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DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

’245 and ’600 Patent Claims Meaningfully Differ from the ’742 
Patent Claims as Construed by the Prior Board

Requires separate and independent adjudication by this Board

Permitting co-administration of 0.03% brimonidine with other active ingredients, 
even if they can reduce redness, and no requirement of efficacy’742 Claims

Single step of administering a single drop of 0.025% brimonidine as the sole active 
agent plus benzalkonium chloride (preservative) to actually reduce redness

– Consistently tethered to the specification and prosecution history
– ’742 IPR FWD submitted in an IDS

’245 Patent

Low dose of 0.025% brimonidine as the sole active agent to actually reduce eye 
redness

– Open to multiple drops that do not exceed an amount of drug a single drop of 
0.05% brimonidine would ocularly deliver

’600 Patent

– No final decision from the CAFC
– Petitioners’ estoppel cases are inapposite

No Estoppel

245 IPR: Paper 25 at 3-6, 11-13, and 36, Paper 72 at 2-10; 
600 IPR: Paper 21 at 3-7, Paper 68 at 2. 3



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 “wherein the ocular drop induces a low incidence of rebound hyperemia in the eye of the 
human subject administered the ocular drop.”

 “wherein the eye redness of said human is not associated with an ocular disease or the 
result of a surgical procedure on the eye.”

 “wherein the method retains normal intraocular pressure in the eye of the human 
subject administered the ocular drop.”

 “wherein the eye redness of said human is not associated with an ocular disease or the 
result of a surgical procedure on the eye, wherein the ocular drop reduces redness in the 
eye to which the ocular drop was administered to improve the aesthetic appearance of 
said eye and wherein the method retains normal intraocular pressure in the eye of the 
human subject administered the ocular drop.”
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DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Patent Owner's Experts

 Board-certified ophthalmologist specializing in glaucoma with over 30 years of experience

 Has participated in multiple clinical trials for ophthalmic medications and is the only expert in this 
proceeding who has served as a principal investigator in the Alphagan® (brimonidine) clinical trial

 Has been selected to the Best Doctors in America every year since 2004

 Worked at Allergan in various positions for over 30 years

 Led Allergan’s alpha-adrenergic discovery team and oversaw teams of researchers in drug discovery, 
including in drug repurposing, pain, and drugs acting on alpha-adrenergic receptors

 Lead inventor on the “Gil patent,” U.S. Patent No. 6,294,553 entitled Methods for Treating Ocular Pain

 Has over 25 years of legal experience and specializes in food and drug law, including prescription and 
over-the-counter (OTC) drug and biological product approval, licensure, and marketing

 Has handled thousands of FDA matters for hundreds of clients, including counseling on the FDCA, Hatch-
Waxman Amendments, and other FDA-related laws and regulations

Kurt R. Karst, Esq.

Daniel W. Gil, Ph.D.

Robert J. Noecker, M.D., MBA

EX2223 (Noecker Decl.) at ¶¶ 6-17; EX2227 (Gil Decl.) at ¶¶ 3-6; 
EX2228 (Karst Decl.) at ¶¶ 4-10 5



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Patent Owner's Experts cont.
 Board-certified ophthalmologist specializing in anterior segment, including corneal disease, corneal 

transplantations, cataract, and LASIK 

 Has performed over 100,000 LASIK procedures throughout his career and was one of the first to ever 
perform the procedure over 35 years ago 

 Has participated in over 40 FDA clinical studies

 Recognized expert in ocular pharmacology and physiology with over 30 years of experience

 Has authored over 250 publications and has held multiple editorial appointments

 In 2023, Dr. Stamer was inducted into the Glaucoma Research Society, which is limited to the top 100 
glaucoma researchers in the world

 Has testified regarding economic issues on over 110 occasions over the last 35 years

 Has testified in more than 45 cases on the issue of commercial success

 More than 25 peer-reviewed publications on economic and legal topics

 M.A. Economics, Washington University in St. Louis; J.D., University of Wisconsin

Eric D. Donnenfeld, M.D.

W. Daniel Stamer, Ph.D.

John C. Jarosz

EX2224 (Donnenfeld Decl.) at ¶¶ 4-13; EX2225 (Stamer Decl.) at ¶¶ 1-
7; EX2229 (Jarosz Decl.) at ¶¶ 5-9 6
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 The ’245 and ’600 patent claimed methods of reducing eye redness use low-dose 
brimonidine

 Dose and concentration are different
– Dose = total amount of drug ocularly delivered 

– depends on concentration and dosage regimen, e.g., number of drops instilled

– Concentration = amount of drug in a given volume

 Dose is what matters for the therapeutic effect
– DRL acknowledges that dose matters in asserting POSAs would be motivated to “pursue low-dose 

brimonidine” to reduce eye redness. See, e.g., Paper 2 at 2. 

Dose ≠ Concentration

245 IPR: Paper 25 at 13, Paper 72 at 2-5.

Dose Matters for Efficacy
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DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Impact of Different Scope of the ’245 and ’600 Patents 
in Distinguishing Prior Art

 Gil (EX1004)
– Example 1: dose-loading protocol administering 6-7 drops of 0.03%  a dose of ~0.2%

– 8x higher than ’245 patent claim 1
– Examples 4 and 5: 1 cc (20-30 drops) x (0.01-0.5%)  a dose of ~0.2% to 0.3% (at the lowest 

concentration)

Steady and consistent prior art messaging: Dose HIGH!

 Norden (EX1006): 
two drops x 0.2%  a dose of 
~0.4% brimonidine 

– 16x higher than ’245 patent 
claim 1

 Alphagan Clinical Studies
– Highly relevant and reliable human 

trials consistently taught GO HIGH! 
– Dosing below 0.2% brimonidine 

did not induce sufficient 
vasoconstriction to reduce eye 
redness

245 IPR: Paper 25 at 24-35 and 38-48, Paper 72 at 13-14 and 19-25;
600 IPR: Paper 21 at 22-26, 30-43, Paper 68 at 5-6 and 11-17; 
EX1030; EX1067; EX1068; EX1029

EX1030, EX1067, EX1068, EX1029

8



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 9

What Pre-2008 POSAs Would Have Known From Real, Not Prophetic, 
Clinical Studies Evaluating Brimonidine’s Whitening Effect

245 IPR: Paper 25 at 45 and 48, Paper 72 at 14 and 20-21; 
600 IPR: Paper 21 at 39 and 42, Paper 68 at 6 and 12-13. 

Decreasing Dose
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DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 10

Impact of Different Scope of the ’245 and ’600 Patents 
in Distinguishing Prior Art

Dean (EX1007)

 Nothing about redness reduction

 Dataless hypothesis that brimonidine, at any 
concentration, vasoconstricts anterior segment of 
eye

 Pre-August 2008 POSAs understood from the 
Alphagan clinical trials that dosing brimonidine 
below ~0.2% would not have induced sufficient 
vasoconstriction to reduce redness

