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Ground 1: Obviousness: Hu (EX1008)

Ground 2: Anticipation: Cai (EX1005)

Ground 3: Obviousness: Cai

Ground 4: Obviousness: Zaccaria (EX1007)

Pet. 3
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Themes Throughout Petitioners’ Challenges

Failure to meet statutory burden.
« All grounds fail to show claimed assaying step (element 1[c]).
- Undisputed facts are in Patent Owner’s favor.
¢ Grounds 2 and 3 (Cai) fail to show the claimed contacting step (element 1[a]).
« All grounds fail to show claimed separating step (element 1[b]).

« All grounds fail to show claimed “biological sample” (throughout Claim 1).
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All Grounds Fail to Show Claim
Element 1jc]

concentration in the biological sample across at least six orders of magnitude



All Claims Require Detecting Concentration In The
Biological Sample Across 6 Orders of Magnitude

‘360 Patent

EX1001, Claim 1; POR, 1-2; PO Sur-Reply, 1
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Undisputed: Cal Fails to Show Concentration in the
Sample Across 6 Orders of Magnitude

Ground 2: Petition seizes on Cai’s “over 8 orders of magnitude” emPAI statement
without critical review.

Pet., 60.

EX1003 (Vargas Decl.), 1229

PO Sur-Reply, 3-4; POR, 22-23, 32-34, Pet., 60

WILSON SONSINI DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 6



Undisputed: Cal Fails to Show Concentration in the
Sample Across 6 Orders of Magnitude

But emPAIl at most estimates abundance of protein found within the post-pull

down mix, not concentration in the biological sample.

WILSON SONSINI

(annotated)
EX1005, Fig. 3D EX1005, Fig. 3E
EX1005, Fig. 3F PO Sur-Reply, 3-4, 6; POR, 22-23, 32-34; Pet., 60
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Undisputed: Cal Fails to Show Concentration in the
Sample Across 6 Orders of Magnitude

Experts agree: Cai’'s emPAl is not concentration in the biological
sample.

 Dr. Cima: “Cai explains that emPAl is a semi-quantitative measure of O
abundance of proteins in the mixture of proteins created during the

SILAC experiment.” EX2023, | 65

Id., “emPAI does not demonstrate abundance, much less concentration, in the lysate
identified by the petition and Dr. Vargas as the ‘biological sample.™

. EX1005, Fig. 3 (annotated).
 Dr.Vargas confirmed:

EX2022 (Vargas Depo. Tr.), 136:11-22

EX2022 (Vargas Depo. Tr.), 132:18-133:2
PO Sur-Reply, 3-4, 6; POR, 22-23, 32-33; Pet., 60
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Petitioners’ “In the Subset” Reply Argument Falls

Petitioners’ reply:

Pet. Reply, 19

Petition argument.

* Pet., 60 (Cai “assaying the biological sample using MS across a range large enough to detect both
low abundant and high abundant proteins in the biological sample.”)

* Pet., 36 (“Hu detects the bound proteins in the biological sample at concentrations greater than 10
mg/mL...and less than 10 ng/mL...comprising a dynamic range of at least six orders of magnitude.”)

» Pet., 75 (“the NPs in Zaccaria are detecting proteins in the biological sample at concentrations
across a dynamic range comprising at least 6 orders of magnitude.”)

Petition anticipation theory misapprehended Cai’s disclosure.

PO Sur-Reply, 4-7; Pet. Reply, 19
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Ground 3 (Cal Obviousness) Fails to Remedy Ground 2

Petition: convert Cai’'s emPAIl “into more traditional concentration numbers.”

But this relies on the same emPAl values the petition advanced in Ground 2.

Pet., 63.

»  Still based on pulled-down protein abundance emPAl values, not concentration in the biological sample.

EX2023 (Cima Decl.), 1 69

* Incorporates the same deficiencies from Ground 2.

PO Sur-Reply, 4, 10-11; POR, 35-36; Pet., 62-64
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Ground 3 (Cal Obviousness) Fails to Remedy Ground 2

Vague “POSA’s knowledge” cannot supply this missing claim limitation.

