Relative mtDNAcn measurement
The total genomic DNA was extracted from umbilical cord blood samples by using Whole Blood DNA Extraction kit (BioTeke, Beijing, China). DNA samples were normalized to 10 ng/μL, and concentrations were confirmed using NanoDrop™ 1000 spectrophotometer (Thermo Fisher Scientific, USA) quantification prior to amplification. The quantitative real-time PCR (RT-PCR) was performed to measure relative mtDNAcn by using a high-throughput 384-well format with the QuantStudioTM 7 Flex Real-Time System (Applied Biosystems, CA, USA) [1] . In brief, each PCR reaction was conducted by wielding 1uL DNA sample (10 ng/µL) in a final volume of 10 µL per well. For mitochondrion amplification mixture, 1× PowerUp SYBR Green Master Mix (Applied Biosystems, 5µL/reaction), ND1 primer [(300nmol/L FP 5′-ATGGCCAACCTCCTACTCCT-3′, 300nmol/L RP 5′-CTACAACGTTGGGGCCTTT -3′), (4µL/reaction)] and RNase free water were contained, while the single-copy gene reaction mixture consisted of 1× PowerUp SYBR Green Master Mix (Applied Biosystems, 5µL/reaction ), ACTB primer [(300nmol/L FP 5′-ACTCTTCCAGCCTTCCTTCC-3′, 300nmol/L RP 5′-GGCAGGACTTAGCTTCCACA-3′), 4 µL/reaction] and RNase free water. The RT-PCR detection for ND1 and ACTB copy number was assayed in triplicates in the same run, with thermal cycling profile proceeded at 50℃ and 95 ℃ for 2 min respectively, followed by 40 cycles of 95℃ for 15s and 60℃ for 1min. 
For each 384-well plate, 100 DNA samples randomly selected from our study were equally pooled as the reference and subsequently serially diluted 1:2 to generate a seven-point standard curve (SC) with concentration ranging from 1.25 to 80 ng/μL. The amplification efficiencies derived from the SC were in the range of 90% -110%, and R2 coefficients ≥0.98. Each sample was run in triplicate on a 384 well plate. For samples with a standard deviation (SD) of Ct for the three replicates >0.3, an outlier replicate was identified and excluded. If the SD of the Ct values remained >0.3 after exclusion, the detection for the sample would be repeated.  
The average Ct values were separately calculated from the three qualified Ct values of ND1 and ACTB. Then, the ratio of ND1 to ACTB (-∆Ct) was calculated by subtracting the mean of ACTB Ct value from the average ND1 Ct value (N/A ratio), and the further relative N/A ratio was calculated by subtracting the N/A ratio of the calibrator DNA samples derived from the standard curve with concentration of 10 ng/µL from the N/A ratio of each sample (-∆∆Ct). We finally obtained the relative mtDNAcn basing on the formula 2^(-∆∆Ct) [2]. The mtDNAcn value is interpreted as the sample's mtDNAcn relative to the reference DNA used in the assay.
Covariates
Pre-pregnancy body mass index (BMI, kg/m2) was calculated as self-reported pre-pregnancy weight (kg) divided by the square of height (m). According to pre-pregnancy BMI, pregnant women were divided into underweight (BMI < 18.5), normal weight (18.5 ≤ BMI ≤ 23.9), and overweight/obesity (BMI ≥ 24.0). 
Statistical analysis
To account for urine dilution, we corrected for specific gravity using the following formula: Pc = Pi [(SGm-1)/ (SGi-1)], where Pc represents SG-corrected concentration (μg/L), Pi represents the unadjusted concentrations, SGm is the median SG of this study samples measured and SGi represents the specific gravity of individual urine samples. 
[bookmark: _Hlk80198603]Arsenic exposure levels were evaluated as iAs (as the sum of AsIII and AsV), AsB, DMA, MMA, and TAs (as the sum of AsIII, AsV, DMA, and MMA). AsB wasn’t included in our analysis, given that it is generally considered nontoxic [3]. Individual arsenic methylation capacity was calculated as three percentage parameters [%iAs (iAs/TAs*100), %MMA (MMA/TAs*100), %DMA (DMA/TAs*100)] and three methylation indexes [PMI (MMA/iAs), SMI (DMA/MMA), and TMI ((MMA+DMA)/iAs)].


Supplementary Table 1. Distribution of urinary concentrations of arsenic metabolites and individual arsenic methylation efficiency parameters at the first, second and third trimesters and average during pregnancy in the study population. 
	
	No.
	No. (%) > LOD
	GM (GSD)
	Percentile

	
	
	
	
	5th
	10th
	25th
	50th
	75th
	90th
	95th

	DMA
	
	
	
	
	
	
	
	
	
	

	All sample
	2443
	2410 (98.65)
	9.28 (1.52)
	4.83
	5.52
	7.16
	9.37
	12.05
	15.43
	17.81

	1st trimester
	815
	803 (98.53)
	8.09 (1.92)
	3.18
	3.94
	5.78
	8.21
	11.52
	16.32
	21.40

	2nd trimester
	812
	802 (98.77)
	7.84 (1.80)
	3.18
	4.01
	5.60
	7.72
	11.21
	15.47
	19.41

	3rd trimester
	816
	805 (98.65)
	7.64 (1.82)
	3.11
	3.70
	5.58
	7.93
	10.79
	14.82
	18.84

	MMA
	
	
	
	
	
	
	
	
	
	

	All sample
	2443
	1937 (79.29)
	1.09 (1.74)
	0.41
	0.53
	0.79
	1.14
	1.6
	2.18
	2.61

	1st trimester
	815
	664 (81.47)
	1.10 (1.99)
	0.35
	0.45
	0.75
	1.1
	1.66
	2.63
	3.30

	2nd trimester
	812
	637 (78.45)
	1.06 (1.96)
	0.35
	0.45
	0.70
	1.07
	1.59
	2.43
	3.18

	3rd trimester
	816
	636 (77.94)
	1.06 (2.08)
	0.31
	0.45
	0.67
	1.06
	1.64
	2.56
	3.54

	iAs
	
	
	
	
	
	
	
	
	
	

	All sample
	2443
	1634 (66.88)
	3.58 (1.72)
	1.54
	1.86
	2.46
	3.45
	5.04
	7.06
	9.40

	1st trimester
	815
	568 (69.69)
	3.46 (2.14)
	1.12
	1.46
	1.96
	3.18
	5.57
	9.55
	15.12

	2nd trimester
	812
	542 (66.75)
	3.84 (2.16)
	1.15
	1.48
	2.33
	3.66
	5.96
	9.78
	15.62

	3rd trimester
	816
	524 (64.22)
	3.99 (2.17)
	1.27
	1.59
	2.25
	3.82
	6.36
	10.60
	17.94

	TAs
	
	
	
	
	
	
	
	
	
	

	All sample
	2443
	
	14.67 (1.41)
	8.66
	9.82
	11.92
	14.48
	17.95
	22.74
	26.34

	1st trimester
	815
	
	13.98 (1.67)
	6.87
	8.08
	10.20
	13.58
	18.37
	26.27
	34.30

	2nd trimester
	812
	
	14.02 (1.63)
	6.95
	7.83
	10.36
	13.59
	18.08
	26.29
	32.62

	3rd trimester
	816
	
	14.01 (1.66)
	6.62
	7.83
	10.32
	13.49
	18.29
	26.01
	31.70

	%DMA
	
	
	
	
	
