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Meyer describes a method that is different from the claimed invention and that
addresses a different problem. Meyer breaks a homopolymer chain to remedy
sequencing errors and non-selectively amplifies the entire transcriptome. Meyer
does not disclose the claimed amplification to enrich for target sequences (step 1(c))
and the sequencing of the enriched target sequences (step 1(d)). As Dr. Meyer
explained (without rebuttal from Petitioner), not only is there no enrichment of a
target sequence, but the method is not designed to do so: “our method did not target
a specific gene or region, but rather, the entire class of transcripts.”
EX1126.0118:18-119:1. Not only did Meyer not seek to enrich, there is no evidence
that any of the fragments were enriched through Meyer’s amplification process.

Unable to dispute these facts, Petitioner improperly advocates for rewriting
the claims. First, Petitioner incorrectly conflates “enrichment” with amplification.
That is directly at odds with the plain meaning of the term and the intrinsic record.
The Board initially found that the plain meaning of “enrich” was “to process so as
to add or increase the proportion of a desirable ingredient.” Paper 7, 13 (emphasis
added). Petitioner offers no justification for departing from the plain meaning.
Second, Petitioner’s proposed construction reads the explicit language that the
amplification is “thereby enriching the nucleic acid sequence of interest” out of the
claim entirely. This is at odds with the law and intrinsic record. The claims describe

a specific amplification method that results in enrichment of the target sequence.
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Petitioner’s strained positions are its attempt to salvage its reliance on Meyer.
Petitioner mistakenly maps Meyer’s general amplification step onto the target-
specific amplification claimed in step 1(c) of the *108 patent. Importantly, Meyer
introduces the “second adaptor sequence” to every fragment—not just fragments
with a sequence of interest. Meyer then amplifies all fragments, without enriching
for any sequences over others. Petitioner ignores this point as well as Dr.
Bustamante’s extensive testimony that a POSA would not have been able to
reasonably infer enrichment based on Meyer’s data. The record, therefore, supports
only one conclusion: Meyer does not disclose the selective enrichment methods
recited in the 108 patent and thus cannot anticipate the challenged claims.

I. TECAN APPLIES THE CORRECT CONSTRUCTION

Petitioner’s arguments are predicated on an erroneous rewriting of the claims.
Petitioner not only applies a construction for enrichment contrary to the plain
meaning identified by the Board but also seeks to entirely remove the limitation that
requires that the “amplifying” limitation is “thereby enriching the nucleic acid
sequence of interest.” Petitioner’s construction, therefore, cannot be correct, and the
Board should apply Tecan’s proposed construction.

A.  Enrichment Is a Change in Proportion, Not Just Raw Number

To support its position that Meyer does not disclose enrichment, Petitioner

argues that step 1(c) “simply require[s] that more fragments containing the sequence
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of interest are created.” Paper 45, 1. However, that is not “enrichment” as it is
ordinarily understood and as all three experts in this case used the term.

As the Board acknowledged, the plain meaning of “enrich” is “to process so
as to add or increase the proportion of a desirable ingredient.” Paper 7, 13 (emphasis
added). The specification confirms that enrichment, as used in the claims, relates to
the proportionality of the target sequence in the library. See infra pp. 6-7.
Proportionality is, by definition, relative. The proportion of an ingredient in a
mixture is not synonymous with the absolute amount of the ingredient. For example,
an ingredient can be enriched if other ingredients are preferentially removed from
the mixture, leaving the same absolute amount of the enriched ingredient, but less of
the other ingredients. Alternatively, an ingredient can be enriched when it is
preferentially amplified over other ingredients, as described in the challenged claims.
In either case, the end result has a different proportion of ingredients than before
enrichment.

