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L. INTRODUCTION

The Director should deny Patent Owner’s Request for Discretionary Denial
under 35 U.S.C. §§ 325(d) and 314(a).

Discretionary denial under § 325(d) is not appropriate in this case because
neither prong of the Advanced Bionics framework is satisfied. First, neither the
combinations of prior art in the asserted grounds, nor the arguments raised in the
Petition!, were previously presented to the Office. Indeed, Todd (EX-1006) was
not before the Examiner during original prosecution. And second, the Examiner
materially erred by:

e not uncovering Todd in searching and examining the 092 Patent;

e overlooking the teachings of Rissin (EX-1005) (which had been buried by in
an IDS with 616 other references and not used as a basis for a §103 rejection
or otherwise discussed or acknowledged during prosecution of the
challenged patent);

e not rejecting the claims as obvious over Rissin in view of the Todd and

Voorheis (EX-1007) references as asserted in the Petition;

! Petition for Inter Partes Review of U.S. Patent No. 11,275,092, Fujirebio
Diagnostics, Inc. v. Quanterix Corp., No. IPR2025-01060 (P.T.A.B. May 28,

2025), Paper No. 2 (the “Petition”).
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e interpreting the claim scope as limited to “tau Simoa” (Reasons For

Allowance, EX-1002, 659-60);

e misinterpreting Ding (EX-1019) (Reasons For Allowance, EX-1002, 659-

60); and

e withdrawing § 103 rejections without any evidentiary basis therefor,
especially as the case of obviousness against the 092 claims is so strong that
no assertions of secondary considerations, even if presented by way of

declaration or affidavit, can overcome the obviousness; see MPEP 2145

(citing Pfizer, Inc. v. Apotex, Inc., 480 F.3d 1348, 1372 (Fed. Cir.

2007); Leapfrog Enters Inc. v. Fisher-Price Inc., 485 F.3d 1157, 1162 (Fed.

Cir. 2007); Newell Cos., Inc. v. Kenny Mfg. Co., 864 F.2d 757, 768 (Fed.

Cir. 1988))..

Moreover, the Patent Owner urged the Examiner to make the above material
errors by misrepresenting the closest prior art and the state of the art during
prosecution. It would be manifestly unfair to allow the Patent Owner to benefit
again from its misrepresentation by discretionarily denying review and avoiding
consideration of the claims based on the closest prior art.

Discretionary denial under § 314(a) is likewise not appropriate in this case

for several reasons.
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First, the co-pending litigation in the District of Delaware is in its nascent
stages. Issue has not been met, and if the Delaware litigation proceeds beyond pre-
Answer motions, it is not expected that issue will be met until sometime in 2026.2
Thus, no scheduling order has been entered, no trial date has been set, and median
time-to-trial statistics and other evidence shows that any possible future trial would
likely occur well after the December, 2026 statutory deadline for a final written

decision in this IPR.

2 On September 5, 2025, counterclaim defendants, Fujirebio Diagnostics, Inc.
(“FDI”) and Fujirebio Europe N.V. (“FRE”), each filed a motion to dismiss under
Fed. R. Civ. P. 12(b)(6). FRE is a separate legal entity from FDI, and is not the
Petitioner in this [PR. Nor is FRE a parent or subsidiary of FDI, and FRE does not
control and is not controlled by FDI. While Patent Owner named FRE as a
counterclaim defendant in the district court litigation, it failed to allege any specific
activities as to FRE and, thus, FRE has moved to dismiss Patent Owner’s
infringement claims. FDI has concurrently moved to dismiss Patent Owner’s
infringement claims because the *092 Patent claims patent-ineligible subject matter
under 35 U.S.C. § 101. The briefing on those motions will continue into

November, with oral argument and a decision on the motions occurring thereafter.
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Second, Petitioner has provided to Patent Owner concurrently herewith a
Sotera stipulation, making clear that, if IPR proceedings are instituted, neither the
Petitioner, nor counter-claim defendant FRE, will pursue in the district court
proceeding any other ground that was raised, or could have been reasonably raised,
in this IPR petition.

Third, the evidence also shows that, if the district court litigation proceeds
past the motion to dismiss phase, the district court is likely to grant a stay in the
parallel litigation, further alleviating any concerns about inefficiency and
duplication of efforts between the district court and the Board.

Finally, other considerations, including the clear strength of the Petition, the
absence of any “settled expectations,” and the aim of correcting a material error
made by the Office in improvidently issuing claims 1 and 6-21 of the 092 Patent
(the “Challenged Claims”), also support institution and weigh against discretionary
denial under § 314(a).

Indeed, given that the product at issue is a breakthrough diagnostic test
capable of diagnosing Alzheimer’s Disease, a devastating and progressive disease,
the equities and the public interest strongly favor Board review of dubious patent

rights that could prevent such life-saving assays from reaching the market. See

FDA 5/16/25 News Release, EX-1046.
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For at least these reasons and those provided below, Petitioner respectfully
requests that the Director reject Patent Owner’s request for discretionary denial and
allow this IPR to proceed to an institution determination on the merits.

II. THE DIRECTOR SHOULD NOT EXERCISE HER DISCRETION TO
DENY INSTITUTION OF THE PETITION

A. Discretionary Denial Under 35 U.S.C. § 325(d) is Not Appropriate

When determining whether to exercise discretion under § 325(d), “the Board
uses a two-part framework™: (1) whether the “same or substantially the same” art
or arguments previously were presented to the Office; and, if so, (2) “whether the
petitioner has demonstrated that the Office erred in a manner material to the
patentability of challenged claims.” Advanced Bionics, LLC v. MED-EL
Elektromedizinische Gerdite GmbH, IPR2019-01469, Paper 6 at 8 (Feb. 13, 2020)
(designated: March 24, 2020) (“Advanced Bionics™).

1. Advanced Bionics — Step 1 - Neither the Prior Art

Combinations Nor the Arguments Raised in the Petition
Were Previously Presented to the Office

The first prong of the Advanced Bionics framework is not satisfied here as
neither the combinations of prior art in the asserted grounds, nor the obviousness
arguments raised in the Petition, were previously presented to the Office.

The Petition raises two grounds, each asserting obviousness based on a
combination of Rissin (which teaches an ultra-sensitive assay (called a Single

Molecule Array or “SiMoA” assay) capable of detecting individual biomarker
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molecules in solution) combined with either Todd (Ground 1) or Voorheis (Ground
2), both of which expressly teach the need to and benefits of applying more sensitive
diagnostic assays to detect tau protein biomarkers in the blood of patients suspected
of having a neurological disorder, such as Alzheimer’s disease. See Petition, Paper
No. 2, at 36-37, 58-61. That is, Rissin teaches the assay; and Todd and Voorheis
provide the express motivation for applying that assay to detect tau in patient’s
blood.

