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’981 Patent: Claim 1

EX1001 (’981 Patent) at Claim 1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 6)



Parse 3

’981 Patent: Claim 1

EX1001 (’981 Patent) at Claim 1
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 25)
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Specification: Alleged Invention Is “Reflex Method”

EX1001 (’981 Patent) at 12:52-56DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 20)
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Specification: Alleged Invention Is “Reflex Method”

EX1001 (’981 Patent) at 1:49-61DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 1)
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“Reflex” Method: Mentioned Over 250 Times

EX1001 (’981 Patent) at Fig. 1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
(’981 Petition at 20)
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Dr Quackenbush: Does Not Know If Claims Cover “Reflex” 
Method

John 
Quackenbush

Q. Do you know whether the reflex method as described in the 
'981 patent embodies the claims in the '981 patent?

A. So I don't believe Dr. Cooper offers opinions about whether or 
not the reflex method is embodied in the claims of the '981 
patent. The figure legend says that this is, I believe, an 
exemplary embodiment, but I haven't performed the analysis, 
and I'm not prepared to offer an opinion.

10X’s Expert 

EX1057 (Quackenbush Depo) at 99:11-101:13DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Specification: Tagging Is Not The Invention

EX1001 (’981 Patent) at 1:26-29DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 2)
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Specification: Tagging Is Prior Art

EX1001 (’981 Patent) 15:20-29DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 15)
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Specification: Tagging Is Prior Art

EX1001 (’981 Patent) 6:56-64DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 16)
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Disputed Claims In Becton-Dickinson Case Included Dual 
Tagging And Single Cell

EX1053 (’659 Patent) at Claim 13DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 13)

dual tags

single cell
attaching to molecules 
from single cell
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PO’s Position: Tagging Is “Conventional”

EX1016 (BD v. 10X MTD) at 17DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 2)

10x’s Brief From Becton-Dickinson Case
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PO’s Position: Tagging Is “As Old As The Scientific Method”

EX1016 (BD v. 10X MTD) at 4-5DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 1)

10x’s Brief From Becton-Dickinson Case
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PO’s Position: Tagging Is “Long-Practiced”

EX1016 (BD v. 10X MTD) at 16DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 2)

10x’s Brief From Becton-Dickinson Case
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PO’s Position: Attaching, Amplifying, Detection Were 
“Well-Known” And “Conventional”

EX1016 (BD v. 10X MTD) at 10DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 16)

10x’s Brief From Becton-Dickinson Case
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Disputed Claims In Becton-Dickinson Case Included Dual 
Tagging And Single Cell

EX1053 (’659 Patent) at Claim 13DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 13)

dual tags

single cell
attaching to molecules 
from single cell



Parse 17

Disputed Claims In Becton-Dickinson Case Included Dual 
Tagging And Single Cell

EX1053 (’659 Patent) at Claim 19DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 13)
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PO’s Position: Becton-Dickinson Claims Not “Inventive”

EX1016 (BD v. 10X MTD) at 17DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 2)

10x’s Brief From Becton-Dickinson Case
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PO’s Position: Two Tags Was Conventional

EX1016 (BD v. 10X MTD) at 11DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 14)

10x’s Brief From Becton-Dickinson Case
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File History: Linnarsson Teaches Everything But Dual Tag

EX1005 (’981 Patent File History) at 238DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 18)
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McCloskey: Teaches Dual Tagging

EX1004 (McCloskey et al.) at Fig. 1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 31)
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Dr. Quackenbush: No Objective Indicia Evidence

John 
Quackenbush

Q. If you turn to paragraph 19 of your report. Do you have 
that in front of you? 

A. I do, yes. 
Q. And in terms of the fourth factor, objective indicia, what 

did you do to investigate whether there was objective 
indicia supporting your position?

A. So to the best of my recollection, I didn't offer any 
opinions on objective indicia. I don't believe Dr. Cooper 
provided any arguments regarding that.10X’s Expert 

EX1057 (Quackenbush Depo) at 15:10-25DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Objective Indicia Evidence

John 
Quackenbush

Q. What did you do to investigate whether there were 
objective indicia supporting your position?

A. So I believe I answered that question to the best of my 
ability – or to the best of my recollection. I didn't provide 
any opinions here about objective indicia. I don't believe 
Dr. Cooper offered any opinions regarding objective 
indicia.

10X’s Expert 

EX1057 (Quackenbush Depo) at 16:8-17:3DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Objective Indicia Evidence

John 
Quackenbush

Q. Did you do anything to investigate whether there were 
objective indicia supporting 10x?

A. I don't believe – I think I answered the question twice. I 
don't believe I provided any opinions in my report 
regarding objective So to the best of my recollection, I 
didn't offer any opinions on objective indicia. I don't 
believe Dr. Cooper provided any arguments regarding 
that.

10X’s Expert 

EX1057 (Quackenbush Depo) at 16:8-17:3DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Opinion On Commercial Success

John 
Quackenbush

Q. Are the claimed inventions of the '981 patent 
commercially successful?

A. So I haven't done an analysis of the '918 [sic] patent. I 
don't know if 10x claims they're practicing the invention 
of the '918 [sic] patent. I didn't provide an opinion about 
that, and I'm not prepared to offer an opinion today.

10X’s Expert 

EX1057 (Quackenbush Depo) at 20:25-22:15DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Opinion On Unexpected Results

John 
Quackenbush

Q. Do the claimed inventions of the patents-in-suit – can 
you identify any unexpected results offered by the 
claimed inventions of the patent – – of the '981 patent?

A. I haven't performed that analysis, and I'm not prepared 
to offer an opinion today. I haven't formed that analysis 
in the context of this matter.

10X’s Expert 

EX1057 (Quackenbush Depo) at 20:25-22:15DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Opinion On Copying

John 
Quackenbush

Q. Are you aware of any – can you identify any copying of 
the claimed inventions of the patents-in-suit?

A. Again, I have not done that analysis in the context of the 
matter we're discussing today, and I'm not prepared to 
provide an opinion.

10X’s Expert 

EX1057 (Quackenbush Depo) at 20:25-22:15DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Opinion On Praise

John 
Quackenbush

Q. Can you identify any praise by those in the field for the 
claimed inventions?

A. So I don't believe Dr. Cooper offered any opinions for 
me to respond to. I didn't do that analysis in the context 
of the matter we're discussing today, and I'm not 
prepared to offer any opinions now.

10X’s Expert 

EX1057 (Quackenbush Depo) at 20:25-22:15DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Opinion On Long-Felt Need

John 
Quackenbush

Q. Did you investigate whether there was a long-felt need
for the claimed inventions?

A. My assignment here was to respond to Dr. Cooper's 
arguments. I don't believe I did that analysis, and it 
doesn't appear in my report, so I'm not prepared to offer 
an opinion today.

10X’s Expert 

EX1057 (Quackenbush Depo) at 23:1-8DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Opinion On Teaching Away

John 
Quackenbush

Q. Do you have an opinion here one way or the other 
whether there is teaching away as an objective indicia 
of nonobviousness? 

