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CERTIFICATE OF INTEREST 

Counsel for the Appellant, Allergan, Inc., certifies the following: 

1. The full name of every party represented by me is:  Allergan, Inc. 

2. The name of the real party in interest (please only include any real party 

in interest NOT identified in Question 3) represented by me is:  Allergan, Inc. 

3. Parent corporations and publicly held companies that own 10% or more 

of stock in the party:  indirect subsidiary of Allergan plc 

4. The names of all law firms and the partners or associates that appeared 

for the party or amicus now represented by me in the trial court or agency or are 

expected to appear in this court (and who have not or will not enter an 

appearance in this case) are: 

Fish & Richardson P.C.:  Michael Kane, Martina Hufnal, Douglas McCann, 
Kelly Allenspach Del Dotto, Nitika Gupta Fiorella, Katherine H. Reardon,      
J. Wesley Samples 
Ward, Smith & Hill, PLLC: T. John Ward, Jr., Wesley Hill, Claire Abernathy 
Henry, Andrea Fair 
 

5. The title and number of any case known to counsel to be pending in this 

or any other court or agency that will affect or be directly affected by this court’s 

decision in the pending appeal.  See Fed. Cir. R. 47.4(a)(5) and 47.5(b).  (The parties 

should attach continuation pages as necessary):   

The patents-in-suit are also the subject of pending IPR proceedings, captioned 

Mylan Pharmaceuticals Inc., et al. v. Saint Regis Mohawk Tribe, Case IPR2016-01127, 

Case IPR2016-01128, Case IPR2016-01131, and Case IPR2016-01132, and an appeal 
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from those IPR matters to this Court, No. 18-1638.  There is an additional case 

involving the same patents pending in the Eastern District of Texas, captioned 

Allergan, Inc. v. Deva Holding A.S., No. 2:16-cv-1447-WCB. 

 
Dated:  March 19, 2018 

  /s/ Jonathan E. Singer    
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from those IPR matters to this Court, No. 18-1638.  There is an additional case 

involving the same patents pending in the Eastern District of Texas, captioned 

Allergan, Inc. v. Deva Holding A.S., No. 2:16-cv-1447-WCB. 

 

Dated:  March 19, 2018 
  /s/  Michael E. Shore   
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INTRODUCTION 

Appellees’ brief only serves to highlight the district court’s errors, while 

advocating for new standards of obviousness that contradict both the statutory 

presumption of validity and precedent of this Court.  Appellees are wrong on all 

accounts. 

First, Appellees’ assertion that the obviousness legal standards taken by 

Allergan directly from Allergan, Inc. v. Sandoz Inc., 796 F.3d 1293 (Fed. Cir. 2015) are 

somehow erroneous is not credible.  Rather, it is Appellees’ position—that in range 

cases challengers need not show a motivation to use the specific, claimed 

formulation—that lacks precedential support.  Appellees’ argument undermines the 

statutory presumption of validity by conflating a procedural device employed by this 

Court—a burden of production on patentee—with the ultimate burden of persuasion 

on invalidity, which always remains with the challenger.    

Second, Appellees double down on the district court’s nearly unattainable 

standard for unexpected results that requires a statistically significant difference 

between two active formulations compared head-to-head even where persons of skill 

in the art did not require such differences.  Like the district court, Appellees ignore 

that Stevenson explicitly states that the 0.1% cyclosporin formulation produced the 

“most consistent” tearing results in the Phase 2 trial, far better than the 0.05% 

cyclosporin formulation, and give no weight to the FDA’s finding “favoring” the 

0.05% cyclosporin/1.25% castor oil formulation in Phase 3.  Both of these statements 
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were made without statistically significant head-to-head comparisons.  And, as the 

district court did, Appellees give scant attention to the claim limitations that require 

increased tear production.  In this regard, Appellees’ waiver argument is specious.  

The entire case was about whether or not the claimed formulation unexpectedly 

increases tears, as measured by Schirmer’s.  Allergan highlighted this argument from 

the beginning of the trial—on the first pages of its opening statement—to the end—

in closing argument and its proposed findings of fact and conclusions of law. 

Lastly, Appellees cannot defend the district court’s use of supposed “blocking” 

patents as a basis not to give weight to proven commercial success and long-felt need.  

Appellees’ arguments, and the district court’s analysis, improperly extend this Court’s 

decisions in Merck and Galderma, side-step evidence that the Ding patent did not block 

others from competing in this case, and improperly requires that others be free to 

develop the specific claimed invention for objective indicia of non-obviousness to 

count.  Appellees cannot simply wave the district court’s errors on this issue away.  

Objective indicia are a critical part of the obviousness analysis and prevent the kind of 

hindsight bias that infects the district court’s opinion here.  The district court’s failure 

to weigh commercial success and long-felt need is reversible error. 
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ARGUMENT 

 In Range Cases, Precedent Requires a Motivation to Select the Claimed 
Formulation to Show Obviousness 

A. Allergan v. Sandoz and Galderma Both Require Proof of 
Motivation to Select the Claimed Formulation 

In setting forth the legal standard for obviousness in cases involving prior art 

ranges, Allergan properly relied on this Court’s precedential decision in Allergan, Inc. v. 

Sandoz Inc., 796 F.3d 1293 (Fed. Cir. 2015).  The district court cited to this very same 

standard, though it failed to apply it correctly, in conducting its obviousness analysis.  

(Appx36-37.)  Yet Appellees criticize Allergan for supposedly applying the “wrong” 

legal standard for obviousness in cases involving prior art ranges.  (Resp. Br. at 26-28.)  

Appellees are wrong.  The obviousness analysis in cases involving prior art ranges that 

encompass the ingredients in the claims still requires motivation to select the 

particular claimed formulation, and still includes a presumption of validity, with the 

burden always on the patent challenger to prove obviousness by clear and convincing 

evidence.   

