1364771 Variants in 26126 genes
Whole Exome Sequencing of III: 3, III: 4, IV: 1 IV: 2, IV: 3 and IV: 4
Variants in accordance with recessive inheritance
Variants in exon and exon-intron boundary regions
Variants with MAF<0.05 in the 1000 Genomes Project


141 Variants in 80 genes


20 Variants in 15 genes


5 Variants in 4 genes


Variants homozygous in our in-house 578 fertile men are excluded 


4 Variants in 3 genes


GNRHR, chr4:g.68619942G>A, (c.112C>T)
TMPRSS11E, chr4:g.69342026C>T, (c.577G>A)
AMTN, chr4:g.71389594T>C, (c.145T>C)
AMTN, chr4:g.71394930delA, (c.357+3Adel)




Supplementary Figure S1. Flow chart of whole-exome sequencing data analysis. 




	Family member
	Sanger Sequencing   WT:    A    G   A   T    C     C     G     A    G    T     G
MUT:     A    G   A   T     C    T     G     A    G    T     G


	Genotype
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Supplementary Figure S2. Sanger sequencing for GNRHR mutation in the remaining family members.
WT: wild type, MUT: mutant, HET: heterozygous.
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	Supplementary Figure S3: Conservation of GnRHR protein across different mammalian species.
The UniProt accession numbers of the sequences compared to P30968 (Human) are: Q01776 (Mouse); P30969 (Rat); P49922 (Pig); Q9MZI6 (Dog); P32237(Sheep); O18821 (Horse); Q8CH60 (Bovine); Q703N6 (Buffalo) 1,2.
Yellow: average conservation score, light pink & dark pink: good conservation score, green: low conservation score arrow: position of our mutation (p.Arg38*), numbers: number of amino acids, cons: conservation, “⋆”: conserved amino acids, “:” conservation between groups of strongly similar properties, “.” conservation between groups of weekly similar properties. 
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