established by factual evidence.”). 7 

3. Regardless of whether the results of the Phase 3 trials would 
have been unexpected to a skilled artisan at the time of the 
Phase 3 trials, they would not have been unexpected in 2003 
because the results were previously reported in Sall 

Even if the outcome of the Phase 3 trials would have been surprising to a 

skilled artisan when those trials occurred, the results were nevertheless wholly 

expected by the time Allergan filed its patent applications because the outcome of 

the Phase 3 trials had already been disclosed in Sall in 2000.  Cf. Appx85 

(“[W]hile the Allergan employees may have been surprised upon learning of the 

Phase 3 results in the late 1990s, the question before the Court is the very different 

question whether a person of ordinary skill would have been surprised about the 

success of Restasis in light of all of the prior art in 2003, including the results of 

the Phase 3 studies, as reported in Sall.”).  Once the Phase 3 results were 

published, a skilled artisan would have known that the 0.05% and 0.1% 

                                                 
 

7 Allergan’s criticism of the district court’s consideration of non-public data 
is particularly ironic given that Allergan heavily (and improperly) relies on non-
public pharmacokinetic studies performed by Allergan for the proposition that a 
skilled artisan would have expected that increasing the amount of castor oil in the 
0.05% formulation would have decreased the bioavailability (and hence the 
effectiveness) of the drug.  See, e.g., Allergan Br. 16, 19. 
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formulations were similarly effective according to numerous measures—and 

consequently, a skilled artisan would not have been surprised by that fact. 

Allergan makes much of the fact that Sall did not disclose the amount of 

castor oil in the two formulations tested in the Phase 3 trials.  Allergan implies that, 

even after Sall was published, a skilled artisan would not have expected a 0.05% 

cyclosporin formulation with more than 0.625% castor oil (the amount disclosed in 

Ding I Example 1E) to be therapeutically effective.  See Allergan Br. 46-48.  But 

the district court, crediting testimony from Defendants’ expert Dr. Calman, 

correctly found that a skilled artisan would have known that both formulations 

disclosed in Sall contained the same amount of castor oil and that the proportion of 

castor oil was at least 0.83%.  See Appx95-97.  Allergan fails to show any clear 

error in that finding.   

In any event, Allergan’s argument on this score is largely beside the point.  

Even if a skilled artisan could not have inferred anything about the amount of 

castor oil based on the disclosures in Sall, that would mean, at best, that 

“Allergan’s ‘unexpected results’ argument must rely entirely on the allegedly 

unexpected result that increasing the amount of castor oil in the 0.05% formulation 

between Phase 2 and Phase 3 did not significantly handicap the formulation.”  

Appx85.  And the district court properly found that “[a] close analysis of the 

evidence leads to the conclusion that a person of ordinary skill in the art in 2003 
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would not have found that outcome to be unexpected.”  Appx85.  “[T]he prior art 

made clear that increasing the amount of castor oil … was beneficial in the context 

of treating dry eye.”  Appx90-91 (crediting the testimony of Defendants’ expert 

Dr. Hanes that Ding II taught that the castor oil vehicle was “effective in and of 

[itself] without the cyclosporin also in treating dry eye” and that Sall and 

Stevenson disclosed similar findings, and also noting that “[e]ven Allergan’s 

expert Dr. Perry acknowledged that castor oil has palliative benefits for dry eye 

patients”). 

Allergan argues that this Court should ignore all of the beneficial effects of 

castor oil disclosed in the prior art because castor oil provides only “palliative” 

relief and does not “treat the underlying dry eye condition.”  Allergan Br. 52.  That 

is wrong.  Defendants presented a wealth of evidence that the castor-oil vehicle, 

even without any cyclosporin, had “therapeutic benefits”—i.e., it was effective in 

treating dry eye, including by increasing tearing.  See, e.g., Appx18646 (26:4-10) 

(Hanes); Appx19206 (Stevenson); Appx19486-19487 (Ding II).  The district court 

did not clearly err in crediting this evidence and in discrediting Dr. Perry’s 

testimony that castor oil provides only “palliative” treatment.  In fact, at one point, 

Allergan marketed a product containing artificial tears and castor oil to treat dry 

eye.  Appx93.   
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Allergan further contends that, “based on thermodynamic principles,” a 

skilled artisan would have thought that increasing the amount of castor oil in the 

formulation would have decreased the bioavailability (and hence the effectiveness) 

of the cyclosporin.  Allergan Br. 50.  But that, too, is wrong: Ding I specifically 

taught that all the formulations in the ranges it disclosed—which encompass the 

Restasis formulation—exhibited adequate thermodynamic activity.  Appx19155 

(“[w]hen cyclosporin is dissolved in the oil phase in accordance with the present 

invention, … [the cyclosporin] has reasonably high thermodynamic activity”).  

