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Fig. S1. Orbitrap Fusion MS of the 16 bioactive compounds for the specificity test
(A: chromatogram of quality control sample B: chromatogram of sample C: chromatogram of blank plasma)
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Fig. S2. Total Ion Current (TIC) (Positive) of Jinshui-Huanxian granules (JHG)
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Table S1. Main pharmacokinetic parameters of the control groups after intragastric administration of JHF. All data are presented as the mean £SD. (X5, n=6)

Compounds Cmax AUC 0+ AUC(0-») Tmax ti2 Clearances MRT (-1 MRT (0-x) Vss
P (ng/mL) (ng/mL h) (ng/mL h) (h) (h) (L/h/kg) (h) (h) (L)
6.6+1.48 42.4148.94 55.56+12.98 0.7540 13.2341.77 96.12425.03 7.8440.03 16.14+1.86 1528.444295.01
Paeonol 11.68+2.03 48.610.06 59.21+14.79 0.7540 11.12+1.41 160.75436.26 6.9140.23 12.7141.67 2003.584215.42
15.72+1.66 105.846.95 130.64420.95 240 9.0243.68 141.44423.61 7.7740.37 13.3443.52 1831.334158.35
2.5140.77 15.5744.99 21.1446.95 0.7540 13.49+1.64 16.2943.64 8.6340.2 17.7942.23 287.56459.62
Nobiletin 3.0240.58 14.3644.14 22.2846.8 0.7540 18.68+2.51 27.9948.59 8.1940.19 23.3243.85 642.564174.23
4.46+41.06 17.9444.56 25.9249.57 0.7540 16.1947.02 48.34+15.08 7.3740.43 19.5347.12 882.054234.11
1.4940.16 12.4542 56 19.545.73 440 16.5142.09 0.1540.04 9.1640.22 22.8443.24 3.2640.57
Peimisine 2.0840.54 17.84+4.48 26.8747.93 440 15.16+41.25 0.1940.05 9.1440.03 21.33+1.78 3.9840.82
2.3540.53 34.9248.14 48.8949.74 840 11.3740.71 0.240.03 11.3440.11 19.7540.92 3.9640.82
2.9140.9 29.088.48 31.8949.55 4.674.15 6.0640.22 2.7740.84 8.0140.09 10.17490.32 28.0318.27
Peiminine 4.224.27 38.65+413.2 43.88+16.35 440 7.9740.84 3.6641.12 8.2340.25 11.34+1.03 40.6849.67
5.31+1.61 41.98+11.72 46.14+13.69 340 6.8240.57 6.72+1.81 7.8440.1 10.1240.42 67.524+15.96
0.5740.22 7.3842.13 24.7345.52 440 52.06430.73 1.8640.47 11.140.12 75.32441.77 131.39453.45
Peimine 1.4940.26 14.58+1.9 17.6542.24 3.3340.58 8.0240.39 4.5340.57 8.840.32 13.4640.58 61.249.95
2.5340.56 26.5844.11 29.9344.92 2.6740.58 7.2340.62 5.3240.73 8.4340.11 11.3240.63 60.0647.12
43.9545.61 290.14424.36 312.14425.99 60 5.7540.55 0.0640.01 7.8340.02 9.5640.13 0.640.08
Cynaroside 57.7345.09 402439.16 433.12443.54 60 5.7540.11 0.0840.01 8.5640.09 10.26490.15 0.8340.06
79.5443.5 438.04427.59 471.52431.33 60 5.140.13 0.1540.01 7.5140.01 9.240.11 1.3540.09



Hesperidin

Ginsenoside
Rb:

