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[Abstract] Objective To investigate the effect of microRNA-375 (miR-375) on proliferation and apoptosis of IL-22-
induced human keratinocytes by targeting forkhead box protein M1 (FOXM1). Methods  Skin lesion tissues from psoriasis patients
(experimental group, n=35) and normal skin tissues from individuals undergoing plastic surgery (control group, n=35) were collected
retrospectively. qRT-PCR was employed to quantify the expression levels of miR-375 and FOXM1I mRNA in tissues and cells. Human
keratinocyte HaCaT cells were randomly divided into control group, IL-22 group, miR-NC group, miR-375 group (overexpression of
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miR-375), miR-375+pcDNA group (overexpression of miR-375), and miR-375+FOXM1 group (overexpression of miR-37S and
FOXM1). Except for control group, all other groups were treated with IL-22. Cell proliferation was assessed by MTT assay and EdU
staining. Flow cytometry was used to evaluate cell-cycle distribution and apoptosis. Transwell assays were conducted to assess
chemotactic capability. ELISA was performed to quantify the levels of IL-6, IL-17A, CXCL1, and CXCL2 in cells. Western blotting
was used to measure expression levels of FOXM1, B-cell lymphoma-2 (Bcl-2) protein, and Bcl-2-asociated X protein (Bax). The
targeting relationship between miR-375 and FOXM1 was validated by a dual-luciferase reporter assay. Results Compared with
control group, experimental group exhibited decreased miR-375 expression and increased FOXMI1 mRNA expression in skin tissues
(P<0.05). Compared with control group, IL-22 group showed decreased expression level of miR-375, the proportion of cells in the
G,/G, phase, apoptosis rate, and Bax protein expression (P<0.05), while showing increased cell viability, EdU staining cell rate,
S-phase proportion, number of migrated cells, and the protein expression levels of IL-6, IL-17A, CXCL1, CXCL2, FOXM1, and Bcl-2
in HaCaT cells (P<0.0S). Compared with miR-NC group, miR-375 group showed increased expression level of miR-37S, the
proportion of cells in the G,/G, phase, apoptosis rate, and Bax protein expression (P<0.05), while showing decreased cell survival rate,
EdU staining positive cell rate, S-phase cell proportion, number of migrated cells, and the expression levels of FOXM1, Bcl-2, IL-6,
IL-17A, CXCL1, and CXCL2 in HaCaT cells (P<0.05). Compared with miR-375+pcDNA group, miR-375+FOXM1 group showed a
decreased proportion of cells in the G,/G, phase (P<0.05), and an increased S-phase cell proportion and number of migrated cells in

HaCaT cells (P<0.05). The dual-luciferase reporter assay showed that miR-375 could bind wild-type FOXMI1. Conclusion

miR-375 could inhibit proliferation and promote the apoptosis of IL-22-induced human keratinocytes by targeting FOXM1.
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Fig.5 Comparison of expression levels of IL-6, IL-17A, CXCL1, and CXCL?2 in HaCaT cells of each group (n=6)
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