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Methods and materials

Proteomic analysis

1.1 Tissue sample preparation

Tissue samples for proteomic analysis were snap-frozen with liquid nitrogen,

grinded into a fine powder, and suspended with 10 pL extraction buffer (7M

urea, 2M thiourea, 0.1% CHAPS) per mg tissue on ice. The samples were

sonicated at 30% amplitude for 60 seconds with the digital Sonifier OX

(Branson). The homogenate was centrifuged at 15,000 g for 10 min at 4°C.

The total protein concentration of each sample was determined using the

Bradford method.

1.2 iTRAQ labeling

iTRAQ labeling was carried out with an iTRAQ reagent 3 plex protein

quantitation kit (Applied Biosystems). Myocardium tissue (100-ug protein per

subject) was labeled with iTRAQ reagents 114, 115, and 116. Three labeled



samples were pooled, vacuum-dried, and subjected to reverse—phase

fractionation.

1.3 Peptide liquid chromatography fractionation

The iTRAQ labeled pooled sample was resuspended in 100 ul buffer A (98%

ddH20, 2% ACN, PH=10), loaded onto a 4.6 x 250 mm Durashell-C18 column

(150 A, 5 um particles, Agela), and fractionated with HPLC (RIGOL, China).

Peptides were eluted using an increasing acetonitrile gradient with buffer A

and buffer B (98% ACN, 2% water with ammonia). The flow rate was 0.7

ml/min. The elution gradient was: 5-8% buffer B for 0-5 min, 8-18% buffer B for

5-35 min, 18-32% buffer B for 35-62 min, 32-95% buffer B for 62-64 min, 95%

buffer B for 64-78 min, and then elution gradient was changed to 5% buffer B

for 4 min. Fractions were collected every 1 min, pooled into 8 fractions by

intervals and dried by vacuum centrifugation.



1.4 LC-MS/MS analysis

Nanoflow electrospray ionization tandem mass spectrometric analysis of

peptide samples was carried out using Orbitrap Fusion Lumos (Thermo

Scientific, Bremen, Germany) interfaced with EASY-nLC 1000 System. A full

MS scan (300-1400 m/z) was acquired in the positive ion mode at a resolution

of 70,000 (at 400 m/z) with automatic gain control (AGC) - 1 x 3EG6, a

maximum ion accumulation time - 20 ms, number of scan - ranges of one, and

dynamic exclusion - 18.0 s. Information for peptides and peptide fragments

were collected as follows: 10 fragment files were collected after every full scan

(MS2 scan), higher collision energy dissociation fragmentation, an isolation

window - 1.6 m/z, full scan at a resolution of 17,500 (at 120 m/z), micro-scans -

one, maximum ion accumulation time - 60ms, normalized collision energy - 30

eV, and an under-fill ratio - 0.1%.

1.5 Protein identification and quantitation and statistical analysis



The MS data were searched against the database for peptide identification

(uniprot_Sus_scrofa_35257_20160914.fasta) and quantified using Mascot 2.1

and Proteome Discoverer (V.1.4, Thermo Scientific). Proteins with at least two

unique peptides and FDR of 1% were subjected to further quantitative data

analysis. The following parameters were used in analysis: peptide mass

tolerance - 20 ppm, fragment mass tolerance - 2 ppm, number of allowed

maximum missed tryptic cleavage sites - 2; oxidation of methionine and Acetyl

(protein N-term) - dynamic modification; carbamidomethyl (C) - static

modifications. Relative quantitation of proteins was carried out based on the

relative intensities of reporter ions released during MS/MS fragmentation of

peptides. Student's f-test was used to compare differences of protein

expression among three groups of samples. Statistical significance was

defined as P<0.05. Fold change over 1.2 was the threshold to identify

differently expressed proteins.



