
ALAMAR BIOSCIENCES, INC., 
Petitioner 

v. 
OLINK PROTEOMICS AB, 

Patent Owner 

Patent Owner’s Oral Hearing Demonstratives
December 9, 2025

1

IPR2024-01353
Patent No. 7,883,848 

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Olink - Exhibit 2014 
Alamar Biosciences, Inc. v. Olink Proteomics AB 

IPR2024-01353



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

The ’848 Patent

2



The ’848 Patent’s methods for detecting functional interactions

POR, 5; EX2008, ¶¶30-35
3

EX1001, 1:11-20; Pet, 3

EX1001, 5:25-28; POR, 5

EX1001, face

’848 Patent

EX1001 f
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DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
4

The ’848 patent discloses methods of detecting affinity interactions and 
methods of detecting functional interactions

Pet., 3, 6, 10; PO Sur-Reply, 9

EX1001, 14:13-27

’848 Patent



The ’848 Patent claims a method of detecting functional interactions

5
POR, 5-6; EX2008, ¶¶30-35

EX1001, claim 1; POR, 6-7

’848 Patent

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



The ’848 Patent claims a method of detecting functional interactions

6
POR, 5-6; EX2008, ¶¶30-35

EX1001, claim 1; POR, 6-7

’848 Patent

EX1001, Fig. 2; Pet., 6; PO Sur-Reply, 8

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



The Petition’s Asserted Grounds

Pet, 2-3

7
POR, 1-3

Ground 35 U.S.C. Claims References 
1 § 103 1-15, 17-20 Kanan and Neri
2 § 103 16 Kanan, Neri, and Famulok
3 § 103 1-8, 11-12 Baez and Landegren 
4 § 103 14, 15 Baez, Landegren, Freskgard

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Petitioner cannot prevail on Grounds 1-4

• Ground 1 (Kanan and Neri)
• Petition fails to show Kanan and Neri teach claim 1(d)’s selecting step
• Petition fails to show Kanan and Neri teach claim 1(e)’s analysis step
• Petition fails to show motivation to combine with a reasonable expectation of success

• Ground 2 (Kanan, Neri, and Famulok)
• Fails for same reasons in Ground 1
• Petition fails to show that Kanan, Neri, and Famulok teach claim 16’s association via ligation
• Petition fails to show motivation to combine with a reasonable expectation of success  

• Ground 3 (Baez and Landegren) 
• Petition fails to show Baez and Landegren teach claim 1(a)’s forming interactors step
• Petition fails to show Baez and Landegren teach claim 1(d)’s selecting step
• Petition fails to show Baez and Landegren teach claim 1(e)’s analysis step
• Petition fails to show motivation to combine with a reasonable expectation of success

• Ground 4 (Baez, Landegren, and Freskgard)
• Fails for same reasons in Ground 3

8
POR, 1-3



GROUND 1:
The Petition fails to demonstrate that Kanan and Neri teach or suggest 

selecting all cis-reactive cells exhibiting the detectable trace (claim 1(d))

9
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Claim 1(d) requires selecting all cis-reactive cells exhibiting the detectable trace

10
POR, 6-7

’848 Patent

EX1001, claim 1

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Kanan’s method utilizes biotin-streptavidin affinity selection 

11
POR, 12-13, 24-27; EX2008, ¶¶40-50, 107-111

Ex. 1010, 545; POR, 24 

Ex. 1010, Fig. 1b; POR, 13, 24, 27

E 1010 545 POR 240

Kanan

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



The Petition explicitly relies on Kanan’s streptavidin affinity selection 
as teaching claim 1(d)’s selecting step

12
POR, 21; PO Sur-Reply, 3

Petition

Pet, 34-35

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



There is no dispute that a “cis-reactive cell” (CRC) of the ’848 patent 
requires at least two “interactors”

13
POR, 21; EX2008, ¶¶93, 98-99

Q: Do [you] agree that a cis-reactive cell of 
the '848 patent requires at least two 
interactors [bound] in proximity to one 
another by an associated oligonucleotide?