As Allergan holds, “where there is a range disclosed in the prior art, and the 

claimed invention falls within that range, a relevant inquiry is whether there would 

have been a motivation to select the claimed composition from the prior art ranges.”  

796 F.3d at 1304-05.  In making that determination, the burden of production, not 

persuasion, falls on the patentee to present evidence that “the prior art taught away 

from the invention,” “there were new and unexpected results relative to the prior art,” 
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or “there are other pertinent secondary considerations.”  Id. at 1305.  After analyzing 

these issues, the Allergan Court concluded that “[a] person of ordinary skill in the art 

thus would not have had a reason to select the claimed formulation from the 

prior art ranges or to modify Lumigan 0.03% to arrive at the claimed formulation.”  

Id. at 1307 (emphasis added).  This statement of law from the Court’s precedential 

Allergan opinion, which is what Allergan relied on in its opening brief, belies 

Appellees’ assertion that “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.”  (Resp. Br. at 28.)   

Appellees’ argument relies upon a misstatement of this Court’s opinion in 

Galderma Labs., L.P. v. Tolmar, Inc., 737 F.3d 731 (Fed. Cir. 2013).  As an initial matter, 

Galderma does not stand for the proposition that a patent challenger “was not required 

to show that the prior art ‘provide[d] motivation’ to arrive at the exact formulation of 

the claims,” as Appellees argue.  (Resp. Br. at 27.)  In fact, Galderma states the 

opposite—with the Court framing the dispute just as Allergan framed it here—

“whether there was motivation to select the claimed … composition in the disclosed 

range.”  Id. at 737-38.  Galderma simply explained that the challenger was not required 

to prove obviousness by starting with a commercial formulation and providing 

motivation to modify that formulation.  Galderma, 737 F.3d at 737.   

Moreover, the standard in Allergan cites to and is based on Galderma.  Allergan, 

796 F.3d at 1304-05 (noting that the proper standard is “[a]s we explained in 
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Galderma”).  But Appellees misstate Galderma as holding that “where the claimed 

invention falls within a prior-art range, the invention is presumed obvious.”  (Resp. 

Br. at 27.)  That is simply wrong—there is nothing in this Court’s case law that 

eliminates the presumption of validity in cases where the claimed invention falls 

within a prior art range.  Indeed, any such holding would be contrary to statute.  35 

U.S.C. § 282 (“A patent shall be presumed valid.”).  Galderma (and Allergan) simply 

apply an initial burden of production as a “relevant inquiry” into the issue.   

The law set forth in Allergan is especially salient because it was applied to facts 

similar to those in this case.  In Allergan, this Court affirmed a finding that claims to 

methods of treating glaucoma with 0.01% bimatoprost and 200 ppm benzalkonium 

chloride (“BAK”) were not obvious.  The prior art in Allergan taught ranges for both 

bimatoprost and BAK that encompassed the formulation in the claims, but the 

district court and this Court found no obviousness because the prior art taught away 

from using such a high amount of BAK, and the 0.01% bimatoprost/200ppm BAK 

formulation achieved unexpected clinical results.  Allergan, 796 F.3d at 1305-07.  The 

same is true here.  Although the prior art Ding I patent1 showed broad ranges of 

cyclosporin and castor oil that encompassed the claimed formulation, Allergan met its 

burden of production by presenting evidence that the art taught against using the 

amount of oil in the claimed formulation and that the claimed formulation led to 

                                      
1 Allergan referred to “Ding I” as “Ding ’979” in its opening brief. 
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unexpected results.  In particular, a skilled artisan would have had no reason to use 

1.25% castor oil in a formulation with 0.05% cyclosporin because of concerns with 

bioavailability, and the 0.05% cyclosporin/1.25% castor oil formulation is 

unexpectedly effective at increasing tear production.  (Allergan Opening Br. at 16-21, 

34-36, 38-42, 44-45, 49-50.) 

Thus, in its opening brief, Allergan cited and applied the correct legal standard.  

Appellees have not shown otherwise.  Instead, their brief demonstrates that it is 

Appellees who are attempting to justify the district court’s judgment by using a legal 

standard found nowhere in this Court’s law.   

B. The District Court Never Found Any Motivation to Select the 
Particular Claimed Composition from within the Range 

Under the correct legal standard, the district court’s analysis is deficient.  

Appellees do not even attempt to defend the district court’s analysis under that 

standard, because they cannot—there is nothing in the district court’s opinion finding 

that a person of skill in the art would have been motivated to choose the particular 

claimed combination of 0.05% cyclosporin and 1.25% castor oil.  Instead, Appellees 

wholly ignore the importance of selecting of 1.25% castor oil in the formation, 

focusing only on the concentration of cyclosporin.  But as the evidence of record 

demonstrates, the choice to put 1.25% castor oil in the claimed formulation is critical 

to the unexpected results achieved and is contrary to what a skilled artisan would have 

been motivated to select.   
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The district court’s opinion never finds that a skilled artisan would have been 

motivated to select 1.25% castor oil.  While Appellees rely heavily on Allergan’s 

statement during prosecution that a skilled artisan “would readily envisage” the 

Restasis® formulation from the disclosure in Ding I (see Resp. Br. at 12-13), the 

district court disagreed with that analysis, expressly finding that “there is nothing in 

Ding I that points specifically to the particular combination of component values in 

Restasis[,]” (Appx111).  The district court then rejected the only motivation evidence 

offered by Appellees to choose 1.25% oil—that certain of the ratios in the range of 

the ’979 patent were “most preferred[.]”  (Appx111-112.)   

