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METHODS

miF assay on VISIBLE study biopsy samples (WO lesional, non-lesional, W16 lesional, W48 lesional) Imaging assay robustly detected melanocytes and associated markers in skin hiopsy samples
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Ps0-associated acanthosis resolved with GUS treatment, as shown by reduced epidermal thickness Epidermal melanin was reduced in PsO lesional skin compared with non-lesional skin and was normalized to non-lesional levels by W16 with GUS treatment; maintained through W48
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Normalization of epidermal cellularity and hyperplasia in lesional skin was achieved at W16 with GUS treatment Decreases in numbers of microphthalmia-associated transcription factor (MITF)* melanocytes and MITF transcript were observed, consistent with reduced melanin
: : Findings suggest increased melanocyte proliferation yet dysregulation of pigment production in PsO
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e MITF is a master regulator transcription factor of melanocytes and controls genes responsible for melanin production
e A reduction in MITF+ melanocytes in lesional samples is consistent with reduced melanin
e These data are consistent with Wang et al® and Di Costanzo et al* who also demonstrated that interleukin(IL)-17 decreases MITF in melanocytes in vitro

CONCLUSIONS

e Increased melanocyte proliferation (both melanogenic Ki67* MA1* melanocytes (TYR1*, DCT*), and Ki67*melanocytes lacking melanogenesis marker expression) was

observed in PsO lesions
e Melanocyte proliferation was normalized by W16 with GUS treatment, and changes were maintained through W48

Dysregulated epidermal melanin pigment in baseline lesional samples was

restored to non-lesional levels post-GUS Tx in both FST I-lll and IV-VI patients
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:!: + Overall, these data demonstrate that melanin disruption in PsO is

multifactorial, reflecting impaired melanocyte pigment production
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together with epidermal hyperplasia and increased melanocyte proliferation
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