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Overview

2

• The 689 patent (slides 3-13)

• Chell anticipates claims 1-30 (Ground 4) (slides 14-52)

• So-456 anticipates claims 1-8, 11-23, and 26-30 (Ground 1) (slides 53-85)

• So-456 renders claims 1-30 obvious (Ground 2) (slides 86-91)

• So-456 in view of Stahl further render claims 9-10 and 24-25 obvious (Ground 3) (slides 86-91)
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The 689 Patent

33
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The 689 patent: drafted to describe Bruker’s GeoMx

EX1001, Fig. 20 EX1013, Fig. 1A

Pet., 5-6; EX1002, ¶59

689 patent GeoMx
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(1) Add cleavable probes

EX1001, Fig. 20

Pet., 5-6; EX1002, ¶¶46, 60

EX1001, Fig. 11
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(2) Select “region of interest” (ROI)

EX1001, Fig. 20

Pet., 5-6; EX1002, ¶61
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(3) Apply “force” to cleave off identifier oligonucleotide portion of probe

EX1001, Fig. 20

Pet., 5-6; EX1002, ¶61
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(4-7) Collect and analyze cleaved identifier oligonucleotides  

EX1001, Fig. 20

Pet., 5-6; EX1002, ¶61
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The challenged claims – contacting step 

Claim 1 Claim 16

1. A method for spatially detecting at least one target 
analyte in a first location and a second location of a tissue 
sample comprising:

16. A method for spatially detecting at least one target 
analyte in a first location and a second location of a tissue 
sample comprising:

a) contacting the tissue sample with a plurality of nucleic 
acid probes, 

wherein each of the nucleic acid probes comprise a target 
binding domain that binds to the at least one target 
analyte, 

wherein the tissue sample is treated to facilitate 
binding of the nucleic acid probes to the target analyte;

a) contacting the tissue sample with a first plurality of 
nucleic acid probes and a second plurality of nucleic acid 
probes,

wherein each of the nucleic acid probes in the first 
plurality of nucleic acid probes comprise a target binding 
domain that binds to the at least one target analyte,

wherein each of the nucleic acid probes in the second 
plurality of nucleic acid probes comprise a target binding 
domain that binds to the at least one target analyte,

wherein the tissue sample is treated to facilitate 
binding of the first plurality of nucleic acid probes and the 
second plurality of nucleic acid probes to the at least one 
target analyte;

Pet., 5-7; EX1002, ¶¶44-80; EX1001, claims 1, 16
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The challenged claims– ligating step (b) (claim 16 only) 

Claim 1 Claim 16

b) forming ligated probes by ligating each of nucleic acid 
probes from the first plurality of nucleic acid probes and 
each of nucleic acid probes from the second plurality of 
nucleic acid probes that are bound to each of identical 
molecules from the at least one target analyte;

Pet., 5-7; EX1002, ¶¶44-80; EX1001, claims 1, 16
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The challenged claims – collecting steps 

Claim 1 Claim 16

b) collecting the nucleic acid probes, or portions
thereof, bound to the at least one target analyte in a first
location of the tissue sample under conditions that release
the nucleic acid probes, or portions thereof, from the first
location of the tissue sample;

c) collecting the ligated probes, or portions thereof,
bound to each of the identical molecules from the at least
one target analyte in a first location of the tissue sample
under conditions that release the ligated probes, or
portions thereof, from the first location of the tissue
sample;

c) collecting the nucleic acid probes, or portions
thereof, bound to the at least one target analyte in a
second location of the tissue sample under conditions that
release the nucleic acid probes, or portions thereof, from
the second location of the tissue sample;

d) collecting the ligated probes, or portions thereof,
bound to each of the identical molecules from the at least
one target analyte in a second location of the tissue
sample under conditions that release the probes, or
portions thereof, from the second location of the tissue
sample;

Pet., 5-7; EX1002, ¶¶44-80; EX1001, claims 1, 16
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The challenged claims – extension steps 

Claim 1 Claim 16

d) performing an extension reaction that incorporates
at least one nucleic acid sequence that identifies the
first location of the tissue sample into each of the nucleic
acid probes, or portions thereof, collected in step (b),
thereby forming a first plurality of extension products that
comprise the nucleic acid probes, or portions thereof,
collected in step (b) and the at least one nucleic acid
sequence that identifies the first location of the tissue
sample;

e) performing an extension reaction that incorporates
at least one nucleic acid sequence that identifies the
first location of the tissue sample into each of the ligated
probes, or portions thereof, collected in step (c), thereby
forming a first plurality of extension products that comprise
the ligated probes, or portions thereof, collected in step (c)
and the at least one nucleic acid sequence that identifies
the first location of the tissue sample;

e) performing an extension reaction that incorporates
at least one nucleic acid sequence that identifies the
second location of the tissue sample into each of the
nucleic acid probes, or portions thereof, collected in step
(c), thereby forming a second plurality extension products
that comprise the nucleic acid probes, or portions thereof,
collected in step (c) and the at least one nucleic acid
sequence that identifies the second location of the tissue
sample; and

f) performing an extension reaction that incorporates
at least one nucleic acid sequence that identifies the
second location of the tissue sample into each of the
ligated probes, or portions thereof, collected in step (d),
thereby forming a second plurality extension products that
comprise the ligated probes, or portions thereof, collected
in step (d) and the at least one nucleic acid sequence that
identifies the at least second location of the tissue sample;
and

Pet., 5-7; EX1002, ¶¶44-80; EX1001, claims 1, 16
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The challenged claims – identifying (sequencing) step 

Claim 1 Claim 16

f) identifying the first plurality of extension products and
the second plurality of extension products by sequencing
the first plurality of extension products and the second
plurality of extension products, thereby spatially detecting
the at least one target analyte in the first location of the
tissue sample and the second location of the tissue
sample

g) identifying the first plurality of extension products and
the second plurality of extension products by sequencing
the first plurality of extension products and the second
plurality of extension products, thereby spatially detecting
the at least one target analyte in the first location of the
tissue sample and the second location of the tissue
sample.