Patent Owner does not dispute that neither of Petitioner’s combinations was
before the Examiner during prosecution. Rather, at best, two of the three
references relied upon in this petition (Rissin and Voorheis) were submitted in a
voluminous IDS during prosecution listing references that span more than eight-
pages of the patent, EX-1001, pp 1-9. The third reference (Todd) was never
uncovered by the Examiner, submitted by Patent Owner, or considered by the
Examiner at all. Thus, under Becton, Dickinson factor (a) there are material
differences between the Petition art—i.e., the asserted combinations of references
that form the asserted grounds—and the prior art involved during examination.
These new references and combinations weigh against discretionary denial under
part one of the Advanced Bionics test.

Unable to satisfy Becton, Dickinson factor (a), Patent Owner attempts to lead

the Board through a series of false and incomplete comparisons to create the
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appearance that Petitioner’s grounds are cumulative. First, ignoring arguments
made to obtain allowance of the 092 Patent, Patent Owner argues that Petitioner’s
primary reference, Rissin, was (i) cited during prosecution of an earlier-filed
family member application; and (i1) is somehow cumulative of a different
reference, Duffy, that was applied during prosecution of the application that issued
as the ’092 Patent. Next, turning to Petitioner’s secondary references, Patent
Owner argues that Todd and Voorheis are cumulative of “multiple tau references”
also allegedly considered by the Examiner, including “Quanterix 2010a, Mortberg
and Wunderlich.” By glossing over the arguments Patent Owner made to secure
allowance of the claims, Patent Owner argues that both the combination of Rissin
in view of Todd, and the combination of Rissin in view of Voorheis, are
cumulative of the art that was previously considered. Patent Owner’s dismissive
attempt at hand waiving, however, is flawed at every step along the way.

As demonstrated below, the Examiner’s rejection based on Rissin during
prosecution of an earlier family member application was never overcome and, thus,
1s of little moment to Petitioner’s arguments. Nor is Rissin cumulative of Duffy —
the reference actually considered by the Examiner during prosecution of the relevant
application — as Rissin actually corrects errors in the passages in Duffy over which
Patent Owner contends Rissin is cumulative. Similarly, neither Todd nor Voorheis

are cumulative of other “tau references”, as both references supply the motivation to
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combine that Patent Owner argued was allegedly “missing” to obtain allowance of
the claims. So, not only were neither of the asserted obviousness combinations
previously presented to the Office, they expressly address material errors advanced
by Patent Owner — and adopted by the Examiner — that secured allowance of the
Challenged Claims.

Moreover, the asserted combinations include and are based on new evidence
— including the expert declaration of Dr. John Todd explaining the teachings of
Rissin, Todd and Voorheis, and why a person of ordinary skill (POSA) would have
been motivated, and found it obvious, to make these new combinations of references
that were not before the Examiner — including as they involve new art and raise new
arguments that were not previously considered. Accordingly, the first prong of the
Advanced Bionics analysis is not met. See, e.g., Nikon Corp. v. Optimum Imaging
Techs., LLC, 1IPR2024-01373, Paper 17 at 28 (P.T.A.B. Apr. 23, 2025) (finding first
prong of Advanced Bionics not satisfied where same primary reference (Nitkawa)
had been raised but not considered in a prior IPR but other references in the currently
asserted obviousness combinations had not been previously presented); ETN Cap.,
LLC v. FBA Operating Co., IPR2024-01445, Paper 14 at 14-16 (P.T.A.B. Feb. 28,
2025) (agreeing that “each of the references [petitioner] combine[d] with [a
reference before the Office during prosecution] were not considered by the

Examiner” and finding that the same or substantially the same art or arguments were
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not previously presented to the Office); Samsung Elecs. Co. v. Maxell, Ltd.,
IPR2024-00906, Paper 11 at 11, 14-18 (P.T.A.B. Dec. 11, 2024) (finding first prong
of Advanced Bionics was not satisfied where certain references in the asserted
obviousness grounds (e.g., Dua) had been listed in an IDS but other references used
in combination (e.g., N93, Herle, Rooyen, Desai) were not previously before the
Examiner, stating the Board was unpersuaded that “art substantially the same as
Petitioner’s grounds were previously presented to the Office” (emphasis added));
Taro Pharms. U.S.A., Inc. v. Apotex Techs., Inc., IPR2017-01446, Paper 7 at 18
(P.T.A.B. Nov. 28, 2017) (declining to exercise discretion to deny Petition based on
new expert declaration evidence that was not previously presented to the Office).

2.  Advanced Bionics — Step 2 - The Examiner Materially Erred

by Not Rejecting the Claims as Obvious over Rissin in view
of Todd or Voorheis

Although the Director need not reach the second prong of the Advanced
Bionics framework, it too does not support discretionary denial under § 325(d). The
Examiner materially erred by overlooking the teachings of Rissin and by not
uncovering Todd during search and examination, and not rejecting the claims as
obvious over Rissin in view of Todd or Voorheis. Advanced Bionics, IPR2019-
01469, Paper 6 at 8 n.9 (“An example of a material error may include
misapprehending or overlooking specific teachings of the relevant prior art where

those teachings impact patentability of the challenged claims.”); id. at 10 (“[I]f the



Petitioner’s Opposition to Patent Owner’s Discretionary Denial Brief

record of the Office’s previous consideration of the art is not well developed or
silent, then a petitioner may show the Office erred by overlooking something
persuasivel.]”).

i. The Examiner’s Failure to Consider Rissin in View of
Todd Was Material Error

(a) Rissin is Neither Cumulative Of Duffy
Nor Before the Examiner

The Examiner never uncovered Todd during search and examination and
never considered the obviousness of the Challenged Claims over Rissin in view of
Todd. Patent Owner attempts to address this material error by asserting that
“Petitioner’s resort to Rissin as a primary reference, rather than the Duffy reference
cited by the Examiner, is a distinction without a difference.” Patent Owner’s Brief
in Support of Discretionary Denial, Fujirebio Diagnostics, Inc. v. Quanterix Corp.,
No. [PR2025-01060 (P.T.A.B. Aug. 20, 2025) (“PO DD Brief”), Paper No. 9, at
10. Patent Owner argues that Rissin and Duffy are the essentially the same, and
that the Examiner had “cited Rissin and Duffy interchangeably for essentially the
same teachings throughout his examination of the applications in the 092 Patent
family.” Id. at 12. Not only is Patent Owner’s recitation of the prosecution of the
related parent applications less than fulsome, but — in the application that matured
into the 092 Patent — Patent Owner expressly overcame the Examiner’s rejection

applying Dufty based on alleged differences in the claim scope that are expressly
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taught by Rissin. And despite Patent Owner’s intimate knowledge of Rissin —
indeed Patent Owner admits that the “authors of Rissin worked for Patent Owner
Quanterix and Rissin’s author list includes every one of the named inventors of the
Duftfy reference” — Patent Owner nonetheless failed to alert the Examiner that
Rissin disclosed all of the claim limitations that Patent Owner argued purportedly
“distinguished” the Challenged Claims from Duffy. Id. at 10-113. Patent Owner’s
attempts to sweep these differences under the rug by way of a less than complete

recitation of the prosecution history should not be rewarded.