	
	
	
	
	

	All sample
	2443
	
	63.30 (1.26)
	40.52
	47.47
	57.64
	66.26
	74.11
	79.79
	82.17

	1st trimester
	815
	
	57.87 (1.49)
	24.83
	35.84
	51.26
	65.54
	75.09
	81.30
	84.49

	2nd trimester
	812
	
	55.94 (1.47)
	26.90
	35.14
	47.95
	61.98
	73.54
	81.04
	83.96

	3rd trimester
	816
	
	54.48 (1.51)
	24.69
	32.56
	46.43
	60.55
	72.27
	79.67
	83.55

	%MMA
	
	
	
	
	
	
	
	
	
	

	All sample
	2443
	
	7.44 (1.59)
	3.16
	4.02
	5.61
	7.79
	10.25
	12.87
	14.85

	1st trimester
	815
	
	7.90 (1.67)
	3.12
	3.98
	5.97
	8.19
	11.45
	14.09
	16.75

	2nd trimester
	812
	
	7.55 (1.70)
	2.85
	3.89
	5.56
	7.69
	10.91
	14.77
	17.43

	3rd trimester
	816
	
	7.56 (1.74)
	2.71
	3.87
	5.41
	7.71
	10.92
	14.82
	17.49

	%iAs
	
	
	
	
	
	
	
	
	
	

	All sample
	2443
	
	24.42 (1.58)
	11.26
	13.31
	18.18
	24.72
	33.35
	44.43
	50.45

	1st trimester
	815
	
	24.73 (1.85)
	8.61
	10.79
	15.82
	25.64
	39.76
	53.72
	67.05

	2nd trimester
	812
	
	27.38 (1.80)
	9.76
	12.36
	18.84
	28.99
	42.53
	56.56
	64.73

	3rd trimester
	816
	
	28.48 (1.76)
	10.60
	13.17
	19.34
	29.88
	43.30
	56.45
	65.74

	PMI
	
	
	
	
	
	
	
	
	

	All sample
	2443
	
	0.30 (1.91)
	0.10
	0.13
	0.19
	0.32
	0.49
	0.68
	0.77

	1st trimester
	815
	
	0.32 (2.16)
	0.09
	0.11
	0.18
	0.34
	0.55
	0.85
	1.09

	2nd trimester
	812
	
	0.28 (2.09)
	0.08
	0.11
	0.17
	0.28
	0.46
	0.70
	0.94

	3rd trimester
	816
	
	0.27 (2.10)
	0.08
	0.10
	0.17
	0.28
	0.45
	0.64
	0.85

	SMI 
	
	
	
	
	
	
	
	
	

	All sample
	2443
	
	8.51 (1.76)
	3.64
	4.32
	5.97
	8.36
	11.88
	17.96
	23.00

	1st trimester
	815
	
	7.33 (2.04)
	2.08
	3.12
	4.95
	7.64
	11.26
	17.33
	21.99

	2nd trimester
	812
	
	7.41 (2.08)
	2.14
	2.88
	4.91
	7.57
	11.51
	16.77
	22.73

	3rd trimester
	816
	
	7.20 (2.19)
	1.58
	2.69
	4.83
	7.51
	11.48
	17.55
	26.20

	TMI 
	
	
	
	
	
	
	
	
	

	All sample
	2443
	
	2.94 (1.89)
	0.98
	1.25
	2.00
	3.05
	4.50
	6.51
	7.88

	1st trimester
	815
	
	2.74 (2.45)
	0.49
	0.86
	1.52
	2.90
	5.32
	8.27
	10.62

	2nd trimester
	812
	
	2.39 (2.37)
	0.54
	0.77
	1.35
	2.45
	4.31
	7.09
	9.24

	3rd trimester
	816
	
	2.26 (2.34)
	0.52
	0.77
	1.31
	2.35
	4.17
	6.59
	8.44

	SG
	
	
	
	
	
	
	
	
	
	

	All sample
	2443
	
	1.010 (1.004)
	1.004
	1.005
	1.007
	1.010
	1.013
	1.016
	1.018

	1st trimester
	815
	
	1.011 (1.007)
	1.002
	1.003
	1.006
	1.010
	1.015
	1.021
	1.023

	2nd trimester
	812
	
	1.010 (1.006)
	1.002
	1.003
	1.005
	1.009
	1.013
	1.018
	1.021

	3rd trimester
	816
	
	1.009 (1.006)
	1.002
	1.003
	1.005
	1.008
	1.013
	1.018
	1.020


Note: No., number; LOD, limit of detection; GM, geometric mean; GSD, geometric standard deviation; SG, specific gravity; DMA, dimethylarsinic acid; MMA, monomethylarsonic acid; iAs, inorganic As, sum of As3+, As5+;TAs, Total As, sum of DMA, MMA and iAs; %DMA, percentage of dimethylarsinic acid; %MMA, percentage of monomethylarsonic acid; %iAs, percentage of inorganic As; PMI, primary methylation index (MMA/iAs); SMI, secondary methylation index (DMA/MMA); TMI, total methylation index, (MMA+DMA)/iAs. The percentages of each metabolite were calculated: levels of the metabolite/(DMA + MMA + iAs)*100; μg/L: micrograms per litre. The LODs of DMA, MMA, and iAs were 0.1, 0.1, and 0.3 μg/L, respectively.
Supplementary Table 2. Intraclass correlation coefficients and 95% confidence intervals of SG-corrected urinary arsenic metabolites concentrations and urinary specific gravity during pregnancy.
	
	Throughout the pregnancy
	Between 1st and 2nd trimesters
	Between 2nd and 3rd trimesters
	Between 1st and 3rd trimesters

	DMA
	0.17 (0.13, 0.22)
	0.15 (0.10, 0.23)
	0.19 (0.13, 0.26)
	0.17 (0.11, 0.25)

	MMA
	0.39 (0.35, 0.43)
	0.38 (0.32, 0.44)
	0.41 (0.36, 0.47)
	0.38 (0.32, 0.44)

	iAs
	0.23 (0.18, 0.27)
	0.27 (0.21, 0.34)
	0.20 (0.14, 0.28)
	0.21 (0.15, 0.28)

	tAs
	0.18 (0.14, 0.22)
	0.18 (0.13, 0.26)
	0.15 (0.10, 0.23)
	0.19 (0.13, 0.26)

	Specific gravity
	0.19 (0.18, 0.20)
	0.23 (0.17, 0.30)
	0.19 (0.13, 0.25)
	0.16 (0.10, 0.24)



Supplementary Table 3. Associations of average maternal arsenic concentrations with cord blood mtDNAcn a, b, c, d (N=819).
	
