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I. INTRODUCTION 

Patent Owner’s response (POR) does not meaningfully distinguish this 

proceeding from the issues already litigated—and lost—in IPR2019-00451. Much 

of Patent Owner’s position simply rehashes arguments the Board rejected in the ’451 

IPR and that the Federal Circuit left undisturbed, including challenges to priority, 

the treatment of dodecyl maltoside, and the alleged lack of motivation to combine 

Gwozdz with Meezan. Those issues were fully aired before and cannot be 

repackaged here to avoid the same result.

Further, the challenged claims of the ’414 patent are not entitled to the March 

28, 2008 filing date of the ’558 provisional because that application does not provide 

adequate written-description support for “n-dodecyl-β-D-maltoside.” The 

provisional refers only generally to biological detergents in the Sigma Catalog and 

does not specifically identify, describe, or provide the necessary blaze marks to the 

claimed species. Nor can Patent Owner cure that deficiency through incorporation 

by reference of non-patent literature for essential claim material. As a result, Gwozdz 

remains prior art to the challenged claims.

Finally, Patent Owner’s effort to disqualify Gwozdz under 35 U.S.C. 

§103(c)(2) fails as a matter of law and fact. The statutory safe harbor requires 

qualifying common ownership or an applicable joint research agreement disclosure, 

neither of which is present here. As explained below, the relevant applications were 
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separately owned, and the necessary JRA disclosure was not made in the issued 

patent. Gwozdz therefore is not excluded prior art and remains a proper foundation 

for the asserted obviousness grounds. For all of these reasons, the Board should 

reject Patent Owner’s recycled arguments and find the challenged claims 

unpatentable.

II. REPLY ARGUMENTS 

A. Collateral Estoppel Precludes Patent Owner From Disputing the 
’414 Patent Priority Date or Obviousness Over the Cited Prior Art 

Patent Owner disputes that the prior art renders the claims obvious 

notwithstanding the Board’s contrary findings Final Written Decision in IPR2019-

00451 (the ’451 IPR), which the Federal Circuit affirmed. See EX1040, 68-69; 

EX1068, 1-2. Collateral estoppel applies to identical issues across different patents 

and claims unless the differences “do not materially alter” the question of 

unpatentability. Finjan LLC v. SonicWall, Inc., 84 F.4th 963, 969 (Fed. Cir. 2023). 

Patent Owner offers no reason why a claim to a solution, rather than a method of 

administering that solution, creates a “materially different” patentability question, 

so its argument fails. POR, 65-68. 

Patent Owner argues the claims are materially different because the ’414 

patent recites “n-dodecyl beta-D-maltoside”, whereas the ’876 patent recites 

“dodecyl maltoside” (DDM). POR, 69-71; see Pet., 2 (claim comparison). But as 

explained below in Section II(F)(1), there is no material difference to a POSA in the 
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patentability between claims to n-dodecyl beta-D-maltoside and DDM in view of 

the cited prior art. Collateral estoppel therefore applies to the ’414 patent’s priority 

date and obviousness over the asserted prior art. 

Patent Owner also asserts that “the Board in the ’451 IPR only addressed 

claims reciting ‘alkyl glycoside.’” POR, 74. Not so. The Board expressly addressed 

claims 26-28 and 30-33 reciting DDM and found them obvious in the ’451 IPR: 

Claim 26 depends from claim 25 and specifies that the alkyl glycoside 

is dodecyl maltoside…Petitioner also presents evidence that “Meezan 

’962 teaches that 0.25% is a preferred amount of alkyl glycoside,” 

“dodecyl maltoside is a specifically preferred alkyl glycoside,” and 

“0.25% dodecyl maltoside is also specifically disclosed.” Id. (citing Ex. 

1011 ¶¶ 56, 61, 150, 151, 158, 167, Table I, Fig. 1; Ex. 1041 ¶¶ 365–

367)…In view of the above and the evidence of record, we determine 

that Petitioner has shown, by a preponderance of the evidence, that the 

combination of Gwozdz and Meezan ’962 teaches or suggests each and 

every limitation of claims 2–16 and 24–36. 

Ex. 1040, 33-35 (emphasis added)1 and 37-47 (discussing motivation to combine); 

see also Ex. 1071 at 64:54-65:17 (’876 Patent claims 26-28 and 30-33 recite DDM). 

Patent Owner extensively litigated priority and obviousness for claims reciting DDM 

in the ’451 IPR. 

1 Emphasis always added unless otherwise noted. 
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Most telling, in its unsuccessful appeal from the ’451 IPR, Patent Owner 

expressly raised both issues: 

 “2: Did the Board prejudicially err in misconstruing '876 patent claims 

26-28 and 30-33 as requiring generic ‘alkyl glycoside’ rather than the 

claimed ‘dodecyl maltoside’, and then denying these claims priority to 

the ’558 provisional application” and  

 “3. Did the Board prejudicially err in holding all ’876 patent claims 

obvious”  

EX1081, 1; see also id., 40-51 (addressing motivation to combine prior art under 

issue 3). Indeed, Patent Owner expressly argued on appeal that “Gwozdz are [sic] 

not available as prior art for at least claims 26-28 and 30-33, because Neurelis is 

entitled to the ’558 provisional application’s priority date for dodecyl maltoside.” 

