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Revision Supplementary Figures S13 - S16

Cardiac adprhl1 CRISPR knockout

S14.

Targeting adprhl1 exon 6 causes near complete mutation and in-frame repair bias
L-homeolog sequences obtained from 16 embryos, injected with gAdprhl1-e6-1

L-homeolog

6-1 Genotype

Expected sequence exon 6 ——————p-PA Number of sequences ._score

GCATACAGGAAATGGAGCTC. GGAAG AGAAGAGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAG
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Observed sequences - WT

Yy

ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAAGACATGGAGCTCAGAGGG AGA GGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTCCATGGAGGTATGTGGATGTGTCTGGGAAATCTGATACTTGTAAAGAT 01 0
Observed sequences - deletion mutants
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGGGAAGA - GAGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 05 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTC GGGAAGAGGGG - AAG. GACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGGGA - CATGAGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGGGAAGA - - - GGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 65 05
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGGGAATG - - - GGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 05
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGGGAAG - - - - - GACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 03 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGGGA - - -GGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 05 05
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGG - - - - -AGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 08 05
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGGGA- - - - - - - - - CATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 17 05
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAG- - - - - - - - - - AGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 02 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGG - - - - - - - - - - ACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 07 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGG - - - - - - - - - - - - ACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 63 05
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGGGGGAAGAGG - - -~ - - - -~ - - - ACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 04 05
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGG - - - - - - - - - - - - CATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 12 05
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGG - - - - - - - - - - - - ATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 05
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGGBA- - - - - - - - - - - - - - TGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 05 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCA- - - AGAGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 02 04
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAAGACATGGAGCTCAG- - -GAGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTCCATGGAGGTATGTGGATGTGTCTGGGAAATCTGATACTTGTAAAGAT 01 04
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGA - - - -- CATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 04
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAG - - - - ----CTGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 04
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAG - - - - - == - == - - oo oo oo oo oo AGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 04
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAG - - - - - - == - - o oo oo oo oo o ATGCATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAA - - - - - - - - oo oo - AAGAGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAAT - - - - - - o oo m e e e oo AGAGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 02 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAG - - --GACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGG - - - - - - - - - - - o m o e mm o m oo CCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGA - - - - - - - - oo e e o CATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGA - - - - - - - - - oo oo oo oo TTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 02 01
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGGGA TACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 03 01
“““““““““““““““““““““““““““““““““““““““““““““““““““ ~781bp del €2 01
ATGTAAAGGTGCATTCATTGTGTC - - = = = - == = = = mm e e oo e oo oo oo o - -- -822bp del 07 01
L e 958bp del 04 01
Observed sequences - insertion mutants
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGA 3>73371>>>>7> GACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 01 01
AA
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCA G, 2:..3,>>Am>49>mm>n>._.m>._.mnooﬂ)ﬂm)._.._.on>‘_.>om>._.m9.0._40%)90990\5999vo)n._.mm>>>m>>o._.._.._.m._.>>o>m>mn>>._.o._440>._.9.>mm.;nm._.om>._.m._.m._.n._.mo>>>>._.o._.o>._.>n._.._.o‘_.>>>m>4 03 04
CA C
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCA >7.4Nmn>>4o)a)mm>0>ﬂm>4mnonnﬂ>ﬂm>44mn>4>nm>400404404>moomo)ommoo4o)n4mm>>>m>>oqqﬂmﬂ>>o>m>mo>>4m444o>4m%>mmﬂ>omﬂom>ﬂmﬂmﬂnﬂmo>>>>ﬂoﬂo>4>nﬂqoﬂ>>>m>q 07 05
ACA
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTCAGAGGGA GGGGAAGAAGAGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 06 01
. . A GGACATGAGGACAGGCATACAGGAAATGGAGCTCAGAGGGAAGAGGGGGA Total = 249
Non-injected sibling control sequence
ATGTAAAGGTGCATTCATTGTGTCCCCACCTACCCCACAGGCATACAGGAAATGGAGCTC GGAAG, GGAAGAAGAGGACATGATGCCCCTATGATTGCATACGATGCTCTTCTAGGGGCAGGGGGTGACTGGAAAGAACTTTGTAACAGAGCAATGTTTCATGTAGGTACGTGGATGTGTCTGGAAAATCTGATACTTGTAAAGAT 29 06






