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[Abstract] Objective: To explore the mechanism of the effective substance groups from Artemisia ordosica
Krasch in the treatment of rheumatoid arthritis (RA) by network pharmacology, molecular docking and cell

validation experiments. Methods: The databases such as Pubchem, BATMAN -TCM, DisGeNet, GeneCards,
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NCBI, OMIM, PharmGKB, GEO, and R language were used to obtain HSH core components and component
targets, disease targets, and potential targets for HSH treatment of RA. The protein—protein interaction (PPI)
network was established and the gene ontology (GO) and Kyoto encyclopedia of genes and genomes (KEGG)
enrichment analysis were conducted to select core components and core targets for molecular docking. The
CCK-8 and CFSE labeling method were used to detect the non—toxic concentration and effective concentration
of HSH. The experimental techniques such as flow cytometry, CBA, and RT-PCR were used to detect changes
in cells, key inflammatory factors, and proteins related to the interleukin (IL) —17/T cell receptor signaling pathway.
Results: The three core components, namely hydroxycinnamic acid, o—hydroxycinnamic acid, and o—hydroxy—
capillene, had the highest correlation with RA, with 90 target points. Totally 875 RA disease targets were obtained
by intersecting disease—related targets and differentiable expressed genes in RA. Intersection of RA disease
targets with component targets resulted in 36 potential targets for RA. A total of 5 core targets were obtained
through PPI construction, and there was a certain binding activity between the core targets and the core components.
GO and KEGG enrichment analysis results showed that the IL-17/T cell receptor signaling pathway was closely
related to the anti-RA effect of HSH, which also participated in regulating various biological processes such as
inflammatory response, cytokine production, and regulation, thereby regulating the body’s inflammation and
immune response to exert anti—RA effects. The effective concentration of HSH was 16 pwg/mL. HSH could
down-regulate Thl levels, up-regulate Treg levels, reduced Th17/Treg ratios, and significantly reduced the
levels of IL-21, IL-6, IL-2, interferon—y (IFN—vy), and transforming growth factor-f1 (TGF-B1). The RT-PCR
experiment results showed that HSH significantly down-regulated the expression of RORyt mRNA, while there
was no significant difference in the expression of Foxp3 mRNA. Conclusions: HSH has good therapeutic effect
on RA, and its mechanism may be related to reducing Thl, increasing Treg, regulating Th17/Treg balance, and
reducing the expression levels of 1L-21, 1L-6, I1.-2, IFN—y, TGF-1, and ROR~t.
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16 &2 CHO,  121-33-5 KRR
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34 Ordosacid B CH,0s - ENFEL
35 Ordosicin A CyH0, - ANFEL
36 Ordosicin B CsH509 - AREL
3 W CHO, 621-82-9  FHEH
38 PELER CoH0,  1135-24-6  HEHFEE E AT FE IR PR BAR B AR WA ; C.o—hydroxycapil -
39 R GHO, 331395  EREE leneo
40 Malabaricano CoH05  74683-16-2  Afg% E1 EEESEESTMEE
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IL-1TASESMZ B S, 53 %0 BT (W ZE IR 402
FE AR . o—hydroxycapillene ) #4743 F X 42 , AR 5 B
XoF N7 A 0 B3 1) 43 o B BHiE (DL IEI8 A ), XT3 Hir sk
45 L AT AT AL (L I 8B~8F ) o 45 5 7 5N DV A 5 34
B A G REI K T4 keal/mol, B LRS- SA% O A5
ZIAIEE G RAFTINF IL-17AE 1 5/ T 25 A id i s,
HITNFEE F S o0-hydroxycapillene X #2945 584 -5.9 kealimol ,
TR S BT B TYR-59 . TYR-119 . TYR-151 & 3R 5%
o6 YA B K BEVE T 5 48 728 B TR X 45 1 45 5 g
-5.8 keal/mol , BFE L REERR S5 1& MO S LI TYR-1194
FIRA B /K, 5SER-60 . LEU-120 .GLY-121 . TYR-151 &3
WA SR s 5 X I AR A 25 B RE M -5.7 keal/mol ,
X FEFEREEIR STYR-1192 M A Hi/K i , 5SER-60 .LEU-
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PBMCA 24 b , XoF 4H A 14 1 5 35 LA Bl VR, EL Bt 2 vk
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11 HSH 3+4mAaigsE 2245 R

2.7.4 HSHXTANMEFTh] \Th17 . TreglfEM1  SCURLER(WE
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