Pet., 5-7; EX1002, ¶¶44-80; EX1001, claims 1, 16
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Ground 4: Chell anticipates claims 1-30

14
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Patent Owner does not dispute that Chell discloses all the elements of 
claims 1-30 under Bruker’s interpretation, arranged as claimed

POR, 40

DOI, 36

PTAB:

Patent Owner:

POR, 40-59

Pet, 57-75; EX1002, ¶¶294-378; Pet. Reply, 1; EX1055, ¶84; PO Sur-Reply, 1-16

Patent Owner only disputes Chell’s status as prior art

[sic]

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Chell is intervening prior art because the 689 patent is not entitled to 
any of its claimed priority dates 

Pet, 52-57; EX1002, ¶¶269-293

487 application
(16/272,487) 

Feb. 11, 2019

707 application
(17/476,707) 

Sept. 16, 2021

180 application
(62/629,180) 

Feb. 12, 2018

212 application
(62/771,212) 

Nov. 26, 2018 July 5, 2022

689 patent
(11,377,689) 

EX1001

Priority claim

Priority claim

Dec. 22, 2020 July 1, 2021

Filed Published

EX1006

Continuation 

Chell
PCT/US2020/066720
WO 2021/133849 A1

EX1009

EX1010

EX1011
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The challenged claims reach beyond written description in the 
priority applications in two material ways

Pet, 52-57; EX1002, ¶¶269-293

Scope of challenged claims Written description in priority applications
Encompasses collecting whole probes The specification of the priority applications 

only describes collecting portions of 
probes

Encompasses ligating pairs of nucleic acid 
probes in situ, before collection (on-analyte
ligation)

The specification of the priority applications 
only describes off-analyte ligation
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The priority applications do not describe 
collecting whole probes 
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The challenged claims encompass collecting whole probes

Claim 1 Claim 16

b) collecting the nucleic acid probes, or portions 
thereof, bound to the at least one target analyte in a first 
location of the tissue sample under conditions that release 
the nucleic acid probes, or portions thereof, from the 
first location of the tissue sample;

c) collecting the ligated probes, or portions thereof, 
bound to each of the identical molecules from the at least 
one target analyte in a first location of the tissue sample 
under conditions that release the ligated probes, or 
portions thereof, from the first location of the tissue 
sample;

c) collecting the nucleic acid probes, or portions 
thereof, bound to the at least one target analyte in a 
second location of the tissue sample under conditions that 
release the nucleic acid probes, or portions thereof, 
from the second location of the tissue sample;

d) collecting the ligated probes, or portions thereof, 
bound to each of the identical molecules from the at least 
one target analyte in a second location of the tissue 
sample under conditions that release the [ligated] 
probes, or portions thereof, from the second location of 
the tissue sample;

Pet, 52-55; EX1002, ¶¶287-293
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The priority applications uniformly describe collecting only portions 
of probes

Pet, 53-55; EX1002, ¶¶65, 287-293

EX1009, Fig. 13; POR, 48

EX1009, Fig. 18
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The Board agreed that all references to “collecting probes” refer to 
cleaved off identifier oligonucleotides

DOI, 35-36
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Patent Owner attempts to stitch together various embodiments and 
unrelated disclosures to create written description  

Pet. Reply, 1-9; EX1055, ¶¶83-123

Collecting whole probes
Disclosures in the 386 application regarding methods of enzyme-free sequencing 

Specification’s disclosure of negative purification to remove background signal 

Specification’s disclosure of denaturation during downstream cleanup for sequencing 

Specification’s silence on target binding domain and identifier oligonucleotide being the same

Hypothetical indirect hybridization embodiment with added cleavable motif

Claim Element

Patent Owner’s relied-upon “disclosures”

Specification’s alleged disclosure of “non-limiting” examples of probe cleavage
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Patent Owner’s argument that probe cleavage is “optional” is not 
supported in the 487 application’s specification 

Reply, 1-3; EX1055, ¶¶85-91 

The “non-limiting” examples in the 487 application refer to:
1. Specific types of cleavage (e.g., photocleavage)
2. Specific target analytes (e.g., P53, P97)
3. Aspects of workflow after probe cleavage (e.g., secondary probes)

POR, 43

Patent Owner:

All still require probe cleavage
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Patent Owner’s purported “non-limiting example” refers to the type 
of cleavage

Reply, 1-3; EX1055, ¶¶85-91 

487 Appl.:

EX1009, ¶[00107]

Cleavage of the probe is still required 
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487 Appl.:

EX1009, ¶[00236]

Cleavage of the probe is still required

Pet. Reply, 1-3; EX1055, ¶¶85-91 

Patent Owner’s purported “non-limiting example” refers to specific 
target analytes
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487 Appl.:
Cleavage of the probe is still required 

EX1009, Fig. 16

Reply, 1-3; EX1055, ¶¶85-91 

Patent Owner’s purported “non-limiting example” refers to aspects 
after cleavage of the probe has occurred

EX1009, ¶[00176]



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
27

Patent Owner’s purported denaturation disclosure relates to 
downstream cleanup steps for sequencing 

Pet. Reply, 3-6; EX1055, ¶¶92-103 

EX1009, ¶¶[00285]-[00286]

487 Appl.:Patent Owner:

POR, 43
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The 386 application’s purported incorporation relates to methods of 
enzyme-free sequencing

EX1009, ¶[00216]; see also, ¶[00227] 

Unclear identification

EX1009, ¶[00213] 

487 Appl.:

Pet. Reply, 3-6; EX1055, ¶¶92-103 

Enzyme-free sequencing occurs after cleavage of the probe

The 386 application does not disclose collecting whole probes from the target analyte in a tissue sample
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The 386 application does not describe using denaturation to collect 
whole probes in the claimed methods

Pet. Reply, 3-6; EX1055, ¶¶92-103 

386 Appl.:

POR, 44; EX2008, ¶[0010] 

POR, 45; EX2008, ¶¶[0174]-[0194] 

386 Appl.:

EX2008, Fig. 8A
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The 487 application’s paragraph 240 discloses denaturing for 
improving release of identifier oligonucleotides after cleavage 

Pet. Reply, 5; EX1055, ¶¶93-96 

EX1009, ¶[00240] 

“Having a double-stranded identifier oligonucleotide portion of the probe prevents the 
identifier oligonucleotide from hybridizing non-specifically with the target analyte. This 
reduces the amount of non-specific hybridization between the identifier oligonucleotide and 
the target analyte, improving efficient release of the identifier oligonucleotide portion … 
The whole probes are not being released by denaturation.”