Pet., 62.

Pet., 63-64.

Cannot supply missing claim limitation from general knowledge.
« 35U.S.C. 8311(b) (“patents or printed publications™)
« 37C.F.R.842.104(b)(4) (same)

« July 31, 2025 USPTO Memo at 1 (“evidence that is not ‘prior art consisting of patents or printed publications’
(collectively, ‘general knowledge’) may not be used to supply a missing claim limitation.”).

PO Sur-Reply, 10-11; POR, 35-36; Pet., 62-64
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Indisputable: Ground 1 Failure to Establish Inherency

Ground 1: Petition relied on inherency of LTBP-1 and serum albumin from Cao and

Ahmed as indicative of protein concentrations in Hu.

Pet., 36

Multiple flaws in Petitioners’ argument:

*  “Normally present” theory is legally misplaced and
factually unsubstantiated.

e Petitioners fail to demonstrate actual LTBP-1 detection.

e Failure to establish concentration in Hu’s mixture.
¢ Ahmed (albumin) and Cao (LTBP-1) not reflective of Hu

* Huand Cao address different proteins.
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PO Sur-Reply, 11-13; POR, 42-49
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Indisputable: Ground 1 Failure to Establish Inherency

What is purported “normally present” is insufficient for inherency.

*  “Inherency, however, may not be established by probabilities or possibilities. The mere fact
that a certain thing may result from a given set of circumstances is not sufficient.” Cont’'l Can
Co. v. Monsanto Co., 948 F.2d 1264, 1269 (Fed. Cir. 1991).

* An“inherent result must inevitably result from the disclosed steps.” In re Montgomery, 677
F.3d 1375, 1380 (Fed. Cir. 2021).

*  “The mere fact that a certain thing may result from a given set of circumstances is not
sufficient.” Bettcher Indus., Inc. v. Bunzl USA, Inc., 661 F.3d 629, 639 (Fed. Cir. 2011).

“Normally present” is unsubstantiated

EX2027 PO Sur-Reply, 11-13; POR, 42-49
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Indisputable: Ground 1 Failure to Establish Inherency

Petitioners do not establish actual LTBP-1 detection in Hu.

No critical analysis in the petition, while Dr. Cima detailed reasons for skepticism.

EX2013

EX2023 (Cima Decl.), 1 92;
seealsoid., 76

* Petitioners opted not to ask Dr. Cima any questions regarding this during deposition.

»  Petitioners never offered rebuttal testimony.
PO Sur-Reply, 11-13; POR, 42-49
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Indisputable: Ground 1 Failure to Establish Inherency

Petitioners fail to establish LTBP-1 concentration in Hu

Dr. Cima explained:
e Petitioners’ secondary references (Ahmed and Cao) do not establish concentrations for proteins in Hu. EX2023, 194.

*  “[P]rotein concentrations vary significantly between samples and [] even variations in preparation method impact
testing results.” 1d., 195.

« Huand Cao differed in processing and assaying in various respects. Id.

»  Petitioners relied on Ahmed and Cao for what was “normally present” while other resources demonstrated
significantly different LTBP-1 concentrations. Id., {197-98.

EX2027

EX2023 (Cima Decl.), 198
PO Sur-Reply, 11-13; POR, 42-49
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Indisputable: Ground 1 Failure to Establish Inherency

Undisputed: Hu and Cao address different proteins:

EX2023 (Cima Decl.), 1 94

PO Sur-Reply, 11-13; POR, 42-49
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Indisputable: Ground 4 Failure to Establish Inherency

Ground 4: Petition relied on inherency of Hemoglobin subunit alpha (HBAL) and
myotubularin-related protein 5 (SBF1) from Bryk as indicative of protein

concentrations in Zaccaria.

Pet., 74-75

Multiple flaws in Petitioners’ argument:

*  “Normally present” theory is legally misplaced and
factually unsubstantiated.

e Petitioners fail to demonstrate actual SBF1 detection.

e Failure to establish concentration in Zaccaria’s mixture.