Id., 40. 

Patent Owner cites an appellee waiver argument to suggest this issue was not 

litigated in the ’451 IPR, but its own Federal Circuit briefing shows the opposite. 

Patent Owner told the Federal Circuit it had raised “express arguments” in the ’451 

IPR and “in no way ‘concede[d]’ the separate patentability of dependent dodecyl 

maltoside claims 26-28 and 30-33” there. EX1082, 7-8. The ’451 IPR record 

confirms that point. See EX2076, 10-12 (applying its priority argument to all claims, 
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including claims 26-28 and 30-33) and 23-38 (applying its motivation argument to 

all claims, including claims 26-28 and 30-33). 

Having told the Federal Circuit it litigated the DDM limitation in claims 26-

28 and 30-33, Patent Owner cannot disown that admission here. The issues of 

whether the ’414 claims reciting DDM have priority and whether a POSA would 

have been motivated to combine the prior art for claims reciting DDM were litigated 

and resolved in the ’451 IPR and affirmed by the Federal Circuit. While Patent 

Owner argues the “issue” for collateral estoppel is limited to the specific arguments 

Patent Owner actually raised, they provide no case law to support that notion.  

Indeed, the very purpose of collateral estoppel is to prevent a new argument on an 

already litigated and decided issue.  Unlike the Purdue case cited by Patent Owner, 

there was no waiver of these issues…at most Patent Owner believes it now has a 

better argument on why it should prevail on these previously litigated issues.  POR, 

69-70 (citing Purdue Pharma L.P. v. Iancu, 767 F. App’x 918, 922 (Fed. Cir. 2019).       

Even if “n-dodecyl-beta-maltoside” were narrower than “dodecyl maltoside” 

this difference is not material in view of Meezan’s disclosure of “dodecyl-β-D-

maltoside” that the Board agreed. EX1010, ¶0156; EX1040, 34. The Federal Circuit 

has applied collateral estoppel in similar circumstances where narrowing language 

in unadjudicated claims does not materially alter the invalidity analysis. Ohio Willow 

Wood Co. v. Alps South, LLC, 735 F.3d 1333, 1342–43 (Fed. Cir. 2013) (finding 
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collateral estoppel where the unadjudicated claims recite “block copolymer” gel 

instead of the broader “polymeric” gel recited in the adjudicated claims); Soverain 

Software LLC v. Victoria's Secret Direct Brand Mgmt., LLC, 778 F.3d 1311, 1319 

(Fed. Cir. 2015) (finding collateral estoppel where the unadjudicated claims recited 

“transmitting a hypertext statement over the Internet, rather than over a generic 

network”). 

The Board and the Federal Circuit have thus already held materially similar 

claims obvious over Gwozdz in view of Meezan and Cartt in the ’451 IPR. Patent 

Owner is collaterally estopped from disputing obviousness over the proposed 

ground. 

B. Level of Ordinary Skill in the Art 

Patent Owner offers a different definition of a person of ordinary skill in the 

art (“POSA”) (POR, 8-9; EX2073 ¶¶61-62) but never argues that Petitioner’s 

definition is wrong. Petitioner’s definition is identical to the one the PTAB adopted 

in the ’451 IPR and should be adopted here for consistency. 

Dr. Maureen Donovan qualifies as a POSA under either definition, and the 

claims would be obvious under either one. Patent Owner does not argue otherwise. 

C. There is No Inconsistency in Claim Construction Between This IPR 
and the Litigation 

Petitioner has withdrawn its District Court claim construction positions to 

align with this IPR, consistent with the Director’s recent precedential and 
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informative decisions. See EX1083, 2-3 (Petitioner’s Stipulation filed in District 

Court); Revvo Techs., Inc. v. Cerebrum Sensor Techs., Inc., IPR2025-00632, Paper 

20 (Nov. 3, 2025) (precedential); Tesla, Inc. v. Intellectual Ventures II LLC, 

IPR2025-00340, Paper 18 (Nov. 5, 2025) (informative). Petitioner therefore is not 

“advancing different positions in the two forums.” Revvo Techs, 5. 

In the litigation, Petitioner agreed to Patent Owner’s proposed construction—

“no construction necessary; the scope of ‘consisting of’ is established by law,” which 

is consistent with the construction proposed in the Petition. EX1083, 1, 3. The Board 

noted that same consistency in the Institution Decision, stating that Petitioner 

“suggests the transitional phrase ‘consisting of’ means the claimed pharmaceutical 

solutions include only those components recited in the claims . . . [s]uch 

interpretation tracks the conventional meaning of the ‘consisting of’ transitional 

phrase in claim drafting.” Paper 13, 7 n.5. 

