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The Challenged Claims recite a series of chemical reactions that must be
performed on a single nucleic acid fragment—1(a) annealing, 1(b) extending, 1(c)
amplifying, and 1(d) sequencing. EX1002.35:20-51; EX1085.9126; EX1125.275:3-
21. Tecan now concedes the 3’ end fragments in Meyer undergo every claimed
chemical manipulation 1(a) to 1(d). Paper 39 (“POR”) 22-41; EX1124.178:3-
179:14, 188:23-194:18.

Having conceded this, Tecan attempts to re-write its claims, imposing new
limitations on the term “enrich” in step 1(c) that the parties and the Board all
previously agreed has a plain and ordinary meaning. POR 19-22. In short, Tecan
and its expert argue that “thereby enriching” in step 1(c) requires amplification
relative to other fragments, and that amplification is solely responsible for
enrichment. POR 1, 21, 30. The claims impose no such limitations. As the Board
recognized, the claims simply require that more fragments containing the sequence
of interest are created, which undisputedly happens to Meyer’s 3’ end fragments.
Infra §1.A. Tecan’s new construction appears nowhere in the claims or specification,
and is also inconsistent with Tecan’s allegations in district court litigation against
Petitioner, where it is trying to stretch the claims to ensnare Petitioner’s technology
that is not taught anywhere in the patent. Infra §1.B; EX1125.295:20-298:11.

Next, Tecan argues Meyer does not anticipate because Meyer did not intend

to enrich for the 3’ end fragments. POR 22-23. Meyer’s intent is irrelevant because
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the claim is anticipated if the prior art teaches a method with all the claimed steps,
regardless of whether the authors intended to enrich for the 3’ end fragments or
considered that a desirable outcome. Infra §1.C.1. But even if intent were relevant,
Meyer expressly wanted to enrich for 3’ end fragments in order to “ensure that all
sequences in the sample were adequately represented,” POR 2, as the authors
feared—and sought to specifically address—underrepresentation of the 3’ end
fragments, EX1006.0009.

Finally, Tecan argues Meyer did not show enough enrichment. POR 37-41.
But while Tecan quibbles with the quantum of enrichment reported by Meyer,
Tecan’s expert conceded that the POSA’s expectation for the number of 3’ end
fragments would be “13 or 14%,” EX1125.417:20-21, while the undisputed
frequency of sequenced 3’ end fragments was 16%, EX1006.0009. Even under
Tecan’s expert’s interpretation of Meyer, there was enrichment—an increase in the
proportion—of 3’ end fragments. Infra §1.C.2.

For the reasons in the Petition and herein, the Board should cancel all

Challenged Claims because Meyer anticipates or renders them obvious.



IPR2025-00016
Patent No. 10,876,108

I. ANTICIPATION BY MEYER

A.  Meyer Enriches The 3’ End Fragments Under The Board’s
Correct Construction.

The Board should not depart from the plain and ordinary meaning of “enrich™:
“to process so as to add or increase the proportion of a desirable ingredient.” Paper
7 at 13. Tecan and Dr. Bustamante concede that this construction is correct. POR
17; EX2038.9149. Dr. Bustamante opined the proper “baseline” against which to
measure enrichment is the number of fragments expected if the method were not
performed: “without practicing the claimed invention, what you would get without
the process of targeting the nucleic acid sequence of interest, extending and then
amplifying the extension product and its complement.” EX1125.283:9-14, 283:15-
284:17.

Under the Board’s construction and using Dr. Bustamante’s baseline, Meyer
enriches for the 3’ end fragments. Paper 1 (“Petition™) 31; EX1085.9[9143-144. Dr.
Bustamante admitted that Meyer “adds” to the absolute number of 3’ end fragments.
EX1125.392:16-20. And Meyer also “increases the proportion” of 3’ end fragments
compared to the proportion of those fragments that would be present in the
sequencing library without the claimed method steps. EX1085.99143-144;

EX1125.283:9-14.
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Meyer accomplishes this through “special chemistry”: the “Meyer 3’ End
Method” to “selectively target and amplify—and thereby enrich”—the 3’ end
fragments. EX1085.99143-44. Indeed, Meyer reports that its method increased the
proportion of 3' end fragments compared to other fragments, including internal
fragments, relative to the expectation from unbiased amplification. EX1006.0009.

