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Neurelis (“PO”) submits this Sur-Reply to Petitioner’s Reply (Paper 43, 

“Reply”), challenging claims 17 and 22 of U.S. Patent No. 8,895,546 (EX1001, 

“’546 Patent”). 

The concerns expressed by Neurelis in its Patent Owner Response (Paper 28, 

“POR”) remain unaddressed.  Petitioner continues to follow the “inventor’s own 

path” in its obviousness arguments, but that “path itself never leads to a conclusion 

of obviousness; that is hindsight.”  Otsuka Pharm. Co., Ltd. v. Sandoz, Inc., 678 F.3d 

1280, 1296 (Fed. Cir. 2012).  Petitioner starts with Gwozdz-PCT (EX1009) and 

modifies it with Meezan (EX1010), each of which shares inventors with the ’546 

Patent.  What matters is not the path forged by the inventors, but instead “the path 

that the person of ordinary skill in the art would have followed, as evidenced by the 

pertinent prior art.”  Millenium Pharms., Inc. v. Sandoz Inc., 862 F.3d 1356, 1367 

(Fed. Cir. 2017) (quoting Otsuka, 678 F.3d at 1296).  Petitioner’s Reply does not 

address either Otsuka or Mellenium, and Petitioner does not deny that it is simply 

seeking to retrace the inventors’ path.  When reviewing the cited prior art from the 

perspective of a POSITA, there is no motivation to combine to achieve the claimed 

invention, absent Petitioner’s hindsight perspective of the inventor’s own work. 

I. COLLATERAL ESTOPPEL DOES NOT APPLY 

As is undisputed, the ’546 Patent was never actually litigated during IPR2019-

00451.  Only the ’876 Patent was litigated.  Petitioner seeks to collapse the two 
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patents into one another through collateral estoppel, but “separate patents describe 

separate and distinct inventions, and it cannot be presumed that related patents rise 

and fall together.” Comair Rotron, Inc. v. Nippon Densan Corp., 49 F.3d 1535, 1539 

(Fed. Cir. 1995). 

Petitioner’s attempts to shoehorn IPR2019-00451 into the ’546 Patent also fail 

because Claims 17 and 22 of the ’546 Patent include a limitation requiring dodecyl 

maltoside, which was not litigated in evaluating motivation to combine concerning 

the ’876 Patent, and the Gwozdz-PCT priority issues were not litigated and are 

subject to an intervening change in law. 

A. ISSUES MATERIALLY DIFFER

Collateral estoppel does not apply when claims are “materially different” from 

those previously litigated.  ParkerVision, Inc. v. Qualcomm Inc., 116 F.4th 1345, 

1356 (Fed. Cir. 2024); MaxLinear, Inc. v. CF CRESPE LLC, 880 F.3d 1373, 1377-

78 (Fed. Cir. 2018) (remanding for failure to analyze dependent claims).  

Every ’546 Patent claim requires “dodecyl maltoside.”  In contrast, the sole 

independent claim of the ’876 Patent (claim 1) recites a broad genus, “alkyl 

glycoside,” and only certain dependent claims (claims 26-28, 30-33) recite “dodecyl 

maltoside.”  The broader category of alkyl glycosides encompasses countless species 

of structurally distinct molecules varying in characteristics such as chain length (i.e., 

how many carbons, with “dodecyl” having 12 and “alkyl” having any number). 
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EX2072 ¶¶80, 189.  These structural differences are not academic; they alter 

functional and biologic properties. EX2070 at 22:10-23:22, 25:13-25:24.  This 

distinction matters because, as discussed below, the IPR2019-00451 panel treated 

the “alkyl glycoside” independent claims as representative, and swept in the 

remaining claims without further analysis. 

Petitioner’s cited cases are inapposite.  In Ohio Willow Wood, patent owner 

had “not provided any explanation regarding how” the difference in claim scope 

affects the invalidity analysis.  Ohio Willow Wood Co. v. Alps South, LLC, 735 F.3d 

1333, 1343 (Fed. Cir. 2013).  In Soverain, the adjudicated claims recited a 

“network,” while the unadjudicated claim recited, “the network is an Internet.” 

“Routine incorporation of Internet technology … does not change the invalidity 

analysis.”  Soverain Software LLC v. Victoria’s Secret Direct Brand Mtmt., LLC, 

778 F.3d 1311, 1319-1320 (Fed. Cir. 2015).  Here, differences in claim language 

materially affect patentability. 

