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Patient Gender Age 6MWD  NT-proBNP RAP mPAP PAWP CcO PVR SOz
(years) (m) (pg/ml) (mmHg) (mmHg) (mmHg) (L/min) (WoodU) (%)

1 Female 65 465 151.5 1 40 6 241 14.10 59.8
2 Male 50 375 126.0 1.0 45 5 297 1347 60.5
3 Female 57 420 2350 3.0 31 8 6.07 379 70.5
4 Female 53 520 60.0 0.0 19 1 557 8.62 48.7
5 Male 71 195 42810 1 38 10 3.40 824 56.6
Post-BPA
1 Female 65 450 1365 1 14 2 39 3.05 69.9
2 Male 50 390 29.0 1 15 4 320 344 60.7
3 Female 57 400 125.0 1 21 6 423 355 70.3
1 Female 53 520 65.0 1 24 9 5.90 254 69.5
5 Male 71 455 353.7 0 23 6 573 297 58.3

6MWD, 6-minute walking distance; NT-proBNP, N-terminal pro B-type natriuretic peptide; RAP, right atrial pressure; mP AP, mean pulmonary artery pressure; PAWP, pulmonary artery wedge
pressure; CO, cardiac output; PVR, pulmonary vascular resistance; SyO,, saturation of mixed venous blood oxygen.
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Variable Pre-BPA Post-BPA

n =48 n =48
Age (y) 61.8+11.3
Female, n (%) 24 (50)
ASGR2, ng/mL 0.70 (0.51, 1.11) 0.38 (0.27,0.59) < 0.001
WHO FC, n (%) < 0.001
11 5 (10.4) 37 (77.1)
11 42 (87.5) 11 (22.9)
v 1(2.1) 0 (0)
6MWD, m 356.5 + 104.1 4423 + 67.8 < 0.001
Hemodynamics
mPAP, mm Hg 457 £ 11.1 25.7 + 6.3 < 0.001
PAWP, mm Hg 8.0 + 3.4 78 +35 0.736
CO, L/min 48+12 56+ 1.1 0.004
PVR, Wood U 9.3 +6.0 33+08 < 0.001
SvO, % 59.5 + 8.8 689 + 6.8 < 0.001
Echocardiography
RAA, mm?* 18.5 (15.9, 23.2) 14.1 (11.5,17.8) < 0.001
RATD, cm 44+09 3.6 +0.6 < 0.001
RALD, cm 52 +0.8 46+08 < 0.001
RVEDTD, cm 40 +0.7 3.5+0.5 < 0.001
RVEDLD, cm 6.5 (5.8, 7.0) 6.6 (6.0, 7.0) 0.166
sPAP, mmHg 71.5 (52.3, 97.8) 42,0 (37.3, 49.0) < 0.001
TAPSE, mm 11.0 (9.2, 12.0) 13.0 (11.0, 14.0) < 0.001

Values are expressed as the mean + SD or median (quartile range). BPA, balloon pulmonary
angioplasty; ASGR2, asialoglycoprotein receptor 2; WHO FC, World Health Organization
functional class; 6MWD, 6-minute walking distance; mPAP, mean pulmonary artery pressure;
PAWP, pulmonary artery wedge pressure; CO, cardiac output; PVR, pulmonary vascular
resistance; SyO,, saturation of mixed venous blood oxygen; RAA, right atrial area; RATD,
right atrial transverse dimension; RALD, right atrial longitudinal dimension; RVEDTD, right
ventricular transverse dimension; RVEDLD, right ventricular longitudinal dimension; sPAP,
systolic pulmonary artery pressure; TAPSE, tricuspid annular plane systolic excursion.
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deltaG

Ligands

(kcal/mol)
CSNK2A1 INA7 Quercetin -8.7
GSK3B 1Q5K Quercetin -8.6
EGFR 1IVO Quercetin -8.2
GSK3B 1Q5K (+)-Eudesmin -7.7
ESR2 4]26 Quercetin 7.7
GSK3B 1Q5K Coniferin -7.6
APP 1AAP Quercetin -7.5
GSK3B 1Q5K Clausarin -7.4

