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Key Points

2

Meyer does not anticipate claim 1 of the ’012 and ’108 patents
- Challenged claims require enrichment
- Meyer does not disclose enrichment of any sequences targeted by 

the target-specific adaptors 

Demonstrative Exhibit - Not Evidence

Meyer does not anticipate claim 21 of the ’012 patent
- Claim 21 requires that the claimed nucleic acid fragment be obtained by 

reverse transcribing an RNA fragment
- Meyer does not disclose fragmentation of RNA prior to reverse transcription

Meyer does not anticipate claim 22 of the ’012 patent
- Meyer does not disclose adaptors ligated to both ends of Petitioner’s target 

nucleic acid fragments 

Petitioner has failed to show that any challenged claims are obvious
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The Petition Suffers Three Fatal Flaws

Demonstrative Exhibit - Not Evidence 4

Enrichment is not based on proportionality1

The Meyer method enriched for the 3’ fragment 2

A POSA would infer enrichment from Meyer’s reported data3

Petitioner Argues:



1. A method for sequencing an enriched nucleic acid 
sequence of interest, the method comprising:

* * *
d) amplifying the one or more oligonucleotide extension 

products using a first primer that anneals to a complement 
of the first adaptor sequence and a second primer that 
anneals at its 3′ end to a complement of the second adaptor 
sequence to enrich for the nucleic acid sequence of 
interest, wherein products of the amplifying comprise 
a 3′ end with sequence complementary to a sequence 
on a surface;

* * *
f) sequencing the enriched nucleic acid sequence of interest 

on a massively parallel sequencing platform.

The Claims Require That the “Amplifying” Step 
Result in Enrichment

’012 patent, claim 1 ’108 patent, claim 1

Demonstrative Exhibit - Not Evidence 5

1. A method for sequencing an enriched nucleic acid 
sequence of interest, the method comprising:

* * *
c) amplifying the one or more oligonucleotide extension 

products, in the reaction mixture, using a first primer that 
anneals to the complement of the first adaptor sequence and 
a second primer that anneals at its 3′ end to a complement 
of the second adaptor sequence, thereby enriching the 
nucleic acid sequence of interest, by generating amplified 
products comprising the enriched nucleic acid sequence of 
interest; and

d) sequencing the amplified products comprising the 
enriched nucleic acid sequence of interest on a massively 
parallel sequencing platform.

IPR2025-00015: Paper 41, 19-25; Paper 53, 5-7; IPR2025-00016: Paper 39, 17-22; Paper 51, 5-7



Proposed Constructions

Demonstrative Exhibit - Not Evidence 6

Term Tecan’s Construction Petitioner’s Construction

“amplifying the one or 
more oligonucleotide 
extension products . . . [to 
enrich for/thereby 
enriching] the nucleic 
acid sequence of interest” 

“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” 
Paper 41, 21. 

No express construction 
offered.

“increase in the sequence of 
interest over the baseline” raw 
number value “if the method 
were not performed” 
Paper 47, 6-8.

IPR2025-00015: Paper 41, 19-25; Paper 53, 2-7; IPR2025-00016: Paper 39, 17-22; Paper 51, 2-7



The Challenged Claims Are Directed to an Enrichment Method

Demonstrative Exhibit - Not Evidence 7

EX1001, Abstract

IPR2025-00015: Paper 53, 6-7; IPR2025-00016: Paper 51, 6-7



Tecan’s Interpretation of “Enrich” Is Consistent With the Board’s 
Adoption of the Plain and Ordinary Meaning of the Term

Demonstrative Exhibit - Not Evidence 8

Paper 9, 15

IPR2025-00015: Paper 41, 19; Paper 53,3; IPR2025-00016: Paper 39, 17; Paper 51, 3



Enrichment Requires a Change in Relative Abundance

Demonstrative Exhibit - Not Evidence 9

IPR2025-00015: Paper 53, 3-7; IPR2025-00016: Paper 51, 3-7



Tecan’s Interpretation Is Consistent With the Intrinsic Record

Demonstrative Exhibit - Not Evidence 10

IPR2025-00015: Paper 41, 11-16; Paper 53, 9; IPR2025-00016: Paper 39, 11-15; Paper 51, 9; see also EX2038.¶¶121-131



