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Dear Director,

Petitioner in the above-captioned IPR respectfully requests Director Review of the
Board’s non-institution decision (the “Decision”), in which the Board
misapprehended or overlooked the relevant details of the chemical formulas used to
claim a broad swath of pharmaceutical compounds and the import of an amendment
and accompanying applicant remarks identified in the Decision sua sponte as
constituting a prosecution history disclaimer never argued by Patent Owner, and
resulting in a claim interpretation at odds with the determinative intrinsic evidence
and the Petition grounds based thereon.

Petitioner hereby provides the following priority-ranked list of the issues for which
Petitioner seeks Director Review:

I. Important issue of law or policy:

Whether, in light of the Director’s announcement that in the face of declining AIA
challenges to pharmaceutical patents the USPTO would begin initiatives to improve
the examination and review of pharmaceutical patents, the Decision should be
reviewed and vacated based on the misapprehension and fundamental errors
contained in its assessment of the claimed chemical formulas, patent examples and
prosecution history, in order to strengthen the public’s confidence in the ability of
the USPTO to technically assess such patents and correctly apply the appropriate
legal standards.

II. Abuse of discretion:

Whether the Board abused its discretion when identifying an alleged prosecution
history disclaimer that is not only unsupported but expressly contradicted by the
record evidence.  Specifically, the issue is whether the very amendment and
remarks relied upon in the Decision to find a disavowal of claim scope can support
the Decision’s findings even when they (as well as additional, later prosecution
history) show an opposite intent by the Applicant.  This is most clearly
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I. INTRODUCTION 


In response to the President’s Executive Order directing the FDA and 


USPTO to work jointly to promote competition and lower drug prices (E.O. 14036, 


dated July 9, 2021), the USPTO has begun numerous initiatives to improve 


pharmaceutical patent examination and review, including initiatives to improve the 


process for challenging issued patents before the PTAB.  K.Vidal, Letter to R. M. 


Califf, dated July 6, 2022, at 7.  The Decision Denying Institution of IPR2022-


01531 (Paper 17; “Decision”) undermines the USPTO’s important policy initiative 


of improving pharmaceutical patent quality through its reliance on an underlying 


an abuse of discretion.  The Decision commits fundamental errors in assessing the 


claimed chemical formulas, patent examples and prosecution history.  If allowed to 


stand, it will undercut the public’s confidence in the ability of the USPTO to 


technically assess such patents and correctly apply the appropriate legal standards 


at a time when AIA challenges to pharmaceutical patents are falling (id., at 4).  


The Decision constitutes an abuse of discretion stemming from a sua sponte 


generated prosecution history disclaimer that flouts precedent requiring such 


disavowals to be clear and unmistakable.  Based on a disclaimer that is not only 


unsupported but directly contradicted by the record evidence, the Decision arrives 


at a claim construction that excludes an entire class of prior art compounds, as well 
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as every single example in the patent relating to the same class of compounds.  The 


Decision thus allows an over-reaching pharmaceutical patent of immense claim 


breadth—which has already been revoked in Europe—to escape review based on 


the Decision’s misapprehension of the claimed chemical formulas and related 


prosecution history.  This is exactly the type of outcome that should be targeted by 


the USPTO’s policy initiatives to improve pharmaceutical patent quality. 


Petitioner respectfully requests Director review and reversal of the errors 


underpinning the Decision to ensure confidence in the Board’s ability to properly 


assess pharmaceutical patents and correctly apply relevant legal standards. 


II. BACKGROUND 


The claims at issue here are directed to chemical formulas covering linker 


molecules that have a group that can react with drug on one end (denoted as the “Z” 


group in the claims), a group that can react with a cell binding agent on the other end 


(the “Y” group), and various “spacer” elements in between (e.g., the “Q,” “T” and 


“R” groups).  The R groups play little role in the parties’ dispute and are only 


addressed herein where relevant.  Claim 1, which is representative for purposes here, 


reads in relevant part:  


1. A hydrophilic linker of formula (I)  


 
wherein:  
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Y represents a functional group that enables reaction of the hydrophilic 
linker with a cell-binding agent;  


Q and T are either —P(=O)(OM)—, or —S(O2)—, or —S(O);  


m and n are integers from 0 to 5, but not 0 at the same time; provided that 
when m=1, n=0, Q is not —P(=O)(OM)—; when n=1, m=0, T is not 
—P(=O)(OM)—; and when Q or T is —S(O2)—, m and n are not 0;  


Z represents a functional group that enables linkage of the hydrophilic 
linker to a cytotoxic drug via a … bond;  


****  


Ex. 1002, 1:22–2:14.  Claim 3 is directed to essentially the same formula in relevant 


respects except that Y and Z have been reacted with a cell binding agent (e.g., a 


monoclonal antibody) and a cytotoxic drug, respectively.  Id., 2:14–3:11. 