Under Petitioner’s construction, however, “enrichment” and “amplification”
are equivalent. The illustration below exposes Petitioner’s fallacy. Under
Petitioner’s construction, fragment A would be considered “enriched” because it is
increased from one fragment to four fragments—even though the proportion of

fragment A in solution (1/3) stayed the same after amplification.
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Ordinary understanding of the terms, however, necessitates a conclusion that each
fragment was amplified but none were enriched. Based on Petitioner’s
understanding, any method that increases the number of a desired fragment
necessarily enriches for that fragment. This conflation of “amplification” and
“enrichment” 1s unsupported by the record and contrary to black letter law. See
Neville v. Foundation Constructors, Inc., 972 F.3d 1350, 1357 (Fed. Cir. 2020)
(“two terms in a claim require[] that they connote different meanings™).

Here, all three declarants agree with Tecan’s proposed construction. Dr.
Bustamante testified that “the term ‘enrichment’ means to selectively increase the
proportion of one part of a sample or reaction mixture over other portions of the
sample or reaction mixture.” EX2038.995; EX1125.0283:1-6, 286:22-287:14.

4
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Contrary to Petitioner’s claims, Dr. Bustamante used the term “baseline” to refer to
a comparison of percentages, not raw numbers. See Paper 45, 3. Dr. Sims testified
that in the context of the claims, “enriched” refers to “an enrichment process [that]
results in overrepresentation of certain nucleic acid sequences relative to others in a
sample.” EX2037.0173:15-17 (emphasis added); EX2037.0150:18-22. As Dr. Sims
explained, “[t]o assess enrichment, one would compare the abundance of sequences
of interest to that of other sequences in the sample.” EX2037.0217:15-17. Dr.
Meyer likewise testified that a fragment is enriched when “its relative frequency is
higher in the product than it was in the initial template.” EX1126.0170:18-171:1
(emphasis added). Petitioner’s construction, therefore, is not supported by any
expert testimony.

Acknowledging that the 108 patent expressly discloses that the claimed
reaction mixture “comprises a plurality of nucleic acid fragments,” Petitioner now
argues that the disclosure does not matter because it “says nothing about what is in
those fragments or what is happening to them,” Paper 45, 7. Petitioner claims that
because these details are not explicit in the claim language, enrichment cannot be an
increase in proportion. This argument is misplaced. Claims are construed based on
“how a skilled artisan would read the claim term in the context of the entire patent.”
DDR Holdings, LLC v. Priceline.com LLC, 122 F.4th 911, 916 (Fed. Cir. 2024)

(cleaned up). As Dr. Bustamante testified, a POSA would have understood the claim

5
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to mean “[a] fragment in the milieu of nucleic acids that are being put through the
protocol for enrichment.” EX1125.0275:7-10. This is common sense. See
EX2038.9128. Further, all three Examples describe the claimed amplification
process as the “[s]election for [target] fragments” in solution. EX1002.0031-33
(31:35-35:16). And Example 1 even discloses that “[f]old enrichment” was
“determined by calculating the number of rRNA reads as a percentage of total
mapped reads in the control and test samples.” EX1002.0031 (32:34-42) (emphasis
added).

Arguing that the claims do not require enrichment, Petitioner relies
exclusively on a subset of cases concerning the construction of “whereby” clauses
that have no bearing here. Paper 45, 6-7. In those cases, the “whereby” clauses were
not material to patentability. However, as is the case here, the Federal Circuit has
repeatedly held that “when a ‘whereby’ or [similar] clause states a condition that is
material to patentability, it cannot be ignored in order to change the substance of the
invention.” Allergan Sales, LLC v. Sandoz, Inc., 935 F.3d 1370, 1376 (Fed. Cir.
2019) (cleaned up).

Enrichment of the target sequence resulting from the amplification step is
critical to the invention. This language in step 1(c) is the antecedent basis for “the
enriched nucleic acid sequence of interest” in step 1(d), which Petitioner’s

construction improperly ignores. See Hytera Commc ’ns. Co. Ltd. v. Motorola Sols.,
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Inc., 841 Fed. App’x 210, 218 (Fed. Cir. 2021). The specification reinforces the
critical nature of enrichment in the claimed invention. See, e.g., EX1002.0001 (“The
present invention provides methods ... for targeted nucleic acid sequence
enrichment in a nucleic acid sample™), 16 (2:27-28) (“There is a need for improved
methods for selective target enrichment”), 18 (6:14-16) (“methods of the invention
can be used for the selective enrichment of a plurality of defined target sequences
from complex DNA” (emphasis added)), 31 (31:37-32:42).