Ginsenoside
Rb>

Ginsenoside
Rc

Icariin

Catalpol

Rutin

3.2140.67
9.01+.03
10.274.47

8.5410.92
36.6516.14
73.6846.13

18.5442.52
29.3542.39
48.5245.05

5.064.74
13.36+1.28
21.97%2.21

3.4840.65
5.1140.56
7.68+1.54

4.7440.33
7.284.13
9.240.59

10.78+2.18
14.7241.48
19.2342.32

22.1243.51
56.7448.01
70.0148.49

92.7246.92
193.52440.15
516.19426.29

105.98+15.54
119.72+13.55
175.37425.35

65.3449.13
125.93+11.87
180.61+19.79

16.03+2.39
21.24+2 .58
26.4146.87

3615
47.2936.22
34.6443

21.4448.06
27.9445.14
30.7245.92

25.844.55
60.948.78
96.38+13.43

140.14422.61
286.62470.82
624.04499.95

126.15424.65
162.39448.14
220.83443.54

106.24446.97
135.62+15.56
210.55424.72

27.3449.45
27.5143.65
37.1249.77

40.7147.32
53.7446.51
51.0647.12

44.34432.27
34.5347.86
55.86+21.64

24
340
340

5.334.15
1.540
1.540

0.5
0.5
0.5

4.67+.15
3.334).58
2.6740.58

0.08349
0.08349
0.08349

3.3340.58
1.5+
0.9240.14

0.08340
0.08340
0.08340

7.740.63
5.1440.25
17.6446.08

14.8344.95
15.9+12.05
9.144.28

8.540.48
14.4146.88
11.5#.62

16.4349.45
5.7940.58
7.8440.67

21.4638.07
10.6842.11
12.2642 .42

8.07+.5
7.7240.04
17.3244.81

29.9+16.87
12.1240.95
31.15#15.78

195.87+17.16
148.43420.1
186.2431.33

5.5+1.16
4.954.57
4.344.71

5.694.15
8.08+1.98
11.4742.05

7.4242 .84
9.33H.27
11.86+1.23

38.71+11.38
64.8547.46
98.0622.27

0.2640.06
0.3440.04
0.71#0.11

0.4640.23
0.8340.16
1.1240.53

7.5240.11
6.240.18
7.5540.24

9.7440.53
8.0940.52
7.7140.52

7.25+.01
7.4540.38
7.1240.36

10.1240.36
7.6840.27
7.9640.24

8.53#0.57
7.840.22
8.33#0.4

7.5640.41
7.6440.12
7.6440.29

7.3340.65
5.8540.43
6.3540.43

11.440.44
7.9140.43
19.2946.7

21.9346
21.73+3.11
12.8544.23

11.78.17
17.1647.89
13.8942.08

24.24412.3
0.4240.82
11.8440.36

27.35+10.67
14.9940.93
17.9540.96

10.734H.77
10.9640.16
20.98#4.11

36.15422.73
12.48+1.51
34.55+19.24

2228.19+31.09
1170.374124.18
3498.954860.43

115.88+11.46
98.14439.67
53.8147.92

64.9942.67
128.29424 .51
156.49146.77

157.55420.92
87.1545.34
140.17+11.84

978.36+136.13
971.6+122.73
1766.124449.66

2.6740.25
3.7240.45
14.68+2.04

13.09+2.88
10.1540.94