Ding I did not, as Allergan argues, suggest decreasing the amount of castor oil to 

“as little as possible.”  See id.  And even if the increased concentration of castor oil 

would have decreased the thermodynamic activity of the cyclosporin, 

“thermodynamic activity is not the sole determinant of bioavailability,” and, 

regardless, “bioavailability does not necessarily determine clinical efficacy.”  

Appx89. 

At bottom, Allergan’s argument that increasing the castor-oil content would 

reduce the efficacy of the formulation is based entirely on the subjective 

expectations of its own scientists, who relied on non-public pharmacokinetic 

studies to form their expectations.  See Allergan Br. 16 (“Allergan scientists 

believed that adding more oil would hamper the bioavailability of the cyclosporin 

in the formulation.”); id. at 19 (Phase 3 results “‘confounded’ the Allergan 
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scientists, who had expected the 0.1% formulation to perform better”).  But the 

subjective expectations of Allergan’s scientists in 1998 are irrelevant; what matters 

is what would have been expected by a hypothetical skilled artisan in 2003.  See 

Geisler, 116 F.3d at 1470.  The district court did not clearly err in finding that such 

a person would have expected an increase in castor-oil content to increase, not 

decrease, the effectiveness of the drug. 

B. Allergan’s Remaining Criticisms of the District Court’s Analysis 
Are Meritless 

Allergan offers a grab-bag of other criticisms of Judge Bryson’s unexpected-

results analysis, but all of these arguments miss the mark. 

1. Throughout its brief, Allergan contends that the district court’s 

unexpected-results analysis “ignored” the claim limitations directed to increasing 

tear production.  See, e.g., Allergan Br. 22, 30-31, 34, 36, 52.  Allergan’s argument 

is difficult to follow, but the thrust seems to be that the court should have 

considered only Schirmer scores (or at least given them more weight than other 

efficacy parameters) when evaluating Allergan’s claim of unexpected results 

because Schirmer scores are the only efficacy parameter that actually measures 

increased tear production.  See, e.g., Allergan Br. 36.  That argument is triply 

flawed. 

The first problem with this argument is that Allergan waived it.  Allergan 

has never argued in any forum that Schirmer scores were the only relevant data 
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points for purposes of unexpected results.  To the contrary, Allergan focused on a 

wide variety of measures to support its contention that the 0.05% formulation 

performed unexpectedly better than the 0.1% formulation.  For example, 

Dr. Schiffman’s declaration, which formed the centerpiece of Allergan’s 

unexpected results argument before the PTO, Appx133, argued that the claimed 

formulation “was equally or more therapeutically effective for the treatment of dry 

eye/keratoconjunctivitis sicca than the [0.1%] formulation … according to at least 

four testing parameters”: corneal staining score, Schirmer score, blurred vision, 

and artificial tear use.  Appx22033 (¶ 145).  Allergan’s opening statement at trial 

similarly discussed conjunctival staining, corneal staining, and “subjective 

symptoms, as measured by the 12-question OSDI.”  Appx16575.  Allergan’s post-

trial briefing likewise addressed a broad range of efficacy parameters.  See 

Appx16909 (¶ 15) (discussing diagnostic dye staining); Appx16917-16918 (¶ 37) 

(arguing that, in the Phase 2 trials, the 0.1% formulation “performed the best in: a) 

corneal and conjunctival staining; b) Schirmer tear scores (w/o anesthesia); and 3) 

OSDI”); Appx16984-16985 (¶¶ 196-198) (arguing that “[t]he results of the Phase 3 

trials showed that the Restasis formulation with 0.05% cyclosporin and 1.25% 

castor oil unexpectedly demonstrated equal or better efficacy with respect to 

several important measures,” and then discussing diagnostic dye staining and 

OSDI) (emphasis added).  In closing argument, Allergan’s counsel argued that “the 
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measures that were important were the corneal staining, the Schirmer’s without 

anesthesia … and then from the patient point of view, the … OSDI, the overall 

assessment of patient symptoms.”  Appx18904 (114:1-6).  Indeed, Allergan argued 

to the district court that the subjective OSDI measurement was entitled to more 

weight than the objective measures, including Schirmer scores and corneal staining 

data.  See Appx51 n.19.  Even Allergan’s brief on appeal emphasizes the data on 

corneal staining in addition to the Schirmer data.  See, e.g., Allergan Br. 13, 31, 33.   

Allergan’s theory that Schirmer scores are all that matter in assessing the 

results achieved by the Restasis formulation is entirely new.  Allergan never made 

this argument to the PTO or during the district court litigation and thus cannot raise 

it now on appeal.  See Fresenius USA, Inc. v. Baxter Int’l, Inc., 582 F.3d 1288, 

1295-96 (Fed. Cir. 2009) (“[i]f a party fails to raise an argument before the trial 

court, or presents only a skeletal or undeveloped argument to the trial court,” the 

argument is waived on appeal); Golden Bridge Tech., Inc. v. Nokia, Inc., 527 F.3d 

1318, 1322-23 (Fed. Cir. 2008) (“[i]t would be unfair to allow [the patentee] to 

bring some arguments distinguishing the [prior art] during proceedings at the 

district court and then, only after those arguments have been completely rejected, 

bring entirely different arguments on appeal for the first time”). 

