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Figure S1. The structural information of 132 NSMPs.
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Figure S2. Docking modes between potential agonists of hRyR1 and hRyR1.
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Figure S2. Docking modes between potential agonists of hRyR1 and hRyR1. Note: (A) Fraxetin penetrated
into the active pocket, and mainly formed one hydrogen bond with the GIn4020 residue on the protein, a total of 5
residues were bound by hydrophobic interaction on the hRyR1. (B)The p-coumaric acid small molecule
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completely penetrated into the active pocket, forming 2 hydrogen bonds with the GIn4020, Leu4013 residues on
the protein. The hydrophobic interaction residues of the p-coumaric acid molecule were 3. (C) The
7-hydroxy-5-methoxy-6,8-dimethyl-flavanone molecule completely entered the active pocket, GIn4020 residues
formed one hydrogen bond, a total of 8 hydrophobic residues. (D) 4-hydroxybenzaldehyde small molecule deeped
into the active pocket, forming 2 hydrogen bonds with GIn4020, Leu4017 and 5 residues formed a hydrophobic
effect. (E)10-Demethylboeravinone C completely entered the active pocket and formed a hydrophobic interaction
with 6 residues. (F) The 4-hydroxybenzylalcohol molecule completely penetrated into the active pocket, forming 4
hydrogen bonds with GIn4020 and a total of 6 hydrophobic residues.



Figure S3. Effects of the positive small-molecule phenol 4-CmC on the viability of RTSMC:s.
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Figure S3. Effects of the positive small-molecule phenol 4-CmC on the viability of RTSMCs. Note:

Fhkk

Significant differences from control group are denoted by "P<0.05, ““"P<0.001, “""P<0.0001. Differences were

assessed for significance by Dunnett’s T3 multiple comparisons test subsequent to significant one-way ANOVA.
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Table S1. Effects of potential NSMPs on RTSMCs viability

. Cell viability
Group Concentration | Absorbance rate IC50
(uM) (A) (%) (uM)
0 1.0240.06 100.00+0.00
0.016 0.95:+0.01 92.94+0.01
0.16 0.80+0.02 78.72+0.02""
0.80 0.71+0.02 69.89+0.02"
Xanthotoxol 1.6 0.67+0.01" | 65.95+0.01" 28.29
3.2 0.64+0.02" | 62.64+0.02"
8.0 0.5840.01" | 56.87+0.01"
16 0.55+0.02" | 53.55+0.02"
32 0.500.01" | 49.55+0.01""
0 1.0240.06 100.00+0.00
0.016 0.8640.03" 84.7040.02"
0.16 0.7140.02” | 69.5540.02"""
0.80 0.6040.02” | 58.5540.02""
Danshensu 1.6 0.5440.03” | 53.5340.03" 2.57
3.2 0.5040.02" | 48.9540.02"""
8.0 0.4240.017 | 41.0840.017
16 0.3740.017 | 36.2140.017
32 0.3440.017 | 33.5740.01°
0 1.0240.06 100.00+0.00
0.016 0.660.01 64.7020.01
0.16 0.5440.02 52.9640.02
0.80 0.4740.02 46.2340.02
Juglone 1.6 0.4440.02" 43.2240.02 0.38
3.2 0.4040.02” 39.7640.02"
8.0 0.3940.01" 38.2040.01"
16 0.3440.01" 33.8140.017
32 0.3140.02" 30.7340.02"
0 1.0240.06 100.00+0.00
0.016 0.7520.017 | 73.5140.017
0.16 0.6140.02”" | 59.8140.02"
0.80 0.5320.03" | 51.9740.03
Vanillin 1.6 0.5020.017"" | 48.6740.017 0.98
3.2 0.4320.02”" | 42.5340.02°
8.0 0.3920.017" | 37.8740.017
16 0.3520.02”" | 34.7840.02""
32 0.2920.017" | 28.3640.017




Table S1 continued

Group Concentration Absorbance Cell viability rate IC50
(wM) (A) (%) (wM)
0 1.0240.06 100.00+0.00
0.016 0.7520.02 73.9040.027"
0.16 0.690.02 67.6440.02°"
0.80 0.6340.03 61.5640.03"
Paeonol 1.6 0.59+40.01 58.4540.01" 29.46
3.2 0.5940.03 57.66+0.03"
8.0 0.5640.01 55.5040.01"""
16 0.5340.01" 51.9740.01°
32 0.5040.01"" 48.8040.01°
0 1.0240.06 100.00+0.00
0.016 0.8440.01" 82.7640.01"
0.16 0.7140.017 | 69.5240.01"
0.80 0.6140.017 | 59.5440.01"
Caffeic acid 1.6 0.5840.017" | 56.7920.01° 6.15
3.2 0.5440.017" | 52.7340.017"
8.0 0.5240.003""" | 51.0040.003"""
16 0.4540.037" | 44.6140.03"
32 0.4240.02°"" | 40.9940.02°""
0 1.0240.06 100.00+0.00
0.016 0.8740.01" 85.81+0.01"
0.16 0.7140.027" | 69.46+0.027"
0.80 0.5640.01"" | 55.38+0.01
Fraxetin 1.6 0.5340.02"" | 52.07+0.02"" 1.78
3.2 0.4540.02”" | 44.48+0.027"
8.0 0.3940.02”" | 38.37+0.027"
16 0.3540.02”" | 34.60+0.02"""
32 0.2740.02”" | 26.52+0.02""
0 1.0240.06 100.00+-0.00
0.016 0.97+0.02 95.6340.02
0.16 0.79+0.002 77.2740.002
0.80 0.650.02 64.1940.02
p-Coumaric acid 1.6 0.59+0.01 58.0240.01 3.90
3.2 0.52+0.02 50.7740.02
8.0 0.44+0.02" 43.3040.02"
16 0.40%0.02" 39.7340.02"
32 0.32+0.01"" 31.1340.017
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Table S1 continued

Group Concentration Absorbance Cell viability rate IC50
(wM) (A) (%) (wM)
0 1.0240.06 100.00+0.00
0.016 0.7540.027" | 73.2340.02°
0.16 0.6840.02” | 67.0440.02°
0.80 0.6020.02” | 58.8440.02"
4-hydroxybenzaldehyde 1.6 0.5940.02”" | 58.3440.02 14.48
3.2 0.5640.02"" | 54.9540.02"
8.0 0.5340.002""" | 52.1020.002"""
16 0.5040.03"" | 49.6240.037"
32 0.4840.02”" | 47.3040.02°"
0 1.0240.06 100.00+0.00
0.016 0.780.005 77.0440.01
0.16 0.6740.03 66.3140.03
0.80 0.6140.01 59.8640.01
4-hydroxybenzylalcohol 1.6 0.5940.01 58.2240.01 9.44
3.2 0.54+0.001" 53.10+40.001"
8.0 0.5340.02" 51.6140.02"
16 0.4840.02"" 46.9540.02""
32 0.4740.02"" 45.7840.02""

“P<0.05, ™ P<0.01, ""P<0.001,

FhKk
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P<0.0001 compared with the control group, n=3