The amplification step in Meyer is necessary for “enriching” the 3" end
fragments—without the PCR reaction, no additional copies of the 3’ end fragments
would be added at all. EX1126.26:19-27:10; EX2037.193:17-22; POR 26-27. And
without the annealing and extension steps, which introduce a PCR adaptor through
the tail of a target-specific primer, many 3’ end fragments would not be able to
participate in the amplification reaction. EX1126.26:14-27:10; POR 26-27. As Dr.
Bustamante agreed, the 3’ end fragments in Meyer are capped and cannot ligate, and
only a minority of those fragments—in which fragmentation occurs within the cap
sequence—will be ligated with adaptors at both ends. EX1125.249:6-250:12; infra
§LE. Therefore, if the Meyer method were performed without the claimed steps, the
majority of 3’ end fragments would not have the adaptors from the annealing and
extending steps that are required for amplification. EX1125.249:6-250:12, 391:2-7;
EX1085.99157-161, 99190-196. Thus, Meyer’s method undisputedly resulted in an
“increased proportion of” the 3’ end fragments relative to the proportion of those

fragments without the claimed method. See EX1125.283:9-14.
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The Meyer method also enriches by “increas[ing] the proportion of” 3" end
fragments relative to (1) Meyer’s 10% expected prevalence of 3' end fragments,
EX1006.0009, (2) Tecan’s expert’s ipse dixit “13 or 14%” expected prevalence of 3’
end fragments, EX1125.417:20-21, and (3) “other types of RNA and other nucleic
acids present in the original sample,” which are absent from the final sequencing
data, EX1085.9143; POR 24; EX1125.382:4-16.

B. Tecan’s Revised Construction Of Step 1(c) Should Be Rejected.

Despite purporting to “not dispute” the Board’s construction of enrich, POR
19, Tecan says that “context’” requires rewriting step 1(c), and now argues that “[t]he
phrase ‘amplifying the one or more oligonucleotide extension products ... thereby
enriching the nucleic acid sequence of interest, by generating amplified products

299

comprising the enriched nucleic acid sequence of interest’” actually means “increase
the proportion of the nucleic acid sequence of interest relative to the nucleic acid
fragments in the solution not containing the sequence of interest by amplifying the
oligonucleotide extension product and its complement,” POR 19-20;
EX1125.267:17-268:12. In other words, Tecan contends that (1) the amplification
step must amplify fragments with the sequence of interest relative to other unrecited
fragments (instead of relative to the sequence of interest absent the claimed

amplification), and (2) the amplification step must be solely responsible for

enrichment. Tellingly, no part of Tecan’s construction appears anywhere in the
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patent—it was concocted by Tecan for the first time in its POR. The Board should
reject it because it is inconsistent with the plain language of the claim, the
specification, all three experts’ testimony, and Tecan’s infringement contentions in
parallel litigation.

1. Step 1(c) Does Not Require Amplification Relative To Other
Fragments.

Nothing in the claims or the intrinsic record requires that amplification of the
sequence of interest be assessed relative to other fragments, and Tecan’s effort to
require this 1s inconsistent with Tecan’s expert’s testimony.

The phrase “thereby enriching” in step 1(c) does not add this limitation. Steps
(a) and (b) cause nucleic acid fragments containing the sequence of interest to be
flanked by adaptors, so the PCR reaction described in step (c) using corresponding
primers necessarily “thereby enrich[es] the nucleic acid sequence of interest, by
generating amplified products comprising the enriched nucleic acid sequence of
interest.” EX1002.35:20-48. The clause “thereby enriching” in 1(¢) “merely states
the result of the limitations in the claim,” Tex. Instr. v. ITC, 988 F.2d 1165, 1172
(Fed. Cir. 1993), it does not create the new limitation Tecan tries to import. Such a
clause “in a method claim is not given weight when it simply expresses the intended
result of a process step positively recited,” Minton v. Nat’l Ass’n of Secs. Dealers,

336 F.3d 1373, 1381 (Fed. Cir. 2003); see also Bristol-Myers Squibb v. Ben Venue,
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246 F.3d 1368, 1376 (Fed. Cir. 2001) (“statement of purpose and intended result”
not limiting).