32.16+11.41



Apigenin-7- 1.9940.17 20.2341.99 29.0946.32 1.8340.2 15.3644.12 0.240.04 8.8440.05 20.0944.89 3.9440.41
| id 3.2240.44 22.2342.68 28.9146.86 1.540 10.9945.32 0.3640.08 7.8940.21 15.2744.77 5.33#0.41
glucoside 3.8840.42 36.5545.3 46514755 1.6740.29 9.6240.54 0.4410.07 8.840.07 1540.61 6.640.86
Wedelolacton 18.5543.98 109.53+24.74 139.11445.63 240 10.7243.69 0.003+0.001 7.5240.34 14.0143.66 0.0440
27.83+2.35 24214432 4 275.6+35.59 3.6740.58 8.01+1.33 0.003#9 8.2310.18 11.59+.32 0.03#0.01
e 35.442.29 220.65+17.2 262.29+13.51 1.8340.29 8.240.63 0.00640 7.540.21 12.01+.32 0.0740.01
5.67+1 32.2144.75 35.7945.5 140 6.8640.48 0.9140.18 7.1540.14 9.8140.84 8.97+2.22
Isoacteoside 9.31+1.05 54.9147.53 61.5448.17 240 8.2444.54 0.9440.1 7.0310.29 10.4344.06 9.6743.39
18.444+1.98 96.4+18.12 104.4422.39 340 6.140.77 1.1240.23 6.6440.33 8.5840.98 9.42+1.03
Table S2. Main pharmacokinetic parameters of the PF model group after intragastric administration of JHF. All data are presented as the mean =SD. (XS, n=6)
AUC -y AUC (0-») Tmax t1i2 Clearances MRT (0-1) MRT (0-0) Vss
Compounds  Cmax (ng/mL
b max (Ng/mL.) (ng/mL h) (ng/mL h) (h) (h) (L/h/kg ) (h) (h) (L)
2980.294449.33*
2.7940.6* 21.8242.86* 417741211 0.540 25.548.84 93.8425.66 9.1440.1** 33.81+11.44 8115.774895 5%
Paeonol 3.1640.22** 24,5442 15* 41.5849.78 0.7510 19.1616.63 316.18467.77* 9.740.37** 26.8948.95 LT
*x ** **
3.6340.33 34.97+1.86 83.36+34.32 340 36.4425.65 282.84490.76 041404 49.6+33.28 12017 4143866.6
*
2.9740.67 21.6443.48 33.444.41 0.7510 17.64+.82* 7.1640.71* 8.8640.2 23.2542.12* 166.86426.65*
Nobiletin 3.3740.53 20.03+2.62 43.11+11.09 0.75%0 31.46+13.26 19.6545.02 9.1340.25** 41.81418.37 769.754168.2
3.5740.3 15.4842.99 17.9643.39 0.75%0 9.59+43.39 78.42+15.85 6.6640.35 11.05+1.44 8644195.9
2.0540.49 12.3142.23 14.6242.48 1.540 7.240.28** 0.1440.02 7.5640.17** 11.8340.51** 1.6240.32*
Peimisine 2.5140).55 23.4445.01 26.7615.8 3.6740.58 8.2540.94** 0.2640.05 7.9240.2%* 11.39+.05** 2.9140.52
2.7640.48 29.7145.82 33.1446.82 810 5.9640.23** 0.3540.06* 9.84140.24** 12.1740.39** 4.2440.61



