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oooao
Ttz
Ci#rste DEDFED %f/ gﬁ;ﬂ'—.’“/ RIES

8vISE . b i it E| HE seowE | EX | ER | EH
Complement C4 6.81E-09 | 5.20E-12 | 5.20B+01 | 0.998 6.70E-02 | 2.07E-33 0.10 0.16 0.62
Interleukin-36 alpha

(IL-1F6) 1.07E-08 | 1.63E-11 | 4.97E+01 | 0.986 9.80E-05 | 1.53E-13 0.19 0.24 0.78
Eukaryotic translation

mitiation factor 5A-1

(eIF-5A-1) 7.80E-04 | 6.91E-05 | 1.92E+01 | 0.947 2.19E-05 | 2.93E-05 1.36 141 0.96
60 kDa heat shock

protein, mitochondrial

(HSP 60) 3.00E-07 | 1.12E-09 | 4.12E+01 | 0.938 5.22E-05 | 1.16E-06 2.88 3.77 0.76
14-3-3 protein family 4.09E-07 | 2.75E-09 | 3.94E+01 | 0.938 4.65E-05 | 6.79E-03 2.32 2.77 0.83
ATP-dependent RNA

helicase DDX19B

(DEAD-box protein

198) 3.00E-07 | 1.14E-09 | 4.12E+01 | 0.936 4.27E-05 | 2.21E-05 1.82 2.03 0.89
Mitogen-activated

protein kinase 14

(MAPK14) 4.09E-07 | 3.61E-09 | 3.89E+01 | 0.934 2.23E-05 | 1.89E-03 1.65 1.88 0.88
Tyrosine-protein

kinase Lyn (LYN) 4.09E-07 | 3.59E-09 | 3.80E+01 | 0.934 9.56E-05 | 9.58E-07 3.16 3.80 0.83
Glycogen synthase

kinase-3 alpha/beta

(GSK-3 alpha/beta) 4.09E-07 | 3.75E-09 | 3.88E+01 | 0.933 2.50E-05 | 7.34E-05 2.18 2.45 0.89
Tyrosine-protein

kinase (YES) 4.09E-07 | 3.37E-09 | 3.90E+01 | 0.933 3.79E-05 | 9.96E-04 1.36 1.54 0.88
Mitogen-activated

protein kinase 3 (ERK-

1) 5.06E-07 | 6.18E-09 | 3.78E+01 | 0.929 1.28E-0 1.78E-05 1.89 2.05 0.92
Cytochrome P450 3A4 | 5.06E-07 | 5.69E-09 | 3.80E+01 | 0.928 1.27E-0 1.27E-05 1.66 1.89 0.88
Protein kinase C alpha

type (PKC-A) 5.06E-07 | 5.99E-09 | 3.79E+01 | 0.927 2.80E-05 | 8.36E-06 3.79 4.40 0.86
Tyrosine-protein

kinase Lyn, isoform B

(LYNB) 5.06E-07 | 5.93E-09 | 3.79E+01 | 0.927 4.92E-05 | 3.73E-08 3.09 3.59 0.86
Complement C2 541E-07 | 7.02E-09 | 3.75E+01 | 0.922 3.90E-06 | 845E-14 0.61 0.68 0.90
Tyrosine-protein

kinase CSK (CSK) 8.54E-07 | 1.17E-08 | 3.65E+01 | 0.920 2.35E-05 | 4.67E-04 3.34 3.93 0.85
Sorting nexin-4 9.51E-07 | 1.38E-08 | 3.62E+01 | 0.919 2.89E-05 | 5.03E-05 2.36 2.62 0.90
Small ubiquitin-related

modifier 3 (SUMO3) 2.11E-05 | 1.19E-06 | 2.73E+01 | 0.918 6.75E-06 | 1.70E-09 1.50 1.72 0.87
Protein disulfide-

isomerase A3 1.12E-06 | 1.78E-08 | 3.57E+01 | 0917 2.52E-05 | 2.87E-04 1.58 1.75 0.90
MAP kinase-activated

protein kinase 2 1.28E-06 | 2.52E-08 | 3.50E+01 | 0.915 1.40E-05 | 6.75E-05 2.31 2.53 0.91

10

20

30



(11)

JP 2019-529906 A 2019.10.17

(MAPK2)

Tyrosine-protein
kinase BTK (BTK)

