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Supplementary Table S1. Interaction between short IPI and folic acid supplementation on the risk of SGA

Normal IPI Short IPI Very Short IPI OR agj (95%Cl) * for OR g (95%Cl)* for
N with/without OR (95%CI) N with/without OR (95%Cl) N OR (95%Cl) short IPI within very short IPI
Outcome
outcome outcome with/without strata of within strata of
outcome supplementation supplementation
SGA
Adequate folic acid 0.99 1.32 1.00 1.33
322/2,095 1.00 91/597 94/462
supplementation (0.77,1.27) (1.03, 1.70) (0.78, 1.28) (1.03,1.71)
Inadequate folic acid 1.08 1.49 1.71 1.39 1.62
732/4,412 266/1,161 229/871
supplementation (0.94,1.24) (1.25,1.78) (1.42, 2.06) (1.19, 1.63) (1.37,1.91)
OR 44 (95%Cl) * for inadequate
supplementation within strata of 1.07 (0.93, 1.23) 1.50(1.16, 1.95) 1.31(1.00, 1.70)
IPI
Measurement of interaction on additive scale : RERI 0.43 (0.11, 0.75), 0.34 (-0.07, 0.74),
(95%Cl) * P=0.01 P=0.10
Measurement of interaction on multiplicative scale: Ratio 1.41 (1.05, 1.88), 1.22 (0.90, 1.65),
of OR (95% ClI) * P=0.02 P=0.19

Note. “Adjustment variables included maternal age, education, smoking, alcohol consumption, pre-pregnancy BMI category and preterm birth history;

Abbreviation: IPI, inter-pregnancy interval; OR, odds ratio; Cl, confidence interval; RERI, relative excess risk of interaction.



Supplementary Table S2. Interaction between short IPI and folic acid supplementation on the risk of preterm birth

Normal IPI Short IPI Very Short IPI OR agj (95%Cl) * for OR g (95%Cl)* for
{ with/without  OR (95%Cl) N with/without OR (95%Cl) N OR (95%Cl) short IPI within very short IPI
Outcome
outcome outcome with/without strata of within strata of
outcome supplementation supplementation
Preterm birth
Adequate folic acid 138/ 2,279 1.00 52/ 636 1.35 45/511 1.45 1.35 1.46
supplementation (0.97, 1.88) (1.03, 2.06) (0.97, 1.88) (1.03, 2.07)
Inadequate folic acid 289/ 4,855 0.98 112/ 1,315 1.41 91/ 1,009 1.49 1.44 1.54
supplementation (0.80, 1.21) (1.09, 1.82) (1.13, 1.96) (1.15, 1.81) (1.21, 1.97)
OR 44;(95%Cl) *  for inadequate
supplementation within strata of 0.97 (0.79, 1.12) 1.03 (0.73, 1.45) 1.03 (0.71, 1.50)
IPI
Measurement of interaction on additive scale : RERI 0.08 (-0.50, 0.66),
0.07 (-0.44, 0.58), P=0.78
(95%Cl) * P=0.79
Measurement of interaction on multiplicative scale: Ratio 1.06 (0.71, 1.59), 1.07 (0.69, 1.63),
of OR (95% ClI) * P=0.77 P=0.77

Note. “Adjustment variables included maternal age, education, smoking, alcohol consumption, pre-pregnancy BMI category and preterm birth history;
Abbreviation: IPI, inter-pregnancy interval; OR, odds ratio; Cl, confidence interval; RERI, relative excess risk of interaction.



Supplementary Table S3. Interaction between short IPI and folic acid supplementation on the risk of LBW

Normal IPI Short IPI Very Short IPI OR agj (95%Cl) * for OR g (95%Cl)* for
N with/without OR (95%CI) N with/without OR (95%Cl) N OR (95%Cl) short IPI within very short IPI
Outcome
outcome outcome with/without strata of within strata of
outcome supplementation supplementation
LBW
Adequate folic acid 1.34 1.48 1.35 1.49
117/ 2,300 1.00 44/ 644 39/517
supplementation (0.94, 1.92) (1.02, 2.16) (0.95, 1.93) (1.02,2.17)
Inadequate folic acid 1.18 1.18 1.67 1.01 1.44
291/ 4,853 81/1,346 86/1,014
supplementation (0.95, 1.47) (0.88, 1.58) (1.25, 2.22) (0.78, 1.30) (1.12, 1.85)
OR a4 (95%Cl) *  for inadequate
supplementation within strata of 1.17 (0.94, 1.45) 0.89 (0.61, 1.29) 1.12 (0.76, 1.67)
IPI
Measurement of interaction on additive scale : RERI -0.33 (-0.89, 0.24), 0.02 (-0.63, 0.68),
(95%Cl) * P=0.25 P=0.94
Measurement of interaction on multiplicative scale: Ratio 0.75(0.49, 1.17), 0.97 (0.62, 1.52),
of OR (95% ClI) * P=0.21 P=0.88

Note. " Adjustment variables included maternal age, education, smoking, alcohol consumption, pre-pregnancy BMI category and preterm birth history;

Abbreviation: IPI, inter-pregnancy interval; OR, odds ratio; Cl, confidence interval; RERI, relative excess risk of interaction.



In 2016, 116,336 live birth recorded in Changsha (with 6

urban districts, 1 county and 2 county-level cities)

55,399 live birth recorded not within 6 urban districts

were excluded

60,937 live birth recorded within 6
urban districts

42,556 primiparous women were excluded

[ 18,381 multiparous women ]

4 )
Total of 7049 women were exclude including:
640 multiple birth;
345 previous still birth or birth defects;

11,332 subjects left and analyzed in
restropective cohort

183 current birth defects;

2,560 with pre-pregnancy chronic hypertension, diabetes,
kidney disease or cardiovascular disease;

2,033 missing information on previous birth;

2,379 missing information on folic acid supplementation
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Supplementary Figure S1 Enrollment flow chart