Leading up to the Decision, the parties disputed the interpretation to be 


applied to the Y and Z claim terms.  Patent Owner argued that the Y and Z groups 


must independently enable reaction with a cell binding agent or drug, without any 


assistance or influence from the adjacent Q or T groups.  POPR (Paper 9), 32-37.  


This issue arises, inter alia, in the context of vinyl sulfone groups being located at 


either or both ends of the molecule because, according to Patent Owner,1 the vinyl 


group is only reactive with the assistance of the adjacent sulfone group.  Id., 13.  


 


1 Patent Owner raised this technical argument in its POPR.  Petitioner’s 


request to file a Preliminary Reply was granted, but Petitioner was not allowed to 


include any new testimonial evidence or exhibits with its reply.  Paper 10, 3. 
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Patent Owner thus argued that a terminal vinyl sulfone group could only satisfy the 


Y or Z groups called for in the claims, not the Q-Y or T-Z combinations, even though 


the claims allow for Q and/or T to be a sulfone group (i.e., —S(O2)—).   


Petitioner disputed this interpretation as improperly importing an unstated 


limitation into the claims, and as contradicting all vinyl sulfone-containing examples 


in the patent that could only be covered by the claims if vinyl sulfone were deemed 


to satisfy the Q-Y or T-Z combinations.  Prelim. Rep. (Paper 11), 4-7.   


The Decision denied institution based on its resolution of this claim 


interpretation dispute, specifically as applied to vinyl sulfone.  Finding no clarity in 


the claims or specification (D.I., 18-21), the Decision turned to the prosecution 


history and sua sponte identified an alleged claim scope disavowal (an issue never 


raised by Patent Owner) based on an amendment and applicant remarks in response 


to an Office Action rejection.  The Examiner had rejected then-pending claim 1 over 


a compound disclosed in Lees, shown below with annotations added in red: 


 


 


D.I., 21-22.  The annotations represent the Examiner’s position, who explained that: 


The NHS vinylsulfone or [sic; “of”] Lees anticipates instant formula 55 


NHS = “Y” SO2 = “Q” or “T” 


vinyl = “Z” 
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shown in Figure 6 of the instant specification. Therefore the NHS 


portion represents a functional group that enables reaction of the linker 


with a cell binding agent, and the vinyl group enables linkage of the 


linker to a cytotoxic drug as indicated by structure 56 of Figure 6. 


Ex. 1018, 42-43 (emphasis added).  In applying Lees, the Examiner assigned the 


NHS to the claimed Y group, the sulfone to Q or T (since, in the then-pending claim, 


only one of Q or T had to be present when one of them was a sulfone), and the vinyl 


group to Z.  Thus, the Examiner equated vinyl sulfone to the claimed T-Z 


combination (or Q-Z, if T is absent), while expressly noting that it was the vinyl 


group alone (not vinyl sulfone) that enabled the linking reaction.   


To overcome Lees, claim 1 was amended as shown below in relevant part: 


 


Id., 45 (underline in original, showing relevant amendment to claim 1).  Thus, claim 


1 was narrowed to require that, when sulfone is present, neither m nor n can be zero, 
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meaning that both Q and T must be present.  Id., 62.  This distinguished over Lees’ 


molecule containing only a single Q or T group (i.e., the sulfone).  Id. (arguing that 


“claim 1 of the present application recites that when Q or T is -(SO2)-, m and n are 


not 0, thereby excluding the above noted compound described in Lees”).  The 


Applicant also cited example compounds 75 and 138—both containing vinyl 


sulfone—as supporting its amendment.  Id., 59; see Ex. 1001, Figs. 7, 10. 


However, the Decision interpreted the amendment as intended to “overcome 


Lees’ disclosure of a terminal vinyl sulfone group as the group that ‘enables linkage 


of the hydrophilic linker to a cytotoxic drug,’” thereby “disclaim[ing] compounds in 


which the terminal group is vinyl sulfone without one or more adjacent Q and T 


groups.”  D.I., 22-23 (emphasis added).  In essence, the Decision interpreted the 


effect of the amendment as requiring additional and separate Q and T groups when 


vinyl sulfone is the terminal group, in effect requiring three sulfone groups when Y 


or Z is vinyl sulfone and Q and T are sulfones, despite the Applicant identifying 


compounds 75 and 138 (which have vinyl sulfone and only one additional Q or T 


group) as supporting its amendment.  The Decision thus concluded that “Y and Z 


must independently enable their respective chemical reactions because Patent Owner 


(as Applicant) disclaimed embodiments in which Y or Z was adjoined to a sulfone 


compound with no additional adjacent sulfone.”  Id., 19.   


