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Key Points

The challenged claims require the identifier and target sequence to be used in
combination

Petitioner’s ground 1 fails
- Kivioja does not use the target sequence with the identifier to identify duplicates
- Kivioja does not teach removal of a duplicate read from the sequencing reads (Claim 2)

- Petitioner has failed to provide sufficient evidence to establish a motivation to combine lafrate
and Kivioja

— Petitioner’s grounds 2 and 3 fail
- Bielas identifies duplicate sequences based only on Cypher sequences
- Bielas is similar to Samuels, cited and overcome during prosecution
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Key Points

L The challenged claims require the identifier and target sequence to be used in
combination
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Claim Construction — “identifying sequence reads with
identical identifier and target sequences as duplicates”
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The invention claimed is:
1. A method for detecting duplicate sequencing reads, the
method comprising:

ligating an adaptor to each of a plurality of nucleic acid
fragments, wherein each adaptor comprises a unique
identifier having from about 1 to about 8 nucleotides,
an indexing site unique to a subset of the adaptors, and
a primer binding site:

amplifying the adaptor-ligated fragments into amplicons;

sequencing the amplicons to produce sequence reads that
include identifier and target sequences; and

identifying sequence reads with identical identifier and
target sequences as duplicates.

Tecan’s Construction

Petitioner’s Construction

“identifying sequence reads

as duplicates through a step
that uses both the identifier and
at least a portion of the

target sequence”

“identifying sequence reads with
identical identifier and target
sequences as duplicates”

This limitation requires the entire
“target sequence” and does not
require a single “step.”




Prosecution History is Critical Intrinsic Evidence

The prosecution history is often of critical significance in determining the
meaning of the claims because it contains . . . any express representations

made by the applicant regarding the scope of the claims.

Genentech, Inc. v. lancu, 809 F. App'x 781, 783 (Fed. Cir. 2020).

Nonetheless, the prosecution history can often inform the meaning of the
claim language by demonstrating how the inventor understood the
invention and whether the inventor limited the invention in the course of

prosecution, making the claim scope narrower than it would otherwise be.

Phillips v. AWH Corp., 415 F.3d 1303, 1317 (Fed. Cir. 2005).

Paper 21, 9-15; Paper 34, 5-6
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The Prosecution History of the 357 Patent

Dec. 28, 2015, Amendment/Response to Office Action

1. (Currently Amended) A method for detecting a duplicate sequencing read from a

Attorney Docket No. NUGN-001/1 LS 301735-2003 PATENT

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE populatlon of Sample sequencing readS comprising:

In Re Application of:  AMORESE, Douglas, Confimation No© 7076 a) ligating an adaptor to a 5” end of each nucleic acid fragment of a plurality of
elal.

CpREBEOnGS IR Cropimiie 0 nucleic acid fragments from one or more samples, wherein the adaptor comprises:
Filed: November 13, 2014 Examiner: Teresa E. Sirzelecka
For.  COMPOSITIONS AND METHODS FOR IDENTIFICATION OF A DUPLICATE (i) an indexing primer binding site;

SEQUENCING READ © ?
Filed ria EFS (ii) an indexing site;
Commissioner for Patents
P.O. Box 1450
Attty W - 4510 (iii) an identifier site consisting ofeomprisingatleastbetween 1 and 8

AMENDMENT/RESPONSE TO OFFICE ACTION

In response to the Final Office Action dared September 28, 2015, this paper is timely HUCI eotldes; and

filed wathin (he 3-month period for veply ending December 28, 2015, Please amend the ghove- : i . i i
identified patent application in the following manner: (IV) a target Sequence prlmer blndlng Slte"
Amendments to the Claims are reflected in the listing of the claims which begins on PR . . .

b) amplifying the adapter-nucleic acid fragment ligated products;

page 2 of this paper.