A: “In the context of the '848 patent, that is 
my understanding, that is correct.”

EX2009, 39:8-13; POR, 21

Dr. Nelson

EX1001, claim 1; POR, 21

’848 Patent, claim 1

l

EX1001, 9:35-37; POR, 21

’848 Patent

EX1001 9 35 37 POR7 21

EX1005, ¶49; POR, 21

Dr. Nelson

, ¶

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



There is no dispute that an “interactor” of the ’848 patent requires 
a “molecule of interest” (MOI) coupled with a “nucleic acid moiety” (NAM)

14
POR, 21; EX2008, ¶¶93, 98-99

EX1001, claim 1; POR, 21

’848 Patent, claim 1,

EX1001, 9:33-34; POR, 21

’848 Patent

EX1005, ¶44; POR, 22

Dr. Nelson

Pet, 5

Petition

P 5

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner’s proposed modified “cis-reactive cells” include 
Kanan’s disulfide (S-S) bond

15
POR, 22-23; EX2008, ¶¶101-102

Pet, 32-33

Petition

Pet, 33-34

Petition

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Kanan teaches disulfide cleavage to cleave and remove the pool B oligonucleotides

16
POR, 23-27; PO Sur-Reply, 4; EX2008, ¶¶103-113

EX2008, ¶117; POR, 26-27

Dr. Pentelute

EX2008 ¶117 POR 26 27

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner’s modified method fails to teach or suggest selecting all cis-reactive cells exhibiting 
the detectable trace because the complexes “selected” in Kanan’s method are not CRCs

17
POR, 23-27; PO Sur-Reply, 4; EX2008, ¶¶103-113

Kanan 
(annotated by 
Dr. Pentelute)

EX2008, ¶117; POR, 26-27

Pet, 34

Petition

Pet, 35; EX1010, Fig. 1b (excerpt)P t 35 EX1010 Fi0 1b ( t)

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



GROUND 1: 
Petitioner’s Reply introduces a new theory for

claim 1(d)’s selecting step

18
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner’s new theory: “‘selecting’ can be a process”

19
PO Sur-Reply, 7-9

Reply, 5

Reply

EX1051, ¶24; PO Sur-Reply, 5

Dr. Nelson 
(reply 
declaration)

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner’s new theory: Kanan’s selection begins prior to S-S cleavage

20
PO Sur-Reply, 5-6

EX1005, ¶124

Dr. Nelson (1st declaration)

EX1005 ¶1245

A POSA would have understood that the use of the

biotin-streptavidin capture would allow selection of

only the CRCs with bond-forming combinations, i.e., 

demonstrate the detectable trace, because only those 

combinations would have the linked biotin with 

affinity for streptavidin-linked magnetic particles, as 

shown above in Fig. 1.b. Therefore, in my opinion,

Kanan discloses selecting all cis-reactive cells

exhibiting the detectable trace.

EX1051, ¶24

Dr. Nelson (reply declaration)

EX1051 ¶24

This confirms that Kanan’s selection is a

process that begins prior to the cleavage of

the disulfide bond of the pool B 

oligonucleotides. Ex. 1013, 7-8.

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner’s new construction of “selecting” ignores the express language of the claims 

21
PO Sur-Reply, 7-8

EX1001, claim 19 (as corrected in Certificate of Correction); PO Sur-Reply 8

EX1001, claim 2; PO Sur-Reply 8l l

EX1001, claim 3; PO Sur-Reply 8EX1001 l i 3 PO S R l 8

EX1001, claim 1; PO Sur-Reply 8

’848 Patent

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



The specification describes selecting CRCs consistent with the claim language

22
PO Sur-Reply, 8-9

EX1001, 19:41-48; PO Sur-Reply, 8

’848 Patent

EX1001, 6:41-46; PO Sur-Reply, 8

’848 Patent

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



The ’848 patent file history is consistent with the claim language 

23
PO Sur-Reply, 9

EX1002, 64; PO Sur-Reply, 9 EX1002, 68; PO Sur-Reply, 9

’848 Patent original claims

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

EX1002 64 PO S R l 9

1. A method of detecting affinity interactions between at least 
two molecules of interest, the
method comprising:
a. forming a plurality of interactors by coupling each molecule 

