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1 Supplementary Figures and Tables

1.1 Supplementary Tables

Supplementary Material

Table S1 66 components of SZRD by UHPLC-LTQ-Orbitrap-MS

No RT Compounds Formula Error m/z MS2 Fragmentation Selected  Compound
(min) (ppm) lon types
565.2086. 493.1188. 463.1724.
1 5.11 Neomangiferin CxsH2s016 -1.027  583.1288 421.1395, 403.1574. 331.1326. [M-H] Flavonoid
301.0710
2 698 57,345 CisHOr -0331 301.0342  282.9821. 2729874, 257.9858  [M-H]  Flavonoid
Pentahydroxyflavone
3 7.02 Coclaurine CutiNO ) 453 gp1agy 2090926, 2871716, 1749793, vy e Alkaloid
3 106.8937
4 7.16 Mangiferin CioH18011  0.710  421.0768 403.0918., 331.0645. 301.0006 [M-H]-  Flavonoid
5 751 Isomangiferin C1H18011  0.237  421.0766 403.1936. 331.0466. 301.0348 [M-H]"  Flavonoid
6 7.0 Magnoflorine CaoHzNO 5576 g4p1697 2970517, 2821034, 2790682, ) e Alkaloid
4 265.0783
Isovitexin 2"-O-B-D- 433.0998. 415.2034. 337.1197. . _
7 9.74 glucopyranoside CorH30015 -2.019  595.1645 313.1161. 283.1795 [M+H] Flavonoid
8 10.20 Isovitexin C21H20010 -0.925  433.1125 397.3402, 283.1970 [M+H]*  Flavonoid
9 10.23 Vitexin CoHzOrn -1.850 4331121 14339 32;5;‘8% S9342. MaH Flavonoid
. 447.1072, 429.0953, 411.1386. . :
10 10.30 Spinosin CasH32015 -2.465  609.1799 [M+H] Flavonoid

327.1232, 297.0456
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0.000
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[M+HC

29 16.35 Formononetin glucoside Cx»H209 0.000  475.1235 267.0067, 252.0948 00T Flavonoid
30 16.45 Isoliquiritoside CuHzOs  0.000  417.1180 255.0727. 134.8676. 119.0544  [M-H]  Flavonoid
31 16.65 mi&gxgg'e%%fhxe{]gne CuH10s 0769  259.0603 164.9092, 149.8589 [M-H]  Phenol

32 16.81 Nornuciferine C18H219NO 0711 2821487 265.0693 [M+H]*  Alkaloid
33 16.94 Liquiritigenin CisH1204 1171 255.0655 134.8955, 118.8446. 90.7955 [M-H] Flavonoid
34 17.37 Neoliquiritin CuHzOs  0.000  417.1180 255.0748, 134.8478. 118.9935 [M-H]  Flavonoid
35 18.26  Licorice glycoside B CszsH3zs015 -2.010  695.1956 549.1909. 531.2285. 255.0638 [M-H]"  Flavonoid
36 1869  BarpisoflavoneA  CiHOs 0.000  299.0550 284.0101, 2711573, 255.0786  [M-H]  Flavonoid
37 1992  Timosaponin Bii  CusHO -1.086  965.4942 919.5649. 757.6413 [l\gg;_c Steroid

38 20.40 petunioside N Cs1HgsO24 -3.512  1081.5387 919.4700, 757.4731 [M-H] Steroid

39 22.90 Amphibin D C%g‘fNS 2532 632.3790 344.2807. 289.0506 [M+H]*  Alkaloid
40 23.59 Licoricesaponin A3 CagH72021 -2.639  983.4456 821.4553, 351.0230 [M-H]"  Triterpene
41 2410 3-Butylidenephthalide  CiH10, -1.063  189.0908 170.9592. 160.9350. 142.9537  [M+H]*  Phthalide
42 2420 Timosaponin Biii CasH74018 -0.443  947.4842 901.5334 ['\ggi'_c Steroid

43 24.64 Isoliquiritigenin CisH1204 0.780  255.0654 134.8680. 118.9094. 90.8457 [M-H]"  Flavonoid
44  24.86 Formononetin CisH1204 0.000  269.0808 254.0056. 2%602233 2130698, [M+H]"  Flavonoid
45 2526 DEhydm;ﬁg‘ete”O"C CaoHuwOs -2.639  455.3508 4373734, 295.2408 [M+H]*  Triterpene
46  25.66 Licoricesaponin G2 Ca2He2017  0.238  839.4062 663.4094, 487.4085. 469.3397 [M+H]"  Triterpene
47 2625 Anemarrhenasaponin | CaoHesO -1.054  803.4416 505.4402. 4335726 [l\gg;_c Steroid