“Obviousness concerns whether a skilled artisan not only could have made 

but would have been motivated to make the combinations or modifications of prior 

art to arrive at the claimed invention.”  Belden Inc. v. Berk-Tek LLC, 805 F.3d 1064, 

1073 (Fed. Cir. 2015) (cleaned up).  Meezan discloses a number of different alkyl 

glycosides, many of which perform better than “dodecyl maltoside.”  As discussed 

further below, a POSITA would not have been motivated to combine Gwozdz-PCT 
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with Meezan to arrive at the claimed invention.  “[A] difference in the claims that 

would alter a POSITA’s motivation to combine prior art references would be 

material to the invalidity analysis.”  TQ Delta, LLC v. 2Wire, Inc., 2021 WL 2671296 

at *6 (D. Del. June 29, 2021).  Petitioner disregards this case. 

B. ISSUES WERE NOT ACTUALLY LITIGATED

Collateral estoppel also fails because it applies only to issues “actually 

litigated in the first action.”  Google v. Hammond Development Int’l, Inc., 54 F.4th 

1377, 1381 (Fed. Cir. 2022).  Collateral estoppel does not apply to issues that merely 

“could have been raised in the prior litigation.”  Purdue Pharma L.P. v. Iancu, 767 

F. App’x 918, 922 (Fed. Cir. 2019) (cleaned up) (original emphasis).  Failure to

contest an issue, or even stipulating to it, does not create collateral estoppel. Id. 

1. Non-Obviousness over Gwozdz-PCT and Meezan

Petitioner suggests that because several dependent claims of the ’876 Patent 

recited “dodecyl maltoside,” the ’546 Patent should be treated as having been 

actually litigated.  Reply at 2-6.  Petitioner is wrong. 

In IPR2019-00451, patent owner did not contest whether the prior art 

disclosed any claim limitations, including “dodecyl maltoside.”  EX2076 at 28-29; 

EX1072  ¶¶76-77 (expert presenting argument for motivation “to include alkyl 

glycosides,” but not addressing dodecyl maltoside); EX1040 at 27 (final written 

decision stating “Patent Owner does not present separate arguments for any of the 
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dependent claims.”).  Nor did patent owner argue on appeal whether the prior art 

disclosed any of the claim limitations, or substantive non-obviousness of “dodecyl 

maltoside.”  EX1081 (appellant’s opening brief) at 40-51.  The only argument patent 

owner presented regarding “dodecyl maltoside” concerned priority date of the ’876 

Patent, not non-obviousness.  See id. at 1 (Question 2), 40 (non-obviousness section) 

55-56 (remedy).  The only non-obviousness arguments made concerning “dodecyl 

maltoside” was that Gwozdz-PCT did not qualify as prior art.  Id. at 40. 

2. Priority of Gwozdz-PCT 

In IPR2019-00451, “Patent Owner [did] not contest that Gwozdz[-PCT] is 

entitled to this filing date” of Gwozdz-Provisional.  EX1040 at 14.  As this Panel 

explained: 

On the present record, we agree with Patent Owner that collateral 
estoppel does not bar Patent Owner from challenging Gwozdz’s prior-
art status in this case. Patent Owner’s apparent concession that Gwozdz 
was prior art during the 451 IPR does not equate to the issue being 
actually litigated. … Failure to contest an issue – or even stipulating to 
an issue – does not comprise litigating that issue for collateral estoppel 
purposes. See Purdue Pharma L.P. v. Iancu, 767 F. App’x. 918, 922 
(Fed. Cir. 2019). 

Paper 13 at 15.  Petitioner does not address this argument, nor recent authority on 

priority-date analysis.  Paper 28 (“POR”) at 53-54; In re Riggs, 131 F.4th 1377, 1384 

(Fed. Cir. 2025). 
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II. PETITIONER CONFLATES §103(c) PROVISIONS 

Petitioner argues, “[w]ithout co-ownership, the safe harbor of Section 

103(c)(2) cannot apply.”  Reply at 12.  While 35 U.S.C. §103(c)(1) (pre-AIA) 

requires actual co-ownership, §103(c)(2) does not.  If the §103(c)(2) sub-provisions 

are met, subject matter developed by another is “deemed to have been owned by the 

same person or subject to an obligation of assignment to the same person.”  