of interest with at least one nucleic acid moiety comprising 
an identification sequence element and at an association 
element;

b. promoting an association between at least two nucleic acid 
moieties from different interactors to form a plurality of 
unique associated oligonucleotides, wherein each nucleic 
acid moiety may form more than one unique associated 
oligonucleotide, and wherein each unique associated 
oligonucleotide comprises at least two identification 
sequence elements derived from the at least two nucleic 
acid moieties;

c. selecting the plurality of unique associated
oligonucleotides; and

d. subjecting the selected associated oligonucleotides to an 
analysis that permits detection of the at least two 
identification sequence elements.

20. A method of detecting functional interactions between at least 
two molecules of interest, the method comprising:
a. forming a plurality of interactors by coupling each molecule 

of interest with at least one nucleic acid moiety, the nucleic 
acid moiety comprising an identification sequence element 
and an association element;

b. forming a plurality of cis-reactive cells wherein a cis-reactive 
cell comprises at least two interactors bound in proximity to 
one another by an associated oligonucleotide formed from 
the association between at least two nucleic acid moieties, 
wherein the associated oligonucleotide comprises at least two 
identification elements derived from the at least two nucleic 
acid moieties;

c. subjecting the plurality of cis-reactive cells to conditions 
which stimulate a desired functional interaction having a 
detectable trace;

d. selecting all cis-reactive cells exhibiting the detectable trace;
e. subjecting the associated oligonucleotides from the cis-

reactive cells selected in (d) to an analysis that permits 
detection of the at least two identification sequence elements.



Petitioner mischaracterizes the ’848 patent to fit its new construction

24
PO Sur-Reply, 9

EX1001, 19:1-11; PO Sur-Reply, 8-9

Reply, 2

Reply

’848 patent

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner mischaracterizes a microarray embodiment in the ’848 patent

EX1001, 20:31-39; PO Sur-Reply, 9-10

25

Reply, 2

Reply

’848 patent

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner mischaracterizes the ’848 patent’s Example 5

26
PO Sur-Reply, 10-11

Reply, 2

Reply

EX1001, 30:56-67

’848 patent Example 5

EX1001, 30:18-23; PO Sur-Reply, 10

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



The ’848 patent need not claim all embodiments in the specification

“Specifically, and most importantly for this case, we have 
repeatedly explained that ‘[a]lthough reluctant to exclude an 
embodiment, this court must not allow the disclosed 
embodiment to “outweigh the language of the claim, 
especially when the court's construction is supported by the 
intrinsic evidence.”

SIMO Holdings Inc. v. Hong Kong uCloudlink Network Tech. Ltd., 983 F.3d 1367, 1379 (Fed. Cir. 2021); PO Sur-Reply, 12 

“Oatey itself thus recognizes that we should not infer that any 
particular embodiment is included in a claim when there is 
probative evidence that sufficiently indicates the contrary.”

SIMO Holdings Inc. v. Hong Kong uCloudlink Network Tech. Ltd., 983 F.3d 1367, 1378 (Fed. Cir. 2021); PO Sur-Reply, 12 

27
PO Sur-Reply, 12DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner introduces substantively revised versions of figures 
originally presented in the Petition

28
PO Sur-Reply, 6-7

Reply, 4 Reply, 9R l 9

Reply, 16

Petition

Petition, 33

Petition, 34

Reply

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner requires the Board to search through the record to find support for its new figures

29
PO Sur-Reply, 6-7

Reply, 5

Reply, 9

Reply, 16R l 16

Reply

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner is obligated to make its case in the Petition

“Unlike district court litigation — where parties have greater freedom to 
revise and develop their arguments over time and in response to newly 
discovered material — the expedited nature of IPRs bring with it an 
obligation for petitioners to make their case in their petition to institute. 
While the Board's requirements are strict ones, they are requirements of 
which petitioners are aware when they seek to institute an IPR.”