	Crude Percent change of mtDNAcn, 95%CI
	Adjusted Percent change of mtDNAcn , 95%CI

	DMA
	
	

	 Continuous analysis 
	8.56 (0.60, 17.16)
	9.22 (1.11, 17.98)

	 Tertile analysis 
	
	

	    T1 (< 7.89)
	Reference
	Reference

	    T2 (7.89−11.00)
	-4.81 (-18.97, 11.82)
	-5.10 (-19.38, 11.71)

	    T3 (> 11.00)
	23.37 (5.01, 44.95)
	23.97 (5.35, 45.89)

	  p for trend
	0.0037
	0.0854

	MMA
	
	

	 Continuous analysis 
	4.72 (-1.10, 10.88)
	5.22 (-0.74, 11.53)

	 Tertile analysis
	
	

	    T1 (< 0.89)
	Reference
	Reference

	    T2 (0.89−1.40)
	-4.60 (-18.87, 12.18)
	-3.25 (-17.92, 14.04)

	    T3 (> 1.40)
	8.38 (-7.81, 27.40)
	9.52 (-7.18, 29.22)

	  p for trend
	0.2948
	0.6286

	iAs 
	
	

	 Continuous analysis
	5.55 (-0.45, 11.90)
	5.84 (-0.23, 12.28)

	 Tertile analysis
	
	

	    T1 (< 2.73)
	Reference
	Reference

	    T2 (2.73−4.39)
	-0.48 (-15.39, 17.07)
	-1.48 (-16.37, 16.06)

	    T3 (> 4.39)
	17.29 (-0.16, 37.78)
	17.70 (0.08, 38.42)

	  p for trend
	0.0749
	0.3572

	TAs
	
	

	 Continuous analysis 
	15.94 (5.72, 27.14)
	17.21 (6.70, 28.76)

	 Tertile analysis
	
	

	    T1 (< 12.77)
	Reference
	Reference

	    T2 (12.77−16.73)
	8.73 (-7.44, 27.73)
	8.11 (-8.15, 27.25)

	    T3 (> 16.73)
	33.19 (13.40, 56.43)
	35.14 (14.80, 59.10)

	  p for trend
	0.0016
	0.0423

	%DMA
	
	

	 Continuous analysis 
	-5.79 (-17.99, 8.22)
	-5.71 (-17.99, 8.39)

	 Tertile analysis
	
	

	    T1 (< 61.61)
	Reference
	Reference

	    T2 (61.61−71.39)
	-10.01 (-23.47, 5.81)
	-9.26 (-22.97, 6.88)

	    T3 (> 71.39)
	-3.15 (-17.64, 13.90)
	-2.77 (-17.43, 14.50)

	  p for trend
	0.4234
	0.7098

	%MMA
	
	

	 Continuous analysis 
	-1.43 (-7.94, 5.53)
	-1.34 (-7.91, 5.71)

	 Tertile analysis
	
	

	    T1 (< 6.37)
	Reference
	Reference

	    T2 (6.37−9.16)
	-7.53 (-21.37, 8.75)
	-7.52 (-21.53, 9.00)

	    T3 (> 9.16)
	-6.24 (-20.27, 10.25)
	-6.07 (-20.23, 10.61)

	  p for trend
	0.6000
	0.7485

	%iAs
	
	

	 Continuous analysis b
	-0.71 (-7.39, 6.46)
	-0.75 (-7.47, 6.46)

	 Tertile analysis
	
	

	    T1 (< 20.27)
	Reference
	Reference

	    T2 (20.27−29.87)
	-5.20 (-19.40, 11.49)
	-5.42 (-19.69, 11.39)

	    T3 (> 29.87)
	1.59 (-13.60, 19.44)
	1.16 (-14.08, 19.09)

	  p for trend
	0.6803
	0.7676

	PMI
	
	

	 Continuous analysis 
	-0.39 (-5.17, 4.62)
	-0.32 (-5.14, 4.75)

	 Tertile analysis
	
	

	    T1 (< 0.24)
	Reference
	Reference

	    T2 (0.24−0.42)
	-12.62 (-25.69, 2.75)
	-12.37 (-25.63, 3.25)

	    T3 (> 0.42)
	-5.39 (-19.52, 11.21)
	-4.80 (-19.18, 12.13)

	  p for trend
	0.2603
	0.6134

	SMI
	
	

	 Continuous analysis 
	0.00 (-5.49, 5.80)
	-0.06 (-5.59, 5.79)

	 Tertile analysis
	
	

	    T1 (< 6.65)
	Reference
	Reference

	    T2 (6.65−10.24)
	-19.63 (-31.59, -5.58)
	-19.51 (-31.63, -5.25)

	    T3 (> 10.24)
	2.20 (-13.02, 20.08)
	2.64 (-12.75, 20.75)

	  p for trend
	0.0054
	0.1212

	TMI
	
	

	 Continuous analysis 
	-0.20 (-5.07, 4.93)
	-0.16 (-5.07, 5.00)

	 Tertile analysis
	
	

	    T1 (≤ 2.35)
	Reference
	Reference

	    T2 (> 2.35−3.93)
	-5.27 (-19.45, 11.39)
	-5.25 (-19.52, 11.55)

	    T3 (> 3.93)
	-0.84 (-15.69, 16.62)
	-0.50 (-15.51, 17.18)

	  p for trend
	0.7792
	0.7862


Abbreviations: CI, confidence interval; DMA, dimethylarsinic acid; MMA, monomethylarsonic acid; iAs, inorganic As, sum of As3+, As5+; TAs, Total As, sum of DMA, MMA and iAs; %DMA, percentage of dimethylarsinic acid; %MMA, percentage of monomethylarsonic acid; %iAs, percentage of inorganic As; PMI, primary methylation index (MMA/iAs); SMI, secondary methylation index (DMA/MMA); TMI, total methylation index, (MMA+DMA)/iAs. The percentages of each metabolite were calculated: levels of the metabolite/(DMA + MMA + iAs)*100; 
a Models were adjusted for maternal age at enrollment, gestational age, pre-pregnancy BMI, parity history, infant sex, education level, passive smoking during pregnancy, hypertensive disorders in pregnancy, and gestational diabetes mellitus.
b In continuous analysis, exposure variables were log2-transformed and treated as continuous variables in the model. The effect estimates represent percent change of mtDNAcn for one-fold increase in exposure variables (calculated as [(2)β-1] × 100%).
c In tertile analysis, exposure variables was categorized into three groups according to tertiles. The effect estimates represent percent change of mtDNAcn comparing with the lowest tertile (calculated as [exp (β)-1] × 100%).
d p-values of dose-response trend were calculated by treated medians of each tertile as continuous variables using general linear model, and adjusted covariates as above model.

Supplementary Table 4. Associations of average maternal arsenic concentrations with cord blood mtDNAcn, excluding preterm births or low birth weight, women with gestational diabetes or hypertensive disorders in pregnancy a, b, c, d (N=699).
	
	Crude Percent change of mtDNAcn, 95%CI
	Adjusted Percent change of mtDNAcn, 95%CI

	DMA
	
	

	 Continuous analysis
	10.21 (1.23, 19.98)
	10.59 (1.46, 20.54)

	 Tertile analysis
	
	

	    T1 (< 8.00)
	0.00 (0.00, 0.00)
	0.00 (0.00, 0.00)

	    T2 (8.00−11.00)
	2.26 (-14.15, 21.82)
	2.39 (-14.29, 22.31)

	    T3 (> 11.00)
	28.75 (8.11, 53.34)
	29.43 (8.41, 54.54)

	  p for trend
	0.0073
	0.0069

	MMA
	
	

	 Continuous analysis
	2.91 (-3.50, 9.73)
	2.77 (-3.74, 9.71)

	 Tertile analysis
	
	

	    T1 (< 0.91)
	0.00 (0.00, 0.00)
	0.00 (0.00, 0.00)

	    T2 (0.91−1.41)
	-10.12 (-24.62, 7.18)
	-9.31 (-24.07, 8.33)

	    T3 (> 1.41)
	0.74 (-15.49, 20.10)
	0.66 (-15.88, 20.45)

	  p for trend
	0.3623
	0.4329

	iAs 
	
	

