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Effects of Rhodotoxin I on rheumatoid arthritis based on TLR4/MyD88/NF-kB signal axis
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(Abstract] Objective To investigate the effects of rthodojaponin Il on rheumatoid arthritis (RA) by regulating toll —
likereceptor 4 (TLR4), myeloid differentiation factor 88 (MyD88), and nuclear factor-kappa—B (NF-kB). Methods Type Il collagen
was used to construct the RA rat model. Wistar rats were randomly divided into 6 groups, with 8 rats in each group: normal
feeding group (sham group), RA model group (Model group), positive drug tripterygium wilfordii group [TWG group, 50 mg-(kg-d)7],
low—dose Rhodojaponin Il group [R-I Lo group, 006 mg-(kg-d)™, medium—dose group [R—II Mi group, 0.12 mg-(kg-d)™], and
high-dose group [Rhodojaponin Il Hi group, 024 mg-(kg-d)"]. The arthritis index (AI) of the rats was scored. Meanwhile, HE ELISA,
Western blot, and real-time quantitative PCR (RT-qPCR) were used to detect the effects of Rhodojaponin Il on TLR4/MyD88/NF-«xB
signal axis and RA. Results Rhodojaponin Il significantly reduced the Al scores of RA rats compared with model group (P<0.05)
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and it effectively inhibited the development of malignant hyperplasia and inflammatory cell infiltration into synovial tissue.

Meanwhile, compared with model group, the expresson levels of the tumor necrosis facor—o (INF-w), interleukin-13 (IL-1p),

interleukin—6 (IL-0), interleukin—17 (IL-17), vascular endothelial growth factor (VEGF), matrix metallopeptidase2 (MMP-2), matrix

metallopeptidase-9 (MMP-9), TLR4, MyD88, and phosphor-nuclear factor-kappa—-B (p—NF-«B)/NF-«B were reduced in R-II Lo, Mj,

and Hi groups (P<0.05). Compared with the TWG group, the levels of TNF-a, IL-1(3, IL-6, IL-17, VEGF, MMP-2, MMP-9, TLR4,

MyD88, p-NF-kB/NF-kB factors increased in the R-Ill Lo and R-Ill Mi groups (P<0.05), while no significant differences were observed

in the R-Ill Hi group (P>0.05). Conclusion Rhodojaponin Il can improve RA by down—regulating the expression levels of TLR4, MyD88,

and NF—«B. This paper offered a solid experimental foundation for the use of Rhodojaponin Il in the treatment of RA.
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