The second problem with Allergan’s new argument is that it is factually 

wrong.  All of the efficacy measures discussed in the district court’s opinion were 
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relevant to the unexpected-results analysis.  Indeed, both parties’ trial witnesses 

(and, as noted above, Allergan itself) relied on a wide range of measures in 

assessing whether the claimed formulation was therapeutically effective.  See, e.g., 

Appx18520 (78:14-23) (Schiffman); Appx18552 (31:21-32:22) (Olejnik); 

Appx18562 (72:13-73:73:9) (Reis); Appx18644 (18:16-20:10) (Hanes); 

Appx18679 (161:21-24) (Sall); Appx18701 (70:14-73:14) (Calman); Appx18718 

(138:24-139:6) (Calman); Appx18806-18808 (87:1-90:6, 93:18-94:10) (Perry). 

That is not surprising; the majority of the asserted claims require “therapeutic 

efficacy” and are thus broader than claims directed solely to increased tear 

production.  As the testimony cited above demonstrates, “therapeutic efficacy” is a 

general term that can be measured by a wide range of metrics, including Schirmer 

scores (with and without anesthesia), diagnostic dye staining data, and subjective 

measures of patient well-being such as OSDI, pain, itching, and others.  Allergan 

does not and cannot show that the district court clearly erred in relying on efficacy 

measures beyond the Schirmer test.  Indeed, in the portion of the court’s claim 

construction order cited by Allergan, the court specifically declined to find that 

there must be a particular “protocol for measuring efficacy ….  An emulsion that is 

shown to have therapeutic benefits by relieving the underlying disease condition, 

either wholly or to some discernable extent and in some category of cases, will fall 

within the scope of the pertinent claims.”  Appx7403.  This conclusion credited 
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Allergan’s argument that “the tests to determine … whether a treatment was 

working—including the Schirmer’s tear test, ocular surface staining, and other 

measures—were well-known to persons of skill.”  Appx5291-5292 (emphasis 

added).8 

The third problem with Allergan’s argument is that even if it were correct 

(i.e., even if it were proper to focus only on Schirmer scores), it would not save 

Allergan’s case for unexpected results.  Allergan’s own prior-art Stevenson 

publication would have taught a skilled artisan to expect that the 0.1% formulation 

would perform roughly equivalently to the 0.05% formulation with respect to 

increased Schirmer scores, and the data submitted in Allergan’s NDA confirms 

that was exactly what happened.  See Appx73-75.  The Phase 2 studies showed no 

difference in the performance of the two formulations with respect to Schirmer 

scores.  As the district court found, “the p-values of 0.834 and 0.112 [for Schirmer 

scores and corneal staining in the Phase 2 study] reveal that the difference 

observed between the 0.1% and 0.05% formulations for the Schirmer scores may 
                                                 
 

8 The cases cited by Allergan in support of its argument, see Allergan Br. 34, 
stand for the unremarkable proposition that a proper obviousness analysis must be 
premised on a correct claim construction.  See L.A. Biomedical Research Inst. v. 
Eli Lilly & Co., 849 F.3d 1049, 1067 n.8 (Fed. Cir. 2017); TI Grp. Auto. Sys. (N. 
Am.), Inc. v. VDO N. Am., LLC, 375 F.3d 1126, 1139 (Fed. Cir. 2004).  But 
Allergan does not argue that the district court erred in construing any terms in any 
of the asserted claims—nor could it, given that Allergan successfully urged the 
court to construe the “efficacy” terms in this manner. 
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be the result of random chance more than 83% of the time.”  Appx50; see also 

Appx52 (“[O]n a fourth set of efficacy measures, including Schirmer tear test 

scores, neither the 0.1% nor the 0.05% cyclosporin formulations showed a 

statistically significant improvement over baseline [in the Phase 2 study].”).  

Further, most of the Schirmer results from the Phase 3 studies suggested, if 

anything, that the 0.1% formulation was slightly better than the 0.05% formulation.  

See Appx69 (noting that, in the Phase 3 results, the raw Schirmer scores without 

anesthesia favored the 0.1% cyclosporin formulation at all time points, and the raw 

Schirmer scores with anesthesia showed no statistically significant difference 

between the two formulations at the study endpoint); Appx18718-18719 (140:4-

145:19) (Calman) (reported difference in change in raw Schirmer scores with 

anesthesia was neither statistically nor clinically significant).   