Nevertheless, the §103(c)(2) argument is moot in this proceeding (subject to review 

and appeal) after the Board denied PO’s motion for leave to amend the specification.  

Papers 36, 39.  Petitioner agrees that the argument under “35 U.S.C. §103(c)(2) is 

now moot” in this proceeding in view of these rulings.  Reply at 1. 

III. GWOZDZ-PCT IS NOT PRIOR ART 

For Gwozdz-PCT to achieve a §102(e) (pre-AIA) prior art date to the 

61/040,281 provisional, “the cited content” relied on to support the unpatentability 

analysis must also be “adequately supported by the written description of the 

provisional application.”  Riggs, 131 F.4th at 1384-85. 

In the Petition, Petitioner argued that “a motivation existed to combine” 

Gwozdz-PTC with Meezan, because “Gwozdz[-PCT] teaches that the 

pharmaceutical solutions … may further incorporate additional pharmaceutically 

acceptable additives, including … ‘penetration enhancers’ … to improve the 

efficacy.”  Pet. at 26-27 (citing EX1009, 10:12-16); see Pet. at 30, 44; EX2070 
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(Donovan Tr.) at 78:22-79:6.  Elsewhere in the Petition, Petitioner asserts motivation 

to combine based on increasing “penetration and absorption.”  Pet. at 31.  The 

“penetration enhancer” embodiment was so important to Petitioner’s motivation to 

combine theory that Petitioner argued that collateral estoppel should apply 

specifically to the issue of whether “a person of ordinary skill in the art would have 

had reason to add alkyl glycoside as a penetration enhancer, as disclosed in Meezan.”  

Pet. at 9. 

In response, PO explained how the “penetration enhancer” language was 

omitted by Gwozdz-Provisional, such that it is not prior art and not available to 

supply motivation to combine.  POR at 16-17.  Petitioner does not respond to the 

lack of disclosure of “penetration enhancer” in Gwozdz-Provisional or attempt to 

establish its availability as prior art.  Rather, Petitioner sidesteps its own Petition, 

now asserting that “Petitioner’s obviousness showing does not depend on that phrase 

[‘penetration enhancer’] in any event.”1  Reply at 1-2.  Petitioner then shifts to a new 

theory in Reply concerning “wetting agents,” but as discussed below, this too does 

not support obviousness. 

 
1 This tactic is reminiscent of Obi-Wan Kenobi’s classic line, “These aren’t the 

drones you’re looking for.” 
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IV. THE CHALLENGED CLAIMS ARE NOT OBVIOUS

The combination of Gwozdz-PCT/Meezan does not render obvious any

claims.  First, the combination does not disclose all claim limitations.  Second, 

Petitioner fails to present a compelling reason why a POSITA would combine the 

references, while ignoring the numerous reasons dissuading from such a 

combination.  Petitioner’s obviousness rationales are rife with hindsight. 

A. FAILURE TO DISCLOSE OR SUGGEST ALL CLAIM LIMITATIONS

“[P]etitioner has the burden from the onset to show with particularity with the 

patent it challenges is unpatentable.”  Harmonic Inc. v. Avid Tech., Inc., 815 F.3d 

1356, 1363 (Fed. Cir. 2016).  “[A]n entirely new theory of prima facie obviousness” 

cannot be raised in reply, even if it “is responsive to the patent owner’s response.” 

Corephotonics, Ltd. v. Apple Inc., 84 F.4th 990, 1008 (Fed. Cir. 2023); see Paper 48. 

It is not permissible for a reply to include “previously unidentified portions of a 

prior-art reference to make a meaningfully distinct contention” and cite “several new 

non-patent literature references” to support obviousness opinions.  Apple Inc. v. 

Andrea Elecs. Corp., 949 F.3d 697, 706 (Fed. Cir. 2020).  Here, Petitioner introduces 

new evidence and theories. 

Petitioner failed to explain how the prior art meets the “consisting of” 

limitation when the Petition relied on aqueous embodiments of the prior art.  POR 
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at 26-28.  Even after abandoning its previous claim-construction positions and 

relying on new embodiments, Petitioner still cannot demonstrate this limitation. 

a. Petitioner’s Improper Claim Construction Tactics 

The challenged claims require a formulation “consisting of” various elements, 

none of which is water.  In district court, Petitioner narrowly construed “consisting 

of” to mean either the claims must exclude all water or the claims are indefinite.  