*  Bryk not reflective of Zaccaria.

«  Petitioners cherry-picked Bryk’s “lowest non-zero
detected concentration”; ignored other values.

«  Bryk discarded all SBF1 results.
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Indisputable: Ground 4 Failure to Establish Inherency

What is purported “normally present” is insufficient for
inherency.

*  “Inherency, however, may not be established by probabilities or possibilities.
The mere fact that a certain thing may result from a given set of circumstances
is not sufficient.” Cont’'l Can Co. v. Monsanto Co., 948 F.2d 1264, 1269 (Fed.
Cir. 1991).

* An “inherent result must inevitably result from the disclosed steps” In re
Montgomery, 677 F.3d 1375, 1380 (Fed. Cir. 2021).

*  “The mere fact that a certain thing may result from a given set of
circumstances is not sufficient.” Bettcher Indus., Inc. v. Bunzl USA, Inc., 661
F.3d 629, 639 (Fed. Cir. 2011).

“Normally present” is unsubstantiated

EX2011;
see also EX2023 (Cima Decl.), Y121

PO Sur-Reply, 14-15; POR, 46-47, 55-64
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Indisputable: Ground 4 Failure to Establish Inherency

No demonstration of actual SBF1 detection.

(Alleged SBF1) (Alleged PIK3R4)

EX2014 EX2015

EX1007 (Zaccaria), 17

* Dr. Cimadescribed: multiple accession numbers were associated with the signal. EX2023, 1 117-118.
» Petitioners opted to ignore Dr. Cima’s testimony in Reply; never offered rebuttal testimony.
* Dr. Vargas did not know what AC stood for.

EX2015 (Vargas Depo. Tr.), 58:21-24, PO Sur-Reply, 14-15; POR, 55-64
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Indisputable: Ground 4 Failure to Establish Inherency

No demonstration of actual SBF1 detection.

* Dr. Cima explained: skepticism of weak, non-reproduced signals in raw supplemental mass spectrometry data.

»  Petitioners seized on Zaccaria’s supplemental data entry without critical review.

EX2009

EX2023 (Cima Decl.), { 114; see also id., 1 113-116.
PO Sur-Reply, 14-15; POR, 55-64
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Indisputable: Ground 4 Failure to Establish Inherency

Unrebutted: Bryk does not establish SBF1 concentration in Zaccaria.

Dr. Cima explained:
* Preparation and analysis methods materially alter concentration values.
e  Zaccaria uses materially distinct approaches as compared to Bryk.

*  Bryk does not establish concentrations for proteins in Zaccaria. EX2023, 1123.

EX2023 (Cima Decl.), 1123

» Petitioners did not dispute or rebut this deficiency in Reply.

PO Sur-Reply, 14-15; POR, 55-64
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Indisputable: Ground 4 Failure to Establish Inherency

Undisputed: petition cherry-picked “normally present” data, ignored other values.

Dr. Vargas: “the lowest non-zero detected concentration” from Bryk as purportedly “normally present.”

EX1003 (Vargas Decl.), 1271n.6

Petitioners and Dr. Vargas ignored Bryk’s other values (including zero in some donors).

EX2011; see also
EX2023 (Cima Decl.), 1121

No Rebuttal - “Bryk confirms the relied-upon proteins may not be detectable or present at all in a
sample—including Zaccaria’s sample.” EX2023 (Dr. Cima Decl.), 1 121.

POR, 55, 61-64; PO Sur-Reply, 14-15
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Indisputable: Ground 4 Failure to Establish Inherency

Undisputed: Bryk discarded all SBF! results

Bryk had a “sample purity threshold” of 100 copies per cell sample to account for contamination.

EX1009, 2755

Dr. Cima explained:

EX2023 (Cima Decl.), 1122

Reply did not dispute.

EX1009, Fig. 3
POR, 62-64; PO Sur-Reply, 14-15
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Additional Reasons Petitioners’
Grounds Fall



Cai Fails at the Claimed Contacting Step

'360 Patent

EX1001, Claim 1
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Neither Cai Embodiment Anticipates the Claim

Petition relied on Cai’s Fig. 1 experiment for “contacting” element.