Even if one considers only the categorized Schirmer scores with anesthesia 

reported in Sall, as Allergan urges, see Allergan Br. 34-35, the conclusion is the 

same: those data show that both the 0.1% and the 0.05% formulations 

outperformed the vehicle at the study endpoint, and there was no statistically 

significant difference between the performance of the two formulations relative to 

one another.  See Appx74.  Allergan’s inability to show a statistically significant 

difference in performance even using its cherry-picked data points sharply 

underscores the weakness of its validity case. 
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Toward the end of Allergan’s brief, Allergan morphs its argument that the 

district court failed to focus on Schirmer scores into a different argument that the 

court erred in not separately considering whether the non-formulation limitations 

of the claim were obvious.  See Allergan Br. at 52-53.  But Allergan waived this 

version of the argument as well because Allergan did not separately argue the non-

obviousness of any limitations besides the formulation limitations.  The record 

citations Allergan provides do not suggest otherwise.  Two of the citations refer to 

Allergan’s entire opening and closing statements, while the remainder refer to 

portions of the record in which Allergan or its witnesses argued that a skilled 

artisan would have thought that increasing the castor-oil content of the formulation 

would have decreased the bioavailability of the drug.  Moreover, Allergan’s 

argument is wrong because the district court did separately consider the non-

formulation limitations of the asserted claims and found that they were all 

disclosed in Ding I, Sall, or both.  See Appx106-107. 

2. Allergan’s contention that the district court improperly “required that 

the claimed formulation be statistically superior to the prior art formulations, tested 

head to head,” Allergan Br. 36-37, 40, is also wrong.  The district court did not 

require that the claimed formulation be “statistically superior” than the prior-art 

formulation.  See, e.g., Appx49 (declining to require strict statistical significance at 

the p = 0.05 level); Appx69 (same).  The court did consider the statistical 
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significance of the data presented by the witnesses at trial, but that was entirely 

proper: “statistical significance is an important component in establishing the 

reliability of the clinical data for a person of skill in the art.”  Appx59.9  Judge 

Bryson declined to credit Dr. Schiffman’s testimony that “statistical techniques can 

be disregarded” entirely, Appx58, and Allergan does not and cannot show that this 

determination was clear error.  This Court has routinely affirmed trial court 

decisions that gave little or no weight to claims of unexpected results because they 

were not supported by statistical data.  See In re Efthymiopoulos, 839 F.3d 1375, 

1378-79 (Fed. Cir. 2016); Senju Pharm. Co. v. Lupin Ltd., 780 F.3d 1337, 1353 

(Fed. Cir. 2015); McNeil-PPC, Inc. v. L. Perrigo Co., 337 F.3d 1362, 1370 (Fed. 

Cir. 2003).  Even setting statistics aside, the 0.1% formulation and the 0.05% 

formulation performed numerically similarly along Allergan’s preferred metric 

(Schirmer tear testing) in both the Phase 2 and Phase 3 trials.  See  Appx18718-

18719 (140:4-145:19) (Calman). 
                                                 
 

9 Allergan’s bald assertion that Judge Bryson’s “statistical analysis was … 
untethered to any expert testimony,” Allergan Br. 41, is off the mark.  Defendants’ 
experts Drs. Calman and Bloch testified at length as to the lack of evidence 
(statistical or otherwise) favoring either the 0.05% formulation or the 0.1% 
formulation relative to the other.  See, e.g., Appx65 (discussing this testimony).  
Moreover, in creating the table Allergan criticizes, the district court did not 
conduct any statistical analysis; it relied on the analysis that Allergan conducted 
and reported to the FDA.  See Appx73 n.31.  Allergan never challenged the 
accuracy of this statistical analysis before, during, or after trial (nor does it do so 
on appeal). 
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In short, Allergan’s contention that the district court “substitute[d] statistical 

analysis for common sense,” Allergan Br. 2, is wrong.  Consistent with the 

controlling law, the court looked for evidence that Allergan’s claimed formulation 

performed unexpectedly well relative to the prior art, and it found no evidence that 

it did.  Instead, as explained above, the results of the Phase 3 trials disclosed that 

the claimed formulation performed precisely as a skilled artisan would have 

expected.  

Allergan’s protestations that a court’s consideration of statistical analyses 

“creates a nearly impossible bar for innovative pharmaceutical companies to 

demonstrate unexpected results based on clinical studies,” Allergan Br. 42-43, are 

misguided.  Allergan attempted to obtain new patents on the Restasis formulation 

notwithstanding the existence of its Ding I patent, which undisputedly had already 

disclosed a range encompassing Restasis.  Given that choice, Allergan was 

required to present evidence that the claimed formulation produced unexpected 

results relative to the prior-art range.  But the evidence that Allergan pointed to—

Phase 2 and Phase 3 study results—contradicted Allergan’s unexpected results 

argument.  In addition, the purportedly surprising results were publicly reported in 

two Allergan publications in 2000.  The district court properly concluded that on 

these facts, Allergan was not entitled to further patent protection on Restasis. 
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Allergan states that the district court “effectively found that there could be 

no unexpected results without a superiority trial comparing the 0.05% and 0.1% 

cyclosporin formulations head-to-head.”  Allergan Br. 42.  Not only is that 

incorrect (the court said no such thing), it is also a rather curious statement for 

Allergan to make.  Allergan in fact performed statistical analyses directly 

comparing 0.05% and 0.1% formulations based on the results of the Restasis Phase 

3 trials.  See, e.g., Appx21590 (performing a pairwise comparison of the two 

formulations with regard to corneal staining); Appx21620 (same, with regard to 

blurred vision); see generally Appx73-75 & n.31.  The outcome was that the 

Restasis formulation performed the same as the other formulations disclosed in the 

prior art—i.e., the results of the trial were precisely what a skilled artisan would 

have expected—which meant that the Restasis formulation was not entitled to 

further patent protection.   