The district court failed to do any other analysis on this point.  Instead, it relied 

on Sall and found only that a person of skill in the art would have assumed that the 

0.05% and 0.1% cyclosporin formulations used in Phase 3 both had the same amount 

of castor oil, and that amount was at least 0.83% oil, allegedly applying teachings from 

Ding I.  (Appx96-97.)  But even this approach to analyzing Sall is without factual or 

legal basis.  Sall states that the formulations were proprietary (Appx19192), and it is 

improper for the district court, or a skilled artisan, to speculate or assume that the 

formulations would have used the same amount of oil, particularly where such a 

change was, as found by the district court, “atypical.”  Standard Oil Co. v. American 

Cyanamid Co., 774 F.2d 448, 454 (Fed. Cir. 1985) (“A person of ordinary skill in the art 

is also presumed to be one who thinks along the line of conventional wisdom in the 

art and is not one who undertakes to innovate, whether by patient, and often 
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expensive, systematic research or by extraordinary insights, it makes no difference 

which.”); Los Angeles Biomedical Research Inst. v. Eli Lilly & Co., 849 F.3d 1049, 1067 

(Fed. Cir. 2017) (rejecting speculative statements as a basis for an obviousness 

finding).  Stevenson explains that the Phase 2 formulations used different amounts of 

oil to maintain a constant cyclosporin/castor oil ratio, and so a person of skill would 

have been just as likely to assume that the formulations used in Sall had a consistent 

ratio of cyclosporin/castor oil, as was the case in Stevenson. (Appx19201; 

Appx18808(96:23-97:20).)  Plainly, the district court’s analysis of Sall was infected by 

actually knowing that the two formulations used the same amount of oil.  Indeed, 

earlier in the case the district court acknowledged that “[t]he Sall Article did not 

disclose the weight percentage of the castor oil in that formulation[.]”  (Appx7862-

7863.) 

But even crediting the district court’s finding that the amount of oil in the Sall 

formulations would be assumed to be the same, the district court’s leap that the 

amount of oil in those formulations must have been at least 0.83% is without support.  

To get to this number, the district court relied on the “more preferred” castor oil 

ratios in the Ding I patent of 0.02 to 0.12, calling them “preferred”, while ignoring the 

actual “preferred” range of 0.16 or below.  (Appx97.)  This analysis would have 

yielded a minimum castor oil concentration of 0.625% in Sall, which would have been 

more logical in any event—namely, decreasing castor oil in the 0.1% formulation to 
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enhance bioavailability, while keeping it at 0.625% in the 0.05% formulation to 

preserve bioavailability. 

None of this analysis should have been undertaken by the district court to begin 

with, however.  The prior art must be viewed as a whole.  See W.L. Gore & Assocs., Inc. 

v. Garlock, Inc., 721 F.2d 1540, 1551 (Fed. Cir. 1983); see also Akzo N.V. v. U.S. Int’l 

Trade Comm’n, 808 F.2d 1471 (Fed. Cir. 1986) (noting the prior art “must be read as a 

whole and consideration given where the references diverge and teach away from the 

claimed invention”).  A skilled artisan, looking at Sall, would not have known what 

concentration of oil the formulations used.  And, even if a skilled artisan looked to 

Ding to find out what concentrations were likely, the reference would have given an 

uncertain answer, with the lowest amount of oil in the “preferred” range being 

0.625%, not 0.83%.  (Appx19156.)   Notably, the district court made no finding that 

the Sall formulations would be in the “more preferred” range of Ding I—likely 

because such a finding would have been inconsistent with Ding I itself, which claims 

ratios and amounts of oil outside the “more preferred” range.  (Appx19156.)  

Moreover, Appellees’ assertion that Ding I disclosed that all emulsions within the 

range it disclosed “were found to have therapeutic efficacy in rabbits” (Resp. Br. at 5) 

is categorically untrue, and the district court never made such a finding. 

But even accepting all of the fact findings from the district court, the district 

court never found that there was a specific motivation to select a formulation with 

0.05% cyclosporin and 1.25% castor oil.  The district court never found that balancing 
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the various pros and cons outlined in Allergan’s Opening Brief, including residence 

time and the bioavailability problems of using too much oil (Appx18754(83:10-84:13); 

see also Appx18540(158:14-21); Appx18757(94:19-95:1)), a skilled artisan would have 

been motivated to select 1.25% castor oil instead of some other amount of oil.  The 

district court’s failure to find a motivation to select the particular claimed components 

requires reversal.   

 The District Court Employed an Erroneously Heightened Legal 
Standard to Assess Unexpected Results  

A. Skilled Artisans at FDA Found that Tear Production of the 
Restasis® Formulation Was “Favor[ed]” Over the Prior Art  

The district court erroneously required that Allergan’s unexpected results be 

statistically significantly superior to prior art formulations in a head-to-head 

comparison, something the district court called “exceptional results.”  (Appx99.)  But 

there is no basis for such a requirement in the law, and neither Appellees nor the 

district court cited a single case condoning this analysis.  On the other hand, Allergan 

cited cases showing the opposite to be true.  See Intendis GMBH v. Glenmark Pharm. 

Ltd., 117 F. Supp. 3d 549, 591 (D. Del. 2015), aff’d sub nom. 822 F.3d 1355 (Fed. Cir. 

2016) (finding evidence of unexpected results despite lack of statistical significance); cf. 

Allergan, Inc. v. Sandoz Inc., 726 F.3d 1286, 1293-94 (Fed. Cir. 2013); Allergan, Inc. v. 

Sandoz Inc., 796 F.3d 1293, 1306-07 (Fed. Cir. 2015) (finding unexpected results where 

a new formulation was unexpectedly the same as the prior art formulation).   
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The district court’s legal error was particularly egregious here, where the 

evidence demonstrated that skilled artisans did not require head-to-head statistical 

significance to find the Restasis® formulation, with 0.05% cyclosporin and 1.25% 

castor oil, superior to the formulation with 0.1% cyclosporin and 1.25% castor oil.  