	 Continuous analysis
	5.37 (-1.13, 12.30)
	5.42 (-1.15, 12.42)

	 Tertile analysis
	
	

	    T1 (< 2.76)
	0.00 (0.00, 0.00)
	0.00 (0.00, 0.00)

	    T2 (2.76−4.44)
	4.88 (-12.02, 25.02)
	3.37 (-13.45, 23.46)

	    T3 (> 4.44)
	19.19 (0.00, 42.05)
	19.41 (-0.01, 42.60)

	  p for trend
	0.1276
	0.1148

	TAs
	
	

	 Continuous analysis
	16.40 (5.11, 28.90)
	17.06 (5.49, 29.90)

	 Tertile analysis
	
	

	    T1 (< 12.97)
	0.00 (0.00, 0.00)
	0.00 (0.00, 0.00)

	    T2 (12.97−16.77)
	10.77 (-7.04, 31.98)
	9.20 (-8.57, 30.41)

	    T3 (> 16.77)
	28.26 (7.68, 52.76)
	29.11 (8.08, 54.23)

	  p for trend
	0.0197
	0.0168

	%DMA
	
	

	 Continuous analysis
	-2.41 (-16.15, 13.58)
	-2.10 (-15.95, 14.04)

	 Tertile analysis
	
	

	    T1 (< 61.85)
	0.00 (0.00, 0.00)
	0.00 (0.00, 0.00)

	    T2 (61.85−71.43)
	-15.97 (-29.49, 0.16)
	-16.09 (-29.74, 0.21)

	    T3 (> 71.43)
	-4.82 (-20.16, 13.46)
	-4.59 (-20.10, 13.93)

	  p for trend
	0.1343
	0.1329

	%MMA
	
	

	 Continuous analysis
	-4.24 (-11.25, 3.32)
	-4.60 (-11.64, 3.01)

	 Tertile analysis
	
	

	    T1 (< 6.44)
	0.00 (0.00, 0.00)
	0.00 (0.00, 0.00)

	    T2 (6.44−9.29)
	-8.78 (-23.48, 8.74)
	-9.59 (-24.43, 8.16)

	    T3 (> 9.29)
	-13.82 (-27.70, 2.73)
	-14.45 (-28.35, 2.15)

	  p for trend
	0.2456
	0.2167

	%iAs
	
	

	 Continuous analysis
	-0.89 (-8.14, 6.93)
	-0.97 (-8.27, 6.90)

	 Tertile analysis
	
	

	    T1 (< 20.23)
	0.00 (0.00, 0.00)
	0.00 (0.00, 0.00)

	    T2 (20.23−29.69)
	-9.22 (-23.86, 8.24)
	-9.63 (-24.32, 7.91)

	    T3 (> 29.69)
	3.29 (-13.34, 23.11)
	3.00 (-13.71, 22.94)

	  p for trend
	0.3255
	0.3154

	PMI
	
	

	 Continuous analysis
	-1.72 (-6.88, 3.74)
	-1.87 (-7.08, 3.64)

	 Tertile analysis
	
	

	    T1 (< 0.25)
	0.00 (0.00, 0.00)
	0.00 (0.00, 0.00)

	    T2 (0.25−0.42)
	-17.16 (-30.49, -1.28)
	-16.91 (-30.43, -0.76)

	    T3 (> 0.42)
	-9.02 (-23.68, 8.45)
	-9.33 (-24.10, 8.31)

	  p for trend
	0.1094
	0.1235

	SMI
	
	

	 Continuous analysis
	2.57 (-3.67, 9.22)
	2.87 (-3.43, 9.60)

	 Tertile analysis
	
	

	    T1 (< 6.64)
	0.00 (0.00, 0.00)
	0.00 (0.00, 0.00)

	    T2 (6.64−10.15)
	-15.92 (-29.42, 0.17)
	-15.97 (-29.66, 0.38)

	    T3 (> 10.15)
	9.56 (-8.02, 30.49)
	10.52 (-7.34, 31.83)

	  p for trend
	0.0107
	0.0093

	TMI 
	
	

	 Continuous analysis
	0.09 (-5.23, 5.71)
	0.15 (-5.21, 5.80)

	 Tertile analysis
	
	

	    T1 (≤ 2.36)
	0.00 (0.00, 0.00)
	0.00 (0.00, 0.00)

	    T2 (> 2.36−3.94)
	-12.35 (-26.48, 4.48)
	-12.52 (-26.72, 4.43)

	    T3 (> 3.94)
	-3.35 (-18.92, 15.22)
	-3.08 (-18.82, 15.71)

	  p for trend
	0.3110
	0.3009


Abbreviations: CI, confidence interval; DMA, dimethylarsinic acid; MMA, monomethylarsonic acid; iAs, inorganic As, sum of As3+, As5+; TAs, Total As, sum of DMA, MMA and iAs; %DMA, percentage of dimethylarsinic acid; %MMA, percentage of monomethylarsonic acid; %iAs, percentage of inorganic As; PMI, primary methylation index (MMA/iAs); SMI, secondary methylation index (DMA/MMA); TMI, total methylation index, (MMA+DMA)/iAs. The percentages of each metabolite were calculated: levels of the metabolite/(DMA + MMA + iAs)*100; 
a Models were adjusted for maternal age at enrollment, pre-pregnancy BMI, parity history, infant sex, education level, passive smoking during pregnancy.
b In continuous analysis, exposure variables were log2-transformed and treated as continuous variables in the model. The effect estimates represent percent change of mtDNAcn for one-fold increase in exposure variables (calculated as [(2)β-1] × 100%).
c In tertile analysis, exposure variables was categorized into three groups according to tertiles. The effect estimates represent percent change of mtDNAcn comparing with the lowest tertile (calculated as [exp (β)-1] × 100%).
d p-values of dose-response trend were calculated by treated medians of each tertile as continuous variables using general linear model, and adjusted covariates as above model.

Supplementary Table 5. Trimester-specific associations between prenatal arsenic exposure and cord blood mtDNAcn a, b, c, d,,e .
	
	Crude Percent change of mtDNAcn, 95%CI
	Adjusted Percent change of mtDNAcn, 95%CI

	DMA
	
	

	1st trimester
	
	

	  Continuous analysis
	0.71 (-4.04, 5.69)
	1.04 (-3.82, 6.14)

	  Tertile analysis
	
	

	    T1 (< 6.67)
	Reference
	Reference

	    T2 (6.67−10.31)
	3.32 (-12.19, 21.56)
	3.72 (-11.88, 22.07)

	    T3 (> 10.31)
	7.63 (-8.76, 26.97)
	9.35 (-7.55, 29.35)

	    p for trend 
	0.6738
	0.5608

	2nd trimester
	
	

	  Continuous analysis
	1.56 (-3.54, 6.94)
	1.48 (-3.53, 6.75)

	  Tertile analysis
	
	

	    T1 (< 6.40)
	Reference
	Reference

	    T2 ( 6.40−9.74)
	5.46 (-10.78, 24.64)
	5.74 (-10.46, 24.87)

	    T3 (> 9.74)
	7.86 (-8.52, 27.16)
	7.37 (-8.83, 26.45)

	    p for trend 
	0.6457
	0.6653

	3rd trimester
	
	

	  Continuous analysis
	7.83 (0.57, 15.62)
	8.43 (1.13, 16.26)

	  Tertile analysis
	
	

