Table S3. Classification of isolated versus multiple defects among non-syndromic cases in the Texas Birth Defects Registry, 1999-2018
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	N
	One Isolated 
 Defect
N (%)
	Isolated  
Same System Defectsa
N (%)
	Isolated 
Sequencesb
N (%)
	Multiple
N (%)

	All Casesc
	235,544
	171,934 (73.0)
	35,115 (14.9)
	1,569 (0.7)
	26,926 (11.4)

	Central Nervous System
	
	
	
	
	

	Anencephaly
	1,753
	1,451 (82.8)
	40 (2.3)
	9 (0.5)
	253 (14.4)

	Spina bifida without anencephaly
	2,469
	694 (28.1)
	NR
	1,090 (44.1)
	NR (>27.0)

	Encephalocele
	539
	220 (40.8)
	19 (3.5)
	0 (0.0)
	300 (55.7)

	Holoprosencephaly
	515
	69 (13.4)
	86 (16.7)
	78 (15.1)
	282 (54.8)

	Hydrocephaly without spina bifida
	4,488
	1,816 (40.5)
	812 (18.1)
	9 (0.2)
	1,851 (41.2)

	Eye and Ear
	
	
	
	
	

	Anophthalmia
	117
	19 (16.2)
	12 (10.3)
	0 (0.0)
	86 (73.5)

	Microphthalmia
	908
	198 (21.8)
	195 (21.5)
	6 (0.7)
	509 (56.1)

	Cataract
	1,193
	760 (63.7)
	195 (16.3)
	0 (0.0)
	238 (19.9)

	Anotia or microtia
	1,868
	1,139 (61.0)
	196 (10.5)
	0 (0.0)
	533 (28.5)

	Cardiac and Circulatory
	
	
	
	
	

	Common truncus
	362
	38 (10.5)
	188 (51.9)
	0 (0.0)
	136 (37.6)

	Transposition of the great vessels
	2,123
	246 (11.6)
	1,460 (68.8)
	0 (0.0)
	417 (19.6)

	Double outlet right ventricle
	1,021
	7 (0.7)
	691 (67.7)
	0 (0.0)
	323 (31.6)

	Tetralogy of Fallot
	2,010
	504 (25.1)
	988 (49.2)
	0 (0.0)
	518 (25.8)

	Ventricular septal defect
	39,969
	23,403 (58.6)
	11,503 (28.8)
	0 (0.0)
	5,063 (12.7)

	Atrial septal defect
	43,531
	19,626 (45.1)
	15,637 (35.9)
	0 (0.0)
	8,268 (19.0)

	Atrioventricular septal defect (endocardial cushion defect)
	922
	128 (13.9)
	496 (53.8)
	0 (0.0)
	298 (32.3)

	Pulmonary valve atresia or stenosis
	6,177
	1,799 (29.1)
	3,333 (54.0)
	0 (0.0)
	1,045 (16.9)

	Tricuspid valve atresia or stenosis
	1,096
	44 (4.0)
	767 (70.0)
	0 (0.0)
	285 (26.0)

	Ebstein anomaly
	514
	102 (19.8)
	326 (63.4)
	0 (0.0)
	86 (16.7)

	Aortic valve stenosis
	1,513
	350 (23.1)
	836 (55.3)
	0 (0.0)
	327 (21.6)

	Hypoplastic left heart syndrome
	1,445
	141 (9.8)
	907 (62.8)
	0 (0.0)
	397 (27.5)

	Coarctation of the aorta
	3,213
	395 (12.3)
	1,970 (61.3)
	0 (0.0)
	848 (26.4)

	Respiratory
	
	
	
	
	

	Choanal atresia or stenosis
	627
	372 (59.3)
	10 (1.6)
	0 (0.0)
	245 (39.1)

	Agenesis or aplasia of the lung
	59
	10 (16.9)
	5 (8.5)
	0 (0.0)
	44 (74.6)

	Oral Clefts
	
	
	
	
	

	Cleft palate alone (without cleft lip)d
	3,033
	2,211 (72.9)
	10 (0.3)
	6 (0.2)
	806 (26.6)

	Cleft lip with or without cleft palate
	6,966
	5,456 (78.3)
	6 (0.1)
	56 (0.8)
	1,448 (20.8)

	Gastrointestinal
	
	
	
	
	

	Tracheoesophageal fistula/esophageal atresia
	903
	378 (41.9)
	0 (0.0)
	0 (0.0)
	525 (58.1)

	Pyloric stenosis
	12,504
	11,556 (92.4)
	0 (0.0)
	0 (0.0)
	948 (7.6)

	Stenosis or atresia of the small intestine
	1,935
	780 (40.3)
	378 (19.5)
	138 (7.1)
	639 (33.0)

	Stenosis or atresia of large intestine, rectum, or anal canal
	2,379
	982 (41.3)
	185 (7.8)
	115 (4.8)
	1,097 (46.1)

	Hirschsprung disease
	933
	766 (82.1)
	0 (0.0)
	0 (0.0)
	167 (17.9)

	Biliary atresia
	485
	307 (63.3)
	49 (10.1)
	0 (0.0)
	129 (26.6)

	Genitourinary
	
	
	
	
	

	[bookmark: _Hlk145936849][bookmark: _GoBack]Hypospadiase
	12,151
	10,305 (84.8)
	462 (3.8)
	0 (0.0)
	1,384 (11.4)

	Renal agenesis or dysgenesis
	3,097
	1,378 (44.5)
	670 (21.6)
	9 (0.3)
	1,040 (33.6)

	Bladder exstrophy
	100
	15 (15.0)
	21 (21.0)
	0 (0.0)
	64 (64.0)

	Musculoskeletal
	
	
	
	
	

	Congenital hip dislocation without hip dysplasia
	1,716
	1,374 (80.1)
	97 (5.7)
	42 (2.4)
	203 (11.8)

	Talipes equinovarus / clubfoot
	10,171
	7,745 (76.1)
	552 (5.4)
	283 (2.8)
	1,591 (15.6)

	Reduction defects of the upper limbs
	1,714
	840 (49.0)
	450 (26.3)
	0 (0.0)
	424 (24.7)

	Reduction defects of the lower limbs
	807
	213 (26.4)
	358 (44.4)
	0 (0.0)
	236 (29.2)

	Craniosynostosis
	3,834
	2,874 (75.0)
	192 (5.0)
	0 (0.0)
	768 (20.0)

	Diaphragmatic hernia
	1,786
	861 (48.2)
	0 (0.0)
	42 (2.4)
	883 (49.4)

	Omphalocele
	930
	423 (45.5)
	0 (0.0)
	17 (1.8)
	490 (52.7)

	Gastroschisis
	3,809
	2,827 (74.2)
	0 (0.0)
	178 (4.7)
	804 (21.1)


NR, not reported (n<5 or complementary suppression)

a All defects occurred in one of the defined groups of same system defects (Table 1)
b All defects occurred in one of the defined sequences and the primary defect was present (Table 2)
c All cases with a major birth defect; cases with more than one birth defect were only counted once in the “All Cases” group and contributed to each applicable defect-specific estimate
d Excludes cleft uvula (CDC/BPA 749.080)
e Excludes first degree hypospadias (CDC/BPA 752.605 and 752.625)