Dr. Bustamante conceded the proper “baseline” is not a comparison to other
fragments but rather the number of fragments with the sequence of interest expected
if the method were not performed. EX1125.283:9-14, 286:2-287:6. Tecan’s other
expert, Dr. Meyer, confirmed that amplification of the sequence of interest
necessarily results in “enrichment,” consistent with the Board’s construction: ‘“any
PCR could be described as enrichment if you wanted to use it in that way because
you’ve amplified a product, you’ve amplified a target, such that it—it’s more—its
relative frequency is higher in the product than it was in the initial template.”
EX1126.170:18-171:1.

Nothing in the claim—which recites steps performed on “a nucleic acid
fragment”—or the intrinsic record supports Tecan’s assertion that “the claims
require [1] that the sample include fragments in the solution that do not contain the
sequence of interest and [2] that those fragments are not amplified” at the same time
as the “amplifying” recited in step (c¢), POR 15. This is also contrary to Tecan’s own
proposed construction, which does not include these limitations. POR 19-20. While

step 1(a) refers to a “plurality of nucleic acid fragments,” the claim says nothing

about what is in those fragments or what is happening to them, and certainly does
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not preclude their amplification as Tecan suggests. EX1125.254:24-255:5, 275:3-
21. It would be improper to construct such limitations from whole cloth.

Tecan alleges that “Dr. Sims admitted at deposition” that step (c) of the claim
“provides that only the oligonucleotide extension products from step (c¢) [sic]
undergo the claimed amplification.” POR 15. In fact, Dr. Sims’s testimony (which
Tecan cites but does not quote) was that “The amplification process in step D [of the
’012 patent] amplifies oligonucleotide extension products described in 1C [of the
’012 patent].” EX2037.186:15-19. But Dr. Sims never testified that the claims of
either the 012 or the *108 patent require that only the extension products from the
preceding step are amplified in the amplification step.

Tecan’s position also conflicts with Dr. Bustamante’s concession that the
claim would still be practiced if the amplified fragments containing the sequence of
interest were “shotgun sequenced” in a single sequencing run alongside amplified
fragments that do not contain the sequence of interest. EX1125.406:12-408:2 (“if
somebody wanted to create a system where you were doing targeting and another
step and pooled those libraries [for sequencing], there’s nothing [in the claim] that
prohibits that from happening”). There, fragments with and without the sequence of
interest are both amplified in separate reactions and then pooled together for

sequencing. The sequence of interest is not the only thing that is amplified, but Dr.
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Bustamante admits that this scenario is still covered by the claims and is thus
“enrichment.”

The Board’s plain and ordinary meaning construction also makes sense
because nothing in the specification requires a special or narrowed definition.
Phillips v. AWH, 415 F.3d 1303, 1323 (Fed. Cir. 2005). The patent does not require
more for “enrichment” than an increase in the sequence of interest over the baseline
that Dr. Bustamante offered: sequencing without the claimed steps. EX1125.283:9-
14. The patent does not define the terms “enrich” or “enrichment,” does not report
any sequencing results from the method or data quantifying enrichment, and does
not explain that the enrichment should be measured in any particular way, let alone
how Tecan now argues. EX1085.99125-127, q9182-184; EX1125.281:20-22,
307:22-309:21.

Tecan argues Meyer does not enrich because the entire transcriptome is
sequenced simultaneously. POR 22-23. But the patent discloses doing exactly that:
“the plurality of target sequences may comprise ... @ whole transcriptome or fraction
(e.g., substantial fraction) thereof,” EX1002.22:27-30 (emphasis added), or “all
known coding regions” or “the entire exome,” EX1002.6:19-24; see EX1126.118:1-
9; EX1124.206:14-207:21.

Nor is the “sequence of interest” limited to a known gene. POR 6;

EX1124.195:14-196:16. Dr. Bustamante agreed the sequence of interest can be
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anything—a portion of a gene, a noncoding region, an artificial sequence, or even a
random sequence. EX1124.202:5-206:8. In this regard, the broken chain T or CAP
primer sequences targeted by Meyer fall squarely within the “sequence of interest”
defined in the patent—they are sequences for which enrichment is desired.
EX1002.21:3-5; EX1126.32:15-34:3. Indeed, those sequences, which demarcated
the 3’ end of Meyer’s mRNA transcripts, a region with biological importance,
EX1126.32:2-22; EX1085.9144; EX1124.228:21-234:22, are more “of interest”
than the random sequences discussed in the patent’s Example 3 that Dr. Bustamante
agreed were “sequences of interest,” EX1124.228:13-19.