3. Finally, Allergan contends that the district court erred in concluding 

that the FDA medical review of the Phase 3 trials did not support the 

nonobviousness of the Restasis formulation.  See Allergan Br. 40-43.  This 

argument, too, is meritless.  As the court correctly explained, the FDA’s primary 

conclusion was that the 0.05% formulation was therapeutically effective relative to 

the castor-oil-only vehicle.  Appx84.  That conclusion does nothing to buttress 

Allergan’s argument that the 0.05% formulation was unexpectedly effective 
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relative to the 0.1% formulation.  The district court’s analysis of the medical 

review was not erroneous, much less clearly so. 

* * * 

Based on an exhaustive review of the evidence, Judge Bryson correctly 

concluded that the Restasis formulation did not achieve results that would have 

been unexpected to a skilled artisan in 2003.  Allergan has not come close to 

showing that this factual finding was clear error. 

III. THE DISTRICT COURT DID NOT CLEARLY ERR IN 
FINDING THAT ALLERGAN’S OTHER EVIDENCE OF 
SECONDARY CONSIDERATIONS COULD NOT OVERCOME 
THE STRONG EVIDENCE OF OBVIOUSNESS  

A. The District Court Properly Discounted Allergan’s Evidence of 
Commercial Success and Long-Felt Need in Light of Allergan’s 
Blocking Patents 

The district court found that Allergan presented evidence that “Restasis has 

been a commercial success” and that it “satisfied a long-felt but unmet need” 

(though it also noted that “Restasis is effective for only for a subset of all patients 

who suffer from dry eye” and “therefore is not a panacea”).  Appx100-101.  But 

“the problem with [that] evidence … [was] that Allergan’s patents ha[d] long 

blocked others from entering the space in the market that is now occupied by 

Restasis.”  Appx102.  “From the evidence before it,” the district court found that 

any “commercial success [wa]s attributable mainly to the patent protection 

Allergan has enjoyed for cyclosporin/castor oil emulsions over the past quarter 
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century.”  Appx103; see also Appx104-105 (reaching the same conclusion as to 

long-felt but unmet need and failure of others).   

That finding was well grounded in law.  This Court has long recognized that 

the inference of non-obviousness is weak when commercial success and long-felt 

but unmet need are due to patent protection.  See, e.g., Galderma, 737 F.3d at 740-

41; Merck & Co., Inc. v. Teva Pharms. USA, Inc., 395 F.3d 1364, 1377 (Fed. Cir. 

2005).  As the district court explained, the secondary considerations of commercial 

success and long-felt need/failure of others are related.  See Appx104.  If a product 

has been commercially successful, that often means there was a long-felt but unmet 

need in the marketplace and that previous attempts to fulfill that need have been 

unsuccessful—which can support an inference that the invention was nonobvious.  

See Galderma, 737 F.3d at 740; Merck, 395 F.3d at 1376-77.  But when blocking 

patents preclude others from entering the marketplace, “that chain of inferences 

fails” with respect to both secondary considerations.  Merck, 395 F.3d at 1376-77. 

The facts here are indistinguishable from those in Galderma.  There, the 

asserted claims recited a “topically applicable pharmaceutical composition 

comprising 0.3% by weight of [adapalene] … effective for the treatment of acne.”  

Galderma, 737 F.3d at 734.  Galderma owned prior-art patents disclosing topical 

compositions of 0.1%-1% adapalene for treating acne, while other prior art 

disclosed the use of 0.3% adapalene to treat acne and other skin conditions.  See id. 
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at 735-36.  The court found the prior-art patents “blocked the market entry of 0.3% 

adapalene products … long after Galderma invented 0.3% adapalene compositions 

of the asserted claims,” such that “no entity other than Galderma could have 

successfully brought … 0.3% to market prior to” the patents’ expiration.  Id. at 

740.  Accordingly, the court concluded that the commercial success of the 0.3% 

product was “of ‘minimal probative value.’”  Id. at 741 (quoting Merck, 395 F.3d 

at 1376).   

The same conclusion is appropriate here.  Allergan’s Ding I patent claimed 

ophthalmic emulsions comprising a narrow range of amounts of cyclosporin and 

castor oil that encompass the Restasis formulation, and the prior art also suggested 

the use of 0.05% cyclosporin and 1.25% castor oil in treating dry eye.  Thus, 

because Ding I “blocked the market entry of” products containing Restasis 

formulation, such that “no entity other than [Allergan] could have successfully 

brought [the Restasis formulation] to market prior to” Ding I’s expiration, evidence 

of the commercial success of Restasis is “of minimal probative value.”  Id.  