Specifically, Allergan presented evidence regarding how the skilled artisans at FDA 

assessed the relative merits of two formulations—the Restasis® formulation and the 

prior art 0.1% cyclosporin formulation—in the form of FDA’s medical review of 

Allergan’s clinical data.  (Appx25375-25384.)   

In that review, FDA statistically compared the two formulations to vehicle, and 

found the Restasis® formulation “favor[ed]” over the 0.1% cyclosporin/1.25% castor 

oil formulation in tear production.  (Appx25375-25384.)  Specifically, FDA stated that 

“the responder rates are statistically significant favoring 0.05% cyclosporine in both 

trials,” language connoting comparison between the three groups at issue: vehicle, 

0.05% cyclosporine, and 0.1% cyclosporine.2  (Appx25379.)  FDA drew this 

                                      
2 FDA based its analysis on the responder analysis for Schirmer’s with anesthesia.  
(Appx18511(43:12-44:13); Appx25379-25382.)  Appellants attempt to rely on the 
Phase 3 data for Schimer’s without anesthesia (Resp. Br. at 45), but that is not the 
preferred measure if both are available, as Allergan demonstrated at trial.  (Opening 
Br. at 8-9.)  Indeed, appellees’ expert uses Schirmer’s with anesthesia in his practice.  
(Appx18693(39:20-24); see also Appx18817(131:8-11).)  The Schirmer’s test with 
anesthesia measures basal tearing, isolated from reflexive tearing.  (Appx18507; 
Appx18613.)  Basal tearing is what matters to dry eye patients.  (Appx18507(28:1-
29:6); Appx18613(93:1-6).) 
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conclusion even though the FDA did not compare those formulations statistically 

head-to-head.   

The only reason cited by the district court for rejecting Allergan’s argument 

based on FDA’s analysis is that FDA did not require or perform a head-to-head 

comparison between the two active treatment groups.  (Appx84-85.)  Based on this 

view, the district court determined that FDA’s analysis of the data “does not provide 

significant support for Allergan’s assertion that the results of the Phase 3 studies 

would have been unexpected.”  (Appx85.) 

The district court made that determination despite Appellees’ failure to put in 

any testimony, expert or otherwise, on the medical review.  And, as a result, the 

district court’s analysis of that document, which was critical to Allergan’s defense 

against Appellees’ obviousness arguments, was unsupported by any testimony, let 

alone expert testimony.  (See, e.g., Appx83-85.)  But this Court’s precedent requires 

expert testimony to show obviousness in complex technical areas.  See, e.g., Wyers v. 

Master Lock Co., 616 F.3d 1231, 1240 n.5 (Fed. Cir. 2010); Schumer v. Lab. Computer Sys., 

Inc., 308 F.3d 1304, 1315-16 (Fed. Cir. 2002).  And even though Allergan emphasized 

the importance of the medical review both at trial and in its opening brief, Appellees 

gloss over it, spending only a few sentences dismissing it in their brief to this Court.  

(See Resp. Br. at 49-50.)   

After rejecting FDA’s well-founded analysis from the medical review, the 

district court went on to do its own analysis of the data in Allergan’s confidential 
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clinical studies, which, like its analysis of the medical review, was untied to expert 

testimony in significant part.  (See, e.g., Appx73-75.)  And perhaps because it was 

untethered to expert testimony, the district court utilized Allergan’s clinical studies in 

an analysis for which they were not designed.   

For example, the district court expressly recognized that Allergan’s Phase 2 

study for Restasis® “was small and was not designed to reveal statistically significant 

differences between the various tested formulations.”  (Appx45.)  Instead, the Phase 2 

study was a dose-ranging study designed to determine how doses across a range of 

concentrations performed, and identify the best one, though not from a statistical 

point of view.  (Appx19201.)  Despite recognizing this design, at the encouragement 

of Appellees, the court subjected the Phase 2 data to a statistical analysis, stating that a 

person of skill in the art would only form an expectation based on the Phase 2 data if 

there was a statistically significant difference between the treatment groups in Phase 2 

(i.e. a head-to-head analysis).  (Appx46-55.)  But that is not the analysis that skilled 

artisans did.  Indeed, under this rationale, there would have been almost no point to 

the Phase 2 trial—since the trial was not designed to reveal statistical differences 

between the formulations, if skilled artisans allegedly insist on those differences, how 

could a skilled artisan make a choice between the formulations tested? 

The reality is that the district court was wrong, and skilled artisans frequently 

make judgments without statistically significant differences, whatever the p-value 

might be.  Indeed, as published by Stevenson, the authors concluded that the 0.1% 
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cyclosporin/1.25% castor oil performed best in the objective efficacy tests: (a) 

Schirmer tear scores (in this study, without anesthesia), and (b) diagnostic dye staining, 

even though it did not perform statistically significantly better than the other groups.  

(Appx19203-19204.)  And while the 0.05% formulation performed better in some 

subjective measures, that does not change the above—on the objective measures 

emphasized by persons of skill, the 0.1% formulation was the “most consistent.” 

Appellees’ assertion that Stevenson “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[,]” (Resp. Br. at 44), is false and 

contrary to the record.  In fact, the Stevenson study did not even mention the results 

of the Schirmer tear test for the 0.05% formulation, instead reporting results only for 

the higher concentrations of cyclosporin, and stating that the 0.1% formulation had 

the “most consistent results” for Schirmer’s.  (Appx19204.)   This is the exact 

opposite of what Appellees assert.  And as to objective measures of efficacy overall, 

including Schirmer’s as well as corneal and conjunctival staining, Stevenson reported 

that “cyclosporin A 0.1% produced the most consistent improvement in objective and 

subjective endpoints (such as superficial punctate keratitis and rose bengal staining[.]”  