Remarks/Argunients begin en pago 6 of this paper c) generating a population of sequencing reads from amplified adapter-nucleic acid
fragment ligated products; and

d) detecting identifving a duplicate sequencing read as the-pepulattenefsequencing

reads comprising the same identifier site and nucleic acid fragment as another

sequencing read in the population of sequencing readsasequenecineread-vrith-a

125135876 v1

Paper 21, 9-15; Paper 34, 2-5 EX1018.0794, -0807
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The Prosecution History of the 357 Patent

Dec. 28, 2015, Amendment/Response to Office Action

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

LR ASOIE e, Gt Samuels ez al. do not teach (1) the active step of “identifying a duplicate sequencing read
Application No,” 14540917 Group At Unit; 1637
Filed: Noverber 13,2014 Exaniner: Terest . Srvclcka as the sequencing read comprising the same identifier site and nucleic acid fragment as another
Fok. COMPOSITIONS AND METHODS FOR IDENTIFICATION OF A DUPLICATE
SEQUENCING READ
Fied i P sequencing read in the population of sequencing reads;” (emphasis added);
Comumigsioner for Patents
P.O. Box 450

Alexandria, YA 22313-1450

AMENDMENT/RESPONSE TO OFFICE ACTION EX 1 0 1 8 . 0797_798

In response to the Final Office Action dated September 28, 2015, this paper is timely

filed within (e 3-month period for reply ending December 28, 2015, Please amend the ahove-
identified patent application in the following manner:
However, the
3
Amendments to the Claims are reflected inthe listing of the claims wlhich begins on
page 2 of this paper,

instant invention relies on the indexing site for batch identification of samples, and the sequence

Remarks/Arguments begin on page 6 of this paper.

of the identifier site and the sequence of the fragment that is amplified are used in combination to

discern duplication.

EX1018.0798

125135870 v1

Paper 21, 9-15; Paper 34, 2-5
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The Prosecution History of the 357 Patent

Application/Control Number: 16/743,604 Page 2
Art Unit: 1637
DETAILED ACTION 7 A t H
| Mar. 5, 2021, Amendment/Response to Office Action
Notice of Pre-AIA or AIA Status
1. The present application, filed on or after March 16, 2013, is being examined under the

first inventor to file provisions of the AIA.

This 1s obviated in the claimed methods by using the identifier and fragment sequence to

2. Claims 22-32 are pending and under consideration.

0 Disele

3. “The information disclosure siatement IDS) submited on Jly 22, 2020's n compliance identify duplicate reads. Moreover, because the fragment sequence is used in conjunction with

with the provisions of 37 CFR 1.97. Accordingly, the information disclosure statement is being

consdered by he examiner the 1dentifier to find duplicates, the identifier can be less complex than the “barcode™ in

Claim Interpretation

4. Applicant defined the term “adaptor” in paragraph [0027] as follows:
McCloskey.

“An adapter refers to an oligonucleotide sequence, the ligation of which to a target

polynucleotide or a target polynucleotide strand of interest enables the generation of

amplification-ready products of the target polynucleotide or the target polynucleotide strand of

EX.1019.0453

interest.”

Therefore, since any oligonucleotide can perform such function, any oligonucleotide is

considered to anticipate this term.
ot Applicant defined the term “identifier site” in paragraph [0030] as follows:

“An identifier site is a nucleic acid sequence that comprises random bases and is used to

identify duplicate sequencing reads.”

6. Applicant defined the term “universal primer” in paragraph [0035] as follows:

IDT Exhibit 1019.0399

Paper 21, 9-15; Paper 34, 2-5

Demonstrative Exhibit - Not Evidence



Example 5 of the 357 Patent

Forward adaptor 5' Coralville, Iowa). The reverse adaptors each contain a

(SEQ ID NO: 4) unique identifier (underlined) that enables libraries made
AATGATACGGCGACCACCGAGATCTACACTCTTTCCCTACACGACGCT with these adamners to he (ﬁsﬁnglﬁshed" In this case N
N represents an equimolar mixture of A, C, G, and T. A mixture

| of 5 uM forward, 5 uM reverse, and 10 uM common in 10
Reverse adaptor 1) 5' * ok %

(SEQ ID NO: 5) ) ) . )

CAAGCAGAAGACGGCATACGAGATTCCCTTGTCACTGGAGTTCAGACG GAIIx, MiSeq, or Hi Seq sequencing instruments (Illumina
Inc., San Diego, Calif.). The following series 1s run: 50 base

TETGCT CTTCCGA TC T first read, 6 base second read. A third read is not required for

Reverse adaptor 2) 5' counting purposes or duplication analysis. '