EX2050 at 27, 46, 53-57.  Dr. Donovan prepared a declaration espousing this very 

position.  EX2069 ¶¶26, 33, 50, 53, 57. 

The Petition did not identify these constructions.  Every prior art embodiment 

the Petition cites explicitly contains water.  POR at 25-28.  For example, the 

“penetration enhancer” and “wetting” embodiments are within the “other 

pharmaceutically acceptable additives” disclosure in Gwozdz-PCT, which Petitioner 

relies on as supplying motivation to combine.  EX1009 at 10:3-16.  This embodiment 

is expressly aqueous, in “saline solution or water.”  EX1009 at 10:8.  Petitioner 

sought “broader constructions at the Board to support a patentability challenge while 

seeking narrower constructions in litigation to avoid infringement liability.”  Revvo 

Techs., Inc. v. Cerebrum Sensor Techs., Inc., IPR2025-00632, Paper 20 at 4 

(P.T.A.B. Nov. 3, 2025) (precedential).  

Faced with this inconsistency and failure to address the scope of “consisting 

of” in prior art, Petitioner changes horses.  The day before filing Petitioner’s Reply, 
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Petitioner unilaterally filed a “stipulation” in district court to withdraw its claim-

construction position.  EX1083.  Dr. Donovan also asks the Board to ignore her 

district court declaration.  EX1078 ¶¶15-16. 

First, the rules do not permit parties to assert inconsistent claim constructions.  

Second, Petitioner now asserts new theories for how the prior art is non-aqueous 

(discussed below).  Third, as Petitioner knows, at least one co-defendant has not 

offered such a stipulation and pursues the same argument based on “consisting of.”  

Such gamesmanship is not permitted. 

Petitioner violated 37 C.F.R. §42.104(b)(3), which “requires a petition to 

identify ‘[h]ow the challenged claim is to be construed.’”  Tesla, Inc. v. Intellectual 

Ventures II LLC, IPR2025-00340, Paper 18 at 2 n.1 (P.T.A.B. Nov. 5, 2025) 

(informative).  Petitioner states that “[i]n the litigation, Petitioner agreed to adopt 

Patent Owner’s proposed construction” of “no construction necessary” (Reply at 7), 

but this “does not explain sufficiently why the different positions were warranted.”  

Revvo, IPR2025-00632, Paper 20 at 5 (rejecting excuse that petitioner “accepts 

Patent Owner’s proposed constructions”).   

b. Petitioner Shifts to New Theories in Reply 

Petitioner pivots to a new embodiment of Gwozdz-PCT as purportedly 

teaching non-aqueous intranasal solutions.  Reply at 15, 22 (citing EX1009 at 11:17-

18).  This embodiment was not cited in the Petition and is improper in reply.  Ariosa 
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Diagnostics v. Verinata Health, Inc., 805 F.3d 1359, 1367 (Fed. Cir. 2015) (“Not 

until … Reply declaration did Ariosa identify specific embodiments … that do not 

use restriction-enzyme digestible primers.”); Corephotonics, 84 F.4th at 1009 (reply 

is improper if it “‘point[s] to any new embodiments’ of a prior art reference not 

previously identified in the petition”).  This new embodiment does not demonstrate 

obviousness. 

c. No Motivation to Combine

The newly cited embodiment of Gwozdz-PCT states, “Formulations suitable 

for parenteral administration can be aqueous or non-aqueous injection solutions.” 

EX1009 at 11:17-19; Reply at 15, 22.  An injection embodiment definitionally 

provides “absolute or 100% bioavailability.”  EX2072 ¶109 (i.e., injections serve as 

the benchmark for bioavailability measurements).  But according to the Petition, the 

motivation to combine Gwozdz-PCT and Meezan is for “improved bioavailability.” 

Petition at 30-32.  If the new embodiment from Gwozdz-PCT is already 100% 

bioavailable (i.e., an injection), there would be no reason to modify Gwozdz-PCT 

with Meezan, as Gwozdz-PCT already provides 100% bioavailability. 

