[bookmark: _Hlk70631576][bookmark: OLE_LINK7][bookmark: OLE_LINK8]Supplemental material of Severe bilateral hyperkeratosis of the nipples and areolae
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[bookmark: OLE_LINK16][bookmark: OLE_LINK17]Supplemental Fig. 1. Sex, Diseased side, Complication, Levy-Tranckel classification and Mehanna classification in different age groups. (121 patients had developed the HNA since 1936)
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[bookmark: _Hlk71582286][bookmark: OLE_LINK11][bookmark: OLE_LINK25]Supplemental Fig. 2.  Nevoid hyperkeratosis-like lesion of the nipple and areola in the left mammary area.
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[bookmark: _Hlk71582526]Supplemental Fig. 3. Stained sections were observed under a fluorescence microscope magnification in the left mammary area. Hematoxylin-eosin stain; original magnification, × 100. The thin red arrow in indicates immune cell infiltration in a significant number of samples. The thin green arrow in indicates epidermal hyperplasia was also evident.
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[bookmark: OLE_LINK23]Supplemental Fig. 4. The gene expression of the lesions from both sides. The difference of gene expression between the lesions from both sides was not obvious, while the difference of gene expression between the lesions and healthy samples was obvious. 
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[bookmark: _Hlk71582821][bookmark: _Hlk71583328]Supplemental Fig. 5 The enrichment analysis aimed at detecting the variation of cell signaling pathways and biological functions among different groups in the left mammary area.
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[bookmark: _Hlk71583559]Supplemental Fig. 6. Keratins and their associated proteins dysregulated in HNA compared to NNA.
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