Petitioner’s request that the Board interpret the claim contrary to its plain
meaning and entirely read out the “enrich” limitation is improper. See Kyocera
Senco Indus. Tools Inc. v. I.T.C., 22 F.4th 1369, 1378 (Fed. Cir. 2022) (terms should
be given their plain and ordinary meaning absent lexicography or disavowal); Aspex
Eyewear, Inc. v. Marchon Eyewear, Inc., 672 F.3d 1335, 1348 (Fed. Cir. 2012)
(reversing construction that read out a claim limitation).

B.  Petitioner’s Other Arguments Have No Bearing on the Present
Claim Construction Dispute

Failing to provide any intrinsic support, Petitioner presents a series of
irrelevant arguments, none of which are grounds to rewrite the claims.

First, the claim’s use of “comprising” does not permit reading out an explicit
limitation that requires enrichment to occur in at least the amplification step. See

Paper 45, 10-11. As the Federal Circuit stated, “comprising” is “not a weasel word
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with which to abrogate claim limitations.” Dippin’ Dots, Inc. v. Mosey, 476 F.3d
1337, 1343 (Fed. Cir. 2007). Step 1(c) requires that amplification enrich the
sequence of interest. That other steps in the method may further enrich genetic
material is irrelevant. As both parties’ experts agree, if the proportion of fragments
containing the sequence of interest remains the same before and after the
amplification of step 1(c), the claimed limitation is not met. EX2037.0188:22-189:1
(Dr. Sims “agree[d] that at the conclusion of this amplification process, enrichment
must occur”); EX1125.0271:10-15 (Dr. Bustamante testified that “[f]or you to
practice the claim, you need to enrich through the process laid out here where you
are amplifying the extension products that arise as a result of the targeting process”);
see also EX2037.0183:14-22 (Dr. Sims could not “definitively answer” whether the
claimed inventions would still work under Petitioner’s interpretation of the claims).
Second, Dr. Bustamante’s testimony concerning shotgun sequencing is
immaterial. See Paper 45, 8-9. Shotgun sequencing has no bearing on step 1(c)
since it concerns fragments that are “amplified in separate reactions” and then pooled
for sequencing. Id. Rather, as Dr. Bustamante explained, the claims do not restrict
the sequencing of other fragments along with the enriched sequence so long as the
claimed amplification enriches for the target sequence. EX1125.0407:12-21.
Third, Petitioner’s critiques of Tecan’s reliance on Figure 1 are misplaced.

Petitioner incorrectly alleges that Tecan seeks to import the limitation that “only the

8
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oligonucleotide extension products from step [(b)] undergo the claimed
amplification” from Figure 1. Paper 45, 10-11. As Tecan has explained, the claimed
inventions enrich a target sequence through amplification because of the claimed
combination of a target-specific primer and a set of universal primers. Paper 39, 13-
15. This is not an added limitation but simply how the invention functions. There
is no need for the Board to decide whether other amplification can occur in addition
to the enrichment step because Petitioner only cites prior art where all fragments
undergo amplification, which does not meet limitation 1(c).

Further, Petitioner’s attempts to minimize the importance of Figure 1’s
disclosures because it depicts a “commercial embodiment” (Paper 45, 10-11) are
misleading. As Petitioner recognized, the patent expressly identifies Figure 1 as a
“preferred embodiment of the methods described herein for enriching for target
sequences of interest.” EX1002.0023 (15:59-61).

Fourth, Tecan’s infringement contentions are consistent with its positions
here. Paper 45, 12-13. Petitioner’s cropped figure (Paper 45, 13) omits a second
round of amplification during PCR 2 that enriches for the target sequence by using
universal primers. See, e.g., EX1085.94117. Tecan relies on this second round of
selective amplification for infringement of the limitation at issue. As explained

above, the claims do not preclude earlier enrichment; however, to practice the
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claimed invention, some enrichment must result from step 1(c). PCR 2 does this,

which Petitioner attempts to conceal from the Board.