3 Patent Owner also did not correct the Examiner’s misinterpretation of Ding, or
the Examiner’s claim interpretation in the Reasons For Allowance, EX-1002, 659-
660, or cite and call attention to Patent Owner’s May 29, 2010 Website (EX-1030)
that explicitly taught diagnosing Alzheimer’s Disease “using Quanterix’s SIMoA
technology, it 1s now possible to detect these same proteins [that are in CSF] with a
simple blood test, even though they are present in blood at exceedingly low
concentrations, well below the limit of detection achieved by standard testing
methods”, in direct contravention to the arguments advanced by Patent Owner to

the Examiner that obtained allowance of the 092 Patent claims.
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(b) Patent Owner Never “Overcame” an
Obviousness Rejection Over Rissin

Patent Owner’s reliance on the prosecution history of related family
members to assert that Rissin was previously considered and overcome during
examination fails to paint a complete picture of the prosecution. While Patent
Owner readily points out that “during prosecution of the earliest patent application
in the 092 Patent’s family, U.S. Patent Application No. 14/111,326, the same
Examiner rejected the pending claims over the combination of Rissin... with
Hulstaert... to arrive at the claimed invention...”, Patent Owner tactfully fails to
disclose that that rejection was never overcome — but rather that the Patent Owner
acquiesced in claimed subject matter being obvious in view of Rissin.

More in particular, instead of distinguishing the rejected claims in the parent
application (which mirror the scope of the claims challenged in the instant
Petition), Patent Owner simply cancelled them and then subsequently let the
application go abandoned. See EX-1045, 869-74 (cancelling rejected claims 1-13
and 20-25 in response to January 29, 2015 Non-Final Office Action); see also id. at
5226-31 (responding to subsequent Notice of Non-compliant Amendment by
correcting claim numbering presented in response to January 29, 2015 Non-Final
Office Action); id. at 7994 (issuing Notice of Abandonment in application for
failing to respond to March 18, 2016 Non-Final Office Action within the six-month

statutory deadline). Thus, contrary to the implication left to be drawn from Patent
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Owner’s arguments in this IPR, the Examiner never acquiesced to any argument
that Rissin did not teach an assay within the scope of the Challenged Claims, or
that the combination of Rissin with a secondary reference suggesting measuring
tau protein in blood was somehow non-obvious. Rather the Examiner’s rejection
was left unaddressed, and by claim cancellation it is the Patent Owner who
acquiesced in the rejection that the claimed subject matter is obvious in view of
Rissin.

Patent Owner’s arguments regarding “the next-filed application in the
family, U.S. Patent Application No. 15/269,142” are equally misplaced. As Patent
Owner tacitly admits, the Examiner “rejected the then-pending claims under §
1017 not under §103.% PO DD Brief, Paper No. 9, at 12. That is, the Examiner

relied on Rissin only to establish that the routine assay steps in the claimed method

* The determination of lack of an inventive concept under § 101 is separate and
apart from considerations of novelty or nonobviousness under 35 U.S.C. §§ 102
and 103. See Mayo Collaborative Servs. v. Prometheus Lab’ys., Inc., 566 U.S. 66,
91 (2012) (rejecting “the Government’s invitation to substitute §§ 102, 103,

and 112 inquiries for the better established inquiry under § 101); see also Intell.
Ventures I LLC v. Symantec Corp., 838 F.3d 1307, 1315 (Fed. Cir. 2016)

(quoting Diamond v. Diehr, 450 U.S. 175, 18889 (1981)).
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— i.e., generic instructions to use assays of high sensitivity to detect proteins — was
“no more than conventional wisdom in art and... were known and routinely used in
this matter.” EX-2002, 5; see also id. at 6 (concluding that pending claims “do[]
not provide significantly more than instructions to a relevant audience to use
known techniques to observe a natural phenomenon and to ‘apply it’. This is not
patent eligible.”). As in the earlier U.S. Patent Application No. 14/111,326, Patent
Owner did not “overcome” an obviousness rejection over Rissin; the Examiner’s
focus was on patent eligibility, and cited Rissin as one of many references “in a
non-exhaustive list” that “illustrates that at the time of or before the instant
invention, an assay meeting the criteria of the instantly claimed assay was already
publicly known and had been disclosed as measuring numerous different proteins
from cancer antigens to AB to tau.” Id. at 6-7 (identifying a non-exhaustive list of
fourteen other known ““assay[s] meeting the criteria of the instantly claimed
assay”). That Patent Owner later overcame the Examiner’s patent eligibility
rejection as to certain claims having limitations not present in the Challenged
Claims is of no moment to the Petitioner’s obviousness grounds, which were never

considered by the Examiner.
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(c) Patent Owner Failed to Notify the
Examiner of the Most Pertinent Art And
of Blatant Examiner Errors

The Examiner did not cite Rissin during prosecution of the application that
issued as the 092 Patent. That was an Examiner’s material error that warrants
institution. Far worse, however, neither did Patent Owner bring Rissin to the
Examiner’s attention — despite Patent Owner’s intimate knowledge of both the
reference and the fact that Rissin disclosed the very limitations Patent Owner
argued were not disclosed in the references the Examiner was considering. See PO
DD Brief, Paper No. 9 at 10-12. In addition, in the Reasons for Allowance the
Examiner stated, “Ding table 1 lists Applicant’s claimed assay (tau Simoa) used by
at least forty-two (42) groups”, whereas the assay recitation of claim 1, step (C), by
its language is not expressly limited to a SiMoA assay, and Ding does not show 42
groups having adopted SiIMoA assays for detecting tau — blatant Examiner errors at
the core of the claim allowance that Patent Owner never corrected.”> EX-1002,

659. These are material errors that simply cannot stand.®

> A further Examiner error warranting institution of IPR proceedings is the
withdrawal of the § 103 rejection in the absence of evidence.
6 Information is “material” under 37 C.F.R. § 1.56(b) if it establishes

unpatentability of a claim, or refutes or is inconsistent with a position an applicant
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The Examiner relied on two primary references during prosecution: Duffy
in view of Quanterix 2010a (i.e., two references disclosing the use of ultra-
sensitive SIMoA assays to detect low-level biomarker in the blood of patients that
were owned by Patent Owner itself). In response, Patent Owner sought to
overcome the Examiner’s rejection on grounds that the SIMoA assay taught by
Dufty “differed” from the claimed invention in two material ways.

First, Patent Owner argued that Duffy utilized capture antibodies
immobilized at “fixed locations” on the reaction vessel, whereas the claimed
method recites a “suspension” of capture objects (i.e., beads) in a diluted bodily

fluid. Patent Owner argued that suspending the capture objects “allowed for

takes in opposing an argument of unpatentability relied on by the USPTO or in
asserting an argument of patentability. Under Therasense, Inc. v. Becton,
Dickinson & Co., 649 F.3d 1276 (Fed. Cir. 2011), information is “but-for”” material
if but-for an applicant’s withholding of information the patent would not have
granted. Each of Patent Owner’s failure to bring Rissin to the Examiner’s
attention, failure to cite Quanterix’s May 29, 2010 website (EX-1030), and failure
to correct the Examiner’s errors as to Ding in the Reasons For Allowance were
both the withholding of Rule 56 material and Therasense but-for material

information.
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improved analyte-binding efficiency” compared to immobilized antibodies of
Duffy. See EX-1002, 563-64.