Intelligent Bio-Sys. v. Illumina Cambridge, 821 F.3d 1359, 1369 (Fed. Cir. 2016); PO Sur-Reply, 1, 5-6

“Rather than explaining how its original petition was correct, Continental's 
subsequent arguments amount to an entirely new theory of prima 
facie obviousness absent from the petition. Shifting arguments in this 
fashion is foreclosed by statute, our precedent, and Board guidelines..”

Wasica Fin. GmbH v. Cont'l Auto. Sys., Inc., 853 F.3d 1272, 1286 (Fed. Cir. 2017); PO Sur-Reply, 2, 6

30
PO Sur-Reply, 1, 2, 5-6DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Even under Petitioner’s new theory, Kanan and Neri do not teach or suggest claim 1(d)

EX1051, ¶30; PO Sur-Reply, 13

31
PO Sur-Reply, 12-14

EX1051, ¶30

Dr. Nelson (reply declaration)

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



GROUND 1: 
The Petition fails to demonstrate that Kanan and Neri 

teach or suggest claim 1(e)’s analysis step

32
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



No associated oligonucleotides from the CRCs selected in step (d) can be analyzed in step (e)

33
POR, 29-30; EX2008, ¶120-126

EX1001, claim 1; POR 6-7

’848 Patent

EX2008, ¶120; POR, 29

Dr. Pentelute

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



The Petition does not explain if, when, or how a POSA would have 
allegedly implemented a polymerization step

34
POR, 32-33; PO Sur-Reply, 14-15

Pet, 34

Pet, 33

Pet, 33

Pet, 34

Pet, 35

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Kanan teaches cleavage and removal of pool B oligonucleotides, resulting in 
removal of a purported identification sequence element before step (e)

EX2008, ¶125; POR, 31-32 

35

Dr. Pentelute

POR, 29-32; EX2008, ¶¶121-126

, ¶ ;

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Kanan teaches cleavage and removal of pool B oligonucleotides, resulting in 
removal of a purported identification sequence element before step (e)

EX2008, ¶125; POR, 31-32 

36
POR, 29-32; EX2008, ¶¶121-126

Dr. Pentelute

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Reference to polymerization in the Petition is vague and conclusory

Pet, 20-21

EX1005, ¶182; Pet, 20-21

37

Petition

Dr. Nelson at 
¶182 

(discussing 
claim 17)

POR, 32-33; PO Sur-Reply, 14-15DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

EX1005 ¶182 P t 20 21

A POSA would have understood that it would have been obvious to use the 
polymerization of the oligonucleotides as taught in Neri with the creation of the paired 
substrates in Kanan. A POSA would have been motivated to create this double-coding
code taught in Neri to increase the specificity of the test. With polymerization, one of 
the interactors will not only contain its coding region but will also contain the 
anticodon of the other interactor. Further, encoding the anticodon of the interactor
would allow identification of a multistep interaction, if desired. A POSA would have 
also known it would have been obvious to modify the linkage of the DNA to the 
substrate so that pool A is attached by the 3’ end and pool B is attached by the 5’, or 
vice versa, as desired.

Pet, 20-21

A POSA further would have been motivated to combine the polymerization of the 
substrate pair disclosed in Neri with the method disclosed in Kanan because the
polymerization creates double-coding code on the extended nucleic acid sequence to
increase the specificity of the assay. Ex. 1005, ¶182. Further, encoding the anticodon 
of the interactor would allow identification of a multistep interaction, if desired. Id.



Petitioner’s conclusory assertions should be rejected

“To satisfy its burden of proving obviousness, a petitioner cannot 
employ mere conclusory statements. The petitioner must 
instead articulate specific reasoning, based on evidence of 
record, to support the legal conclusion of obviousness.”