II. MEYER FAILS TO ANTICIPATE THE CHALLENGED CLAIMS

Meyer fails to disclose the claimed amplification process of step 1(c). Paper
39, 23-31. Because the sequence of interest is not enriched, step 1(d) is also not met
(“sequencing the amplified products comprising the enriched nucleic acid sequence
of interest”). See id. Petitioner has no substantive response beyond its effort to
rewrite the claims to exclude these limitations and to misapply the limited data
Meyer discloses.

A.  Meyer Fails to Disclose Steps 1(c) and 1(d)

Petitioner fails to identify any disclosure in Meyer “amplifying the one or
more oligonucleotide extension products ... thereby enriching the nucleic acid
sequence of interest.” As Dr. Meyer testified, they were “not enriching for any
particular sequence in terms of particular gene or families of genes.”
EX1126.0030:9-11. They “were interested in sequencing all of the regions of the
transcript. That was [their] goal, [] to try to capture all the transcripts and all the
parts of the transcript.” EX1126.0161:15-18; EX1125.0378:1-379:1. In fact, Dr.
Meyer explains that they actively sought to avoid enrichment. As he explained, one
of the biggest challenges for transcriptome sequencing is “avoid[ing] the preferential

sequencing of certain genes or transcript regions.” EX1126.0119:13-123:19. Meyer
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discloses a method that amplifies cDNA fragments spanning the entire length of
the transcriptome. That is not disputed.

Petitioner points to two sequences in Meyer for disclosure of the claimed
“sequence of interest”: the broken T chain and cap primer. Paper 1, 45, 52-53.
Meyer, however, amplifies these fragments as well as fragments not containing
Petitioner’s alleged sequences of interest (e.g., the internal fragments). Paper 39,
26-31. This indiscriminate amplification occurs because Meyer introduces the
“second adaptor sequence” in one of the two adaptors that are ligated to every
fragment in solution. Id., 33-35. Because all fragments are amplified, Meyer’s
amplification process does not enrich for target sequences. Id. Unlike Meyer, the
challenged claims introduce the “second adaptor sequence” through the target-
specific oligonucleotide (rather than the partial duplex adaptor as in Meyer), which
allows for selective amplification and enrichment of the target sequences over other
sequences, which do not have the second adaptor sequence appended. /d.

Petitioner is incorrect that “Dr. Meyer agreed [that] creating just ‘one more
copy’ enriches for a sequence of interest.” Paper 45, 22. Dr. Meyer instead testified
that the hypothetical presented during deposition was an artificial example that is
not reflective of the Meyer method. EX1126.0166:10-15. There is no evidence in
Meyer that it increased the number of 3' fragments over the other fragments by even

“one copy number.” EX1126.0178:10-20. Dr. Meyer further rejected Petitioner’s
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speculation by explaining that the internal fragments may have been amplified at a
higher rate than the 3' ends. EX1126.0171:20-174:1.

Petitioner raises three new, unsupported arguments in reply. First, Petitioner
argues that because there are more 3' fragments after amplification than before,
Meyer must necessarily enrich for the 3' fragments regardless of whether the
proportion changes. Paper 45, 3-4. That argument conflates amplification with
enrichment and misapplies the proper construction of “enrich.” See supra Section 1.
Under the proper construction, Meyer fails to disclose the method of the challenged
claims. Paper 39, 26-31.

Second, Petitioner incorrectly suggests that the removal of other nucleic acids
present in the original sample from the final sequencing data satisfies the claimed
enrichment. Paper 45, 5. Setting aside that Meyer does not disclose a method where
the amplification step results in enrichment of a target sequence, the record also does
not support an assumption that other nucleic acids would have been present at the
amplification step. Dr. Meyer testified that the sample was purified to remove
nucleic acids other than RNA from the solution before reverse transcription.
EX2287.934. Then, Meyer reverse transcribed mRNA into cDNA. By the start of
the process that Petitioner attempts to map to the claims, Dr. Sims testified that he

did not “expect there to be any actual RNA molecules present,” just the cDNA.
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EX2037.0215:9-21. As such, Petitioner’s argument that there were nucleic acids
other than cDNA 1in the solution is pure speculation.