With respect to claim 3 and its related claims, the Decision found that sulfone 
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cannot constitute “Q” in the claim because it “becomes complexed to HRP through 


a vinyl-sulfone mediated reaction, making a derivatized protein,” where the sulfone 


is “no longer an independent group” that can be identified as Q.  Id., 29. 


Finding that the Petition’s identified compounds all relied on sulfone to assist 


vinyl for the reactions required of Y and Z which thus precluded this sulfone from 


constituting the claimed Q or T groups according to the alleged disclaimer, the 


Decision determined that Petitioner had not established a reasonable likelihood of 


success and denied institution.  Id., 29, 32-33, 37-38, 40.   


III. LEGAL STANDARDS 


“Requests for Director Review of the Board’s decision whether to institute an 


AIA trial … shall be limited to decisions presenting (a) an abuse of discretion or (b) 


important issues of law or policy. Both discretionary and merits-based issues may 


be raised, subject to limitations (a) and (b) above.”  Revised Interim Process for 


Director Review, § 2(B).  An abuse of discretion occurs if the decision “(1) is clearly 


unreasonable, arbitrary, or fanciful; (2) is based on an erroneous conclusion of law; 


(3) rests on clearly erroneous fact findings; or (4) involves a record that contains no 


evidence on which the Board could rationally base its decision.”  Ultratec, Inc. v. 


CaptionCall, LLC, 872 F.3d 1267, 1272 (Fed. Cir. 2017).  A finding of prosecution 


history disclaimer must be clear and unmistakable.  SAS Inst., Inc. v. 


ComplementSoft, LLC, 825 F.3d 1341, 1036-37 (Fed. Cir. 2016). 
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IV. ARGUMENT 


A. As an important issue of law and policy, Director Review should be 
granted to correct the Decision’s misapprehension of the claimed 
chemical formulas and related prosecution history that underlie 
the denial of institution. 


Relying on an amendment and applicant remarks to find a prosecution history 


disclaimer never argued by Patent Owner, the Decision found that “Patent Owner’s 


amendment disclaimed compounds in which the terminal group is vinyl sulfone 


without one or more adjacent Q and T groups.”  D.I., 23.  The fundamental problem 


is that the amendment and remarks did no such thing, revealing a glaring 


misapprehension of the underlying chemistry and/or claimed chemical formulas. 


The rejection over Lees’ molecule containing a single sulfone (as part of a 


vinyl sulfone group) was proper because then-pending claim 1 allowed either m or 


n to be zero if Q or T was sulfone.  See Ex. 1018, 15.  In response, the claim was 


amended to require that when either Q or T is sulfone, then neither m nor n can be 


zero.  Id., 45.  Thus, if sulfone is present in the molecule (e.g., via a vinyl sulfone 


end group as in Lees’ molecule), the amendment required a second sulfone (or a 


sulfoxide or phosphinate) to also be present, not the presence of a second and third 


sulfone/sulfoxide/phosphinate as the Decision finds.  The amendment distinguished 


Lees not because vinyl sulfone was disclaimed, but simply because the amended 


claim required both Q and T groups to be present when one is sulfone, while Lees’ 


molecule contained but a single Q or T via the vinyl sulfone.  Id.; see also id. at 62. 
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It is impossible to interpret the amendment relied on in the Decision as 


disclaiming vinyl sulfone from serving as the Q-Y or T-Z combinations.  Indeed, 


had the Applicant intended to disavow vinyl sulfone from serving as Q-Y or T-Z, 


the proffered amendment would not have been necessary at all.  Thus, in finding that 


the amendment “disclaimed” vinyl sulfone from serving as either of the Q-Y or T-Z 


combinations required by claim 1, the Decision profoundly misunderstands the 


chemical formulas and the effect of the amendment.   


Because it is the administration’s and USPTO’s stated goal to improve the 


quality of pharmaceutical patents through more proficient examination and review, 


Director Review should be granted to address the Decision’s misapprehension of the 


chemical formulas claiming pharmaceutical compounds in the challenged patent. 


B. The Decision reflects an abuse of discretion in finding and relying 
upon an alleged prosecution history disclaimer that is not only 
unsupported but directly contradicted by the record evidence. 


