	[bookmark: _Hlk144368036]Online Table A. Proportions of non-genetic factors by non-syndromic orofacial cleft phenotype and infant sex, National Birth Defects Prevention Study (1997 – 2011) 

	
	
	CL/P
	
	CP
	
	Controls

	Non-genetic factor
	
	Male
n = 1,960
Count (%)
	Female
n = 1,026
Count (%)
	
	Male
n = 673
Count (%)
	Female
n = 884
Count (%)
	
	Male
n = 5,756
Count (%)
	Female
n = 5,515
Count (%)

	
	
	
	
	
	
	
	
	
	

	Maternal race/ethnicity
	
	
	
	
	
	
	
	
	

	Hispanic
	
	526 (26.85)
	300 (29.24)
	
	128 (19.02)
	214 (24.21)
	
	1470 (25.56)
	1351 (24.51)

	Non-Hispanic Black
	
	92 (4.70)
	83 (8.09)
	
	51 (7.58)
	63 (7.13)
	
	644 (11.20)
	621 (11.27)

	Other
	
	134 (6.84)
	71 (6.92)
	
	46 (6.84)
	70 (7.92)
	
	375 (6.52)
	363 (6.59)

	Non-Hispanic White 
	
	1207 (61.61)
	572 (55.75)
	
	448 (66.57)
	537 (60.75)
	
	3263 (56.73)
	3177 (57.64)

	
	
	
	
	
	
	
	
	
	

	Maternal age at conception
	
	
	
	
	
	
	
	
	

	< 20 years
	
	270 (13.78)
	155 (15.11)
	
	78 (11.59)
	96 (10.86)
	
	777 (13.50)
	700 (12.69)

	20-24 years
	
	517 (26.38)
	258 (25.15)
	
	156 (23.18)
	188 (21.27)
	
	1346 (23.38)
	1313 (23.81)

	25-29 years 
	
	539 (27.50)
	290 (28.27)
	
	191 (28.38)
	252 (28.51)
	
	1625 (28.23)
	1561 (28.30)

	30-34 years
	
	417 (21.28)
	206 (20.08)
	
	171 (25.41)
	215 (24.32)
	
	1383 (24.03)
	1318 (23.90)

	35+ years
	
	217 (11.07)
	117 (11.40)
	
	77 (11.44)
	215 (24.32)
	
	625 (10.86)
	623 (11.30)

	
	
	
	
	
	
	
	
	
	

	Maternal education
	
	
	
	
	
	
	
	
	

	< High school
	
	379 (18.83)
	237 (23.47)
	
	108 (16.39)
	140 (16.28)
	
	959 (17.16)
	885 (16.49)

	High school graduate
	
	527 (27.58)
	274 (27.13)
	
	177 (26.86)
	225 (26.16)
	
	1370 (24.51)
	1256 (23.41)

	> High school 
	
	1005 (52.59)
	499 (49.41)
	
	374 (56.75)
	495 (57.56)
	
	3260 (58.33)
	3225 (60.10)

	
	
	
	
	
	
	
	
	
	

	Household income
	
	
	
	
	
	
	
	
	

	< $20K
	
	649 (36.67)
	372 (39.66)
	
	172 (27.65)
	252 (31.78)
	
	1723 (33.52)
	1553 (31.46)

	$20-$50K
	
	561 (31.69)
	292 (31.13)
	
	218 (35.05)
	260 (32.79)
	
	1561 (30.37)
	1580 (32.01)

	> $50K 
	
	569 (31.64)
	274 (29.21)
	
	232 (37.30)
	281 (35.44)
	
	1856 (36.11)
	1803 (36.53)

	
	
	
	
	
	
	
	
	
	

	Pre-pregnancy BMI 
	
	
	
	
	
	
	
	
	

	Underweight (< 19.8)
	
	118 (6.34)
	79 (8.17)
	
	43 (6.60)
	55 (6.50)
	
	332 (6.04)
	300 (5.69)

	Normal (19.8-26.0)
	
	1011 (54.33)
	478 (49.43)
	
	339 (51.99)
	439 (51.89)
	
	3005 (54.68)
	2855 (54.17)

	Overweight (26.1-29.0)
	
	382 (20.53)
	226 (23.37)
	
	150 (23.01)
	186 (21.99)
	
	1193 (21.71)
	1172 (22.24)

	Obese (> 29.0)
	
	350 (18.81)
	184 (19.03)
	
	120 (18.40)
	166 (19.62)
	
	966 (17.58)
	943 (17.89)