245 IPR: Paper 25 at 33-35, Paper 72 at 22; 
600 IPR: Paper 21 at 30-32, Paper 68 at 14.  



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

No Presumption of Obviousness of 0.025% Brimonidine

 Together, Gil and Dean cover every known concentration of brimonidine
– Covering everything effectively tells POSAs nothing

Allergan, Inc. v. Sandoz Inc., 796 F.3d 1293, 1305 (Fed. Cir. 2015) (where “’the disclosed 
range[s are] so broad as to encompass a very large number of possible distinct 
compositions,’ … such that they do not teach any specific amounts or combinations”, the 
overlapping ranges presumption does not exist)

 Teaching away and objective indicia evidence
– Dissolves overlapping ranges presumption and requires considering all evidence anew

In re Kumar, 418 F.3d 1361, 1366, 1368 (Fed. Cir. 2005) (“When rebuttal evidence is 
provided, the prima facie case dissolves, and the decision is made on the entirety of the 
evidence.”) (emphasis added).

245 IPR: Paper 25 at 40 and 54-61, Paper 72 at 24-27; Paper 6 at 3 
600 IPR: Paper 21 at 34 and 50-57, Paper 68 at 16-19; Paper 6 at 4. 11



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

No Presumption of Obviousness of 0.025% Brimonidine

 Teaching away
– Prior art blazemarks taught go high ≥ 0.2% brimonidine to reduce eye redness and against dosing below 

the minimum effective redness-relieving dose of 0.2% brimonidine 

 Objective indicia
– Unexpected results – low dose brimonidine not expected to work

– Unexpectedly and beneficially, one drop 0.025% brimonidine reduced redness 6x greater than 
standard of care, Visine, without rebound or tachyphylaxis

– The unexpected results are different in kind
Allergan, Inc. v. Sandoz Inc., 796 F.3d 1293, 1306-07 (Fed. Cir. 2015) (claimed invention demonstrating a 
difference between an effective and safe drug versus one with significant side effects that led to patient 
noncompliance “is an unexpected difference in kind that supports non-obviousness.”)

– Superior efficacy and safety profile of claimed method (embodied in use of Lumify) led to industry 
praise and then to commercial success

245 IPR: Paper 25 at 18, 28-29 and 54-61, Paper 72 at 21-27; 
600 IPR: Paper 21 at 19, 30-31, and 50-57, Paper 68 at 14-19. 12



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Inherency of 0.025% Brimonidine to Reduce Redness Undermined

“The unexpected properties of the claimed formulation, even if inherent in 
that formulation, differ in kind from the prior art, thereby supporting a 
conclusion of nonobviousness.”

Allergan, Inc. v. Sandoz Inc., 796 F.3d 1293, 1307 (Fed. Cir. 2015)

245 IPR: Paper 25 at 38-40, Paper 72 at 24-25; 
600 IPR: Paper 25 at 34, Paper 68 at 16-17. 13



DEMONSTRATIVE EXHIBIT – NOT EVIDENCEDEMONSTRATIVE EXHIBIT – NOT EVIDENCE

The ’245 and ’600 Patent Claims Are 
Different From the ’742 Patent Claims 

14



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Permits other active ingredients, even if they can reduce eye redness

 Open to multiple drops, though low dose

 Concentration in drop encompasses 0.03% (claim 3)

 Preamble is limiting only to intent to reduce eye redness, no requirement of actual 
redness reduction

’742 Patent Claims as Construed by the Board – “Consisting Essentially of”

EX1003 (’742 FWD) at 15-16

“Thus, having considered the arguments and evidence presented at trial, we 
determine that the transitional phrase ‘consisting essentially of' does not preclude 
the use of additional active agents that may also cause vasoconstriction and 
reduction of hyperemia along with low-dose brimonidine.”

245 IPR: Paper 25 at 5-6, 36; 600 IPR: Paper 21 at 5-7. 15



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Brimonidine as the sole active ingredient used in the method of reducing eye redness

 A single step, single drop of 0.025% brimonidine

 Bullet-point amount (dose) of 0.025% brimonidine

 Preamble read in light of claim body requires actual reduction in eye redness

The ’245 Patent: Claim 1 – “Consisting of”

245 IPR: Paper 25 at 3-6, 11-13, Paper 72 at 2-10. 16



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Brimonidine as the sole active ingredient

 Bullet-point concentration of 0.025% (claim 28)

 Low dose of brimonidine – permits multiple drops not exceeding the total amount of 
brimonidine one drop of 0.05% brimonidine (top end of “low dose”) ocularly delivers

The ’600 Patent Claims 1, 12, and 28 – “Comprising”

600 IPR: Paper 21 at 3-7, 11-14, Paper 68 at 2. 17



DEMONSTRATIVE EXHIBIT – NOT EVIDENCEDEMONSTRATIVE EXHIBIT – NOT EVIDENCE

The POSA: 
Views Prior Art With an Eye Toward Obtaining FDA 

Approval of an Improved Redness Reliever 

18



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Petitioners’ definition of POSA: 
– “a composite person (or team) that included a medical doctor and pharmaceutical 

formulator” 

– with collectively 6-9 years “of experience developing eye drop formulations for clinical 
trial and regulatory approval” 

Definition of the POSA Provides the Framework for Assessing Obviousness

“[D]efinition of the relevant artisan provid[es] the perspective that 
governs the obviousness analysis and of the problem addressed by 
the [claimed invention].”

Axonics, Inc. v. Medtronic, Inc., 73 F.4th 950, 958 (Fed. Cir. 2023)

245 IPR: Paper 25 at 10, 15-16; 600 IPR: Paper 21 at 11, 16-17. 19

245 IPR: Paper 2 at 16-17; 600 IPR: Paper 2 at 16



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

For pharmaceutical inventions, the law sanctions considering as relevant what a POSA would have 
done to develop an FDA approved product

Allergan, Inc. v. Sandoz Inc., 726 F.3d 1286, 1291-92 (Fed. Cir. 2013) (“FDA approval may be 
relevant to the obviousness inquiry” such as “in determining whether one of ordinary skill would 
be motivated to develop a drug product.”); accord Bayer Pharma AG v. Watson Lab’ys, Inc., 874 
F.3d 1316, 1326 (Fed. Cir. 2017).

POSAs Looking to Develop Improved Redness Relievers 
Motivated to Choose Pathway Likely to Result in FDA Approval

“Part of the obviousness inquiry involves examining what a skilled artisan would 
be motivated to do given ‘the effects of demands known to the design community 
or present in the marketplace.’ The district court thus did not err in considering
the obviousness inquiry from the perspective of a skilled artisan 'confronted with
the same problems as the inventor,' which in this case is developing a
commercially viable long-acting testosterone therapy.”