EX1055, ¶95 

487 Appl.:

Dr. Spellman:

Cleavage of the probe is still required 
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The 487 application’s paragraph 259 is a generic reference to “any 
probe” and is limited by paragraph 64 “conflicts” 

Pet. Reply, 5-6; EX1055, ¶¶102-103 

EX1009, ¶[00259] 

487 Appl.:

EX1009, ¶[0064] 
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The 487 application’s negative purification does not collect whole 
probes, as claimed

Pet. Reply, 6-7; EX1055, ¶¶104-110 

EX1009, ¶[00252] 

487 Appl.:

Uncleaved probes collected by 
negative purification are 
discarded to reduce background 
noise

Q. What would -- generally, what 
would the POSA's understanding of the 
term "negative purification" be?

A. To remove some sort of analyte
from a mixture.

Dr. Sherman:

EX1056, 60:22-24

Q. And do you agree that this is a 
disclosure stating that background 
noise can be reduced by pulling out 
the [intact] probe molecule?

A. Yes, I agree.
EX1056, 61:24-62:2

Dr. Sherman:

Background noise caused by 
inefficient binding and 
inefficient cleavage
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DOI 35-36

PTAB:

“In both claims [1 and 16], an extension, or amplification step, 
is performed on the collected probes.”

Dr. Sherman:

EX2006, ¶38 
Pet. Reply, 6-7; EX1055, ¶¶104-110 

The 487 application’s negative purification does not collect whole 
probes, as claimed

No disclosure of collecting 
and extending whole, 
uncleaved probes 
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The 487 application does not describe probes with target binding 
domain and identifier oligonucleotide being the same or overlapping

Pet. Reply, 7; EX1055, ¶¶111-114 

POR, 45-46

Patent Owner: 487 Appl.:

EX1009, ¶[00106]

EX1009, ¶[00144]; see also, ¶¶[00126], [00158], [00183], [00199] 
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Patent Owner’s hypothetical indirect hybridization embodiment is 
not described

EX1009, Fig. 14

487 Appl.:

“Such an arrangement can be as depicted as follows….”

Dr. Sherman:

“a POSA would have understood that an ‘intermediary 
oligonucleotide’ can contain ‘a region which permits the 
release of an identifier oligonucleotide,’ including ‘a 
cleavable motif’” such that “it would lead to release of an 
entire probe.” 

EX2006, ¶103; see also POR, 47-48

EX2006, ¶103; see also POR, 47-48

“[A]dequate written description does 
not ask what is permissible, rather, 
it asks what is disclosed.”

D Three Enterprises, LLC v. SunModo Corp., 890 F.3d 1042, 1052 (Fed. Cir. 2018)

POR, 47; EX2006, ¶103

Pet. Reply, 6, 8-9; EX1055, ¶¶115-123 

“This is depicted in a modified version of Figure 14….”
PO Sur-Reply, 6

Patent Owner:
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None of the 487 application’s indirect hybridization disclosures include a 
cleavable motif in the intermediary oligonucleotide

EX1009, ¶¶[00158]-[00159]

487 Appl.:

see also, EX1009, ¶¶[0080], [00106]-[00108], 
[00126]-[00128], [00144]-[00146], [00158]-[00160], 
[00174]-[00176], [00178]-[00179], [00183]-[00185], 
[00199]-[00202], [00210]-[00212], [00220]-[00222], 
[00233], [00310], [00420], FIGs. 14, 26, 27

Pet. Reply, 8-9; EX1055, ¶¶115-123 

All of the 487 application’s indirect 
hybridization disclosures include a 
cleavable motif between the 
target binding domain and 
identifier oligonucleotide
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Dr. Spellman explains: Patent Owner’s hypothetical embodiment 
would eliminate the 487 application’s stated advantages

EX1055, ¶117

Dr. Spellman:

Pet. Reply, 8-9; EX1055, ¶¶115-123 

EX1009, ¶[00233]

487 Appl.:

EX2053, 44:22-45:8; PO Sur-Reply, 8 

“As a result, indirect hybridization under Dr. Sherman’s scheme would
become more expensive and removes the advantages, defeating the
whole purpose of indirect hybridization stated in the 487 application.

Furthermore, a cleavable Molecule B would render Molecule A
redundant … Thus, there would be no need for an additional probe
(Molecule A) that comprises a target binding domain and an identifier
oligonucleotide if the method already includes a cleavable Molecule B.”

EX1055, ¶¶120-121
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Obviousness is insufficient for written description

Pet. Reply, 6, 8, 12; EX1055, ¶¶104-110, 116-118, 133-137

Ariad Pharms., Inc. v. Eli Lilly and Co., 598 F.3d 1336, 1352 (Fed. Cir. 2010) (en banc)

“[I]t is the specification itself that must demonstrate possession. And 
while the description requirement does not demand any particular form of 
disclosure … or that the specification recite the claimed invention in haec
verba, a description that merely renders the invention obvious does not 
satisfy the requirement.”

“[A]dequate written description does not ask what is permissible, rather, it 
asks what is disclosed.”

D Three Enterprises, LLC v. SunModo Corp., 890 F.3d 1042, 1052 (Fed. Cir. 2018)

“To the extent that Purdue contends that a [POSA] would isolate and combine 
aspects from various embodiments in the specifications (including patents 
incorporated by reference involving a different drug) to obtain the claimed 
invention, Purdue relies upon the wrong test [for written description].”

Purdue Pharma, LP v. Recro Tech. LLC, 694 Fed.Appx. 794, 797 (Fed. Cir. 2017) (non-precedential) 
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The priority applications do not describe 
ligation before collection



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
40

Claims 16-30 require probe ligation before collection (on-analyte)

Pet, 55-57; EX1002, ¶¶271-286

EX1001, claim 16
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The priority applications uniformly describe only performing ligation 
after collection in the claimed methods

Pet, 55-57; EX1002, ¶¶287-292; EX1009, ¶¶[0005]-[0007], [0014]-[0015], 
[0021]-[0022], [0024]-[0027], [0033]-[0036], [0043]-[0048], [00106], [00123], 
[00126], [00140], [00144], [00155], [00158], [00174], [00178], [00183], 
[00199], [00210], [00220], [00228], [00231]-[00232], [00235]-[00236], [00246], 
[00310], [00315], [00317], [00409], [00411], [00413], [00415]

487 Appl.:

***

EX1009, ¶[0024]

(1) Contacting with cleavable primary “probes”
(2) Providing “force” to cleave and release identifier 

oligonucleotides

(3) Collecting cleaved identifier oligonucleotides off 
tissue

(4) Adding pairs of secondary “nucleic acid probes” 
that hybridize to identifier oligonucleotides 

(5) Ligating first and second nucleic acid probes
(6) Amplifying ligated probe product
(7) Sequencing the amplified products

On-analyte steps:

Off-analyte steps:
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Description of the accused product is not the issue – the 
specification must describe the full scope of what is claimed 

Patent Owner:

POR, 51

Juno Therapeutics, Inc. v. Kite Pharma, Inc., 10 F.4th 1330, 1336 (Fed. Cir. 2021)

For written description, the specification must “sufficiently demonstrate[] that the 
inventors possessed the full scope of the claimed invention.”