(Appx19206-19207.) 

It is only by turning to non-public data from Allergan’s Phase 2 study that the 

district court could dispense with these statements in Stevenson.  (Appx46-55.)  This 

was not merely “confirming” what Stevenson said, as Appellees suggest (Resp. Br. at 
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34-35), but instead was performing an entirely new analysis of the data.  As even 

Appellees have agreed, it is improper to look to non-public data to set the expectation 

of a person of skill in the art.  (See Resp. Br. at 35 (“[N]on-public data cannot properly 

inform the expectations of a skilled artisan.”).)  But that is exactly what the district 

court did here.  Rather than rely on Stevenson’s recitation of the results from Phase 2, 

the district court analyzed confidential Phase 2 data showing a lack of statistical 

significance in the head-to-head comparison of the 0.05% and 0.1% formulations.  

(Appx50-56.)  The district court relied on that confidential data to reject Allergan’s 

position that a skilled artisan would conclude that the 0.1% formulation, which 

Stevenson says achieved the “most consistent” results, was better than the 0.05% 

formulation.  The district court’s analysis on this issue should be rejected as improper, 

and the obviousness judgment based on that analysis should be reversed.  

B. The District Court’s Unexpected Results Analysis Was Divorced 
from the Claim Limitations 

The district court compounded the errors in its unexpected results analysis by 

not considering the specific efficacy-related limitations of the claims.  In particular, 

twelve of thirteen asserted claims require increased, enhanced, or restored tearing or 

tear production.  (Appx148; Appx22121; Appx22131-22132; Appx22145-22146.)  

And the thirteenth claim requires that the claimed emulsion be “therapeutically 

effective in treating keratoconjunctivitis sicca,” which the district court construed to 

require actual therapeutic efficacy and not mere palliative relief of symptoms.  
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(Appx148; Appx7402-7405.)  These claim requirements are consistent with the 

problem the inventors faced in developing Restasis®—there were many palliative 

products that alleviated patients’ symptoms temporarily, but none were available that 

impacted the underlying condition, and that increased patients’ natural, baseline tears. 

(Appx3-4; Appx101; Appx19198.) 

Simply put, the subjective comfort measures emphasized by appellees and 

relied on by the district court are not directed to the limitations of the claims, while 

Schirmer’s tear testing indisputably is.  While this does not render wholly irrelevant 

the subjective comfort measures, it should give this Court great pause in evaluating 

the district court’s analysis, which treated every single measure identically.  All but one 

of the claims expressly requires an increase in tear production, for which Schirmer 

testing is the only measure of efficacy (Appx18507(28:1-29:6); Appx18613(93:1-6); 

Appx18693(39:20-24); see also Appx18817(131:8-11)), and the other requires efficacy 

in treating the underlying condition, which the subjective comfort measures are not 

directed to (see Appx18507(26:13-27:11); Appx19197-19198; Appx18613(93:1-15); 

Appx18561(69:1-24)).     

As Allergan emphasized throughout trial, in its proposed findings of fact and 

conclusions of law, and in its opening brief to this Court, the objective measures of 

efficacy—ocular surface dye staining and the Schirmer tear test—are the most 

important endpoints in determining whether the claimed outcomes are achieved.  

(Appx18507(26:16-27:5); Appx18561(69:12-24); Appx18613(93:1-15); 
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Appx18619(117:15-25); Appx25375-25384; Appx16907-16910, Appx16932.)  As to 

the claims that specifically require tear production, the undisputed best measure of 

increased tearing is the Schirmer tear test, done with anesthesia.  (Appx18507(28:1-

29:6); Appx18613(93:1-6); Appx18693(39:20-24); see also Appx18817(131:8-11).)  It 

was this measure that FDA relied on to evaluate and approve Restasis®.  

(Appx18511(43:12-23); Appx25379-25382.)   

Appellees’ assertion that Allergan somehow “waived” this argument is 

contradicted both by the record, and by the district court’s accusation that Allergan 

had “cherry-picked” data related to the Schirmer tear test in making its unexpected 

results argument.  (Appx69.)  If Allergan did not emphasize the importance of 

Schirmer’s scores at the district court in relation to the obviousness analysis, how 

could it (wrongly) be accused of “cherry-picking” those same data from all the 

measures presented at trial?   The answer is that Allergan repeatedly emphasized 

Schirmer’s scores as the most appropriate measure to review (see, e.g., Appx16570-

16584; Appx18507(26:16-29:17); Appx18511(43:12-45:5); Appx18561(68:20-69:24); 

Appx18574(120:5-121:4); Appx18613(93:1-15); Appx18693(39:20-22); Appx18896-

18907), and the district court erroneously rejected this analysis by ignoring the tear 

production limitations of the asserted claims. 

That an unexpected results analysis should be tied to measures that are relevant 

to the claims is not “hard to understand,” as Appellees claim, but rather is what the 

law requires.  Los Angeles Biomedical, 849 F.3d at 1067; TI Grp. Auto. Sys. (N. Am.), Inc. 
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v. VDO N. Am., L.L.C., 375 F.3d 1126, 1139 (Fed. Cir. 2004).  Here, nearly all of the 

asserted claims recite increased, enhanced, or restored tearing or tear production, and 

so the proper inquiry is whether something unexpectedly increases tears—as 

measured by the Schirmer score—or whether it is a therapeutically effective treatment 

for KCS—as measured by Schirmer’s score and ocular surface staining.  Far less 

relevant to the question of unexpected results here is whether a formulation results in 

less blurred vision, less itching, or less use of artificial tears than a prior art treatment, 

because none of those measures are grounded in the claims.  This is particularly the 

case because, as Dr. Noecker explained in uncontradicted testimony, patients early in 

dry eye treatment will often experience worse symptoms as their nerves reactivate.  

