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(Abstract]) Objective To study the effects of Tongbi Granule on hepcidin (Hepc) and janus kinase (JAK) 2signal transduction
and activator of transcription (STAT) 3 signaling pathway in collagen—induced arthritis (CIA) rats. Methods A total of 36 female SD
rats were randomized into blank, model, positive control, low—, medium—, and high—dose of Tonghi Granule groups, with six rats in

each group. CIA model was constructed with bovine type Il collagen in all groups except the blank group. After modeling, the
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blank and model groups were given normal saline by gavage, the other groups were given baricitinib tablets, and low—, medium-,
and high—dose of Tongbi Granule by gavage respectively, once a day, for continual four weeks. HE staining was performed to
observe pathological synovial tissue. Serum Hepc and interleukin 6 (IL-6) levels were measured by ELISA. The mRNA relative
expressions of JAK2, STAT3, suppressor of cytokine signaling (SOCS) 1, and SOCS3 in synovium were determined by RT-PCR.
Western blot was used to test the protein expressions of JAK2, p-JAK2, STAT3, p—STAT3, SOCS1 and SOCS3 in synovium. Results
In the model group, there were defects of synovial epithelium, severe synovial hyperplasia, disordered arrangement, and a large
number of inflammatory cell infiltration and pannus formation. However, all administration groups showed reduction of synovial
inflammation, the positive control group was better than the high—dose Tongbi Granule group, and the medium- and high—-dose
groups was better than the low—dose group. Compared with model group, arthritis index scores, and levels of serum Hepc and IL-6
were significantly lower in all drug administration groups (P<0.01). Compared with the positive control group, the arthritis index
scores, serum Hepc and IL-6 levels in low— and medium—dose Tongbi Granule groups were higher (P<0.05). Compared with model
group, the mRNA and protein expressions of JAK2 and STAT3, as well as the protein expressions of p—-JAK2 and p-STAT3 were
lower (P<005), while the mRNA and protein expressions of pathway inhibitors SOCS1 and SOCS3 were higher in positive control group
and low—, medium—-, and high—dose Tongbi Granule groups (P<0.05). Compared with positive control group, the mRNA and protein
expressions of JAK2 and STAT3, and the protein expressions of p—JAK2 and p—-STAT3 were higher in Tongbi Granule groups of
various doses (P<005), while the mRNA and protein expressions of SOCS1 and SOCS3 were lower (P<005). Conclusion Tongbi Granule

can relieve synovial inflammation in CIA rats, and its mechanism may be related to inhibiting JAK2/STAT3 signaling pathway and

reducing the expression of Hepc.
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JZ:5-TTCTCGCTCAACGGCAAAG-3"
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TR 7 e 2 10.74+0.33%¢ 193.78+3.75%
TR 2 7 e 2 7.62+0.47" 168.57+5.19%
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2 A, P<0.05,
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R R AR AR TR R e 2 25 BRI TR TR A Il R O 3
TE RAIRYT Thg it i ok th B MR IR AT FRIE
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