1.12E-06

1.89E-08

3.56E+01

0914

1.98E-05

2.34E-G3

3.20

3.77

0.85

EGF-containing
fibulin-like
extracellular matrix
protein 1 (FBLN3)

4.01E-04

3.34E-05

2.06E+01

0.913

1.26E-05

2.87E-07

1.01

Cyclin-dependent
kinase 8:Cyclin-C
complex (CDK8/cyclin
19)

1.30E-06

2.68E-08

3.49E+01

0.913

2.29E-05

2.56E-04

1.31

1.41

0.93

Pyruvate kinase PKM
(M2-PK)

1.28E-06

2.50E-08

3.50E+01

0912

1.86E-05

6.82E-05

2.70

3.01

0.89

14-3-3 protein theta

3.13E-03

3.45E-04

1.59E+0]

0.910

2.55E-035

1.35E-03

1.19

1.26

0.94

Tyrosine-protein
kinase Fer (FER)

1.62E-06

4.21E-08

3.40E+01

0.908

4.12E-05

7.68E-04

2.79

0.89

Tyrosine-protein
kinase Fyn (FYN)

1.49E-06

3.74E-08

3.42E+01

0.908

1.22E-04

1.20E-04

1.88

2.08

0.91

Heat shock cognate 71
kDa protein (HSP70
protein 8)

5.62E-03

6.99E-04

1.45E+01

0.906

2.28E-05

3.88E-06

1.23

1.29

0.95

Peptidyl-prolyl cis-
trans isomerase D
(PPID)

1.98E-06

5.60E-08

3.34E401

0.906

7.48E-05

6.23E-04

3.32

3.68

0.90

RAC-
alpha/beta/gamma
serine/threonine-
protein kinase (PKB
a/b/g)

1.49E-06

3.75E-08

3.42E+01

0.906

2.77E-05

2.07E-03

1.74

2.08

0.84

Calcineurin

1.68E-06

4.48E-08

3.38E+01

0.905

6.52E-05

4.21E-03

1.79

2.06

0.87

Histone-lysine N-
methyltransferase
EHMT2 (NG36)

447E-03

5.26E-04

1.51E+01

0.900

4.74E-05

2.68E-04

0.73

0.73

0.99

Xaa-Pro
aminopeptidase 1
(XPNPEP1)

1.40E-06

3.10E-08

3.46E+01

0.899

4.41E-05

8.70E-04

1.79

0.74

3-hydroxyacyl-CoA
dehydrogenase type-2
(ERAB)

1.75E-06

4.80E-08

3.37E+01

0.897

3.39E-05

8.61E-03

0.79

Serine/threonine-
protein kinase PAK 6
(PAK6)

3.10E-06

1.05E-07

3.21E+01

0.896

6.78E-05

1.07E-04

1.00

Chloride intracellular
channe] protein 1
(NCC27)

2.88E-06

8.80E-08

3.25E+01

0.896

1.97E-05

3.38E-03

0.86

Growth factor
receptor-bound protein
2 (GRB2 adapter
protein)

1.28E-06

2.49E-08

3.50E+01

0.895

1.31E-04

6.14E-04

2.66

0.82

Sphingosine kinase 1

2.91E-06

9.55E-08

3.23E+01

0.894

3.34E-05

1.32E-04

2.45

0.88

Methionine
aminopeptidase 1
(METAPI)

2.91E-06

9.34E-08

3.24E+01

0.894

7.58E-05

3.97E-03

1.90

0.87

Complement Clx
subcomponent

3.10E-06

1.06E-07

3.21E+01]

0.893

3.05E-05

9.79E-09

1.72

1.06
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Ubiquitin-fold
modifier-conjugating
enzyme 1 (UFRCT)

2.71E-06

8.07E-08

3.27E+01

0.892

2.99E-05

1.17E-05

1.75

0.87

Signal transducer and
activator of
transcription I-
alpha/beta (STATI)

4.07E-06

1.50E-07

3.14E+01

0.890

4.75E-05

5.44E-05

0.97

Alpha-enolasce

4.07E-06

1.43E-07

3.15E+01

0.889

2.61E-05

2.18E-04

0.89

Signal transducer and
activator of
transcription 3
(STAT3)

4.07E-06

1.47E-07

3.15E+01

0.889

1.06E-04

3.14E-03

0.87

Translationally-
controlled tumor
protein (TCTP)