D. Gwozdz is Prior Art Under 35 U.S.C. §102(e) 

1. There is a Different Inventive Entity Between Gwozdz and the 
’414 Patent, which is Prima Facie Evidence that Gwozdz is “By 
Another” 

Patent Owner asserts that Petitioner has failed to establish that Gwozdz meets 

the “by another” requirement of Section 102(e), because inventors Gwozdz, Loxley, 

and Mitchnick recited on Gwozdz are also named inventors on the ’414 patent. POR, 

18-19. Under pre-AIA 35 U.S.C. §102(e), a reference is prima facie “by another” 



8 

whenever the inventive entities are not identical; overlap in inventors does not 

matter, and a difference of even one inventor is enough. Merck Serono S.A. v. 

Hopewell Pharma Ventures, Inc., 159 F.4th 10, 22 (Fed. Cir. 2025). The ’414 patent 

recites Cartt, Medeiros, Gwozdz, Loxley, Mitchnick, Hale, and Maggio as inventors 

(EX1001) while Gwozdz recites only Gwozdz, Loxley, and Mitchnick as inventors. 

EX1009. That difference is enough, and Gwozdz is “by another” under the 

provisions of Section 102(e).2

2. The ’414 Patent Claims Do Not Have Priority to the March 28, 
2008 Provisional

(i) Patent Owner is Not Entitled to Incorporate 
the Sigma Catalog to Support “n-dodecyl 
beta-D-maltoside”

“n-dodecyl-β-D-maltoside” is essential material and thus cannot be supplied 

by incorporation of the Sigma Catalog. Pet., 14-15. Patent Owner responds that 

provisionals do not require claims, so whether incorporated material is essential is 

irrelevant. POR, 22-23. But the ’558 provisional includes claims, and claim 17 states 

that the composition can further comprise “enhancers.” EX1008, 38. 

Patent Owner relies on MPEP §608.01(p)(1)(B) and Ex Parte Nebrigic to 

argue that, when a parent application incorporates essential material by reference, 

“all of the subject matter in [that] reference is present in the parent application.” 

2 Patent Owner has never asserted that the entirety of the inventive concept in the 
’414 Patent was provided by Gwozdz, Loxley, and Mitchnick. 
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POR, 23. But that is not the law. Neither MPEP §608.01(p)(1)(B) nor Nebrigic 

stands for the universal proposition that once a parent incorporates essential material 

by reference, all subject matter in the referenced document is “present in the parent” 

for every purpose. They merely stand for a priority-chain rule: the earlier application 

may still provide continuity of disclosure for §119/§120 benefit, notwithstanding the 

ordinary incorporation restrictions that apply to the text of applications issuing as 

patents. 

Even if the Sigma Catalog can be incorporated in relation to essential material 

for the ’414 patent claims, the ’558 provisional still lacks adequate support and 

“blaze marks” for “n-dodecyl beta-D-maltoside.” Patent Owner says this is not a 

“blaze marks” case because the ’558 provisional allegedly discloses n-dodecyl beta-

D-maltoside “verbatim” through incorporation of the Sigma Catalog. POR, 24-26. 

But incorporation by reference does not transplant every statement in the referenced 

document into the specification for every purpose. The Federal Circuit requires 

particularity as to what is being incorporated. Advanced Display Sys., Inc. v. Kent 

State Univ., 212 F.3d 1272, 1282–83 (Fed. Cir. 2000). Nor does broad incorporation 

automatically import every embodiment, definition, or technical feature “verbatim,” 

as if the drafter had copied the entire document into the specification. Paice LLC v. 

Ford Motor Co., 881 F.3d 894, 909–10 (Fed. Cir. 2018).
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The ’558 provisional refers only to the Sigma Catalog’s “biological 

detergents.” EX1008, ¶152. The Catalog says a “wide range” of detergents may be 

used (EX1026, 19) and includes about 150 biologic detergents. EX1062, ¶48, 

EX1040, 19 (Board finding “about 150 biological detergents” in the Sigma Catalog). 

That broad reference is not specific enough to identify the nonionic subclass, much 

less n-dodecyl beta-D-maltoside, among those 100+ options. Without that required 

particularity, any incorporation of the Sigma Catalog does not amount to a verbatim 

disclosure of “n-dodecyl beta-D-maltoside.”

Later U.S. App. No. 12/413/439 (“’439 application”), the first non-provisional 

application filed from the ’558 provisional confirms that gap. Although the ’558 

provisional did not specifically disclose all the biologic detergents in the Sigma 

Catalog, the ’439 application adds detailed discussion of “alkyl glycosides,” 

“dodecyl… β-D-maltoside” (which, as discussed infra Section II(J)(1), is known to 

be the same as “n-dodecyl beta-D-maltoside”), and other species, while retaining the 

Sigma Catalog reference. See, e.g., EX1039, ¶¶18, 44-47, 56, 136. Patent Owner 

plainly added that discussion to supply disclosure missing from the ’558 provisional.

