Table 1 Indications for late amniocentesis.
Of note, every indication was counted once but many cases had more than one indication.
	Indication
	Number
	Percentage(%)
	Pathogenic results
	Diagnostic yield(%)

	Ultrasound findings
	1123
	88.3
	97
	8.6

	[bookmark: _Hlk26728817]Central nervous system malformations
	183
	14.4
	13
	7.1

	Cardiovascular malformations
	161
	12.7
	24
	14.9

	Urogenital malformations
	157
	12.3
	9
	5.7

	Soft index anomalies
	135
	10.6
	9
	6.7

	[bookmark: _Hlk26697319]Combination of ultrasound findings
	108
	8.5
	25
	23.1

	Facial malformations
	62
	4.9
	4
	6.5

	Skeletal malformations
	56
	4.4
	2
	3.6

	Digestive system malformations
	48
	3.8
	0
	0

	Growth malformations
	45
	3.5
	1
	2.2

	FGR
	42
	3.3
	5               (2 by CMA, 1 by WES)
	11.9

	Polyhydramnios
	37
	2.9
	3
	8.1

	Twin-associated malformations
	34
	2.7
	1
	2.9

	Chest malformations
	19
	1.5
	0
	0

	Neck malformations
	11
	0.9
	1
	9.1

	Fetal appendage malformations
	10
	0.8
	0
	0

	Ascites
	9
	0.7
	0
	0

	Fetal tumor
	3
	0.2
	0
	0

	Oligohydramnios
	2
	0.2
	0
	0

	Suspected prenatal diagnosis results 
	113
	  8.9
	35
	31.0

	Abnormal NIPT
	75
	5.9
	25             (one of them showed T21 by CMA, but showed likely Pathogenic by WES)
	33.3

	Second trimester DS screening positive
	29
	2.3
	2
	6.9

	Abnormal CMA
	5
	0.4
	4
	80

	[bookmark: _Hlk26696726]Abnormal karyotyping
	4
	0.3
	3
	75

	Abnormal FISH
	1
	0.1
	1            (CMA showed T21, MES showed normal)
	0

	Others
	36
	  2.8
	2
	5.6

	Advanced maternal age
	17
	1.3
	2
	11.8

	Abnormal childbearing history
	8
	0.6
	0
	0

	Patient’s request
	7
	0.6
	0
	0

	Monogenic disease in the family
	4
	0.3
	0
	0

	Total
	1272
	100
	134
	10.5


Abbreviations: FGR-Fetal growth restriction; IUD-Intra-uterine death; NIPT-Noninvasive prenatal testing; CMA- Chromosomal microarray analysis; FISH- Fluorescence in situ hybridization
Table 2 ES results
	Timing of 
amniocentesis 
	Indication of 
amniocentesis 
	ES results 
	CMA result
	Karyotyping
(-/results)
	Fetal
outcome

	27+0
	Abnormal FISH
	Normal
	Trisomy 21
	-
	  TOP

	24+2
	Skeletal malformations
	Normal
	Normal
	-
	TOP

	24+0
	Abnormal childbearing history
	Likely Benign
	Normal
	Normal
	LB

	25+1
	CNS malformations
	Likely pathogenic
	Normal
	-
	TOP

	28+0
	Combination of ultrasound findings
	Normal
	Normal
	-
	TOP

	24+0
	CNS malformations
	Normal
	Normal
	Normal
	LB

	33+0
	Abnormal NIPT
	Likely Benign
	Trisomy 21
	-
	  TOP

	25+1
	Facial malformations
	Normal
	Normal
	-
	LB

	24+0
	Facial malformations
	Normal
	Normal
	-
	LB

	27+0
	FGR
	CNV
	Normal
	-
	IUD

	28+1
	FGR
	Likely pathogenic
	Normal
	Normal
	Lost

	24+1
	Combination of ultrasound findings
	Normal
	Normal
	Normal
	LB


Abbreviations: ES- exome sequencing; CMA- Chromosomal microarray analysis; CNV- copy number variants; IUD-Intra-uterine death; FGR-Fetal growth restriction; NIPT-Noninvasive prenatal testing; CNS malformations- Central nervous system malformations; LB-Live birth; TOP- Termination of the pregnancy.

[bookmark: _GoBack]Table 3 Pregnancy terminations (TOP)
Of note, ES results were regarded as the correct one when CMA results were different form ES.
	Category
	# fetuses
	TOP
	Comment

	Aneuploidies
	64
	58
	

	Trisomy 21
	33
	  29
	Two IUD and one PTB happened before receiving results, one chose to continue pregnancy

	Trisomy 18
	9
	9
	

	Trisomy 13
	6
	6
	

	Others
	16
	14
	One XO and one XXX chose to continue pregnancy

	CNV
	68
	56
	One lost to follow up, one IUD and one PTB happened before receiving results, nine chose to continue pregnancy

	VOUS
	48
	22
	Two IUD happened after receiving results, twenty-four chose to continue pregnancy

	Likely pathogenic
	9
	4
	One lost to follow up, four chose to continue pregnancy

	Likely benign
	8
	1
	Seven chose to continue pregnancy

	Normal
	  1075
	310
	All due to severe ultrasound finding

	Total
	1272
	451
	


[bookmark: _Hlk27750746]Abbreviations: ES- exome sequencing; CMA- Chromosomal microarray analysis; CNV- copy number variants; PTB- Preterm birth; IUD-Intra-uterine death; VOUS- variants of uncertain significance.