In re Magnum Oil Tools Int’l, Ltd., 829 F.3d 1364, 1380 (Fed. Cir. 2016); PO Sur-Reply, 14 

“Absent some articulated rationale, a finding that a combination of 
prior art would have been ‘common sense’ or ‘intuitive’ is no 
different than merely stating the combination ‘would have been 
obvious.’ Such a conclusory assertion with no explanation is 
inadequate to support a finding that there would have been a 
motivation to combine.”

In re Van Os, 844 F.3d 1359, 1361 (Fed. Cir. 2017); POR, 33 

38
POR, 32-33; PO Sur-Reply, 14-15DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Neri teaches performing polymerization after biopanning

EX1011, [0030]; POR, 33

Q: And this step, this DNA polymerase reaction 
in paragraph 30, Neri says that this takes 
place after the biopanning method; is that 
right?

A: That's what -- I mean, I read the same 
words as you. That's what Neri says in 
paragraph 30. 

EX2009, 110:17-21; POR, 34

39
POR, 32-36; EX2008, ¶¶129-130

Neri

Dr. Nelson (first deposition)

Dr. Nelson (first declaration)

EX1005, ¶182; Pet, 20-21

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Polymerization is incompatible with Petitioner’s presented design

EX2008, ¶140; POR, 40

EX2008, ¶142; POR, 41

40
POR, 39-42; EX2008, ¶140-145

Dr. Pentelute
Dr. Pentelute

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Dr. Nelson revised his figures to introduce a second hybridization region

41
POR, 42

EX1005, ¶115; Pet, 33

Dr. Nelson (first declaration)

EX1051, ¶57; Reply, 16

Dr. Nelson (reply declaration)

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Dr. Nelson: the second hybridization region 
would have been a universal complementary region

Q: All right. So, in this design that 
you have in figure -- or on page 63, 
where the black region is hybridized, 
are the sequences in the strand B and 
strand A the same sequence such that 
any member of pool A can hybridize to
any member of pool B at this black 
region?

A: Those are primer binding sites. So 
those would be -- they're referred to 
as the primer binding site. And those
are constant. So those would be the 
same for all pool members.

EX2009, 167:22-168:6; POR, 43

Q: Is it your opinion that this 
hybridization that should be 
depicted in this figure [on page 
67], according to you, is the 
same hybridization for all of 
pool A and pool B because 
they're primer binding sites?

A: In this example, yes.

EX2009, 169:8-12; POR, 43

42
POR, 42-43

Dr. Nelson

Dr. Nelson

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner’s revised theory would have been expected to yield
 both false positive and false negative results

43
POR, 43-46; EX2008, ¶¶149-154

EX2008, ¶150-153; POR, 44-46 

Dr. Pentelute

EX2008, ¶150-153; POR, 44-46 

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



44
POR, 43-46; EX2008, ¶¶149-154

EX2008, ¶150-153; POR, 44-46 

Dr. Pentelute

Petitioner’s revised theory would have been expected to yield
 both false positive and false negative results

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner’s expert Dr. Nelson provides inconsistent testimony regarding 
Petitioner’s belatedly proposed timing of polymerization

Dr. Nelson: 
polymerization “at the time of association.”

Dr. Nelson : 
“polymerization [occurs] after the formation 
of the CRC.” - i.e., after association

EX1051, ¶9; PO Sur-Reply 16 

EX1051, ¶42; PO Sur-Reply 16 

45
PO Sur-Reply, 16DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



GROUND 1: 
The Petition fails to demonstrate that a POSA would have been motivated to modify 

Kanan and Neri with a reasonable expectation of success

46
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



A POSA would not have been motivated to combine Kanan and Neri 
with a reasonable expectation of success

EX2008, ¶154-158; POR, 46-47

Personal Web Techs., LLC v. Apple, Inc., 848 F.3d 987, 994 (Fed. Cir. 2017); POR, 47

47
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Personal Web Techs LLC v Apple Inc 848 F 3d 987 994 (Fed Cir 2017); POR 47

“[O]bviousness concerns whether a skilled artisan not 
only could have made but would have been 
motivated to make the combinations or modifications 
of prior art to arrive at the claimed invention.”