(SEQ ID NO: 6) Data Analysis: The sequencer output was processed in
CAAGCAGAAGACGGCATACGAGATTGAAGGGTGACTGGAGT TCAGACG accordance with manufacturer’s recommendation. The 6

bases of the index read 1s used for standard library parsing,

(SEO ID NO: 7) separating the data files from the two sample types. The first
Common partner 5' NNNNNNNNAGATCGGAAGAGC 50 bases of the target sequence read are compared to each
other. Any read that has identical sequence to any other read
1s 1dentified as a duplicate and removed from the population,
thus, only a single copy is retained within the file. Once the

TGTGCTCTTCCGATCNNNNNNNN, and

(O Identifier Site () Index Site

O Sequencing Primer Binding Site EX1004.0021, 20:19-23; 20:51-62

Paper 21, 11-13; Paper 34, 9-10
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Expert Testimony Supports Tecan’s Construction

84. It 1s my opinion that based on the claim language, specification, and
prosecution history, a POSA would understand the term “identifying sequence reads
with identical identifier and target sequences as duplicates” to mean “identifying

sequence reads as duplicates through a step that uses both the identifier and at least

a portion of the target sequence.” In my opinion, this construction 1s consistent with
Carlos Bustamante,

Ph.D.
Tecan’s Expert duplicates” is used by the *357 patent.

how “identifying sequence reads with identical identifier and target sequences as

85. For example, Example 5 of the 357 patent describes a process of

identifying duplicate sequencing reads.

EX2035.9]184-85
Paper 21, 11-13; Paper 34, 9-10
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Claims Require Use of a Portion of the Target Sequence

L] L] . L] . c
DNA Sequencing With Duplicate Recognition at o
[ . . w
the insert junction S
o
=1
- - - 7 H
* Traditional library, sequence read 1 (forward read) B\ Forward flow cell secuence
Target sequence primer binding
- s site b
SN BRNSEINRY | g:,,,,,,g Target sequence u%
_———— 9 9"%’”’ Reverse sequencing priming site N
Read 1 Sequence E-] plus indexing primer inding site *S
%ﬁ Indexing site §
gzzg Reverse flow cell sequence
w
. . . g
* Duplicate recognition library, sequence read 1 (forward read) )\ Forward flow cell sequence e
Target sequence primer binding :
site ;
zﬁ Identifier site
Read 1 Sequence ﬁ Target sequence
A ; Reverse sequencing priming site
—=2 plus indexing primer binding site
o <
L . . o g Ind
Read 1 initially records the approximately 8 random bases of the identifier — neexing stie S
site appended to the library sequences, followed by the target sequence 114 Reverse flow cell sequence =
2
W
4
Figure 4 o
[35]
Paper 21, 9-15; Paper 34, 9-11 EX1004.0010
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Key Points

Petitioner’s ground 1 fails
- Kivioja does not use the target sequence with the identifier to identify duplicates
- Kivioja does not teach removal of a duplicate read from the sequencing reads (Claim 2)

- Petitioner has failed to provide sufficient evidence to establish a motivation to combine lafrate
and Kivioja

Demonstrative Exhibit - Not Evidence



Kivioja Does Not Use the Target Sequence

[ BRIEF COMMUNICATIONS

Counting absolute numbers
of molecules using unique
molecular identifiers

Teemu Kivioja' =7, Anna Vihirautio™7,

Kasper Karlsson?, Martin Bonke!, Mmlm Enge?,
Sten Linnarsson® & Jussi Taipale®

Counting individual RNA or DNA molecules is difficult because
they are hard to copy quantitatively for detection. To overcome
this limitation, we applizd unique molecular identifiers (UMIs),
which make each molecule in a population distinct, to genome-
scale human karyotyping and mRNA sequencing in Drosaphifa
melanogaster. Use of this method can improve accuracy of
almost any next-genaration sequencing mathod, including
thramatin immunoprecipitation—sequencing, genome assembly,
ics and g-p control and i

Deterinining the eelative abundance of two different maleeular
species o1 the absohute number of molecules i a single sumple s
challenging, W describe an absolute counling method that can
use amplification but doss not raquire defesting sach ariginal
meleoule or keeping Leach of the number of cupivs made. In this
method, each melecule ina populatian is first made unique. This
can be accomphished by adding a random DNA sequence label,
Ty fragmenting o by taking an aliquor of'a complex mixture that
is small enough o contain enly distinel moleeules {Fig. 1a-c).
Any cembination of these manipulations san e used 1o gener-
ate a library in which each molecule has a distinet identifying