	
	
	
	
	
	
	
	
	
	

	Maternal diabetes                                  
	
	
	
	
	
	
	
	
	

	Yes 
	
	184 (9.42)
	114 (11.19)
	
	510 (77.04)
	114 (12.95)
	
	443 (7.74)
	420 (7.66)

	No
	
	1770 (90.58)
	905 (88.81)
	
	604 (90.01)
	766 (87.05)
	
	5283 (92.26)
	5061 (92.34)

	
	
	
	
	
	
	
	
	
	

	Maternal history of seizures                           
	
	
	
	
	
	
	
	
	

	Yes
	
	58 (2.97)
	40 (3.92)
	
	26 (3.88)
	38 (4.32)
	
	151 (2.64)
	152 (2.77)

	No 
	
	1896 (97.03)
	980 (96.08)
	
	644 (96.12)
	841 (95.68)
	
	5572 (97.36)
	5331 (97.23)

	
	
	
	
	
	
	
	
	
	

	Maternal smokinga 
	
	
	
	
	
	
	
	
	

	Yes
	
	464 (24.22)
	254 (25.07)
	
	152 (22.96)
	189 (21.93)
	
	1090 (19.43)
	996 (18.49)

	No
	
	1452 (75.76)
	759 (74.93)
	
	510 (77.04)
	673 (78.07)
	
	4521 (80.57)
	4390 (81.51)

	
	
	
	
	
	
	
	
	
	

	Maternal alcohol consumptiona
	
	
	
	
	
	
	
	
	

	Yes
	
	913 (47.78)
	444 (43.92)
	
	311 (47.12)
	402 (46.69)
	
	2602 (46.46)
	2480 (46.09)

	No
	
	998 (52.22)
	567 (56.08)
	
	349 (52.88)
	459 (53.31)
	
	2998 (53.54)
	2901 (53.91)

	
	
	
	
	
	
	
	
	
	

	Maternal substance abusea 
	
	
	
	
	
	
	
	
	

	Yes
	
	117 (6.12)
	61 (6.04)
	
	41 (6.20)
	47 (5.47)
	
	315 (5.62)
	282 (5.24)

	No
	
	1796 (93.88)
	949 (93.96)
	
	620 (93.80)
	813 (94.53)
	
	5288 (94.38)
	5097 (94.76)
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	CL/P
	
	CP
	
	Controls

	Non-genetic factor
	
	Male
n = 1,960
Count (%)
	Female
n = 1,026
Count (%)
	
	Male
n = 673
Count (%)
	Female
n = 884
Count (%)
	
	Male
n = 5,756
Count (%)
	Female
n = 5,515
Count (%)

	
	
	
	
	
	
	
	
	
	

	Pre-existing maternal hypertensionb 
	
	
	
	
	
	
	
	
	

	Yes 
	
	97 (5.26)
	56 (5.80)
	
	27 (4.29)
	35 (4.22)
	
	260 (4.76)
	222 (4.25)

	No
	
	1748 (94.74)
	910 (94.20)
	
	602 (95.71)
	35 (4.22)
	
	5198 (95.24)
	5006 (95.75)

	
	
	
	
	
	
	
	
	
	

	Pregnancy intentionb
	
	
	
	
	
	
	
	
	

	Wanted to get pregnant then (ref)
	
	884 (56.06)
	459 (54.84)
	
	332 (60.04)
	407 (55.60)
	
	2733 (58.06)
	2626 (59.06)

	Wanted to wait until later
	
	320 (20.29)
	166 (19.83)
	
	97 (17.54)
	126 (17.21)
	
	977 (20.76)
	919 (20.67)

	Didn't care
	
	148 (9.38)
	80 (9.56)
	
	59 (10.67)
	110 (15.03)
	
	435 (9.24)
	381 (8.57)

	Didn't want to become pregnant at all
	
	225 (14.27)
	132 (15.77)
	
	65 (11.75)
	89 (12.16)
	
	562 (11.94)
	520 (11.70)

	
	
	
	
	
	
	
	
	
	

	Previous miscarriage 
	
	
	
	
	
	
	
	
	

	Yes 
	
	477 (24.44)
	259 (25.29)
	
	168 (25.00)
	217 (24.63)
	
	1287 (22.43)
	1232 (22.42)

	No
	
	1475 (75.56)
	765 (74.71)
	
	504 (75.00)
	664 (75.37)
	
	4451 (77.57)
	4262 (77.58)

	
	
	
	
	
	
	
	