Finally, despite admitting Figure 1 is an “illustration of a preferred
embodiment of claim 1,” POR 12, Tecan repeatedly conflates the claims with this
embodiment and Tecan’s SPET products, POR 11-16, 57; EX1125.292:14-293:13.
Tecan relies on Figure 1 in support of its argument (again contrary to Tecan’s
proposed construction, POR 19-20) that step (c) requires “that only the
oligonucleotide extension products from step (c¢) [sic] undergo the claimed
amplification” and not other fragments, POR 15.

But there is no basis to limit the claim to the preferred embodiment in Figure
1, Phillips, 415 F.3d at 1323, or to Tecan’s SPET “commercial embodiments,”
SmithKline Beecham v. Apotex, 403 F.3d 1331, 1339 (Fed. Cir. 2005). “The fact

that the inventor may have anticipated that the invention would be used in a
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particular way does not mean that the scope of the patent is limited to that context.”
Northrop Grumman v. Intel, 325 F.3d 1346, 1355 (Fed. Cir. 2003). To the contrary,
the claims were drafted more broadly in multiple respects, including by use of the
“comprising” transition and that the claims recite chemical reactions performed on
a single nucleic acid fragment. Supra §1.B.1-2; EX1002.35:18-51; EX1085.9[9125-
126; EX1125.275:3-21, 313:2-314:2; EX1124.223:6-228:19.  Moreover, as
discussed infra §1.B.2, Tecan has asserted the claims cover Petitioner’s product that
undisputedly does not use SPET; Tecan may not invoke its commercial embodiment
to import limitations to avoid invalidity where it has elsewhere asserted a
construction not limited to those products. EX1085.99112-120; EX1125.296:2-
298:11.

2. Enrichment Need Not Be Solely The Result Of
Amplification.

Tecan also argues—without legal citation—that “to meet the limitations of the
challenged claims” enrichment cannot occur “prior to the claimed method.” POR
25. But the claims are “comprising” claims, which are open-ended and not closed
to additional steps. Exergen v. Wal-Mart, 575 F.3d 1312, 1319 (Fed. Cir. 2009);
Invitrogen v. Biocrest Mfg., 327 F.3d 1364, 1368 (Fed. Cir. 2003). To construe the
claims narrowly to exclude enrichment via other steps would require “words or

expressions of manifest exclusion or restriction” that are not present in the claims or
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intrinsic record. Unwired Planet v. Apple, 829 F.3d 1353, 1358 (Fed. Cir. 2016).
Tecan cites nothing from the specification or the prosecution history to support the
narrowing limitation it proposes. POR 24-25.

Tecan’s insistence that limitation (c) must be solely responsible for
enrichment of the sequence of interest, POR 20, 25, also conflicts with the testimony
of both sides’ experts. Dr. Sims and Dr. Bustamante agreed the claim allows for “a
pre-enrichment step that enriches for [the] target of interest” if the “pre-enrichment
proportion [of the sequence of interest] is now enriched through practicing the
claimed invention.” EX1125.281:14-283:6; EX2037.190:17-192:15.

Tecan’s contention that Dr. Sims “confirmed” “enrichment must occur as part
of the claimed method, and not prior to the claimed method” overreads his
testimony. POR 25. As Dr. Sims explained, the amplification step will necessarily
contribute to enrichment by making more copies of fragments with the sequence of
interest, EX2037.187:3-195:9, and “overrepresentation of a nucleic acid sequence
of interest at the beginning of the process doesn’t satisfy the claim,” EX2037.194:9-
16. He was simply acknowledging that at least some of the enrichment must result
from the recited steps. But that is not the same thing as saying other events cannot
contribute to, or even start, the enrichment. Indeed, Dr. Sims explained “it’s possible
for some of those nucleic acid fragments to be overrepresented at the end of this

process ... if an earlier process caused overrepresentation of a sequence of interest,”

12
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EX2037.190:19-191:3, and amplification is “not the only thing that contributes to
enrichment, necessarily,” EX2037.192:13-15, 191:22-192:5. Dr. Bustamante
agreed EX1125.281:14-283:6.