3
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o
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(2]

Figure: 1| IFTs cat e yenerztend by sdding uligorn lect e Labels,
fragmentira, taking 2 smzl Enmgh aUquo- or a canbinzsian thereaf.
(8] Thiee 0Tkl DA Black lings) 2% labeled
with a vollection of @vnm thrt\ [rl‘\mﬁdﬁ led circles ). Tn green
melez les are originally res
e, W) ariang s
azout the ariginal
of different LUNIs detected by sequencing a sanple of the amplificd and
romalized Horay Chotto, Even Fsome U are ot observed, the

i The u.w.mm,my s wandomly
seq.ence from the resulting fragments corstitutes each UM hers va the
Pragment adiacent to the poly(A) sequence ficd vertical bars] is anpliticd
e} An aliguat is Laken fre = il s many idkentical woleeailes
such that on average, les tran ane cany of cach molecule iemains.

s

ale Licings Pregrenm. Insimizof Binczadicine. L
b gl s Bies:
Lttt Stockhalm 5

I torthisacouk.

rrafllelsinki | “elsicki
s and Nosrition, Karolinda st tocksnim. Sk
1

to Identify Duplicates

seguence, We designale Lhe resulling sequenees thar cun be wse
to uniquely identify copies derived from each malecule uniqu
molecular identifiers (UMIs; Fig, 1)

Aslong as the complexite af the librarg of molecules is main)
tained, the Library can be amplified, normalized or otherwis|

processed withoul loss ol infunnation aboul (hy original mulecu]
count because the number of LM Is in the Hh\‘:\rya(!s a3 malecula
memory of the number of melecules in the starling samplj
(Supplementary Fig. 1). Upon decp sequencing, each UM1 wi

once. However, J(mb hetore all TMTs a
precise eslimates of the absolule molecule number can be mad)
[Online Methods). This is in contrast ta other counting method
such us dircel single-muleeule sequencing' -, which require U
all counted molecules are ohserved directly. In addition, man
xisting digital molveult counting niethods such as digial PCR
digital microareay profiling” and dicect single-malecule sequenc
ing! F eannol e elfectively mulliplesed and ave thus generally onl|
applicable to nieasuring onc or few molecular specics from man|
samples, ormany species from a single sample. Counting methad
that intreduce random rags to male molesules unique befor
amplification have heen swrgested™ and applied to analysts ¢
RNA-prolein interactions™, In addilion, Uree recent publics
tiams applied such labeling methods tn the analysis of selecte

Largel genes by using vilher microwrrays® or sequencing? ', Tl
weapply the idea more generally and show that it can be used f
abselute quuntilicalion.

The UMI method is very effective on simulated dar]
(Supplemenlary Fig. 1). To assess whelher il can be used 1
improve experimental measuraments, we applied UM count
ing tor digital karvatyping and mRNA sequencing (mRKA seq

Total read count of a geneis the

number of accepted reads mapped to its reference sequence.
The mapped reads with the same gene, position and label
were collected to one UMI and the number of such reads was
recorded as the copy number of that UMI. Average copy numbers
were 10.7 and 17.0 for samples taken after 15 and 25 PCR cycles,
respectively. Sequence errors introduced by library preparation,
amplification and sequencing can produce false UMIs with a low

- 0 crigial 7o

hand. {eparsment of (s puer eience, Usiversitof ek, 2 dsnki. K
Uepartmentos Medi hemis Fea Umph“m
hnsedon 1. ] 51

‘RECEIVED 10 MARCH; ACCEFTED 27 SEFTEMIER: PUELISHED ONLINE 20 NOVEMEER 2011; DOI0.1038/RMETE. 1778

72 | WL N2 | JANUARY 2612 | NATURE METHDDS

IDT Exhibit 1012.0001

Paper 21, 25-29; Paper 34, 18-20
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Kivioja Does Not Use the Target Sequence to Identify Duplicates

Bustamante Decl.

Reads (depicted as

colored arrows) are shown aligned to a reference genome, indicating the sequence

of the reads match or closely match that sequence of the reference genome.