Petitioner fails to meaningfully address the technical flaws in its proposed combination

Reply, 18-19Reply 18 19

EX1051, ¶68; Reply, 19

48
PO Sur-Reply, 17

Dr. Nelson 
(reply 
declaration)

Reply

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Dr. Nelson wrongly believes Neri’s Example 3 is a working example 

Dr. Nelson (reply declaration)

PO Sur-Reply, 17-19

49

Moreover, the cited prior art describes working examples and 
does not raise undesired hybridization as a concern. For example, 
the basic structure of the Kanan/Neri design is based on Neri’s
Figure 5 (see, e.g., Ex. 1005, ¶ 96), yet Neri does not discuss 
unintended hybridization after the d-spacer being a concern.

EX1051, ¶62

EX1011, Example 3

Neri

Q. Is it your opinion that Neri's example 
which refers to figure 5, is a working 
example?

A. Again, I'm a scientist and I don't know 
the formal legal definition of working 
example. It says example 3 here, and that's 
an example or a working example -- I've
just always used the term "working
example.“ So to me they're interchangeable, 
but that’s just my scientific opinion.

Dr. Nelson (reply deposition)

EX2013, 263:11-19
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



GROUND 2:
The Petition fails to demonstrate Kanan, Neri, and Famulok 

teach or suggest all the elements of claim 16

50
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



In Petitioner’s proposed combination, Neri’s interactors 
are associated by hybridization, not ligation

EX1001, claim 16; POR, 6-7

’848 Patent, claim 16

51
POR, 51; PO Sur-Reply, 19; EX2008, ¶163

Q And those two strands A and B 
oligonucleotides in Figure 7 are hybridized
together here? Is that what's depicted in 
the figure?

A That is to the best of my recollection at 
this time, yes.

EX2009, 130:23-131:2

Dr. Nelson

EX1011, Fig.7; POR, 53

EX1011, [0032]; POR, 51

Neri

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner mischaracterizes the ’848 patent Figure 5

PO Sur-Reply, 19-21

Reply, 19

Reply

52

’848 Patent

PO Sur-Reply, 20

Fig 5a, b, c, d:
no hybridization 
between 
interactors

Fig 5e:
Ligation takes place at the 

hybridization/association site

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



’848 patent Figure 5 embodiments: ligation takes place at the association site

PO Sur-Reply, 20-21

PO Sur-Reply, 21; EX1001, Fig. 5

’848 patent Figure 5

53

PO S R l 21 EX1001 Fi 5

PO Sur-Reply, 21; EX2008, ¶167

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Pentelute:
“Dr. Nelson’s proposed combination”

EX2008, ¶169



GROUND 2:
The Petition fails to demonstrate that a POSA would have been motivated to combine 

Kanan, Neri, and Famulok with a reasonable expectation of success 

54
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner fails to grapple with the technical flaws presented 
in its art combination for Ground 2

EX1011, Fig.7; POR, 53

Neri

POR, 53; PO Sur-Reply, 21-22
55

If the ends are unique for each A and B 
oligonucleotide, then a connector 
oligonucleotide as in Famulok would need to
be made for each combination of A and B, 
defeating Dr. Nelson’s proposed purpose for 
combining Kanan with Neri to make the 
process combinatorial and not require 
sequences for each combination.

If the ends are universal for each A and B 
oligonucleotide, then false positives and false
negative results arising from binding of 
multiple strands would be expected as in 
Ground 1, but in a slightly different way….

EX2008, ¶¶166-167

Dr. Pentelute

EX2008, ¶167

Dr. Pentelute

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner’s proposed ligation modification is impractical with Neri’s Figure 5 design

POR, 55; EX2008, ¶¶171-173

EX2008, ¶171; POR, 55 

Dr. Pentelute

56

[A] POSA would have understood that there would 
be no “overhang region” in each of A and B in 
Petitioner’s embodiment that could be ligated
using Famulok’s splint oligonucleotide methods. 
EX1012, Fig. 1; EX1011, Fig. 5, 7.