Figure S1

Figure S1 legend: Exemplary coronary angiogram. Images were obtained

in the left anterior oblique (LAO) 30° . (a) Normal LAD artery in the sham

group at the baseline; (b) LAD artery stenosis by coronary angiogram at two

months post-surgery. LAD, left anterior descending branch; LCX, left

circumflex branch.



Figure S2
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Figure S2 legend: Typical base peak chromatograms of PQS in pig

plasma after oral administration. A: Mixed standards B: Blank plasma C:

Plasma sample after drug treatment P: PQS extract. A1-A4: Extracted base

peak chromatograms of mixed standards; B1-B4: Extracted base peak

chromatograms of blank pig plasma; C1-C4: Extracted base peak

chromatograms of plasma sample after administration of PQS extract



Figure S3
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Figure S3 legend: Five major components of PQS discovered in plasma.

a: F11; b: Rc; ¢: Rb2; d: Rb3; e:Rd.



Table 1. The potential targets of five major PQS components

Re Rb3 F11 Rd Rb2
ATPIAL ATPIAL CXCR4 ATPIAL ATPIAL
GAA GAA ADORA2A GAA GAA
MGAM MGAM NT5C2 MGAM MGAM
ADORAZA  ADORA2A POLAT ADORAZA ADORAZA
POLA1 POLA1 ADK POLA1 POLA1
AMY2B AMY2B ADORAZB AMY2B AMY2B
ADORAZB ADORAZB IMPDH1 ADORAZB ADORAZB
NR3C1 NR3C1 ADORA3 NR3C1 NR3C1
AMYZ2A AMYZ2A POLB AMYZ2A AMYZ2A
ADORA3 ADORA3 ENPP1 ADORA3 ADORA3
ST ST ADA ST ST
POLB POLB DNMT1 POLB POLB
DNMT1 DNMT1 ADORA1 DNMT1 DNMT1
ADORA1 ADORA1 SCN1A ADORA1 ADORA1
SCN1A SCN1A GABRA2 SCN1A SCN1A
CXCR4 CXCR4 GAA CXCR4 CXCR4
GABRA2 GABRA2 MGAM GABRA2 GABRA2
GABRD GABRD GABRD GABRD GABRD
SLC47A1 SLC47A1 SLC47A1 SLC47A1 SLC47A1
GABRB1 GABRB1 GABRB1 GABRB1 GABRB1
FGF1 FGF1 FGF1 FGF1 FGF1
GABRG3 GABRG3 GABRG3 GABRG3 GABRG3
CYP3A4 CYP3A4 CYP3A4 CYP3A4 CYP3A4
GLRA3 GLRA3 NFKB2 GLRA3 GLRA3
NFKB2 NFKB2 TNF NFKB2 NFKB2
TNF TNF GABRE TNF TNF
PTGIS PTGIS MMP9 PTGIS PTGIS
GABRE GABRE GABRA3 GABRE GABRE
MMP9 MMP9 CYP51A1 MMP9 MMP9
GABRA3 GABRA3 FGG GABRA3 GABRA3
CYP51A1 CYP51A1 GABRG1 CYP51A1 CYP51A1
GABRG1 GABRG1 GABRP GABRG1 GABRG1
GABRP GABRP NR3C1 GABRP GABRP
GABRA4 GABRA4 GUCY1A2 GABRA4 GABRA4
P2RY12 P2RY12 GABRA4 P2RY12 P2RY12
PTGIR PTGIR GABRB2 PTGIR PTGIR
GABRB2 GABRB2 ITFNG GABRB2 GABRB2
TFENG TFENG EGF TFENG TFENG
CA4 CA4 AMY2A CA4 CA4
KCNH2 KCNH2 CA4 KCNH2 KCNH2
FGF4 FGF4 KCNH2 FGF4 FGF4
GABRQ GABRQ FGF4 GABRQ GABRQ
DHFR DHFR FGB DHFR DHFR
SMO SMO GABRQ SMO SMO
GABRB3 GABRB3 DHFR GABRB3 GABRB3
GABRAbS GABRAbS ATP1A1 GABRAbS GABRAS
PADI4 PADI4 GABRB3 PADI4 PADI4
GABRAG GABRAG ST GABRAG6 GABRAG
GABRA1 GABRA1 NPR1 GABRA1 GABRA1
MLNR MLNR GABRAS MLNR MLNR
SLCO1B3 SLCO1B3 PADT4 SLCO1B3 SLCO1B3
GABRG2 GABRG2 GABRAG GABRG2 GABRG2
CA2 CA2 GABRA1 CA2 CA2
LRP2 LRP2 FGA LRP2 LRP2
ANXA1 ANXA1 MLNR ANXA1 ANXA1
GRIK1 GRIK1 SLCO1B3 GRIK1 GRIK1
ALB ALB GABRG2 ALB ALB