EX2037.0150:20-22 

Dr. Sims’ Testimony Supports Tecan’s Interpretation

Demonstrative Exhibit - Not Evidence 11

EX2037.0217:15-17

EX2037.0173:15-17 

IPR2025-00015: Paper 41, 19-20; Paper 53,5; IPR2025-00016: Paper 39, 17-18; Paper 51, 5



Petitioner’s Proposal Reads Out the Enrichment Requirement

Demonstrative Exhibit - Not Evidence 12

IPR2025-00015: Paper 53, 3-7; IPR2025-00016: Paper 51, 3-7



1. A method for sequencing an enriched nucleic acid 
sequence of interest, the method comprising:

* * *
d) amplifying the one or more oligonucleotide extension 

products using a first primer that anneals to a complement 
of the first adaptor sequence and a second primer that 
anneals at its 3′ end to a complement of the second adaptor 
sequence to enrich for the nucleic acid sequence of 
interest, wherein products of the amplifying comprise 
a 3′ end with sequence complementary to a sequence 
on a surface;

* * *
f) sequencing the enriched nucleic acid sequence of interest 

on a massively parallel sequencing platform.

Enrichment Is Material to Patentability

Demonstrative Exhibit - Not Evidence 13

’012 patent, claim 1 ’108 patent, claim 1

1. A method for sequencing an enriched nucleic acid 
sequence of interest, the method comprising:

* * *
c) amplifying the one or more oligonucleotide extension 

products, in the reaction mixture, using a first primer that 
anneals to the complement of the first adaptor sequence and 
a second primer that anneals at its 3′ end to a complement 
of the second adaptor sequence, thereby enriching the 
nucleic acid sequence of interest, by generating amplified 
products comprising the enriched nucleic acid sequence of 
interest; and

d) sequencing the amplified products comprising the 
enriched nucleic acid sequence of interest on a massively 
parallel sequencing platform.

IPR2025-00015: Paper 53,6-7; IPR2025-00016: Paper 51, 6-7



Enrichment Is Material to Patentability

Demonstrative Exhibit - Not Evidence 14

* * *

* * *

Allergan Sales, LLC v. Sandoz, Inc., 935 F.3d 1370, 1376 (Fed. Cir. 2019) (cleaned up) 

EX1001.0016 (2:25-28), 18 (6:12-16), 31 (31:41-32:42)

IPR2025-00015: Paper 53, 6-7; IPR2025-00016: Paper 51, 6-7

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.



The Petition Suffers Three Fatal Flaws

Demonstrative Exhibit - Not Evidence 15

Enrichment is not based on 
proportionality1

The Meyer method enriched for the 3’ fragment 2

A POSA would infer enrichment from Meyer’s reported data3

Claimed enrichment requires 
increase in proportion



Dr. Meyer Testified That the Meyer Method Did Not Involve Target 
Sequence Enrichment

Demonstrative Exhibit - Not Evidence 16

EX2287.¶70

EX1126.0030:6-13 (Meyer Tr.)
EX2287.¶77

IPR2025-00015: Paper 41, 27-28, 30, 44-45; Paper 53,10-12, 15-16, 19; IPR2025-00016: Paper 39, 22-23, 26, 40-41; Paper 51, 10-12, 15-16, 19 



Meyer Method – Figure 1

Demonstrative Exhibit - Not Evidence 17

EX1006.0003

IPR2025-00015: Paper 41, 30-35; IPR2025-00016: Paper 39, 26-31; see also EX2038.¶¶171-184; EX2287.¶¶33-46



Meyer Method – Modified SMART Protocol 

Demonstrative Exhibit - Not Evidence 18

EX1006.0019

Meyer Figure 1 (EX1006.0003)

EX1034.0004

IPR2025-00015: Paper 41, 28-35; Paper 53, 15; IPR2025-00016: Paper 39, 24-31; Paper 51, 15; see also EX2038.¶¶171-184; EX2287.¶¶33-46

EX1006.0003



Meyer Method – cDNA Fragmentation, Ligation, Amplification

Demonstrative Exhibit - Not Evidence 19

EX1006.0003

IPR2025-00015: Paper 41, 30-35; IPR2025-00016: Paper 39, 26-31; see also EX2038.¶¶171-184; EX2287.¶¶33-46