Third, Petitioner misapplies the patent’s disclosure that a “plurality of target
sequences may comprise ... a whole transcriptome.” Paper 45, 9. The
specification’s description of the “oligonucleotides of the invention” does not negate
the other limitations of the claims—namely the requirement for an oligonucleotide
designed to bind to each target sequence. EX1002.0026 (21:12-22:36). Meyer does
not disclose this embodiment because Meyer fails to disclose target-specific
oligonucleotides corresponding to each of the amplified fragments. See
EX2038.99182-183, 188-190. If anything, this passage bolsters Tecan’s
construction: “In some embodiments, multiple sequence-specific oligonucleotides
or primers are employed to hybridize to a multiplicity of genomic regions of interest,
allowing for selective enrichment of the regions of interest.” EX1002.0026 (22:8-
12) (emphasis added).

Notably, Petitioner has never asserted that claim 1 is obvious in light of Meyer
nor that a POSA would have been motivated to modify the amplification step of
Meyer to arrive at any of the challenged claims. Yet at his deposition, Petitioner
asked Dr. Meyer how his methods might work if modified. EX1126.0137:8-141:15.

A reference cannot anticipate if it must be modified beyond its disclosure. In re

13
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Chudik, 851 F.3d 1365, 1372 (Fed. Cir. 2017) (“a prior art reference that must be
distorted from its obvious design does not anticipate a patent claim”) (cleaned up).

B. A POSA Would Have Understood that Meyer Did Not Enrich for
the 3' Fragments

Meyer expected that a 454 optical sequencing error caused by homopolymer
regions would “result in under-representation of the 3' ends of transcripts.”
EX1006.0009. There is no dispute that Meyer resolved this homopolymer issue by
“simply interrupting” the polyT chain during cDNA synthesis. But Petitioner twists
this disclosure, essentially arguing that it must reflect enrichment. Paper 45, 15-16.
To the contrary, all three witnesses confirmed that Meyer resolved the expected 3'
underrepresentation by breaking the polyT chain. EX1085.9[4144-145;
EX2038.99238-249; EX2287.9928-31.

Petitioner misconstrues two quotes from Meyer to argue that it addressed this
underrepresentation through amplification. Neither supports Petitioner. First,
Petitioner incorrectly relies on Meyer’s disclosure of “the use of an additional primer
to target and amplify 3' end fragments.” Paper 45, 16. As Drs. Bustamante and
Meyer testified (which Petitioner does not dispute), the authors proposed using the
“A+Trsac” primer as a means of conserving sequencing read space by shortening
the 3" amplicons. EX2038.9235; EX2287.9[449-50. The use of this custom primer

cannot show enrichment where the other fragments are also being amplified in
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parallel. Paper 39, 26-30. Second, that “the amplification step in Meyer created
exponentially more 3' end fragments™ is of no moment. Paper 45, 16. Exponential
amplification is the purpose of PCR amplification and does not necessarily mean
enrichment. In Meyer, the 5', internal, and 3' fragments were all exponentially
amplified during PCR amplification. EX2038.9216; EX2287.9944-45. Meyer does
not disclose any enrichment since Meyer amplified cDNA fragments running the full
length of the transcriptome in an unbiased manner. Paper 39, 22-23.