ABCB1
FGF2
SLCO1B1
ABCC2
FBP1
AKT1
PDE7B
PRKAB1
ACVR1
ASNA1
ADRBK2
PDE4A
ACSS2
ATP1A3
ACVRL1
UGCG
ATP1A4
ADCY1
AMY1A
NT5C2
AMHR2
TNK2
TH
ASNS
ADK
ABL2
ADRBK1
TPH1
IMPDH1
PDE4D
SLC19A2
PAH
GANAB
PDE7A
PRKAA1
ABCC9
PDE4C
CREB1
ACSS1
PIM1
ATP1AZ
PYGL
ABL1
AFG3L2
CDK15
GANC
HINT1
ASS1
TPK1
AMY1C
ACVR1B
ACSL1
ABCA1
NOS3
ENPP1
NEUZ
PDE4B
IMPDHZ

ABCB1
FGF2
SLCO1B1
ABCC2
FBP1
AKT1
PDE7B
PRKAB1
ACVR1
ASNA1
ADRBK2
PDE4A
ACSS2
ATP1A3
ACVRL1
UGCG
ATP1A4
ADCY1
AMY1A
NT5C2
AMHR2
TNK2
TH
ASNS
ADK
ABL2
ADRBK1
TPH1
IMPDH1
PDE4D
SLC19A2
PAH
GANAB
PDE7TA
PRKAA1
ABCC9
PDE4C
CREB1
ACSS1
PIMI1
ATP1A2
PYGL
ABL1
AFG3L2
CDK15
GANC
HINT1
ASS1
TPK1
AMY1C
ACVR1B
ACSL1
ABCA1
NOS3
ENPP1
NEU2
PDE4B
IMPDHZ2

CA2
LRP2
GRIK1
ALB
ABCB1
FGF2
SLCO1B1
ABCC2
FBP1
AKT1
TCN1
PRKAB1
ACVR1
ASNA1
ADRBK2
ACSS2
MUT
ATP1A3
ACVRL1
ADCY1
MMAB
AMHR2
TNK2
MTRR
ASNS
GLRA3
ABL2
ADRBK1
MTR
PDE4D
SLC5A2
SLC25A5
CUBN
PRKAA1
ABCC9
AMN
CREB1
CYP3AT-C
ACSS1
PIM1
ATP1AZ
PYGL
ABL1
AFG3L2
MMACHC
CDK15
HINT1
ASS1
ACVR1B
ACSL1
ABCA1
SLC25A6
MMAA
CYP3A7
PDE4B
IMPDHZ
NAE1
PRKAB2

ABCB1
FGF2
SLCO1B1
ABCC2
FBP1
AKT1
PDE7B
PRKAB1
ACVR1
ASNA1
ADRBK2
PDE4A
ACSS2
ATP1A3
ACVRL1
UGCG
ATP1A4
ADCY1
AMY1A
NT5C2
AMHR2
TNK2
TH
ASNS
ADK
ABL2
ADRBK1
TPH1
IMPDH1
PDE4D
SLC19A2
PAH
GANAB
PDE7TA
PRKAA1
ABCC9
PDE4C
CREB1
ACSS1
PIMI1
ATP1A2
PYGL
ABL1
AFG3L2
CDK15
GANC
HINT1
ASS1
TPK1
AMY1C
ACVR1B
ACSL1
ABCA1
NOS3
ENPP1
NEU2
PDE4B
IMPDHZ2