Z,12E)-12-Ni -9,12-
ESRL 1A52 (? ? ) . itrooctadeca-9 74
dienoic acid

EGFR 1IVO Coniferaldehyde glucoside -7.4

97,12E)-12-nitrooctadeca-9,12-
CsNK2Al | N7 | (O%12B)-12-nitrooctadeca 72
dienoic acid

APP 1AAP Caffeic acid -6.8
ESR2 4]26 Caffeic acid -6.4
GSK3B 1Q5K Isofraxidin -6.4
ESR1 1A52 Caffeic acid 6.3
EGFR 1IVO Isofraxidin -6.3
ESR2 426 4-Hydroxycinnamic acid -6.3
PAK1 3FXZ Ciwujiatone -6.2
ESR2 4]26 Ferulic acid I -6.2
ESRL a5y | Hydroy- -6.1
3-methoxycinnamaldehyde
ESR1 1A52 4-Hydroxycinnamic acid -6.1
CFTR V 1XMI Ciwujiatone -6.1
EGFR 1IVO Caffeic acid -6.1
ESR2 426 ii‘flizg’;innamaldehyde ol
ESR2 426 Ethyl gallate -6.1
ESR2 4]26 Salicylic acid -6.1
ESR2 4]26 3,4-Dihydroxybenzoic acid -6.0
GSK3B 105K jzizfl:::;,éinnamaldehyde 60
APP 1AAP Ferulic acid -5.9
NTRK1 1HE7 Ciwujiatone -5.9

EGER Vo (QIZ,l?E)—{2—Nxtroocmdeca»9,12— 59
dienoic acid

EGFR wvo | Hydron 538
3-methoxycinnamaldehyde

EGFR 1IVO Ferulic acid -5.7

APP 1aap | AHydroxy- 54

3-methoxycinnamaldehyde

EGFR 1IVO Sesamol -5.4
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GAPDH AGGTCGGTGTGAACGGATTTG TGTAGACCATGTAGTTGAGGTCA
APP ACCCCAGATCGCCATGITC CCCACTTTCCATTCTGCACATTC
NTRKL CAGTCTGATGACTTCGTTGATGC CTCTTCACGATGGTTAGGCTTC
ESRI CCCGCCTTCTACAGGTCTAAT CTTTCTCGTTACTGCTGGACAG
CFTR CTGGACCACACCAATTTTGAGG GCGTGGATAAGCTGGGGAT
CSNK2A1 ATGTGGTGGAATGGGGGAATC GCAAGTGTGATGATGTTGGGC
EGFR GCATCATGGGAGAGAACAACA TCAGGAACCATTACTCCATAGGT
ESR2 CTGTGCCTCTTCTCACAAGGA TGCTCCAAGGGTAGGATGGAC
GSK3B AAGCGATTTAAGAACCGAGAGC AGAAATACCGCAGTCGGACTAT
PAK1 GAAACACCAGCACTATGATTGGA ATTCCCGTAAACTCCCCTGTG

GAPDH, glyceraldehyde-3-phosphate dehydrogenase; APP, amyloid precursor protein; NTRKI, neurotrophic receptor tyrosine kinase 1; ESR1, estrogen receptor 1; CFTR, CF transmembrane
conductance regulator; CSNK2A1, casein kinase 2 alpha 1; EGFR, epidermal growth factor receptor; ESR2, estrogen receptor 2; GSK3B, glycogen synthase kinase 3 beta; PAK1, P21 (RAC1)
activated kinase 1.
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PubChem CID Compound