4.07E-06

1.52E-07

3.14E+01

0.888

5.11E-05

1.24E-03

1.93

0.86

Mothers against
decapentaplegic
homolog 3 (SMAD3)

5.47E-06

2.13E-07

3.07E+01

0.887

6.69E-05

6.78E-05

0.97

beta-adrenergic
receptor kinase 1
(BARKT)

4.53E-06

1.73E-07

3.11E+01

0.887

5.28E-05

3.47E-04

2.07

0.88

Mitogen-activated
protein kinase 1
(MKOT1)

5.68E-06

2.25E-07

3.06E+01

0.886

1.11E-04

2.67E-04

1.82

0.97

Mothers against
decapentaplegic
homolog 2 (SMAD2)

6.40E-06

2.64E-07

3.03E+01

0.881

2.66E-05

2.80E-04

0.89

cAMP-regulated
phosphoprotein 19
(ARP19)

7.11E-06

3.10E-07

3.00E+01

0.879

5.17E-05

5.74E-04

1.72

0.94

Ribosome maturation

protein SBDS (SBDS)

7.50E-06

3.32E-07

2.98E+01

0.879

5.76E-05

5.27E-04

2.00

0.90

Dynein light chain
roadblock-type 1
(DLRB1)

6.94E-006

291E-07

3.01E+01

0.879

4.10E-04

8.47E-03

1.87

2.36

0.79

Bel-2-like protein 1

7.96E-06

3.65E-07

2.96E+01

0.876

5.45E-05

2.85E-04

1.23

1.38

0.89

14-3-3 protein
beta/alpha

1.02E-05

4.73E-07

291E+01

0.876

4.66E-05

3.93E-03

177

2.00

0.88

Eukaryotic translation
initiation factor 4
gamma 2 (IF4G2)

5.89E-06

2.38E-07

3.05E+01

0.875

6.94E-05

1.18E-03

249

0.75

Dual specificity
protein phosphatase 3

(DUS3)

7.96E-06

3.60E-07

2.97E+01

0.875

3.39E-03

9.30E-03

1.92

0.80

Coiled-coil domain-
containing protein 80
(URB)

1.05E-05

5.01E-07

2.90E+01

0.874

5.64E-05

4.13E-06

1.26

1.09

Heat shock protein
beta-1 (HSP 27)

1.08E-03

5.29E-07

2.89E+01

0.873

4.77E-05

4.69E-05

2.49

2.66

0.94

Cofilin-1 (Cofilin-1)

1.OSE-05

5.04E-07

2.90E+01

0.872

5.73E-05

7.02E-05

1.49

1.63

0.92

3-phosphoinositide-
dependent protein
kinase 1 (PDPK 1)

1.24E-05

6.34E-07

2.85E+01

0.871

9.29E-05

2.61E-03

2.00

2.29

0.87

Interleukin-17B (IL-
17B)

1.31E-05

6.82E-07

2.84E+01

0.871

5.838-02

1.63E-02

0.88

0.89

0.99
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Nucleoside
diphosphate kinase B

(NDP kinase B) 1.15E-05 | 5770E-07 | 2.88E+01 | 0.870 3.16E-05 | 2.79E-05 1.76 2.08 0.84
Ras-related C3

botulinum toxin

substrate 1 (RACH) 1.22E-05 | 6.16B-07 | 2.86E+01 | 0.869 2.48B-05 | 3.68E-04 1.84 2.13 0.86
Plasma prekallikrein 2.50E-05 | 1.45E-06 | 2.69E+01 | 0.863 7.37E-06 | 4.30E-09 0.77 0.78 0.98
Tyrosine-protein

kinase Tec (TEC) 226E-05 | 1.29E-06 | 2.71E+01 | 0.863 2.25E-04 | 4.14E-03 1.58 1.68 0.94
Mediator of RNA

polymerase 11

transcription subunit 1

(MED-1) 9.52E-04 | 8.72E-05 | 1.87E+01 | 0.862 5.43E-05 | 4.05E-04 0.84 0.82 1.03
Platelet glycoprotein

VI(GPV]) 2.05E-05 | 1.14E-06 | 2.74E+0] | 0.862 3.53E-05 | 8.61E-04 1.65 1.94 0.85
Heat shock protein