The Decision constitutes an abuse of discretion because it is clearly 


unreasonable, with no record evidence supporting the Decision’s finding of 


disclaimer.  As noted above, the amendment itself does not evidence any disavowal 


of vinyl sulfones from serving as the Q-Y or T-Z groups in claim 1.  Applicant’s 


remarks accompanying the amendment, as well as remarks made later during 


prosecution, unmistakably show that the Applicant had the opposite intention.   


Specifically, Applicant provided the below remarks in distinguishing Lees: 
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Ex. 1018, 62 (highlights added).  The remarks acknowledge that Lees’ molecule 


contains a vinyl sulfone, and specifically map Q or T to the sulfone (under the 


original claim language where m or n could be zero), and Z to the vinyl.  Thus, 


Applicant expressly admitted that vinyl sulfone constitutes Q-Z or T-Z.  Applicant 


then noted that its amendment overcomes Lees by precluding m or n from being zero 


when Q or T is a sulfone.  As admitted by Patent Owner, the rejection was overcome 


“based on the spacer element components (not the vinyl group).”  Prelim. Sur. 


(Paper 14), 6 (emphasis added).  There is simply no way to interpret the amendment 


or remarks as disavowing vinyl sulfones from satisfying Q-Y or T-Z. 
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Equally determinative is the Applicant’s identification of exemplary 


compounds 75 and 138 from the specification as support for its amendment: 


     


Id., 59; Ex. 1001, Figs. 7, 10.  Both compounds have vinyl sulfone on one end, NHS 


on the other end, and either another sulfone (compound 75) or a phosphinate 


(compound 138) in between.  Since sulfone is present, under the amended claim 


neither m nor n can be zero, meaning that both Q and T groups must be present, 


which is satisfied by the middle sulfone in compound 75 and the middle phosphinate 


in compound 138.  In both cases, vinyl sulfone must be interpreted as the claimed 


Q-Y or T-Z combination to support the amendment as the applicant remarks state. 


 Inexplicably, the Decision reaches a conclusion diametrically opposed to 


applicant’s remarks.  Specifically, the Decision admits that its interpretation causes 


the claims to not read on compounds 55, 75, 99, 119, and 138 (D.I., 24)—which 


constitute all of the vinyl sulfone-containing compounds disclosed in the 


specification, including the preferred embodiments where R1-R4 are linear alkyls 


having 1-6 carbon atoms, or polyethyleneoxy units (see Ex. 1001, 9:8-10).  While 


claims can sometimes be interpreted to omit disclosed embodiments, the Decision 


nowhere explains or justifies how it finds a “clear and unmistakable” disavowal of 
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all vinyl sulfone examples, including the preferred-embodiment compounds 75 and 


138, especially in the face of Applicant’s express identification of these compounds 


as support for the very amendment that the Decision finds to constitute a disclaimer. 


During reexamination, Applicant treated vinyl sulfone in similar fashion.  


After a rejection of claim 3, Applicant responded that if the prior-art molecule was 


modified to substitute in a vinyl sulfone, the intended structure was presumed to be: 


, which assigns vinyl sulfone as the Q-


Y combination.  EX1019, 72.  Rather than saying that vinyl sulfone could not 


simultaneously satisfy Q-Y (as the Decision concludes), Applicant instead amended 


claim 3 to preclude the inclusion of a cyclic group adjacent the sulfone.  Id., 48 


(providing that when Q or T is sulfone, R2 is something other than a cyclic group).  


As with Lees above, no such amendment would have been necessary if vinyl sulfone 


were disavowed from serving as the claimed Q-Y group, as the Decision finds. 


In sum, both the Examiner and the applicant (in its amendments and express 


remarks) consistently and repeatedly treated vinyl sulfone as capable of satisfying 


the Q-Y or T-Z combination in the claims, with the sulfone satisfying Q and/or T, 


and the vinyl satisfying Y and/or Z in enabling the claimed linkage reaction.  The 


Decision either overlooks or misapprehends these aspects of the prosecution history 
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in finding, sua sponte, a supposedly clear and unmistakable claim scope disavowal 


that led to an improper interpretation of claim 1 and the denial of institution.   


While the Decision’s analysis of claim 3 was likely influenced by its faulty 


interpretation of Q/T and Y/Z, in any event, the Decision also engages in 


unsupported fact-finding when it concludes that a sulfone “becomes complexed to 


HRP through a vinyl-sulfone mediated reaction, making a derivatized protein.”  D.I., 


29 (citing POPR, 48; Ex. 1005, 4046).  Neither of these citations contains any 


discussion of “complexes” or “derivatized proteins,” nor have such arguments been 


located anywhere in Patent Owner’s papers.  Moreover, the Decision’s finding is at 


odds with the specification’s numerous disclosures of reaction schemes showing 


vinyl sulfone groups reacting with drugs where sulfone remains as part of the linker 


molecule, as seen in exemplary compound pairs 55-56, 75-76, and 138-139.  See Ex. 