A. I don't recall rendering such an opinion. If you can point 
me to places in my report where I offered such an 
opinion, I'd be happy to refresh my memory.

10X’s Expert 

EX1057 (Quackenbush Depo) at 29:6-13DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Opinion On Whether ’981 Patent Is 
Inventive

John 
Quackenbush

“So I haven't done a thorough analysis of the 
inventiveness of the '981 patent.”

10X’s Expert 

EX1057 (Quackenbush Depo) at 190:3-4DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 1)
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Dr. Quackenbush: No Opinion On Whether ’981 Patent Is 
Inventive

John 
Quackenbush

Q. Are you able to describe, based on all your work on this 
matter, what you think is inventive about any of the 
claims in the '981 patent? Let's say someone wanted to 
know and asked you.

A. I haven’t performed that analysis, so I would be hesitant 
to render an opinion today since it's outside the scope of 
my report.

10X’s Expert 

EX1057 (Quackenbush Depo) at 203:22-204:5DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 1)
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Topics For Argument

• Construction of “sequencing the tagged polynucleotides”
• Linnarsson and McCloskey combination

• Patent Owner’s numerosity of tags argument fails
• Patent Owner’s fragmentation and capture argument fails

Ground 1Ground 1

Ground 2: LigationGround 2: Ligation

Whether McCloskey is prior artWhether McCloskey is prior art

Whether Linnarsson and McCloskey are analogous artWhether Linnarsson and McCloskey are analogous art

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Topics For Argument

• Construction of “sequencing the tagged polynucleotides”
• Linnarsson and McCloskey combination

• Patent Owner’s numerosity of tags argument fails
• Patent Owner’s fragmentation and capture argument fails

Ground 1Ground 1

Ground 2: LigationGround 2: Ligation

Whether McCloskey is prior artWhether McCloskey is prior art

Whether Linnarsson and McCloskey are analogous artWhether Linnarsson and McCloskey are analogous art

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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PO’s IPR Position: Claims Require Sequencing “Entirety” 
Of Tagged Polynucleotides

POR at 24DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 3)

PO’s Response
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Dr. Quackenbush: Claims Require Sequencing “Entirety” 
Of Tagged Polynucleotides

John 
Quackenbush
10X’s Expert 

EX2013 (Quackenbush Decl.) ¶ 54DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

Dr. Quackenbush’s IPR Declaration
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Specification: Negates PO’s Interpretation

EX1001 (’981 Patent) at 23:3-8DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 4)
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Dr. Quackenbush: Originally No Opinion On Whether 
Sequencing Of “Entire” Polynucleotides Is Required

John 
Quackenbush

Q. Answering as directly as you can, is the sequence in the 
tagged polynucleotide in Step 1D, does that have to be 
the entire sequence of the sample polynucleotide from 
1B?

A. So I'm not sure about the context of your use of the 
word "sequence.“  I haven't performed that analysis, and 
I'm not prepared to offer an opinion today.

10X’s Expert 

EX1057 (Quackenbush Depo) at 78:15-24DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 5)
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Dr. Quackenbush: Originally No Opinion On Whether 
Sequencing Of “Entire” Polynucleotides Is Required

John 
Quackenbush

Q. [D]o you have an opinion one way or the other whether that has to be 
the entire sequence of the sample polynucleotide from Step 1B? If 
you're using PCR?

A. The tagged polynucleotide is – the tagged polynucleotide has its own 
sequence. So I believe you may be confused about the fact that 
sequence refers to the actual physical structure of the molecule.  It 
might also refer to sequence determined from that molecule. The 
answer to your question would depend on the context in which it's 
used. Beyond reading the literal language here, I'm not prepared to 
render an opinion as to the scope of what that comprising term means 
in the context of claim 1 of the '981 patent and the deposition we're 
conducting today.

10X’s Expert 

EX1057 (Quackenbush Depo) at 77:17-79:11DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Analysis Of Claim Scope

John 
Quackenbush

“I haven't performed an analysis of the scope of 
the claims of the '981 patent for the – within the 
context of my declaration and deposition today, 
and so I'm not prepared to render an opinion.”

10X’s Expert 

EX1057 (Quackenbush Depo) at 75:3-7DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Analysis Of Claim Scope 

John 
Quackenbush

Q. Based on your analysis of Dr. Cooper's declaration, have 
you identified any terms that warrant claim 
construction?

A. So I didn't perform a thorough analysis with regard to 
claim construction. My opinions are laid out in the 
section of my report we referred to earlier, which I 
believe appears on claim 31. Beyond that, I don't have 
any further opinions to offer.

10X’s Expert 

EX1057 (Quackenbush Depo) at 132:21-133:10DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: No Full Analysis Of ’981 Patent And 
What Is Disclosed

John 
Quackenbush

Q. When the tag nucleotides are being generated in Step 
1C, can that be done using PCR? 

A. So I haven't – in the context of preparing this report, I 
haven't done a full analysis of the '981 patent and 
what's disclosed in the specification. I was responding 
to Dr. Cooper's arguments about obviousness.  And so 
I'm not prepared today to render an opinion about all the 
different ways that sample polynucleotide – that tagged 
polynucleotides can be prepared10X’s Expert 

EX1057 (Quackenbush Depo) at 73:6-74:8DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush’s New District Court Opinion: Claims Do 
Not Require Sequencing Entire Tagged Polynucleotides 

John 
Quackenbush
10X’s Expert 

EX1067 (Quackenbush D. Ct Report) ¶ 161  DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
(Paper 36 at 1) 

Dr. Quackenbush’s District Court Report
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PO’s Allegation: Petitioner Relied On Sequencing “Entire” 
Polynucleotide

PO Sur-reply at 8-9DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

PO’s Sur-Reply
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Petition: Did Not Rely On Sequencing “Entire” 
Polynucleotides

’981 Petition at 57DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 57)

Page 57 Of The Petition
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PO’s IPR Position: Cited Evidence Does Not “Provide 
Details” Or “Specify What Is Sequenced”

POR at 24DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 3)

PO’s Response
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Dr. Quackenbush: Dr. Cooper Did Not Opine On Whether 
Entire Sample Polynucleotide Must Be Sequenced

John 
Quackenbush

Q. Do you have an opinion as to whether the sequencing  
of plurality of tagged polynucleotides requires 
sequencing of the entire sequence of the tagged 
polynucleotide? Is that a claim construction issue that 
you evaluated?

A. So I don't believe Dr. Cooper has offered any opinions, 
so I haven't done that analysis, and I'm not prepared to 
offer testimony regarding it today.

10X’s Expert 

EX1057 (Quackenbush Depo) at 172:9-173:20DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)



Parse 48

Dr. Quackenbush: Dr. Cooper Did Not Opine On Whether 
Entire Sample Polynucleotide Must Be Sequenced

John 
Quackenbush

Q. Does that require, in terms of your understanding of the 
claim, that the entire sequence of the sample 
polynucleotide is included in the tagged polynucleotide?