But see:

LizardTech, Inc. v. Earth Resource Mapping, Inc., 424 F.3d 1336, 1345 (Fed. Cir. 2005)

For written description, the specification must “demonstrate that the inventor 
possesses the full scope of the invention.”

Waldemar Link GmbH & Co. v. Osteonics Corp., 32 F.3d 556, 558 (Fed. Cir. 1994)

“The fact finder must determine if one skilled in the art, reading the original 
specification, would immediately discern the limitation at issue in the parent.”

Pet. Reply, 10
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Patent Owner attempts to stitch together various embodiments to 
create written description  

Pet. Reply, 9-15; EX1055, ¶¶124-145

On-analyte ligation

Disclosures in the 607 publication regarding nanoreporter probes that are not ligated together

Specification’s indirect hybridization embodiment in which probes are not ligated together

Disclosures in the 774 publication regarding proximity ligation in which portions of 
probes are collected
Disclosures in the 111 publication which does not provide written description in the 487 application 

Patent Owner’s relied-upon “disclosures”
Claim Element
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The 607 publication does not provide written description of probe 
ligation before collection, as claimed

Reply, 10-11; EX1055, ¶¶125-132 

Patent Owner:
“[P]atent application publication no. 2010/0015607 … 
teaches two probes that hybridize to a target analyte.”

POR, 51-52; EX2009, ¶[0013], Fig. 1A-1C

EX2009, ¶[0013]

607 publication:

EX2009, FIG. 1A-1C

607 publication:

No disclosure of 
on-analyte

ligation

Patent Owner 
does not argue 

otherwise
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Combination of the 607 publication with indirect hybridization has no 
ligation of probe pairs, let alone ligation before collection 

EX2006, ¶111

+

EX2006, ¶112; POR, 52-53

EX1056, 68:10-13

EX1056, 68:14-20

Dr. Sherman: no ligation in this hypothetical embodiment

Dr. Sherman:

Reply, 10-11; EX1055, ¶¶125-132 
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The 774 publication’s proximity ligation methods do not support 
written description of the claimed methods

Pet. Reply, 11-13; EX1055, ¶¶133-141 

EX2010, Fig. 8A

774 publication: release and collection of portions of probes

EX2010, Fig. 8B-8C

EX2010, ¶[0086]
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Bruker misrepresents the 111 publication as part of the 689 patent 
disclosures 

Pet. Reply, 13; EX1055, ¶142 

Patent Owner:

POR, 56

The 111 publication is disclosed in an IDS, and is 
not part of the 689 patent’s written description

EX2011, 208

Dr. Spellman:

EX1055, ¶139



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
48

The claimed steps have a required order that the specification does 
not describe 

Pet. Reply, 13-15; EX1055, ¶¶143-145 

Patent Owner:

POR, 54

Mformation Techs. v. Research in Motion, 764 F.3d 1392, 1398 (Fed. Cir. 2014)

“[A] claim requires an ordering of steps when 
the claim language, as a matter of logic or 
grammar, requires that the steps be 
performed in the order written….” EX1001, claim 16

689 patent, claim 16:
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Every ligation embodiment in the 487 application requires the same 
order of steps

Dr. Spellman:

EX1055, ¶145

Pet. Reply, 13-15; EX1055, ¶¶143-145 
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The facts here align with ICU Medical, not Allergan

Pet. Reply, 14-15 

ICU Medical v. Alaris Medical Sys.
Issue: does specification describe valves that lack a 
spike (spikeless valves)?
Answer: No, because

◦ Specification “repeatedly and uniformly” 
described only spiked valves

ICU Medical v. Alaris Medical Systems, 558 F.3d 1368, 1375-1376 (Fed. Cir. 2009); see 
also D Three Enterprises, LLC v. SunModo Corp., 890 F.3d 1042, 1052 (Fed. Cir. 2018)

Allergan USA, Inc. v. MSN Lab’ys Priv. Ltd.

Issue: does specification describe composition that 
lacked a “glidant?”
Answer: Yes, because

◦ Specification described at least two 
embodiments in which a glidant was not 
required; and

◦ The original claims in priority application recited 
glidant-optional compositions

Allergan USA, Inc. v. MSN Lab’ys Priv. Ltd., 111 F.4th 1358, 1373 (Fed. Cir. 2024)

487 application
Issue: does specification describe on-analyte ligation 
before collection?
Answer: No, because

◦ No examples in the 487 application with ligation 
optionally occurring before collection; and

◦ All original claims in priority applications require 
ligation after collection

◦ Specification “repeatedly and uniformly” 
described only ligation after collection

Allergan USA, Inc. v. MSN Lab’ys Priv. Ltd., 111 F.4th 1358, 1373 (Fed. Cir. 2024)

Patent Owner:

POR, 58
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Patent Owner’s stitched-together embodiments and disclosures are 
obviousness arguments, not written description  

Pet. Reply, 1-15; EX1055, ¶¶83-145

Patent Owner’s relied-upon “disclosures”

Collecting whole probes

On-analyte ligation

Disclosures in the 386 application regarding methods of enzyme-free sequencing 

Specification’s disclosure of negative purification to remove background signal 

Specification’s disclosure of denaturation during downstream cleanup for sequencing 

Specification’s silence on target binding domain and identifier 
oligonucleotide being the same

Hypothetical indirect hybridization embodiment with added cleavable 
motif

Disclosures in the 607 publication regarding nanoreporter probes that are not ligated together

Specification’s indirect hybridization embodiment in which probes are not ligated 
together
Disclosures in the 774 publication regarding proximity ligation in which portions of probes are collected

Disclosures in the 111 publication which does not provide written description in the 487 application

Claim Element

Allegation that cleavage is “optional” due to “non-limiting” examples
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Obviousness is insufficient for written description

Pet. Reply, 6, 8, 12; EX1055, ¶¶104-110, 116-118, 133-137

Ariad Pharms., Inc. v. Eli Lilly and Co., 598 F.3d 1336, 1352 (Fed. Cir. 2010) (en banc)

“[I]t is the specification itself that must demonstrate possession. And 
while the description requirement does not demand any particular form of 
disclosure … or that the specification recite the claimed invention in haec
verba, a description that merely renders the invention obvious does not 
satisfy the requirement.”