B. The District Court Committed No Legal or Factual Errors in 
Discounting Allergan’s Evidence of Objective Indicia 

Allergan and its amicus PhRMA offer several criticisms of the district 

court’s analysis, but none has any merit. 

1. PhRMA disagrees with the outcomes of Merck and Galderma, citing 

and quoting dissenting opinions that are critical of those decisions.  See PhRMA 
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Br. 11-12.  But PhRMA does not and cannot argue that Merck and Galderma are 

no longer good law.  On the contrary, Merck is the law of this Circuit, and its 

reasoning was reaffirmed in Galderma.  

PhRMA’s contention that “application of Merck and Galderma … 

effectively eliminates commercial success and long-felt need as objective indicia 

of the nonobviousness improvement patents,” PhRMA Br. 12, is overblown and 

wrong.  Those cases simply apply the longstanding rule that, in order for evidence 

of objective indicia to weigh in favor of nonobviousness, there must be a nexus 

between the alleged secondary consideration and the claimed invention.  When the 

plaintiff’s earlier blocking patents suggested a commercially viable path forward, 

but blocked everyone else from pursuing it, there can be “no presumption that the 

product’s success was due only to the [patent-in-suit].”  Therasense, Inc. v. Becton, 

Dickinson & Co., 593 F.3d 1289, 1299 (Fed. Cir. 2010); see also Galderma, 737 

F.3d at 740 (“if the feature that creates the commercial success was known in the 

prior art, the success is not pertinent”).  Merck and Galderma properly allow a 

district court discretion to adjust the weight accorded to secondary considerations 

on a case-specific basis when blocking patents undermine the nexus showing.  That 

makes sense as a matter of law and logic, and it is precisely what the district court 

did here.  Notably, PhRMA points to no evidence to support its claims that these 

cases have “weaken[ed] patent rights protecting pharmaceuticals” or “diminishe[d] 
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the incentive to invest in research and development,” PhRMA Br. 12, despite the 

fact that Merck was decided thirteen years ago.10   

2. Allergan and PhRMA, citing this Court’s recent decision in Merck 

Sharp & Dohme Corp. v. Hospira, Inc., 874 F.3d 724 (Fed. Cir. 2017), also argue 

that the district court improperly “gave no weight to” Allergan’s evidence of 

commercial success, long-felt need, and failure of others because of the mere 

“existence of potential ‘blocking’ patents.”  Allergan Br. 54-55; PhRMA Br 4-7.  

Allergan and PhRMA contend that there was in fact “no evidence that others were 

blocked by prior art patents.”  Allergan Br. 60; PhRMA Br. 9.  This argument is 

premised on two mischaracterizations: one of the district court’s opinion and one 

of the record. 

First, the mischaracterization of the opinion: the court did not entirely 

“disregard” or “set aside” Allergan’s evidence of commercial success and long-felt 

need.  Instead, as required by Merck Sharp, it undertook an extensive “fact-specific 

inquiry” to analyze the weight that the evidence should be given.  Merck Sharp, 

874 F.3d at 730-31; see Appx 100-102 (detailing the sales of Restasis over the 
                                                 
 

10 The dissenting opinions cited by PhRMA express concern about applying 
Merck and Galderma in cases in which “the success of the invention is attributable 
to the improvement” of the invention over the prior art.  PhRMA Br. 11.  Here, 
however, the Restasis formulation was not an “improvement” over the prior art in 
any meaningful sense.  See supra Section II. 
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years and its therapeutic value in relation to other treatments for dry eye, including 

artificial tears, corticosteroids, and Xiidra); Appx102-104 (discussing the prior-art 

Kaswan and Ding I patents and explaining that these patents met the specific need 

for an appropriate ophthalmic product with anti-inflammatory properties well 

before 2003); Appx104-105 (discussing the “spare” evidence of failure of others 

offered by Allergan and noting that Allergan’s expert “Dr. Perry’s brief listing of 

the other efforts to devise treatments for dry eye sheds no light on whether their 

failures were based on the nonobviousness of the Restasis patents or on other 

reasons”).  Based on this extensive analysis, the district court determined that the 

existence of the Allergan-owned Ding I and Kaswan patents, which prevented 

others from developing or marketing a wide swath of cyclosporin-based emulsions, 

significantly weakened any inference of nonobviousness: “[T]he force of 

[Allergan’s] evidence is considerably blunted by the fact that, based on protection 

from a succession of patents, Allergan was able to foreclose competition in 

cyclosporin/glyceride emulsion formulations from the early 1990s until 2014.  And 

the issuance of the Restasis patents has barred any direct competition for Restasis 

since then.”  Appx134-135.  Thus, the court did not ignore Allergan’s evidence; it 

simply—and properly—did not give the evidence very much weight. 