Second, Patent Owner argued that Duffy required an additional step not
required by the Challenged Claims. That is, after the analyte molecules were
bound to the immobilized antibody, at least a portion of the immobilized
complexes were “disassociated” or “released” back into the fluid sample. The
analyte concentration was then determined based upon the number of released
complexes. Patent Owner argued that such a “release/disassociation step” is not
required by the Challenged Claims, which operate by detecting analyte
concentration directly from the suspended capture objects. See EX-1002, 564.

In response, the Examiner indicated that “if [issued claim 12] was a non-
obvious improvement as alleged, then the claim might be sufficient to overcome
the 103 rejection” over Duffy in view of Quanterix 2010a. Id. at 627.

Yet, at the time of this interview (and in the weeks and months that
followed) Patent Owner was well aware that Rissin taught a SiMoA technique
utilizing both of these alleged “differences”, and that the Examiner had not
considered the closest prior art, but nonetheless failed to notify the Examiner of the
error. Because the Examiner specifically found these features missing in the cited
art, Patent Owner should have identified the relevancy of Rissin, rather than

burying that reference in an IDS and saying nothing. Armour & Co. v. Swift &
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Co., 466 F.2d 767, 779 (7th Cir. 1972) (“[ W]e think that it is unfair to [assume] a
busy Examiner... retains details of every pending file in his mind when he 1s
reviewing a particular application...[T]he applicant has the burden of
presenting the Examiner with a complete and accurate record to support the
allowance of letters patent.”) (emphasis added); EX-1002, 110-37 (listing
references deemed to be material to patentability in an IDS). Instead, Patent
Owner sat silent, leading the Examiner down the path of material error based on an
incomplete and inaccurate record with full knowledge of the likely outcome of its
silence. Moreover, as discussed herein, the Patent Owner also sat silent and did
not correct the Examiner’s errors in the Reasons For Allowance, and advanced
arguments that were contradicted by Patent Owner’s May 29, 2010 website (EX-
1030). The Patent Owner withheld Rule 56 material and Therasense but-for
material information. On these unlevel grounds, the Examiner materially erred,
and the Examiner’s material errors cannot stand.

(d) Todd Supplies the “Missing” Motivation

Argued by Patent Owner to Obtain
Allowance

Patent Owner’s arguments that Todd is somehow “cumulative” of the art
considered by the Examiner are belied by its own admission that Todd supplies the
allegedly “missing” motivation to use ultra-sensitive assays to measure tau levels

in blood as a clinical marker for neurological disorders.
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On the one hand, Patent Owner argues that Todd (and Voorheis) are
“cumulative” of other art because they “offer the same information that Quanterix
2010a, Mortberg and Wunderlich provided during prosecution of the >092 Patent”,
including the “motivation to detect tau protein in blood... with conventional assay
techniques.” PO DD Brief, Paper No. 9 at 20-21 (emphasis added). Patent Owner
further argues “at the time of the invention, there was no clear impetus in the field
to use ultra-sensitive assay methods to detect tau”, Patent Owner argues, because
those “conventional assay methods had been used and generally accepted.” Id. at
6-7. Then Patent Owner admits that, “[a]fter considering [these] arguments, the
Examiner allowed the claims.” Id.

On the other hand, however, Patent Owner admits that Todd supplies that
missing “impetus” to use ultra-sensitive assays to measure tau levels in blood as a
clinical marker for neurological disorders (e.g., Alzheimer’s). Indeed, Patent
Owner describes, in clear and unambiguous terms, the “biomarker movement”
discussed in Todd that was built upon by the recognized need for earlier disease
detection and diagnosis of disease states. Patent Owner concedes that:

Todd describes a ‘biomarker movement’ in drug discovery and

disease diagnosis, and the need to develop advanced protein detection

systems. (EX. 1006 at 1-2; Petition, Paper No. 2 at 32.) Among other

applications, Todd asserts that protein biomarker programs in
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Alzheimer’s disease might benefit from immunoassay technologies

with ultra-sensitive detection, and identifies ‘beta-amyloid and tau

proteins’ as potentially ‘hopeful candidates’ as clinical markers for

Alzheimer’s diagnosis. (Ex. 1006 at 3; Petition, Paper No. 2 at 33-

34.) Todd further reports on “next generation immunoassay systems,”

including “Single Molecule counting (SMC)-based systems” by

Singulex that are capable of ‘quantifying biomarkers at the sub-

picogram level.” (Ex. 1006 at 3; Petition, Paper No. 2 at 31).

Id. at 19-20.

Thus, Patent Owner admits that Todd bridges the alleged “gap” between the
use of “conventional” and “ultra-sensitive” assays to detect tau, undermining not
only Patent Owner’s argument that Todd is “cumulative”, but also the very basis
for the Patent Owner’s patentability arguments to the Examiner. Simply put, Todd
is not cumulative of the art before the Examiner, and the Examiner’s failure to
uncover Todd, and consider the combination of Rissin in view of Todd, were

material errors.’

" Todd indeed shows a clear impetus in the field to use ultra-sensitive assays to
detect tau, contrary to the Patent Owner’s assertions. The Director and the PTAB

are also respectfully requested to consider that the state of the art included the
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(e) Patent Owner’s Faulty “Sea Change”
Arguments Caused the Examiner to
Materially Error

Patent Owner also argued that secondary considerations, including an
alleged “sea-change in the field” supported patentability and “effectively created or
contributed to creating the reasonable expectation of success that was absent at the
time Applicant’s invention was made....” EX-1002, 555. Patent Owner argued
that Tables 1 and 2 in Ding — a review article published almost ten years after the
publication of the application — reported results from various research groups using
SiMoA to measure blood tau wherein the “vast majority of the reports” came “after
the publication of the invention.” Id. at 560. In response, the Examiner

improvidently agreed, concluding that:

Quanterix Presentation (EX-1033) that directed using SIMoA to detect tau, the
Patent Owner’s May 29, 2010 website (EX-1030) that directed using SiMoA to
detect biomarkers of Alzheimer’s Disease in blood (tau was understood as a
biomarker of Alzheimer’s Disease), and the Singulex website (EX-1036) that
directed using the ultra-sensitive Erenna system for detecting an Alzheimer’s
Disease biomarker in blood — with it noted that none of Todd, the Patent Owner’s

website, nor Singulex’s website were before the Examiner in original prosecution.
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Of particular relevance, Ding table 1 lists Applicant’s claimed assay

(tau Simoa) used by at least forty-two (42) groups after the effective

filing date of 4/12/11. This is in contrast to the obviousness

conclusion set forth by the Examiner, which articulated why it would

have been obvious to use Simoa to detect tau, but also recognized that

no group had actually done so.... It is on this fact that the Examiner

finds the argument persuasive and concludes that the rebuttal evidence

is sufficient to overcome the obviousness rejection.