The lack of enrichment of the 3' end is further evidenced by Meyer’s use of
the SMART cDNA synthesis kit. EX2038.99229-232; EX2287 9925, 66. It was a
known problem that reverse transcription can terminate prematurely. EX2038.960;
EX2287.925. Because reverse transcription begins at the 3' end, early termination
leads to an overrepresentation of 3' ends in the sample as compared to sequences
closer to the 5’ end. EX2287.925 (citing EX1034.0004). As all three experts
explained, the SMART protocol was a known method for favoring full mRNA over
3' end fragments. EX2038.9170; EX1085.99147-148; EX1126.0134:19-135:19.
Thus, a POSA would have understood the use of this method as antithetical to
methods seeking to enrich for 3' ends. EX2038.9170.

C. Meyer’s Data Cannot and Does Not Demonstrate Enrichment

Petitioner has not, and indeed cannot, identify any disclosure in Meyer of the

proportions of any of the fragments before amplification or the proportions of the
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other fragments sequenced. Paper 45, 4-5, 14. Rather, as Dr. Meyer testified, they
did not “have the data at hand to evaluate whether the frequency of [the 3' fragments]
in the final pool was more or less than it started at or more or less than the other
fragments.” EX1126.0180:3-10. Dr. Meyer explained that “you would really need
to have replicates to evaluate whether the relative frequency of the target that you
obtained in this experiment is statistically more than you started with,” and that they
did not “have replicates in this experiment.” EX1126.0178:10-179:2. Petitioner
fails to rebut this explanation. As Dr. Bustamante confirmed, this explanation is
consistent with how a POSA would have interpreted Meyer. EX2038.99246-251.

D. A POSA Cannot Infer Enrichment From Meyer

Given the lack of any data, Petitioner incorrectly attempts to reframe the
question as whether the POSA would have “second-guessed Meyer’s result.” Paper
45, 18. This is not the standard for anticipation. It ignores Petitioner’s burden of
establishing that a POSA would have understood that Meyer disclosed all limitations
of the challenged claims. Dr. Bustamante testified that a POSA would not have
reasonably inferred enrichment from Meyer. EX2038.9270. Dr. Sims never rebutted
that point. See EX1085.99145, 183-184. Petitioner instead raises extraneous
arguments, attempting to obfuscate the record.

As an initial point, Petitioner concedes that the data reported in Meyer is not

based on the method on which the Petition relies. Paper 45, 17-18. Any argument
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that the POSA would “understand the sequencing results and conclusions reported
in the paper to apply to both methods” is speculative and based on impermissible
hindsight. /d. As Drs. Meyer and Bustamante testified, the data was “generated
using the method that is outlined in the main body of the text.” EX1126.0052:15-
53:1; EX1125.0393:12-25. And both witnesses testified that they could not speak
to the results of the modified method “with any certainty” given the lack of data.
EX1126.0053:2-7; EX1125.0394:7-395:16. Petitioner fails to identify any data
generated by its relied-upon method (Supplemental File 4), instead relying on data
generated by a different method (Figure 1).

There is also no dispute that Meyer does not describe its data as evidencing
enrichment. Paper 45, 17. As Dr. Bustamante explains, a POSA would not have
reasonably understood or inferred enrichment from that data. See EX2038.99251-
265. Petitioner counters by claiming that Dr. Bustamante is “unilaterally rewrit[ing]
the reference,” (Paper 45, 19) but Dr. Bustamante is not rewriting anything. “[T]he
dispositive question regarding anticipation is whether one skilled in the art would
reasonably understand or infer from a prior art reference that every claim element is
disclosed in that reference.” AstraZeneca LP v. Apotex, Inc., 633 F.3d 1042, 1055
(Fed. Cir. 2010) (cleaned up). Dr. Bustamante offers the only testimony as to
whether a POSA would have reasonably inferred enrichment from that data and he

confirms they would not.
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Moreover, Petitioner still has no answer for the undisputed facts that underpin
Dr. Bustamante’s opinion that the skewed distributions in Figure 2 are “why a POSA
would have inferred from the calculation that the expected 10% was meant to be
directional and could not be used to measure exact changes in proportion.” See
EX2038.9259. Dr. Bustamante provided testimony regarding how a POSA would
have understood the average read length and average transcript length based on
Figure 2 in Meyer. EX2038.99254-265. Dr. Bustamante explained that the POSA’s
understanding of these Figures would have led the POSA to also understand that
Meyer’s 10% estimate could not be used as a reasonable baseline for assessing
enrichment. EX2038.9[9251-265, 270.

