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Estimation of the frequency of inherited
germline mutations by whole exome
sequencing in ethyl nitrosourea-treated
and untreated gpt delta mice

Kenichi Masumura' Vao*ﬂ Toyoda-Hokaiwada', Akiko Ukai', Yoichi Gondo?, Masamitsu Honma''
and Takehiko Nohmi'
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The 8 weeks old male gpt delta mice were treated with ENU weekly at 85 mg/kg b.w., i.p. for two weeks.
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(de novo SNVs)

No. of bases

NGS- Sanger seq- Confirmed mutation

Offspring  father mother sequenced in exon called mutation confirmed  frequency

ID ID  (depth =240) (depth =40) mutation (x108 base) Average SD
ENU
99 1 male 8 99 18,621,430 35 30 161.1
99 2male 8 99 13,301,379 42 34 255.6
99 4 female 8 99 18,273,301 35 28 153.2
99 5female 8 99 18,590,333 36 31 166.8
68,786,443 148 123 178.8 184.2 47.9
Control
50_1 male 43 50 6,874,190 2 2 29.1
50_2 male 43 50 6,904,947 4 0 0.0
50_3 female 43 50 6,743,247 2 1 14.8
50_4 female 43 50 6,877,048 4 0 0.0
27,399,432 12 3 11.0 11.0 14.0
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offspring  offspring offspring (gpt) (lacz) (lacz)  (lacl) (cDNA)  (exon3) 3 Female CD2F1 MutaTM mice (Mientjes et al., 1998)
(n=3) (n=123) (n=143) bone liver bone splenic splenic splenic * Male CD2F1 MutaTM mice (Suzuki ct al., 1997)
marrow  (n=25) marrow lymphocytes lymphocytesymphocytes | lg/l;;;ﬁ/(;mﬂ l(i;)g l:l“e e (:’V";lkfgglg‘;"' 1996)
(n=60) (n=20) (n=44) (n=31)  (n=51) mice (Dobrovolsky et al.,

7 Male B6C3F1 mice (Walker et al., ]19§6)

This study

2IXY—LBCHERHEShIzde novoERD 41T

ENU Control

99 199 299 499 5 total 50_150_2 50_3 50_4 total

No. No. No. No. No. % No. No. No. No. No. %
SYNONYMOUS_CODING 1 3 4 3 11 9 0 0
NON_SYNONYMOUS_CODING 14 17 12 12 55 45 0 0
FRAMESHIFT_CODING 0 0 1 1 33
STOP_GAINED 2 2 1 1 6 5 0 0
3PRIME_UTR 1 1 2 2 0 0
5PRIME_UTR 1 2 3 2 0 0
REGULATORY_REGION 2 1 4 2 9 7 1 1 2 67
SPLICE_SITE 2 1 4 7 6 0 0
INTRONIC 8 5 4 6 23 19 0 0
INTERGENIC 1 2 3 2 0 0
WITHIN_NON_CODING_GENE 1 1 1 1 4 3 0 0
total 30 34 28 31 123 100 2 0 1 0 3 100
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