A. So I haven't done that analysis. I don't believe Dr. 
Cooper offered any opinions regarding that that I was 
required to respond to, and so I'm not prepared to offer 
an opinion about that sitting here today.

10X’s Expert 

EX1057 (Quackenbush Depo) at 172:9-173:20DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Topics For Argument

• Construction of “sequencing the tagged polynucleotides”
• Linnarsson and McCloskey combination

• Patent Owner’s numerosity of tags argument fails
• Patent Owner’s fragmentation and capture argument fails

Ground 1Ground 1

Ground 2: LigationGround 2: Ligation

Whether McCloskey is prior artWhether McCloskey is prior art

Whether Linnarsson and McCloskey are analogous artWhether Linnarsson and McCloskey are analogous art

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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McCloskey: Teaches Dual Tagging

EX1004 (McCloskey et al.) at 2DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 30)
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McCloskey: Teaches Dual Tagging

EX1004 (McCloskey et al.) at Fig. 1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 31)
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The Theory Of The Petition Is Clear

’981 Petition at 4DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 8)

The Petition
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The Theory Of The Petition Is Clear

’981 Petition at 51DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 9)

The Petition
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McCloskey: Barcode Is Used To Distinguish “Redundant 
Sequences”

EX1004 (McCloskey et al.) at 6DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 33)
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McCloskey: Barcodes Enable Counting

EX1004 (McCloskey et al.) at 6DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 33)
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McCloskey: Barcodes Useful For “Single Cell” Analysis

EX1004 (McCloskey et al.) at 1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 9)
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Dr. Quackenbush: Batch Stamp Distinguishes 
Polynucleotides From Different Cell Samples

John 
Quackenbush
10X’s Expert 

EX2013 (Quackenbush Decl.) ¶ 66DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 10)
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Dr. Cooper: POSA Would Improve Linnarsson Using 
McCloskey’s Barcodes

EX1002 (Cooper Decl.) ¶ 188  DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

Gregory Cooper
Parse’s Expert 
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Dr. Cooper: POSA Would Improve Linnarsson Using 
McCloskey’s Barcodes

EX1002 (Cooper Decl.) ¶ 191 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

Gregory Cooper
Parse’s Expert 
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Dr. Quackenbush: No Response On Motivation To 
Combine

John 
Quackenbush

Q. Would a user of the Linnarsson process benefit from 
the advantages promoted by McCloskey of the 
barcodes that are disclosed in McCloskey of identifying 
redundant sequences?

A. So I'm not sure what you're asking me. I'm not sure that 
Dr. Cooper presented an analysis of advantages and so 
I haven't performed that analysis. I'm not prepared to 
offer an opinion today.

10X’s Expert 

EX1057 (Quackenbush Depo) at 173:22-174:6DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Topics For Argument

• Construction of “sequencing the tagged polynucleotides”
• Linnarsson and McCloskey combination

• Patent Owner’s numerosity of tags argument fails
• Patent Owner’s fragmentation and capture argument fails

Ground 1Ground 1

Ground 2: LigationGround 2: Ligation

Whether McCloskey is prior artWhether McCloskey is prior art

Whether Linnarsson and McCloskey are analogous artWhether Linnarsson and McCloskey are analogous art

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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PO’s Position: McCloskey Does Not Have Enough 
Barcodes

Patent Owner’s Response at 33DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 11)

PO’s Response
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’981 Patent, Claim 1: Requires Tagging “Sample 
Polynucleotides”

EX1001 (’981 Patent) at Claim 1
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 25)
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PO’s District Court Position: Not All Molecules In A Cell 
Must Be Tagged

EX1058 (Joint CC Br) at 24DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 12)

PO’s District Court Brief
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District Court’s Construction: Not All Sequences Must Be 
Tagged

EX1066 (Opinion re CC) at 18 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

District Court’s Claim Construction Opinion
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PO’s Argument: Based On Mammalian Cells

Patent Owner’s Response at 34DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 11)

PO’s Response
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Dr. Quackenbush: Does Not Know If Claims Require 
Mammalian Cells

John 
Quackenbush

Q. Do you understand that the '981 claims are limited to 
mammalian sources?

A. I haven't performed such an analysis. I don't believe Dr. 
Cooper offers any such opinions, and so it's beyond the 
scope of what I'm prepared to testify about today.

10X’s Expert 

EX1057 (Quackenbush Depo) at 130:7-132:11DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Linnarsson: Not Limited Mammalian Cells

EX1003 (WO2010/11762) at 13:14-16DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 11)
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Dr. Quackenbush: Linnarsson Could Be Applied To Yeast 
Cells

John 
Quackenbush

Q. In terms of Linnarsson, is it your understanding that Linnarsson can 
only be used with mammalian sources?

A. So I don't believe Dr. Cooper offers any interpretation of Linnarsson 
saying that Linnarsson can only be used for mammalian sources. I 
don't believe I offered any opinions about the limitations of the 
application of Linnarsson beyond mammalian sources. However, 
Linnarsson's CDS, cDNA synthesis primer has an oligo(dT) 
component.ꞏ And to the best of my recollection, all eukaryotic mRNAs 
are polyadenylated. So, for example, Linnarsson's application or 
Linnarsson's method could, sitting here today speculating, could be 
applied to analysis of single yeast cells or other eukaryotic cells.10X’s Expert 

EX1057 (Quackenbush Depo) at 130:7-132:11DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: Linnarsson Can Be Applied To Yeast 
Cells

John 
Quackenbush

Q. Would you have known in 2009 how to adapt the 
Linnarsson method to single yeast cells?

A. So I haven't fully done that analysis, but if yeast cells, if 
– and I believe they are; I believe the mRNA is 
polyadenylated. I could imagine using it for yeast cells.
But, again, I haven't fully thought through all the 
implications, and so I haven't thought about what one 
would want to do in 2009, other than analyzing the 
methods presented here in Linnarsson in the context of 
Dr. Cooper's arguments. 

10X’s Expert 

EX1057 (Quackenbush Depo) at 130:7-132:11DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Cooper: Bacteria Have Only About 1,380 mRNA 
Molecules

Gregory Cooper 
Parse’s Expert 

EX1059 (Cooper Decl. ISO Petitioners Reply) at ¶ 87 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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The Literature: Bacteria Use PolyA Tails

EX2104 (Sarkar) at 1 
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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The Literature: Bacteria Use PolyA Tails

EX2105 (Slomovic et al.) at 3DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Dr. Cooper: Bacteria Use Poly A Tails

Gregory Cooper 

Q. Do you agree that only eukaryotic organisms ordinarily 
have mRNA with a poly-A tail?

A. I don't think that's true. I think there are evidence of 
polyadenylation in some prokaryotic organisms. I don't 
think it's used in quite the same way or has the same 
mes- -- same functionality. But I actually think there are 
examples of poly-A-tailed mRNAs in bacteria.