	    T1 (< 6.20)
	Reference
	Reference

	    T2 ( 6.20−9.61)
	6.55 (-9.38, 25.29)
	8.52 (-7.86, 27.81)

	    T3 (> 9.61)
	23.28 (4.93, 44.85)
	25.60 (6.73, 47.82)

	    p for trend 
	0.0345
	0.0207

	Pw 
	0.3308
	0.2445

	MMA
	
	

	1st trimester
	
	

	  Continuous analysis
	2.28 (-2.14, 6.91)
	2.71 (-1.76, 7.37)

	  Tertile analysis
	
	

	    T1 (< 0.85)
	Reference
	Reference

	    T2 ( 0.85−1.47)
	-2.40 (-16.85, 14.56)
	-1.57 (-15.99, 15.33)

	    T3 (> 1.47)
	9.91 (-6.30, 28.92)
	11.56 (-4.74, 30.65)

	    p for trend 
	0.3179
	0.2627

	2nd trimester
	
	

	  Continuous analysis
	1.36 (-2.88, 5.78)
	1.41 (-2.80, 5.81)

	  Tertile analysis
	
	

	    T1 (< 0.80)
	Reference
	Reference

	    T2 ( 0.80−1.44)
	-5.90 (-20.63, 11.55)
	-5.11 (-19.72, 12.16)

	    T3 (> 1.44)
	6.78 (-8.90, 25.15)
	6.72 (-8.95, 25.10)

	    p for trend 
	0.3226
	0.3750

	3rd trimester
	
	

	  Continuous analysis
	4.39 (0.26, 8.69)
	4.71 (0.57, 9.02)

	  Tertile analysis
	
	

	    T1 (< 0.80)
	Reference
	Reference

	    T2 ( 0.80−1.43)
	3.27 (-12.73, 22.19)
	4.94 (-11.38, 24.27)

	    T3 (> 1.43)
	18.90 (1.49, 39.29)
	19.83 (2.09, 40.67)

	    p for trend 
	0.0823
	0.0768

	Pw 
	0.1763
	0.1615

	iAs 
	
	

	1st trimester
	
	

	  Continuous analysis
	4.15 (-0.10, 8.58)
	4.25 (-0.02, 8.70)

	  Tertile analysis
	
	

	    T1 (< 2.34)
	Reference
	Reference

	    T2 ( 2.34−4.44)
	20.93 (3.88, 40.77)
	21.24 (4.18, 41.09)

	    T3 (> 4.44)
	24.19 (5.11, 46.72)
	25.09 (5.78, 47.92)

	    p for trend 
	0.0169
	0.0140

	2nd trimester
	
	

	  Continuous analysis
	3.75 (-0.23, 7.88)
	3.90 (-0.07, 8.03)

	  Tertile analysis
	
	

	    T1 (< 2.70)
	Reference
	Reference

	    T2 ( 2.70−4.79)
	2.99 (-12.84, 21.69)
	2.84 (-12.99, 21.56)

	    T3 (> 4.79)
	12.84 (-4.33, 33.09)
	12.79 (-4.41, 33.08)

	    p for trend 
	0.3166
	0.3186

	3rd trimester
	
	

	  Continuous analysis
	3.77 (-0.11, 7.80)
	3.94 (0.10, 7.94)

	  Tertile analysis
	
	

	    T1 (< 2.73)
	Reference
	Reference

	    T2 ( 2.73−5.26)
	19.51 (1.07, 41.33)
	19.52 (0.92, 41.54)

	    T3 (> 5.26)
	20.86 (2.42, 42.61)
	22.32 (3.53, 44.53)

	    p for trend 
	0.0375
	0.0291

	Pw 
	0.0280
	0.0201

	TAs
	
	

	1st trimester
	
	

	  Continuous analysis
	5.95 (-0.53, 12.84)
	6.40 (-0.22, 13.47)

	  Tertile analysis
	
	

	    T1 (< 11.36)
	Reference
	Reference

	    T2 ( 11.36−16.18)
	10.96 (-5.37, 30.11)
	11.76 (-4.67, 31.03)

	    T3 (> 16.18)
	22.92 (3.77, 45.61)
	25.12 (5.34, 48.62)

	    p for trend 
	0.0448
	0.0265

	2nd trimester
	
	

	  Continuous analysis
	6.38 (-0.53, 13.77)
	6.31 (-0.46, 13.55)

	  Tertile analysis
	
	

	    T1 (< 11.32)
	Reference
	Reference

	    T2 ( 11.32−16.07)
	5.16 (-11.03, 24.29)
	5.09 (-11.23, 24.41)

	    T3 (> 16.07)
	14.00 (-3.53, 34.72)
	12.25 (-4.88, 32.47)

	    p for trend 
	0.2816
	0.3710

	3rd trimester
	
	

	  Continuous analysis
	11.34 (3.61, 19.65)
	12.15 (4.35, 20.53)

	  Tertile analysis
	
	

	    T1 (< 11.41)
	Reference
	Reference

	    T2 ( 11.41−16.46)
	11.21 (-5.57, 30.96)
	13.27 (-4.18, 33.90)

	    T3 (> 16.46)
	38.24 (17.70, 62.37)
	40.31 (19.25, 65.10)

	    p for trend 
	0.0003
	0.0002

	Pw 
	0.0051
	0.0032

	%DMA
	
	

	1st trimester
	
	

	  Continuous analysis
	-7.34 (-13.89, -0.30)
	-7.10 (-13.65, -0.06)

	  Tertile analysis
	
	

	    T1 (< 56.79)
	Reference
	Reference

	    T2 ( 56.79−71.23)
	-4.75 (-19.25, 12.37)
	-4.93 (-19.36, 12.08)

	    T3 (> 71.23)
	-10.03 (-23.15, 5.33)
	-10.03 (-23.16, 5.35)

	    p for trend 
	0.4427
	0.4449

	2nd trimester
	
	

	  Continuous analysis
	-6.01 (-12.74, 1.23)
	-6.14 (-12.90, 1.14)

	  Tertile analysis
	
	

	    T1 (< 53.35)
	Reference
	Reference

	    T2 ( 53.35−69.65)
	-15.12 (-28.15, 0.27)
	-15.18 (-28.29, 0.32)

	    T3 (> 69.65)
	-11.24 (-23.63, 3.15)
	-11.74 (-23.95, 2.44)

	    p for trend 
	0.1242
	0.1184

	3rd trimester
	
	

	  Continuous analysis
	-0.23 (-8.51, 8.81)
	-0.03 (-8.23, 8.91)

	  Tertile analysis
	
	

	    T1 (< 52.31)
	Reference
	Reference

	    T2 (52.31−69.08)
	-3.83 (-19.00, 14.18)
	-3.37 (-18.63, 14.75)

	    T3 (> 69.08)
	-3.21 (-16.55, 12.27)
	-2.57 (-15.95, 12.94)

	    p for trend 
	0.8801
	0.9108

	Pw 
	0.4009
	0.3976

	%MMA
	
	

	1st trimester
	
	

	  Continuous analysis
	-1.75 (-7.16, 3.97)
	-1.48 (-6.84, 4.19)

	  Tertile analysis
	
	

	    T1 (< 6.79)
	Reference
	Reference

	    T2 ( 6.79−10.12)
	-2.93 (-17.29, 13.92)
	-2.16 (-16.59, 14.77)

	    T3 (> 10.12)
	-0.46 (-14.81, 16.30)
	-0.13 (-14.59, 16.77)

	    p for trend 
	0.9284
	0.9586

	2nd trimester
	
	