EX2008, ¶172 

Neri

EX1011, Fig. 5

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Petitioner’s conclusory assertions should be rejected

“To satisfy its burden of proving obviousness, a petitioner cannot 
employ mere conclusory statements. The petitioner must 
instead articulate specific reasoning, based on evidence of 
record, to support the legal conclusion of obviousness.”

In re Magnum Oil Tools Int’l, Ltd., 829 F.3d 1364, 1380 (Fed. Cir. 2016); PO Sur-Reply, 14 

“Absent some articulated rationale, a finding that a combination of 
prior art would have been ‘common sense’ or ‘intuitive’ is no 
different than merely stating the combination ‘would have been 
obvious.’ Such a conclusory assertion with no explanation is 
inadequate to support a finding that there would have been a 
motivation to combine.”

In re Van Os, 844 F.3d 1359, 1361 (Fed. Cir. 2017); POR, 33 

57
POR, 52DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



58

GROUNDS 3 and 4: 
The Petition fails to demonstrate that Baez and Landegren 

teach or suggest claim 1(a)’s forming interactors step

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Claim 1(a) requires forming a plurality of interactors

59

’848 Patent

EX1001, claim 1EX1001 l i 1

POR, 57-59; PO Sur-Reply, 23; EX2008, ¶177 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



The Petition’s inconsistent claim mapping fails 
to show that Baez and Landegren teach claim 1(a)

60

Pet, 55

Petition

Pet, 56

MOIs = Baez’s antibody-nucleic acid conjugates

Interactors = Baez’s reporter conjugates

Notwithstanding the above, we have doubts that 
Petitioner is reasonably likely to prevail on Grounds 3 
and 4. In particular, as we understand the Petition,
Grounds 3 and 4 rest on the contention that Baez’s
antibody-nucleic acid conjugates are “molecules of
interest” … 

However, the Petition also points to these antibody-
nucleic acid conjugates as the “interactors” recited in
step (a) of claim 1 … 

To the extent the antibody-nucleic acid conjugates are 
asserted to be the molecules of interest, the Petition 
fails to clearly explain what nucleic acid moiety is then 
coupled to it to form the interactors.

DOI, 36

Board

POR, 57-59; PO Sur-Reply, 23; EX2008, ¶177 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Patent Owner’s District Court complaint maps NULISA differently 
than the Petition’s mapping of Baez 

PO Sur-Reply, 23 
61

PO Complaint Materials

EX1008, 1; PO Sur-Reply, 23 EX1008 1 PO S R l 23

Specifically, the matched antibody pairs of 
the NULISA and NULISAseq Platforms 
(shown in green and yellow in the figure 
below) are molecules of interest … 

Pet, 55

Petition

Pet, 56

MOIs = Baez’s antibody-nucleic acid conjugates

Interactors = Baez’s reporter conjugates

EX1007, ¶21; PO Sur-Reply, 23 EX1007 ¶21; PO Sur Reply 23

In general, the NULISA platform, used with 
or without its ARGO system, uses probes 
consisting of an antibody and a nucleic acid.
These form “a plurality of interactors.”

MOIs = matched antibody pairs

Interactors = antibody and a nucleic acid

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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GROUNDS 3 and 4: 
The Petition fails to demonstrate that Baez and Landegren 

teach or suggest claim 1(d)’s selecting step 

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Petitioner relies exclusively on Baez column 17 for meeting claim 1(d)’s “selecting” step

POR, 60

Pet, 60

Petition EX1003, 16:65-67

EX1003, 17:23-32

EX1003, 17:52-59

Baez

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Baez expressly defines ASAs as a nucleic acid product

POR, 60-61; PO Sur-Reply, 24-25; EX2008, ¶¶183-185 

Baez

EX1003, 9:27-31; PO Sur-Reply, 24

EX1001, 9:35-37; POR, 21

’848 Patent

EX1001, 9:33-34; POR, 21

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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The Petition and Reply erroneously conflate ASAs in Baez with CRCs of the ’848 patent

POR, 60-61; PO Sur-Reply 24-25; EX2008, ¶¶183-185 

Pet, 60

Petition

Reply, 27

Reply

Dr. Nelson (reply declaration)

EX1051, ¶100; PO Sur-Reply 25

Pet 60

Thus, selecting the CRCs includes Baez’s 
isolating CRCs (ASAs in Baez) comprising a 
biotin label using immobilized streptavidin.