	
	

	Mother/father had fertility procedure(s)
	
	
	
	
	
	
	
	
	

	Yes
	
	31 (1.59)
	19 (1.86)
	
	17 (2.53)
	21 (2.39)
	
	79 (1.38)
	65 (1.18)

	No
	
	1919 (98.41)
	1005 (98.14)
	
	655 (97.47)
	858 (97.61)
	
	5652 (98.62)
	5424 (98.82)

	
	
	
	
	
	
	
	
	
	

	First-degree relative(s) with clefts 
	
	
	
	
	
	
	
	
	

	Yes 
	
	115 (5.87)
	57 (5.56)
	
	40 (5.94)
	39 (4.41)
	
	24 (0.42)
	12 (0.22)

	No
	
	1845 (94.13)
	969 (94.44)
	
	633 (94.06)
	845 (95.59)
	
	5732 (99.58)
	5503 (99.78)

	
	
	
	
	
	
	
	
	
	

	Folic acid supplementation (any type)a
	
	
	
	
	
	
	
	
	

	Yes
	
	1815 (94.33)
	941 (93.17)
	
	615 (94.47)
	816 (94.55)
	
	5326 (95.01)
	5113 (94.86)

	No
	
	109 (5.67)
	69 (6.83)
	
	36 (5.53)
	47 (5.45)
	
	280 (4.99)
	277 (5.14)

	
	
	
	
	
	
	
	
	
	

	Carbohydrate intake (g)
	
	
	
	
	
	
	
	
	

	1st quartile
	
	506 (26.22)
	258 (25.42) 
	
	177 (26.42) 
	99 (26.68) 
	
	1405 (24.84) 
	1376 (25.30) 

	2nd quartile 
	
	436 (22.59)
	240 (23.65) 
	
	163 (24.33) 
	93 (25.07) 
	
	1435 (25.37) 
	1335 (24.55) 

	3rd quartile
	
	513 (26.58)
	219 (21.58) 
	
	200 (29.85) 
	85 (22.91) 
	
	1380 (24.39) 
	1385 (25.47) 

	4th quartile
	
	475 (24.61)
	298 (29.36) 
	
	130 (19.40) 
	94 (25.34) 
	
	1437 (25.40) 
	1342 (24.68) 

	
	
	
	
	
	
	
	
	
	

	Energy intake (KJ)
	
	
	
	
	
	
	
	
	

	1st quartile
	
	485 (25.13) 
	282 (27.78) 
	
	166 (24.78) 
	102 (27.49) 
	
	1421 (25.12) 
	1362 (25.05) 

	2nd quartile 
	
	471 (24.40) 
	221 (21.77) 
	
	176 (26.27) 
	90 (24.26) 
	
	1404 (24.82) 
	1366 (25.12) 

	3rd quartile
	
	504 (26.11) 
	211 (20.79) 
	
	194 (28.96) 
	80 (21.56) 
	
	1387 (24.52) 
	1375 (25.29) 

	4th quartile
	
	470 (24.35) 
	301 (29.66) 
	
	134 (20.00) 
	99 (26.68) 
	
	1445 (25.54) 
	1335 (24.55) 

	
	
	
	
	
	
	
	
	
	

	Total lipids/fat intake (g)
	
	
	
	
	
	
	
	
	

	1st quartile
	
	483 (25.03)
	294 (28.97) 
	
	164 (24.48) 
	100 (26.95) 
	
	1389 (24.55) 
	1395 (25.65) 

	2nd quartile
	
	475 (24.61)
	233 (22.96) 
	
	168 (25.07) 
	96 (25.88) 
	
	1426 (25.21)
	1346 (24.75) 

	3rd quartile
	
	481 (24.92)
	188 (18.52) 
	
	177 (26.42) 
	70 (18.87) 
	
	1416 (25.03) 
	1347 (24.77) 

	4th quartile
	
	491 (25.44)
	300 (29.56) 
	
	161 (24.03) 
	105 (28.30) 
	
	1426 (25.21) 
	1350 (24.83) 

	
	
	
	
	
	
	
	
	
	

	Folate intake (µg)
	
	
	
	
	
	
	
	
	

	1st quartile
	
	525 (27.20)
	276 (27.19) 
	
	178 (26.57) 
	94 (25.34) 
	
	1444 (25.53)
	1342 (24.68) 

	2nd quartile
	
	478 (24.77)
	257 (25.32) 
	
	167 (24.93) 
	93 (25.07) 
	
	1418 (25.07) 
	1346 (24.75) 

