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Table S1 Precision and accuracy of quantitative detection methods for each compound in rat plasma samples (n=6)
	Compound
	Mass concentration/
ng/mL
	RSD (%)
	RE(%)

	
	
	Intra－day
	Inter－day
	

	Danshensu
	6.26
	13.85
	14.21
	91.03%

	
	51.2
	13.07
	13.63
	86.29%

	
	800
	5.57
	10.92
	90.35%

	HMLA
	3.13
	14.15
	8.77
	97.18%

	
	25.6
	5.31
	6.45
	112.43%

	
	400
	2.20
	9.94
	106.09%

	Rosmarinic acid
	6.26
	8.97
	5.68
	95.18%

	
	51.2
	11.91
	11.27
	99.17%

	
	800
	11.29
	8.49
	112.24%

	Liquiritigenin
	3.13
	11.20
	9.47
	101.42%

	
	25.6
	5.32
	12.18
	96.46%

	
	400
	9.02
	11.49
	105.78%



















Table S2 Matrix effect and recovery rate of each compound in rat plasma sample (n=6)
	Compound
	Mass concentration/ ng/mL
	 Matrix effect
	Recovery rate

	
	
	(Mean±SD)%
	RSD%
	(Mean±SD)%
	RSD%

	Danshensu
	6.26
	89.62±5.44
	6.54
	101.44±3.92
	6.13

	
	51.2
	102.89±7.70
	8.26
	105.57±4.19
	3.27

	
	800
	99.56±7.89
	5.68
	96.45±2.45
	5.17

	HMLA
	3.13
	112.39±3.52
	6.16
	112.38±4.66
	3.12

	
	25.6
	98.81±7.12
	6.7
	103.15±3.92
	4.28

	
	400
	109.88±3.96
	8.2
	107.48±3.05
	2.94

	Rosmarinic acid
	6.26
	102.49±8.23
	6.06
	105.6±6.61
	4.98

	
	51.2
	104.55±4.25
	8.38
	96.58±4.21
	3.99

	
	800
	103.34±7.18
	3.91
	104.35±5.23
	5.15

	Liquiritigenin
	3.13
	89.31±7.48
	5.39
	104.42±5.17
	3.89

	
	25.6
	101.37±9.46
	7.14
	102.92±5.16
	5.07

	
	400
	105.27±7.57
	6.56
	103.19±4.41
	3.52

















Table S3 Results of investigation on the stability of each compound in rat plasma samples
	Compound
	Mass concentration/ ng/mL
	Stored at room temperature for 24 h
	4 ℃ Auto－sampler 12 h
	－80°C freeze－thaw cycle 3 times
	－80 ℃/30 d

	
	
	[bookmark: OLE_LINK3]RSD (%)
	RE (%)
	RSD (%)
	RE (%)
	RSD (%)
	RE (%)
	RSD (%)
	RE (%)

	Danshensu
	6.26
	3.97
	107.15
	6.13
	105.22
	6.06
	97.63
	8.92
	96.69

	
	51.2
	5.88
	97.33
	8.42
	107.13
	5.37
	99.42
	6.24
	110.38

	
	800
	4.17
	111.49
	5.17
	98.35
	4.35
	96.16
	7.21
	92.25

	HMLA
	3.13
	9.97
	89.38
	6.04
	10932
	11.62
	92.70
	8.13
	97.63

	
	25.6
	6.54
	94.14
	8.79
	89.96
	13.44
	95.46
	6.32
	99.68

	
	400
	6.18
	103.53
	5.14
	87.15
	7.82
	105.88
	6.52
	102.51

	Rosmarinic acid
	6.26
	10.16
	98.13
	3.98
	103.69
	9.35
	97.96
	7.10
	112.38

	
	51.2
	8.63
	108.14
	4.25
	98.13
	4.24
	89.84
	2.53
	95.05

	
	800
	7.92
	99.68
	3.78
	99.88
	7.73
	89.59
	5.82
	99.19

	Liquiritigenin
	3.13
	7.16
	98.74
	9.66
	107.38
	10.62
	106.29
	6.41
	98.18

	
	25.6
	6.18
	102.38
	8.12
	97.47
	11.45
	91.95
	7.71
	103.36

	
	400
	5.45
	105.49
	6.34
	98.49
	6.72
	105.24
	9.22
	95.43









Table S4 Detailed molecular docking information of the four core components in Shuangxia Decoction with key targets related to insomnia
	[bookmark: _Hlk212987717]Compounds
	Targets
	Cavity
Volume (A3)
	Center
(x, y, z)
	Docking size
(x, y z)

	Rosmarinic acid
	GABRA1
	1349
	－18, 23, －40
	34, 29, 31

	
	ADORA2A
	1543
	17, 30, －15
	39, 21, 37

	
	DRD1
	9964
	110, 125, 79
	35, 35, 23

	
	HTR1A
	1102
	－28, 13, －33
	24, 19, 48

	
	GABBR1
	1248
	－22, 18, －38
	23, 23, 23

	
	DRD2
	2796
	102, 131, 128
	23, 23, 23

	
	MAOB
	1285
	－17, 25, 38
	32, 30, 30

	HMLA
	GABRA1
	1410
	－19, 22, 42
	36, 28, 33

	
	ADORA2A
	1320
	18, 24, 39
	33, 31, 29

	
	DRD1
	1395
	－20, 21, －41
	35, 27, 32

	
	HTR1A
	2265
	－16, 26, －37
	31, 32, 28

	
	GABBR1
	1720
	－3, 16, －24
	29, 19, 25

	
	DRD2
	1365
	19, 23, －43
	34, 29, 34

	
	MAOB
	3300
	－17, 22, 39
	33, 28, 31

	Danshensu
	GABRA1
	2430
	－20, 25, －44
	37, 30, 35

	
	ADORA2A
	1290
	18, 21, －38
	32, 27, 30

	
	DRD1
	2852
	104, 82, 123
	27, 18, 25

	
	HTR1A
	1380
	－19, 24, －41
	35, 31, 33

	
	GABBR1
	1695
	27, 24, －38
	23, 30, 20

	
	DRD2
	3802
	29, 22, －42
	25, 28, 22

	
	MAOB
	1728
	28, 25, －39
	24, 31, 19

	Liquiritigenin
	GABRA1
	1710
	27, 21, －39
	23, 27, 20

	
	ADORA2A
	1820
	30, 24, －44
	26, 30, 25

	
	DRD1
	2852
	104, 82, 123
	27, 20, 20

	
	HTR1A
	1202
	123, 134, 110
	20, 20, 20

	
	GABBR1
	1248
	－22, 18, －38
	20, 20, 20

	
	DRD2
	3016
	100, 81, 85
	20, 35, 29

	
	MAOB
	4016
	53, 149, 29
	20, 35, 35




