Supplementary Table 1 Genetic heterogeneity of Meier-Gorlin syndrome
	Phenotype
	Inheritance
	# OMIM
	Gene
	Protein function

	[bookmark: _Hlk71608081]Meier-Gorlin syndrome 1
	AR
	224690
	ORC1
	ORC1 is a subunit of the origin recognition complex (ORC), a regulator of centriole and centrosome reduplication, and the initiation of DNA replication.1

	Meier-Gorlin syndrome 2
	AR
	613800
	ORC4
	ORC4 is a subunit of the origin recognition complex, a regulator of  the initiation of DNA replication.2

	Meier-Gorlin syndrome 3
	AR
	613803
	ORC6
	ORC6 is a subunit of the origin recognition complex, implicating in coordinating DNA replication, chromosome segregation, and cytokinesis.3

	Meier-Gorlin syndrome 4
	AR
	613804
	CDT1
	CDT1 a licensing factor limiting DNA replication during cell cycle.4

	Meier-Gorlin syndrome 5
	AR
	613805
	CDC6
	CDC6 is a regulator of DNA replication, playing important role in the assembly of prereplicative complexes at ORC during the G1 phase of the cell division cycle, and the activation and maintenance of the checkpoint mechanisms that coordinate S phase and mitosis.5

	Meier-Gorlin syndrome 6
	AD
	616835
	GMNN
	GMNN is the DNA replication inhibitor.6

	Meier-Gorlin syndrome 7
	AR
	617063
	CDC45L
	CDC45L is essential for establishment of an initiation complex at DNA origins, and for chromosome unwinding and DNA synthesis at replication forks.7

	Meier-Gorlin syndrome 8
	AR
	617564
	MCM5
	MCM5 is one the six subunits composing the minichromosome maintenance (MCM) complex involved in unwinding DNA, DNA replication licensing factor, limiting the replication to once per cell cycle.8

	Meier-Gorlin syndrome11
	AR
	No
	MCM3
	MCM3 is one the six subunits composing the MCM complex involved in unwinding DNA, DNA replication licensing factor, limiting the replication to once per cell cycle.8

	Meier-Gorlin syndrome11
	AR
	No
	MCM7
	MCM7 is one the six subunits composing the MCM complex involved in unwinding DNA, DNA replication licensing factor, limiting the replication to once per cell cycle.8

	Meier-Gorlin syndrome12
	AR
	No
	GINS2
	GINS2 is a unit of GINS complex playing role for establishing the initiation complex after prereplicative complex assembly and for the normal progression of the replisome.9

	Meier-Gorlin syndrome13
	AR
	No
	DONSON
	DONSON is component of the replisome, ensuring replication fork stability, and promoting efficient activation of cell cycle checkpoints.10
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Supplementary Table 2 Characterization of identified variants in the CDC6 gene (NM_001254.3)
	Position (GRCh37/hg19)
	Exon
	Position, cDNA
	Impact
	Allele frequency
	Coverage Depth
	Inheritance

	[bookmark: _Hlk71608541]chr17:38447361A>G
	3
	c.230A>G
	p.(Lys77Arg)
	n/d
	62х
	maternal

	chr17:38447363C>T
	3
	c.232C>T
	p.(Gln78Ter)
	n/d
	62х
	paternal