Meyer Method – PCR Suppression

Demonstrative Exhibit - Not Evidence 20

EX1006.0003

IPR2025-00015: Paper 41, 30-35; IPR2025-00016: Paper 39, 26-31; see also EX2038.¶¶171-184; EX2287.¶¶33-46



Additional File 4 Protocol (EX1006.0020)

Meyer Modified Method – Additional File 4

Demonstrative Exhibit - Not Evidence 21

Figure 1 Protocol (EX1006.0003)

IPR2025-00015: Paper 41, 30-35; IPR2025-00016: Paper 39, 26-31; see also EX2038.¶¶185-190; EX2287.¶¶47-50, 63-64



Petitioner’s Evolving Enrichment Arguments

Demonstrative Exhibit - Not Evidence 22

Original Meyer enriches for end fragments

New Meyer enriches because amount of 3’ end fragments 
increased

New Meyer enriches over other nucleic acids present in the 
original sample

New Meyer anticipates because the patent allows for targeting of a 
whole transcriptome 

IPR2025-00015: Paper 53, 10-14; IPR2025-00016: Paper 51, 10-14



The Petition Suffers Three Fatal Flaws

Demonstrative Exhibit - Not Evidence 23

A POSA would infer enrichment from Meyer’s reported data3

Enrichment is not based on 
proportionality1 Claimed enrichment requires 

increase in proportion

The Meyer method enriched 
for the 3’ fragment 1 Meyer does not disclose 

the claimed enrichment process



Petitioner Misinterprets the Data Disclosed in Meyer

Demonstrative Exhibit - Not Evidence 24

Meyer’s Expectation:

EX1006.0009

𝟏𝟏𝟏𝟏𝟏 ≈
232 𝑏𝑏𝑏𝑏 𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎 𝑟𝑟𝑟𝑟𝑟𝑟𝑟𝑟 𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙

2,200 𝑏𝑏𝑏𝑏 𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎 𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡 𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙
 × 100%

IPR2025-00015: Paper 41, 36-45; Paper 53, 15-20; IPR2025-00016: Paper 39, 32-41; Paper 51, 15-20



Meyer Attempts to Estimate Proportion of 3’ Fragments 

Demonstrative Exhibit - Not Evidence 25

EX1006.0003

IPR2025-00015: Paper 41, 32, 39-40; Paper 53, 15-16; IPR2025-00016: Paper 39, 28, 35-37; Paper 53, 15-16; see also EX2287.¶¶74-75.



Meyer’s Numerator Is Based on Skewed Data

Demonstrative Exhibit - Not Evidence 26

EX1006.0004 (Figure 2(a))

IPR2025-00015: Paper 41, 41-42; Paper 53, 18; IPR2025-00016: Paper 39, 37-38; Paper 51, 18; see also EX2038.¶¶254-259



Denominator Estimate:
The Reassembled Transcript Lengths Are Skewed

Demonstrative Exhibit - Not Evidence 27

EX1006.0004 (Figure 2(b))
IPR2025-00015: Paper 41, 42-43; Paper 53, 18; IPR2025-00016: Paper 39, 38-39; Paper 51, 18; see also EX2038.¶¶260-265



Denominator Estimate:
Based on the Average Transcript Length for Mammals

Demonstrative Exhibit - Not Evidence 28

EX2287.¶58

IPR2025-00015: Paper 41, 42-43; Paper 53, 18; IPR2025-00016: Paper 39, 38-39; Paper 51, 18; see also EX2038.¶¶260-265

Dr. Meyer: 



Dr. Meyer Never Recanted His Testimony that the Average 
Transcript Length Is Based on Mammals

Demonstrative Exhibit - Not Evidence 29

EX1126.0060:20-61:5 (Meyer Tr.) EX1126.0061:12-62:1

IPR2025-00015: Paper 53, 19-20; IPR2025-00016: Paper 51, 19-20



Denominator Estimate: 
Dr. Sims Suggests It Was Empirically Derived from Gel Reads

Demonstrative Exhibit - Not Evidence 30

EX1006.0013, 19

* * *

* * *

POSA’s Expectation:

300 𝑏𝑏𝑏𝑏 𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎 𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓 𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙
2,200 𝑏𝑏𝑏𝑏 𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎 𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡 𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙  × 100% ≈ 𝟏𝟏𝟏𝟏𝟏