Peiminine

Peimine

Cynaroside

Hesperidin

Ginsenoside
Rb1

Ginsenoside
Rb2

Ginsenoside Rc

2.9140.47
6.1+1.14
7.52+1.33

0.5840.28
1.7240.37
2.1940.54

46.242.06
83.2647.88**
134.648.44**

5.05+.07
6.944.14
9.73+1.58

8.58+.21
12.4141.04**
29.1842.09**

7.1340.66**
10.6840.81**
13.53#+1.31**

9.74).81**
7.454 . 72%*
12.674.2%*

22.85+2.61
46.5648.45
45.9947.27

6.9613.07
20.4143.87
16.7643.5*

423.85424.91**
560.68441.87**
958.86441.44**

26.6744.06
38.545.98*
36.8345.42**

64.7148.4*
132.19+16.63

275.87H1.73**

39.0245.58**
51.2347**
102.3#15.13*

60.8244.16
51.3746.66**
117.75#15.87*

39.7647.22
53.38+10.3
60.747.68

10.7643.94*
37.149.76*
19.844.16

476.73429.92**
614.53446.51**
1036.81455.15**

40.84+14.26
48.1147.84
53.46+1.2*

93.545.54*
177.59432.82
451.38435.94*

44.6849.34**
63.1848.7*
113.4+19.38*

65.0944.04
59.7449.14**
134.85+21.57*

340
240
240

240
2.3340.58
240

340
640
640

0.54
0.5840.14*
*

0.7540

24**
34
34

1.5
0.7540
24

2.6740.58
0.510**
610**

23.245.2**
6.940.28
13.324+.69**

14.3+1.49
21.7646.99*
8.17+.23

7.2140.57*
5.3740.13*
5.1340.72

15.8949.61
9.5543.8
17.7642.85

17.192.77
11.71+1.42
18.144+.31*

8.8243.63
11.1642.36
6.9440.93*

5.9540.44
8.9840.81**
6.95+1.23

1.5440.23
3.9440.72
5.6640.74

3.2240.99
3.1140.86
9.64+1.83*

0.0340**
0.0840.01
0.0840.01**

94.98428.23**
261.62441.62*
401.29471.2**

5.8540.49
10.76+2.16*
7.0140.44**

11.6242.13*
27.6943**
26.445.05**

7.8140.52
29.4644.2%*
22.1543.72*

8.4140.09**
7.740.15*
8.2340.1**

9.8440.23**
9.8240.12**
7.8240.18**

8.7840.26**
9.1140.12**
7.9440.51

8.2514).12**
7.5640.32**
7.5940.12

8.0640.06**
9.4140.22*
9.4340.01**

6.3540.23
7.5440.02
7.4540.46

6.7340.45**
7.974.54
8.9530.43*

29.3146.36**
11.0340.46
16.82+.78**

22.5742.38
30.3948.97*
12.124.15

11.6240.81*
11.0940.19**
9.7+1.19

21.6949.82
13.7443.36*
20.5543.29

20.843.1
17.3542.14
25.24+ 65*%*

10.1642.62
13.7742.04
9.99#.21*

8.424
11.98+1.19*
12.09+.31

44.3245.6*
43.346.88
95.87420.6

74.22428.56
91.13422.81
116.13+19.39**

0.3440.02**
0.8840.08
0.7640.08**

1878.92+191.23
3564.264885.36*
*

8093.514500.52*
*

122.64427.46
183.67+15.59*
176.5742.42**

114.3748.23**
380.31462.68**
259.84+18.48**

65.5245.84**
349.524+13.66**
264.75+16.5**



Icariin

Catalpol

Rutin

Apigenin-7-

glucoside

Wedelolactone

Isoacteoside

5.03+.67
8.9442.26*
33.7642.43**

2.4140.19**
2.9340.39**
4.9240.5%*

16.5942.86*
25.843.39**
37.0543.02**

0.8940.09**
1.1240.21**
1.2940.19**

28.9444.76*
33.4544.8
57.7244.16**

5.0940.84
11.05+.79
14.56+1.45

17.3334.3
25.9847.94
41.4248

22.81+1.65*
21.5543.64**
40.8945.78

28.4845.62
49.0948.67*
66.33+19.05*

10.3342.48**
10.372.06**
13.5343.26**

123.16+20.76
208.21430.44

292.92430.82*

51.7448.76*

102.39422.45*
152.04+19.45*

25.5848.7
39.82+18.43
50.71+12.55

26.8142.42*
28.6747.59*
48.3849.34

46.79420.43
71.34423.58
88.67420.05

37+23.83
35.08+20.21
35.78+10.37

147.59+26.83
239.66437.23
321.22441.64

122.01476.74

129.24435.86*
165.86+24.94*

0.08340
0.08340
0.08340

34
34
3H)**

0.083#9
0.083#9
0.083#9

0.7530**
0.75%0
140*

0.75%0
1.540**
24

3.3340.58*
*

630
840

15.4643.04
18.5848.45
13.1442.84

8.2640.23
12.2443.62
9.37+.69

23.27+10.82
16.245.74
15.4748.31

51.09430.25
50.06+35.82
36.79+10.35*

9.8743.09
8.45+1.09
7.16+1.58

35.69434.63
9.2542.16
5.3540.65

30.0549.19
70.43%30.22
85.16421.02

0.2740.02
0.9140.23
0.8940.13

0.2740.02
0.9140.23*
0.8940.13

0.1540.1
0.540.28
0.7140.19

0.00249
0.005+0.001*
0.0069.001

0.2440.12**
0.6440.16
0.8240.1

8.674).19
7.6440.44
5.2440.29**

8.2940.08*
8.1640.24*
7.7840.24

6.8940.47
7.8540.45**
6.7440.54

10.2840.35**
10.3540.33**
10.4640.19**

7.0940.38
7.1740.05**
6.2130.47*

9.3240.41**
8.954).5**
9.7840.25**

20.4943.84
22.1849.82
12.01+2.57*

12.3840.36
16.3143.81
12.3+.88*

26.14+13.74
19.8547.03
17.5748.16**

72.46341.27
71.08+50.33
52+414.25*

12.3243.09
10.9740.54
8.62+1.19*

48.85447.3
147142 .44
11.574.81*

593.51+107.45*
1375.514378.99
986.8470.97*

3.3940.17*
14.3240.95**
10.8240.73*

6.07+.1*
10.63+1.35
13.3246.2

8.27H.79*
28.1346.93**
35.5148.06**

0.03#0.01**
0.05#0.01*
0.0540*

8.1843.1
9.2+1.33
9.4240.8

* indicates p < 0.05 compared with the control group of the same dose, statistically difference;
** indicates p < 0.01, statistically high difference