Parse’s Expert 

EX2020 (Cooper Depo) at 64:16-65:1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Dr. Cooper: Bacteria Use Poly A Tails

Gregory Cooper 

Q. Would you agree that mRNA polyadenylation is absent in 
prokaryotic mRNAs except in transcripts bound for 
degradation?

A. No, I'm not comfortable saying that one way or the other. Again, 
my understanding is that some bacteria have poly-A-tailed 
mRNAs at their ends.

***
Q. So you didn't consider whether bacteria have a poly-A tail?
A. No. I believe there are some mRNAs in bacteria that have a 

poly-A tail.

Parse’s Expert 

EX2020 (Cooper Depo) at 65:8-14, 69:21-70:2 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Parse 76

PO’s Position: Petitioner And Its Expert Rely Upon 
Mammalian Cells

PO’s Resp at 2DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(PO’s Resp at 2)



Parse 77

McCloskey: Provides General Disclosure Regarding 
Number Of Nucleotides Needed

EX1004 at 1004.0004DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
(Petitioner Reply at 13)



Parse 78

Dr. Cooper: McCloskey’s Disclosure Is General

Gregory Cooper 
Parse’s Expert 

EX1059 (Cooper Decl. ISO Petitioner’s Reply) ¶ 84DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
(Petitioner Reply at 13 )



Parse 79

Dr. Cooper: Using More Nucleotides Would Have Been 
Obvious

Gregory Cooper 
Parse’s Expert 

EX1059 (Cooper Decl. ISO Petitioner’s Reply) ¶ 85 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
Reply at 13 



Parse 80

Dr. Cooper: Using More Nucleotides Would Have Been 
Obvious

Gregory Cooper 
Parse’s Expert 

EX2011 ¶ 257 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
(POR at 34 )



Parse 81

PO’s Position: McCloskey Is Just A “Less-Detailed” 
Version Of US20070020640

PO’s Prelim Resp at 2DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(PO’s Prelim Resp at 2)



Parse 82

Topics For Argument

• Construction of “sequencing the tagged polynucleotides”
• Linnarsson and McCloskey combination

• Patent Owner’s numerosity of tags argument fails
• Patent Owner’s fragmentation and capture argument fails

Ground 1Ground 1

Ground 2: LigationGround 2: Ligation

Whether McCloskey is prior artWhether McCloskey is prior art

Whether Linnarsson and McCloskey are analogous artWhether Linnarsson and McCloskey are analogous art

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Parse 83

PO’s Position: Figure 11 Is Incompatible With McCloskey

POR at 55DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(POR at 55)



Parse 84

Linnarsson Figure 11: Uses Biotin And Restriction Enzyme

EX1003 (WO2010/11762) at Fig. 11DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 5)



Parse 85

Dr. Quackenbush: Does Not Know If Linnarsson Requires 
Fragmentation

John 
Quackenbush

Q. Do you have an opinion one way or the other as to 
whether Linnarsson requires fragmentation for the 
creation of cDNA libraries using his tagging methods?

A. So I haven't done that analysis. If I look at Figure 11 and 
Examples 1 and 2, which are the examples presented, 
Linnarsson's method uses this fragmentation step using 
DNAs and this is consistent with his definition of the 
term "cDNA libraries" which appears on page 12.

10X’s Expert 

EX1057 (Quackenbush Depo) at 154:1-10DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)



Parse 86

Linnarsson: Steps of Figure 11 Are “Optionally Used”

EX1003 (WO2010/11762) at 5:28-29DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 5)



Parse 87

Linnarsson: Disclosure Is General

EX1003 (WO2010/11762) at 19:4-11DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 7)



Parse 88

Dr. Quackenbush: No Explanation For Why CDS Is Tagged

John 
Quackenbush

Q. So why would the CDS be tagged if it was never – if it 
was attached to a streptavidin and it never cut for 
sequencing?

A. So I haven't done that analysis. Dr. Cooper makes 
statements about either the CDS or TSO including a 
tag, but Dr. Cooper doesn't provide an analysis as to 
how the TSO tag would be read given his description of 
Linnarsson And his assertion that Linnarsson, as he 
describes it, represents invalidating prior art.10X’s Expert 

EX1057 (Quackenbush Depo) at 151:18-152:2DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2, 8)



Parse 89

Dr. Quackenbush: No Explanation For Why CDS Is Tagged

John 
Quackenbush

Q. And why would there be a cell tag if it was never going 
to be sequenced?

A. So Dr. Cooper doesn't provide any arguments as to how 
one would modify what's presented in Linnarsson to 
sequence that. I can speculate about ways in which it 
might be done. But to the extent that Dr. Cooper doesn't 
provide such an argument, I don't have anything to 
respond to.

10X’s Expert 

EX1057 (Quackenbush Depo) at 152:22-153:5DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 8)



Parse 90

Linnarsson: Disclosure Is General

EX1003 (WO2010/11762) at 3:25-4:2DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 25)



Parse 91

Dr. Quackenbush: Did Not Analyze Full Breadth Of 
Linnarsson’s Disclosure 

John 
Quackenbush

Q. And did you – when you reviewed Linnarsson, did you 
have any reaction at all to the fact that he described his 
method for generating a cDNA library not to include 
fragmenting or the use of biotin?

A. I didn't do that kind of detailed analysis because it 
wasn't required to respond to Dr. Cooper's arguments 
about obviousness.

10X’s Expert 

EX1057 (Quackenbush Depo) at 166:17-167:3DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 7)



Parse 92

Linnarsson Figure 3: No Biotin Or Restriction Enzyme

EX1003 (WO2010/11762) at Fig. 3DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 93

Linnarsson Figure 4: No Biotin Or Restriction Enzyme

EX1003 (WO2010/11762) at Fig. 4DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6, 7)



Parse 94

Dr. Cooper: Repeatedly Cited Figure 3

EX1002 (Cooper Decl) ¶ 114 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 95

Dr. Cooper: POSA Would Know To Use More Barcodes If 
Needed

Gregory Cooper 
Parse’s Expert 

EX1002 (Cooper Decl) ¶ 114
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 96

Dr. Cooper: Repeatedly Cited Figure 3

EX1002 (Cooper Decl) ¶ 144 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 97

Dr. Cooper: Repeatedly Cited Figure 3

Gregory Cooper 
Parse’s Expert 

EX1002 (Cooper Decl) ¶ 114, 114DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 98

Dr. Cooper: Repeatedly Cited Figure 3

EX1002 (Cooper Decl) ¶ 163 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 99

Dr. Cooper: Repeatedly Cited Figure 3

Gregory Cooper 
Parse’s Expert 

EX1002 (Cooper Decl) ¶¶ 
114, 144, 163DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

(Petitioner’s Resp to POR at 6)



Parse 100

Dr. Cooper: Repeatedly Cited Figure 3

EX1002 (Cooper Decl) ¶ 232 
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 101