HSP 60-alpha/beta

(HSP 90a/b) 2.05E-05 | 1.13E-06 | 2.74E+01 | 0.862 1.26E-04 | 2.24E-03 1.63 1.87 0.87
Protein kinase C beta

type (splice variant

beta-IT) (PKC-B-1I) 1.37E-06 | 2.92E-08 | 3.47E+01 | 0.858 1.35E-04 | 2.25E-03 3.42 3.99 0.86
Glycylpeptide N-

tetradecanoyltransferas

e 1 (NMT1) 2.86E-05 | 1.71E-06 | 2.66E+01 { 0.857 2.72E-04 | 2.26E-04 1.68 1.77 0.95
Beta-Ala-His

dipeptidase (CNDP1) 1.68E-03 | 1.64E-04 | 1.74E+01 | 0.856 4.30E-04 | 5.57E-04 0.68 0.63 1.08
Atlatoxin B1 aldehyde

reductase member 2 2.86E-05 | 1.72E-06 | 2.65E+01 | 0.855 1.48E-04 | 1.66E-03 1.98 2.36 0.84
Peptidyl-prolyl cis-

trans isomerase A

{Cyclophilin A) 2.99E-05 | 1.82E-06 | 2.64E+01 | 0.855 7.84E-05 | 2.10E-05 1.44 1.54 0.94
Thrombopoietin (Tpo) | 9.68E-04 | 8.94E-05 | 1.86E+01 | 0.855 1.15E-04 | 3.11E-04 1.28 1.40 0.91
Protein amnionless

(AMNLS) 420E-05 | 2.66E-06 | 2.57E+01 | 0.851 2.64E-05 | 2.53E-09 0.75 0.76 0.99
Drebrin-like protein

(DBNL) 7.00E-05 | 4.75E-06 { 2.45E+01 | 0.848 1.18E-04 | 3.14E-03 1.34 1.46 0.92
Lactadherin (MFGM) 5.96E-05 | 4.00E-06 | 2.49E+01 | 0.848 1.06E-05 | 2.60E-08 0.62 0.59 1.05
Alpha-2-

macroglobulin 5.24E-05 | 348E-06 | 2.51E+01 | 0.848 6.07E-05 | 4.39E-07 0.66 0.65 1.02
HemK

methyltransferase

family member 2

(HEMK2) 5.00E-05 | 3.25E-06 | 2.53E+01 | 0.848 2.84E-03 | 1.38E-02 1.38 1.51 0.91
Angiotensinogen 4.99E-05 | 3.20E-06 | 2.53E+01 | 0.847 8.71E-04 | 4.91E-09 0.64 0.61 1.04
Transgelin-2

(Transgelin-2) 3.13E-04 | 2.51E-05 | 2.12E+01 | 0.847 3.22B-03 | 1.63E-02 1.38 1.60 0.86
Tyrosine-protein

phosphatase non-

receptor type 6 (PTP-

10 8.07E-05 | 5.67E-06 | 242E+01 | 0.844 1.52E-04 | 3.90E-03 1.69 1.84 0.92
Protein kinase C theta

type (KPCT) 5.08E-05 | 3.34E-06 | 2.52E+01 | 0.844 2.32E-04 | 1.83E-03 1.66 1.90 0.87
Calpain ] 9.12E-05 | 6.47E-06 | 2.39E+01 | 0.839 1.64E-04 | 1.32E-03 1.48 1.65 0.90
Epidermal growth

factor receplor 9.97E-05 | 7.31E-06 | 2.37E+01 | 0.836 5.63E-05 | 1.37E-06 0.81 0.81 1.01
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(ERBB1)

cAMP-dependent
protein kinase catalytic
subunit alpha
(PRKACA)

1.52E-05

8.14E-07

2.80E+01

0.836

8.71E-03

4.02E-02

1.70

Glyceraldehyde-3-
phosphate
dchydrogenase
(GAPDII, liver)

9.97E-05

7.27E-06

2.37E+01

0.834

3.32E-04

1.84E-04

1.75

1.90

0.92

Integrin alpha-I: beta-1
complex (Integrin
albl)

1.32E-04

9.80E-06

2.31E+0]

0.833

3.72E-04

2.64E-03

1.50

0.94

Fibroblast growth
factor 17 (FGF-17)

8.04E-05

5.59E-06

2. 42E+01

0.832

2.84E-04

1.12E-06

0.86

1.02

Heat shock protein
HSP 90-beta (HSP
90b)

3.51E-05

2.20E-06

2.61E+01

0.831

3.46E-04

3.72E-04

1.47

0.93

Inhibitor of growth
protein 1 (ING1)

