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Revision Supplementary Figures S9 - S12

Cardiac adprhll CRISPR knockout

S11.

Targeting adprhl/1 exon 4 with gAdprhl1-e4-1 gives 82% mutation efficiency - S- and L-homeolog DNA sequences

S-homeolog sequences obtained from 5 embryos, injected with -e4-1 Genotype score

S-homeolog -e4-1 -e4-2S -e4-3S Number of sequences
PAM €——————————— ———————————— P PAV —_—
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5’ -ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGATTCCTTGGGTCCCTGTGCACGGCCCTGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT

Kfil Xeml Bbs1
Observed sequences - WT

ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGATTCCTTGGGTCCCTGTGCACGGCCCTGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT 11 06

Observed sequences - deletion mutants
ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGATTCCTT - - - TGAATGTGCACGGCCCTGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT 03 01
ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGATT ---TCCCTGTGCACGGCCCTGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT 01 01
ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGA - - - -CTCCCTGTGCACGGCCCTGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT 01 01
ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGATTCC-- - - - - - - CTGTGCACGGCCCTGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT 23 01
ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGATTCCTTG------- - TGCACGGCCCTGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT 01 01
ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGAT - - - - - - - - - CCCTGTGCACGGCCCTGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT 01 05
ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGATTCCT - - - - - - - - - GTGCACGGCCCTGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT 06 05
ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGATTC - - - - - - - - - o oo oo oo = TGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT 02 01
ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCA----- - CGGCCCTGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT 06 02
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ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGATTCCTTG 348bp del @1 01
........................................ 662bp del @5 @1

Observed sequences - insertion mutants
ATAAAGTGTATTTTTTAATGGGTTTCTCTACATTCAAGGATTCCT - - - -GTGCACGGCCCTGTTCACTTCCTATGCAATACAAGAGAAACCACTTGCTCAGTGGGGAAGAGAAATGCTGAAGTTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATACGGCACATGGCAGGTAAGGGAAAGCACAGGTAGCAGTAAAATTGACTCGGT 01 05

)4444))#0@044%%4))40@0._:_:_. Total = 63
L-homeolog sequences obtained from 5 embryos, injected with -e4-1 Genotype score
L-homeolog -e4-1 -e4-2L -e4-3L Number of sequences
PAM ———— ——————— P PAM
Expected sequence EXON 4 Gorra e Ta8aTCOCTOTOOACEEC0CTGTTCACTTCCTACGCAAT CCARGAAAAACCACT TG TTCAGTGGBAAGAGARTTGCTCAAGG TG TTGCCTATGECTGAAGAGTACTGTAAGAAGACTAT TCBGCACATGECAG
5/ -TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGGTTCCTTGGGTCCCTGTGCACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT
Kfl1 Xcml Bbs1

Observed sequences - WT
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGGTTCCTTGGGTCCCTGTGCACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGT TCAGTGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 03 06
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGGTTCCTTGGGTCCCTGTGCACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTACCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 02 06
TCTTATTTACTATGTTTCTATACTTACAATCTTTCAAGGGTTCCTTGGGTCCCTGTGCACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTACCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 01 06

Observed sequences - deletion mutants
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGGTTCCTTCCTTCCCTGTGCACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 01 05
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGGTTCCTTG - - AAAGAGTGCACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 01 01
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGGTTCCTTGG - - - - CCCTGCACGBCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAATGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAGGTAGCAGTAATATTGACTTAGT 01 01
TCTTATTTACTATGTTTCTATACTTACAATCTTTCAAGGGTTCC------- - CTGTGCACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTACCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 01 01
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGGTTCCTTG-------- TGCACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 03 01
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGGT - - - - - - - - - CCCTGTGCACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAATGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAGGTAGCAGTAATATTGACTTAGT 01 05
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGGTTCCT -------- - GTGCACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 01 05
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGGTTCCTTG---------- CACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 01 01
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGG------------------ CACGGCCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 07 04
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGGTTCCT -~ - - - - - mmm e e oo GTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 03 04
TCTTATTTACCATGTTTCTATACTTACAATCTTTCAAGGG ----------------mmmmm CCCTGTTCACTTCCTACGCAATCCAAGAAAAACCACTTGTTCAGTGGGGAAGAGAATTGCTGAAGGTGTTGCCTATGGCTGAAGAGTACTGTAAGAAGACTATTCGGCACATGGCAGGTAAGGGAAAGCCCAAGTAGCAGTAATATTGACTTAGT 01 01

Observed sequences - insertion mutants
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GGAACCCTTG Total = 30