“[A]dequate written description does not ask what is permissible, rather, it 
asks what is disclosed.”

D Three Enterprises, LLC v. SunModo Corp., 890 F.3d 1042, 1052 (Fed. Cir. 2018)

“To the extent that Purdue contends that a [POSA] would isolate and combine 
aspects from various embodiments in the specifications (including patents 
incorporated by reference involving a different drug) to obtain the claimed 
invention, Purdue relies upon the wrong test [for written description].”

Purdue Pharma, LP v. Recro Tech. LLC, 694 Fed.Appx. 794, 797 (Fed. Cir. 2017) (non-precedential) 
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Ground 1: So-456 anticipates claims 1-8, 11-23, 
and 26-30  
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So-456’s FIGs. 8-9 method includes all claim elements under 
Bruker’s infringement interpretation

FIG. 2:
Overall workflow of So-456’s methods

FIGs. 8-9:
So-456’s method applying FIG. 2’s workflow

FIG. 8-9’s method follows FIG. 2’s workflow
EX1005, Fig. 2 EX1005, Fig. 8-9

Pet., 15-38; Pet. Reply, 15-27; EX1002, ¶¶117-216; EX1055, ¶¶11-69
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So-456’s method includes the claimed 
contacting step
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So-456’s method includes the claimed contacting step
Claim 16: a) contacting the tissue sample with a first plurality of nucleic acid probes and a second plurality of nucleic acid 
probes, wherein each of the nucleic acid probes in the first plurality of nucleic acid probes comprise a target binding domain that 
binds to the at least one target analyte, wherein each of the nucleic acid probes in the second plurality of nucleic acid probes 
comprise a target binding domain that binds to the at least one target analyte, wherein the tissue sample is treated to facilitate 
binding of the first plurality of nucleic acid probes and the second plurality of nucleic acid probes to the at least one target analyte;

Pet., 16-18, 28-29; EX1002, ¶¶121-124, 160-163

Nucleic acid probes bind to 
target analytes in the tissue 

sample 

FIG. 9

EX1005, Fig. 9

EX1005, Fig.1A

EX1001, claim 16



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
57

Steps 210 and 215 occur before the nucleic acid probes bind to the target analytes
Steps 210 and 215 are not limited to the specified “embodiments”

So-456 expressly teaches treating a tissue sample as claimed
Claim 16: a) contacting the tissue sample …, wherein the tissue sample is treated to facilitate binding of the first plurality of nucleic 
acid probes and the second plurality of nucleic acid probes to the at least one target analyte;

FIG. 2
Pet., 18-19, 28-29; Pet. Reply, 15-17; EX1002, ¶¶125-127, 164-165; EX1055, ¶¶13-21

EX1001, claim 16

EX1005, ¶¶[00152]-[00153]

EX1005, Fig. 2
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FIG. 2 provides overall workflow of FIG. 8-9’s method

Step 215

Claim 16: a) contacting the tissue sample . . ., wherein the tissue sample is treated to facilitate binding of the first plurality of nucleic 
acid probes and the second plurality of nucleic acid probes to the at least one target analyte;

EX1001, claim 16

EX1005, Fig. 2

EX1005, Fig. 8

Pet., 18-19, 28-29; Pet. Reply, 15-17; EX1002, ¶¶125-127, 164-165; EX1055, ¶¶13-21
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Any treatment that facilitates binding of probes to target analytes
satisfies the claim

Dr. Spellman:

Treatments to facilitate probe binding were known in the prior art

***

Dr. Sherman:

EX2006, ¶48

Patent Owner misrepresents by alleging that Petitioner “does not 
dispute that the only techniques … in paragraphs 152-153 have 
nothing to do facilitating probe hybridization” 

EX1055, ¶20

Pet., 18-19, 28-29; Pet. Reply, 17; EX1002, ¶¶125-127, 164-165; EX1055, ¶¶13-21
Pet. Sur-Reply, 22
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So-456 need not disclose the same treatment as the 689 patent’s 
cited disclosure

Neither the challenged claims nor So-456’s method is limited to FFPE samples

So-456:
POR, 18

Pet. Reply, 16-17; EX1055, ¶¶19-21

16. A method for spatially detecting at least one target analyte in a first 
location and a second location of a tissue sample comprising:

a) contacting the tissue sample with a first plurality of nucleic acid 
probes and a second plurality of nucleic acid probes, . . . wherein the 
tissue sample is treated to facilitate binding of the first plurality of 
nucleic acid probes and the second plurality of nucleic acid probes to the 
at least one target analyte; …

Claim 16:

EX1001, claim 16

EX1005, ¶[00152]

Patent Owner:

So-456:
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Petition:

Spellman Original Decl.:

The Petition also showed that So-456 inherently teaches treating a 
tissue sample as claimed

See also Pet. Reply, 16; EX1055, ¶18

Pet., 18-19

EX1002, ¶126
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Patent Owner’s reliance on Nidec is misplaced

“The Board's misapplication of Kennametal improperly assumed 
disclosure of a claim element.”

Nidec Motor Corp. v. Zhongshan Broad Ocean Motor Co. Ltd,  851 F.3d 1270, 1274 (Fed. Cir. 2017)

“Because Kusaka does not disclose a signal in the rotating frame of 
reference, it does not disclose an IQdr Demand [the claim element].”

In Nidec, the prior art reference did not disclose the claim element expressly or inherently

“Kennametal addresses whether the disclosure of a limited number of 
combination possibilities discloses one of the possible combinations.”

