a [ ] Exon

CTTGATTTCTGGAGACCACAGGTAATGAAAAATAATTCAAGAGTCTTCCATCTGTTGCAGTATTAAAATGGCGAGT
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B C>T mutation site
CFTRlocus  —/——1{20}p1—{22—23

b Peptide efficiency (40 uM) C Dose-response (S10) d Time course S10-Cas12a
Casl12a RNP Casl12a RNP RNP incubation
bp  Np* CM18-PTD4 S18 S10  S85 Np*  20pyM 30uM 40pM 50uM  Np* 15min 60min 180 min 360 min Rpt*
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* No peptide control # Repeated application
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TTTGTCAATCATTTAACCATCTTTAACCTAAAAGAGTTTTATG ATATCATCE TGGTGTTTCCTATGATGAATATAGATACAGAAGCC
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