—_—
_
—_—
Chromosome Z ~| -
Position 1 Posmon 3
(Chr coordinates A-B) . (Chr coordinates E-F)
Position 2 Position 4
(Chr coordinates C-D) (Chr coordinates G-H)

EX2035.91113

Paper 21, 25-29; Paper 34, 18-20

Demonstrative Exhibit - Not Evidence



Kivioja Does Not Use the Target Sequence to Identify Duplicates
Kivioja Method

HH |‘ H “|H”|‘| G‘Jaylu‘s||q|s‘s:‘c‘|a
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\;\k\‘\\\%“ ! Nuciectde " ! Nuciectide i
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0 532088 | 9953|0
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o
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’357 Patent Method
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<
|

Paper 21, 25-29; Paper 34, 18-20

Demonstrative Exhibit - Not Evidence



Kivioja Fig. 1 Does Not Show Use of the Target Sequence

[ BRIEF COMMUNICATIONS

Countir
ofmolé  Figure 1 | UMIs can be generated by adding oligonucleotide labels, A = — = b c
:n:l:cu fragmenting, taking a small enough aliquot or a combination thereof. = == ===
i (a) Three different DNA species (green, blue and black lines) are labeled T _“_a%g _ ===
? gmmed  with a collection of random labels (colored filled circles). Two green — == + Fragmentation + Aliquot
; e molecules are originally present (top), corresponding to two different UMIs E _.%_:% - —
'[”n (red, blue) among the sequenced molecules (green; bottom). Information Amplification, Amp@tm — -
i ool about the original number of molecules (top) is preserved in the number — normalization } normalization ﬁgﬂg'ﬁ:‘aﬂgﬁ
: i of different UMIs detected by sequencing a sample of the amplified and % :_'———%‘—:-_:Efﬁ e
: normalized library (bottom). Even if some UMIs are not observed, the } Sequencing s )
@ original number of molecules can be estimated using count statistics. . — 4 Se_quwenc'”g } Sequencing
© (b) The original molecule is randomly fragmented, and a short unique ® = E E ( = = —
sequence from the resulting fragments constitutes each UMI; here only the = = = é” \ — = | = L = —
fragment adjacent to the poly(A) sequence (red vertical bars) is amplified. M= = = gj = 5( £ — ==
(c) An aliquot is taken from a sample that has many identical molecules = 30Mls [ — = E
such that on average, less than one copy of each molecule remains. ~ 20 original molecules
e —— EX1012.0001

72 | WL N2 | JANUARY 2612 | NATURE METHDDS

IDT Exhibit 1012.0001

Paper 21, 25-29; Paper 34, 18-20
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Claim 2: Kivioja Does Not Remove Duplicate Reads

b c
10° o 10° 7
w (8]
ol @
[1}] _ -~ [5] . g
° g &
[u] -1 w —
b 10 8 10
$ i R? = 0.94664 3 | R? = 0.99993
< CV = 14.3% g CV=52%
2 4 1
10 T T T T T 10 T T T T T
10° 10* 10° 10’ 10° 10°
Reads at cycle 15 Molecules at cycle 15

Figure 3 | Accuracy of mRNA-seq can be improved by the UMI method. (a) mRNA-seq libraries were generated by fragmenting total RNA and reverse-
transcribing it to cDNA using an oligo(dT) primer with an Illumina linker (blue) and a 5 template switch adaptor containing another Illumina linker
(magenta), a 10-base-pair random label (N10) and an index sequence (green). The combination of label sequence and the 5" mapped position of the
RNA fragment forms the UMI. (b,c) Measurements of expression of the same set of genes after 15 (x axes) and 25 (y axes) PCR amplification cycles were
obtained using total read counts (b) or the UMI method (c). Most individual transcript total read counts obtained in the two measurements are far
from each other and from diagonal (dashed gray line), and this effect is corrected by the UMI method (c). Genes whose mean in the two measurements
deviated more than 5% from the fitted line (gray, solid) are in red. (

‘Total read count of a geneis the

number of accepted reads mapped to its reference sequence. EX1012.0002, -0005

The mapped reads with the same gene, position and label

were collected to one UMI and the number of such reads was

recorded as the copy number of that UMI. Average copy numbers

were 10.7 and 17.0 for samples taken after 15 and 25 PCR cycles,
respectively.