Turning to the mischaracterization of the record, Defendants in fact 

presented persuasive evidence that the Ding I and Kaswan patents actually blocked 
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competitors.  Defendants’ economic expert Ivan Hofmann testified that Ding I 

“prevented anyone other than Allergan from coming up with what’s claimed in the 

patents-in-suit and commercializing a product that’s covered by [them].”  

Appx18864 (131:4-8).  “The fact that these patents existed for the first 11 years 

that Restasis was on the market, allowed Restasis to become … an entrenched 

product on the market …. [The] commercial reality by 2015 and ’16 [was] that 

there [was not] much of an economic incentive or ability for a product to come in 

and try and displace those Restasis sales with a cyclosporin product.”  Appx18865 

(137:12-19); see also Appx18865-18866 (135:6-139:23).   

In any event, the very existence of the Ding I patent is sufficient evidence 

that others were precluded from developing and marketing a cyclosporin-in-castor-

oil emulsion for treating dry eye.  Because Ding I was listed in the Orange Book 

for Restasis, Appx20736, Allergan’s competitors were blocked by statute from 

bringing a product to market for at least 30 months after providing Allergan notice 

of intent to market a competitor to Restasis.  See generally 21 U.S.C. § 355.  That 

is precisely the sort of evidence of blocking that this Court credited in Galderma 

and Merck.  See also Syntex (U.S.A.) LLC v. Apotex, Inc., 407 F.3d 1371, 1383 

(Fed. Cir. 2005) (noting Merck’s holding that “evidence of commercial success 

resulted in a particularly weak inference because prior art patents prevented others 

from competing to reach the solution embodied in the claims at issue”).   
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Allergan baldly asserts that, in Galderma and Merck, “there was evidence 

that the prior patents and FDA exclusivity actually did block any way of 

introducing a treatment into the market that was comparable to the claimed 

invention.”  Allergan Br. 56; see also PhRMA Br. 7 (speculating, without citing 

any support, that the blocking patents in Galderma and Merck “may well have … 

dissuaded” other researchers from pursuing competing formulations).  But, as even 

Allergan’s subsequent descriptions of the cases make clear, see Allergan Br. 56-57, 

the evidence of blocking in Galderma and Merck parallels the evidence of 

blocking here: the plaintiff owned prior-art patents that suggested a category of 

commercially viable solutions to a long-felt problem but blocked anyone but the 

plaintiff from pursuing those solutions.  

Allergan and PhRMA do not and cannot point to any precedent requiring 

proof of actual examples of specific competitors that wished to enter the market 

but did not do so because of the existence of blocking patents.11  Merck and 

Galderma do not support any such requirement—indeed, they squarely contradict 

it—and none of the district court cases cited by Allergan, see Allergan Br. 57, 

supports it either.  In ViiV Healthcare, the district court found that the patentee’s 

                                                 
 

11 This is a new argument raised for the first time on appeal. At no time in 
the district court did Allergan suggest a legal requirement that Defendants show 
that a third party actually was blocked by the Ding I and Kaswan patents. 
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evidence of commercial success was entitled to some weight notwithstanding the 

existence of blocking patents because the patentee had exclusive rights to all three 

compounds for only three months before the priority date of the asserted patents.  

See ViiV Healthcare UK Ltd. v. Lupin Ltd., 6 F.Supp.3d 461, 503 (D. Del. 2013).  

Tellingly, the district court went on to note that the evidence of commercial 

success was “not as strong of an indication [of nonobviousness] as would exist in 

the absence of the [blocking] patent rights that [the patentee] held,” even though 

the blocking patents were in effect for only three months.  Id.  The district courts in 

Janssen Pharmaceuticals and Syntex merely found that this Court’s precedent 

concerning blocking patents did not apply because other competing treatments had 

actually entered the market despite the presence of those patents.  See Janssen 

Pharm., Inc. v. Watson Labs., Inc., 2012 WL 3990221, at *23 (D.N.J. Sept. 11, 

2012); Syntex (U.S.A.) LLC v. Apotex Inc., 2006 WL 1530101, at *26 (N.D. Cal. 

June 2, 2006).  These three cases thus do nothing to undermine the district court’s 

findings here. 

3. Finally, Allergan argues that the district court should not have 

discounted its evidence of long-felt need because “[l]ong-felt need is not limited to 

Allergan’s patented invention, but includes any product” that would have solved 

the problem allegedly addressed by the claimed invention.  Allergan Br. 58-61.  

Allergan notes that, in the 1990s and 2000s, other companies tried and failed to 
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develop dry-eye treatments that would not have been covered by the Ding I and 

Kaswan patents, and accordingly argues that Ding I and Kaswan did not block 

development in the dry-eye space.  See also PhRMA Br. 8-9 (making a similar 

argument).  These arguments misconstrue the district court’s reasoning and the 

law.   

The long-felt and unmet need inquiry is assessed as of the filing date of the 

patent.  Proctor & Gamble Co. v. Teva Pharms. USA, Inc., 566 F.3d 989, 998 (Fed. 

