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Psoriasis is a common chronic inflammatory skin disease, characterized by abnormal differentiation and proliferation of keratinocytes, angiogenesis, and infiltration of inflammatory cells that secrete Th1- and Th17-associated cytokines in the skin lesion, such as TNF-α, IL-17, and IL-20. Although mRNAs that encode cytokines are short-lived mRNAs in eukaryotes, the pre-mRNAs, which contain AU-rich elements (AREs) in their 3’-untranslated regions, are recognized and stabilized by human antigen R (HuR), an RNA-binding protein, for post-transcription. Previous studies have suggested that HuR is involved in the stabilization of mRNAs in the psoriatic skin. HuR binds to and regulates IL-20 mRNA and relocalizes to the cytoplasm of psoriatic keratinocytes. Furthermore, HuR can bind numerous transcripts involved in the pathogenesis of psoriasis. Therefore, HuR may be a potential therapeutic target for psoriasis. In the present study, we tested several novel oligopeptides that targeted the RNA binding site of HuR as therapeutic agents for psoriasis. A mouse model of imiquimod (IMQ)-induced psoriasis-like dermatitis was generated in BALB/c mice by daily topical application of IMQ cream on the ear from days 0 to 9. The mice were treated with oligopeptides from days 5 to 10. The pathological features of psoriasis were scored daily using the thickness gauge and clinical Psoriasis Area and Severity Index (PASI). We found that the oligopeptide JS-1 could significantly ameliorate psoriasis pathogenesis in a dose-dependent manner. The oligopeptide affected the HuR downstream signaling pathway. Collectively, this study may provide an alternative therapeutic strategy for psoriasis.
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