Paper 21, 29-30; Paper 34, 20-21

Demonstrative Exhibit - Not Evidence



Petitioner Fails to Show a Motivation to

Combine lafrate and Kivioja

l ADAPTED FOR {LLUMINA (OR lonTorrent) SEQUENCING PLATFORM
FIRST SEQUENCING PLATFORM PRIMER

FULL LENGTH
(CONTAINS BARCODE SEQUENCING PRIMER BINDING SITE SEQUENCING PRIMER BINDIKG SITE
/ 5 PORTION | BARCODE | \

5 |AATGATACGscGACCACCGA{;ATCTACAC[TAsucccpcacrc'r'r'rcccwmcc;acccrcwcccucr\ Emm
TTETTTTTTTTT  SAMPLE INSERT
¥ GGTAGAGTAGGGACGCACAGAGGCTGAGTCGATTCCATTGACCGAGAAGGCTAG  rrseeeees

CAN BE USED FOR 10N TORRENT SEQUENCING

FIG. 9

Supplementary Table 1. Sequences for oligomers used in mRNA-seq. Sequences in square brackets and parentheses
represent an index sequence that was used to enable multiplexed sequencing, and a random ten base DNA sequence
label, respectively. dU and rG represent deoxyuridine and guanine ribonucleotide, respectively.

Oligomer Sequence (5°-37)

Oligo-dT adapter| CAAGCAGAAGACGGCATACGAGCTCTTCCGATCTTTTTTTTTTTTTTTTITTTTTVN

5'-adapter |ACACTCTTTCCCTACACGACGCTCTTCCGATCT|(NNN)dU(NNNN)dU(NNN)[GACTT ]rGrGrGrG
Paired-end
compatible oligo{ CTCGGCATTCCTGCTGAACCGCTCTTCCGATCTTTTTTTTTTTTTTTTTTTTTUN
dT adapter
Paper 21, 30-33; Paper 34, 21-22 Paper 1, 26, 31
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Key Points

— Petitioner’s grounds 2 and 3 fail
- Bielas identifies duplicate sequences based only on Cypher sequences
- Bielas is similar to Samuels, cited and overcome during prosecution

Demonstrative Exhibit - Not Evidence



Bielas Uses Only Cyphers to Group Reads
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Bielas Uses Only Cyphers to Group Reads

amplified and sequenced. All sequencing reads having identical cypher pairs, along

with their reverse complements, were grouped into families. Comparison of family

The unique cypher tags arc uscd to computationally deconvolute the sequencing
data and map all scquence reads to single molecules (i.e., distinguish PCR and

sequencing errors from real mutations). Base calling and sequence alignment will be

TP53 Exon 4 DNA from a dual cypher vector library produced in E. coli was
sequenced with a depth of over a million, and all sequencing reads with identical cypher
pairs and their reverse complements were grouped into families to create a consensus

sequence. As illustrated in Figure 3B, errors introduced during library preparation

EX1013.0006, -0027, -0031
Paper 21, 34-37; Paper 34, 13
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Bielas Groups Reads in the Same Way as Samuels

Bielas Samuels

Figure 43 High Accuracy Sequencing Method
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“Computationally Deconvolute” Has No Established
Meaning

The uniquc cypher tags arc uscd to computationally deconvolute the scquencing
data and map all scquence reads to single molccules (i.e., distinguish PCR and

sequencing errors from real mutations). Base calling and sequence alignment will be

EX1013.0027
Q. Deconvolute can mean something other than

de-duplication, right?

A.  The word "deconvolute" can be used in different
ways in different contexts in different applications.
My interpretation is that, in this context, deconvolute
refers to the de-duplication process described in
Bielas.

EX2016.0126:5-11

Paper 21, 34-35; Paper 34, 13

Demonstrative Exhibit - Not Evidence




Petitioner Has Failed to Show Bielas’s Consensus
Sequence Meets the Identifying Duplicates Limitation

There are lots of ways
Lo create consensus sequence and lots of
decisions one might make about including

or not including quality, whether or not

the unique identifier is part of the

Carlos Bustamante, ,
Ph D consensus seguence comparison or not.

EX1124.0171:22-172:2

Inherency, however, may not be established by probabilities or
possibilities. The mere fact that a certain thing may result from a
given set of circumstances is not sufficient.

PAR Pharm., Inc. v. TWI Pharms., Inc., 773 F.3d 1186, 1195 (Fed. Cir. 2014).

Paper 34, 15-16

Demonstrative Exhibit - Not Evidence
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