1.73E-04

1.32E-05

25E+01

0.830

3.83E-04

4.08E-03

1.58

1.66

Hsp90 co-chaperone
Cde37 (CDC37)

1.92E-04

1.50E-05

2.22E+01

0.828

6.35E-03

1.64E-02

1.36

1.51

0.90

Complement factor D

1.90E-04

1.47E-05

2.23E+01

0.826

1.15E-04

8.86E-07

1.22

1.24

0.98

Serotransferrin
(Transferrin)

1.69E-04

1.27E-05

2.26E+01

0.823

3.65E-05

2.11E-07

0.86

0.84

Vacuolar protein
sorting-associated
protein VTA1
homolog (DRG-1)

2.99E-04

2.38E-05

2.13E+01

0.818

9.38E-03

6.18E-03

1.55

1.70

0.91

Adapter molecule crk
(CRK)

7.67E-05

5.27E-06

2.43E+01

0.813

1.77E-03

6.63E-03

1.76

0.76

Methionine
aminopeplidase 2
(AMPM2)

3.32E-04

2.71E-05

2. 10E+01

0.812

1.25E-03

6.28E-04

1.50

0.92

Tissue-lype
plasminogen activator
(tPA)

4.00E-04

3.30E-05

2.06E+01

0.809

9.44E-04

4.59E-04

1.68

0.95

Importin subunit beta-
1 AMB1)

217E-04

1.71E-05

2.20E+01

0.806

3.15E-02

3.92E-02

1.45

0.69

Calcium/calmodulin-
dependent protein
kinase type II subunit
delta (CAMK?2D)

5.25E-04

4.53E-05

2.00E+01

0.805

2.20E-03

9.71E-03

1.59

0.90

Vascular endothelial
growth factor receptor
2 (VEGF sR2)

7.51E-04

6.59E-05

1.93E+01

0.802

1.02E-03

8.79E-05

0.83

0.99

Histone deacetylase 8
(IIDACS)

221E-03

2.35E-04

1.67E+01

0.802

1.82E-03

4.83E-02

1.19

0.96

Carbonic anhydrase 13

4.49E-04

3.77E-05

2.04E+01

0.801

3.99E-03

2.50E-02

231

0.71

ATP synthase subunit
O. mitochondrial
(ATPO)

3.00E-07

1.05E-09

4.14E+01

0.800

4.56E-03

2.45E-03

3.76

4.34

0.87

Dual specificity
mitogen-activated
protein kinase 3
(MP2K3)