The hindsight continues: every example in Meezan is directed to adding alkyl 

glycosides to aqueous solutions of peptides or proteins.  EX2072 ¶139.  Against the 

weight of disclosure, Petitioner cites the singular instance of the word “non-

aqueous,” found in a boilerplate catch-all paragraph of Meezan.  Reply at 24 (citing 
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EX1010 ¶[0074]).  Petitioner is improperly “us[ing] hindsight reconstruction to pick 

and choose among isolated disclosures to deprecate the claimed invention.”  In re 

Fine, 837 F.2d 1071, 1075 (Fed. Cir. 1998); Fulton, 391 F.3d at 1200 (“whether 

there is something in the prior art as a whole to suggest the desirability, and thus the 

obviousness, in making the combination available”). 

Petitioner relies on a different passage of Meezan for its disclosure of DDM. 

Reply at 25 (citing EX1010 ¶[0157]).  But this passage discloses “ocular [eyedrops] 

administration of insulin” (a macromolecule), not intranasal administration of 

diazepam (small molecule).2  EX1010 ¶[0157]. 

***** 

To reconstruct the challenged claims, requiring a non-aqueous intranasal 

solution of dodecyl maltoside and diazepam, Petitioner starts with an injection 

solution of benzodiazepines in Gwozdz (EX1009 at 11:17-26) that definitionally has 

100% bioavailability.  Petitioner modifies that solution by combining with an 

embodiment of Meezan directed to aqueous insulin eye drops, while simultaneously 

relying on a “non-aqueous” boilerplate statement.  This is unbridled hindsight. 

2 The molecular weight of insulin is 5,800 Daltons, compared to 285 Daltons for 

diazepam.  EX1077 at 214:12-17; EX2072 ¶169. 
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B. PETITIONER’S GENERIC MOTIVATIONS DO NOT ESTABLISH 

OBVIOUSNESS 

Petitioner generically asserts that a “POSA in the field of pharmaceutical 

dosage form development is motivated to pursue better physicochemical properties, 

including solubility, stability, and bioavailability.”  Reply at 17.  This argument 

reduces to the truism that nothing is perfect, and any formulation can always be 

better.  EX1077 at 129:2-16.  But that is not the law.  ActiveVideo Networks, Inc. v. 

Verizon Commc’ns, Inc., 694 F.3d 1312, 1327-1328 (Fed. Cir. 2012) (generic 

testimony “fails to explain why a person of ordinary skill in the art would have 

combined elements from specific references in the way the claimed invention 

does.”); Pers. Web Techs., LLC v. Apple, Inc., 848 F.3d 987, 992 (Fed. Cir. 2017) 

(rejecting rationale that a POSITA “once presented with the two references, would 

have understood that they could be combined”).  None of Petitioner’s generic 

solubility, stability, and bioavailability theories pass muster. 

1. Gwozdz-PCT Solves the Problem of Bioavailability 

As discussed above, the aqueous embodiments cited from Gwozdz-PCT 

(injectables) are already 100% bioavailable.  Thus, bioavailability cannot provide 

any motivation. EX1009 at 7:5-8 (Gwozdz-PCT already “provid[es] increased 

bioavailability of the therapeutic agent”). 
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2. Gwozdz-PCT Solves the Problem of Solubility 

Petitioner relies on the patent itself to frame the problem of solubility.  POR 

at 28.  Petitioner responds with the non-sequitur that PO denies the existence of 

solubility problems in prior art other than Gwozdz-PCT.  Reply at 17.  The issue is 

that Petitioner employs “hindsight reconstruction by using the patent in suit as a 

guide through the maze of prior art references, combining the right references in the 

right way so as to achieve the result of the claims in suit.”  In re NTP, Inc., 654 F.3d 

1279, 1299 (Fed. Cir. 2011) (cleaned up). 

Petitioner fails to respond to the fact that Gwozdz-PCT already solved the 

problem.  Reply at 17.  Absent evidence, Petitioner speculates that a “POSA would 

have nonetheless been motivated to look to additional strategies to … increase 

absorption and bioavailability.”  Reply at 17-18.  But Petitioner identifies no 

shortcomings in Gwozdz-PCT or need for improvement.  Petitioner has not 

demonstrated that its “[f]ormulation of the problem was derived directly from the 

prior art, rather than from the challenged claims.”  Purdue Pharma L.P. v. Depomed, 

Inc., 643 F. App’x 960, 966 (Fed. Cir. 2010). 

3. The Combination Does Not Improve Stability 

Petitioner does not dispute that its own exhibits demonstrate negative 

interactions between benzyl alcohol, ethanol, and n‑dodecyl‑β‑D‑maltoside.  