Pet., 48

EX1003 (Vargas Decl.), 1 202

Petitioners acknowledge: Fig. 1 experiment does not disclose assaying across a
dynamic range comprising “at least 6 orders of magnitude.”

* For that element, Petitioners rely on Cai’s Fig. 3 experiment. Pet., 58-60.

Dr. Vargas attempted during deposition to pivot to Cai’s Fig. 3 for the contacting
element. POR, 21-24.

Neither of Cai’s Figs. 1 or 3 experiments anticipate the claims.

* Fig. 1: indisputably does not disclose assaying across a dynamic range
comprising “at least 6 orders of magnitude.”

* Fig. 3: three separate populations; no single population contacted with
multiple particle types (CBs vs MWCNTS). Does not disclose claimed EX1005, Fig. 3.
“contacting” step.

PO Sur-Reply, 7-10; POR, 21-28
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Cai Fails at the Claimed Contacting Step

Cai Figure 3: different particle types incubated with different HelLa
populations (alleged “samples”™)

EX1005, 587.

* Dr. Cima explained: “in the SILAC experiment depicted in Fig. 3...each
different population was contacted by at most one single particle type—
not by the multiple particle types required by the claims.” EX2023, 54.

Unrebutted in Reply.
EX1005, Fig. 3.

« The MWCNTSs do not provide the different particle types claimed.

EX2023 (Dr. Cima Decl.), 1 61

PO Sur-Reply, 7-10; POR, 21-27
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Cai Fails at the Claimed Contacting Step

Petitioners’ vague “at once envisage” theory: not in petition.

* Reply: Petitioners argue “a POSA would ‘at once envisage’ the patented method” from Cai’s Figs. 1 and
3 experiments.

Pet. Reply, 14.

Even if true that a skilled artisan would at once envisage that the pull-down
referenced in Cai Fig. 3 employs the same low-speed centrifugation pulldown
procedure as in Fig. 1, that does not solve any of the deficiencies discussed above...
Petitioners rely on the Fig. 3 experiment for the “at least six orders of magnitude”
assaying step, but this experiment used only a single particle type (or no particle) in

each different HeLa cell population.

POR, 27. EX1005, Fig. 3.
PO Sur-Reply, 7-10; POR, 21-27
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All Grounds Falil to Show Separation Step 1[b]

'360 Patent

EX1001, Claim 1
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Cal Falls to Show Separation Step 1]|b]

Ground 2: Petition relies exclusively on Cai’s Fig. 1A, depicting single particle types
in HeLa cell lysate, for this element.

Pet., 57.

Pet., 58.

Petition argument: contrary to the claim language.
* “[T]he coronas” of claim element 1[b] invoke the coronas of claim element 1[a].
«  The experts agree.

» Petitioners do not (and could not) allege Cai Fig. 1A comprises “the coronas” of element 1[a].

PO Sur-Reply, 15-18; POR, 28-32

WILSON SONSINI DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 30



Element 1[b] Requires “The Coronas”

Separating “a subset” comprising “the coronas” of claim element 1[b] invokes the
coronas of claim element 1[a].

* Affirmative requirement from the claim language: “a subset” comprises “the coronas.” EX1001, Claim 1.

» Element 1[a] describes: “the coronas correspond[] to the different particle types” and “(i) differ based
on particle type, and (ii) comprise overlapping and distinct proteins.” EX1001, Claim 1.

e Petitioners’ argument otherwise would render “comprising the coronas” a nullity.

EX1001, Claim 1
PO Sur-Reply, 15-17; POR, 15-20, 28-32, 36, 38-42, 54-55.
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Element 1[b] Requires “The Coronas”

Experts agree: “the coronas” of 1[b] invoke coronas corresponding to different
particle types from l[a].

EX2023 (Cima Decl.), 1 45-46.

Dr. Vargas: at least two particle types are needed.

EX2022 (Vargas Depo. Tr.), 28:22-29:7.

