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Supp Fig 1. Deletion efficiency of Eed;Zp3-Cre transgene: Genotyped offspring from Eed
floxed females (Eed ™, Eed "":Zp3-Cre and Eed”™”:Zp3-Cre) mated to wild type males.
Grey bars represent genotyped WT offspring from Eed"” or Eed""* growing oocytes; black
bars represent genotyped HET offspring from Eed""* or Eed™* growing oocytes (Eed ™"
n= 54, Eed """ Zp3-Cre n=134 (wt=64, del=70) , Eed"":Zp3-Cre n=33; Chi-square test,
nsd).
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Supp Fig 2. Increased weight of offspring from Eed*’" oocytes showed no sex-bias and
was ameliorated over time: Weights of offspring at 2, 30 and 130 days old. Female (left
graph) and male (right graph) offspring from wild type fathers mated to Eed " Eed”*: 7p3-
Cre and Eed”"; Zp3-Cre mothers. Growing oocyte genotype represented in purple: Eed""™!
(wild type, wt), Eed""® (wt or heterozygous, het) and Eed™® (homozygous, hom). Offspring

genotype represented in black: Eed WT offspring from Eed"”" growing oocytes; Eed WT

dwt/del dwt/del

offspring from Ee growing oocytes; Eed HET offspring from Ee growing oocytes
and Eed HET offspring from Eed™”* growing oocytes. A. Female PND2 offspring: Eed""""
n= 63, Eed""* n=68, Eed""" n=32; Male PND2 offspring: Eed""" n= 53, Eed""* n=74,
Eed™'n=19. B. Female PND30 offspring: Eed"”"" n= 49, Eed""*'n=24, Eed™"* n=18;
Male PND30 offspring; Eed"”"' n=40, Eed""*'n=25, Eed™"* n=12. C. Female PND130 (18
week old) offspring: Eed""" n= 16, Eed""*'n=12, Eed™"*' n=6; Male PND130 (18 week old)
offspring; Eed""" n=14, Eed""*'n=10, Eed"" " n=6. ****P<0.0001, One-way ANOVA plus

post-hoc Tukey’s multiple comparisons test. Error bars +/- SEM.
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Supp Fig 3. Deletion efficiency of Ezh2;Zp3-Cre transgene: Genotyped offspring from Eed
floxed females (Ezh2™", Ezh2"": Zp3-Cre and Ezh2"" ; Zp3-Cre) mated to wild type males.
Grey bars represent genotyped WT offspring from Ezh2"" or Ezh2""* growing oocytes;
black bars represent genotyped HET offspring from Ezh2""* or Ezh2"*! growing oocytes.
(Ezh2™ n=23, Ezh2""": Zp3-Cre n, wt=35 and del=28 and Ezh2"" ; Zp3-Cre n=19) Chi-square

test, nsd).



Supplementary methods:

Primer sequences of long range sequencing of patient and parental DNA samples:

Fragment M13-F primer M13-R primer
EZH2-1 TGTAAAACGACGGCCAGTAGCGTGTTCTTACCTGTGGG GGACCTTTCAGCGACTCCAA
EZH2-2 TGTAAAACGACGGCCAGTTGCATAGCCTGTGCTGTAGG GGCAAACACCACAAGCTAGG

EZH2-3 TGTAAAACGACGGCCAGTGAGTTAACTCTATCAGCCAGG AGCAGATGTCAAGGGATTTCC