4.48E-03

5.30E-04

1.51E+01

0.799

1.20E-04

7.84E-06

0.93
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Histone H2A.z 3.19E-04 | 2.58E-05 | 2.11E+01 | 0.795 7.40E-04 | 2.46E-03 1.69 1.42 1.19
Proto-oncogene
tyrosine-protein kinase
Src (SRCN1) 1.28B-06 | 2.55E-08 | 3.50E+01 | 0.794 3.95E-03 | 9.74E-03 3.83 3.97 0.97
Beta-2-microglobulin 2.21E-03 | 237E-04 | 1.67E+01 | 0.793 5.16E-04 | 8.62E-05 1.2] 1.20 1.01
Hemoglobin 8.67E-04 | 7.75B-05 | 1.89E+01 | 0.791 4.41E-02 | 3.34E-03 0.33 0.35 0.93
Bone morphogenetic
protein receptor type-
1A (BMPRIA) 1.26E-03 | 1.17E-04 | 1.81E401 | 0.787 3.72E-04 | 9.16E-06 0.75 0.72 1.05
Neurogenic locus
notch homolog protein
1 (Notch 1) 1.57E-03 | 1.51E-04 | 1.76E+01 | 0.787 6.95E-05 | 122E-06 0.86 0.85 1.01
Thrombin 1.54E-03 | 1.47E-04 | 1.76E+01 | 0.786 3.40E-04 | 2.07E-02 0.52 0.55 0.95
Kallistatin 1.70E-03 | 1.73E-04 | 1.73E+01 | 0.786 2.01E-04 | 8.12E-06 0.83 0.85 0.98
A disintegrin and
metalioproteinase with
thrombospondin
motifs 13 (ATS13) 1.70E-03 | 1.71E-04 | 1.73E401 | 0.785 5.40E-04 | 3.41E-05 0.73 0.74 1.00
Lactoperoxidase
(PERL) 1.69E-03 | 1.67E-04 | 1.74E+01 | 0.784 6.52E-04 | 8.40E-05 0.67 0.73 0.91
Eukaryotic translation
initiation factor 4H
(elF-41D) 1.52E-05 | 8.01E-07 | 2.81E+01 | 0.783 4.09E-04 | 3.20E-05 2.17 332 0.65
Macrophage mannose
receptor 1 2.17E-03 | 2.28E-04 | 1.68E+01 | 0.782 7.38E-04 | 2.04E-04 1.21 1.17 1.03
E3 ubiquitin-protein
ligase Mdm2 (MDM?2) | 4.79E-04 | 4.006E-05 | 2.02E+01 | 0.781 3.63E-03 | 6.30E-03 1.14 1.30 0.88
Superoxide dismutase
[Mn]. mitochondrial
(Mn SOD) 2.03B-03 | 2.09E-04 | 1.69E+01 | 0.779 1.07E-03 | 1.24E-04 0.81 0.79 1.02
C-type lectin domain
family 1 member B
(CLCIB) 1.70E-03 | 1.70E-04 | 1.74E+01 | 0.779 8.59E-04 | 4.74E-04 1.45 1.62 0.90
Interfeukin-17 receptor
D (IL-17RD) 2.36E-03 | 2.54E-04 | 1.66E+01 | 0.777 3.10E-03 | 6.05E-04 0.87 0.87 1.00
E3 ubiquitin-protein
ligase CHIP (CHIP) 2.17E-03 | 2.29E-04 | 1.68E+01 | 0.775 5.84E-02 | 4.07E-02 1.36 1.58 0.86
Hepatocyte growth
factor receptor (Met) 3.13E-03 | 3.49EB-04 | 1.59E+01 | 0.772 7.58E-04 | 1.26E-04 0.84 0.83 1.01
Sex hormone-binding
globulin (SHBG) 3.87E-03 | 440E-04 | 1.55E+01 | 0.770 1.80E-04 | 5.82E-07 0.41 043 0.96
Caspase-3 2.36E-03 | 2.55E-04 | 1.65E+01 | 0.770 2.33E-02 | 2.29E-02 1.37 1.72 0.80
Cathepsin L2
(Cathepsin V) 3.87E-03 | 4.44E-04 | 1.54E+01 | 0.769 3.64E-04 | 1.50E-05 0.70 0.74 0.94
Neural cell adhesion
molecule 1, 120 kDa
isoform (NCAM-120) | 3.68E-03 | 4.13E-04 | 1.56E+01 { 0.769 6.59E-04 | 1.22E-04 0.80 0.80 0.99
Insulin-like growth
factor-binding protein
6 (IGFBP-6) 5.63E-03 | 7.10E-04 | 1.45E+01 | 0.766 8.96E-04 | 5.00E-04 1.17 1.17 0.99
Interleukin-19 (IL-19) | 5.62E-03 | 6.92E-04 | 1.46E+01 | 0.763 4.61E-04 | 7.78E-05 0.83 0.80 1.04
C-type lectin domain
family 4 member K.
(CLC4K) 5.14E-03 | 6.16E-04 | 1.48E+01 | 0.761 9.87E-03 | 4.73E-03 0.91 0.91 1.01
Tropomyosin alpha-4 4.09E-07 | 2.95E-09 | 3.93E+01 | 0.761 5.91E-04 | 1.08E-04 4.21 4.39 0.96
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Ooooooooooooooooogod

chain (Tropomyosin 4)

Fibronectin Fragment

3 (FN1.3) 5.45E-03 | 6.66E-04 | 1.46E+01 | 0.759 1.65B-03 | 6.75E-04 1.35 1.34 1.01
14-3-3 protein

zeta/delta 1.12E-06 | 1.79E-08 | 3.57E+01 | 0.758 2.43E-03 | 8.35E-04 222 2.28 0.97
Dipeptidyl peptidase 2