PO Sur-Reply, 22; Pet., 18-19, 28-29; Pet. Reply, 15-17; EX1002, ¶¶125-127, 164-165; EX1055, ¶¶13-21
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So-456’s method includes the claimed 
ligation step
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The challenged claims include ligating non-adjacent probes by gap 
extension and nick repair

EX1001, 147:54-148:11

b) forming ligated probes by ligating each of 
nucleic acid probes from the first plurality of 
nucleic acid probes and each of nucleic acid 
probes from the second plurality of nucleic acid 
probes that are bound to each of identical 
molecules from the at least one target analyte; 

Claim 16:

EX1001, 25:66-26:6; see also 6:66-7:4, 7:34-40, 9:48-54, 10:19-24, 30:59-65, 68:66-69:3, 70:40-44

Pet., 19; Pet. Reply, 17-18; EX1002, ¶¶128; EX1055, ¶¶22-26 

689 patent specification:
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FIG. 9

So-456’s method includes the claimed ligation step

[00182] Figure 9 illustrates an embodiment 
of the steps of a method 800 of Figure 8.… 
At step 815, an extension/ligation reaction 
is performed in situ between the flanking 
capture oligonucleotides 920 and 925 across 
the region of interest. A DNA molecule 950 
that is formed in the extension/ligation 
reaction comprises universal capture region 
935 and SBS primer region 945.

FIG. 8

So-456:

EX1005, ¶[00182]

EX1005, Fig. 8

EX1005, Fig. 9

So-456: So-456:

Pet., 19-20; Pet. Reply, 17-19; EX1002, ¶¶128-130; EX1055, ¶¶22-34

So-456’s extension/ligation = 689 patent’s gap 
extension/ligation: 
• Same extension enzyme (DNA polymerase) 
• Same ligation enzyme (DNA ligase)
• Same reaction

Pet. Reply, 18; EX1055, ¶33; EX1056, 35:11-17, 55:9-57:3 
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The intent and size of So-456’s extension reaction are irrelevant to 
the challenged claims

No user intent or gap size requirement in the claims

No evidence in the 689 patent that the gap between the non-
adjacent probes is “small” 

So-456’s FIG. 9 illustrates an example and is not an accurate 
depiction of the gap size

Pet. Reply, 18; EX1055, ¶¶32-34

POR, 37

PO Sur-Reply, 27

Patent Owner:
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So-456’s method includes the claimed 
collecting steps



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
68

EX1002, ¶¶137, 169

Pet., 20-22, 29; Pet. Reply, 19-21; EX1002, ¶¶131-137, 166-169; EX1055, ¶¶35-41

Petition is clear: So-456’s capture of the original “ligated probes” meets the 
claimed collecting steps

Spellman Original Decl.:Petition:

Pet., 20-22; see also id. 29



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 69

Claim 16: c) [and (d)] collecting the ligated probes, or portions thereof, bound to each of the identical molecules from the at least one target 
analyte in a first location [(d): second location] of the tissue sample under conditions that release the ligated probes, or portions thereof, from 
the first location [(d): second location] of the tissue sample;

FIG. 8

FIG. 9

Original 
ligated probe

Amplicon

Collected 
molecule 

EX1001, claim 16

Original ligated probe 
released from target 
analyte

The Petition showed that So-456’s method collects the original ligated probes (950) 
and their amplicons (950)

Pet., 20-22, 29; EX1002, ¶¶131-137; see also Pet. Reply, 19-21; EX1055, ¶¶35-41

EX1005, Fig. 8

EX1005, Fig. 9

EX1005, Fig. 1A
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Patent Owner admits that So-456’s original ligated probes and collected 
molecules contain the same segments

EX1056, 44:13-45:5 

Dr. Sherman:

Pet. Reply, 20-21; EX1055, ¶40

EX1005, Fig. 9

EX1005, Fig. 9

Original ligated probes

 Segment 935?

 Segment 945?

Collected molecules

 Segment 935?

 Segment 945?







So-456:
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Petitioner interchangeably used “ligated probe” and “amplicon”

Dr. Spellman:Petition:

Pet., 20-21; EX1002, ¶135 (p. 72)

Q Do you see an annotated Figure 9 at Paragraph 135?
. . . 
Q Sitting here today, is there any reason for you to change any of these 
annotations?

A Using -- the words on Page 72 are my own, not the language of the '456 
[sic] specification, which uses a very specific definition.
And the language used on Page 72 is my own language, rather than the 
language consistent with '456 [sic], which would, in that context, the first 
extension product copied from 910 [i.e., original ligated probe] would be an 
amplicon.

EX1002, ¶135 (p. 72)

Q So at this step of capturing Amplicons 950 at capture site 105, are you saying 
that copies of the original ligated probes generated at Step 820 is captured?

A The -- my declaration in Paragraph 135 explicitly states, These Amplicons 
950, i.e., ligated probes of the claim, are captured onto the capture site 105."
My declaration equates the first amplicon copy 950 synthesized by the 
extension ligation reaction [i.e., original ligated probe] with any derived 
copies of 950 synthesized at Step 820.

EX2053, 57:7-58:2, 58:8-59:2
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Patent Owner misrepresents the “drastically low likelihood” of 
capturing the original ligated probes

Patent Owner:

PO Sur-Reply, 20

So-456:

EX1005, ¶[00122]

EX2053, 36:1-14

Dr. Spellman:

Pet., 20-22, 29; Pet. Reply, 19-21; EX1002, ¶¶131-137; EX1055, ¶¶35-41
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So-456’s method includes the claimed 
extension steps
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So-456’s method includes the claimed extension steps
Claim 16: e) [and (f)] performing an extension reaction that incorporates at least one nucleic acid sequence that identifies the first [and 
second] location of the tissue sample into each of the ligated probes, or portions thereof, collected in step (c) [and (d)], thereby forming a first [(f): 
second] plurality of extension products that comprise the ligated probes, or portions thereof, collected in step (c) [and (d)] and the at least one 
nucleic acid sequence that identifies the first [(f): second] location of the tissue sample

So-456’s method includes the claimed 
extension steps during library 

preparation for sequencing (Step 225)

Pet., 22-27, 29-31; Pet. Reply, 21-27; EX1002, ¶¶138-152, 170-184; EX1055, ¶¶42-69
FIG. 2

FIG. 8EX1005, Fig. 8

EX1005, Fig. 2
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FIG 8-9’s method requires tagging the collected ligated probes with a 
spatial barcode during library preparation
So-456:

So-456’s methods are based on encoding a spatial 
barcode into the analyzed molecules during library 
preparation

Petition:

So-456’s FIG. 8-9 method:

• The collected ligated probes not yet tagged with a spatial 
barcode

• The collected ligated probes must be tagged with a spatial 
barcode during library preparation before they are 
released from the capture array in order to retain the spatial 
information