350 𝑏𝑏𝑏𝑏 𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎 𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓 𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙
2,200 𝑏𝑏𝑏𝑏 𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎 𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡 𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙  × 100% ≈ 𝟏𝟏𝟏𝟏𝟏

400 𝑏𝑏𝑏𝑏 𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎 𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓𝑓 𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙
2,200 𝑏𝑏𝑏𝑏 𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎𝑎 𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡𝑡 𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙𝑙  × 100% ≈ 𝟏𝟏𝟏𝟏𝟏

IPR2025-00015: Paper 41, 43-45; Paper 53, 20; IPR2025-00016: Paper 39, 39-41; Paper 51, 20; see also EX2038.¶¶266-269



Dr. Meyer Confirms Lack of Data to Infer Enrichment

Demonstrative Exhibit - Not Evidence 31

EX1126.0179:18-180:10 (Meyer Tr.)

IPR2025-00015: Paper 53, 15-16; IPR2025-00016: Paper 51, 15-16



The Petition Suffers Three Fatal Flaws

Demonstrative Exhibit - Not Evidence 32

Enrichment is not based on 
proportionality1 Claimed enrichment requires 

increase in proportion

The Meyer method enriched 
for the 3’ fragment 1 Meyer does not disclose 

the claimed enrichment process

A POSA would infer enrichment 
from Meyer’s reported data1

A POSA could not 
reasonably infer enrichment 

from Meyer’s data



Key Points

33

Meyer does not anticipate claim 1 of the ’012 and ’108 patents
- Challenged claims require enrichment
- Meyer does not disclose enrichment of any sequences targeted by 

the target-specific adaptors 

Demonstrative Exhibit - Not Evidence

Meyer does not anticipate claim 21 of the ’012 patent
- Claim 21 requires that the claimed nucleic acid fragment be obtained by 

reverse transcribing an RNA fragment
- Meyer does not disclose fragmentation of RNA prior to reverse transcription

Meyer does not anticipate claim 22 of the ’012 patent
- Meyer does not disclose adaptors ligated to both ends of Petitioner’s target 

nucleic acid fragments 

Petitioner has failed to show that any challenged claims are obvious



Claim 21

Demonstrative Exhibit - Not Evidence 34

* * *

EX1001

IPR2025-00015: Paper 41, 45-46; Paper 53, 21; see also EX2038.¶¶157-160, 286-293



“RNA” and “RNA fragments” Are Distinct

Demonstrative Exhibit - Not Evidence 35

Term Tecan’s Construction Petitioner’s Construction

“RNA fragment” “an RNA polynucleotide 
product generated through 
fragmentation”

“any RNA polynucleotide”

IPR2025-00015: Paper 41, 45-46; Paper 53, 21; see also EX2038.¶¶157-160



Tecan’s Proposed Construction Is Supported by the Record

Demonstrative Exhibit - Not Evidence 36

EX1001 (6:51-53, 19:58-65)

* * *

IPR2025-00015: Paper 41, 45-46; Paper 53, 21; see also EX2038.¶160 (identifying extrinsic support)

* * *

EX1001



Tecan’s Proposed Construction Is Supported by the Record

Demonstrative Exhibit - Not Evidence 37

[I]n a case such as this, where the 
patent describes multiple 
embodiments, every claim does not 
need to cover every embodiment. 

Pacing Techs., LLC v. Garmin Int’l, Inc., 
778 F.3d 1021, 1026 (Fed. Cir. 2015) 

IPR2025-00015: Paper 53, 21; see also EX1124.0236:23-237:22 (Bustamante Tr.)



Meyer Fails to Disclose the Claimed Reverse Transcription of an 
RNA Fragment 

Demonstrative Exhibit - Not Evidence 38

EX1006.0003

IPR2025-00015: Paper 41, 45-46; Paper 53, 21; see also EX2038.¶¶286-293



Key Points

39

Meyer does not anticipate claim 1 of the ’012 and ’108 patents
- Challenged claims require enrichment
- Meyer does not disclose enrichment of any sequences targeted by 

the target-specific adaptors 

Demonstrative Exhibit - Not Evidence

Meyer does not anticipate claim 21 of the ’012 patent
- Claim 21 requires that the claimed nucleic acid fragment be obtained by 

reverse transcribing an RNA fragment
- Meyer does not disclose fragmentation of RNA prior to reverse transcription