EX-1002, 659-60 (emphasis in original).

Here, not only is Ground 1 based on different art than that which was before
the Examiner, but as set forth in the Petition, the Examiner’s consideration of
Patent Owner’s alleged secondary considerations was a material in error because
Patent Owner failed to provide any actual evidence, and failed to establish any

nexus between the Challenged Claims and the results in Ding.® While Patent

8 There is no serious dispute that the *092 Patent file history only contains mere
attorney argument as to Patent Owner’s supposed secondary considerations. See
MPEP 2145 I (“Attorney argument is not evidence”; “arguments of counsel cannot

take the place of evidence”); MPEP 716.01(c) II (“arguments of counsel cannot

take the place of evidence in the record” (citing In re Schulze, 346 F.2d 600, 602
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Owner attempts to make light of myriad issues Petitioner raised concerning the
Examiner’s reliance on Ding — at times deriding Petitioner’s valid critiques as
“halthearted” and “quibbles” — Patent Owner provides no substantive response to
rebut these issues.

Indeed, as set forth in the Petition, Patent Owner failed to link the alleged
increase in the number of groups using SiIMoA to quantify blood tau levels to what
is both claimed and allegedly novel in the Challenged Claims, as opposed to other
factors, including the prior art SiIMoA techniques disclosed in Duffy (which is
within step (C) of claim 1), or Rissin (which also is within step (C) of claim 1 and
teaches the same SiMoA technique as claim 12), or the numerous other SiMoA
publications that Patent Owner openly admits were known.

As an initial matter, the Challenged Claims are not limited to SiMoA assays;
rather the Challenged Claims encompass any assay capable of meeting the claimed
LoD and LoQ parameters recited in the claims (see EX-1001, claim 1, “wherein”

clause). Thus, Patent Owner’s reliance on Ding is a red herring, and speaks

(C.C.P.A. 1965)). “Examples of attorney statements which are not evidence and
which must be supported by an appropriate affidavit or declaration include
statements regarding ... commercial success, solution of a long-felt need, [and]

inoperability of the prior art”. /d.
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nothing of the myriad of other ultra-sensitive assays — that Patent Owner concedes
were well-known — capable of detecting blood biomarkers at the levels recited in
the Challenged Claims. See, e.g., EX-1001, claim 1, step (C) (reciting
“quantifying through the use of an analytical protein concentration measurement
assay” and not “quantifying through the use of an analytical protein concentration
measurement SiMoA assay”). This disconnect between the broad scope of the
Challenged Claims, and the limited SiMoA assays reviewed in Ding, demonstrates
the lack of nexus between the *092 Patent claims and Patent Owner’s purported
secondary considerations of nonobviousness, and shows that institution of [PR
proceedings is warranted.

Rather, Patent Owner’s only purported basis supporting the alleged “nexus”
was the loose association between the timing of the publications cited in Ding
(beginning in 2014) and the publication of an earlier-filed PCT patent application
in the priority chain of the *092 Patent (two years earlier). EX-1002, 560 (alleging
“the vast majority of reports in Tables 1 and 2 of Ding... came after the publication
of International Publication W02012/142301 on October 18, 2012... which the
present application claims priority.”). However, coincidental timing alone does not
establish the requisite “nexus” and additional evidence tying the assays of the
publications cited in Ding to the underlying claims is needed. See, e.g., Ancora

Techs, Inc. v. Roku, Inc., 140 F.4th 1351, 1361 (Fed. Cir. 2025) (holding press
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release praising challenged patent generally, versus tying products to patent claims,
insufficient to establish nexus).

This is particularly true given that Patent Owner was commercially
marketing a fully automated SiMoA platform for the detection of pTau in blood in
(while pronouncing its alleged “dominating patent position™ to the field) one-year
before the alleged “uptick” in tau-Simoa publications reported in Ding. See e.g.,
EX-1039 (Patent Owner’s July 30, 2013 Announcement of the “Commercial
Availability of its SiMoA Single Molecule Array Technology”); EX-1034 (Patent
Owner’s Oct. 22, 2013 webpage showing commercial availability of its SIMoA test
kit for tau). And well before the 092 Patent’s earliest filing date, Patent Owner’s
website explicitly taught diagnosing Alzheimer’s Disease using Quanterix’s
SiMoA technology. See Patent Owner’s May 29, 2010 Website (EX-1030).

Indeed, Ding expressly acknowledged the commercial availability of
Quanterix’s pTau detection kit and, in fact, used that commercial availability as a
basis for “excluding” publications performed on other assay platforms due to the
“challenge” of combining those results “with those using the commercialized
plasma tau detection kit developed by Quanterix.” EX-1019, 11 (emphasis added).
Thus, it is far more likely that the alleged “increase” in the number of SiMoA-
based experiments measuring blood tau was the result of the now large-scale

commercial availability of a SIMoA pTau assay, than the mere “publication” of a
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PCT patent application without more. At minimum, this more plausible
explanation warrants a trial on the merits. And neither in these proceedings nor in
the original prosecution has Patent Owner pointed to any of the Ding forty-two
(42) SiMoA publications as citing the PCT patent application as a basis for the use
of a SIMoA assay (as opposed to other assays) for the detection of tau in blood;
Patent Owner’s silence on this point speaks volumes to the fact that the publication
of the PCT patent application had absolutely no bearing on the use of SIMoA in
any of those forty-two (42) publications cited in Ding.

Moreover, Petitioner’s correction that Ding describes forty-two (42)
publications — not groups — using “Applicant’s claimed assay (tau Simoa)... after
the effective filing date of 4/12/11”, is not simply “quibbling.” It demonstrates
that, apart from not recognizing the commercial availability of Patent Owner’s tau
SiMoA assay, the Examiner also misunderstood both the relevance and scope of
studies conveyed in Ding (as well as the express language of the 092 Patent
claims that do not expressly recite that the assay is a SIMoA assay). Given that at
least 17 of these 42 studies (nearly 50%) were made by authors directly affiliated
with Patent Owner, and a large number of the remaining studies were made
through affiliations of other authors, the actual number of “groups” of scientists
allegedly “adopting” Patent Owner’s technology was far fewer than the Examiner

was made to understand. Nonetheless, here again Patent Owner failed to notify the
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Examiner of the Examiner’s errors in allowance (including as to both as to the
substance of Ding, and as to the language of the claims being allowed).

In any event, the obviousness arguments set forth in the Petition are so
strong that Patent Owner’s assertions of secondary considerations, even if
presented by way of declaration or affidavit, cannot overcome the final conclusion
of obviousness. See MPEP 2145 (citing Pfizer, Inc. v. Apotex, Inc., 480 F.3d 1348,
1372 (Fed. Cir. 2007); Leapfrog Enters Inc. v. Fisher-Price Inc., 485 F.3d 1157,
1162 (Fed. Cir. 2007); Newell Cos., Inc. v. Kenny Mfg. Co., 864 F.2d 757, 768
(Fed. Cir. 1988)).

il The Examiner’s Error Is Further Evident By Ground 2.