Dr. Cooper: Repeatedly Cited Figure 3

EX1002 (Cooper Decl) ¶¶ 114, 144, 163, 232

Gregory Cooper 
Parse’s Expert 



Parse 102

Dr. Cooper: Repeatedly Cited Figure 4

EX1002 (Cooper Decl) ¶ 112 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 103

Dr. Cooper: Repeatedly Cited Figure 4

Gregory Cooper 
Parse’s Expert 

EX1002 (Cooper Decl) ¶ 112DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 104

Dr. Cooper: Repeatedly Cited Figure 4

EX1002 (Cooper Decl) ¶ 141 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 105

Dr. Cooper: Repeatedly Cited Figure 4

Gregory Cooper 
Parse’s Expert 

EX1002 (Cooper Decl) ¶ 112DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 106

Dr. Cooper: Repeatedly Cited Figure 4

EX1002 (Cooper Decl) ¶ 165 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 107

Dr. Cooper: Repeatedly Cited Figure 4

Gregory Cooper 
Parse’s Expert 

EX1002 
(Cooper Decl) ¶¶ 112, 

141, 165, 232 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 108

Dr. Cooper: Repeatedly Cited Figure 4

EX1002 (Cooper Decl) ¶ 232 
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 109

Dr. Cooper: Repeatedly Cited Figure 4

EX1002 (Cooper Decl) ¶¶ 112, 141, 165, 232 

Gregory Cooper 
Parse’s Expert 



Parse 111

Dr. Quackenbush: Ignores Dr. Cooper’s Opinions And Full 
Scope Of Linnarsson

John 
Quackenbush

Q. I'm just asking, did you understand that Figure 11 is just 
one embodiment of the inventions of the Linnarsson 
patent document?

A. Dr. Cooper doesn't discuss any other embodiments and 
so I had nothing else to respond to.

Q. But you do understand that it's one embodiment?
A. I haven't done an analysis of all of the patent to the 

extent that I've looked at all the possible embodiments.
Linnarsson may or may not describe it that way.10X’s Expert 

EX1057 (Quackenbush Depo) at 166:17-167:3DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 7)



Parse 112

Dr. Quackenbush: Ignored Figure 4

John 
Quackenbush

“So you are absolutely correct, I didn't cite to 
Figure 4.”

10X’s Expert 

EX1057 (Quackenbush Depo) at 170:17-18DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 113

Dr. Quackenbush: Ignored Figure 4

John 
Quackenbush

Q. How come you never addressed Figure 4?
A. So I don't explicitly call out Figure 4 in my analysis, but I 

do talk about some of Dr. Cooper's suggestions that 
Linnarsson's method as presented in Figure 11 in the 
examples could be modified.

10X’s Expert 

EX1057 (Quackenbush Depo) at 157:5-12DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 114

Dr. Quackenbush: No Biotin In Figures 3 and 4

John 
Quackenbush

Q. Do you have any understanding why there's no 
identification of biotin in Figures 3 and 4?

A. Again, I can't comment on why Dr. Linnarsson made 
certain choices in preparing his figures. I have no way 
of knowing.

10X’s Expert 

EX1057 (Quackenbush Depo) at 139:24-140:14DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 6)



Parse 115

PO’s Position: Figures 3 and 4 Include A Restriction 
Enzyme Sequence

PO’s Sur-reply at 10DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

PO’s Sur-Reply



Parse 116

PO Points To BtsI Enzyme

EX2101 (Guan) at 1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Mtn to Exc at 5)



Parse 117

Linnarsson Uses BtsCI

EX1003 (WO2010/11762) at 5:28-6:12DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 5)



Parse 118

Linnarsson Uses BtsCI

EX1003 (WO2010/11762) at 27:7-8DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
(Petitioner’s Mtn to Exc at 6)



Parse 119

Linnarsson Uses BtsCI

EX1003 (WO2010/11762) at 35:28-31DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Mtn to Exc at 6)



Parse 120

Dr. Cooper: BtsI Is Never Used In Linnarsson

Gregory Cooper 

Q. I'm asking whether it would surprise you to know that 
GCAGTG is a restriction enzyme cut site for BtsI?

A. I'd have to do the details on that. It's – it could be a cut site for 
a different enzyme than that which is disclosed in Linnarsson. 

* * *
Q. So if that’s a restriction enzyme cut site for BtsI, it's in both 

Figures 3 and 4, correct?
A. That stretch of nucleotide is there, yes. And, again, we're 

referring to an enzyme that Linnarsson doesn't elsewhere 
refer to.

Parse’s Expert 

EX2020 (Cooper Depo) at 150:14-151:1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
(Paper 34 at 5)



Parse 121

Linnarsson: Claims Are General

EX1003 (WO2010/11762) at Claim 1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 25)

￭ No biotin
￭ No restriction enzyme
￭ No capture
￭ No fragmentation



Parse 122

Dr. Quackenbush: No Explanation For Claim 1

John 
Quackenbush

Q. So did you review claim 1 when you reviewed Linnarsson?
A. I reviewed it, but I didn't review it in great enough detail to 

answer your question, because Dr. Cooper didn't provide any 
opinions that I was required – that required a response.

Q. Okay. But you can see in claim 1, there's no reference to 
fragmentation, correct; there's no fragmenting step?

A. I haven't read all of claim 1, and I haven't read it in the context 
of the written description to fully understand what Linnarsson is 
claiming. And I don't believe Dr. Cooper offered any analysis 
and so I'm not prepared to offer an opinion today as to what it 
encompasses.

10X’s Expert 

EX1057 (Quackenbush Depo) at 149:10-151:2 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)



Parse 123

Dr. Quackenbush: No Explanation For Claim 1

John 
Quackenbush

Q. In Linnarsson, the cDNA library is generated according to the 
method of claim 1 without any fragmentation or use of biotin, 
correct?

A. So I don't believe Dr. Cooper provides an analysis of claim 1 
in his report. I haven't included an analysis -- consequently, I 
have not included an analysis of each step of claim 1 or each 
step of the claimed invention in my report. And so I haven't 
performed a sufficient analysis to be able to tell you exactly 
what is encompassed in the scope of claim 1 as presented in 
Linnarsson.10X’s Expert 

EX1057 (Quackenbush Depo) at 149:10-151:2 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)



Parse 124

Dr. Quackenbush: Will Not Say Whether Claim 1 Requires 
Fragmentation

John 
Quackenbush

Q. Okay. So you're saying you can't answer the question whether 
there's a fragmentation step in claim 1 of Linnarsson?

A. I haven't analyzed claim 1 to the extent where I would feel 
confident offering an informed opinion sitting here today.

Q. All right. And you understand that the claims of the Linnarsson 
patent are part of the disclosure of the patent application?