Pet., 24

EX1005, ¶[0089]

Pet., 23-27, 30-31; EX1002, ¶¶138-152, 170-184
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***

FIG. 8-9’s method uses FIG. 1’s capture probes that contain a spatial 
barcode 

So-456:

EX1005, ¶¶[00177], [00182], [00141]

EX1005, Fig. 1A

Pet., 24-27, 30-31; Pet. Reply, 23-25; EX1002, ¶¶141-152, 170-184; EX1055, 50-54  

EX1005, Fig. 1B
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EX1005, ¶[00141]

Segment 130 in FIG. 8-9’s capture probe is a spatial barcode

[00141] . . . Figure 1B shows a capture probe 
115 immobilized on the surface of solid 
support 110. In this embodiment, a single 
capture probe 115 is shown, but any number of 
capture probes 115 can be immobilized on solid 
support 110 at each capture site 105. Capture 
probe 115 may optionally comprise a cleavable 
sequence in a cleavable region 120, an SBS 
primer sequence in a SBS primer binding 
site 125, a spatial address sequence in a 
spatial address region 130, and a capture 
sequence in a capture region 135. 

FIG. 8-9’s and FIG. 1’s capture probes contain the same segments

Cleavable sequence

Spatial address region 
(spatial barcode) 

SBS primer binding site

Capture region

So-456:So-456:

Pet., 24-27, 30-31; Pet. Reply, 23-25; EX1002, ¶¶141-152, 170-184; EX1055, ¶¶50-59

EX1005, Fig. 9, Fig. 1
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FIG. 9’s identification of Segment 130 as a SBS primer region is a clear 
typographical error 

EX1055., ¶55

Dr. Spellman:

Figure 9 illustrates an embodiment of the steps of a method 800 of Figure 8. . . . In this example, capture probe 115 on the capture site 105 
comprises a capture region 960 that is complementary to universal capture region 935; SBS primer region 130 is SBS3.

So-456:

EX1005, ¶ [00182]

Capture probe 115 may optionally comprise a cleavable sequence in a 
cleavable region 120, an SBS primer sequence in a SBS primer binding 
site 125, a spatial address sequence in a spatial address region 130, and 
a capture sequence in a capture region 135.

Universal adaptor oligonucleotide 160 is essentially the same as capture 
probe 115 of Figure 1B except that capture region 135 is omitted, i.e., 
universal adaptor oligonucleotide 160 comprises only cleavable region 
120, SBS primer region 125, and spatial address region 130.

EX1005, ¶¶[00141], [00145], [00173], [00189]

When universal capture region 630 is used as a primer, spatial address 
region 130 and SBS primer region 125 are copied.

For example, So-456:

At step 1025, concatamer 1155 is captured onto the capture site 105 that
comprises cleavable region 120, SBS sequencing primer region 125 (e.g., 
SBS3), spatial address region 130, and capture region 135 (e.g., a 
universal capture sequence).

Pet. Reply, 23-25; EX1055, ¶¶50-59



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
79

So-456’s FIG. 6 disclosure includes a similar typographical error for 
Segment 130

EX1005., ¶¶172, 173

Figure 6 illustrates an embodiment of the steps of a method 
500 of Figure 5. . . . In some embodiments, capture probe 115 
on the capture site 105 comprises a capture region 660 that is 
complementary to universal capture region 630; SBS 
sequencing primer 130 is SBS3. DNA molecule 655 is 
captured onto the capture site 105 by hybridization of 
universal capture region 630 to capture region 660.

In this example, both capture region 660 and universal capture 
region 630 can also function as primers for an extension 
reaction. When capture region 660 is used as a primer, 
mutation 615 in DNA molecule 655 is copied. When universal 
capture region 630 is used as a primer, spatial address region 
130 and SBS primer region 125 are copied. Both extension 
products can be used for downstream library generation.

So-456:

Pet. Reply, 23-25; EX1055, ¶¶50-59

Dr. Spellman:

EX1055, ¶56
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EX1055., ¶57

“A spatial barcode must be downstream (3') of the SBS primer region (125) … Because segment 130  is downstream 
(3') of segment 125, they must be the spatial barcode and SBS primer region, respectively.” 

Dr. Spellman:

SBS primer region

Dr. Sherman:

EX1056, 46:19-21

If segment 125 is a spatial barcode, it would not 
be part of the sequenced molecule: 

Pet. Reply, 25

Locating the spatial barcode 5' of the SBS primer would defeat the purpose 
of So-456’s methods

EX1055, ¶¶47, 57-58

Spatial barcode

Spatial barcode

SBS primer region
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So-456’s method includes bidirectional extension that incorporates a 
spatial barcode into the collected ligated probes 

Available 3’-end

Available 3’-end

EX1002, ¶182

[00109] As used herein, the term "immobilized" when used in reference to a nucleic acid is 
intended to mean direct or indirect attachment to a solid support. . . . Oligonucleotides to be 
used as capture primers or amplification primers can be immobilized such that a 3'-end is 
available for enzymatic extension and at least a portion of the sequence is capable of 
hybridizing to a complementary sequence.

“So-456 does not disclose any blocking or other modifications to the 3’-end of the 
captured oligonucleotides that are extended in its methods, allowing extension of both the 
3’-end of the captured amplicons and 3’-end of the capture probes in the method of 
Figures 8-9. EX1005, ¶¶[00109], [00182]-[00183], FIGs. 8, 9. This is because extension 
enzymes, such as DNA polymerase, automatically extend all available 3’-ends. Thus, 
due to the nature of the extension enzymes and the presence of unblocked and unmodified 
3’-ends, So-456’s extension reaction necessarily proceeds in both directions—
extending the 3’-end of the capture probe in one direction and the 3’-end of the captured 
ligated probe in the other direction. EX1005, ¶¶[00109], [00182]-[00183], FIG. 9.”

So-456:

EX1005, ¶[00109]

Dr. Spellman:

EX1002, ¶181

Pet., 24-27, 30-31; Pet. Reply, 21-22, 25-27; EX1002, ¶¶141-152, 170-184; EX1055, ¶¶42-48, 60-69



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
82

So-456’s other embodiments depicting a unidirectional arrow for an 
extension reaction are irrelevant 

Pet. Reply, 25-27; EX1055, ¶¶60-69

EX1055, ¶62

So-456:

Dr. Spellman:
EX1005, Fig. 23A

“Dr. Sherman’s cited reactions in 
Figures 24-25B (Step 2425), 28-
29A (Step 2820), and 38-39 (Step 
3820) are designed to synthesize 
a “second strand cDNA” for use 
in the subsequent steps.” 