72 3,4-Dihydroxybenzoic acid
338 Salicylic acid

1183 Vanillin

10742 Syringic acid

13250 Ethyl gallate

73117 (+)-Eudesmin

15699109 Coniferaldehyde glucoside
21636080 Chiisanogenin

428040 Ethyl glucoside

443023 (+)-Syringaresinol

445858 Ferulic acid

5280343 Quercetin

5280372 Coniferin

5280536 4-Hydroxy-3-methoxycinnamaldehyde
5282316 (9Z,12E)-12-Nitrooctadeca-9,12-dienoic acid
5315944 Ciwujiatone

5315945 Clausarin

5316860 Syringin

5318565 Isofraxidin

637542 4-Hydroxycinnamic acid
68289 Sesamo

689043 Caffeic acid

71312557 Eleutheroside E

72307 Sesamin

9859136 Eleutheroside C
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Variable Pre-BPA Post-BPA

P value
n =48 n =48
NT-proBINP, 596.3 (1104, 1763.5) = 1255 (548, 1786) = < 0.001
pg/ml
ESR, mm/h 160 = 12.0 143 £ 115 0522
hs-CRP, mg/L 56+89 4160 0327

Blood routine

WBC, x10%/L 57 (4.7, 6.8) 6.6 (49,82) 0.011
NEU%, % 56.0 9.3 67.0 = 10.9 0.041
LYM%, % 31.7 (262, 39.5) 209 (162, 30.4) 0.005
NLR 19+08 34+ 16 0.021
EO%, % 28+29 19+29 0013

PLT, x10°/L 2255 + 85.4 2243 £ 776 0.839

Renal function

UA, umol/L 355.0 (294.5, 445.3) 339.5 (278.6, 400.3) 0.070
BUN, mmol/L 6.1 £1.9 62+ 15 0.666
Crea, Lmol/L 68.6 = 16.0 66.5 + 14.4 0.167

Lipid metabolism

TCH, mmol/L 42+08 45409 0.115
TG, mmol/L 14£06 1407 0.881
HDL-C, mmol/L 11£03 11£03 0213
LDL-C, mmol/L 2707 29+ 06 0.180
SDLDL-C, mmol/L 0.8 +0.3 07+03 0217
ApoA-T, g/L 13£03 14£02 0.003
ApoB, g/L 20+83 ‘ 09 +02 0.192
ApoE, g/L 36.4 (294, 45.0) 365 (28.9, 48.0) 0.765
LP (a), mg/L 1249 (794,281.5) | 143.8 (92.6, 301.1) 0549

Values are expressed as the mean + SD or median (quartile range). BPA, balloon pulmonary
angioplasty; NTproBNP, N-terminal pro B-type natriuretic peptide; ESR, erythrocyte
sedimentation rate; hs-CRP, high-sensitivity C-reactive protein; WBC, white blood cell;
NEU%, neutrophil percentage; LYM%, lymphocyte percentage; NLR, neutrophil to
lymphocyte ratio; EO%, eosinophil percentage; PLT, platelet; UA, uric acid; BUN, blood
urea nitrogen; Crea, creatinine; TCH, total cholesterol; TG, triglyceride; HDL-C, high density
lipoprotein cholesterol; LDL-C, low density lipoprotein cholesterol; SDLDL-C, small dense
low density lipoprotein cholesterol; ApoA, Apolipoprotein A; ApoB, Apolipoprotein B; ApoE,
Apolipoprotein E; LP (a), lipoprotein (a).
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Variable P Tol R? F
Pre-BPA (n = 48)
PLT, x10°/L 0.001
HDL-C, mmol/L | < 0.001 0.407 0.382 15.812
NEU%, % 0.551 0.076
Post-BPA (n = 48)
Constant 7 < 0.001
LYM%, % 0.019
: 0.150 0.125 6.016
NLR 0.185 0.042
PVR, Wood U 0.063 0.969

Tol, collinearity tolerance; ASGR2, asialoglycoprotein receptor 2; HDL-C, high density
lipoprotein cholesterol; PLT, platelet; NEU%, neutrophil percentage; LYM%, lymphocyte
percentage; NLR, neutrophil to lymphocyte ratio; PVR, pulmonary vascular resistance.
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