A. I believe that's correct, yes.

10X’s Expert 

EX1057 (Quackenbush Depo) at 149:10-151:2 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)



Parse 125

Dr. Quackenbush: Will Not Say Whether Claim 1 Uses 
Biotin

John 
Quackenbush

Q. And then in terms of – can you see that there's no 
attachment using biotin in Claim 1?

A. Again, I haven't done that analysis and I believe if Dr. 
Cooper felt it was important to single out claim 1, he 
would have done that in his declaration. And I didn't see 
anything in his declaration making that argument, and so 
I'm not in a position to render an opinion because I have 
nothing to respond to.

10X’s Expert 

EX1057 (Quackenbush Depo) at 149:10-151:2 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)



Parse 126

Linnarsson Claims 26-27: Methods Not Limited To 
Fragmentation

EX1003 (WO2010/11762) at Claim 26DEMONSTRATIVE EXHIBIT – NOT EVIDENCE (Petitioner’s 
Resp to POR at 6; Petitioner’s Resp to POR at 25)



Parse 127

Dr. Quackenbush: No Explanation For Claims 26-27

John 
Quackenbush

Q. How does – what does claim 26 – excuse me, claim 27, 
which states – for Linnarsson claim 27 where it adds 
fragmenting the cDNA library. Do you see that?

A. Yes, I do. 
Q. What does that add to the claim 1?
A. Dr. Cooper didn't present an analysis of the claims of 

Linnarsson in the context of representing invalidating 
prior art, and so I haven't done that analysis because I 
didn't have to do it to respond to Dr. Cooper.  10X’s Expert 

EX1057 (Quackenbush Depo) at 164:15-165:9DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2, 7)



Parse 128

Law: Bodily Incorporation Not Required For Obviousness

In re Keller, 642 F.2d 413, 425 (C.C.P.A. 1981)

The “test for obviousness is not whether the features of a 
secondary reference may be bodily incorporated into the 
structure of the primary reference.” 



Parse 129

Dr. Cooper: A POSA Would Be Able To Modify Figure 11

EX1059 (Cooper Decl.) ¶¶ 109-12DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 23)

Gregory Cooper 
Parse’s Expert 



Parse 130

Dr. Cooper: A POSA Would Be Able To Modify Figure 11

EX1059 (Cooper Decl.) ¶¶ 109-112DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 23)

Gregory Cooper 
Parse’s Expert 



Parse 131

Topics For Argument

• Construction of “sequencing the tagged polynucleotides”
• Linnarsson and McCloskey combination

• Patent Owner’s numerosity of tags argument fails
• Patent Owner’s fragmentation and capture argument fails

Ground 1Ground 1

Ground 2: LigationGround 2: Ligation

Whether McCloskey is prior artWhether McCloskey is prior art

Whether Linnarsson and McCloskey are analogous artWhether Linnarsson and McCloskey are analogous art

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Parse 132

’981 Patent: Claim 5

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE EX1001 (981’ Patent) at Claim 5



Parse 133

Dr. Quackenbush: No Opinion As To Whether Claim 5 Is 
Inventive

John 
Quackenbush

Q. Now, with respect to the dependent claim 5, do you 
contend that dependent claim 5 of the '981 patent, 
which adds using ligation to generate the tag 
polynucleotides, do you contend that that's inventive?

A. So I haven't done a thorough analysis of the 
inventiveness of the '981 patent. My assumption is 
because the patent issued, that the patent examiner 
found it to be inventive.

10X’s Expert 

EX1057 (Quackenbush Depo) at 189:21-190:18DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)



Parse 134

Specification: Ligation Is Prior Art

EX1001 (‘981 Patent) at 3:42-56
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
(Reply at 2; Petition at 67 (citing EX1002 ¶ 238))



Parse 135

Specification: Ligation Is “Conventional” Prior Art

EX1001 (981’ Patent) at 13:32-39 
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
(Reply at 2; Petition at 67 (citing EX1002 ¶ 238))



Parse 136

Law: Cannot Evade Obviousness Through Admittedly 
Conventional Technique

I/P Engine, Inc. v. AOL Inc., 576 Fed.Appx. 982, 987 (Fed. Cir. 2014)

“Given that its own patents acknowledge that using the 
original search query for filtering was a ‘conventional’ 
technique, I/P Engine cannot now evade invalidity by arguing 
that integrating the query into the filtering process was a non-
obvious departure from the prior art.”



Parse 137

Law: Cannot Evade Obviousness Through Admittedly 
Conventional Technique

McCoy v. Heal Sys., LLC, 850 Fed.Appx. 785, 789 (Fed. Cir. 2021)

“The Board did not err by accepting the specification’s own 
assertions of what is well known in the art.”



Parse 138

PO’s Position: Ligation Was Conventional 

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
(Petition at 67) 

EX1017 at 1017.012

10x’s Brief From Becton-Dickinson Case



Parse 139

Dr. Quackenbush: Ligation Was Known And Conventional

John 
Quackenbush

“I told you earlier ligation was a conventional 
technique.”

10X’s Expert 

EX1057 (Quackenbush Depo) at 188:17-18DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 19)



Parse 140

Dr. Quackenbush: Ligation Was Known And Conventional

John 
Quackenbush

“So I'm not contesting that ligation was a well-
known method of attaching oligonucleotides.”

10X’s Expert 

EX1057 (Quackenbush Depo) at 187:23-25DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 19)



Parse 141

Dr. Quackenbush: Ligation Was Known And Conventional

John 
Quackenbush

Q. And you'll agree that ligation is described in column 6 of 
the '981 patent is described as a conventional prior art 
technique?

A. So I don't think they use the term – I don't see the term 
"conventional" here. But ligation was a method that was 
well known in the art before the priority date of the '981 
patent.

10X’s Expert 

EX1057 (Quackenbush Depo) at 185:9-15DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 18)



Parse 142

Dr. Quackenbush: Ligation Was Known And Conventional

John 
Quackenbush

Q.  As of August 2009, were you familiar with the use of ligation 
for polynucleotide tagging?

A.  So as of 2009, I personally performed a number of ligation 
experiments, both what we refer to as sticky-ended and 
blunt-ended ligation.ꞏ A number of those introduced a variety 
of different tags, including sequencing tags such as 
sequencing primers. I was also familiar with ligation in the 
context of sequencing instruments like the Applied 
Biosystems SOLiD, which performed sequencing by ligation, 
as well as other applications.10X’s Expert 

EX1057 (Quackenbush Depo) at 57:12-58:1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 18)



Parse 143

Dr. Quackenbush: Ligation Was Known And Conventional

John 
Quackenbush

“So ligation is used. Ligation is a method that was 
known in the art just like PCR was known in the 
art. But it's a way of carrying out claim 1.”

10X’s Expert 

EX1057 (Quackenbush Depo) at 186:6-9DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 18)



Parse 144

Law: POSA Would Be Motivated To Use Known Options

KSR Intl. Co. v. Teleflex Inc., 550 U.S. 398, 421 (2007).

A person of ordinary skill “has good reason to pursue the 
known options within his or her technical grasp,” such that §
103 bars the patentability of obvious variations.