Meyer does not anticipate claim 22 of the ’012 patent
- Meyer does not disclose adaptors ligated to both ends of Petitioner’s target 

nucleic acid fragments 

Petitioner has failed to show that any challenged claims are obvious



Claim 22

Demonstrative Exhibit - Not Evidence 40

EX1001

IPR2025-00015: Paper 41, 46-48; Paper 53, 22-23; see also EX2038.¶¶294-307

* * *



Meyer Does Not Disclose the Claimed Ligation 
on Both Ends of the Target Fragments

Demonstrative Exhibit - Not Evidence 41

EX1006.0003

EX1006.0019IPR2025-00015: Paper 41, 46-48; Paper 53, 22-23; see also EX2038.¶¶294-307



Petitioner Must Show Inherent Anticipation

Demonstrative Exhibit - Not Evidence 42

Moreover, a prior art reference may anticipate without disclosing a 
feature of the claimed invention if that missing characteristic is 
necessarily present, or inherent, in the single anticipating reference.

Schering Corp. v. Geneva Pharms., 339 F.3d 1373, 1377 (Fed. Cir. 2003)

In the context of accidental anticipation, [the claimed compound] 
DCL is not formed accidentally or under unusual conditions when 
loratadine is ingested. The record shows that DCL necessarily and 
inevitably forms from loratadine under normal conditions. DCL is a 
necessary consequence of administering loratadine to patients.

Schering Corp. v. Geneva Pharms., 339 F.3d 1373, 1378 (Fed. Cir. 2003)

IPR2025-00015: Paper 41, 48; Paper 53, 22-23



Dr. Sims Concedes That There Is No Express Disclosure of the 
Method of Claim 22

Demonstrative Exhibit - Not Evidence 43

EX1085.¶263

IPR2025-00015: Paper 53, 22-23



Petitioner Fails to Show that Fragmentation Will Necessarily and 
Inevitably Damage Any Cap Primers in All Instances

Demonstrative Exhibit - Not Evidence 44

IPR2025-00015: Paper 41, 46-48; Paper 53, 22-23; see also EX1125.0260:17-261:7 (Bustamante Tr.); EX2038.¶¶297-302

Assuming 2200bp in length

cDNA

Sonication 

23 bp



Key Points

45

Meyer does not anticipate claim 1 of the ’012 and ’108 patents
- Challenged claims require enrichment
- Meyer does not disclose enrichment of any sequences targeted by 

the target-specific adaptors 

Demonstrative Exhibit - Not Evidence

Meyer does not anticipate claim 21 of the ’012 patent
- Claim 21 requires that the claimed nucleic acid fragment be obtained by 

reverse transcribing an RNA fragment
- Meyer does not disclose fragmentation of RNA prior to reverse transcription

Meyer does not anticipate claim 22 of the ’012 patent
- Meyer does not disclose adaptors ligated to both ends of Petitioner’s target 

nucleic acid fragments 

Petitioner has failed to show that any challenged claims are obvious



Roadmap

46

Ground 2 (all challenged claims of ’012; claims 8, 17, 18 of ’108): 
Petitioner’s Claims that Meyer Alone Renders Obvious Patent Claims Is Legally 
Insufficient

Demonstrative Exhibit - Not Evidence

Ground 3 (claim 2 of both): Petitioner Fails to Show How a POSA Would 
Modify Meyer Based on Siebert to Practice the Challenged Claims and Why a 
POSA Would Be Motivated to Do So With a Reasonable Expectation of Success

Ground 4 (claim 9 of ’012): Fails for the Same Reasons as Grounds 1 and 2

Ground 5 (claims 15, 17-19 of ’012; claims 11, 12, 19 of ’108): 
Petitioner Relies on References that Teach Away and Fails to Show Why a 
POSA Would Be Motivated to Modify Meyer for Use With Other NGS Systems

Secondary Considerations:
1. Prior Art Taught Away and Expressed Skepticism; 
2. Long-Felt, Unmet Needs;
3. Industry Praise



Ground 2 Is Legally Insufficient

Demonstrative Exhibit - Not Evidence 47

• Petition for IPR2025-00016
Petition for IPR2025-00015 Petition for IPR2025-00016