ABCB1
FGF2
SLCO1B1
ABCC2
FBP1
AKT1
PDE7B
PRKAB1
ACVR1
ASNA1
ADRBK2
PDE4A
ACSS2
ATP1A3
ACVRL1
UGCG
ATP1A4
ADCY1
AMY1A
NT5C2
AMHR2
TNK2
TH
ASNS
ADK
ABL2
ADRBK1
TPH1
IMPDH1
PDE4D
SLC19A2
PAH
GANAB
PDE7A
PRKAA1
ABCC9
PDE4C
CREB1
ACSS1
PIM1
ATP1AZ
PYGL
ABL1
AFG3L2
CDK15
GANC
HINT1
ASS1
TPK1
AMY1C
ACVR1B
ACSL1
ABCA1
NOS3
ENPP1
NEUZ
PDE4B
IMPDHZ



NAE1
ADA
PRKAB2
APAF1
ABCCS8
ALK
ABCB11
ABCG1
ARAF
SLC25A4
AMY1B
CACNB1
CACNAZD
CACNATH
FKBP1A
PRDX5
CACNAIF
KDM5D
ALKBH3
0GFOD2
ESR2
P3H3
TMLHE
CACNATA
CACNALI
ESR1
CACNAZD
P4HTM
SERPINC1
HSD3B2
PLOD1
SHBG
EGLN2
PTGER1
ALKBHZ
CAl
CACNALS
FGG
BBOX1
PTGER4
PGR

AR
CACNA2D
GUCY1AZ2
SERPIND1
CACNB4
F10
CACNA1B
CACNA1C
EGF
PRKCA
CACNA1D
HSD3B1
HMGCR
PAM
CACNB3
SLC23A1
MTOR

NAE1
ADA
PRKAB2
APAF1
ABCCS8
ALK
ABCB11
ABCG1
ARAF
SLC25A4
AMY1B
CACNAZD
FKBP1A
PRDX5
ESR2
ESR1
SERPINC1
HSD3B2
PTGER1
CAl

FGG
PTGER4
PGR

AR
GUCY1AZ2
SERPIND1
F10
EGF
PRKCA
HSD3B1
HMGCR
MTOR
FGB
ITGB2
PTGER2
FASN
PTGER3
CES1
SLC2A2
NPR1
PTGFR
CLCN2
TKBKB
FGA
ITGAL
CYP19A1
HDAC2
VDR
PRKCD
SLC6A2
CYP27B1
NR3C2
NR3C2

SLC5A1
APAF1
ABCC8
ALK
ABCB11
ABCG1
ARAF
SLC25A4
CACNAZ2D
PRDX5
SERPINC1
PTGIS
CAl

AR

F10
P2RY12
PTGIR
CES1
SMO
SLC2A2
CLCN2
TKBKB
ANXA1
SLC6A2
SLC6A2

NAE1
ADA
PRKAB2
APAF1
ABCCS8
ALK
ABCB11
ABCG1
ARAF
SLC25A4
AMY1B
CACNAZD
FKBP1A
PRDX5
ESR2
ESR1
SERPINC1
HSD3B2
PTGER1
CAl

FGG
PTGER4
PGR

AR
GUCY1AZ2
SERPIND1
F10
EGF
PRKCA
HSD3B1
HMGCR
MTOR
FGB
ITGB2
PTGER2
FASN
PTGER3
CES1
SLC2A2
NPR1
PTGFR
CLCN2
TKBKB
FGA
ITGAL
CYP19A1
HDAC2
VDR
PRKCD
SLC6A2
CYP27B1
NR3C2
NR3C2

