

Table S1. The data on HSCR patient subtypes and gender distribution in this study.
	Subtype of HSCR
	Male
	Female
	Total

	S-HSCR
	130
	58
	188

	L-HSCR
	8
	8
	16

	TCA
	4
	6
	10

	Total
	142
	72
	214


Note: The patients are classified according to the aganglionic segment length: S-HSCR (aganglionosis up to the upper splenic flexure), L-HSCR (aganglionosis beyond the splenic flexure) and TCA.































Table S2. The number of syndromic HSCR in this study.
	Syndromic HSCR
	Number

	Cardiac disease
	5

	Defects of urinary system
	4

	Laryngeal achondroplasia
	2

	Total
	11


Note: “Syndromic HSCR”, HSCR patients with other congenital malformations.


Table S3. Clinical information of the HSCR patients carrying EMB variants.
	Patient ID
	Number of EMB variant
	cDNA and
protein variants
	Gender
	Segment length of aganglionosis
	Note

	HSCR-14
	1
	exon6:c.877+2T>G
	Female
	S-HSCR
	Discovery cohort

	HSCR-80
	2
	exon6:c.712C>A:p.R238S
	Male
	S-HSCR
	Discovery cohort

	
	
	exon3:c.278C>G:p.S93C
	
	
	

	HSCR-27
	1
	exon5:c.487G>A:p.G163R
	Female
	S-HSCR
	Discovery cohort

	HSCR-52
	1
	exon5:c.487G>A:p.G163R
	Male
	S-HSCR
	Discovery cohort

	HSCR-74
	1
	exon5:c.487G>A:p.G163R
	Male
	S-HSCR
	Discovery cohort

	HSCR-28
	1
	exon1:c.35C>T:p.A12V
	Male
	S-HSCR
	Discovery cohort

	HSCR-26
	1
	exon1:c.35C>T:p.A12V
	Male
	S-HSCR
	Discovery cohort

	HSCR-15
	1
	exon1:c.32G>C:p.R11T
	Female
	S-HSCR
	Discovery cohort

	Control-13
	1
	exon3:c.278C>G:p.S93C
	Female
	None
	Discovery cohort

	HSCR-144
	1
	exon1:c.35C>T:p.A12V
	Male
	S-HSCR
	Replication cohort

	HSCR-126
	1
	exon3:c.278C>G:p.S93C
	Male
	S-HSCR
	Replication cohort

	HSCR-135
	1
	exon3:c.278C>G:p.S93C
	Female
	S-HSCR
	Replication cohort

	HSCR-155
	1
	exon5:c.487G>A:p.G163R
	Male
	S-HSCR
	Replication cohort

	HSCR-153
	1
	exon5:c.487G>A:p.G163R
	Male
	S-HSCR
	Replication cohort

	HSCR-189
	1
	exon5:c.487G>A:p.G163R
	Female
	S-HSCR
	Replication cohort
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