(DPP2) 9.74E-03 | 1.38E-03 | 1.32E+01 | 0.757 3.56E-03 | 6.71E-04 0.86 0.85 1.01
Phosphoglycerate

mutase 1 7.04E-03 | 9.14E-04 | 1.40E+01 | 0.757 1.11E-02 | 1.20E-02 249 2.56 0.97
Interleukin-1 receptor

type 2 (IL-1 sRID 7.08E-03 | 9.34E-04 | 1.40E+01 | 0.756 4.01E-04 | 8.44E-05 0.83 0.81 1.03
Sclerostin (SOST) 7.82E-03 | 1.06E-03 | 1.37E+01 | 0.755 1.33E-03 | 3.73E-04 1.60 1.40 1.15
Insulin-like growth

factor-binding protein

1 (IGFBP-1) 7.08E-03 | 9.34E-04 | 140E+01 | 0.755 3.37E-03 | 4.27E-04 0.37 0.40 0.94
Roundabout homolog

3 (ROBO3) 6.83E-03 | 8.81E-04 | 141E+01 | 0.755 6.67E-02 | 1.54E-02 0.81 0.77 1.04
Fatty acid-binding

protein. heart (FABP) 5.14E-03 | 6.21E-04 | 1.48E+01 | 0.754 1.78E-02 | 7.60E-03 1.47 1.58 0.93
Properdin 6.55E-03 | 840E-04 | 1.42E+01 | 0.754 1.25E-03 | 1.28E-04 1.18 1.25 0.95
Vascular endothelial

growth factor receptor

3 (VEGF sR3) 7.08E-03 | 9.26E-04 | 1.40E+01 | 0.754 5.66E-03 | 2.36E-03 0.80 0.77 1.04
Histone H2B type 2-E

(H2B2E) 4.32E-03 | 5.04E-04 | 1.52E+01 | 0.752 2.11E-03 | 1.46E-03 1.58 1.36 1.17
Serine protease

HTRAZ2, mitochondrial

(HTRA2) 273E-03 | 2.98E-04 | 1.62E+01 | 0.751 2.18E-03 | 1.83E-03 1.21 1.38 0.88
Netrin receptor

UNCS5D (UNC5H4) 8.30E-03 | 1.14E-03 | 1.36E+01 | 0.751 1.18E-03 | 3.14E-04 0.79 0.76 1.04
Haptoglobin 9.47E-03 | 1.32E-03 | 1.33E+01 | 0.749 1.17E-03 | 3.40E-04 3.10 2.62 1.18
Carbonic anhydrase 6 8.15E-03 | 1.11E-03 | 1.36E+01 | 0.746 1.97E-03 | 2.88E-05 0.54 0.49 1.09
Complement C4b 4.58E-03 | 5.46E-04 | 1.50E+01 | 0.74] 6.25E-03 | 3.06E-03 1.54 1.86 0.83
Tumor necrosis factor-

inducible gene 6

protein (TSG-6) 9.57E-03 | 1.34E-03 | 1.32E+01 | 0.740 1.01E-03 | 1.85E-04 0.80 0.72 1.10
Calcium/calmodulin-

dependent protein

kinase type II subunit

alpha (CAMK2A) 9.10E-03 | 1.26E-03 | 1.34E+01 | 0.728 1.44E-02 | 2.92E-02 1.13 1.29 0.88
PIK3CA/PIK3R1

(PIK3CA/PIK3R1) 9.13E-03 | 1.27E-03 | 1.33E+01 | 0.710 231E-02 | 2.42E-02 1.17 1.37 0.85
NudC domain-

containing protein 3

(NUDC3) 7.45E-03 | 1.00E-03 | 1.38E+01 | 0.708 2.69E-02 | 2.03E-02 1.10 1.28 0.86
goooao

gooooooouoouoogoognn
goooooobgobgotbgoboboboboboboboboboboboboo
goboboooobooooboboogobboboooobboooobboboo4obobooo
gooooogobgobgobgobobobobobobobobUobUobUoboboo
goooooobgobgobgoboboboboboboboboboboboboo
gooooouobuobuotbuotboboboboboboboboboboboboo
goooao

goooooooooon
gooboooobooooobooobobobooooboboooobbooobobooo
gooooogobgobobgobobobobobobbobobobUobUobob oo
goooooobgobgotbgobobobobobobobobuoboboboboo
goboboooobooooboboogobboboooobboooobboboo4obobooo
gooboooobobooogooboogoobobobooooboboooobbooobobobooo
goooooobgobgobgoboboboboboboboboboboboboo
goooooobdobgotbgotboboboboboboboboboboboboo
gooooooobooogoobooobboboooobobooooboboooobobooo
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2. I:I Claims Nes.:
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3. I:‘ Claims Nos.:
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This International Searching Authority found multiple inventicns in this intemational application, as follows:

see additional sheet

1. As all required additional search fees wers timely paid by the applicant, this international search report covers all searchabls
claims.