	3rd quartile
	
	489 (25.34)
	236 (23.25) 
	
	189 (28.21) 
	96 (25.88) 
	
	1342 (23.72) 
	1424 (26.19) 

	4th quartile
	
	438 (22.69)
	246 (24.24) 
	
	136 (20.30)
	88 (23.72) 
	
	1453 (25.68) 
	1326 (24.38) 

	
	
	
	
	
	
	
	
	
	

	
	
	CL/P
	
	CP
	
	Controls

	Non-genetic factor
	
	Male
n = 1,960
Count (%)
	Female
n = 1,026
Count (%)
	
	Male
n = 673
Count (%)
	Female
n = 884
Count (%)
	
	Male
n = 5,756
Count (%)
	Female
n = 5,515
Count (%)

	
	
	
	
	
	
	
	
	
	

	Protein intake (g)
	
	
	
	
	
	
	
	
	

	1st quartile
	
	503 (26.06) 
	290 (28.57) 
	
	170 (25.37) 
	102 (27.49) 
	
	1417 (25.05) 
	1374 (25.27) 

	2nd quartile 
	
	460 (23.83) 
	224 (22.07) 
	
	163 (24.33) 
	79 (21.29) 
	
	1402 (24.78) 
	1361 (25.03) 

	3rd quartile
	
	486 (25.18) 
	226 (22.27) 
	
	177 (26.42) 
	96 (25.88) 
	
	1396 (24.68) 
	1366 (25.12) 

	4th quartile
	
	481 (24.92) 
	275 (27.09) 
	
	160 (23.88) 
	94 (25.34) 
	
	1442 (25.49) 
	1337 (24.59) 

	
	
	
	
	
	
	
	
	
	

	Vitamin E intake (mg)
	
	
	
	
	
	
	
	
	

	1st quartile
	
	503 (26.06) 
	288 (28.37) 
	
	158 (23.58) 
	106 (28.57) 
	
	1424 (25.18) 
	1351 (24.84) 

	2nd quartile 
	
	538 (27.88) 
	237 (23.35) 
	
	223 (33.28) 
	93 (25.07) 
	
	1370 (24.22) 
	1393 (25.62) 

	3rd quartile
	
	448 (23.21) 
	241 (23.74) 
	
	156 (23.28) 
	91 (24.53) 
	
	1439 (25.44) 
	1325 (24.37) 

	4th quartile
	
	441 (22.85) 
	249 (24.53) 
	
	133 (19.85) 
	81 (21.83) 
	
	1423 (25.16) 
	1369 (25.17) 

	
	
	
	
	
	
	
	
	
	

	Vitamin C intake (mg)
	
	
	
	
	
	
	
	
	

	1st quartile
	
	522 (27.05) 
	258 (25.42) 
	
	182 (27.16) 
	90 (24.26) 
	
	1415 (25.01)
	1363 (25.06) 

	2nd quartile 
	
	529 (27.41) 
	251 (24.73) 
	
	193 (28.81) 
	97 (26.15) 
	
	1379 (24.38)
	1392 (25.60) 

	3rd quartile
	
	439 (22.75) 
	237 (23.35) 
	
	168 (25.07) 
	89 (23.99) 
	
	1461 (25.83) 
	1304 (23.98) 

	4th quartile
	
	440 (22.80) 
	269 (26.50) 
	
	127 (18.96) 
	95 (25.61) 
	
	1402 (24.78) 
	1379 (25.36) 

	
	
	
	
	
	
	
	
	
	

	Zinc intake (mg)
	
	
	
	
	
	
	
	
	

	1st quartile
	
	487 (25.23) 
	291 (28.67) 
	
	151 (22.54) 
	101 (27.22) 
	
	1439 (25.44) 
	1353 (24.88) 

	2nd quartile
	
	463 (23.99) 
	220 (21.67) 
	
	190 (28.36) 
	80 (21.56) 
	
	1367 (24.16) 
	1394 (25.63) 

	3rd quartile
	
	483 (25.03) 
	227 (22.36) 
	
	178 (26.57) 
	91 (24.53) 
	
	1413 (24.98) 
	1360 (25.01) 

	4th quartile
	
	497 (25.75) 
	277 (27.29) 
	
	151 (22.54) 
	99 (26.68) 
	
	1438 (25.42) 
	1331 (24.48) 

	
	
	
	
	
	
	
	
	
	


a From 3 months before pregnancy to the end of pregnancy
b Greater than 10% missingness 
25