Endo Pharms. Sols., Inc. v. Custopharm Inc., 894 F.3d 1374, 1385-86 (Fed. Cir. 2018)

245 IPR: Paper 25 at 15-17; 600 IPR: Paper 21 at 16-18. 20



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Q. So you would agree that that [the skilled] person as you've defined 
them is inherently a practical person that is looking at this prior art, as 
you said, with respect to trying to develop a redness reliever, correct?

A. That would be correct.

Q. And that would be ultimately for developing a commercially approved 
redness reliever, correct?

A. That would be -- I assume that would be their intention.

Q. Okay. And, therefore, [POSAs] would look at the prior art to see what 
would reasonably work for purposes of trying to develop a 
commercially approved redness reliever; is that fair?

A. I think that would be a fair assessment, yes.

Petitioners’ Expert, Dr. Galanis, Admitted as Much

EX2017 (Galanis PI Dep. Tr.) at 83:10-84:2

245 IPR: Paper 25 at 15-16, 17; 600 IPR: Paper 21 at 16-17, 18.

John Galanis, MD, FACS
(Petitioners’ Expert)

21
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’245 Patent Claim Construction 

22



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

’245 Patent Claim 1: Single Step, Single Drop of 0.025% Brimonidine

245 IPR: Paper 25 at 11-13, Paper 72 at 2-10.

 Transitional phrase “consisting of” limits 
the claimed method to: 
– “ocularly administering a single drop of 0.025% 

brimonidine as the only active ingredient in a 
single step, where the single step is the only 
step taken to reduce eye redness”

245 IPR: EX1001 (’245 Patent), 22:36-44

23



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 24

Established Legal Meaning of “Consisting of”

“‘Consisting of’ is a term of patent convention meaning that the claimed 
invention contains only what is expressly set forth in the claim.”

Norian Corp. v. Stryker Corp., 363 F.3d 1321, 1331 (Fed. Cir. 2004)

245 IPR: Paper 25 at 11-13; see also Paper 72 at 3-4.



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Prosecution History – Claim 1 (application claim 29) As-filed 

245 IPR: Paper 25 at 12-13.

 Transitional phrase “comprising” 
opened the claim to: 
– one or more steps of administering

– one or more drops

– of 0.025% brimonidine as the sole active 
ingredient245 IPR: EX1010 (’245 Patent File History) at 4

25



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Transitional “consisting of” closed the 
method to:
– a single step (all parties agree), and

– a single ocular drop, as the subject of what is 
administered in the single step

Prosecution History – Claim 1 As Allowed

245 IPR: Paper 25 at 11-13, Paper 72 at 8-9.

245 IPR: EX1001 (’245 Patent), 22:36-44

26



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 The excluded active ingredients 
come from:
– Norden and Gil: steroids, NSAIDs, and 

anesthetics

– Dean: carbonic anhydrase inhibitors

Replacing Transition “Comprising” with “Consisting of” 
Was Made to Induce the Patent Grant

245 IPR: Paper 25 at 12-13.

245 IPR: EX1010 (’245 Patent File History) at 288

27



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Legal Consequence of Replacing Transition 
“Comprising” with “Consisting of”

Abbott Lab’ys v. Baxter Pharm. Prods., Inc., 334 F.3d 1274, 1281 (Fed. Cir. 2003) (“[A]lthough ‘a’ without 
more generally could mean one or more in an open-ended patent claim, ‘a’ with ‘consisting of’ in this case 
indicates only one member of a Markush group.”)

Patentee surrendered claim scope beyond a single step a single drop!

“In particular, this court has interpreted the word ‘a’ in its singular sense when, as in this 
case, it has been used in conjunction with the closed transitional phrase ‘consisting of.’

…
Thus, the claim language ‘consisting of ... a sodium phosphate,’ on its own, suggests the 
use of a single sodium phosphate.”

Norian Corp. v. Stryker Corp., 432 F.3d 1356, 1359 (Fed. Cir. 2005)

245 IPR: Paper 25 at 12-13, Paper 72 at 2-3. 28



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

DNJ Judge Robert Kirsch Agreed with 
the Single Step, Single Drop Construction 

245 IPR: Paper 72 at 4; EX2030 (PI Decision) at 22 and 51. 29



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Petitioners admit the subject of what the single step administers is “an ocular drop.”
– the eyedrop embodies the “composition”

 Petitioners admit claim 1 is “limited to administration of a single composition… in the 
form of an ocular drop”
– Reply at 2, emphasis added 

 Administering a single composition formulated as an eye drop, is still administering just 
one drop.

 Administering two drops constitutes administering two compositions, albeit of the same 
makeup.

Even if “Consisting of” Modifies 
“Composition,” Not Ocular Drop, ...

It still leads to the same construction—single step, single drop

245 IPR: Paper 72 at 2-3. 30



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Petitioners’ Expert Repeatedly Agree 
the Subject of the Administration Step is an Eyedrop

245 IPR: EX1014 (Galanis Decl.) at ¶¶ 54-55

245 IPR: Paper 72 at 3. 

John Galanis, MD, FASC
(Petitioners’ Expert)
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DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Patent Owner’s Construction Naturally Aligns with the Specification

“The construction that stays true to the claim language and most naturally 
aligns with the patent’s description of the invention will be, in the end, the 
correct construction.”

Phillips v. AWH Corp., 415 F.3d 1303, 1316 (Fed. Cir. 2005), citing Renishaw PLC v. Marposs 
Societa’ per Azioni, 158 F.3d 1243, 1250 (Fed. Cir. 1998)

245 IPR: Paper 25 at 13, Paper 72 at 8. 32



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Experiment in Figs. 5A-5C Supports a Single Drop

 The specification  teaches “ii gtts tid” intended to induce rebound hyperemia 

 Brimonidine 0.012% x1 indicates a single drop

245 IPR: Paper 72 at 7-8; EX1001 at 3:49-55. 33



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Example 1 – Three separate experiments of a single drop of low-dose brimonidine 
compared to prior commercial redness relievers
– 245 IPR: EX1001 (’245 Patent) at FIGS. 4A-4D, EX1001 (’245 Patent) at 3:25-46

 Example 2 – Explicitly discloses the administration of one or two drops
– 245 IPR: EX1001 (’245 Patent) at 21:31-36 (Example 2), EX2279 (Galanis Dep. Tr.) at 25:9-25

 Example 4 – Administers a single dose of brimonidine at 0.018%
– 245 IPR: EX1001 (’245 Patent) at 21:61-22:10, EX1044 (Donnenfeld Dep. Tr.) 31:11-32:3

 Figures 5A-5C – Additional support for a single drop administration

The Specification’s Examples Support Patent Owner’s Construction

245 IPR: Paper 72 at 4-6 34
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 Gil Example 1 to achieve the 
effect of pain reduction from 
surgery discloses a dose loading 
regimen of 6-7 drops of 0.03% 
brimonidine → 0.2% just before 
surgery
– 6-7 drop dosing regimen is not 

optional but required

 Lumify’s label discloses a dosing 
regimen of only one drop of 
0.025% brimonidine
– Works in one minute, lasts for 8 

hours

– Subsequent treatments in a day are 
optional

Single Step, Single Drop Construction Applied Consistently

245 IPR: Paper 72 at 9-10. 

Nexus Validity

35
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Clinical Studies of the Alphagan Products Would Have 
Been Highly Relevant and Reliable to a POSA Seeking to 

Develop a Redness Reliever

36



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Highly Relevant and Reliable Alphagan Trials

245 IPR: Paper 25 at 48, Paper 72 at 10; 
600 IPR: Paper 21 at 42, Paper 68 at 2-3. 

EX1067 at 6 (Alphagan 0.2% Label 2001)

EX1068 at 1 (Alphagan P Label 2005)

EX1067 at 1 (Alphagan 0.5% Label 2001)

 Multiple human clinical studies with brimonidine, at various 
doses.