EX2022 (Vargas Depo. Tr.), 27:21-28:3.
PO Sur-Reply, 15-17; POR, 15-20, 28-32, 36, 38-42, 54-55.
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Cal Falls to Show Separation Step 1]|b]

Reply: No Response

PO Sur-Reply, 16

PO Sur-Reply, 17

PO Sur-Reply, 15-18
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Hu Falils to Show Separation Step 1[b]

Ground 1: Petition relies on Hu’s SDS-PAGE gel (Fig. 2) for this element. Pet., 31-32.

EX1001, Claim 1

EX1008, Fig. 2.

Petitioners’ reliance fails:

 The SDS-PAGE gel is not shown to contain any particles comprising coronas. EX2022 (Vargas Depo.
Tr.), 99:3-15.

» Each of Hu’s subsets of particles comprises only one corona—not “the coronas” of 1[a].

o Petitioners’ Reply does not dispute.

PO Sur-Reply, 15-18; POR, 38-42
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Zaccaria Falls to Show Separation Step 1]|b]

Ground 4: Zaccaria’s separation step generates a subset of particles comprising
only the corona of a single particle type.

Pet., 71.

Petitioners’ reliance fails.

e Zaccaria’s subset of particles comprise only the corona from a single particle type—not multiple
coronas with overlapping and distinct proteins required by 1[b].

EX2023 (Cima Decl.), 1 110.

» Petitioners’ Reply does not rebut.
PO Sur-Reply, 15-18; POR, 54-55
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All Grounds Fail to Show Claimed “Biological
Sample”

'360 Patent

EX1001, Claim 1
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Expressly Defined: “Obtained from a Subject”

Dr. Vargas: the '360 Patent defines “biological sample” to be “obtained from a
subject.”

Experts agree “biological sample” defined in patent:

EX2022 (Vargas Depo. Tr.), 35:25-36:9

EX1036
(Cima Depo. Tr.),

The '360 Patent expressly defines: 2819-79:14

EX1001, 20:32-33.

EX1001, 50:26-36.
PO Sur-Reply, 18-24; POR, 13-14, 23-28, 38, 53.
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Cal Falils to Show Claimed “Biological Sample”

Ground 2: Petition relies exclusively on a lysate of cells from an immortalized
HelLa cell line. Not a claimed “biological sample.”

Pet., 48.

Pet., 47 (citing Cai, Fig. 1).
Cai’'s HeLa cell lysate is not a “biological sample.”

* Indisputable: claimed “biological sample” is obtained from an individual subject. HeLa cells are
instead obtained from highly-mutated, immortalized cell line.

PO Sur-Reply, 18-24; POR, 23-28
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Cal Fails to Show Claimed “Biological Sample”

Cai’'s HeLa cell lysate is not a “biological sample” as claimed.

HelLa cells are a highly-mutated, immortalized cell line purchased from a vendor
rather than obtained from an individual subject.

EX2023 (Cima Decl.), 1 52.

EX2022 (Vargas Depo. Tr.), 124:4-16

POR, 23-28; PO Sur-Reply, 19-20.
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Cal Falils to Show Claimed “Biological Sample”

Reply:

Pet. Reply, 5.

The Reply argument is demonstrably incorrect:

EX1036 (Cima Depo. Tr.), 83:9-20

EX2026 (Heng) EX2026 (Heng)
PO Sur-Reply, 19-20.
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Cal Falils to Show Claimed “Biological Sample”

Reply: Improper New Argument:

Pet. Reply, 21-22.

PO Sur-Reply, 10-11
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Hu and Zaccaria Fail to Show Claimed “Biological
Sample”

For Hu and Zaccaria (Grounds 1 and 4), Petitioners map “the biological sample” to
mixtures rather than to a biological sample obtained from an individual subject.

EX2023 (Cima Decl.), 1 108.

EX2023 (Cima Decl.), 1 78.

No factual dispute: Petitioners mapped to a mixture rather than a biological sample
obtained from an individual subject, as required by the '360 Patent claims.

PO Sur-Reply, 19; POR, 13-14, 38, 53.
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