	  Continuous analysis
	-3.05 (-8.22, 2.42)
	-3.00 (-8.07, 2.36)

	  Tertile analysis
	
	

	    T1 (< 6.28)
	Reference
	Reference

	    T2 ( 6.28−9.57)
	-3.27 (-17.11, 12.89)
	-1.94 (-15.67, 14.01)

	    T3 (> 9.57)
	-6.46 (-21.06, 10.85)
	-6.47 (-20.87, 10.57)

	    p for trend 
	0.7243
	0.7171

	3rd trimester
	
	

	  Continuous analysis
	-1.43 (-6.10, 3.48)
	-1.49 (-6.14, 3.38)

	  Tertile analysis
	
	

	    T1 (< 6.17)
	Reference
	Reference

	    T2 ( 6.17−9.82)
	-13.78 (-26.92, 1.74)
	-14.28 (-27.44, 1.27)

	    T3 (> 9.82)
	-8.79 (-21.75, 6.32)
	-8.74 (-21.58, 6.21)

	    p for trend 
	0.1958
	0.1744

	Pw 
	0.6459
	0.6105

	%iAs
	
	

	1st trimester
	
	

	  Continuous analysis
	2.24 (-2.90, 7.65)
	2.11 (-3.03, 7.53)

	  Tertile analysis
	
	

	    T1 (< 19.27)
	Reference
	Reference

	    T2 ( 19.27−32.97)
	0.31 (-14.60, 17.82)
	1.19 (-13.89, 18.90)

	    T3 (> 32.97)
	7.34 (-8.62, 26.08)
	7.12 (-8.74, 25.73)

	    p for trend 
	0.6280
	0.6772

	2nd trimester
	
	

	  Continuous analysis
	2.02 (-2.82, 7.11)
	2.31 (-2.53, 7.38)

	  Tertile analysis
	
	

	    T1 (< 22.36)
	Reference
	Reference

	    T2 ( 22.36−37.70)
	-4.37 (-19.30, 13.32)
	-3.78 (-18.69, 13.87)

	    T3 (> 37.70)
	12.50 (-3.64, 31.34)
	12.95 (-3.23, 31.82)

	    p for trend 
	0.1293
	0.1331

	3rd trimester
	
	

	  Continuous analysis
	-1.51 (-6.65, 3.90)
	-1.68 (-6.75, 3.67)

	  Tertile analysis
	
	

	    T1 (< 22.38)
	Reference
	Reference

	    T2 ( 22.38−38.90)
	-6.42 (-20.75, 10.50)
	-7.40 (-21.44, 9.16)

	    T3 (> 38.90)
	-1.97 (-15.72, 14.03)
	-2.53 (-16.14, 13.29)

	    p for trend 
	0.7133
	0.6441

	Pw 
	0.4556
	0.4473

	PMI
	
	

	1st trimester
	
	

	  Continuous analysis
	-2.17 (-5.91, 1.71)
	-1.98 (-5.75, 1.94)

	  Tertile analysis
	
	

	    T1 (< 0.23)
	Reference
	Reference

	    T2 ( 0.23−0.47)
	-16.21 (-28.67, -1.58)
	-15.19 (-27.71, -0.49)

	    T3 (> 0.47)
	-9.79 (-22.76, 5.35)
	-9.21 (-22.30, 6.09)

	    p for trend 
	0.1004
	0.1369

	2nd trimester
	
	

	  Continuous analysis
	-2.82 (-6.53, 1.04)
	-2.97 (-6.66, 0.87)

	  Tertile analysis
	
	

	    T1 (< 0.18)
	Reference
	Reference

	    T2 ( 0.18−0.39)
	-5.20 (-19.84, 12.12)
	-3.65 (-18.21, 13.49)

	    T3 (> 0.39)
	-11.18 (-23.85, 3.59)
	-11.03 (-23.61, 3.62)

	    p for trend 
	0.3596
	0.3638

	3rd trimester
	
	

	  Continuous analysis
	0.10 (-3.70, 4.05)
	0.16 (-3.58, 4.04)

	  Tertile analysis
	
	

	    T1 (< 0.17)
	Reference
	Reference

	    T2 ( 0.17−0.39)
	-5.65 (-20.26, 11.64)
	-5.88 (-20.42, 11.30)

	    T3 (> 0.39)
	-5.26 (-18.79, 10.52)
	-4.82 (-18.18, 10.71)

	    p for trend 
	0.7358
	0.7418

	Pw 
	0.3926
	0.4346

	SMI
	
	

	1st trimester
	
	

	  Continuous analysis
	-1.48 (-5.53, 2.73)
	-1.55 (-5.53, 2.59)

	  Tertile analysis
	
	

	    T1 (< 5.78)
	Reference
	Reference

	    T2 ( 5.78−9.74)
	-19.66 (-31.99, -5.08)
	-19.57 (-32.02, -4.84)

	    T3 (> 9.74)
	-5.36 (-19.20, 10.87)
	-5.15 (-18.93, 10.98)

	    p for trend 
	0.0226
	0.0242

	2nd trimester
	
	

	  Continuous analysis
	-0.13 (-3.91, 3.80)
	-0.20 (-3.93, 3.67)

	  Tertile analysis
	
	

	    T1 (< 5.75)
	Reference
	Reference

	    T2 ( 5.75−10.04)
	-9.99 (-24.14, 6.81)
	-10.75 (-24.71, 5.80)

	    T3 (> 10.04)
	-3.37 (-17.18, 12.75)
	-3.73 (-17.39, 12.20)

	    p for trend 
	0.4343
	0.3798

	3rd trimester
	
	

	  Continuous analysis
	0.66 (-3.15, 4.61)
	0.74 (-3.04, 4.67)

	  Tertile analysis
	
	

	    T1 (< 5.64)
	Reference
	Reference

	    T2 ( 5.64−10.06)
	-11.56 (-25.39, 4.83)
	-11.74 (-25.80, 4.99)

	    T3 (> 10.06)
	-1.45 (-14.97, 14.23)
	-1.20 (-14.63, 14.35)

	    p for trend 
	0.2686
	0.2515

	Pw 
	0.1465
	0.1426

	TMI 
	
	

	1st trimester
	
	

	  Continuous analysis
	-2.11 (-5.43, 1.32)
	-2.01 (-5.34, 1.44)

	  Tertile analysis
	
	

	    T1 (< 2.03)
	Reference
	Reference

	    T2 ( 2.03−4.19)
	-6.33 (-20.54, 10.43)
	-5.30 (-19.70, 11.67)

	    T3 (> 4.19)
	-7.06 (-20.89, 9.19)
	-6.89 (-20.69, 9.32)

	    p for trend 
	0.6257
	0.6703

	2nd trimester
	
	

	  Continuous analysis
	-2.11 (-5.34, 1.23)
	-2.26 (-5.49, 1.07)

	  Tertile analysis
	
	

	    T1 (< 1.65)
	Reference
	Reference

	    T2 ( 1.65−3.47)
	-13.93 (-26.78, 1.17)
	-13.72 (-26.68, 1.53)

	    T3 (> 3.47)
	-11.13 (-23.87, 3.75)
	-11.49 (-24.16, 3.29)

	    p for trend 
	0.1634
	0.1665

	3rd trimester
	
	

	  Continuous analysis
	0.62 (-3.06, 4.45)
	0.73 (-2.91, 4.51)

	  Tertile analysis
	
	