Parse 145

Law: POSA Would Be Motivated To Use Known Options

KSR Int’l Co. v. Teleflex, Inc., 550 U.S. 398, 421 (2007)

A “person of ordinary skill is also a person of ordinary creativity, not an 
automaton.”



Parse 146

Law: POSA Would Be Motivated To Use Known Options

I/P Engine, Inc. v. AOL Inc., 576 Fed.Appx. 982, 987 (Fed. Cir. 2014)

Reversing verdict of non-obviousness, explaining that the 
“fundamental flaw in I/P Engine’s argument is that using an 
individual user’s search query for filtering was a technique 
widely applied in the prior art.”



Parse 147

Dr. Cooper: POSA Would Be Motivated To Introduce 
McCloskey’s Second Tag To Overcome Amplification Bias

EX1059 (Cooper Decl.) ¶ 99DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 21)

Gregory Cooper 
Parse’s Expert 



Parse 148

Dr. Cooper: Only A Small Number Of Ways Exist To 
Introduce The Second Tag

EX1059 (Cooper Decl.) ¶ 99DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 21)

Gregory Cooper 
Parse’s Expert 



Parse 149

Dr. Cooper: Ligation Offers Clear Flexibility Benefit

EX1002 (Cooper Decl.) ¶ 243DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petition at 68)

Gregory Cooper 
Parse’s Expert 



Parse 150

Dr. Cooper: Ligation Offers Clear Flexibility Benefit

EX1059 (Cooper Decl.) ¶ 102DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 20)

Gregory Cooper 
Parse’s Expert 



Parse 151

Using Ligation With Linnarsson And McCloskey Would 
Have Been Obvious

￭ A POSA would have used McCloskey’s barcode with Linnarsson to avoid 
amplification bias

￭ There are only a small number of ways to introduce the barcode
￭ Ligation was routine and conventional
￭ Ligation offered clear flexibility benefit



Parse 152

Law: POSA Would Be Motivated To Use Known Options

Uber Techs., Inc. v. X One, Inc., 957 F.3d 1334, 1340 (Fed. Cir. 2020)

“[B]ecause Okubo’s terminal-side plotting and Konishi’s
server-side plotting were both well known in the art, and were 
the only two identified, predictable solutions…it would have 
been obvious to substitute server-side plotting for terminal-
side plotting in a combination of Okubo and Konishi.”



Parse 153

Law: POSA Would Be Motivated To Use Known Options

Nike, Inc. v. Adidas AG, No. 2021-1903, 2022 WL 4002668, at *8 (Fed. Cir. Sept. 1, 2022) 

Explaining that “clear motivation” to modify exists where 
modification was “slight variation that produced convenience” 
and “was common”



Parse 154

Law: POSA Would Be Motivated To Use Known Options

Almirall, LLC v. Amneal Pharms. LLC, 28 F.4th 265, 274 (Fed. Cir. 2022)

Rejecting contention that Board erroneously found motivation 
to combine where two prior art components could be 
“interchangeably used” and substitution was “routine and 
predictable” because agents were “known for use.”
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Law: POSA Would Be Motivated To Use Known Options

ACCO Brands Corp. v. Fellowes, Inc., 813 F.3d 1361, 1367 (Fed. Cir. 2016)

Explaining that where an “ordinary artisan would...be left with 
two design choices ...[e]ach of these two design choices is an 
obvious combination”
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Law: POSA Would Be Motivated To Use Known Options

Ball Aerosol & Specialty Container, Inc. v. Ltd. Brands, Inc., 555 F.3d 984, 992-93 (Fed. Cir. 2009) 

Reversing district court finding of non-obviousness based on 
alleged “conclusory statements in lieu of an explanation of a 
motivation to combine” where district court failed to take 
account of “routine steps” an inventor would employ.
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PO’s Position: Figure 11 Is Incompatible With McCloskey

POR at 55DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(POR at 55)
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Law: Bodily Incorporation Not Required For Obviousness

In re Keller, 642 F.2d 413, 425 (C.C.P.A. 1981)

The “test for obviousness is not whether the features of a 
secondary reference may be bodily incorporated into the 
structure of the primary reference.” 
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Law: POSA Is Not An “Automaton”

KSR Int’l Co. v. Teleflex, Inc., 550 U.S. 398, 421 (2007)

A “person of ordinary skill is also a person of ordinary creativity, not an 
automaton.”
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Dr. Cooper: A POSA Would Be Able To Modify Figure 11

EX1059 (Cooper Decl.) ¶¶ 109-12DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 23)

Gregory Cooper 
Parse’s Expert 
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Dr. Quackenbush: Fails To Justify PO’s Incompatibility 
Theory

John 
Quackenbush

Q. Do you have an opinion whether or not a person skilled in the 
art would be able to do that? And by "that," I mean ligate a tag 
to the CDS before placing biotin on the five prime end?

A. So biotin isn't placed on the five prime end. Biotin is 
incorporated into the five prime end in the PCR step between 
Step B and Step C in Figure 11. Dr. Cooper doesn't offer any 
alternative which would allow such ligation. And so while I can 
speculate about different ways in which it could possibly be 
carried out, I wouldn't know all the ramifications unless I 
thought about that more deeply, and so I'm not prepared to 
speculate today.

10X’s Expert 

EX1057 (Quackenbush Depo) at 175:7-176:21DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: Fails To Justify PO’s Incompatibility 
Theory

John 
Quackenbush

Q. We'll address that case as well. But right now I'm just asking you, would 
a person of skill in the art know how to adjust the process of 
Linnarsson, such that the tag could be ligated to the CDS before biotin 
is introduced to the molecule at the five prime end? Just whether it's 
within the scope of the skilled level in the art, whether you have an 
opinion on that.

A. So it's a complex question that doesn't have a "yes" or "no" answer.ꞏ Dr. 
Cooper doesn't provide an explanation for how that would be done. 
While one could speculate about different ways that it could be done, 
potentially be done, one would have to think about whether or not it 
would actually be compatible with the rest of what's disclosed in 
Linnarsson or actually prevent Linnarsson from carrying out the method 
that's proposed here. So I haven't done that analysis because Dr. 
Cooper hasn't presented a scenario in which it would have.

10X’s Expert 

EX1057 (Quackenbush Depo) at 177:10-179:16DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: Fails To Justify PO’s Incompatibility 
Theory

John 
Quackenbush

Q. Leaving aside how it would be done, do you have an opinion, 
sitting here now, as to whether it would be within the scope of 
the competency of a skilled artisan in 2009 to modify the 
Linnarsson process so that the tag is ligated before biotin is 
added?

A. You're asking a question which doesn't have a simple answer 
and I wish I could give you a simple answer, right. You're 
saying biotin is added. It's not physically added to a double-
stranded molecule.ꞏ It's a part of the synthesis of the double-
stranded molecule the way Linnarsson describes it. So that's 
the first place where I'm having a trouble giving a simple "yes" 
or "no" answer.