NAE1
ADA
PRKAB2
APAF1
ABCC8
ALK
ABCB11
ABCG1
ARAF
SLC25A4
AMY1B
CACNAZD
FKBP1A
PRDX5
ESR2
ESR1
SERPINC1
HSD3B2
PTGER1
CAl

FGG
PTGER4
PGR

AR
GUCY1A2
SERPIND1
F10
EGF
PRKCA
HSD3B1
HMGCR
MTOR
FGB
1TGB2
PTGER2
FASN
PTGER3
CES1
SLC2A2
NPR1
PTGFR
CLCN2
TKBKB
FGA
ITGAL
CYP19A1
HDAC2
VDR
PRKCD
SLC6A2
CYP27B1
NR3C2
NR3C2



0GFOD1
FGB
ITGB2
PTGER2
FASN
DBH
PTGER3
EGLN3
SLC2A2
PLOD3
P4HA1
NPR1
CYP11B2
CACNALG
PTGFR
EGLN1
CLCN2
TKBKB
FGA
CACNB2
P3H2
LCT
ITGAL
CYP19A1
HDAC2
VDR
PLOD2
P3H1
PRKCD
SLC6AZ
PHYH
CYP27B1
CACNG1
NR3C2
NR3C2




Table 2.

List of 184 downregulated proteins of PQS vs. Untreated

Accession  Symbol ENTREZID u/s PQS/U Ratio pValue Significant Change Ratio pValue Significant  Change
u/s u/s u/s u/s PQS/U  PQS/S PQS/U PQS/U

