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FIGURE S1. Cell viability assessment of HaCaT cells pre-treated with 10 µM of the different homovanillic acid esters for 24 h. No significant decrease in cell viability was observed after 24 h application of compounds 1-16 (black). Data presented as percentage of the non-treated control (white). Dotted lines represent 100 % cell viability and the 70 % cut-off for assessing adverse effects on cell viability measured using an MTT assay. (Statistics: mean + SEM; technical replicates: 4, biological replicates: 5, ordinary one-way ANOVA)
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FIGURE S2. Characterization of CXCL8 and CLDN1 gene expression in skin samples after TNFα treatment for 6 h. HaCaT keratinocytes cultured under low calcium conditions (0.06 mM Ca2+) for 4 days were treated with 20 ng/mL TNFα for 6 h. (a) CXCL8 and (b) CLDN1 gene expression (black) was measured after TNFα treatment and presented as fold change of the non-treated control (white). Relative gene expression was measured with RT-qPCR and normalized to the geomean of the reference genes (Statistics: mean + SEM; technical replicates: 3, biological replicates: 5).
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FIGURE S3. TNFα-induced changes in IVL and KRT14 expression in HaCaT keratinocytes. TNFα increased (a) IVL gene expression and (b) reduced KRT14 after 6 h treatment with 20 ng/mL TNFα compared to the non-treated control. IVL and KRT14 expression were measured using real-time PCR. Data is presented as fold change to non-treated control. White bars represent the non-treated control and black bars represent TNFα treatment. (Statistics: mean + SEM; technical replicates: 3, biological replicates: 10-11; Welch’s t- test, *p<0.05, ***p<0.001).
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FIGURE S4. TNFα-induced variation of CLDN1 and CXCL8 expression in HaCaT keratinocytes. (a) CLDN1 expression, (b) CXCL8 expression and (c) IL-8 release corresponding to the data presented in figures 2a and 2b. Mean value + SEM (bars) and single datapoints (dots) are presented for the TNFα control and the homovanillic acid esters (1-16). Data is presented as fold change to TNFα control. (Statistics: mean + SEM; technical replicates: 3, biological replicates: 4).
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[bookmark: _Hlk201391227]FIGURE S5. TNFα-induced variation in IVL and KRT14 expression in HaCaT keratinocytes corresponding to the data presented in figures 4a. Mean value + SEM (bars) and single datapoints (dots) are presented for the TNFα control and compounds 3, 4, 7, 11, and 15. Data is presented as fold change to TNFα control. (Statistics: mean + SEM; technical replicates: 3, biological replicates: 4).
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