(Appx18613(90:3-21).)  Thus, while it may seem counter-intuitive, better individual 

subjective symptoms, by themselves, do not have a relationship to efficacy in the early 

stages of treatment.3   

The district court’s analysis of both the Phase 2 and Phase 3 trials erroneously 

gave those less relevant measures equal weight to the Schirmer tear test and ocular 

surface staining, the measures tied directly to the claims.  (Appx148; Appx22121; 

Appx22131-22132; Appx22145-22146; Appx18507(28:1-29:6); Appx18613(93:1-6); 

                                      
3 In this regard, Appellees trumpet Allergan’s references to OSDI as somehow 
inconsistent with Allergan’s arguments about the primacy of the objective measures, 
and, in particular, Schirmer’s scores.  Not so.  Alone among subjective measures, 
improved OSDI scores have been proven to be linked to meaningfully greater tear 
production, in yet another finding by FDA ignored by Appellees and the district 
court.  (Appx18511(43:12-45:5).) 
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Appx18693(39:20-24); see also Appx18817(131:8-11).)  That analysis is legal error and 

should be reversed.  

C. Under the Correct Legal Framework, Allergan Demonstrated 
Unexpected Results 

Once the district court’s legal errors are corrected, Allergan’s evidence of 

unexpected results supports the patentability of the claims.  Stevenson, which presents 

the only publicly available data on the Phase 2 trial, reports that a 0.1% cyclosporin 

formulation was more effective than a 0.05% formulation as to the objective measures 

of efficacy—Schirmer’s and ocular surface staining—stating that the 0.1% 

formulation showed the “most consistent improvements” over baseline.  As to ocular 

surface staining, the 0.1% formulation outperformed all other tested formulations and 

was statistically better than baseline at all timepoints. (Appx19203-19204; 

Appx18562(72:7-73:15); see also Appx18858(107:5-108:18).)  The 0.05% formulation, 

by contrast, performed worse than vehicle at multiple timepoints, and failed to show 

statistically significant improvement from baseline at all timepoints.  (Appx19203-

19204.)  This data would have led skilled artisans to believe that the 0.1% was the 

superior formulation as it relates to the objective measures.  (Appx18562-

18564(73:10-15, 79:17-80:8); Appx24095; Appx18582(150:25-151:13); 

Appx18509(37:15-23); Appx18801-18802(69:17-70:15).)  This is exactly what 

Stevenson says.  (Appx19206-19207.) 
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A skilled artisan would also have believed that increasing the amount of oil in a 

formulation with a set amount of cyclosporin would negatively impact bioavailablity.  

Basic principles of thermodynamics confirm that decreasing the cyclosporin-to-castor 

oil ratio by adding more castor oil will generally decrease the bioavailability of the 

drug in the eye. (Appx18754(83:10-84:13); Appx18581(149:3-17).)  Appellees did not 

meaningfully challenge Allergan’s evidence on this point.  (See Appx18637(187-88).) 

The district court’s rejection of the thermodynamic evidence based on 

Stevenson’s statement that there was a “lack of a clear dose response” in the Phase 2 

trial makes no sense.  As an initial matter, the district court’s transformation of “lack 

of a clear dose response” (Appx19200) into “no dose response” (Appx42) is unfair to 

what Stevenson says.4  But even accepting the district court’s finding, the district court 

also found that the thermodynamics of all the formulations in Stevenson were 

identical, i.e., each had the same ratio of cyclosporin to castor oil.5  (Appx11.)  If, as 

the district court postulated, the Phase 2 data shows that the two formulations 

                                      

4 As noted, Stevenson makes its “no clear dose response” statement while also noting 
that the 0.1% formulation produced the “most consistent” improvements in objective 
and subjective endpoints, and the “most consistent” improvements in Schirmer’s 
scores.  (Appx19200.)  While it may be supportive of obviousness to dispense with 
these other statements in Stevenson, it is not proper to do so. 
 
5 The district court’s analysis on this point was also flawed.  While Stevenson notes 
that each of the formulations “is formulated slightly differently because greater oil 
content is required to dissolve the higher concentrations of the active ingredient[,]” it 
never discloses that all of the cyclosporin to castor oil ratios are the same.  
(Appx19201.) 
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performed the same, then it follows that worsening the thermodynamics of the one 

formulation in Phase 3 (the 0.05% cyclosporin) as compared to the other formulation 

(the 0.1% cyclosporin) would be expected to worsen the performance of the 0.05% 

formulation.  The district court never accounted for this, failing even to discuss 

whether a skilled artisan would have expected that changing the thermodynamics of 

the Phase 2 formulation would negatively impact its bioavailability.  And the evidence 

of record undisputedly showed that is exactly what a skilled artisan would have 

expected.  (See, e.g., Appx18754(83:10-84:13); Appx18540(158:14-21); 

Appx18757(94:19-95:1).)   

Instead, the district court relied on an argument emphasized by Appellees to 

find that a skilled artisan would be motivated to increase castor oil in the 0.05% 

formulation in light of Stevenson because that would increase residence time of the 

formulation, presumably allowing for a longer time for the formulation to yield effect.  