1001, Figs. 6-7, 10 (showing the sulfone remaining even after the vinyl reaction). 


The Decision constitutes an abuse of discretion because there is no evidence 


on which the Decision could have rationally based its prosecution history disclaimer 


finding as to claim 1, or its complexed sulfone/derivatized protein finding as to claim 


3.  Ultratec, 872 F.3d at 1272.  The Federal Circuit refuses to find prosecution history 


disclaimer where statements in the prosecution history are ambiguous or subject to 


multiple interpretations.  SAS Inst., 825 F.3d at 1036-37.  The fact that Applicant 


never objected to the Examiner’s applicant of Lees is also relevant here.  Cordis 
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Corp. v. Medtronic Ave, Inc., 339 F.3d 1352, 1359-60 (Fed. Cir. 2003) (finding a 


broad construction supported by the prosecution history where the applicant failed 


to dispute the examiner’s applied interpretation during prosecution).   


The Decision clearly erred in finding a disclaimer here, where the evidence 


uniformly supports the opposite outcome, namely that the applicant affirmatively 


understood and intended that vinyl sulfone could serve as the Q-Y or T-Z groups.   


While the Decision purports to also be persuaded by the testimony of Patent 


Owner’s expert regarding a POSITA’s understanding of these claim terms (D.I., 25), 


such expert opinion testimony cannot outweigh the determinative intrinsic evidence 


provided by the prosecution history here.  Kara Tech. Inc. v. Stamps.com Inc., 582 


F.3d 1341, 1348 (Fed. Cir. 2009) (“Extrinsic sources like expert testimony cannot 


overcome more persuasive intrinsic evidence.”); SkinMedica, Inc. v. Histogen Inc., 


727 F.3d 1187, 1195 (Fed. Cir. 2013) (“Expert testimony, in particular is less reliable 


because it ‘is generated at the time of and for the purpose of litigation’”) (quoting 


Phillips v. AWH Corp., 415 F.3d 1303, 1318 (Fed. Cir. 2005) (en banc)). 


Finally, the Decision cites Phillips for the proposition that “claim term 


definitions should be consistent across all claims.”  D.I., 25.  However, the Decision 


does not explain how this principal is relevant or where it is applied.   


C. The Petition identifies prior art compounds meeting claims 1 and 3 
under the claim language as written, as applied by the Examiner, 
and as intended by the Patent Owner. 
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Through this Request, Petitioner only seeks remand to the panel for 


consideration of the merits of the Petition unencumbered by the Decision’s abuse of 


discretion in finding a claim scope disavowal never argued by Patent Owner.  The 


Petition identifies compounds having two sulfones, at least one of which is part of a 


vinyl sulfone group, to satisfy the Q-Y and T-Z combinations in the claimed 


formulas.  See, e.g., Petition, Grounds 1-2 (alleging anticipation based on two 


different prior art references).  Many of the identified prior art compounds are thus 


functionally identical to compound 75—a compound that Applicant said supported 


the claim amendment that the Decision relies on to find a disclaimer.  Accordingly, 


reconsideration of the Petition under the proper claim interpretation is merited by its 


identification of numerous prior art compounds anticipating a large class of 


pharmaceutical compounds covered by the claimed chemical formulas.   


V. CONCLUSION 


Petitioner respectfully requests that the Director reverse the Decision’s claim 


construction rulings and remand so that an institution decision can be rendered under 


the proper claim constructions and based on adequate evidence and explanation. 


Respectfully submitted, 


Dated: September 21, 2023 By: /Michael R. Houston/ 


Michael R. Houston 
Reg. No. 58,486 
Counsel for Petitioner 
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demonstrated by the Decision’s sua sponte reliance on the aforementioned
amendment and remarks to adopt a prosecution-history-disclaimer-based claim
construction that the Decision admits results in the exclusion of a whole class of
compounds disclosed in the specification—including the specific exemplary
compounds in this class that the Applicant expressly identified in its accompanying
remarks as supporting the very amendment relied upon by the Decision to find the
alleged disclaimer.
 
Also at issue is legal question of whether the Board correctly applied Federal
Circuit precedent requiring claim scope disavowals to be clear and unmistakable,
although this issue is arguably subsumed by the profound misapprehension of the
prosecution history giving rise to the more fundamental question of whether any
disavowal occurred to begin with, let alone whether it was clear and unmistakable.
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