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Abstract: Objective To investigate the effect of hydroxychloroquine on renal injury in systemic lupus erythematosus mice, and
explore the potential mechanism based on toll-like receptor 9/myeloid differentiation factor 88/nuclear factor-xB (TLR9/MyD88/NF-
«B) pathway. Methods The female mice model with systemic lupus erythematosus was established by ip of nophytanes, and the
model group, hydroxychloroquine (ig 80 mg/kg hydroxychloroquine) group, TLR9 inhibitor (ip 4 mg/kg ODN2088) group,
hydroxychloroquine + ODN2088 group, and the normal control group was set up, with 8 mices in each group. The samples were
collected after 5 weeks of continuous administration once daily. The body mass, renal mass was weighted and the RI was calculated.
24 h-UTP and the level of Scr, BUN in serum were measured. The renal tissue histopathological changes and fibrosis were observed
through HE staining or Masson staining, and the pathological score and CVF were performed. The level of IFN-y, TNF-a, IL-2, IL-4
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in renal tissues were measured. The mRNA and protein expressions of TLR9, MyD88, NF-kB p65 in renal tissues were detected by
RT-PCR or Western blotting. Results Compared with the model group, the body mass in hydroxychloroquine group, ODN2088 group,
and hydroxychloroquine + ODN2088 group was significantly increased, while the Rl and the level of 24 h-UTP, Scr, BUN were
significantly decreased (P < 0.05). The pathological changes and fibrosis of renal tissue were significantly improved, and the
pathological scores of glomeruli, renal tubules and the CVF were significantly decreased (P < 0.05). The level of IFN-y, TNF-a, IL-4
in renal tissue were significantly decreased, while the IL-2 was significantly increased (P < 0.05). The mRNA and protein expressions
of TLR9, MyD88, NF-kB p65 in renal tissue were significantly decreased (P < 0.05). The effects of hydroxychloroquine + ODN2088
group on the detection indexes of systemic lupus erythematosus mice were significantly better than those of hydroxychloroquine group
and ODN2088 group (P < 0.05). Conclusion
erythematosus mice, which mechanism may be related to inhibiting TLR9/MyD88/NF-«kB signaling pathway and reducing

Hydroxychloroquine has protective effect on renal injury in systemic lupus

inflammatory response.
Key words: systemic lupus erythematosus; hydroxychloroquine; renal injury; TLR9/MyD88/ NF-kB signaling pathway; 24 h-UTP
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