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O Characterization of a novel mouse model of areca nut extract-induced skin fibrosis
® A Min-Hsuan Chiang'*?, Yan-Hsiung Wang'-?

© !School of Dentistry, College of Dental Medicine, Kaohsiung Medical University, Kaohsiung, Taiwan
2Orthopaedic Research Center, College of Medicine, Kaohsiung Medical University, Kaohsiung, Taiwan

OO0bjectives: Oral submucous fibrosis (OSF) is a precancerous condition with a high risk of
malignant transformation. However, the molecular mechanism of OSF is still unclear, in part due to
the lack of an appropriate animal model. In this study, we established a reproducible animal model of
areca nut extract (ANE)-induced skin fibrosis to mimic OSF. @ Methods: Mice were divided into 4
groups: Control group, subcutaneous (SC) injection of PBS; Bleomycin group, SC injection of
bleomycin (100ug/ml); ANE10 and ANE20 groups, SC injection of ANE (10mg/ml) and ANE
(20mg/ml), respectively. Mice were sacrificed and skin tissues were collected at day 3, 7, 14 and 30
after injection. Skin fibrosis was evaluated by histological analyses. Additionally, the expression of
fibrotic marker genes, a-SMA and CTGF, were determined by immunohistochemistric staining and
Western blots. ® Results: Our results showed that ANE administration significantly increased dermal
thickness and collagen disposition than control group. And, ANE also induced fibrotic marker genes
expression in the skin lesions. @Conclusions: These results demonstrated that similar to the
characteristics of OSF, SC injection of ANE successfully induced skin fibrosis and this model is
suitable to study the mechanism of OSF.
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