Tecan’s position that the claim excludes enrichment “by an earlier step” prior
to the “amplifying” step, POR 24, is diametrically opposed to its district court
infringement contentions against Petitioner’s MGH method, Petition 1-2, 16-18.
The MGH method is a “nested PCR” method in which the sequences of interest have
already been enriched in an earlier unclaimed step, PCR1, before the PCR2 step

that Tecan accuses of infringement. EX1085.99114-120.
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While Tecan argues that Meyer does not anticipate because some enrichment
results from the SMART kit, POR 29-30, in both the MGH method and Meyer, the
amplifying step only contributes further to “enrichment” that has already begun in
an earlier, unclaimed targeted enrichment step, EX1085.99116-120; EX2037.187:3-
195:9, 214:20-215:8. Tecan can argue that the claim covers both the MGH and
Meyer methods—or neither—but “cannot have it both ways.” See Bristol-Meyers,
246 F.3d at 1376.

C. Meyer Discloses Enrichment Of The 3’ Ends Under Tecan’s
Construction.

Even under Tecan’s (incorrect) construction, Meyer anticipates because
Meyer’s method “increase[s] the proportion of the nucleic acid sequence of interest
relative to the nucleic acid fragments in the solution not containing the sequence of
interest by amplifying the oligonucleotide extension product and its complement.”
See POR 20. Meyer wanted to increase the 3’ end fragments to overcome
underrepresentation, and after the library preparation method, including
amplification, Meyer sequenced proportionally more 3’ end fragments than other
fragments. EX1006.0009; EX1125.412:20-25.

1. Meyer Wanted To Enrich The 3" End Fragments To
Overcome Underrepresentation.

Tecan repeatedly refers to the “purpose” of the Meyer reference. E.g., POR

2, 22-23; EX1125.269:5-270:25. Meyer’s “purpose” is irrelevant because “[t]he
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anticipation analysis asks solely whether the prior art reference ... discloses the
claimed invention, and not how the prior art characterizes that disclosure.” Hewlett-
Packard v. Mustek Sys., 340 F.3d 1314, 1324 n.6 (Fed. Cir. 2003). Likewise,
Meyer’s failure to mention enrichment “as a goal is ... irrelevant” if Meyer
“achieves” enrichment. MEHL/Biophile Int’l v. Milgraum, 192 F.3d 1362, 1366
(Fed. Cir. 1999); see also Homeland Housewares v. Whirlpool, 865 F.3d 1372, 1378-
79 (Fed. Cir. 2017); In re Schreiber, 128 F.3d 1473, 1477 (Fed. Cir. 1997). If Meyer
discloses the chemistry steps arranged as in the claim and states that they lead to
enrichment, the claim is anticipated even if Meyer did not consider enrichment of 3’
end fragments a desirable outcome. See Rasmusson v. SmithKline Beecham, 413
F.3d 1318, 1325-26 (Fed. Cir. 2005); Celeritas Techs. v. Rockwell Int’l, 150 F.3d
1354, 1361 (Fed. Cir. 1998).

But even if Meyer’s “intent” were relevant to anticipation, Tecan’s assertion
that “[t]he purpose of Meyer was not to target and enrich for 3’ end fragments over
other fragments,” POR 22, is factually incorrect. Meyer expressly states that it
sought to overcome ‘“under-representation of the 3’ ends of transcripts.”
EX1006.0009. Tecan’s repeated refrain that “Meyer sought to ensure that all

sequences in the sample were adequately represented,” POR 2, proves the opposite

of Tecan’s point. In order to achieve the goal of even representation, Meyer needed
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to specifically enrich for the 3’ ends, as the expectation without Meyer’s method
would be underrepresentation of those fragments. EX1006.0009.

Tecan claims that Meyer was only interested in avoiding the “homopolymer”
issue with 3’ end fragments caused by the 454 sequencer, and that there is a “lack of
a mechanistic explanation to support an expectation of enrichment.” POR 35. But
that is wrong. To achieve their goal of avoiding underrepresentation and “to
selectively enrich for sequences falling near the 3’ end,” Dr. Sims explains, “Meyer
applied special chemistry to these sequences ... to selectively target and amplify—
and thereby enrich” those sequences. EX1085.9144; EX1006.0003, .0020. Neither
Dr. Bustamante nor Dr. Meyer disputed that Meyer taught the use of an additional
primer to target and amplify 3’ end fragments, or that the amplification step in Meyer
created exponentially more 3’ end fragments.