Paper 1, 67 Paper 1, 61

IPR2025-00015: Paper 41, 48-50; IPR2025-00016: Paper 39, 41-43



Claim 2

Demonstrative Exhibit - Not Evidence 48

IPR2025-00015: Paper 41, 50-54; Paper 53, 23-24; IPR2025-00016: Paper 39, 43-47; Paper 51, 21-22

* * *

EX1001 EX1002

* * *

10,036,012 10,876,108



Ground 3: Siebert

Demonstrative Exhibit - Not Evidence 49

EX1007.0001

IPR2025-00015: Paper 41, 50-54; Paper 53, 23-24; IPR2025-00016: Paper 39, 43-47; Paper 51, 21-22; see also EX2038.¶¶198-204, 311 



Ground 3: A POSA Would Not Be Motivated to Combine Meyer 
With Siebert to Practice the Claimed Invention

Demonstrative Exhibit - Not Evidence 50

IPR2025-00015: Paper 41, 50-53; Paper 53, 23-24; IPR2025-00016: Paper 39, 43-46; Paper 51, 21-22; see also EX2038.¶¶312-317

A POSA would be discouraged from using Meyer with genomic DNA. 

Siebert and Meyer are addressing different problems.

Meyer sought to solve a specific sequencing issue with 
the 454 sequencer. 

The prior art teaches away from the claimed amplification 
with single-target-specific primers. 

1

2

3

4



Ground 3: Meyer’s Reliance on the SMART Protocol Would 
Discourage Adaptation With Genomic DNA 

Demonstrative Exhibit - Not Evidence 51

SMART Protocol (EX1034.0005) Meyer Protocol (EX1006.0003)

IPR2025-00015: Paper 41, 51-52; Paper 53, 23-24; IPR2025-00016: Paper 39, 43-46; Paper 51, 21-22; see also EX2038.¶¶312-317



Ground 3: Siebert Would Have Discouraged the Claimed Method

Demonstrative Exhibit - Not Evidence 52

EX1007.0001-02

Siebert

* * *

* * *

IPR2025-00015: Paper 41, 52-53; Paper 53, 23-24; IPR2025-00016: Paper 39, 45-46; Paper 51, 21-22; see also EX2038.¶¶312-317



Ground 3: Other Genome Walking Papers Discouraged the 
Claimed Method

Demonstrative Exhibit - Not Evidence 53

EX2047.0001

Miura (2005) Tsoktouridis (2005)

* * *

EX2048.0002

IPR2025-00015: Paper 41, 52-53, 60-62; Paper 53, 23-24; IPR2025-00016: Paper 39, 45-46, 52-54; Paper 51, 21-22; 
see also EX2038.¶¶62-67, 315-317, 348-350



Ground 3: Other Genome Walking Papers Would Have 
Discouraged the Claimed Method

Demonstrative Exhibit - Not Evidence 54

Sohn

EX2050.0003

IPR2025-00015: Paper 41, 52-53, 60-62; Paper 53, 23-24; IPR2025-00016: Paper 39, 45-46, 52-54; Paper 51, 21-22; 
see also EX2038.¶¶62-67, 315-317, 348-350



Ground 3: Leoni

Demonstrative Exhibit - Not Evidence 55

Leoni

EX1052.0003 (Table 1)

IPR2025-00015: Paper 53, 24; IPR2025-00016: Paper 51, 21-22



Ground 5: Meyer Addresses Challenges Specific to 
the 454 Sequencer

Demonstrative Exhibit - Not Evidence 56

IPR2025-00015: Paper 41, 56; Paper 53, 25; IPR2025-00016: Paper 39, 48-49; Paper 51, 22-23

Meyer

EX1006.0009



Secondary Considerations: 
Petitioner Misstates the Law on Nexus

Demonstrative Exhibit - Not Evidence 57

If an applicant demonstrates that an embodiment has an 
unexpected result and provides an adequate basis to 
support the conclusion that other embodiments falling 
within the claim will behave in the same manner, this will 
generally establish that the evidence is commensurate with 
scope of the claims. 

In re Huai-Hung Kao, 639 F.3d 1057, 1068 (Fed. Cir. 2011) 
(highlighting Petitioner’s relied-upon portion of the quote)

IPR2025-00015: Paper 53, 25-26; IPR2025-00016: Paper 51, 23



Secondary Considerations: Tecan Demonstrated Nexus

Demonstrative Exhibit - Not Evidence 58

Id. at 222 

Given that the solution to the long-felt need results from the claimed and novel 
dosing regimens, nexus to the claimed invention is established. 