EX1051 ¶100 PO Sur Reply 25

To be clear, the ASA in Baez includes the
complex containing two antibodies connected 
via the ligation of their respective nucleic acid 
labels, as shown in Figure 4 of Baez.

[T]he ASA … is the complex with the two
antibodies connected via ligation of their 
nucleic acid labels, shown in Baez Figure 4….

Reply, 26

Baez discloses selecting CRCs (Baez’s ASAs)
through affinity purification….

Reply, 27

Reply 27

[O]nly after the CRC (ASA in Baez) is 
selected is the nucleic acid portion subjected to 
analysis.

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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The Reply erroneously conflates ASAs in Baez with CRCs of the ’848 patent

POR, 60-61; PO Sur-Reply 24-25; EX2008, ¶¶183-185 

Reply, 26

Replyp y
[T]he ASA (circled) is the complex with the
two antibodies connected via ligation of their 
nucleic acid labels, shown in Baez Figure 4:

Reply, 26

Reply

Baez’s ASA’s contain both a MOI (antibody)
and a NAM (DNA label) for each interactor.

Dr. Nelson (reply declaration)

EX1051, ¶101 

But see, Baez:

EX1003, 9:27-31; PO Sur-Reply, 24003 9 2 3 O S l 2

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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GROUNDS 3 and 4:
The Petition fails to demonstrate that Baez and Landegren 

teach or suggest claim 1(e)’s analysis step

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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POR, 61-62; PO Sur-Reply 25-26; EX2008, ¶186-187

EX1001, claim 1; POR, 6-7

’848 Patent

EX2008, 187; POR, 62

Dr. Pentelute

No associated oligonucleotides from the CRCs selected in step (d) can be analyzed in step (e)

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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The Petition fails to demonstrate that Baez teaches claim 1(e)’s analysis step

POR, 62-63; PO Sur-Reply 25-26; EX2008, ¶¶188-191

[D]etecting the identification sequence elements 
includes amplifying the ASA with PCR and 
subsequent detection as taught in Baez.

Petition

Pet., 61

[W]hen the ligation product is detected and 
analyzed (step (e)), the nucleic acid includes the 
two identification sequence elements  
(Landegren’s tags).

Reply

Reply, 27

EX1003, 5:26-29

Baez

EX1003, Fig. 5

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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GROUNDS 3 and 4:
The Petition fails to demonstrate that a POSA would have been motivated to combine 

Baez and Landegren (and Freskgard) with a reasonable expectation of success

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Baez purports to provide an assay with reduced background and 
the ability to screen multiple analytes

POR, 63-62; PO Sur-Reply 26-27; EX2008, ¶¶192-196

Baez

EX1003, 3:25-30; POR, 64

EX1003, 13:18-20; POR, 64

[A] POSA would be motived to create an assay
with reduced background signal and the ability 
to screen multiple analytes in a timely manner.

Petition

Pet., 53

EX1003, 5:33-34; PO Sur-Reply, 27

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Petitioner fails to demonstrate that a POSA would have been motivated to combine Baez and 
Landegren (Ground 3) and Freskgard (Ground 4) with a reasonable expectation of success

PO Sur-Reply, 27

“[O]bviousness concerns whether a skilled artisan not 
only could have made but would have been 
motivated to make the combinations or modifications 
of prior art to arrive at the claimed invention.”

Personal Web Techs., LLC v. Apple, Inc., 848 F.3d 987, 994 (Fed. Cir. 2017); PO Sur-Reply, 27

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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