EX1055, ¶64

So-456:

Dr. Spellman:
EX1005, Fig. 25B

EX1055, ¶65

Dr. Spellman:

EX1005, Fig. 40A

So-456:

“Dr. Sherman’s cited reactions in Figures 
22-23A (Step 2215), 24-25A (Step 2415), 
28-29A (Step 2815), and 38-39 (Step 
3810) are designed to synthesize from 
an mRNA template a “first strand 
cDNA” for use in the subsequent steps.” 

“[I]n Figure 40 … The only 3’-end 
with an available corresponding 
template is that of the capture 
probe and is thus the only 3’-end 
that can be extended (shown by the 
arrow).” 
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So-456’s methods designed for default bidirectional extension do not 
depict extension arrows

So-456 (Figure 6):

So-456:

EX1005, ¶[00173]

EX1005, Fig. 9 EX1005, Fig. 6

Pet. Reply, 25-27; EX1055, ¶¶60-69
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So-456’s method includes the claimed 
sequencing step
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So-456’s method includes the claimed sequencing step

[00157] At a step 230, the library is sequenced. 
Sequencing may be accomplished using any 
sequencing technique. Examples of suitable 
sequencers include those available from, or being 
developed by, Illumina, Inc., F. Hoffmann-La Roche 
AG, Life Technologies, Inc., Beckman Coulter, Inc., 
Pacific Biosciences, Inc., Oxford Nanopore, Inc., 
and/or their affiliates.

[00158] At a step 235, the sequence data is 
analyzed (e.g., mutations and/or variant calling) and 
the spatial information is decoded. The spatial 
information can be used to provide information as to 
the location of the nucleic acid in the tissue 
section.

So-456:

EX1005, ¶¶[00182]

Pet., 27-28; EX1002, ¶¶153-156, 185-188
FIG. 2

FIG. 8

So-456:

Claim 16: g) identifying the first plurality of extension products and the second plurality of extension products by sequencing the first plurality of 
extension products and the second plurality of extension products, thereby spatially detecting the at least one target analyte in the first 
location of the tissue sample and the second location of the tissue sample

EX1005, FIG. 8

EX1005, FIG. 2
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Ground 2: Claims 1-30 would have been 
obvious over So-456

Ground 3: Claims 9-10 and 24-25 would have 
been obvious over So-456 and Stahl
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DOI, 30

The Board agreed that high skill level would have assisted in bridging 
any gaps between So-456 and the challenged claims

“After reviewing the record of evidence, we find Petitioner’s case for 
obviousness is stronger than its case for anticipation from a 
technical perspective due to the high level of skill in the art that 
could have assisted an ordinary artisan in understanding how to 
bridge the gaps between one or more disclosures of So-456 and the 
challenged claims.”
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DOI, 30-31

There is no dispute that the claimed contacting step would have been 
obvious over So-456

“[T]o the extent So-456 did not disclose “wherein the tissue sample is treated to facilitate binding of the 
nucleic acid probes to the target analyte” as recited in claims 1 and 16, we agree with Petitioner that 
an ordinarily skilled artisan would have known how to prepare tissue for in situ histochemistry.”

EX1012, 1560; see also EX2006, ¶48; POR, 19

Patent Owner (487 Appl file history):

EX1056, 50:6-52:2 

Dr. Sherman:
Q. In what routine ways would a POSA have 
treated an FFPE tissue sample in order to 
facilitate binding of nucleic acid probes 
to a target analyte in that tissue sample?

A. They would have known or there would 
have been literature on, you know, the 
basics, how you create the sample, what 
sort of buffers you use, what sort of --
you know, how to maintain that sample in a 
form that would be stable and represent 
what you're interested in eventually 
investigating.

Pet., 39; Pet. Reply, 27-28; EX1002, ¶217; EX1055, ¶¶71-74
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There is no dispute that the ligation step is a basic skill known in the art

POR, 56

Patent Owner:
“Ligation is a basic skill well within the competency of a 
POSA. I agree with Dr. Spellman that ligation is a simple skill 
and well within the basic competencies of a POSA. Id. I also 
agree with Dr. Spellman that “a person of ordinary skill in the art 
would be familiar with ligation as a broad concept, extremely 
broad, and how and when it can be utilized effectively” and that 
a “POSA has a set of competencies, things they know how to 
do—ligation being a common one, for example.”

EX2006, ¶119

“In other words, ligation of probes is yet another skill that 
was fundamental and well-known in the art, such that a 
POSA would not even need detailed teaching regarding this 
technique in the ’487 application. EX2006 ¶¶ 118-120.”

Dr. Sherman:

Pet., 39; Pet. Reply, 27-28; EX1002, ¶217; EX1055, ¶¶ 71, 75-76
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“As I explained in my first declaration and reiterate above in Section
V.C, a POSA would have collected all of the molecules So-456
labeled as “950” in Figure 9—including the original ligated probe
bound to the target DNA and the amplicons of the original ligated
probe. EX1002, ¶¶131-137, 166-169.”

The claimed collecting steps would have been obvious over So-456

EX1002, ¶217

“So-456 teaches every element of claims 1 and 16 under
NanoString’s interpretation.”

Dr. Spellman:

EX1005, Fig. 9

Pet., 39-45; Pet. Reply, 27-28; EX1002, ¶¶217; EX1055, ¶¶70-81

EX1055, ¶78
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The claimed extension steps would have been obvious over So-456

• Extension enzymes, such as DNA polymerase, automatically extend from all available 3’-ends 

• So-456 confirms that both extension products can be used for downstream library generation

• A POSA would have been motivated to practice the claimed extension step with a reasonable 
expectation of success because: 

• 1) So-456’s methods create a sequencing library of molecules that are tagged with spatial 
barcodes, 

• 2) So-456 provides ample guidance and direction, and 

• 3) extending captured oligonucleotides and capture probes was a well-known, obvious, 
and routine technique for incorporating the spatial barcode 

Pet., 39-45; Pet. Reply, 27-29; EX1002, ¶¶217-240; EX1055, ¶¶77-81

EX1002, ¶230



92



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
93

Thank you
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