But it was uncontradicted at trial that the increased residence time achieved by 

increasing oil from 0.625% to 1.25% was 15 minutes total, from two hours and 15 

minutes to two hours and 30 minutes.  (Appx19483; Appx90.)  Moreover, it was also 

uncontradicted that the cyclosporin in the formulations would be absorbed within the 

first half hour.  (Appx18810-18811(104:21-106:18).)  Yet, the district court found that 

a skilled artisan would nonetheless be motivated, against thermodynamic principles, to 

increase castor oil to gain 15 minutes of residence time even though all the 

cyclosporin would have already been absorbed 90 minutes earlier.  (Appx90-91.) 
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Respectfully to the district court and its many years of experience, this is clear 

error.  Even if a person of skill were to conclude that, in Phase 2, the 0.05%/0.625% 

formulation performed about the same as the 0.1%/1.25% formulation—and the 

evidence strongly weighs against that finding6—that same person would expect that 

doubling the castor oil in the 0.05% formulation would cause that formulation to 

perform more poorly in Phase 3 than it did in Phase 2.  (Appx18564(79:17-80:11).)  

No matter how one analyzes it, doubling the castor oil would be assumed to lead to 

poorer cyclosporin bioavailability and poorer efficacy, and fifteen minutes of 

additional residence time (after the cyclosporin would already have been absorbed) 

cannot possibly counter that issue.    

Simply put, and contrary to expectations, the 0.05% cyclosporin/1.25% castor 

oil formulation performed more favorably than the 0.1% cyclosporin/1.25% castor oil 

formulation in Phase 3, as FDA found.  (Appx25379; Appx18512-18513(49:22-

51:25).)  The FDA’s conclusion that the Phase 3 tear production data “favor[ed]” the 

                                      

6 The district court and Appellees’ heavy reliance on a single sentence in Allergan’s 
60-volume NDA stating that in Phase 2, the 0.05% and 0.1% formulations were on 
the therapeutic “plateau” so a lack of dose response in Phase 3 was “not surprising” is 
also misplaced.  (Resp. Br. at 32.)  First off, FDA rejected this assessment in its 
analysis and ultimately found the 0.05% formulation was favored.  (Appx25379.)  
Moreover, the district court also found that Allergan witnesses did, in fact, choose the 
0.1% Phase 2 formulation as the most likely to succeed (Appx60), evidencing a 
contrary belief to the single sentence from the NDA, and contemporaneous 
documents corroborated that belief.  (Appx18562(71:12-24); Appx24095.)  Such 
contradictory evidence is hardly clear and convincing evidence of invalidity.   
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0.05% cyclosporin formulation over the 0.1% cyclosporin formulation demonstrated 

its superior performance to a regulatory agency charged with making such 

determinations.  (Appx25379; Appx23882; Appx23902; see also Appx18515-

18516(58:18-59:1, 63:2-64:17).)  As discussed above, the district court clearly erred in 

second-guessing FDA. 

Appellees attempt to sidestep dealing with FDA’s analysis by instead focusing 

on the declaration submitted by Dr. Schiffman to the PTO.  But all Dr. Schiffman 

presented to the PTO was the exact same thing the FDA found—namely, that the 

0.05% formulation outperformed the 0.1% formulation in the Phase 3 trials—and 

what Stevenson says—that the 0.1% formulation performed best on the objective 

measures in Phase 2.  The district court’s criticism of Dr. Schiffman was largely driven 

by its erroneous view that each of the measures in Stevenson and Sall deserved equal 

weight, contrary to the evidence at trial, and to the prior art references themselves.  

(Appx19197 (“The improvements in objective measures strongly suggest that the 

subjective improvements are a result of the underlying pathophysiology of this disease 

and are not just symptomatic.”).)   

Appellees’ additional assertion that castor oil alone was known to increase tear 

production is also without support, and the district court did not make such a 

finding.7  Instead, the district court found only that castor oil may provide palliative 

                                      
7 Allergan’s palliative, artificial tear product using castor oil, Refresh Endura, was a 
market failure.  (Appx18828(174:6-15); Appx18834(12:1-9).) 
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relief from dry eye symptoms.  (Appx90-91.)  That finding was supported by the 

evidence of record (Appx18812(110:16-111:12); see also Appx18619(115:13-118:7); 

Appx18612(86:3-88:25)), but it is beside the point.  Palliative relief from symptoms 

for an additional fifteen minutes does not address the limitations of the claims, nor 

the problem in the prior art, and, thus, is of little relevance to the question of 

unexpected results or motivation to combine. 

On the issue that did matter to skilled artisans—tear production—

conspicuously ignored by Appellees (and the district court) is the fact that, in the Sall 

reference, the castor oil only formulation resulted in negative change from baseline in 

categorized Schirmer’s scores—ironically, with clear statistical significance.  

(Appx19195.)  Thus, patients who received only castor oil, on average, exhibited 

poorer clinical outcomes after treatment than they did at baseline.  (Id.)  And yet, 

according to the district court (and Appellees), the person of skill would be motivated 

to increase castor oil because of the “beneficial effects” of castor oil.   

This succinctly demonstrates both the hindsight used by the district court and 

the error it made in failing to consider the language of the claims.  The evidence 

shows that the claimed 0.05%/1.25% formulation successfully treated dry eye patients 

in a statistically significant, replicative fashion, despite being less thermodynamically 

favorable, while the 0.1%/1.25% formulation did not, and that castor oil by itself 

yielded worse patient outcomes.  The asserted claims are directed to these surprising 
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results, and these results alone.  The district court’s unexpected results analysis was 

error. 

 The District Court Erred in Failing to Consider Allergan’s Evidence of 
Commercial Success and Long-Felt Need Because of So-Called 
“Blocking” Patents 

The district court’s rejection of Allergan’s evidence on commercial success and 

long-felt need based on the existence of supposed “blocking” patents was error, and 

Appellees’ brief does not address the legal argument that Allergan and the amicus 

brief makes on this point.  Appellees fail to grapple with the fact that Ding I does not 

block all, or even most, cyclosporin formulations for dry eye treatment.  Its claims are 

specific and require particular components—polysorbate 80 and Pemulen—in the 

formulation.  (Appx19156.)  Others were free to develop and use cyclosporin/castor 

oil formulations, so long as they did not also use these other formulation components 

required by Ding I’s claims.  Appellees cite nothing to support their position that the 

district court properly found Ding I to be a blocking patent because it “‘blocked the 

market entry’ of products containing Restasis formulation.”  (Resp. Br. at 52.)  And 

this Court’s case law is to the contrary.  In re Cyclobenzaprine, 676 F.3d 1063, 1082-83 

(Fed. Cir. 2012).      