Because the ’558 provisional particularly references only the broad genus of 

“biologic detergents,” this is a classic “blaze marks” case. The question is whether 

the provisional provides sufficient “blaze marks” to direct a POSA to n-dodecyl-β-

D-maltoside from the “forest” of enhancer disclosures. Purdue Pharma L.P. v. 
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Faulding Inc., 230 F.3d 1320, 1326-27 (Fed. Cir. 2000). It does not. The Federal 

Circuit rejects priority where an earlier application offers “a laundry list disclosure” 

of many possibilities that are “so long, and so interwoven” that the relevant species 

cannot be discerned. Regents of the Univ. of Minn. v. Gilead Sciences, Inc., 61 F.4th 

1350 (Fed. Cir. 2023). “These blaze marks must be clear,” and it is not sufficient if 

the priority application does not direct one to the proposed tree amongst the forest, 

and does not teach the point at which one should leave the trail to find it. Id., 1357-

58. Here, the 150 biologic detergents, combined with the more than 15 classes of 

potential enhancers disclosed in paragraphs [150]-[152], present exactly that sort of 

“laundry list disclosure” rejected by the Federal Circuit, and the ’558 provisional has 

given no guidance that would lead a POSA from the “biologic detergents” disclosed 

in the specification to the class of nonionic surfactants, let alone the specific “tree” 

of n-dodecyl-β-D-maltoside. See, e.g., EX1062, ¶¶42-54; EX1078, ¶¶26-30.

That conclusion is consistent with the PTAB’s prior determination in 

IPR2019-00451 that the ’876 patent claims reciting “alkyl maltosides” and “dodecyl 

maltoside” were not entitled to priority to the ’558 provisional application. EX1040, 

19 (“We do not find that the ‘’558 provisional’s incorporation by reference…[of] 12 

alkyl glycoside in a list of about 150 biologic detergents, is sufficient to provide 

written description support for the claims.”).
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Dr. Brown says the ’558 provisional provides support. See, e.g., EX2073, 

¶¶137-38, 190-199. But he agreed that the ’558 provisional application does not 

itself refer to alkyl maltosides generally or even specifically to dodecyl maltoside or 

n-dodecyl-β-D-maltoside. EX1077, 53:5-17.

Patent Owner argues that Fujikawa v. Wattanasin, 93 F.3d 1559 (Fed. Cir. 

1996) and Purdue Pharma are irrelevant because the ’558 provisional allegedly 

provides “verbatim” support for “n-dodecyl-β-D-maltoside” by incorporating the 

Sigma Catalog. POR, 25-29. But, as explained above, the ’558 provisional refers 

only generally to the Sigma Catalog’s “biologic detergents.” That is not specific 

enough to verbatim incorporate each of the 150+ detergents. At most, the provisional 

discloses the “biologic detergents” genus, so Patent Owner’s distinction fails.

3. Whether Gwozdz-Provisional Explicitly Supports Inclusion of a 
“Penetration Enhancer” is Irrelevant 

Patent Owner argues Gwozdz is not prior art under §102(e) because its 

reference to “penetration enhancers” lacks support in the Gwozdz-Provisional, 

which does not use that exact phrase, and because that reference allegedly supplies 

the motivation to combine. POR, 9-32. That argument fails. 

As discussed infra Section II(F)(3)-(4), the motivation to combine Gwozdz 

and Meezan exists whether or not Gwozdz itself discloses a “penetration enhancer.” 

The Board agreed. See, Paper 13, 33-36. Neither Petitioner nor Dr. Donovan bases 

motivation on Gwozdz’s use of that phrase. Instead, Petitioner cites Gwozdz’s 
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disclosure of “other pharmaceutically acceptable additives” to show that Gwozdz 

contemplated additional excipients to improve efficacy. Pet., 27-28; EX1062, ¶98. 

So even if Gwozdz is not prior art for the phrase “penetration enhancer,” a 

motivation to combine still existed. 

4. Gwozdz Qualifies as Prior Art Under §311(b) 

Patent Owner acknowledges that Gwozdz qualifies as prior art under 35 

U.S.C. §§311(b) and 102(e) under Lynk Labs, Inc. v. Samsung Elecs. Co., 125 F.4th 

1120, but notes only that Lynk sought certiorari and preserved the issue. POR, 32 

n.5. Petitioner agrees that Gwozdz is prior art and notes that certiorari was denied 

on March 9, 2026. 

E. Gwozdz is Not Excluded as Prior Art Under 35 U.S.C. §103(c)(2)  

The safe harbor of §103(c)(2) requires disclosure of the parties to the joint 

research agreement (“JRA”). POR, 32-39. Per the Board’s March 20, 2026 Decision 

(Paper 39, 15), the Board denied Patent Owner’s rehearing request seeking leave to 

petition for a certificate of correction (“CoC”) to add the JRA to the ’414 Patent. The 

’414 Patent as issued therefore does not disclose the JRA parties, so Patent Owner’s 

argument is moot. 