Ground 2. By not considering the combination of Rissin in view of
Voorheis, the Examiner also materially errored under the second part of the
Advanced Bionics test. Becton factors (¢), (e), and (f) inform this analysis.
Advanced Bionics at 9-10.

As discussed above, Voorheis was only before the Examiner by virtue of its
inclusion in an IDS, and was not used as the basis for any rejection or in combination
with Rissin. There was no analysis or discussion of Voorheis’ teachings in the
prosecution history, and Becton, Dickinson factor (c) thus weighs against the
exercise of discretion under § 325(d). See Ascend Elements, Inc. v. Duesenfeld

GmbH, 1PR2024-00948, Paper 10 at 37 (P.T.A.B. Nov. 22, 2024) (finding that
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petitioner has demonstrated that the Office had materially erred where “the Office
did not rely on any of the references asserted [] to reject any of the claims challenged
here[,]” “so it appears [the asserted obviousness arguments | were overlooked™); Aylo
Freesites Ltd. v. Dish Techs. L.L.C., IPR2024-00940, Paper 12 at 33-34 (P.T.A.B.
Nov. 21, 2024) (“Neither the applicants nor the Examiner discussed these references
and petitions, and the Examiner did not use any of them as a basis of any rejection.
Rather, the Examiner’s only interaction with these items appears to be within the
context of receiving and responding to Information Disclosure Statements.”);
CODE200, UAB v. Bright Data Ltd., IPR2022-00353, Paper 8 at 10 (P.T.A.B. July
1, 2022) (fact that reference was not the basis of rejection in the prosecution of
challenged patent “weighs strongly against exercising our discretion to deny
institution under 35 U.S.C. § 325(d)”) (citing Becton, Dickinson & Co. v. B. Braun
Melsungen AG, IPR2017-01586, Paper 8 at 17-18 (P.T.A.B. Dec. 15, 2017); Kayak
Software Corp. v. Int’l Bus. Machs. Corp., CBM2016-00075, Paper No. 16 at 11
(P.T.A.B. Dec. 15, 2016)).

The teachings of Voorheis are also highly material to the validity of the
Challenged Claims and directly rebut arguments advanced by Patent Owner to
secure issuance of the patent. As set forth in the Petition, Voorheis is directed to
methods and kits for diagnosing Alzheimer’s Disease (AD) and other neurological

disorders by screening for tau in the blood of a patient. Like Todd, Voorheis also
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supplies the allegedly missing “motivation” to induce a POSA to develop more
sensitive diagnostic tests to screen for the presence of tau biomarkers in blood.
Voorheis discusses the frustration felt by patients, doctors and family members as a
result of the lack of reliable methods to diagnose the cognitive ability of patients
with early on-set AD, and the express need for more sensitive assays to rapidly
diagnose the disease, “particularly in the early stages where even a simple arrest of
the progress of the disease would leave the patient with significant intellectual
capacity and a reasonable quality of life.” EX-1007, 3:25-28.

Thus, Voorheis directly rebuts Patent Owner’s counterfactual argument that —
in a disease that effects more than 6-million Americans (one in six in the United
States) and costs hundreds of billions of dollars annually in long-term care — POSA’s
were somehow content with low sensitivity testing techniques or otherwise
disinterested in applying more sensitive assays (which were admittedly well-known
in the art) to detect low concentrations of tau biomarkers in bodily fluids earlier, and
with increased accuracy and precision. Patent Owner’s argument does not pass the
straight-face test, and the Examiner’s failure to consider the teachings of Voorheis
was material error.

Moreover, as further detailed in the Petition, Voorheis (in combination with
Rissin) teaches and renders obvious all of the limitations of the Challenged Claims,

including the assay limitations argued by Patent Owner and improvidently accepted
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by the Examiner as being absent from the prior art of record during the applicant
interview (but which the Patent Owner knew to be present in their Rissin reference
not before the Examiner). See supra Section 2(i)(a)-(c); EX-1002, 563-64.

The Petition shows how Voorheis in combination with Rissin does not suffer
from the purported deficiencies that Patent Owner argued were present in the art
used by the Examiner for rejecting the claims under § 103.

Under Becton, Dickinson factor (e), the teachings from Voorheis identified
above (and analyzed in greater detail in the identified patentability contentions from
the Petition) demonstrate that the Examiner materially erred in the evaluation of the
prior art.

The Examiner overlooked (or misapprehended) the teachings from Voorheis
(and never considered the identified teachings of Rissin) when mistakenly
concluding that issued claim 12 contained certain assay limitations (discussed
above) which were “a non-obvious improvement as alleged” by Patent Owner not
found in the prior art. EX-1002, 627; Aylo Freesites, IPR2024-00940, Paper 12 at
34 (“It 1s difficult to characterize error in a nearly silent record, and we find that
Petitioner has sufficiently demonstrated error based in part on its unpatentability
contentions.”).

Finally, the Petition includes additional evidence and facts that were not

before the Examiner during prosecution, including, e.g.: (i) the prior art references
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that are combined with Voorheis in the asserted obviousness grounds (i.e., Rissin
and Todd) and (i1) the expert declaration of Dr. John Todd explaining the teachings
of Voorheis, Rissin and Todd (which was not before the Examiner) and why a person
of ordinary skill would have been motivated and found it obvious to combine them.
See EX-1003, 43-47, 69-72. Becton, Dickinson factor (f) thus further shows material
error and weighs against the exercise of discretion under 325(d). See, e.g., Ascend
Elements, IPR2024-00948, Paper 10 at 37 (Petitioner offered additional evidence
including additional references in the asserted obviousness combinations, as well as
expert declaration, “that was not before the Office during examination”); Taro
Pharms. U.S.A., Inc., IPR2017-01446, Paper 7 at 18 (declining to exercise discretion
to deny Petition based on new expert declaration evidence that was not previously
presented to the Office).

For these reasons, the Director should decline to exercise her discretion to
deny institution under § 325(d).

B. Discretionary Denial Under 35 U.S.C. § 314(a) Is Not Appropriate

i No Grounds for a Sotera Stipulation Were Present When
the Petition Was Filed

In what appears to be a last-minute add-on, Patent Owner includes a single-
paragraph argument that discretionary denial is appropriate because Petitioner “did
not offer a [Sotera] stipulation”. Patent Owner’s brevity, however, speaks too much.

As Patent Owner must concede, at the time of filing the Petition, the only issue
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before the district court was Petitioner’s declaratory judgment of noninfringement —
an issue clearly not before the Board. Patent Owner did not file its infringement
counterclaim — giving rise to a potential invalidity challenge before the district court
—until several months later. Stated different, there was no basis upon which to file
a Sotera stipulation with the Petition.