Petitioner fails to rebut any of this testimony and instead raises non-responsive
arguments.

Petitioner makes contradictory, irrelevant arguments concerning Dr.
Bustamante’s testimony. Petitioner faults Dr. Bustamante for “stopp[ing] short of
offering an opinion on what the number should have been.” Paper 45, 19-20. As a
threshold matter, it is not Tecan’s burden to disprove Petitioner’s claims. Petitioner
must set forth how the cited reference discloses the claims. Further, as Dr.
Bustamante explains, “it is hard to calculate without the full data set.” EX2038.9263.
Even Dr. Meyer could not use the data reported in the publication to assess whether

enrichment occurred. EX1126.0178:10-179:2.
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Petitioner’s position is even more absurd as it then also tries to argue that Dr.
Bustamante “conceded that the POSA’s expectation for the number of 3' end
fragments would be ‘13 or 14%.’” Paper 45, 2, 22. Dr. Bustamante testified that he
could not provide an estimate because he did not “have the actual data.”
EX1125.0417:12-22. Dr. Bustamante offered a “guesstimate” based on only the
published distributions in Meyer’s Figure 2. Id. Petitioner ignores that Dr.
Bustamante also testified that a POSA could not reasonably infer enrichment based
on the 10% expectation and available data. EX1125.0415:1-416:2, 417:22-418:5.

Petitioner misconstrues testimony to incorrectly assert that Dr. Meyer
disagrees with Tecan’s positions. Petitioner claims that Dr. Meyer contradicted
Tecan by saying that he “obviously thought [the 10% calculation] was reasonable,
and my co-authors agreed because we included it,” and that he “stand[s] by the
statement as written.” Paper 45, 18-19. Petitioner never asked whether those
numbers are reasonable for assessing enrichment. EX1126.0043:6-44:7. When
Petitioner did ask Dr. Meyer whether he had enriched for the 3' fragments, Dr. Meyer
explained that they did not have the data to make that assessment. EX1126.0178:10-
179:2, 183:9-190:13. Dr. Meyer repeatedly explained that the estimate could not be
used to assess enrichment. /d.

Nor did Dr. Meyer recant his testimony (Paper 45, 20-21) that the average

transcript length is based off a mammalian transcript, which is not even the same
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Pphylum as the coral sequenced in Meyer. EX1126.0045:12-19, 60:18-61:5. Rather
the question was whether Drs. Matz and Meyer first encountered this number in a
well-known textbook or from their general knowledge. EX1126.0061:6-62:1. This
is of no consequence, let alone the “admission” Petitioner claims it to be. Either
way, it confirms what Dr. Bustamante repeatedly testified: a POSA would not have
reasonably inferred enrichment based on a general assumption. EX2038.94260-265,
270; EX1125.0413:1-416:2.

Petitioner presents disjointed, contradictory arguments concerning what
a POSA could infer from Meyer’s gel reads. Petitioner argues that a POSA would
have understood Meyer’s average transcript length as being empirically derived from
a gel and thus acceptable for assessing enrichment. Paper 45, 19-20. Yet Petitioner
then argues that the gel reads would be too “imprecise” to estimate the average
fragment length. /d. Petitioner contradicts itself, exposing the flaws in its arguments.
Either Dr. Sims is incorrect and the gel reads are too imprecise for calculating a
baseline value, underscoring Meyer’s lack of data. EX2038.9251. Or the gel reads
are acceptable, in which case a POSA would have understood the expected baseline
to be approximately 16% since Meyer reported the average fragment length as

between 300-400 bp. EX2038.949266-269.
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III. PETITIONER’S OBVIOUSNESS CHALLENGES FAIL
A. Claim 2 Is Not Obvious

Petitioner argues that “the chemical steps of the Meyer method can be
performed on genomic DNA just as well as on cDNA” and “chemistry like that used
in Meyer had been previously used on genomic DNA” (gDNA). Paper 45, 23. But
Dr. Bustamante testified that because of differences in cDNA and gDNA, a POSA
would have to redesign the Meyer method for use with gDNA. EX2038.99313-315.
Petitioner does not address the necessary adjustments or how Siebert teaches the
missing limitations of Meyer. See EX2036.0053:6-69:4; Paper 39, 46-47.