37



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Alphagan Trials’ Observed “Conjunctival Blanching” 
Would Have Been Highly Relevant to a POSA

245 IPR: Paper 25 at 41-48, Paper 72 at 12-14; 
600 IPR: Paper 21 at 35-42, Paper 68 at 4-6. 

EX1067 at 4 (Alphagan 0.5% Label 2001)

Alphagan® 0.5%

EX1067 at 9 (Alphagan 0.2% Label 2001)

Alphagan® 0.2%

***

 Conjunctival blanching was reported as an adverse event 
with 0.5% and 0.2% brimonidine

38



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

POSAs Understood “Conjunctival Blanching” Meant Whitening of 
Conjunctiva and Reduction in Redness

EX1009 (Federal Register) at 9

“The action of a vasoconstrictor when applied to the 
surface of the eye is described in the literature as 
blanching, bleaching, and whitening of reddened 
conjunctiva (Refs. 1 and 2).”

245 IPR: Paper 25 at 42-44, Paper 72 at 12; 
600 IPR: Paper 21 at 36-38, Paper 68 at 4. 

Dr. Robert Noecker
(Patentee’s expert)

 FDA’s monograph for OTC ophthalmic drugs
– supports that the Alphagan labels’ reference to 

conjunctival blanching meant conjunctival 
whitening / redness reduction.

245 IPR: EX2223 (Noecker Decl.) at ¶189; 600 IPR: EX2223 (Noecker Decl.) at ¶ 184

39



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

POSAs Understood “Conjunctival Blanching” Meant Whitening of 
Conjunctiva and Reduction in Redness

EX2107 (Alphagan Package Leaflet) at 4

245 IPR: Paper 25 at 43, Paper 72 at 12; 
600 IPR: Paper 21 at 37, Paper 68 at 4. 

 Corroborated by Alphagan 0.2% Package Leaflet

40



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Consistent with Teaching in the ’245 Patent Specification 
Touting Superior Whitening Effects of Invention

EX1001 (’245 Patent) at 6:63-67

EX1001 (’245 Patent) at 14:23-31

EX1001 (’245 Patent) at 14:32-38

245 IPR: Paper 25 at 43; 600 IPR: Paper 21 at 37. 41



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Though Not Endpoint of Alphagan Studies, Conjunctival 
Blanching Data was Still Collected and Statistically Analyzed

***

***

EX1030 (Alphagan NDA) at 109-111

 Blanching data was collected and indisputably statistically 
analyzed making them highly relevant to a POSA

245 IPR: Paper 25 at 47-48, Paper 72 at 14-15; 
600 IPR: Paper 21 at 41-42, paper 68 at 6-7. 42



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 A POSA would not have been dissuaded from considering the 
statistically-analyzed conjunctival blanching data.

– Any event affecting the ocular surface would have been reported as 
“adverse.”

– Conjunctival blanching was not a serious adverse effect.

– No patient withdrew from the study because of conjunctival blanching.

Adverse Event Does Not Mean Undesirable for Any Purpose

245 IPR: Paper 25 at 47, Paper 72 at 13; 
600 IPR: Paper 21 at 41, Paper 68 at 5. 

EX1030 (Alphagan NDA) at 129

EX2019 (Stamer Tr.) at 81:8-19

EX1030 (Alphagan NDA) at 55

43



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Q. Why did you cite to Page 51 of the declaration – of [the Alphagan 
NDA]?

A. So this is reporting on adverse events that resulted in termination. 
And there’s no reports of blanching having contributed to 
termination from the study, which would, again, indicate that when 
there were reports of blanching, it would not have been so severe to 
cause the investigator to terminate the patient from the study.
It would have probably been more in the range of – they would have 
been in the range of, you know, mild to moderate, which is really – 
you know, that would be in the terms of, if you were going after a 
hyperemia – a reduction of a hyperemia indication, that’s what you 
would want to be targeting.

Adverse Event Does Not Mean Undesirable for Any Purpose

245 IPR: Paper 72 at 13; 600 IPR: Paper 68 at 5.

Dr. Daniel W. Gil
(Patentee’s expert)

EX2280 (Gil IPR Tr.) 59:4-59:20

44



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Alphagan’s Conjunctival Blanching Data Carried 
an Imprimatur of High-Reliability

245 IPR: Paper 25 at 44, Paper 72 at 14-17; 
600 IPR: Paper 21 at 38-39; Paper 68 at 6-9.

245 IPR: EX2228 (Karst Decl.) at ¶67 Mr. Kurt Karst
(Patentee’s expert)

EX2228 (Karst Decl.) at ¶94

***

UNREBUTTED
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DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Conjunctival Blanching was Monitored and Recorded if 
Observed in All Alphagan Clinical Trials

245 IPR: Paper 25 at 44, Paper 72 at 14; 
600 IPR: Paper 21 at 38, Paper 68 at 6.

Dr. Robert Noecker
(Patentee’s expert)

245 IPR: EX2223 (Noecker Decl.) at ¶193 (245 IPR); 600 IPR: EX2223 (Noecker Decl.) at ¶188

Dr. Noecker was the only expert involved in Alphagan clinical trials
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DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Conjunctival Blanching was Monitored and Recorded in Alphagan Trials 
Based on Protocol Making the Data Highly Reliable

245 IPR: Paper 25 at 47, Paper 72 at 15; 
600 IPR: Paper 21 at 41, Paper 68 at 7. 

 Alphagan NDA confirms protocol used:

EX1030 (Alphagan NDA) at 119

“Throughout the study, subjects were monitored for signs and 
symptoms of adverse events…. Any adverse event occurring during 
the study was recorded by the investigator, graded for severity (trace, 
mild, moderate, or severe), and assessed for relationship to the study 
treatment.”

EX1030 (Alphagan NDA) at 52

47



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Q. Yeah. Is it fair to say that what these protocols that are being 
developed by the clinical investigators in conjunction with the 
sponsors, for example, that they lead to consistency and 
reliability ultimately in reporting the results of the various 
metrics, whether they be efficacy or side effects, metrics?