Janssen Pharms., Inc. v. Teva Pharms. USA, Inc., 760 F. Supp. 3d 184, 217 (D.N.J. 2024), aff'd, 
141 F.4th 1367 (Fed. Cir. 2025) 

Long-Felt, Unmet Needs: 

Thus, the praise relates to the “novel dose initiation procedure,” id. at 205, which 
establishes a nexus to the “claimed invention.” 

Id. at 222 

Industry Praise:

Given that this skepticism was aimed directly at novel aspects of the claimed 
dosing regimen, it has a nexus to the patented invention. 

Skepticism:

IPR2025-00015: Paper 41, 59-67; Paper 53, 25-26; IPR2025-00016: Paper 39, 51-59; Paper 51, 23; see also EX2038.¶¶335-343



Secondary Considerations: The Prior Art Taught Away From 
Using PCR Amplification

Demonstrative Exhibit - Not Evidence 59

Quail 2008 Quail 2011

Kozarewa

EX2053.0004

EX2071.0001

EX2054.0001

IPR2025-00015: Paper 41, 61-62; Paper 53, 25-26; IPR2025-00016: Paper 39, 53-54; Paper 51, 23; see also EX2038 ¶¶ 68-69, 350-351.



Secondary Considerations: Long-Felt, Unmet Needs Persisted 
As of the Priority Date

Demonstrative Exhibit - Not Evidence 60

IPR2025-00015: Paper 41, 62-64; Paper 53, 25-26; IPR2025-00016: Paper 39, 54-56; Paper 51, 23

“While next-generation sequencing has 
revolutionised the way genomes are 
sequenced, this technology possesses 
a fundamental weakness – the inability to 
easily target specific regions of a genome.”Ernani,

EX2062.0003 
(August 2009) 

“Current methods (both mechanical and enzymatic) 
face limitations: multi-step protocols, sample 
loss, lack of automation and labor costs. With the 
continued decline of sequencing costs and increase 
in sample throughput, there is greater demand for 
more cost effective, streamlined library 
preparation methods.”

Grunenwald, 
EX2056.0001 
(August 2010) 

“Key issues, which apply to all methods with varying 
degrees are uniformity, efficiency of coverage and off-
target capture. Whilst these methods are continually 
being improved, it may ultimately be more cost-effective 
to sequence a whole genome, computationally masking 
regions of the genome that are irrelevant to a particular 
clinical question, and target analysis only to regions with 
proven clinical significance.”

Moorthie, 
EX1050.0007 

(October 2011) 

“Because the target enrichment and sequencing 
library preparation occur in succession, targeted 
resequencing methods tend to be laborious, 
time-consuming, prone to experimental errors 
and difficult to automate. In addition, many of 
these approaches have complex protocols which 
require large amount of starting genomic DNA. 
Other issues include being susceptible to 
coverage biases secondary to amplification and 
molecular artifacts.”

Myllykangas, 
EX2052.0002 

(December 2011) 



Secondary Considerations: Industry Praise

Demonstrative Exhibit - Not Evidence 61

EX2065.0001, 2, 1, 12, 13

Barchi

IPR2025-00015: Paper 41, 65-67; Paper 53, 25-26; IPR2025-00016: Paper 39, 57-59; Paper 51, 23



Secondary Considerations: Industry Praise

Demonstrative Exhibit - Not Evidence 62

EX2067.0003

Smith

IPR2025-00015: Paper 41, 65-67; Paper 53, 25-26; IPR2025-00016: Paper 39, 57-59; Paper 51, 23



Secondary Considerations: Industry Praise

Demonstrative Exhibit - Not Evidence 63

EX2068.0006

Scaglione

EX2068.0008  

IPR2025-00015: Paper 41, 65-67; Paper 53, 25-26; IPR2025-00016: Paper 39, 57-59; Paper 51, 23

EX2068.0006



Secondary Considerations: Industry Praise

Demonstrative Exhibit - Not Evidence 64

EX2069.0002

Benjamino

IPR2025-00015: Paper 41, 65-67; Paper 53, 25-26; IPR2025-00016: Paper 39, 57-59; Paper 51, 23
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