Petitioner also has no response to Dr. Bustamante’s testimony as to why a
POSA would not have been motivated to modify Meyer for use with gDNA. Dr.
Bustamante testified to fundamental gaps in Petitioner’s arguments, including: (1)
Meyer relies on reverse transcription to install cap primers but that process cannot
be used with gDNA; (2) cDNA only contains sequences for coding regions whereas
gDNA contains sequences for both coding and non-coding regions; and (3) Meyer
sought to address a specific issue with the 454 sequencing of mRNA polyA tails
whereas gDNA has no direct comparison. EX2038.99313-315; Paper 39, 43-46.

Petitioner chooses to respond only to prior art genome walking publications
that taught away from the combination. See EX2038.9466-67, 316-320; Paper 45,

23-24. However, Petitioner’s arguments are based on a single reference, Leoni, that
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does not actually support Petitioner’s conclusion. Leoni never discusses coupling
the specific methods disclosed in Meyer with Siebert. Rather, Leoni generally
chronicles the evolution of genome walking and identifies 53 different genome
walking methods, of which, Siebert is just one method. EX1052.0003. In any case,
as Dr. Bustamante explained, Siebert would have discouraged “amplification with
single target-specific primers where no other safeguards are available.” See
EX2038.99316-320. Yet Petitioner dismisses Siebert’s disclosures because the
“patent provides no other ‘safeguards.’” Paper 45, 24. That argument rests entirely
on hindsight and fails to address Siebert’s teach-aways. And it undermines their
entire Petition: that the inventors of the 108 patent forged a path contrary to the
weight of the prior art is evidence of the nonobviousness of the claims. Paper 39,
51-54.

B. Claims 11-12 and 19 Are Not Obvious

Contrary to Petitioner’s arguments, Bronner and Caruccio teach away from
the claimed methods. See Paper 39, 49-50. As the Federal Circuit has explained,
“[t]here is no suggestion to combine [] if a reference teaches away from its
combination with another source.” Tec Air, Inc. v. Denso Mfg. Michigan Inc., 192
F.3d 1353, 1360 (Fed. Cir. 1999). That is the case here.

Petitioner relies on the broad assertion that “the POSA would have been

motivated to use library preparation methods compatible with I[llumina and Ion
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Torrent instead of 454 by the priority date.” Paper 45, 24-25. Petitioner fails to
address why a POSA would be motivated to look back at methods specifically
designed to solve issues with 454 sequencing when Illumina was the dominant
sequencing technology by 2012. Paper 39, 48-49.

C. Petitioner Fails to Rebut Tecan’s Secondary Considerations

Petitioner raises a single argument in response to Tecan’s secondary
considerations: that Tecan failed to demonstrate nexus. However, Petitioner
misstates the law and holding of In re Huai-Hung Kao. Petitioner mistakes Kao’s
discussion of nexus for unexpected results as a broad rule for all other secondary
considerations. See 639 F.3d 1057, 1068 (Fed. Cir. 2011). But in discussing
commercial success, Kao explains that a patentee does not need to consider “every
conceivable embodiment ... so long as what was sold was within the scope of the
claims.” Id. at 1069. Thus, for secondary considerations, Tecan only needed to
show that the considerations “aimed directly at novel aspects” of the claimed
invention. See e.g., Janssen Pharms., Inc. v. Teva Pharms. USA, Inc., 760 F. Supp.
3d 184,217,222 (D.N.J. 2024) (summarizing Federal Circuit precedent). Tecan did
that. Paper 39, 51-59. And notably, Petitioner does not dispute any of Tecan’s

evidence.
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