That same posture remains even today. To date, Petitioner has not raised any
validity challenges before the District Court that could be (or could have been) raised
before the Board in the Petition. Rather, the only invalidity challenge raised so far
— indeed the only substantive activity in the case at all — is a challenge for lack of
patent eligibility under 35 U.S.C. §101 raised by Fujirebio Diagnostics, Inc. (FDI,
Petitioner herein) by way of a motion to dismiss under Fed. R. Civ. P. 12(b)(6) for
failure to state a claim. Like non-infringement, the question of patent eligibility is
one that clearly falls outside the jurisdiction of the Board and, thus, there is no
overlap in issues between the Petition and the district court litigation (see fn 4,
supra).

Nonetheless, in order to avoid any potential overlap between the two
proceedings, Petitioner provides herewith a Sofera stipulation certifying that, if [PR
proceedings are instituted, neither Petitioner (FDI) nor counter-claim defendant
Fujirebio Europe N.V. (FRE) will pursue in the district court litigation (1) the

specific invalidity grounds that Petitioner raised in the IPR petition, nor (2) any other
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invalidity ground that Petitioner could have reasonably raised in the IPR petition
under §§ 102 or 103, against the asserted claims of the patent-in-suit, nor (3) any
invalidity ground based on a combination of system prior art and the references
asserted in the Petition.

Patent Owner’s arguments under 35 U.S.C. § 314(a) are, therefore, moot.

il The Fintiv Factors Support Institution

The remaining Fintiv factors nonetheless caution against discretionary
denial. In determining whether to exercise discretion under 35 U.S.C. § 314(a) to
deny institution in view of a parallel proceeding, the Board developed a framework
that includes consideration of six factors (the “Fintiv factors”). See Apple Inc. v.
Fintiv, Inc., No. IPR2020-00019, Paper 11 at 5-6 (P.T.A.B. Mar. 20, 2020).
“These factors relate to whether efficiency, fairness, and the merits support the
exercise of authority to deny institution in view of an earlier trial date in the
parallel proceeding.” Id. 6. In evaluating the Fintiv factors, the Board takes “a
holistic view of whether efficiency and integrity of the system are best served by
denying or instituting review,” recognizing that “there is some overlap among
these factors” and that “[s]Jome facts may be relevant to more than one factor.” Id.
More recently, on March 26, 2025, the Director issued a memorandum identifying

additional exemplary discretionary criteria that may be considered and stating that
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parties are “permitted to address all relevant considerations.” Memorandum:
Interim Processes for PTAB Workload Management, March 26, 2025 at 2.°

While Patent Owner failed to engage any analysis of the established
discretionary denial factors, as briefly set forth below, the sum of factors weighs
against discretionary denial here. The Fintiv factors are all either neutral or weigh
against discretionary denial:

e Factor 1: whether the court granted a stay or evidence exists that one
may be granted if a proceeding is instituted — neither party to the district court
proceeding has requested a stay, and the question of non-infringement before the
district court differs significantly from the validity issues before the Board. The
only invalidity challenge raised before the district court so far is a challenge for
lack of patent eligibility under 35 U.S.C. §101 raised by Petitioner by way of a
motion to dismiss under Fed. R. Civ. P. 12(b)(6) for failure to state a claim. If the
Board institutes IPR, and the district court litigation is not dismissed by way of the
currently pending motion to dismiss, Petitioner intends to seek a stay of the district

court litigation pending resolution of this IPR. This factor is neutral.

? Available at https://www.uspto.gov/sites/default/files/documents/

InterimProcesses-PTABWorkloadMgmt-20250326.pdf
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e Factor 2: proximity of the court’s trial date to the Board’s projected
statutory deadline for a final written decision — In the district court litigation,
issue has not been joined, no scheduling order has been entered, and there is no
trial date set. Moreover, given the current procedural posture of that case, briefing
and argument on counterclaim defendants Fed. R. Civ. P. 12(b)(6) motions to
dismiss will not likely be completed before the end of the year, and a decision on
those motions is not expected for many months thereafter. According to the latest
statistics, the median time from filing to trial in the District of Delaware is 35
months and thus, even absent a stay, any trial would take place 18 months after the
expected December 2026 date for a final written decision, thus supporting
institution of IPR.!°

e Factor 3: investment in the parallel proceeding by the court and the
parties — the district court litigation is still in its nascent stages. The Court has not
scheduled (much less held) an initial scheduling conference, and there are no fixed
deadlines currently set for the close of fact discovery, expert discovery, dispositive
motions or trial; showing that almost all of the investment in the parallel litigation

still lies ahead. This factor supports institution of IPR.

Ohttps://www.uscourts.gov/sites/default/files/document/fcms_na_distprofile0630.2

025.pdf.
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e Factor 4: overlap between issues raised in the petition and in the
parallel proceeding — the issues currently before the district court relate to non-
infringement, lack of specificity in Patent Owner’s counterclaims, and patent
ineligibility under section 101; those issues will not be before the Board.
Moreover, Petitioner’s Sotera stipulation eliminates any potential overlap of issues
and, thus, supports institution.

e Factor 5: whether the petitioner and the defendant in the parallel
proceeding are the same party—both Petitioner (Fujirebio Diagnostics Inc.) and
Patent Owner (Quanterix) are parties in the district court litigation. Thus, this
factor supports granting institution.

e Factor 6: other circumstances that impact the Director’s exercise of
discretion, including the merits — other considerations, including the strength of
the Petition, the absence of settled expectations, and the ability to correct a material
error made by the Office in improvidently issuing the Challenged Claims
(discussed further below), also support institution and weigh against discretionary
denial.

A holistic review of the foregoing Fintiv factors, namely that the timing of
the Petition was reasonable, the relatively limited investment in the parallel

proceeding to date, and that there is no potential overlap of the two proceedings,
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and the presence of strong, well-supported prior art grounds tilts the Fintiv factors
in favor of instituting inter partes review.

ili.  The Director’s Additional Discretionary Denial Factors
Support Institution

The Director’s March 26, 2025 multi-factor discretionary denial test,
including the parties’ settled expectations, the public’s economic interests, the
Petition’s compelling merits, and efficiency considerations, all weigh against denial.

(a) No Settled Expectations Where Parties
Have No Prior Interaction in IPR Context

There are no settled expectations that the 092 Patent would not be subject to
IPR challenge. The question of “settled expectations” presupposes a course of
dealing or a history of reliance between the parties; it protects parties who have
structured their affairs around the status quo. But where two parties do not have a
prior relationship—which is explicitly the case here—these reliance interests simply
do not exist. There has been no prior licensing, no market dealings, no shared
understandings, and no other conduct by which one party relied on the behavior or
assertions of the other party regarding the patent. Moreover, the 092 Patent issued
on March 15, 2022 (EX-1001), which is only a little over two years before the
Petition was filed. Thus, the lack of any settled expectations and this early challenge

to the 092 Patent favors institution. Zhuhai Cosmx Battery Co. v. Ningde Amperex



Petitioner’s Opposition to Patent Owner’s Discretionary Denial Brief

Tech. Ltd., IPR2025-00385, Paper 9 at 3 (P.T.A.B. July 2, 2025) (“[T]he early
challenges to the patents tip the balance against discretionary denial.”).
(b) The Public Interest Strongly Favors

Removing Patent Barriers to Alzheimer’s
Disease Assays

Another important consideration to institution, but ignored by Patent Owner,
is the question of the public interest. Here, the public interest weighs heavily in
favor of the Board’s review of dubious patent rights that could prevent life-saving
diagnostic assays for Alzheimer’s disease from reaching the market.