A. Yes. I would generally agree with that.

48

Protocol Used for Monitoring and Reporting Conjunctival Blanching, if 
Observed, Led to Consistency and Reliability

245 IPR: Paper 72 at 16; 600 IPR: Paper 68 at 8. 

Dr. Reza Dana
(Petitioners’ expert)

EX2008 (Dana PI Dep. Tr.) at 114:3-13 (objections omitted)



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 FDA thoroughly considered the adverse event data and deemed them sufficiently well-supported 
and found no issues with the values reported on the Alphagan and Alphagan P labels.

49

Alphagan’s Conjunctival Blanching Data, or Lack of Data, Carried 
an Imprimatur of High-Reliability

245 IPR: Paper 25 at 46-47, Paper 72 at 15-16; 
600 IPR: Paper 21 at 40-41, Paper 68 at 7-8.

EX1075 (Medical Review NDA) at 63



DEMONSTRATIVE EXHIBIT – NOT EVIDENCEDEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Alphagan Clinical Studies Established the Minimum 
Effective Redness-Relieving Dose of Brimonidine Was 

About 0.2%
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DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

A Dose Related Response was Observed for “Conjunctival Blanching” 
in the Alphagan Clinical Studies 

245 IPR: Paper 25 at 45 and 48, Paper 72 at 14 and 21; 
600 IPR: Paper 21 at 39 and 42, Paper 68 at 6 and 13.  

 Conjunctival blanching NOT observed in any subjects!
EX1068 at 4 (Alphagan P Label 2005)

Alphagan® P 0.1 and 0.15%

EX1067 at 4 (Alphagan 0.5% Label 2001)

Alphagan® 0.5%

EX1067 at 9 (Alphagan 0.2% Label 2001)

Alphagan® 0.2%

***
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DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 52

Alphagan Clinical Studies Established the Minimum Effective 
Redness-Relieving Dose of Brimonidine Was About 0.2%

Decreasing Dose
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245 IPR: Paper 25 at 45 and 48, Paper 72 at 14 and 20-21; 
600 IPR: Paper 21 at 39 and 42, Paper 68 at 6 and 12-13.  



DEMONSTRATIVE EXHIBIT – NOT EVIDENCEDEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Contemporaneous Real-World Evidence 
Guards Against Hindsight

53



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Patent Owner Has Presented Testimony From Dr. Daniel W. Gil,
Lead Inventor of the “Gil Patent” and an Expert in Alpha-Adrenergic Drugs

245 IPR: Paper 25 at 2; 600 IPR: Paper 21 at 2.

Dr. Daniel W. Gil
(Patentee’s expert)

54

EX2227 (Gil Decl.) at ¶ 3

EX2227 (Gil Decl.) at ¶ 1



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 55

Allergan and Dr. Gil Actively Sought to Repurpose Brimonidine 
for New Therapeutic Uses

245 IPR: Paper 25 at 2, 3, 19-20, Paper 72 at 21.
600 IPR: Paper 21 at 2, 3, 21, Paper 68 at 13.

Dr. Daniel W. Gil
(Patentee’s expert)

EX2227 (Gil Decl.) at ¶ 22



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 56

Brimonidine Was Known to Cause Unwanted Side Effects, 
Including Eye Redness

245 IPR: Paper 25 at 19-20
600 IPR: Paper 21 at 20-21

Dr. Daniel W. Gil
(Patentee’s expert)

EX2227 (Gil Decl.) at ¶ 51

EX2227 (Gil Decl.) at ¶ 24;
see also EX1008 at 3; EX1068 at 4; EX1067 at 9, 14



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 57

Brimonidine Was Known to Cause Unwanted Side Effects, 
Including Eye Redness

EX2028 (Fudemberg 2008) at 4;
EX2223 (Noecker Decl.) at ¶ 112 

EX2118 (AU ’265 Application) at 115:10-13 

245 IPR: Paper 25 at 19-20
600 IPR: Paper 21 at 20-21



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 58

What Allergan Actually Did When It Wanted To 
Create A Redness Reliver

245 IPR: Paper 25 at 2, 3, 19-20, 59, Paper 72 at 21.
600 IPR: Paper 21 at 2, 3, 21, 55, Paper 68 at 13.

EX2011 at 2:27-35

Dr. Daniel W. Gil
(Patentee’s expert) EX2227 (Gil Decl.) at ¶ 41



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 59

Allergan and Dr. Gil Never Considered Using Brimonidine 
for Redness Reduction

245 IPR: Paper 25 at 2, 3, 19-20, Paper 72 at 21.
600 IPR: Paper 21 at 2, 3, 21, Paper 68 at 13.

Dr. Daniel W. Gil
(Patentee’s expert)

EX2227 (Gil Decl.) at ¶ 41



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 60

Allergan and Dr. Gil Never Considered Using Brimonidine 
for Redness Reduction

245 IPR: Paper 25 at 2, 3, 19-20, Paper 72 at 21.
600 IPR: Paper 21 at 2, 3, 21, Paper 68 at 13.

Dr. Daniel W. Gil
(Patentee’s expert)

EX2227 (Gil Decl.) at ¶ 42

EX2227 (Gil Decl.) at ¶ 24



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 61

Contemporaneous Review Article of Brimonidine’s Current Applications, 
Never Even Alludes to Its Use as a Redness Reliever

245 IPR: Paper 25 at 19-20, 29; Paper 72 at 23-24
600 IPR: Paper 21 at 3, 21-22, Paper 68 at 15-16.

EX2028 (Fudemberg 2008) at 2, 4
245 IPR: EX2023 (Noecker Decl.) at ¶¶ 111-112, 122; 
600 IPR: EX2023 (Noecker Decl.) at ¶¶ 115-116, 130 

Endnotes



DEMONSTRATIVE EXHIBIT – NOT EVIDENCEDEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Steady and Consistent Prior Art Messaging: 
Go HIGH to Reduce Redness

62



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Steady and Consistent Prior Art Messaging: Go HIGH to Reduce Redness

EX1006 at 4-5

Norden (EX1006)

EX2279 (Galanis Dep. Tr.) at 28:5-10.

Q. Okay. And you rely on Dr. Donnenfeld’s testimony that 
Norden administered a dose of 0.4 percent brimonidine 
because Norden administered two drops of 0.2 percent 
brimonidine within a 10-minute period. Right?