	    T1 (< 1.57)
	Reference
	Reference

	    T2 ( 1.57−3.47)
	-4.08 (-18.96, 13.54)
	-4.46 (-19.35, 13.19)

	    T3 (> 3.47)
	1.71 (-12.55, 18.30)
	2.24 (-12.02, 18.81)

	    p for trend 
	0.7671
	0.7103

	Pw 
	0.5318
	0.5204



[bookmark: _Hlk134036193]Abbreviations: CI, confidence interval; DMA, dimethylarsinic acid; MMA, monomethylarsonic acid; iAs, inorganic As, sum of As3+, As5+; TAs, Total As, sum of DMA, MMA and iAs; %DMA, percentage of dimethylarsinic acid; %MMA, percentage of monomethylarsonic acid; %iAs, percentage of inorganic As; PMI, primary methylation index (MMA/iAs); SMI, secondary methylation index (DMA/MMA); TMI, total methylation index, (MMA+DMA)/iAs. The percentages of each metabolite were calculated: levels of the metabolite/(DMA + MMA + iAs)*100.
a Models were adjusted for maternal age at enrollment, gestational age, pre-pregnancy BMI, parity history, infant sex, education level, passive smoking during pregnancy, hypertensive disorders in pregnancy, and gestational diabetes mellitus.
b In continuous analysis, exposure variables were log2-transformed and treated as continuous variables in the model. The effect estimates represent percent change of mtDNAcn for one-fold increase in exposure variables (calculated as [(2)β-1] × 100%).
c In tertile analysis, exposure variables was categorized into three groups according to tertiles. The effect estimates represent percent change of mtDNAcn comparing with the lowest tertile (calculated as [exp (β)-1] × 100%).
d p-values of dose-response trend were calculated by treated medians of each tertile as continuous variables using general linear model, and adjusted covariates as above model.
e Pw < 0.05 indicates that associations were statistically different across trimesters.


Supplementary Table 6. Trimester-specific associations between prenatal arsenic exposure and cord blood mtDNAcn, excluding preterm births or low birth weight, women with gestational diabetes or hypertensive 
disorders in pregnancy a, b, c, d,,e .
	
	Crude Percent change of mtDNAcn, 95%CI
	Adjusted Percent change of mtDNAcn, 95%CI

	DMA
	
	

	1st trimester
	
	

	  Continuous analysis
	-0.03 (-5.53, 5.79)
	0.15 (-5.46, 6.08)

	  Tertile analysis
	
	

	    T1 (< 6.70)
	Reference
	Reference

	    T2 ( 6.70−10.33)
	-7.20 (-22.15, 10.62)
	-7.03 (-22.01, 10.84)

	    T3 (> 10.33)
	4.25 (-13.23, 25.25)
	4.79 (-13.26, 26.60)

	    p for trend 
	0.4235
	0.4154

	2nd trimester
	
	

	  Continuous analysis
	-0.12 (-5.95, 6.07)
	-0.33 (-6.08, 5.77)

	  Tertile analysis
	
	

	    T1 (< 6.54)
	Reference
	Reference

	    T2 ( 6.54−9.95)
	1.50 (-15.31, 21.64)
	1.20 (-15.48, 21.17)

	    T3 (> 9.95)
	0.11 (-16.38, 19.85)
	-0.76 (-16.97, 18.62)

	    p for trend 
	0.9833
	0.9780

	3rd trimester
	
	

	  Continuous analysis
	7.97 (1.92, 14.37)
	8.40 (2.30, 14.87)

	  Tertile analysis
	
	

	    T1 (< 6.47)
	Reference
	Reference

	    T2 ( 6.47−9.79)
	5.32 (-11.62, 25.52)
	6.80 (-10.50, 27.45)

	    T3 (> 9.79)
	31.96 (11.15, 56.68)
	33.71 (12.39, 59.06)

	    p for trend 
	0.0045
	0.0032

	Pw 
	0.0355
	0.0261

	MMA
	
	

	1st trimester
	
	

	  Continuous analysis
	1.43 (-3.63, 6.76)
	1.38 (-3.64, 6.66)

	  Tertile analysis
	
	

	    T1 (< 0.88)
	Reference
	Reference

	    T2 ( 0.88−1.47)
	-8.54 (-23.21, 8.93)
	-8.82 (-23.29, 8.37)

	    T3 (> 1.47)
	0.91 (-14.88, 19.62)
	0.82 (-14.75, 19.22)

	    p for trend 
	0.4834
	0.4686

	2nd trimester
	
	

	  Continuous analysis
	-1.06 (-5.79, 3.90)
	-1.23 (-5.95, 3.73)

	  Tertile analysis
	
	

	    T1 (< 0.80)
	Reference
	Reference

	    T2 ( 0.80−1.44)
	-10.33 (-25.71, 8.23)
	-10.13 (-25.34, 8.17)

	    T3 (> 1.44)
	-5.72 (-20.67, 12.04)
	-6.84 (-21.55, 10.63)

	    p for trend 
	0.4804
	0.4841

	3rd trimester
	
	

	  Continuous analysis
	4.52 (0.14, 9.08)
	4.49 (0.13, 9.03)

	  Tertile analysis
	
	

	    T1 (< 0.80)
	Reference
	Reference

	    T2 ( 0.80−1.43)
	1.21 (-15.70, 21.52)
	1.85 (-15.20, 22.32)

	    T3 (> 1.43)
	19.53 (0.48, 42.20)
	19.15 (0.09, 41.85)

	    p for trend 
	0.0846
	0.0992

	Pw 
	0.1335
	0.1328

	iAs 
	
	

	1st trimester
	
	

	  Continuous analysis
	4.42 (-0.30, 9.36)
	4.53 (-0.19, 9.48)

	  Tertile analysis
	
	

	    T1 (< 2.39)
	Reference
	Reference

	    T2 ( 2.39−4.61)
	28.43 (9.08, 51.20)
	28.28 (9.24, 50.65)

	    T3 (> 4.61)
	25.76 (4.85, 50.84)
	26.39 (5.34, 51.65)

	    p for trend 
	0.0080
	0.0076

	2nd trimester
	
	

	  Continuous analysis
	3.59 (-0.66, 8.01)
	3.66 (-0.63, 8.13)

	  Tertile analysis
	
	

	    T1 (< 2.72)
	Reference
	Reference

	    T2 ( 2.72−4.77)
	10.75 (-7.98, 33.30)
	10.46 (-8.30, 33.05)

	    T3 (> 4.77)
	14.47 (-4.29, 36.89)
	14.08 (-4.73, 36.61)

	    p for trend 
	0.2849
	0.3078

	3rd trimester
	
	

	  Continuous analysis
	3.95 (-0.26, 8.35)
	3.97 (-0.21, 8.33)

	  Tertile analysis
	
	

	    T1 (< 2.73)
	Reference
	Reference

	    T2 ( 2.73−5.48)
	27.31 (6.25, 52.53)
	26.66 (5.69, 51.78)

	    T3 (> 5.48)
	20.71 (0.86, 44.48)
	20.93 (1.06, 44.70)

	    p for trend 
	0.0187
	0.0204

	Pw 
	0.0087
	0.0089

	TAs
	
	

	1st trimester
	
	

	  Continuous analysis
	6.20 (-1.24, 14.20)
	6.46 (-1.13, 14.62)

	  Tertile analysis
	
	