Tecan’s experts contend Meyer was actually concerned about purported
“overrepresentation” of 3’ end fragments. EX2287.925; EX2038.9170. But Dr.
Bustamante and Dr. Meyer could not identify any discussion in Meyer of
overrepresentation of 3’ end fragments, while both conceded Meyer expressly
discusses  underrepresentation. EX1125.367:10-368:2,  374:7-379:13;
EX1126.123:20-135:10. Moreover, Dr. Meyer conceded the POSA would
understand the SMART kit alone resolved any concern about overrepresentation.

EX1126.135:12-19.

16



IPR2025-00016
Patent No. 10,876,108

2. Meyer’s Data Demonstrates Enrichment.

a. Meyer Observed More 3’ End Fragments Than
Expected.

Even under Tecan’s incorrect interpretation, Meyer anticipates the claim
because proportionally more 3’ end fragments were sequenced than expected. The
Meyer authors expected 3’ end fragments to make up 10% of sequence reads, based
on dividing the “average read length (232 bp)” by the assumed “average transcript
size of 2,200 bp.” EX1006.0009. But 3' end fragments were found in 16% of
sequencing reads, which was “slightly more” than the expectation of 10%.
EX1006.0009. That Meyer did not use the word “enrichment” to describe this result
is irrelevant—"[t]he invention is not the language of the claim but the subject matter
thereby defined,” Teva v. AstraZeneca, 661 F.3d 1378, 1385 (Fed. Cir. 2011)—and
this express disclosure of enrichment cannot be overcome by the unsupported
testimony of Dr. Bustamante, see Ericsson v. Intellectual Ventures, 890 F.3d 1336,
1346 (Fed. Cir. 2018).

b. The Data In Meyer Is Representative Of Both
Methods.

Meyer discloses two methods—Figure 1, and an “improved protocol,”
EX1006.0014, in additional file 4. “Meyer touts the method in Additional File 4 as
an improvement over the one in Figure 1,” Paper 7 at 20, and Dr. Meyer agreed that

the POSA would be motivated to use the additional file 4 method, EX1126.50:10-
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53:6. And there is no dispute that Figure 1 recites nearly identical chemistry steps,
including the same ligated adaptors, and a primer specific to the 3’ end fragments.
EX1006.0003, .0014, .0020; EX2037.225:11-228:1.

Tecan argues the POSA would not understand the sequencing results and
conclusions reported in the paper to apply to both methods. POR 32. But nothing
in Meyer suggests that Meyer’s findings would not apply to both methods. To the
contrary, Meyer explains that additional file 4 contains only “minor modifications”
“to reduce the number of manipulations required, improve reproducibility, and to
further reduce adaptor concatenation.” EX1006.0014; EX2037.225:11-228:1.
Indeed, Dr. Meyer confirmed “it’s reasonable to believe that if you repeated it
exactly with the modified protocol, you would get very similar and comparable
results.” EX1126.53:2-5. While Dr. Bustamante flatly contradicted his co-expert,
he could provide no explanation for why the POSA would have expected the method
in additional file 4 to perform differently from the method it was designed to refine.
EX1125.393:4-397:16.

c. Tecan Identifies No Reason The POSA Would Have
Second-Guessed Meyers’ Result.

Tecan does not challenge the Meyer authors’ report that the 3’ end fragments
were found in 16% of reads, or the use of that number as an appropriate signifier for

the results of the method. POR 32-41; EX2038.99242-273. Instead, Tecan argues
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that the POSA “would have understood” that the numerator and denominator “used
to form Meyer’s [10%] estimate were not accurate.” POR 41. But Tecan’s own
expert, Dr. Meyer, contradicted this, testifying he “obviously thought [the 10%
calculation] was reasonable, and my co-authors agreed because we included it,” and
he “stand[s] by the statement as written.” EX1126.44:3-7.!

1) The POSA Would Not Have Questioned
Meyer’s 232 bp Numerator.

Tecan argues “the data shows that the average sequence read length was
actually longer than 232 bp” because the sequencing reads are not normally
distributed. POR 37; EX2038.99260-65. Tecan’s expert may not unilaterally re-
write the reference, see Homeland Housewares, 865 F.3d at 1378-79, but even if that
were appropriate, neither Tecan nor Dr. Bustamante take a position on what the
numerator should have been, only that it should have “been higher,” POR 37-38;
EX2038.99254-259. Dr. Meyer testified that the numerator “is not an assumption,”
and he does not “have any reason ... to think that [he] should have used a different

number.” EX1126.46:16-19.

