Supplementary Figure 4D Keratinocytes (N/TERT-2G cell line)

XPC (125 kDa) GAPDH (37 kDa)




Supplementary Figure 4E Fibroblasts (S1F/TERT-1 cell line)

XPC (125 kDa) GAPDH (37 kDa)




Supplementary Figure 4F Melanocytes (Mel-ST cell line)

XPC (125 kDa) GAPDH (37 kDa)
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XPC KO Keratinocyte clone final Sequencing

2 nucleotides deletion

ATATATATCAAAGCAAGTCCCTAGTACAACCTTATCTGTGGTCTAATTAGCTCAAAAGAA

i
ATATATATCAAAGCAAGTCCCTAGTACAACCTTATCTGTGGTCTAATTAGCTCAAAAGAA

AACAAAAGGATTGCAATTAGTGATCTGACTCcaaacagaatcaaacaaaaaaacaaacag

i
AACAAAGGATTGCAAT TAGTGATCTGACTCCAAACAGAATCAAACAAAAAAACAAACAG

aaccaaacagttctgaaaacaaagaaaGATGTTTCACCTTCAACCTCTTCCCAATCATTT

CLELCEFLEERLEPEEP PR EEEELEE LR LR LT LT LT
AACCAAACAGTTCTGAAAACAAAGAAAGATGTTTCACCTTCAACCTCTTCCCAATCATTT

TCACTTTCTTCCTCTTCTTCATTGCTGTCTTCATTCATGGTAGCC

LCCLECLEEDEP PP ELE PR EEET LTI
TCACTTTCTTCCTCTTCTTCATTGCTGTCTTCATTCATGGTAGCC

TCTTCAGATGG

LT
TCTTCAGATGG

TGTGCCTTCTTGAGGTCACTTGGAAAGTCCCTGTGTAAAGACCACAGGAAGGAAGATGAA

R
TGTGCCTTCTTGAGGTCACTTGGAAAGTCCCTGTGTAAAGACCACAGGAAGGAAGATGAA

GAAGACTCAGACATCCTAGTGTTCCATTCAAGCTAAATGGAATTTTTAAAACCCCTCCTA

s
GAAGACTCAGACATCCTAGTGTTCCATTCAAGCTAAATGGAATTTTTAARACCCCTCCTA

Keratinocytes (N/TERT-2G cell line)

Figure supplementary 1. Validation of the XPC gene knockout in the three skin cell types
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XPC KO Fibroblast clone final Sequencing
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5 nucleotides deletion

ATGAGTTTTTCCATATATATCAAAGCAAGTCCCTAGTACAACCTTATCTGTGGTCTAATT

CECELEECECEEEEEEEEEEEE LR EE L LR Eerriy |
ATGAGTTTTTCCATATATATCAAAGCAAGTCCCTAGTACAACCTTATCTGTGGTCTAATT

AGCTCAAAAGAAAACAAAAGGATTGCAATTAGTGATCTGACTCcaaacagaatcaaacaa

CECEEEECECEEEEEEEE LR EE e e e e ey
AGCTCAAAAGAAAACAAAAGGATTGCAATTAGTGATCTGACTCCAAACAGAATCAAACAA

aaaaacaaacagaaccaaacagttctgaaaacaaagaaaGATGTTTCACCTTCAACCTCT

CECELEECECEEEEEEEC LR EE PP E R e EE e e erer i |
AAAAACAAACAGAACCAAACAGT TCTGAAAACAAAGAAAGATGTTTCACCTTCAACCTCT

CTTCATTCATGGTAGCCCQT
GTCTTCATTCATGGTAGCCCG-

CTCTJrCA TCTTGAGGTCACTTGGAAAGTCCCTGTGTAAAGACCACAGG

|| lIIIlIIIIIlIIIIII|||IIIIIIIIIlIIIlIIIlIIIlIIIIIIIIIH
- - --[TCHGA TCTTGAGGTCACTTGGAAAGTCCCTGTGTAAAGACCACAGG

AAGGAAGATGAAGAAGACTCAGACATCCTAGTGTTCCATTCAAGCTAAATGGAATTTTTA

sy
AAGGAAGATGAAGAAGACTCAGACATCCTAGTGTTCCATTCAAGCTAAATGGAATTTTTA

AAACCCCTCCTATTTATTGAGAATCTGTTGCAACTATTTAAAG 409

CECCCEEECEEEEEEEE PR PR R ETLrrrrTry
AAACCCCTCCTATTTATTGAGAATCTGTTGCAACTATTTAAAG 398

Fibroblasts (S1F/TERT-1 cell line)
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XPC KO Melanocyte clone final Sequencing
238 nucleotides deletion

TTGGCCATGAGTTTTTCCATATATATCAAAGCAAGTCCCTAGTACAACCTTATCTGTGGT 60
TTGGCCATGAGTTTTTCCATATATATCAAAGCAAGTCCCTAGTACAACCTTATCTGTGGT 65

CTAATTAGCTCAAAAGAAAACAAAAGGATTGCAATTAGTGATCTGACTCcaaacagaate | 120
CTAATTAGCTCAAAAGAAAAC 86

21 |aaacaaaaaaacaaacagaaccaaacagttctgaaaacaaagaaaGATGTTTCACCTTCA

81 |ACCTCTTCCCAATCATTTTCACTTTCTTCCTCTTCTTCATTGCTGTCTTCATTCATGGTA

01 |CACAGGAAGGAAGATGAAGAAGACTCAGACATCCTAGTGTTCCATTCAAGCTAAATGGAA
9 AAGAAAACTCAGACATCCTAGTGTTCCATTCAAGCTAAATGGAA

180

240

300

360
122

1 TTTTTAAAACCCCTCCTATTTATTGAGAATCTGTTGCAACTATTTAAAGATGATTAGTAA 420
3 TTTTTAAAACCCCTCCTATTTATTGAGAATCTGTTGCAACTATTTAAAGATGATTAGTAA 182

1 GCTCTGAGCCTCACTTCCTCCATCAACATGTGTTCCAAATCTCATCAAGATGTGCTCTGA 480
3 GCTCTGAGCCTCACTTCCTCCATCAACATGTGTTCCAAATCTCATCAAGATGTGCTCTGA 242

1 TCATCTGTCTAATTACTACCAGATGTGCTGTTAAAAAACCTACAATCTAGATCGTGTGAA 540
3 TCATCTGTCTAATTACTACCAGATGTGCTGTTAAAAAACCTACAATCTAGATCGTGTGAA 302

1 AGAAAACATAGCTG 554
3 AGAAAACATAGCTG 316

Melanocytes (Mel-ST cell line)

The exon 3 target site of the XPC gene was sequenced to validate the type of edit introduced. BLAST bioinformatic alignment analysis of the
control versus the XPC KO clone has shown 2 nucleotide deletion for keratinocytes, 5 nucleotide deletion for fibroblasts, and 238 nucleotide

deletion for melanocytes in the target site, which induced a frameshift disruption of the gene.
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Supplementary figure 2. List of
predicted possible off-target genes by
CRISPOR bioinformatic tool



Collagen type | Collagen type Il Involucrin

Supplementary Figure 10B. Control skin keratinocytes (N/TERT-2G), fibroblasts (S1F/TERT-1), and melanocytes (Mel-ST)
embedded in a fibrin scaffold express collagen Type I (in red), Type Il (in purple), and involucrin (in red).



