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P . Genotype score
Exon 4 classification of mutated adprhl1 sequences - ypes _
. O1mm Inactive mutant (Frame-shift+stop, nonsense
Incomplete mutation rarely causes heart defects 02 In-frame mutant (>20aa changes)
03E= In-frame mutant (11-20aa changes)
04 In-frame mutant (6-10aa changes)
H H 05 In-frame mutant (1-5aa changes)
A All sequences grouped by gRNA injection OGEE Normal aa sequence
-e4-1 -e4-1, -e4-2(S+L) -e4-1, -e4-3(S+L) Non-injected control
B 51.61% B 69.47% B 60.53% I 1.32%
Il 6.45% B 10.53% Il 13.16% I 98.68%
N 75, Y 5, HEEE 3,
T 12.90% = 2.11% 1 5.26%
BN 18.28%  2.11% Bl 19.74%
Bl 11.58%
Number of sequences=93 Number of sequences=95 Number of sequences=76 Number of sequences=76
(S-63, L-30) (S-68, L-27) (S-58, L-18) (S-52, L-24)

B  Sequences and mutation details of individual embryos

gAdprhll-e4-1
Normal heart morphology

Embryo Id Number of sequences  Genotype score mutation details
[Distinct sequences] 02 In-frame
20170323015 S- |L- | exon 4- mutations
B 43.33% skip p.(Gly172Pro)
mm 20.00% laa mis - 1 sequence
BWTT] o og333 30209 6 p.(Gly172_Leu174del)
3 10.00% [91 | [3] 23 bp 3aa del - 2 sequences
mm 3.33% del 04 p.(Phe170_Cysi75del)
6aa del - 7 sequences
20170323016
B 52.17% p.(Gly172_Leul74del)
. 17.39% 3aa del - 3 sequences
BN W o3 2818 50 0 05 P-(Gly172delinsGluArg)
511 2] laa del with 2aa ins - 1 sequence

gAdprhll-e4-1, -e4-3(S+L)
Normal heart morphology

Embryo Id Number of sequences ~ Genotype score mutation details
[Distinct sequences] 02 In-frame
20170328075 S- |L- | exon 4- mutations
= 71.88% skip p.(Leu171_Gly172delinsGInAsp)
I 25.00% 2aa mis - 1 sequence
BN 5y, 32 20 12 8 d
[10] [6] 17 bp del
23 bp del
23 bp del
20170328078
B 52.63% p.(Gly172_Leul74del)
1 10.53% 3aa del - 1 sequence
e [1190] 0 p.(Gly172_Leu174del, His213_-

Met214delinsGln)
3aa del and 2aa del with 1aa ins -
1 sequence

gAdprhll-e4-1, -e4-2(S+L)
Normal heart morphology

Embryo Id Number of sequences  Genotype score mutation details
[Distinct sequences] 02 In-frame
20170328044 S- |L- | exon 4- mutations
B 79.31% skip @ p.(Thr176_Glu205delinsLysTrp)
B 6.90% 30aa del with 2aa ins - 1 sequence
BN 57 200208 1
[6] | [4] 256 bp del
20170328048
Bl 63.33% p.(Phel70_Gly172del, GIn191del)
B 20.00% 3aa del and laa del - 1 sequence
BT 67, 30228 2 p.(Glyl72_Leu178del, GIn191del)
= 6.67% [15] [6]' 87 bp 7aa del and 1aa del - 1 sequence
1 3.33% ‘jg'ﬁ p.(Gly172_Leui74del, Leu189_-
3 bp del

p.(Gly172_GIn191delinsAlaArgProCys-
SerLeuProThrGInSerLysLysAsnHisLeu)
20aa del with 15aa ins - 2 sequences
p.(Gly172_Trp192delinsGlu)

2laa del with 1aa ins - 3 sequences

°
Non-injected control
Normal heart morphology

Embryo Id Number of sequences  Genotype score mutation details
[Distinct sequences] 02 In-frame
20170405021 S- |L- | exon 4- mutations
BN 100.00% skip
I 17 |11 | 6
1 m
20170405022
I 3.03% p.(Alal77Thr)
Bl 96.97% laa mis - 1 sequence
23 | 10
(— 33 2w (Natural sequence variation)

p.(Leul71_Gly193delinsProValHisGly-
ProValHisPheLeuCysAsnThr)
23aa del with 12aa ins - 1 sequence

Ancestral
‘active site’

Gly172
GIn191
His213