0. 000

DOVWV4  SDHC 100524676 0.783 0.651 0.791 7 Yes Down 0. 665 0.0007 Yes Down
0.031

I3LAQO I3LAQO 0.771 0.661 0.660 6 Yes Down 0. 680 0.0030 Yes Down
0.018

F1S571 COL11A1 397175 4.979 0.68 4.116 6 Yes Up 0. 687 0.0002 Yes Down
0. 005

F1S902 COMP 396554 3.865 0.537  3.543 7 Yes Up 0. 580 0.0036 Yes Down
0. 047

F1RS37 POSTN 100152401 3.023 0.709 3.478 5 Yes Up 0.729 0.0014 Yes Down
0. 004

F1RRJ9 LTBP3 100517877 2.941 0.588 2.781 3 Yes Up 0. 584 0.0003 Yes Down
0.018

F1S6Q3 CILP2 100518061 3.232 0.775 2.756 5 Yes Up 0. 804 0.0090 Yes Down
0.023

F1RQIO COL12A1 3.277 0.766 2.738 5 Yes Up 0. 787 0.0024 Yes Down
0. 008

Q29116-3 TNC 397460 2.608 0.812 2.470 5 Yes Up 0. 798 0.0022 Yes Down
0.013

062797 062797 2.662 0.733 2.456 5 Yes Up 0. 754 0.0021 Yes Down
0. 007

F1S6B5 FMOD 100526237 2.619 0.794 2.388 Yes Up 0. 804 0.0023 Yes Down




F1RYL4

C1IHT9

F1S2T5

P79263

F1RVS9

E7BXW9

F15285

F1RU22

[3L8F7

74YP82

Q1WO0S7

F1SH92

[3LMU6

FRZB

PDK4

LTBP2

ITIH4

PI16

MUSTN1

COL14A1

EFEMP2

NES

SPARC

AEBP1

ITIH4

RCN3

100152419

100286778

100514300

396799

100155010

100622867

100158059

100526031

100153933

595124

733628

396799

100518493

. 445

. 178

. 822

277

. 849

. 806

. 883

. 766

. 905

. 781

. 572

. 662

1.93

. 633

. 506

.679

. 404

. 684

. 656

.781

. 836

. 789

. 692

. 822

. 574

. 706

. 372

. 087

. 051

.919

. 856

. 830

. 802

L1797

L1775

. 766

. 761

. 751

.725

. 013

. 002

.011

. 036

. 001

. 020

. 006

. 000

. 007

. 002

.021

. 008

.019

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Up

Up

Up

Up

Up

Up

Up

Up

Up

Up

Up

Up

Up

. 630

. 498

.674

. 480

.673

. 663

. 825

.721

. 793

. 728

. 820

. 529

187

. 0011

. 0002

. 0003

. 0054

. 0061

. 0029

. 0163

. 0399

. 0006

. 0051

. 0004

. 0028

. 0343

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Down

Down

Down

Down

Down

Down

Down

Down

Down

Down

Down

Down

Down




P63221

F275S3

G9B792

[3LM94

F1RX36

I3LJX2

[3L856

J9JIL5

F1SCD1

F1SNY2

F1RS99

F1SVBO

F1SM61

RPS21

LOC1006
24417

ANKRD2

[3LM94

LOC1021
58263

I3LJX2

GPX7

LOC1006
20367

F1SCD1

RPL3

COL6AS

CAPG

FBLN1

100037996

100624417

100155185

102158263

100621417

100620367

396768

100515967

100519653

100519144

1. 566

1. 434

1.6

1.725

1.714

1.773

1.711

1.51

1. 686

1. 587

1.677
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1. 638
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Yes
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Yes

Up

Up

Up
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Up

Up

Up

Up

Up
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Up

Up

. 720

. 738

LT

. 806

. 603

. 829

. 764

. 754

.678

. 825

. 804

. 820

. 809

. 0085

. 0419

. 0095

. 0410

. 0023

. 0450

. 0370

. 0178

. 0046

. 0006

. 0182

. 0360

. 0144

Yes
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Down

Down

Down

Down

Down

Down

Down

Down

Down

Down

Down

Down

Down




F1SPG5

F1SD87

I3LR85

Q56P20

I3LGC2

[3LPP3

F1RLO6

F1S106

F8SIP2

F1SN67

[3LEB7

K7GL43

F1SCC7

F1SPG5

FBLN5

PRKCD

ARF4

RRBP1

Cle6orf91

LOC1005
23213

HDLBP

EFEMP1

FBN1

PODN

THY1

LOC1001
56325

100155248

100622955

595108

100155369

100523213

100233187

100512046

414836

100622214

100271931

100156325

1.353

1.513

1.491

1. 569

1. 558

1.54

1. 509

1. 552

1. 388

1. 483

1. 557

1.51

1. 488

0.725

0.817

0. 869

0. 664

0. 787

0.726

0. 649

0. 791

0. 804

0.671

0.79

0. 786

0. 608

. 549

. 525

. 520

.512

.512

. 504

. 498

. 498

47T

. 475

473

. 467

. 459

. 030

. 000

. 007

. 004

.013

. 027

. 000

. 006

.034

. 003

.015

. 003

. 001

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Up

Up

Up

Up

Up

Up

Up

Up

Up

Up

Up

Up

Up

.722

. 801

.778

LT11

L1773

. 708

. 648

L1767

L1797

. 705

. 809

. 813

.614

. 0183

. 0016

. 0398

. 0070

. 0037

. 0032

. 0000

. 0033

. 0310

. 0079

.0414

. 0058

. 0047

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Down

Down

Down

Down

Down

Down

Down

Down

Down

Down

Down

Down

Down




[3LIK6

A5A758

QIMZ46

A1X898

F2Z557

Q8MI72

F1S5)3

F1SJT7

F1SCCeé

DI9U8D1

13L818

I3LQG4

[3LAW4
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Table 3.