2. D As all searchable claims could be saarched without effort justifying an additional tees, this Authority did not invite payment of
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3. As only some of the required additional search fees were timely paid by the applicant, this intemational search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. Na required additional search tess wera timaly paid by the applicant. Cansequantly, this international search report ia
rastricted to the invention firet mantioned in the claims; it is caversad by claims Nos.:
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Remark on Protest The additional search fees were accompanied by the applicant’s protest and, where applicable, the
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International Application No. PCT/ Us2017/ 051749

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 21Q

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-5, 10-27(all partially)

A method for analyzing a sample, comprising: (i) providing a
biological sample obtained from a subject having, suspected
of having, or being at risk for a disease associated with
the contact activation system; and (i1) measuring the level
of a biomarker set, which comprises at least one protein
selected from Table 1, wherein if the biomarker set consists
of one protein, said protein is not C4, plasma
prekallikrein, thrombin, tissue-type plasmincgen activator
(tPA), or heat shock protein 90. The at least one protein
is: IL-1F6. A corresponding kit.

2-4. claims: 6{completely); 1-5, 10-27(partially)

A method for analyzing a sample, comprising: (i) providing a
biological sample obtained from a subject having, suspected
of having, or being at risk for a disease associated with
the contact activation system; and (ii) measuring the level
of a biomarker set, which comprises at least one protein
selected from Table 1, wherein if the biomarker set consists
of one protein, said protein is not C4, plasma
prekallikrein, thrombin, tissue-type plasminogen activator
(tPA), or heat shock protein 90. The at Teast one protein is
one of the following: ATPQ, cyclophilin F, HSP6O, A
corresponding kit.

5-6. claims: 7(completely); 1-5, 10-27(partially)

A method for analyzing a sample, comprising: (i) providing a
biological sample obtained from a subject having, suspected
of having, or being at risk for a disease associated with
the contact activation system; and (ii) measuring the level
of a biomarker set, which comprises at least one protein
selected from Table 1, wherein if the biomarker set consists
of one protein, said protein is not C4, plasma
prekallikrein, thrombin, tissue-type plasminogen activator
{tPA), or heat shock protein 90. The at least one protein is
one of the following: 4-3-3 zeta/delta or 14-3-3 beta/alpha.
A corresponding kit.

7-9. claims: 8(completely); 1-5, 10-27(partially)

A method for analyzing a sample, comprising: (i) providing a
biological sample obtained from a subject having, suspected
of having, or being at risk for a disease associated with
the contact activation system; and (ii) measuring the level
of a biomarker set, which comprises at lTeast one protein
selected from Table 1, wherein if the biomarker set consists
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of one protein, said protein is not C4, plasma
prekallikrein, thrombin, tissue-type plasminogen activator
(tPA), or heat shock protein 90. The at least one protein is
one of the following: protein kinase YES, protein kinase
LYN, and mitogen-activated protein kinase 14 (MAPK14). A
corresponding kit.

10-12. claims: 9(completely); 1-5, 10-27(partially)

A method for analyzing a sample, comprising: (i) providing a
biological sample cbtained from a subject having, suspected
of having, or being at risk for a disease associated with
the contact activation system; and (ii) measuring the Tevel
of a biomarker set, which comprises at least one protein
selected from Table 1, wherein if the biomarker set consists
of one protein, said protein is not C4, plasma
prekallikrein, thrombin, tissue-type plasminogen activator
(tPA), or heat shock protein 90. The at least one protein is
one of the following: glycogen synthase kinase 3 alpha/beta,
ATP-dependent RNA helicase DDX19B, and eukaryotic
translation initiation factor 5A-1. A corresponding kit.

13. claims: 1-5, 10-27(all partially)

A method for analyzing a sample, comprising: (i) providing a
biological sample obtained from a subject having, suspected
of having, or being at risk for a disease associated with
the contact activation system; and (ii) measuring the Tevel
of a biomarker set, which comprises at least one protein
selected from Table 1, wherein if the biomarker set consists
of one protein, said protein is not C4, plasma
prekallikrein, thrombin, tissue-type plasminogen activator
(tPA), or heat shock protein 90. The at least one protein is
the rest of the proteins disclosed in table 1. A
corresponding kit.
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