10X’s Expert 

EX1057 (Quackenbush Depo) at 177:10-179:16DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Dr. Quackenbush: Fails To Justify PO’s Incompatibility 
Theory

John 
Quackenbush

Q. Would a person of skill in the art have the competency 
to do it? Do you have an opinion on that?

A. It would depend on a lot of factors, and I'm happy to 
reiterate those as I did previously. I haven't done an 
analysis to understand whether or not it would actually 
completely disrupt the process in Linnarsson such that it 
would not carry out its stated goals.

10X’s Expert 

EX1057 (Quackenbush Depo) at 180:19-181:5DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Topics For Argument

• Construction of “sequencing the tagged polynucleotides”
• Linnarsson and McCloskey combination

• Patent Owner’s numerosity of tags argument fails
• Patent Owner’s fragmentation and capture argument fails

Ground 1Ground 1

Ground 2: LigationGround 2: Ligation

Whether McCloskey is prior artWhether McCloskey is prior art

Whether Linnarsson and McCloskey are analogous artWhether Linnarsson and McCloskey are analogous art

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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McCloskey: Published In 2007

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 3)
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Dr. Hall-Ellis: McCloskey is Prior Art

Petitioner’s Resp to PO’s Resp at 3DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 3

Sylvia
Hall-Ellis

Petitioner’s Expert 
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Dr. Hall-Ellis: McCloskey is Prior Art

EX1065 (Hall-Ellis Decl) ¶ 45DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 3)

Sylvia
Hall-Ellis

Petitioner’s Expert 
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Law: Evidence To Confirm Publication Date May Be 
Submitted On Reply

Hulu v. Sound View, IPR2018-01039, Pap.29, 15 (P.T.A.B. Dec. 20, 2019) (precedential).

If “a patent owner challenges a reference’s status as a printed 
publication, a petitioner may submit a supporting declaration 
with its reply.”
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Law: Evidence To Confirm Publication Date May Be 
Submitted On Reply

Vidstream v. Twitter, 981 F.3d 1060, 1065-67 (Fed. Cir. 2020)

“The Board denied VidStream's Motion to Exclude, holding that it was 
appropriate to permit Twitter to respond to VidStream's challenge by 
providing additional evidence to establish the Bradford publication date. 
We conclude that the Board acted appropriately….” 
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Law: Evidence To Confirm Publication Date May Be 
Submitted On Reply

Cooler Masters Co., Ltd. v. Aavid Thermalloy LLC, IPR2019-00146, Pap.55, 22-23 (June 4, 2020)

The Board does “not agree with Patent Owner that Petitioner’s new 
evidence, submitted in the Reply, was improper as untimely” to support a 
showing that a reference is a printed publication because “it was filed in 
response to arguments raised in Patent Owner’s Response” and “did not 
amount to, or result in, a change in Petitioner’s theory in the case.”
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Law: Evidence To Confirm Publication Date May Be 
Submitted On Reply

Grunenthal GMBH v. Antecip Bioventures II LLC, PGR2019-00026, Pap.24, 19 (July 28, 2020)

“Patent Owner argues that Petitioner was required to submit any evidence 
of the printed-publication status of its asserted references with the Petition 
rather than with the Reply. That argument is unpersuasive in view of the 
decision in Hulu, LLC v. Sound View Innovations, LLC.”
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McCloskey: Published In 2007

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 3)
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Law: Totality Of Indicia Considered For Publication Date

Trend Micro Inc. v. Cupp Computing AS, IPR2019-00803, Pap.29, 9 (Sept. 15, 2020)

“Especially when dealing with documents from recognized sources, such 
as these, and following the lead of the Federal Circuit” the Board considers 
“external indicia of publication as proof” on the issues of publication date 
and accessibility.
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McCloskey: Indicia Confirming Publication 

￭ Date publication was received
￭ Date publication was accepted for publication
￭ Date of online publishing
￭ Copyright date
￭ Peer-reviewed journal
￭ Edition identifier
￭ Citations in the literature
￭ Reputable publisher
￭ Conventional attributes of peer-reviewed publication
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Law: Conventional Indicia Are Sufficient

Trend Micro Inc. v. Cupp Computing AS, IPR2019-00803, Pap.29, 9 (Sept. 15, 2020) 

A date appearing on a reference is sufficient “when dealing 
with documents from recognized sources” with conventional 
markers.”
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Law: Conventional Indicia Are Sufficient

Vidstream v. Twitter, 981 F.3d 1060, 1066 (Fed. Cir. 2020)

“Twitter responds that the Board correctly found that the collective evidence, 
including: the Copyright Office evidence of Bradford's 2011 copyright registration, 
the 2011 copyright date in every copy of Bradford, the presence of an established 
publisher, the listing for sale on Amazon web pages in 2011, and the book's 
existence in the MARC records dated August 25, 2011, all uniformly support 
publication and public accessibility before the '997 patent's priority date of May 9, 
2012.”
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Topics For Argument

• Construction of “sequencing the tagged polynucleotides”
• Linnarsson and McCloskey combination

• Patent Owner’s numerosity of tags argument fails
• Patent Owner’s fragmentation and capture argument fails

Ground 1Ground 1

Ground 2: LigationGround 2: Ligation

Whether McCloskey is prior artWhether McCloskey is prior art

Whether Linnarsson and McCloskey are analogous artWhether Linnarsson and McCloskey are analogous art

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Parse 179

Specification: Alleged Invention Pertains To Single Cell 
Analysis

EX1001 (‘981 Patent) at AbstractDEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 25)
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Specification: Refers To Using Tags For Counting

EX1001 (‘981 Patent) at 6:33-7:22DEMONSTRATIVE EXHIBIT – NOT EVIDENCE (’981 
Petition at 16; Petitioner’s Resp to POR at 25)
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Claims: Recite Using Tags For Single Cell Analysis 

EX1001 (‘981 Patent) at Claim 1
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 25)
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Linnarsson: Directed To Single-Cell Tagging

EX1003 (WO2010/11762) at Abstract DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 25)
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Linnarsson: Directed To Single-Cell Tagging

EX1003 (WO2010/11762) at 10:15-30DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 25)
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McCloskey: Directed To Dual Tagging

EX1004 (McCloskey et al.) at 2, Fig. 1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 31)
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McCloskey: Barcodes Useful For “Single Cell” Analysis

EX1004 (McCloskey et al.) at 1DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(’981 Petition at 9)
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Dr. Quackenbush:  No Opinions On Analogous Art Issue

John 
Quackenbush

Q. Have you ever given opinions on whether prior art is 
analogous in your many prior experting efforts?

A. I don’t – I don’t recall hearing the term “analogous” in 
the past, so I’m not sure what that means, so I cant – I 
can’t provide an opinion. I don’t recall hearing the term 
“analogous prior art.”

10X’s Expert 

EX1057 (Quackenbush Depo) at 92:6-12DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
(Petitioner’s Resp to POR at 2)
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Thank you.  