List of 149 upregulated proteins of PQS vs. Untreated

Accession Symbol  ENTREZID u/s PQS/U Ratio pValue Significant Change Ratio pValue Significant  Change
u/s u/s u/s u/s PQS/U  PQS/S PQS/U PQS/U
0.001
Q86312 OXSR1 397618 0.835 1.351 0.823 5 Yes Down 1. 324 0.0094 Yes Up
0. 000
F1SLX5 AASS 100513962 0.796 1. 346 . 807 9 Yes Down 1. 283 0.0204 Yes Up
0. 002
F1S3H4 CoQ6 100155731 0.788 1.273 . 807 7 Yes Down 1. 237 0.0093 Yes Up
0. 003
Q3ZD69 LMNA 100126859 0.813 1.293 . 807 3 Yes Down 1. 272 0.0015 Yes Up
0.011
F1SAM3  CDH2 100515322 0.843 1.172 . 806 6 Yes Down 1.225 0.0165 Yes Up
0. 003
[3LE14 CCDC58 100627794  0.809 1. 32 . 805 4 Yes Down 1. 453 0.0210 Yes Up
0.016
F1RRY6 PTGES2 100155133 0.854 1.258 . 805 7 Yes Down 1. 292 0.0035 Yes Up
0.010
F1SEN2 GLUD1 100157162 0.821 1.212 . 801 4 Yes Down 1. 222 0.0047 Yes Up
LOC100 0. 002
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Table 4.

List of 341 upregulated proteins of Untreated vs. Sham

Accession Symbol  ENTREZID u/s PQS/U Ratio pValue Significant Change Ratio pValue Significant  Change
u/s u/s u/s u/s PQS/U  PQS/S PQS/U PQS/U
COL11A 0.018
F1S571 397175 4.979 0.68 4.116 6 Yes Up 0. 687 0.0002 Yes Down
0. 005
F15902 COMP 3965564  3.865 0.537 3.543 7 Yes Up 0. 580 0.0036 Yes Down
0. 047
F1RS37 POSTN 100152401  3.023 0.709 3.478 5 Yes Up 0.729 0.0014 Yes Down
0. 004
F1RR]9 LTBP3 100517877 2.941 0.588 2.781 3 Yes Up 0. 584 0.0003 Yes Down
0.018
F1S6Q3 CILP2 100518061 3.232 0.775 2.756 5 Yes Up 0. 804 0.0090 Yes Down
COL12A 0.023
F1RQIO 3.277 0.766 2.738 5 Yes Up 0. 787 0.0024 Yes Down
Q29116- 0. 008
3 TNC 397460 2.608 0.812 2.470 5 Yes Up 0. 798 0.0022 Yes Down
0.013
062797 062797 2.662 0.733 2.456 5 Yes Up 0. 754 0.0021 Yes Down
0. 007
F1S6B5 FMOD 100526237 2.619 0.794 2. 388 4 Yes Up 0. 804 0.0023 Yes Down
0.013
F1RYL4 FRZB 100152419 2.445 0.633 2.372 4 Yes Up 0.630 0.0011 Yes Down
0. 002
C1IHT9 PDK4 100286778  2.178 0.506  2.087 Yes Up 0. 498 0.0002 Yes Down
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Table 5. List of 392 downregulated proteins of Untreated vs. Sham
Accession Symbol  ENTREZID u/s PQS/U Ratio pValue Significant Change Ratio pValue Significant  Change
u/s u/s u/s u/s PQS/U  PQS/S PQS/U PQS/U
0. 000
DOVWV4  SDHC 100524676 0.783 0.651 0.791 7 Yes Down 0. 665 0.0007 Yes Down
0.031
I3LAQO I3LAQO 0.771 0.661 0.660 6 Yes Down 0. 680 0.0030 Yes Down
0. 000
P62895 CYCS 100170131 0. 825 1.1 0.833 6 Yes Down 1. 108 0.0015 No No
0.020
A5A755 GNAQ 654405 0.832 1.191 0.833 9 Yes Down 1.175 0.0074 No No
LOC100 0. 046
I3LGI2 100738512 0.901 1.113 0.833 Yes Down 1.120 0.0244 No No
738512 1
0.011
F1SM07 COPS8 100515865 0.805 1.139 0.833 6 Yes Down 1. 091 0.1522 No No
TIMMS8 0.014
F1S1L1 A 100517443 0.794 1.057 0.832 ] Yes Down 1. 117 0.1364 No No
0.021
F1SU00 F1SU00 0. 881 1.01 0.832 0 Yes Down 1. 057 0.1469 No No
0.001
Q52178 NAMPT 595123 0.842 1.132 0.832 6 Yes Down 1. 169 0.0367 No No
SELENB 0. 003
F1STO1 p1 100152724 0.828 1.174 0.830 6 Yes Down 1. 141 0.0332 No No
0. 000
F1IRHM3  RYR2 396856 0.83 1.132 0.830 Yes Down 1.123 0.0123 No No
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. 0160
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Yes
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Yes
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F1SLQ7