Even if a CoC were entered to reflect the JRA between Questcor and Particle 

Sciences, Inc. (“PSI”), Gwozdz still would not be disqualified. Section 103(c) 

excludes prior art only when, “at the time the claimed invention was made,” both the 
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subject matter and the claimed invention were owned by or obligated to the same 

person. 35 U.S.C. §103(c)(1). Patent Owner admits that the ’558 Provisional was 

“owned by Questcor,” while the provisional for Gwozdz was “owned by PSI,” which 

are not the same person under the statute. POR, 37 (citing EX2040).  

Without co-ownership, Section 103(c)(2) cannot apply. 

F. The Challenged Claims are Obvious Over Gwozdz in view of 
Meezan 

1. “n-dodecyl-beta-D-maltoside” is Disclosed by Meezan 

Patent Owner and Dr. Brown argue that Meezan does not teach the claimed 

“n-dodecyl beta-D-maltoside” because Meezan discloses “dodecyl beta-D-

maltoside” without the “n-” designation and that disclosure supposedly covers more 

than 355 isomeric species. POR 39-43. That is wrong.

As Dr. Donovan explains, the “n-” prefix is unnecessary to understand that 

Meezan’s dodecyl beta-D-maltoside includes a straight-chain dodecane, not a 

branched isomer. The absence of the “n-” prefix on an alkane is understood to denote 

an unbranched compound. EX1078, ¶¶12-22, 40-42. That is consistent with the 

Streitwieser textbook on which Dr. Brown relies. Id. ¶15 (Table 3.2 illustrating that 

“dodecane” without the “n-” prefix denotes the straight-chain CH3(CH2)10CH3

formula). It is also consistent with IUPAC nomenclature, which governs chemical 

names. Id., ¶¶17-21. Under IUPAC, branched compounds must be labeled with the 

appropriate prefix; straight chain alkanes need no prefix, including no “n-” prefix. 
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Id., ¶¶17-18. Dr. Brown agrees that IUPAC “promulgates formal rules for naming 

chemical compounds” (EX2073, ¶80, n. 19), yet ignores those rules. EX1078 ¶22.

Dr. Brown argues that dodecane can have 355 isomeric structures and 

illustrates a “handful” of them below.

EX2073,  ¶72. According to Dr. Brown, “n-dodecane is the linear isomer depicted 

at the top of this figure, but dodecane can adopt 354 other isomeric forms, only a 

few of which are depicted above. Other than n-dodecane, every other isomer of 

dodecane is branched in one or more locations.” Id. But Dr. Donovan correctly 

points out that, under the IUPAC rules, only one structure in Dr. Brown’s figure is 

actually named “dodecane.” EX1078, ¶¶23, 40-48. 

To illustrate, the following example from Dr. Brown’s figure above makes the 

point:
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EX2073, ¶72; EX1078 ¶20. Under IUPAC nomenclature, the longest single carbon 

chain in Dr. Brown’s compound is 11 carbons long. Id. It therefore would be named 

“undecane,” based on the 11-carbon chain, not “dodecane.” Id. The branch at carbon 

2 would be identified by the prefix “methyl,” making the compound 2-

methylundecane. Id.  

Thus, simply having 12 carbon atoms does not mean they are all named 

“dodecane” as Dr. Brown opines. Id., ¶21, 23. A “dodecyl” moiety without the “n-” 

prefix refers to a straight chain alkane with 12 carbon atoms. Id. By contrast, a 

branched 12-carbon alkane would carry a prefix identifying the branch and would

not include the base “dodecane” or “dodecyl.” Id, ¶¶21, 43-48.

The ’414 patent itself confirms this understanding. Id., ¶22. The specification 

never uses “n-dodecyl-β-D-maltoside,” but it repeatedly uses “dodecyl maltoside” 

and “dodecyl… β-D-maltoside.” See, e.g., EX1001 31:17-25; EX1078, ¶22. When 

amending the claims to add “n-dodecyl-β-D-maltoside,” Patent Owner stated that 

the amendment was “fully supported by the specification as filed.” EX1002, 271. 

Patent Owner’s own filing therefore confirms Dr. Donovan’s position that “dodecyl 

maltoside” was understood to mean n-dodecyl-β-D-maltoside. EX1062, ¶¶136-138; 

EX1078, ¶22.

Edward Maggio, inventor of the ’414 patent, agrees. In another patent 

application declaration, he stated that “dodecyl-β-D-maltoside” was a reference to 
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“n-dodecyl-β-D-maltoside.” Id. (“dodecyl-β-D-maltoside (also referred to as n-

dodecyl-β-D-maltoside”). EX1076, 2; EX1078, ¶¶49-50.

Dr. Brown further argues that saccharides and glycosides can have both alpha 

and beta anomers, increasing the number of potential variants. EX2073, ¶¶74-80. 

But that point is irrelevant because Meezan discloses dodecyl-β-D-maltoside.

EX1078, ¶¶24-25.

2. Gwozdz and Meezan Disclose the “Consisting Of” Limitation 

Patent Owner asserts that, under Petitioner’s supposed claim-construction 

position, “consisting of” requires a “zero-impurity” formulation, so Gwozdz and 

Meezan cannot satisfy the limitation because ethanol “indisputably contains water.” 