Instead, Petitioner contends without any evidence (other than Dr. Donovan’s 
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unsupported musings) that these interactions “would not impact a POSA[].”  Reply 

at 18.  The ’546 claims are not limited to “a one-time use product,” as Petitioner 

contends, which might otherwise minimize these concerns.  Medtronic, Inc. v. 

Teleflex Innovations S.a.r.l., 69 F.4th 1341, 1349 (Fed. Cir. 2023) (POSITA would 

consider whether “a proposed modification would interfere with a reference’s stated 

purpose”).  Petitioner ignores this case.  Nor does Petitioner acknowledge that 

ethanol was already a known penetration enhancer, to which a POSITA would not 

have been motivated to add a second one.  POR at 34-35.   

Tocopherols were known to be unstable.  EX2070 at 283:18-284:13.  

Petitioner’s replies that “Gwozdz[-PCT] … teach[es] formulations containing one 

or more tocopherols” and that other ingredients may be added.  Reply at 19.  But 

given the stability issues of tocopherols, a POSITA would have been dissuaded from 

modifying a working formulation absent a compelling reason.  EX2072 ¶¶82-88, 

173-177 (citing EX2053-EX2059).  Petitioner’s reference to tocopherols with 

“additional pharmaceutically acceptable additives” appears in the embodiment on 

injection applications, not nasal administrations, and Meezan fails to teach any 

application to tocopherol-based solutions.  POR at 40-41.  

***** 

At bottom, nothing would have motivated a POSITA to improve Gwozdz-

PCT, let alone with the disclosures of Meezan.  Petitioner’s asserted motivation to 



  Case No. IPR2025-00464 
  Patent No. 8,895,546 

 16 

combine reduces to: any pharmaceutical solution can always be made better.  Such 

a generalized desire to improve prior-art formulations does not establish a reason to 

combine prior-art elements “in the way the claimed new invention does.” KSR Int’l 

Co. v. Teleflex Inc., 550 U.S. 398, 418 (2007); Virtek Vision Int’l ULC v. Assembly 

Guidance Sys., Inc., 97 F.4th 882, 887 (Fed. Cir. 2024) (“mere fact that these 

possible arrangements existed in the prior art does not provide a reason that a skilled 

artisan would have” made the combination). 

Petitioner’s cited cases also do not stand for the proposition that such 

generalized goals of improvement could supplant the required motivation to 

combine analysis.  In Pfizer, the patent challenger presented an “obvious to try” case, 

but it was supported by “numerous other publications [that] clearly directed the 

skilled artisan to” the combination.  Pfizer, Inc. v. Apotex, Inc., 480 F.3d 1348, 1366 

(Fed. Cir. 2007).  The “prior art provided not only the means of creating [the 

combination] but also predicted the results, which [patentee] merely had to verify 

through routine testing.”  Id. at 1367.  The Federal Circuit found obviousness not 

based on generalizations of formulation improvement, but instead “on the 

particularized facts of this case.”  Id.  In contrast, Petitioner does not present 

“particularized facts” but instead generalizes that a POSITA “is motivated to pursue 

better physiochemical properties, including solubility, stability, and bioavailability.”  

Reply at 17.  This is hindsight, not motivation to combine. 
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C. PETITIONER’S RELIANCE ON “OTHER PHARMACEUTICALLY 

ACCEPTABLE ADDITIVES” AND “WETTING AGENTS” 

The “penetration enhancer” embodiment is not prior art because it does not 

appear in Gwozdz-Provisional (EX1064).  POR at 16-17.  Petitioner does not dispute 

this.  Reply at 20-21.  Instead, Petitioner switches to Gwozdz’s “wetting … 

materials” as an alleged motivation.  Reply at 21; EX1009 at 10:9-16.  This is a new 

theory, impermissible in reply. 

Also, the “wetting … materials” disclosure, like “other pharmaceutically 

acceptable additives,” appears in the embodiment on injection application, but not 

in the embodiment for “nasal applications.” EX1009 at 9:19-10:2, 10:3-16.  The 

route of administration is an important factor in drug delivery, which Petitioner 

ignores.  EX1077 at 140:19-142:3.  Petitioner also ignores the purpose of a “wetting” 

agent, which “modifies interfacial tension of water” (i.e., aqueous).  EX1010 

¶[0053].  Petitioner relies on aqueous injections as its motivation to combine to 

arrive at non-aqueous intranasal applications.  This is another example of improper 

hindsight reconstruction.  Henny Penny, 938 F.3d at 1332 (“[P]rior art must be 

considered for all its teachings, not selectively”). 