A. Correct.

John Galanis, MD, FASC
(Petitioners’ Expert)

 Two drops x 0.2% brimonidine  0.4% 
brimonidine 
– 16x higher than claim 1 of the ‘245 patent

– Teaches no more than the Alphagan clinical trials

– Dr. Galanis (Petitioners’ expert) agreed Norden 
dosed high:

245 IPR: Paper 25 at 41, Paper 72 at 20-21; 
600 IPR: Paper 21 at 35, Paper 68 at 12-13.  63



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Gil (EX1004) Teaches Brimonidine Dosing Regimens 
Far Exceeding a Single Drop of 0.025% Brimonidine

EX1004 (Gil) at 4:45-5:2

Gil Example 1 – prophetic and “data-free”

 Loading dose regimen of multiple drops 
of 0.03% brimonidine to relieve pain 
from ocular surgery

 Just prior to surgery, 6 to 7 drops of 
0.03%  0.2% brimonidine
– no better than Alphagan clinical trials, which at 

least taught 0.2% whitens conjunctiva

 8x higher than a single drop of 0.025% 
brimonidine

245 IPR: Paper 25 at 24-28, Paper 72 at 19-21; 
600 IPR: Paper 21 at 22-26, Paper 68 at 11-13.  64



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Gil Example 4: Prophetic and “Data-Free” Pain Model Study 
Led POSAs to High Doses of Brimonidine

EX1004 (Gil) at 5:18-46

EX-2017, 136:21-137:1John Galanis, MD, FASC
(Petitioners’ Expert)

 Dr. Galanis admitted rabbit model incapable of 
measuring redness or its reduction

 

 Chamber on rabbit’s eye filled with 1 cc of 
brimonidine solution (see EX1004 at 5:65-66)
– Alphagan NDA states standard/average brimonidine 

eyedrop = 35 µL (EX1030 at 20)
– Dr. Galanis agreed 1cc of brimonidine at 35 µL = 28-29 

drops (EX2279, 39:14-40:3)

 Assuming 20-30 drops in 1 cc, 0.01% would be 
0.2% to 0.3% dose of brimonidine 

Q. But you agree that the model itself is not capable of 
actually making an assessment of whether redness exists 
or whether it was reduced, correct?

A. It measures pain, that's correct then.

245 IPR: Paper 25 at 26-28 and 31-33, Paper 72 at 19-21; 
600 IPR: Paper 21 at 18 and 24-26, Paper 68 at 11-13.  65



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 1 cc of brimonidine would be the equivalent of 
delivering 20-30 drops of 0.2% brimonidine

 Far exceeds what a single drop of 0.025% 
brimonidine would ocularly deliver

 Example 5 (and Example 4) evaluated pain 
relief, not redness reduction

 No better than the Alphagan clinical studies, 
which at least measured AND statistically 
analyzed brimonidine’s conjunctival 
whitening/blanching effect

Gil Example 5 Ocularly Applied 1 cc of 0.2% Brimonidine

EX1004 (Gil) at 5:65-66

245 IPR: Paper 25 at 32-33, Paper 72 at 6 and 19-20; 
600 IPR: Paper 21 at 26, Paper 68 at 11-12.  66



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Dean, Read in View of the Alphagan Clinical Trials, Would Not Have Led 
POSAs to Lower Brimonidine’s Dose Below 0.2% to Reduce Redness

245 IPR: Paper 25 at 18 and 28-29, Paper 72 at 21-22; 
600 IPR: Paper 21 at 19 and 30-31, Paper 68 at 14-15.

EX1007 (Dean) at 2:57-62

 Zero-data hypothesis that all concentrations of 
brimonidine would vasoconstrict in the front of eye 
and increase brinzolamide’s bioavailability

 Alphagan clinical studies established ~0.2% 
brimonidine as the minimum effective dose for 
redness reduction 

– POSAs - brimonidine might exert enough 
vasoconstriction to increase brinzolamide’s absorption, 
but not enough to reduce redness at low doses (245 IPR: 
EX2223 (Noecker Decl.) at ¶¶ 152, 164; 600 IPR: EX2223 
(Noecker Decl.) at ¶159)

 POSAs disincentivized to dose brimonidine below 
0.2% because it would expectedly eliminate 
brimonidine’s redness reduction effect 

EX1067 (ALPHAGAN® Labels); 
EX1068 (ALPHAGAN® P Label)

67



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Discouraging Modifications that Cut Against the Goal

“The district court, applying [teaching away] standard, credited … 
testimony … that a skilled artisan ‘would have been discouraged from 
incorporating the formulations in Controls 3 and 91’ because ‘the data cut 
against the very goal a [skilled artisan] would have been trying to 
achieve—a stable product with a consistent dose.’… The district court 
concluded, therefore, that ‘Rogueda teaches away and does not render the 
claims obvious.’ We discern no clear error in this finding and therefore 
affirm the district court’s determination of nonobviousness.”

AstraZeneca AB v. Mylan Pharms. Inc., 19 F.4th 1325, 1337 (Fed. Cir. 2021) (emphasis added)

245 IPR: Paper 25 at 38-48, Paper 72 at 24-25; 
600 IPR: Paper 21 at 34-43, Paper 68 at 16-17. 68



DEMONSTRATIVE EXHIBIT – NOT EVIDENCEDEMONSTRATIVE EXHIBIT – NOT EVIDENCE

No Presumption of Obviousness

69



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Covering everything effectively tells POSAs nothing

70

Not Presumptively Obvious That One Drop of 
0.025% Brimonidine Would Reduce Eye Redness

245 IPR: Paper 25 at 40, Paper 72 at 24-25; Paper 6 at 3 
600 IPR: Paper 21 at  34, Paper 68 at 16-17; Paper 6 at 4.

Together, Gil and Dean cover every known concentration of brimonidine

“It may also be true here that ‘the disclosed range[s are] so broad as to 
encompass a very large number of possible distinct compositions,’ … such
that they do not teach any specific amounts or combinations and that the 
burden of producing evidence of teaching away, unexpected results, and 
other pertinent secondary considerations did not shift to Allergan.”

Allergan, Inc. v. Sandoz Inc., 796 F.3d 1293, 1305 (Fed. Cir. 2015)



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 71

Teaching Away and Unexpected Results 
Dissolves the Overlapping Ranges Presumption

245 IPR: Paper 72 at 24; 600 IPR: Paper 68 at 16.

“When rebuttal evidence is provided, the prima facie case 
dissolves, and the decision is made on the entirety of the 
evidence.”

In re Kumar, 418 F.3d 1361, 1366 (Fed. Cir. 2005) (emphasis added)

Requiring consideration of all evidence anew



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 72

Objective Evidence of Nonobviousness Dissipates 
Overlapping Ranges Presumption

 Unexpected results – low dose brimonidine not expected to work
– Unexpectedly and beneficially, one drop 0.025% brimonidine reduced redness 

6x greater than standard of care, Visine, without rebound or tachyphylaxis
– The unexpected results are different in kind

Allergan, Inc. v. Sandoz Inc., 796 F.3d 1293, 1306-07 (Fed. Cir. 2015) (claimed invention 
demonstrating a difference between an effective and safe drug versus one with significant 
side effects that led to patient noncompliance “is an unexpected difference in kind that 
supports non-obviousness.”)