POR, 42-45. But as discussed supra Section II(C), and to remove any doubt, 

Petitioner has withdrawn its District Court claim construction position for 

“consisting of.” EX1083, 1-3; EX1078, ¶¶31-33.

Petitioner has always applied the plain meaning of “consisting of” to the prior 

art, noting that “Gwozdz and Meezan render obvious a pharmaceutical solution for 

nasal administration ‘consisting of’ (i.e., containing only) the claimed 

benzodiazepine drug, one or more natural or synthetic tocopherols or tocotrienols, 

ethanol, benzyl alcohol, and an alkyl glycoside.” Pet., 36; EX1062, ¶121; EX1078, 

¶¶31-33. As Petitioner explained, “consisting of” limits the formulation to the 

ingredients recited in the claim, consistent with settled law. See, e.g., Multilayer 
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Stretch Cling Film Holdings, Inc. v. Berry Plastics Corp., 831 F.3d 1350, 1358 (Fed. 

Cir. 2016); AFG Indus., Inc. v. Cardinal IG Co., 239 F.3d 1239, 1245 (Fed. Cir. 

2001). The Board agreed, noting in its Institution Decision that Petitioner’s 

interpretation “tracks the conventional meaning of the ‘consisting of’ transition 

phrase.” Paper 13, 9 n.7. 

And in the ’451 IPR, which used the same “consisting of” transition phrase, 

the Board determined that “no terms of the ’876 patent require express construction 

for purposes of this Decision.” EX1040, 12-13.

Gwozdz discloses the claimed “ethanol” requirement. Pet., 38-39; EX1009, 

4:17-21, 6:16-19, 7:8-11, 7:20-27; EX1062, ¶¶130-132. Any suggestion that 

Gwozdz does not disclose “ethanol” is unsupported. The Board reached the same 

conclusion in IPR2019-00451, finding that Gwozdz teaches the “ethanol” 

component of the ’876 patent, which is identical to the term recited in the ’414 

claims. EX1040, 26-27.

Even if “consisting of” requires a “zero-impurity” formulation, Gwozdz still 

discloses it. A reference qualifies as prior art for all it teaches. Beckman Instruments, 

Inc. v. LKB Produkter AB, 892 F.2d 1547, 1551 (Fed. Cir. 1989) (“a reference…is 

prior art for all that it teaches.”). Gwozdz expressly states that the ethanol is desirably 

90-100% ethanol. EX1009, 6:28-29. Ethanol at “100%” contains no additional 

components and thus satisfies even Patent Owner’s “zero-impurity” interpretation.
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Patent Owner further argues that Gwozdz’s disclosure of “penetration 

enhancer” supplies the motivation to combine with Meezan and that, because that 

discussion appears in a section on injectable formulations that may contain water, 

the Gwozdz formulation must also contain water. POR, 43-45. But Gwozdz never 

states that water is required. To the contrary, it expressly says that formulations 

suitable for parenteral (i.e., injection) administration can be aqueous or non-

aqueous. Id., 11:17-18.

Similarly, Patent Owner asserts that Meezan’s examples include peptides 

dissolved in water, apparently implying that water is required in the formulation. 

POR 28. As discussed infra Section II(F)(3)(iv), however, Meezan expressly states 

that its alkyl glycosides may be used in either aqueous or non-aqueous systems. 

EX1010, ¶0074.

3. A Motivation to Combine Gwozdz and Meezan Existed 

On motivation to combine, Patent Owner largely repeats arguments the Board 

rejected in the ’451 IPR, where it found both motivation to combine and a reasonable 

expectation of success. EX1040, 37-54. The Board should do the same here.

(i) Petitioner’s Position is Based on Known 
Problems, not Hindsight, and Motivation 
Existed to Modify Gwozdz with Meezan 

Patent Owner argues that Petitioner improperly borrowed the “problem” from 

the ’414 patent and then used hindsight to improve an already successful Gwozdz 



20 

formulation. POR, 45-49. “Admissions in the specification regarding the prior art 

are binding on the patentee for purposes of a later inquiry into obviousness.” 

PharmaStem Therapeutics, Inc. v. ViaCell, Inc., 491 F.3d 1342 (Fed. Cir. 2007). The 

’414 Patent admits in its background that prior art benzodiazepine formulations 

(including oral, rectal, and parenteral) had limited use because of solubility 

challenges. Pet. 25-28; EX1001, 1:47-2:13. That admission is binding and relevant 

to the obviousness inquiry. 

Patent Owner also argues that Gwozdz solved the solubility and 

bioavailability issues associated with diazepam, leaving no reason to modify the 

formulation further. POR, 45-49. But Gwozdz teaches that its pharmaceutical 

solutions may incorporate additional pharmaceutically acceptable additives. Pet. 27-

29; EX1009, 10:9-16; EX1062, ¶¶103-104. A POSA developing pharmaceutical 

dosage forms would still seek better solubility, stability, and bioavailability. See

Pfizer, Inc. v. Apotex, Inc., 480 F.3d 1348, 1364–67 (Fed. Cir. 2007). So even if 

Gwozdz improved solubility, a POSA still would have been motivated to enhance 

absorption and bioavailability, including by adding an absorption enhancer. Pet. 27-

30; EX1062, ¶¶98, 104. Meezan provides exactly that teaching. 