D. MEEZAN IS DIRECTED TO MACROMOLECULES AND DOES NOT 

ADDRESS COMPATIBILITY WITH TOCOPHEROL SOLUTIONS 

Petitioner asserts that a single disclosure of “small organic molecules” would 

teach a POSITA that Meezan could be applied to small molecules.  Reply at 23-24.  



  Case No. IPR2025-00464 
  Patent No. 8,895,546 

 18 

Not so.  A POSITA must “read the whole … document to understand what [Meezan] 

mean[s] by small organic drug molecules.”  EX1077, 154:6-8; POR at 38-40; In re 

Fine, 837 F.2d at 1075 (do not “pick and choose among isolated disclosures in the 

prior art to deprecate the claimed invention”).  Petitioner does not identify any 

examples of small molecule applications in Meezan.  

Petitioner does not respond to why a POSITA would even consider Meezan 

for small molecules, nor to the cases that PO cites regarding no motivation to 

combine when there are redundant effects.  POR at 39-40.   

Petitioner also claims that Meezan’s compounds may be used in aqueous or 

non-aqueous solutions.  Reply at 24 (citing EX1010 ¶[074]).  As stated and unrefuted 

by Petitioner, all of Meezan’s examples combine a disclosed compound in aqueous 

solutions of peptide or proteins (i.e., macromolecules).  POR at 40-41.  Petitioner is 

also still silent on the incompatibility of the Meezan compounds with tocopherol-

containing solutions.  POR at 41 (citing EX2070 at 149:7-150:7; EX2072 ¶172).  

Petitioner does not and cannot reconcile any disclosure of tocopherol-containing 

solutions like those of Gwozdz-PCT with that of Meezan.  POR at 41.  

E. NO MOTIVATION TOWARD DODECYL MALTOSIDE 

Petitioner cites a single example, Meezan ¶[0157], which compares dodecyl 

maltoside (DDM), tridecyl maltoside, and tetradecyl maltoside (TDM) as 

“absorption enhancers for ocular administration of insulin” through ocular routes 
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(eyedrops).  Reply at 25.  The same paragraph describes TDM as having “the greatest 

effect,” but Petitioner ignores this and focuses on DDM (which is not the claimed 

compound).  Reply at 25; EX1010 ¶[0157].  

The Fulton case cited by Petitioner is inapposite.  Fulton suggests that the 

“desirability of a particular combination need not be supported” by a preferred 

combination in the prior art.  In re Fulton, 391 F.3d 1195, 1200 (Fed. Cir. 2004). 

But in Fulton there were no other prior art findings that taught away from the “less 

desirable” combination.  Meezan expresses a distinct preference for TDM.  And in 

Uber, the Federal Circuit found obviousness because there were only two options: 

plot at the terminal (client) or at the server.  Uber Techs., Inc. v. X One, Inc., 957 

F.3d 1334, 1340 (Fed. Cir. 2020).  Choosing between options was simply a “design

choice between the two.”  Id.  In pharmaceutical formulations such as these, 

Petitioner has not presented any evidence that choosing between TDM and DDM 

was simply a design choice, particularly when Meezan would lead a POSITA to 

choose TDM as preferred. 

Petitioner ignores the full scope of Meezan and reviews Table I in a vacuum. 

A POSITA would look at all the Examples disclosed in Meezan and see that there is 

a quantifiable advantage of TDM over DDM.  EX2072 ¶¶184-187.  In Table III, 

decyl maltoside, dodecyl sucrose, and tridecyl maltoside all outperformed DDM at 

the same 0.5% concentration for decreasing the amount of blood glucose via 
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eyedrops (not intranasal) in rats.  EX2072 ¶186.  Table II shows that that 0.125% 

TDM eye drops were more effective than DDM.  EX2072 ¶184.  In short, nothing 

in Meezan suggests the desirability of using dodecyl maltoside in intranasal 

applications (as compared to TDM); nor does anything disclose or even suggest the 

use of the linear species, as opposed to “highly branched.” 

 

V. CONCLUSION 

Petitioner has failed to meet its burden of proving unpatentability of any ’546 

Patent claims. 

Dated: May 12, 2026 /David J. Tobin/  
David J. Tobin 
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