 Industry praise and commercial success
– Superior efficacy and safety profile of claimed method (embodied in use of 

Lumify) led to industry praise and then to commercial success

245 IPR: Paper 25 at 54-61, Paper 72 at 25-27; 
600 IPR: Paper 21 at 50-57, Paper 68 at 17-19.



DEMONSTRATIVE EXHIBIT – NOT EVIDENCEDEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Objective Indicia Confer Patentability

73



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

In re Merchant, 575 F.2d 865 (CCPA 1978) provides the legal construct for selecting 
closest prior art

– Merchant’s claimed invention: method of removing HF from gaseous HCl using dry technique 
(significant claim element)

– The CCPA selected as closest prior art process that aligned with claimed invention’s purpose – 
method of removing HF from gaseous HCl

– Rejected the Board’s choice of method of removing HF from air using a dry technique

– The CCPA court did not choose the process with the dry technique

– Stated chasing every prior art method that used a significant element would make every reference 
“closest”

– Chose method that had the greatest alignment with the claimed invention, i.e., one that achieved the 
same end result as the claimed invention

74

Legal Construct for Determining the Closest Prior Art
for an Unexpected Results Comparison

245 IPR: Paper 21 at 50; 600 IPR: Paper 25 at 45-46.



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Bedrock principle of patent law is that the claim defines the scope of protection and 
exclusionary right

“[T]he name of the game is the claim.” Apple Inc. v. Motorola, Inc., 757 F.3d 1286, 1298 (Fed. 
Cir. 2014)

 Here, the claimed invention is a method of reducing eye redness

 Gil Example 1 disqualified as closest prior art 

– It is not a method of reducing eye redness but a method of reducing ocular pain

– The Board already found that in the ’724 IPR – “a POSA would not have read Gil’s disclosure [in 
Example 1] of administering brimonidine with the express intent to treat eye pain as 
necessarily an intent to treat eye redness.” EX1003 (’742 IPR FWD) at 35. 

75

Starting Point for Determining the Closest Prior Art 
Begins with the Claimed Method of Reducing Eye Redness

245 IPR: Paper 25 at 52; 600 IPR: Paper 21 at 48. 



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 0.03% brimonidine is what the prior Board in the ’742 IPR contended was obvious
– “In contrast, here, Gil clearly teaches that 0.03% brimonidine is topically applied to patients’ eyes having 

an ocular condition, and suggests that it would be effective in reducing eye redness.” EX1003 (’742 IPR 
FWD) at 63-64 (emphasis added).

– Note: Gil does not teach a single drop of 0.03% brimonidine, but a loading dose that approaches 0.2% 

In Millennium v. Sandoz, the CAFC held the closest prior art comparator for unexpected 
results must be “disclosed, prepared, or tested.” 862 F.3d 1356, 1368 (Fed. Cir. 2017).

– Because “[u]nexpected results are shown in comparison to what was known, not what was unknown,” the 
patentee was not required to create a new, undisclosed product from the prior art and test that product against 
the invention. Id. (emphasis added).

 Requiring a patentee to compare its invention to what is alleged to be obvious would 
require comparing the invention against itself – that is not the law

76

0.03% Brimonidine Cannot Legally Constitute the Closest Prior Art

245 IPR: Paper 25 at 50-51 and 53-54, Paper 72 at 25-26; 
600 IPR: Paper 21 at 45-47 and 49-50, Paper 68 at 17-18. 



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Gil Example 1 administers not a single drop but 6-7 drops of 0.03% brimonidine, 
approaching what a single drop of 0.2% would ocularly deliver
– EX1004 (Gil) at 4:45-5:2

 Brimonidine is not administered as the sole active but co-administered with other 
actives, some of which reduce redness
– EX2018 (Sher ’742 IPR Dep. Tr.) at 22:24-23:13; 245 IPR: EX2223 (Noecker Decl.) at ¶142; 600 IPR: 

EX2223 (Noecker Decl.) at ¶ 141

 Gil Example 1 is not a method of reducing redness, but a method of reducing ocular pain
– EX1003 (’742 IPR FWD) at 33

77

More Glaring Legal Problems with Comparing 
Lumify’s Redness Reduction Ability Against 0.03% Brimonidine

245 IPR: Paper 25 at 24-25, 40-41 and 52-54, Paper 72 at 19-20; 
600 IPR: Paper 21 at 24-26, 34-35, and 47-50, Paper 68 at 11-12.

Requires deconstructing Gil Example 1 and creating an embodiment Gil never disclosed



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Numerous Reasons Why Visine L.R. is the Legally Proper 
Closest Prior Art to the Claimed Invention

EX1143 (Visine L.R.) at 1, 2

245 IPR: Paper 21 at 49-54, Paper 72 at 25-26; 
600 IPR: Paper 25 at 44-50, Paper 68 at 17-18. 

 Visine L.R. has far more elements in 
common with the claimed invention 
than Gil Example 1. 
– Directed to reducing eye redness

– Administers a single drop in a single step

– Doses the same concentration (0.025%)

– Achieves actual redness reduction

78



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Pre-2008 statistically-analyzed, robust human clinical studies established brimonidine’s 
minimum effective redness-reducing dose was about 0.2%

79

No Expectation in the Art That 
One Drop of 0.025% Brimonidine Would Reduce Eye Redness

 Because of its low affinity for α1-adrenoreceptors the art taught “brimonidine 
would be the least likely to produce α1-adrenoceptor-mediated side effects, 
such as … ocular vasoconstriction”
– EX1035 (Burke) at 2

 Visine’s oxymetazoline, a mixed α1/α2 agonist, had a 200-fold greater 
affinity for α1 over α2 than brimonidine and would have been expected to 
vastly outperformed Lumify. 
– 245 IPR: EX2223 (Noecker Decl.) at ¶¶223-224; 600 IPR: EX2223 (Noecker Decl.) at ¶¶ 

214-217

245 IPR: Paper 25 at 56; 600 IPR: Paper 21 at 52. 



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Lumify Not Only Worked, It Unexpectedly Reduced Redness
Up to 6x Better Than Standard of Care, Visine L.R.

0.025% Brimonidine v. 0.025% Oxymetazoline Redness Reduction

Conjunctiva Episclera

Brimonidine about 3.3-5.5 
times better than Visine L.R. 

(oxymetazoline)

Brimonidine about 4.3-6.5 
times better than Visine L.R. 

(oxymetazoline)

Duration of action: 30% longer

245 IPR: EX2223 (Noecker Decl.) at ¶¶223-228; 
600 IPR: EX2223 (Noecker Decl.) at ¶¶214-223

VS.