Patent Owner made the same argument in IPR2019-00451, and the Board 

rejected it, finding a motivation to modify Gwozdz with Meezan. EX2076, 28-30; 

EX1040, 40-44, see also EX1078, ¶¶34-39. The Board should do so again here. 
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(ii) Interactions Between Excipients Do Not 
Negate Motivation 

Patent Owner asserts that there was no motivation to combine Gwozdz and 

Meezan because the antimicrobial activity of Gwozdz’s benzyl alcohol and ethanol 

would be reduced in the presence of a nonionic surfactant like dodecyl maltoside. 

POR 49-51. That would not deter a POSA. EX1078, ¶¶54-57.  

A POSA would have understood that an intranasal formulation (i.e., a nasal 

spray) as contemplated by Gwozdz would require a formulation in a final package 

that has virtually no bacteria present in the formulation. Id., ¶55-56. Consequently, 

for a one-time use product like a diazepam nasal spray (used for emergency 

treatment of seizure), whether or not the antimicrobial properties of ethanol and 

benzyl alcohol are decreased or inactivated would not be seen as a limitation. Id.  

Even if a diazepam nasal spray formulation were intended to be used more 

than once, this would not impact the motivation to combine. A POSA would not 

expect that the very low concentrations of dodecyl-β-D-maltoside disclosed by 

Meezan (e.g., 0.25%, 0.375%, and 0.5%) would be sufficient to completely 

inactivate the antimicrobial properties of the relatively high concentrations of the 

combination of ethanol and benzyl alcohol utilized in the Gwozdz formulation. Id., 

¶55-57. 

Patent Owner made this same argument in IPR2019-00451, and the Board 

rejected it there as well. EX1040, 48-49. 
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Patent Owner also appears to argue that, because tocopherols were known to 

be unstable and sensitive to degradation, a POSA would use caution in modifying 

Gwozdz’s tocopherol-containing formulation. POR 56-58. But Gwozdz itself 

teaches formulations containing one or more tocopherols and one or more alcohols, 

and it further teaches that additional pharmaceutically acceptable additives may be 

added. EX1009, 4:13-17; 10:9-16. 

(iii) The Absence of “Penetration Enhancer” in 
Gwozdz Does Not Defeat the Motivation to 
Combine 

Patent Owner asserts that (1) the disclosure of “penetration enhancer” in 

Gwozdz is the sole basis for the motivation to combine and (2) the remaining 

disclosure of “other pharmaceutically acceptable additives” is insufficient. POR, 52-

54. Neither contention is correct. 

Even assuming, arguendo, that Gwozdz’s “penetration enhancers” language 

lacks provisional support under Section 102(e), that does not defeat motivation to 

combine. A POSA still had ample reason to combine Gwozdz and Meezan based on: 

(1) the known water solubility issues associated with diazepam, which limited 

delivery of sufficient drug to the desired tissue (Pet. 25-30; EX1062 ¶¶93-97); (2) 

Meezan’s teaching that alkyl glycosides increase bioavailability for nasal 

administration (Pet. 27, 30-32; EX1062, ¶¶88-93, 103-109,); and (3) Meezan’s 

teaching that its alkyl glycosides are compatible with non-aqueous solvent systems 
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such as those disclosed in Gwozdz (Pet. 32; EX1062, ¶107-109). None of those 

rationales depends on Gwozdz’s discussion of “penetration enhancers.” The Board 

agreed in its Institution Decision. Paper 13, 19-20. 

Patent Owner also ignores the full scope of Gwozdz’s disclosure. Gwozdz 

states that the pharmaceutical compositions may contain “other pharmaceutically 

acceptable additives,” including “wetting or other biocompatible materials,” to 

improve efficacy. Pet. 27-28; EX1009, 10:9-16; EX1062, ¶98. That 

“wetting…material” language appears expressly in the Gwozdz-Provisional. See

POR, 30-31. EX1078 ¶36. Additionally, Meezan states that its absorption enhancers 

are surfactants and that “[t]he term ‘surfactant’ is any surface active agent that 

modifies interfacial tension of water…Broadly, the group includes soaps, detergents, 

emulsifiers, dispersing and wetting agents, and several groups of antiseptics.” 

EX1010, ¶0053. Gwozdz’s disclosure of a “wetting material” therefore further 

supports combining Gwozdz and Meezan as set out in the Petition. Pet. 27, EX1062, 

¶98; EX1078, ¶¶34-37 

Patent Owner next argues that a POSA would be dissuaded because the “other 

pharmaceutically acceptable additives” language appears in a section of Gwozdz 

discussing injectable solutions, which may include saline or water. POR, 53-54. But, 

as noted supra Section J(2), Gwozdz never states that water is required and expressly 

clarifies that formulations suitable for parenteral (i.e., injection) administration can 
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be aqueous or non-aqueous. EX1009, 11:17-18. So that disclosure is not limited to 

water-containing formulations. 