! Dr. Bustamante refused to agree or disagree with Dr. Meyer’s testimony that the
calculation was based on reasonable assumptions. Compare EX1125.411:23-412:19

with EX1126.42:11-44:7, 46:6-19, 49:9-16.
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Alternatively, Tecan suggests that the POSA would disregard the number the
authors reported and instead base the numerator on Meyer’s disclosure that
“sonication ‘produced fragments in the appropriate size range (ca. 300-400 bp).””
POR 40 (quoting EX1006.0013); EX2038.9269. Dr. Meyer again disagreed and
testified the “appropriate size range” following sonication does not “mean that this
is the fragment size that [they] obtained from this particular run of the experiment,”
and that “measurements that we made of fragment size ... would be quite imprecise.”

EX1126.155:17-157:15.

2) The POSA Would Not Have Questioned
Meyer’s 2200 bp Denominator.

Tecan asserts that “the value used for the average transcript length [i.e., the
denominator] was wrong.” POR 38. But again Dr. Meyer testified that 2200 bp was
“a reasonable number for us to choose.” EX1126.49:13-14.

Dr. Sims opined the POSA would understand the denominator was
empirically derived, EX1085.94184, which Dr. Bustamante agreed was ‘“not
unreasonable,” EX2038.9267. While Dr. Bustamante argued that the denominator
“would be less,” he again stopped short of offering an opinion on what the number
should have been. EX2038.99261-265

Tecan further attempts to discredit the denominator based on a single sentence

in Dr. Meyer’s declaration: “I believe this number was based on the average mRNA
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length in mammals, which had been reported to be 2,200 nucleotides.” POR 38;
EX2038.9260; EX2287.958. That sentence was not written by Dr. Meyer—it was
written by the disqualified Dr. Matz, who identified a textbook (EX2080) as the
source. EX1126.56:11-57:5. But Dr. Meyer recanted any reliance on this textbook,
and testified that 2200 bp was mot based on “sitting down with textbooks,”
EX1126.58:7-59:1, 56:8-65:20, but rather “based on our general knowledge of
biology.” EX1126.58:7-14, 49:13-16.

Dr. Meyer also rejected any notion the POSA would have interpreted the 2200
bp number as somehow relating to mammals. When asked whether the POSA
reading Meyer would “understand ... that an average transcript size of 2200 base
pairs is based on the average length of a mammalian transcript,” Dr. Meyer objected
that the “introduction of the term ‘mammalian transcript’ into that sentence is not
necessarily something that we were relying on or that the reader would assume,” and
“the reasonable interpretation ... of that sentence is that this is a general average

overall transcript length.” EX1126.64:22-65:20.>

> Dr. Bustamante disagreed with Dr. Meyer and maintained his reliance on the

recanted declaration testimony. EX1125.413:7-22, 348:12-349:2, 413:23-416:2.
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d.  Even Under Tecan’s Expert’s Revised Expectations,
Meyer Enriched For 3’ End Fragments.

Even under his proposed construction, Dr. Bustamante admitted there is “no
threshold [of enrichment] specifically laid out in the patent.” EX1125.275:23-277:3,
307:22-309:21. And Dr. Meyer agreed creating just “one more copy” enriches for a
sequence of interest. EX1126.166:5-10.

Critically, even if Dr. Bustamante’s criticisms of the Meyer calculation were
credited (they should not be), when asked what a “more appropriate” expectation of
the prevalence of 3’ end fragments should have been, Dr. Bustamante testified “my
sense 1s it 1s perhaps closer to 13 or 14 percent.” EX1125.417:12-418:5. Thus, even
if the express teaching of the reference were replaced with Tecan’s expert’s say-so,
Meyer still demonstrated enrichment. Dr. Bustamante testified absent the method
the expected proportion of 3’ end fragments sequenced by Meyer would have been
“13 or 14 percent,” and it is undisputed that by practicing the method Meyer
sequenced more than that expected proportion—16%. That is enrichment under any
proposed construction.