Appellees’ brief relies heavily on this Court’s decisions in Merck & Co., Inc. v. 

Teva Pharmaceuticals USA, Inc., 395 F.3d 1364 (Fed. Cir. 2005), and Galderma 

Laboratories, LP v. Tolmar, Inc., 737 F.3d 731 (Fed. Cir. 2013), which Allergan discussed 

in its opening brief.  Both cases involved modifications to a current, marketed 
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product that others could not have made because of both FDA exclusivity and 

patents that broadly covered the modifications to the products.  Here, by contrast, 

there were no products on the market for therapeutic treatment of dry eye, despite the 

lack of such a product being a recognized problem in the art.  (Appx19191.)  Skilled 

artisans were initially working on a blank slate.  Even after Allergan began to publish 

on the use of cyclosporin for dry eye, skilled artisans could have worked around Ding 

I and developed different cyclosporin formulations. 

Appellees also gloss over the fact that Merck and Galderma address only the 

commercial success factor and do not stand for the proposition that it is proper for a 

district court to disregard a long-felt need due to “blocking” patents.  Appellees 

incorrectly state that Merck and Galderma address the long-felt need issue, but they do 

not.  See Merck, 395 F.3d at 1376-77 (only discussing rationale for why blocking 

patents may weaken evidence of commercial success).  The application of those cases 

to reject evidence of long-felt need based on “blocking” patents would be an 

unsupported and unwarranted extension.     

This Court recently explained the policy problems behind overbroad 

application of Merck and Galderma in Merck Sharp & Dohme Corp. v. Hospira, Inc., 874 

F.3d 724 (Fed. Cir. 2017).  In particular, the Court explained that “developers of new 

compounds often obtain a package of patents protecting the product, including 

compound, formulation, use, and process patents” and that these patents “may result 

from continuing improvements in a product or process.”  Id. at 730.  That is simply 
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the normal course of patent protection in the pharmaceutical arts, and it is not 

something that should be penalized.  “[M]ultiple patents do not necessarily detract 

from evidence of commercial success of a product or process, which speaks to the 

merits of the invention, not to how many patents are owned by a patentee.”  Id. at 731.   

Here, as Allergan explained in its opening brief, the district court properly 

found a broad long-felt need because “prior to Restasis, there were no treatments for 

dry eye and KCS that would restore patients’ natural tearing without significant risk of 

adverse side effects.”  (Appx101.)  The district court also discussed the problems with 

prior products, ultimately concluding that “for at least some patients, Restasis has met 

a long-felt need that was not adequately addressed by prior art medicines and 

procedures.”  (Appx101-102.)  But rather than looking at whether others were 

“blocked” from meeting that need, the court erroneously framed the “blocking” 

analysis more narrowly, focusing only on whether others were blocked from 

developing the particular claimed invention.  (Appx104 (finding that “the option to 

invent in the area of castor oil/cyclosporin emulsions was closed to those outside of 

Allergan”).)  Under this Court’s precedent, long-felt need is not limited to the claimed 

invention, but includes any product that would meet the need for a therapeutic dry 

eye treatment that addressed the underlying condition.  See Cyclobenzaprine, 676 F.3d at 

1082-83; Millennium Pharms., Inc. v. Sandoz Inc., 862 F.3d 1356, 1369 (Fed. Cir. 2017); 

Alco Standard Corp. v. Tenn. Valley Auth., 808 F.2d 1490, 1500 (Fed. Cir. 1986).     
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The district court’s error is particularly egregious given that the trial evidence 

demonstrated, through specific examples, that others were not even blocked from 

developing other cyclosporin products for dry eye disease.  Sirion Pharmaceuticals 

and Alcon attempted to develop a 0.1% cyclosporin product for the treatment of dry 

eye disease in the late 1990s but were not successful.  (Appx18813(116:4-18).)  And 

Alcon later tried to develop a 0.2% cyclosporin product, but that was also not 

successful.  (Id.)  Sirion and Alcon were not “blocked” from meeting the long-felt 

need by developing cyclosporin formulations for dry eye treatment.           

Although Appellees try to brush aside the importance of the district court’s 

error in the analysis of Allergan’s objective indicia, the error is critical.  In 

Cyclobenzaprine, this Court reversed a finding of obviousness based on strong showings 

of objective indicia including long-felt need.  676 F.3d at 1083.  Because the district 

court here reached its conclusion of obviousness without fully considering the 

objective indicia (see Appx105 (finding commercial success and long-felt need but 

rejecting it “primarily based on the presence of blocking patents”), its ruling is 

fundamentally flawed.  As this Court explained in Cyclobenzaprine, any reading of its 

precedent that “permits a fact finder to reach a conclusion of obviousness before 

considering all relevant evidence, including evidence of objective considerations,” 

would be in conflict with its “directive that objective considerations are ‘to be 

considered as part of all the evidence, not just when the decisionmaker remains in 

doubt after reviewing the art.’”  Id. at 1077 (quoting Stratoflex, Inc. v. Aeroquip Corp., 

Case: 18-1130      Document: 59     Page: 36     Filed: 03/19/2018



 

29 
 

713 F.2d 1530, 1538 (Fed. Cir. 1983)).  Allergan’s evidence of substantial commercial 

success and long-felt need is critical here to avoiding a hindsight-based obviousness 

finding. 
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