Patent Owner also argues that Gwozdz’s discussion of “other 

pharmaceutically acceptable additives” is not specific to nasal formulations. POR 

53-54. But a reference may be relied on for all that it would have reasonably 

suggested to a POSA. Beckman, 892 F.2d at 1551. Gwozdz discloses that “[the] 

pharmaceutical compositions of the present invention can be administered by any of 

the following nonlimiting exemplary routes,” including intranasal administration. 

EX1009, 9:2-9. So even if Gwozdz discusses “pharmaceutically acceptable 

additives” in the injectable section, a POSA would understand that disclosure as part 

of Gwozdz’s overall teaching, including intranasal administration. 

(iv) Meezan is Not Limited to Large Molecule 
Drugs and Motivation Existed to Combine 
Meezan with Tocopherol/Alcohol Carriers 

Patent Owner asserts that (1) Meezan is directed to large molecules, so there 

would be no reason to apply its teachings to small-molecule benzodiazepines, and 

(2) Meezan does not teach compatibility with tocopherols or tocopherol/alcohol 

carriers. POR 57. Meezan’s text refutes both points. 

Meezan expressly teaches that alkyl glycosides increase bioavailability of 

small molecules below 1.5 kDaltons. EX1010, ¶130. Diazepam, with a molecular 

weight of 284.74, falls well within that range. Pet., 31-32; EX1062, ¶106. Meezan 
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also states that its alkyl glycosides can be used with small organic molecules 

(EX1010, ¶0130) and anti-seizure agents (EX1010, ¶0052), which encompasses 

benzodiazepines. EX1062, ¶104-106. And Meezan teaches that those alkyl 

glycosides increase absorption of a low molecular weight compound through, among 

other routes, nasal delivery, including for “a small organic molecule.” EX1010, 

¶0008. 

Further, Meezan’s alkyl glycosides are not limited to water soluble drugs and 

may be used in either aqueous or non-aqueous systems: 

Additionally, the therapeutic compositions of the 
invention can consist of a pharmaceutically acceptable 
carrier.  A ‘pharmaceutically acceptable carrier’ is an 
aqueous or non-aqueous agent, for example alcoholic or 
oleaginous, or a mixture thereof, and can contain a 
surfactant,...a solvent,...  Pharmaceutically acceptable 
carriers are well known in the art and include, for 
example,...oils such as olive oil or injectable organic 
esters...A pharmaceutically acceptable carrier can also be 
selected from substances such as...benzyl alcohol,....

EX1010, ¶74. Meezan thus allows alkyl glycosides in “non-aqueous” carriers, 

including mixtures of alcohols such as benzyl alcohol and oleaginous components. 

That encompasses the Gwozdz carrier containing tocopherol, ethanol, and benzyl 

alcohol. A POSA therefore was motivated to use Meezan’s alkyl glycosides in non-

aqueous carriers containing tocopherols and alcohols. 
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Patent Owner made this same argument in IPR2019-00451, and the Board 

rejected it, finding that Meezan was not limited to water soluble drugs or aqueous 

carriers. EX1040, 45-47. The Board should do the same here. 

4. A POSA Was Motivated to Utilize Dodecyl Maltoside 

Patent Owner argues that, even if Gwozdz and Meezan were combined, a 

POSA still would not have been motivated to use dodecyl maltoside. POR 54-58. 

Meezan’s disclosure of only a few preferred alkyl glycosides defeats that argument.

Meezan identifies three preferred alkyl glycosides: dodecyl maltoside (DDM), 

tridecyl maltoside, and tetradecyl maltoside (TDM). EX1010, ¶0157. Its examples 

then focus on only two of them: DDM and TDM. Id., ¶¶0146-0172.

A POSA need not be steered to only the single “most preferred” option. Where 

the art discloses a small set of known alternatives, one option’s being preferred, 

optimal, or even somewhat better does not teach away from the others or eliminate 

motivation to use them. See In re Fulton, 391 F.3d 1195, 1200–01 (Fed. Cir. 2004). 

Meezan does not suggest that DDM is disfavored. To the contrary, it identifies DDM 

as one of the preferred “more effective” alkyl glycosides. With only two preferred 

exemplary alkyl glycosides—TDM and DDM—a POSA would have been motivated 

to use DDM. EX1062, ¶¶93-94, 98-99.

Patent Owner argues that DDM was ineffective, but that mischaracterizes the 

evidence. Testing of DDM at concentrations of 0.25%, 0.375%, and 0.5% all 
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demonstrated a dramatic improvement in efficacy. EX1078, ¶¶51-52 A POSA 

therefore would have been motivated to use DDM at concentrations of 0.25%-0.5%. 

Id., ¶53.

III. CONCLUSION 

Claims 1-18 of the ̓ 414 patent are not patentable for the reasons in the Petition 

and this Reply. 
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forth in 37 C.F.R. § 42.24(c)(1). 
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