D. The Remaining Claims Are Anticipated.

Tecan concedes claims 3, 5-10, and 14-18 are anticipated if Claim 1 is. POR

41.
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II. OBVIOUSNESS OVER MEYER

A.  Claim 2 Is Obvious.

Tecan argues “the purposes of Meyer and Siebert are incompatible,” and thus
the POSA would not be motivated to use Meyer’s cDNA method on genomic DNA.
POR 43-44. But the chemical steps of the Meyer method can be performed on
genomic DNA just as well as on cDNA, Petition 62-65; EX1085.99318-25;
EX1125.388:14-390:16, and chemistry like that used in Meyer had been previously
used on genomic DNA, Petition 8-12; EX1085.9473-79, q182; EX2038.9962-66.
The POSA would understand Meyer’s 3’ end method could selectively target any

99 ¢

“known, fixed sequence” “to ensure sequencing coverage for an unknown and/or

variable sequence directly adjacent to the known, fixed sequence,” regardless of the
type of DNA. EX1085.99322-325.

Meyer was a proof of concept that anchored PCR—well-known pre-NGS
chemistry described in Siebert for “genome walking”—could be successfully
applied to NGS. EX1085.99320-325, 9973-79; EX1126.102:20-103:17,
EX1016.190-92. The POSA would be motivated to apply Meyer to the types of
applications previously recognized in Siebert because “merging [genome walking]
strategies to next generation sequencing will undoubtedly extend the future

application of this by now basic technique of molecular biology.” EX1052.016.
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While Dr. Bustamante contends the POSA would not have adapted Meyer to
genomic DNA because “the use of a single target-specific primer without additional
safeguards would not work,” EX2038.99317-318, he does not explain what these
“additional safeguards” are. Meyer discloses every chemistry step recited in claim
1, supra 1, and the patent provides no other “safeguards,” supra 9. The only
limitation of claim 2 not present in Meyer is the application to genomic DNA, and
the POSA would have been motivated to extend Meyer from cDNA to genomic
DNA with a reasonable expectation of success. Petition 62-65; EX1085.99318-325.

Tecan’s argument that Dr. Sims testified “a POSA would not have looked to
older, pre-NGS methods” mischaracterizes his testimony, which was simply that
pre-NGS library preparation techniques could not be used with NGS platforms that
required specific adaptors. POR 46 (citing EX2037.152:18-153:2). As Dr. Sims
explained, the POSA would look to Siebert for its teachings regarding genome-
walking, not library preparation—Meyer teaches all of the claimed chemistry, and
Siebert teaches the application of analogous chemistry to genomic DNA,
EX1085.99324, 99320-321, 9973-79, 182.

B. Claims 11, 12, and 19 Are Obvious.

Claims 11, 12, and 19 recite limitations required for the use of Illumina and
Ion Torrent sequencers. EX1085.99326-338. Tecan concedes that the POSA would

have been motivated to use library preparation methods compatible with Illumina
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and lon Torrent instead of 454 by the priority date. POR 5, EX2038.992. Tecan
argues the POSA would not have wanted to convert the Meyer method to the more
popular platforms because Meyer was “specific to fixing issues with the 454
sequencer,” POR 49, and Bronner and Caruccio teach different library preparation
methods, POR 49-50. But the POSA would recognize the chemistry Meyer discloses
for targeted enrichment of 3’ ends is a broadly-applicable “method for generating a
selectively enriched library for NGS,” EX1085.9322, and the concept of targeting a
known sequence to enrich an unknown or variable adjacent sequence is not specific
to a particular platform, EX1085.9 322, 9327, 49334-35. If so motivated, Tecan does
not dispute the POSA could easily swap out the 454 adaptor sequences used in
Meyer for those used by Illumina and lon Torrent with a reasonable expectation of
success. EX1085.99334-335, 99337-338.

C. There Is No Nexus To Tecan’s Secondary Considerations.

Tecan’s secondary considerations apply only to claims 2, 11, 12, and 19, POR
51-59, but there 1s no evidence of nexus between the SPET embodiment and the
claims. While Dr. Bustamante opined that the claims are “coextensive” with the
SPET embodiment, his opinion was based on legal error because he did not consider
whether there were other embodiments within the scope of the -claims,
EX1125.317:4-13,318:11-321:17,309:12-21, 315:22-319:7, 321:19-324:3, 359:10-

360:23, and nexus requires the patentee “provide[] an adequate basis to support the
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conclusion that other embodiments falling within the claim will behave in the same
manner.” In re Huai-Hung Kao, 639 F.3d 1057, 1068 (Fed. Cir. 2011). The claims

here are far broader than the SPET embodiment. Supra §1.B.
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