Cir. 2009).  By 2003, Ding I had already taught skilled artisans that cyclosporin-in-

castor-oil emulsions with ingredients in the claimed ranges could be 

therapeutically effective in treating dry-eye disease—therefore suggesting a 

solution to the allegedly long-felt need.  But Ding I prevented anyone but Allergan 

from pursuing that solution.  Therefore, any inference that Restasis specifically (as 

opposed to the solutions proposed in Ding I generally) satisfied the long-felt need 

is exceedingly weak.  See Geo. M. Martin Co. v. Alliance Mach. Sys. Int’l LLC, 

618 F.3d 1294, 1304 (Fed. Cir. 2010) (“Where the differences between the prior art 

and the claimed invention are … minimal … it cannot be said that any long-felt 

need was unsolved”); cf. Syntex, 407 F.3d at 1383 (discounting evidence of 

secondary considerations because “prior art patents prevented others from 

competing to reach the solution embodied in the claims at issue”) (emphasis 

added).   
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Stated differently, where, as here, the plaintiff owned a prior-art patent that 

(i) clearly disclosed a solution to an allegedly long-felt need, but (ii) prevented 

others from pursuing that solution, any evidence of failure of others is of limited 

relevance to nonobviousness.12  That is because all others were precluded from 

trying the set of solutions that, according to the prior art, was most likely to solve 

the problem.  Allergan’s and PhRMA’s complaints that the district court ignored 

evidence that others had tried and failed to develop a dry-eye treatment are thus 

beside the point.  See Allergan Br. at 60-61 (pointing to the alleged failures of 

Sirion Pharmaceuticals and Alcon pharmaceuticals to develop a cyclosporin 

product in 1999); PhRMA Br. at 8 (pointing to the failures of Dr. Kaswan and 

Sandoz to develop a dry-eye treatment with cyclosporin).  In any event, the district 

court specifically discussed each of these alleged failures and properly found that 

such evidence had little or no probative value because (i) Dr. Kaswan’s and 

Sandoz’s failures predated Ding I, which solved the problems in the prior art; and 

(ii) the evidence of Sirion and Alcon’s failures was “quite spare” and “shed[] no 

light on whether their failures were based on the nonobviousness of the Restasis 
                                                 
 

12 None of the cases cited by Allergan in support of its long-felt need 
argument is apposite because none involved such a situation.  See, e.g., Millennium 
Pharms., Inc v. Sandoz Inc., 862 F.3d 1356, 1369 (Fed. Cir. 2017); In re 
Cyclobenzaprine Hydrochloride Extended Release Capsule Patent Litig., 676 F.3d 
1063, 1082-83 (Fed. Cir. 2012); Alco Standard Corp. v. Tenn. Valley Auth., 808 
F.2d 1490, 1500 (Fed. Cir. 1986).   
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patents or on other reasons.”  Appx104-105; see also Graham v. John Deere Co., 

383 U.S. 1, 36 (1966) (if a prior-art reference renders the solution to a long-felt 

problem obvious, any unsuccessful attempts to solve that problem that took place 

before the prior-art reference was available “bec[o]me wholly irrelevant”); Ormco 

Corp. v. Align Tech., Inc., 463 F.3d 1299, 1313 (Fed. Cir. 2006).  

C. Even if Allergan’s Objective Indicia Evidence Were Accorded 
More Weight, The Asserted Claims Would Still be Obvious 

Even if the district court erred in placing minimal weight on Allergan’s 

evidence of commercial success and long-felt need—and it did not—that evidence 

would nonetheless be insufficient to overcome the strong showing of obviousness 

made by Defendants. 

Indeed, this Court’s recent decision in Merck Sharp (upon which Allergan 

and PhRMA heavily rely) confirms that the district court’s obviousness finding 

should be affirmed.  Although this Court in Merck Sharp concluded that the district 

court should have accorded more weight to the patentee’s evidence of commercial 

success, the Court nonetheless affirmed the district court’s ultimate conclusion of 

obviousness because the Court did not “discern clear error in the district court’s 

determination that [] evidence of commercial success could not overcome the 

weight of the evidence that the claimed process was substantially described in the 

prior art and required only improvement by the use of established variations.”  

Merck Sharp, 874 F.3d at 731.  The same reasoning applies here.  Allergan’s 
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evidence of commercial success, long-felt need, and failure of others is insufficient 

to overcome the exceedingly strong evidence—which Judge Bryson exhaustively 

catalogued in a 65-page analysis—that the Restasis formulation was obvious 

because it was encompassed by the Ding I range and its performance showed, at 

best, no more than a “modest deviation” from the performance of formulations 

explicitly disclosed in the prior art.  See Appx 35-99; see also Leapfrog Enters., 

Inc. v. Fisher-Price, Inc., 485 F.3d 1157, 1162 (Fed. Cir. 2007) (even “substantial 

evidence of commercial success, praise, and long-felt need” could not overcome 

the “strength of the [Defendant’s] prima facie obviousness showing”). 

CONCLUSION 

The district court’s judgment should be affirmed.
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