Supplementary data

Table. S1 Combination dosage of Rgkl

No. Chinese name Latin name Vegetal product Family Part used Dose (g)
1 Danggui (DG) Angelica sinensis (Oliv.) Diels Angelicae Sinensis Radix Apiaceae Root 168
2 Chishao (CS) Paeonia lactiflora Pall. Paeoniae Radix Rubra Ranunculaceae ~ Root 252
3 Sanqi (SQ) Panax notoginseng (Burk.) F.H.Chen Notoginseng Radix et Rhizoma Araliaceae Rhizome 101
4 Zelan (ZL) Lycopus lucidus Turcz.var.hirtus Regel ~ Lycopi Herba Asteraceae Aboveground 168
5 Niuxi (NX) Achyranthes bidentata Bl. Achyranthis Bidentatae Radix Amaranthaceae ~ Root 168
6 Nvzhenzi (NZZ) Ligustrum lucidum Ait. Ligustri Fructus Oleaceae Fruit 252
7 Huangqi (HQ) Astragalus membranaceus (Fisch.) Bge.  Astragali Radix Fabaceae Root 252
8 Baizhu (BZ) Atractylodes macrocephala Koidz. Atractylodis Macrocephalae Rhizoma  Asteraceae Rhizome 168
9 Fangji (FJ) Stephania tetrandra S.Moore Stephaniae Tetrandrae Radix Menispermaceae Root 101




Table S2 Identification results of the blood components of Rgkl based on UPLC-Q-TOF-MS/MS

No. tr/min Compound name l\gc(:ireri?ll;r M(Da) Iontype Error(ppm) Characteristic Fragment Source
1 13.03 Ferulic acid C10H1004 194.1800 [M+H]* -0.2 163.0393, 177.1618 A
97.0282
2 9.85 Anisic acid CsHsO3 152.0473  [M+H]* -1.6 153.1274, 97.0649
69.0697, 77.0383 A
107.0849
3 3.13 Cinnamic acid CoHsO2 148.0524  [M+H]* -9.6 149.0241, 103.0543
77.0387, 121.0304 A
79.0543, 51.0228
4 25.03 Senkyunolide A C12H1602 192.2600 [M+H]* 1 193.1567, 79.0535 A
81.0326, 149.0204
5 18.28 Butylphathlide C12H1402 190.2400 [M+H]* -1 107.0485, 77.0387
191.1078, 79.0532 A
145.1011
6 20.68 Osthole Ci15sH1603 2442900 [M+H]* 9.1 245.1154, 245.1360 A
157.1000, 227.1789
7 18.28 Ligustilide/Z-Ligustilide C12H1402 190.2400 [M+H]* -0.6 107.0491, 77.0373
191.1072, 79.0528 A
173.0962
8 24.62 Levistilide A C24H2804 380.4800 [M+H]* 2.3 381.2188, 381.2602 A
381.2514, 363.1922
9 9.83 coniferyl ferulate C20H200s6 355.1190 [M-HT 0.8 295.0982, 159.0642
10 25.03  3-N-butyl-4,5-dihydrophthalide C12H1602 192.2540  [M+H]* 1 193.1567, 79.0535

81.0326, 149.0204
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71 6.34 D-Tetrandrine C33H42N20¢ 6233122  [M+H]* 1 623.3088, 594.3022
592.2617, 580.2717 I
192.0949, 176.1028

72 12.66 Cycleanine C3sH42N2Os 6223042 [M+H]* 0 623.3129 |

Note: A: Angelica sinensis (Oliv.) Diels; B: Paeonia sinjiangensis K. Y. Pan; C: Panax pseudo-ginseng var. notoginseng (Burkill) Hoo et Tseng;
D: Lycopus maackianus (Maxim. ex Herder) V. Komarov; E: Achyranthes bidentata Blume; F: Ligustrum lucidum W. T. Aiton; G: Astragalus
membranaceus Moench; H: Atractylodes macrocephala Koidz.; I: Sinomenium acutum (Thunb.) Rehder & E. H. Wilson.



Table. S3 The top 18 active ingredients with degree in the ingredient - target network

No. Compounds Molecular formula M (Da) Degree
1 D-Tetrandrine C38H42N206 622.75 77
2 Paeonilactone C C17H1506 318.32 72
3 Quercetin Ci5sHi007 301.04 68
4 (Z)-3-(2-Hydroxybutylidene)isobenzofuran-1(3H)-one Ci2H1203 204.22 67
5 Levistilide A C24H2804 380.48 63
6 senkyunolide O C24H2304 380.48 63
7 inokosterone C27H4407 481.32 62
8 Maslinic acid C30Ha804 471.35 62
9 Corosolic acid C30H4s04 471.35 59
10 Ginsenoside Rk3 C36He0Os 621.43 58
11 Kaempferol Ci5H1006 287.05 58
12 CALYCOSIN Ci6H120s 285.08 58
13 coniferyl ferulate C20H2006 356.37 57
14 Luteolin Ci5H100s 287.05 57
15 Albiflorin C23H23011 480.46 55
16 Ferulic acid Ci0H1004 194.18 54
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Figure S1 The positive and negative ion flow diagram marked by standard samples.
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Figure S2

hsa05200: Pathways in cancer

G0:0030335: positive regulation of cell migration

hsa05205: Proteoglycans in cancer

WP4659: Gastrin signaling

hsa05417: Lipid and atherosclerosis

WP5158: Urotensin |l mediated signaling

G0:0031401: positive regulation of protein modification process
hsa01522: Endocrine resistance

G0:2001233: regulation of apoptotic signaling pathway

WP5353: Macrophage stimulating protein MSP signaling

WP2431: Spinal cord injury

WP4298: Acute viral myocarditis

hsa05219: Bladder cancer

G0:0032103: positive regulation of response to external stimulus
WP3888: VEGFA VEGFR2 signaling

G0:0071396: cellular response to lipid

hsa05207: Chemical carcinogenesis - receptor activation
G0:0048661: positive regulation of smooth muscle cell proliferation
WP2586: Aryl hydrocarbon receptor pathway

G0:1902532: negative regulation of intracellular signal transduction
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Figure S3

WP5434: Cancer pathways

hsa05203: Viral carcinogenesis

G0:0032870: cellular response to hormone stimulus
M255: PID HIF1 TFPATHWAY

WP5158: Urotensin Il mediated signaling

WP4659: Gastrin signaling

hsa05166: Human T-cell leukemia virus 1 infection
G0:0018193: peptidyl-amino acid modification

M115: PID REG GR PATHWAY

WP138: Androgen receptor signaling

WP5353: Macrophage stimulating protein MSP signaling
hsa05165: Human papillomavirus infection

hsa04919: Thyroid hormone signaling pathway
G0:0045765: regulation of angiogenesis

hsa05215: Prostate cancer

WP2263: Androgen receptor network in prostate cancer
hsa05415: Diabetic cardiomyopathy

G0:0003013: circulatory system process

hsa05207: Chemical carcinogenesis - receptor activation
M231: PID KIT PATHWAY
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