48 2636 Jujuboside B CseHeOz  -2.296  1089.5452 10435824 [ngg;_c Triterpene
49 26.43 Glycyrrhizic acid Ca2He2016  -0.972  821.3946 803.4496,645.3517,351.1814 [M-H]"  Triterpene
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Tabel S2 Correlation network analysis of Suanzaoren decoction in intervening
insomnia model rats

Weighted Betweenness
D Category Degree Degree Centrality
L-Glutamic acid Brain metabolites 16 11.21897526 82.55
Z'Hydrogé'jc’b”ty“c Brain metabolites 9 6.130431487 44.88333333
L-Serine Blood metabolites 8 5.372503219 7.083333333
3'Hydr§é‘i3éb”ty“c Brain metabolites 8  5.471062329 9.166666667
L-Iditol Brain metabolites 8 5.679796857 8.583333333
Lactobacillus Microbiota 7 4.583527537 22.58333333
Malonic acid Brain metabolites 7 4.85956438 1.916666667
GABA Neurotransmitter 6 3.926993438 7.3
Glu Neurotransmitter 6 4.073605424 21.91666667
Oleic Acid Brain metabolites 6 4.218379815 1.25
Ascorbic acid Brain metabolites 6 4.306414373 0.833333333
Prevotella Microbiota 5 3.262156877 2.333333333
L-Threonine Blood metabolites 5 3.515469605 1.466666667
y-aminobutyric acid Brain metabolites 5 3.159002824 0.666666667
Bacteroides Microbiota 4 2.494066306 2.466666667
Aconitic acid Blood metabolites 4 2.751218376 20
L-Valine Blood metabolites 2 1.330988464 20
DA Neurotransmitter 2 1.244134282 0
Akkermansia Microbiota 1 0.62333853 0
Clostridium_IV Microbiota 1 0.688216417 0
Peptococcus Microbiota 1 0.622385363 0
NE Neurotransmitter 1 0.814821886 0
Urea Blood metabolites 1 0.958577713 0
Stearic acid Blood metabolites 1 0.715542522 0
Ruminococcus Microbiota 1 0.62333853 0
Phascolarctobacterium Microbiota 1 0.602016509 0
Oxalic acid Blood metabolites 1 0.958577713 0
D-Mannose Brain metabolites 1 0.715542522 0

Tabel S3 Correlation network analysis of Suanzaoren decoction in intervening
depression model rats

Weighted Betweenness

D Category Degree Degree Centrality
L-Proline Blood metabolites 26 35.52187616  196.1933583
y-aminobutyric acid  Brain metabolites 24 33.20941431  75.33785426
Lactic acid Blood metabolites 21 28.99415573  58.33517187
L-Threonine Blood metabolites 20 28.26884214  35.24870985
Glycerol Brain metabolites 16 20.94421725 57.33541966
L-Valine Brain metabolites 16 22.02129707 16.70866446
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1.2 Supplementary Figures
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Figure. S1 The body weight and organ index of insomnia rats (n =8). A Body weight.
B-C The thymus and spleen indexes.
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Figure. S2 The body weight and organ index of depression rats (n =8). A Body
weight. B-C The thymus and spleen indexes. "P < 0.05, “P < 0.01.
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Figure. S3 SZRD partially ameliorated gut microbiome disorders in insomnia rats (n
=8). A Abundance of the Firmicutes and Bacteroidetes in each group. B PCoA plot. C
NMDS plot. D The LEfSe analysis of Control and Insomnia groups. E LDA
histogram of the Control and Insomnia groups.
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Figure. S4 SZRD partially ameliorated gut microbiome disorders in depression rats (n
=8). A Abundance of the Firmicutes and Bacteroidetes in each group. B PCoA plot. C
NMDS plot. D The LEfSe analysis of Control and Depression groups. E LDA

histogram of the Control and Depression groups.
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Figure. S7 Impacts of HSZRD on metabolites in the rats caused by CUMS. Plasma
metabolomics analysis: A Differential analysis of metabolites among the four groups.
B KEGG pathway enrichment analysis bubble plot. Hippocampus metabolomics
analysis: C Differential analysis of metabolites. D KEGG pathway enrichment

analysis. “P < 0.05, P < 0.01,
difference; n = 8.
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