245 IPR: Paper 25 at 10 and 54-57, Paper 72 at 24-25; 
600 IPR: Paper 21 at 10-11 and 50-53, Paper 68 at 17. 80



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

EX-2027 (Lumify NDA Summary Review) at 3

81

Unexpectedly and Beneficially, Lumify Exhibited 
No Tachyphylaxis or Rebound Hyperemia

245 IPR: Paper 25 at 10 and 57, Paper 72 at 24-35; 
600 IPR: Paper 21 at 11 and 53, Paper 68 at 17.

 FDA independently recognized that Lumify surprisingly did not show 
tachyphylaxis or rebound hyperemia in clinical trials

 A distinctly meaningful “real-world” advantage over the commercial 
products and important for OTC products susceptible to 
noncompliant misuse. 245 IPR: EX2223 (Noecker Decl.) at ¶¶235-
236; 600 IPR: EX2223 (Noecker Decl.) at ¶¶229-230. 

 Unexpectedly superior efficacy and safety profile of claimed method 
(embodied in use of Lumify) represents a difference in kind, 
providing substantial objective evidence of non-obviousness



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

“The claimed formulation, which comprises 0.01% bimatoprost and 200 ppm BAK, 
unexpectedly maintained the IOP-lowering efficacy of Lumigan 0.03%, while 
exhibiting reduced incidence and severity of hyperemia, even though the prior art 
taught that BAK could cause hyperemia at high concentrations. Those results
exhibited by the claimed formulation thus constitute an unexpected difference in
kind, viz., the difference between an effective and safe drug and one with
significant side effects that caused many patients to discontinue treatment.”

Allergan, Inc. v. Sandoz Inc., 796 F.3d 1293, 1306-1307 (Fed. Cir. 2015)

Lumify’s Heretofore Unrealizable Efficacy and Safety Profile was a Difference in 
Kind and Foundational to Its Industry Praise and Commercial Success

245 IPR: Paper 25 at 57, Paper 72 at 24-25; 
600 IPR: Paper 21 at 53, Paper 68 at 17. 82



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 83

Lumify Has Generated Significant Industry Praise 

245 IPR: Paper 25 at 60-61, Paper 72 at 26-27; 
600 IPR: Paper 21 at 56-57, Paper 68 at 18-19. 

EX-2070 at 13



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Lumify Has Generated Significant Industry Praise 

EX-2063 at 3

245 IPR: Paper 25 at 60-61, Paper 72 at 26-27; 
600 IPR: Paper 21 at 56-57; Paper 68 at 18-19. 84



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Lumify’s Industry Praise Extends to Petitioners and Their Licensor

EX-2160 at 1

245 IPR: Paper 25 at 60-61, Paper 72 at 26-27; 
600 IPR: Paper 21 at 56-57, Paper 68 at 18-19. 85



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 86

Lumify’s Substantial Commercial Success Is 
Objective Evidence of Non-Obviousness

 Overall redness reliever marketplace has grown by 
152% since 2017, the year before Lumify's launch

 All redness relievers combined other than Lumify only 
grew 11.5% during the same time period

 Lumify has driven the entire category 

245 IPR: Paper 25 at 58-59 and 61-63, Paper 72 at 26-27; 
600 IPR: Paper 21 at 54-55 and 57-59, Paper 68 at 18-19; 
EX-2230 (Ferris Decl.) at ¶26; EX-2075 at 3.

"A prima facie case of nexus is made when the patentee shows both that there is 
commercial success, and that the product that is commercially successful is the 
invention disclosed and claimed in the patent. Once the patentee demonstrates a 
prima facie nexus, the burden of coming forward with evidence in rebuttal shifts 
to the challenger."

Crocs, Inc. v. Int’l Trade Comm'n, 598 F.3d 1294, 1310-11 (Fed. Cir. 2010) (emphasis added) (internal citation omitted)



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Petitioners’ chief arguments for lack of nexus are that the patented features are found in 
the prior art (incorrect, see supra) and that Lumify’s success is due to marketing, not the 
patented features

 But advertising expenses as a share of gross net revenue for Lumify have steadily and 
dramatically fallen since the months following launch in 2018, while sales have steadily 
increased

 Petitioners’ expert admitted this evidence was not before the Board in the ’142 IPR
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Petitioners Cannot Rebut Lumify’s Presumed 
Nexus With the Challenged Patent Claims

245 IPR: Paper 25 at 61-63, Paper 72 at 26-27; 
600 IPR: Paper 25 at 57-59, Paper 68 at 18-19; 
EX-2229 (Jarosz Decl.) at Appendix 28.

Q. There was no appendix equivalent to this one in the 
'742 declaration by Mr. Jarosz; you would agree? 

A. That was not in the '742 declaration that I recall.

EX-2281 (Masztak Dep. Tr.) at 184:8-12



DEMONSTRATIVE EXHIBIT – NOT EVIDENCEDEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Not Inherently Obvious That One Drop of 0.025% 
Brimonidine Would Reduce Eye Redness

88



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Teaching away and objective evidence of nonobviousness
– the prior art led POSAs to high doses of brimonidine, expecting that low doses would not work to reduce 

redness, confirming nonobviousness

 Nonobvious invention vitiates position of inherency in the obvious context
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Not Inherently Obvious That One Drop of
0.025% Brimonidine Would Reduce Eye Redness

“Finally, we reject the Appellants' argument that the unexpected results do not support 
nonobviousness because they are merely the inherent properties of an otherwise obvious 
formulation. As indicated, the prior art did not disclose, either explicitly or implicitly, the 
claimed formulation; rather, it taught away from such a formulation. 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. The
unexpected properties of the claimed formulation, even if inherent in that formulation,
differ in kind from the prior art, thereby supporting a conclusion of nonobviousness.”

Allergan, Inc. v. Sandoz Inc., 796 F.3d 1293, 1307 (Fed. Cir. 2015)

245 IPR: Paper 25 at 38-40, Paper 72 at 24-25; 
600 IPR: Paper 25 at 34, Paper 68 at 16-17. 
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Not Inherently Obvious That One Drop of
0.025% Brimonidine Would Reduce Eye Redness

“As we concluded in the earlier dispute regarding claim 4 of the ’149 patent, the 
concomitant administration of brimonidine and timolol ophthalmic composition twice 
daily is obvious in view of the prior art. Each asserted claim, however, expressly recites an
additional efficacy limitation that further restricts the method of administering the 
composition twice daily: (1) “without loss of efficacy” in claim 4 of the ’149 patent; (2) “a 
therapeutically effective amount” in claim 1 of the ’976 patent; and (3) “reduc[ing] the 
incidence of one or more adverse events” in claim 1 of the ’425 patent. Those efficacy
limitations are not disclosed by any prior art reference in the record. To the contrary, the 
prior art shows that the combination dosed twice daily produces a loss of efficacy in the 
afternoon. The efficacy limitations are also not inherent in the administration of the
ophthalmic composition, a finding adequately supported by the record.”

Allergan Sales, LLC v. Sandoz, Inc., 717 F. App’x 991, 994 (Fed. Cir. 2017)

245 IPR: Paper 72 at 25; 600 IPR: Paper 68 at 17.