F1SIF2

F1SKD6

F2Z5B6

I3LVC7

F1SRV4

I3L7T8

QITSX9

F1SFR6

F1S3H1

F1SMB2

F1R]I7

F1RZF7

MRRF

NDUFS3

SLC16A
7

TPM1

I3LVC7

GSTK1

I3L7T8

PRDX6

SUCLG2

ALDH6A
1

DLAT

COX6A1

NFE2L2

100515005

100510948

100158241

100037999

100521480

399538

397026

100153301
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100152232

100516343

0.695

0.717

0.692

0.79

0.763

0.713

0.724

0.692

0.712

0.725

0.699

0.661
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L2711
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. 198

. 343

. 288
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. 213

. 242
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. 522
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. 735
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. 730
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. 709
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. 013
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. 009
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. 244
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. 296
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F1RZV1

F1SE87

[3LUN7

K7GP58

F1SLY2

P00348

B5K]G2
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Q8SPJ9

F1SGH5

F1S2K3

[3LSI3

G8IFA6

BAG2

CHMP5
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AIFM1

NDUFA5

HADH

PGAM?2

COX17

COX7A1

PDHB

NUTF2

AK2

G8IFA6

100522554

100513035

733666

100524062

100525371

397604

100188980

100156799

399685

100516042

100520245

100620859

. 668

L1712

. 752

. 697

. 701

.714

. 695

.674

0.7

.675

. 609

.678

0. 64

1.24
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1.302
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1. 267

1. 277

1. 224

1.313

1. 269
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1. 217
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. 705

. 703
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. 682
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. 272
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C1PIG4

F1RT87

F1RKM1

F1SNO2

[3LGM4

F1SHR6

[3LVF9

F1SN53

D0G781

F1S3F3

[3L9H2

B2LWF9

F1RMR5

PRKAR2
A

RAB2A

ALDH7A
1

FRMD5

NDUFA1
1

F1SHR6

VAMP3

C20rf88

NDUFAB
1

ISCA2

CPNE2

GLUT4

ISOC2

397493

100151822

100152168

100514033

100628225

100515418

100312976

100738266

396754

100518558

0.661

0.727

0.632

0.593

0.675

0.695
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0. 62

0.61
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0.601

0. 664

0. 649
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1.274
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1.152
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. 439

. 393

.219

. 297

. 0099

. 0003

. 0187

. 0040

. 0036

. 0427

. 0306

. 0012
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I3L5L3
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[3LIC1

[3LLT8

Q6UV40

F1SMTO

F6PSL2

F1RFC8

F1RVA3
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Q8MI02

MOGAT
1

ACTB

CD82

IGHG

[3LIC1

[3LLT8

ALDOA

EFHD1

MYL2

MTFP1
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623668
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WwD2

F1RXY4
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F1SSF9
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2-Mar

MYH1
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1. 336

1.539

1. 465

1.355
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P63317  TNNC1
F1SS61  MYH3
P13618  ATPS]

F1SKJ2 TXN2

100156435

100622245

100158080

0.477

0.503

0. 468

0. 48

1.417

1. 337
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1.435
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0. 000
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U= Untreated, S=Sham