Courts have long recognized that equitable considerations in patent disputes
extend beyond private commercial interests to the impact on public health. See
eBay Inc. v. MercExchange, L.L.C., 547 U.S. 388, 396-97 (2006) (Kennedy, J.,
concurring) (emphasizing the importance of considering the public consequences
of injunctive relief). When the product at issue is a diagnostic test capable of
diagnosing a devastating and progressive disease such as Alzheimer’s Disease, the
equities and the public interest strongly favor institution on the merits of the
Petition.

First, Alzheimer’s Disease represents a profound public health crisis. As set
forth in the Petition, more than six million Americans are currently living with
Alzheimer’s Disease, and the number is projected to rise sharply as the population

ages. Early and accurate detection is critical to medical management, care
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planning, enrollment in clinical trials, and the development of new therapies. On
May 16, 2025, Petitioner received FDA clearance under the “Breakthrough Device
Designation” to market the first in vitro diagnostic device that tests blood to aid in
diagnosing Alzheimer’s disease (see FDA 5/16/25 News Release, EX-1046).
Allowing an invalid patent to remain an obstacle on which to deny patients and
physicians access to reliable diagnostic assays (or that increases the cost of reliable
diagnostic assays) stymies the ability of individuals to make informed medical
decisions and forecloses opportunities for early intervention, which is widely
acknowledged to improve quality of life and reduce overall healthcare costs.

Second, the patent system exists to promote—not hinder—innovation and
the dissemination of beneficial technologies. Bonito Boats, Inc. v. Thunder Craft
Boats, Inc., 489 U.S. 141, 146 (1989) (“[T]he “ultimate goal” of the patent system
is to bring “new designs and technologies into the public domain through
disclosure.”). The existence of invalid patents — granted on obvious variations of
well-known concepts — undermines that purpose and serves only to restrict patient
access to a diagnostic that addresses an unmet medical need.

Finally, the 092 Patent threatens not only individual patient access, but also
the advancement of biomedical research. Diagnostic access accelerates the
enrollment of patients into clinical trials for new treatments, directly fueling

therapeutic innovation. Restricting access to such assays (and/or increasing the
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cost of such assays) thus delays both immediate patient benefits and long-term
breakthroughs, compounding the harm to public welfare. Thus, when viewed in
light of the strength of the arguments set forth in the Petition, the public interest
overwhelmingly supports a thorough examination of the validity of the 092 Patent
through institution of IPR proceedings.

(¢c) The Strength of the Petition and Efficient

Use of the Board’s Resources Warrant
Institution

The strength of the Petition warrant institution because the Petition
demonstrates, on the face of the record, a strong likelihood that the Challenged
Claims are unpatentable. The Board and the Director have made clear that the
strength of the petition weighs in favor of institution, regardless of other
discretionary considerations. See Apple Inc., IPR2020-00019, Paper 11 at 16
(identifying the strength of the merits as a relevant factor in the discretionary
denial analysis).

Likewise, the Supreme Court has also recognized that the [PR framework
was designed to improve patent quality and correct improvidently granted claims.
See Cuozzo Speed Techs., LLC v. Lee, 579 U.S. 261, 279 (2016) (IPR serves as a
“second look at an earlier administrative grant” of patent rights to improve

accuracy and public confidence). Denying institution despite compelling evidence
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of unpatentability would disserve this statutory purpose by perpetuating
enforcement of invalid claims.

Here, the merits of the Petition are strong, presenting a compelling case of
unpatentability: the prior art references map directly onto the limitations of the
Challenged Claims, the combinations are supported by explicit teachings and
motivation to combine, and expert testimony corroborates the technical rationale
with unrebutted evidence.

The Petition presents a straightforward combination of the teachings of
Rissin (EX-1005) with Todd (EX-1006) or Voorheis (EX-1007) that render
obvious the Challenged Claims. See Pet. at 4 (listing asserted grounds). In
response, Patent Owner admits that tau was a well-known biomarker for
neurological disorders, and further that assays that were capable of detecting ultra-
low concentrations of analyte (including its own SiMoA assay —as disclosed in
Rissin) were well-known in the art. Todd and Voorheis squarely provide the
motivation found missing during prosecution to apply Rissin’s well-known ultra-
sensitive assay to detect tau levels in the blood of patients suspected of having
neurological conditions, and the wide-spread prevalence and societal costs of
Alzheimer’s disease provided more than enough incentive to do so.

The Petition shows that skilled artisans would have applied Rissin’s

teachings with those of Todd and/or Voorheis in a way that renders the Challenged
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Claims unpatentable. Taken together, these grounds not only meet but exceed the
“reasonable likelihood” threshold under 35 U.S.C. § 314(a).

Finally, instituting review would be an efficient and appropriate use of the
Board’s resources, particularly to correct the material errors the Office made in
improvidently granting the Challenged Claims. Critically, the material error of the
Office was caused by the Patent Owner’s misrepresentation of the prior art. It would
be manifestly unfair to allow the Patent Owner to benefit again from its
misrepresentation by discretionarily denying review. The Petition presents only two
clear, well-supported grounds that go directly to the core validity of the Challenged
Claims, ensuring that the proceeding will focus on discrete, dispositive issues rather
than diffuse or speculative disputes. The PTAB was designed as a streamlined,
expert forum for resolving such technical validity questions far more efficiently than
district court litigation. See Cuozzo Speed, 579 U.S. at 267-68; Belden Inc. v. Berk-
Tek LLC, 805 F.3d 1064, 1079 (Fed. Cir. 2015) (“Board members, because of
expertise, may more often find it easier to understand and soundly explain the
teachings and suggestions of prior art without expert assistance.”). Here, the strong
merits and narrow grounds maximize the likelihood that the Board’s investment of
resources will yield a clear and conclusive resolution, fulfilling Congress’s intent
that IPR provide a cost-effective mechanism to improve patent quality and conserve

judicial and agency resources.
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Accordingly, the Board should institute inter partes review to ensure that the
Challenged Claims receive the scrutiny Congress intended, and to prevent the
continued assertion of claims that are highly likely to be invalid in light of the prior

art.
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III. CONCLUSION

For the reasons set forth above, Petitioner has established a reasonable
likelihood of prevailing with respect to all Challenged Claims of the 092 Patent
and requests the Board institute inter partes review and then cancel the Challenged
Claims as unpatentable.

Respectfully submitted,
DUANE MORRIS LLP

BY: /Patrick D. McPherson/
Patrick D. McPherson
USPTO Reg. No. 46,255
Duane Morris LLP

505 9th Street NW, Suite 1000
Washington, D.C. 20004
Lead Counsel

Dated: September 19, 2025
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