	    T1 (< 11.50)
	Reference
	Reference

	    T2 ( 11.50−16.25)
	9.42 (-7.92, 30.03)
	10.30 (-7.21, 31.13)

	    T3 (> 16.25)
	22.76 (2.25, 47.39)
	24.33 (2.94, 50.17)

	    p for trend 
	0.0730
	0.0543

	2nd trimester
	
	

	  Continuous analysis
	3.78 (-3.88, 12.05)
	3.56 (-4.04, 11.76)

	  Tertile analysis
	
	

	    T1 (< 11.59)
	Reference
	Reference

	    T2 ( 11.59−16.07)
	1.33 (-15.70, 21.81)
	1.25 (-15.73, 21.65)

	    T3 (> 16.07)
	3.93 (-13.22, 24.48)
	2.34 (-14.46, 22.44)

	    p for trend 
	0.9098
	0.9669

	3rd trimester
	
	

	  Continuous analysis
	12.02 (4.44, 20.15)
	12.48 (4.87, 20.63)

	  Tertile analysis
	
	

	    T1 (< 11.65)
	Reference
	Reference

	    T2 ( 11.65−16.76)
	15.23 (-3.46, 37.54)
	17.90 (-1.57, 41.23)

	    T3 (> 16.76)
	41.45 (19.01, 68.12)
	42.50 (19.69, 69.65)

	    p for trend 
	0.0005
	0.0004

	Pw 
	0.0075
	0.0054

	%DMA
	
	

	1st trimester
	
	

	  Continuous analysis
	-9.29 (-16.49, -1.46)
	-9.08 (-16.29, -1.25)

	  Tertile analysis
	
	

	    T1 (< 57.23)
	Reference
	Reference

	    T2 ( 57.23−71.18)
	-5.86 (-21.17, 12.42)
	-5.90 (-21.13, 12.27)

	    T3 (> 71.18)
	-8.75 (-23.32, 8.59)
	-8.97 (-23.52, 8.33)

	    p for trend 
	0.5872
	0.5729

	2nd trimester
	
	

	  Continuous analysis
	-5.97 (-13.11, 1.76)
	-6.09 (-13.36, 1.79)

	  Tertile analysis
	
	

	    T1 (< 53.22)
	Reference
	Reference

	    T2 ( 53.22−69.68)
	-11.92 (-26.54, 5.62)
	-11.32 (-26.12, 6.45)

	    T3 (> 69.68)
	-13.61 (-26.58, 1.64)
	-14.01 (-26.88, 1.13)

	    p for trend 
	0.2113
	0.2116

	3rd trimester
	
	

	  Continuous analysis
	-0.96 (-7.74, 6.31)
	-0.69 (-7.55, 6.68)

	  Tertile analysis
	
	

	    T1 (< 52.04)
	Reference
	Reference

	    T2 ( 52.04−69.16)
	-4.68 (-20.69, 14.56)
	-4.25 (-20.38, 15.16)

	    T3 (> 69.16)
	-4.39 (-18.43, 12.08)
	-3.37 (-17.64, 13.39)

	    p for trend 
	0.8363
	0.8789

	Pw 
	0.6199
	0.6216

	%MMA
	
	

	1st trimester
	
	

	  Continuous analysis
	-3.35 (-9.49, 3.19)
	-3.60 (-9.63, 2.84)

	  Tertile analysis
	
	

	    T1 (< 6.89)
	Reference
	Reference

	    T2 ( 6.89−10.25)
	-3.58 (-18.68, 14.33)
	-3.44 (-18.42, 14.29)

	    T3 (> 10.25)
	-6.31 (-21.24, 11.43)
	-7.16 (-21.98, 10.47)

	    p for trend 
	0.7686
	0.7147

	2nd trimester
	
	

	  Continuous analysis
	-4.72 (-10.57, 1.51)
	-4.81 (-10.50, 1.24)

	  Tertile analysis
	
	

	    T1 (< 6.36)
	Reference
	Reference

	    T2 ( 6.36−9.57)
	-6.07 (-20.29, 10.69)
	-5.13 (-19.24, 11.45)

	    T3 (> 9.57)
	-10.99 (-25.83, 6.83)
	-11.78 (-26.22, 5.48)

	    p for trend 
	0.4348
	0.3864

	3rd trimester
	
	

	  Continuous analysis
	-1.78 (-6.78, 3.49)
	-2.11 (-7.12, 3.17)

	  Tertile analysis
	
	

	    T1 (< 6.18)
	Reference
	Reference

	    T2 ( 6.18−9.82)
	-15.08 (-29.22, 1.90)
	-15.81 (-29.88, 1.09)

	    T3 (> 9.82)
	-9.80 (-23.50, 6.36)
	-10.57 (-24.12, 5.41)

	    p for trend 
	0.1838
	0.1530

	Pw 
	0.6709
	0.6022

	%iAs
	
	

	1st trimester
	
	

	  Continuous analysis
	2.63 (-3.07, 8.66)
	2.67 (-3.03, 8.70)

	  Tertile analysis
	
	

	    T1 (< 19.27)
	Reference
	Reference

	    T2 ( 19.27−32.66)
	2.29 (-14.02, 21.69)
	2.92 (-13.46, 22.40)

	    T3 (> 32.66)
	9.05 (-8.62, 30.13)
	9.15 (-8.50, 30.21)

	    p for trend 
	0.6086
	0.6166

	2nd trimester
	
	

	  Continuous analysis
	3.59 (-1.64, 9.09)
	3.85 (-1.38, 9.35)

	  Tertile analysis
	
	

	    T1 (< 22.03)
	Reference
	Reference

	    T2 ( 22.03−37.05)
	5.98 (-11.88, 27.45)
	7.35 (-10.46, 28.70)

	    T3 (> 37.05)
	16.79 (-1.29, 38.19)
	17.16 (-1.06, 38.74)

	    p for trend 
	0.2212
	0.2176

	3rd trimester
	
	

	  Continuous analysis
	-1.42 (-6.74, 4.21)
	-1.61 (-6.91, 4.00)

	  Tertile analysis
	
	

	    T1 (< 21.96)
	Reference
	Reference

	    T2 ( 21.96−39.04)
	-7.29 (-22.91, 11.49)
	-8.50 (-23.83, 9.91)

	    T3 (> 39.04)
	-1.99 (-16.60, 15.19)
	-2.77 (-17.30, 14.32)

	    p for trend 
	0.6836
	0.6076

	Pw 
	0.6092
	0.5650

	PMI
	
	

	1st trimester
	
	

	  Continuous analysis
	-3.12 (-7.34, 1.30)
	-3.25 (-7.47, 1.16)

	  Tertile analysis
	
	

	    T1 (< 0.24)
	Reference
	Reference

	    T2 ( 0.24−0.49)
	-15.25 (-28.75, 0.79)
	-15.11 (-28.55, 0.85)

	    T3 (> 0.49)
	-10.60 (-24.64, 6.06)
	-11.22 (-25.22, 5.40)

	    p for trend 
	0.1713
	0.1719

	2nd trimester
	
	

	  Continuous analysis
	-4.60 (-8.54, -0.50)
	-4.81 (-8.70, -0.77)

	  Tertile analysis
	
	

	    T1 (< 0.19)
	Reference
	Reference

	    T2 ( 0.19−0.40)
	-7.81 (-23.16, 10.61)
	-6.15 (-21.50, 12.21)

	    T3 (> 0.40)
	-18.38 (-30.54, -4.08)
	-18.42 (-30.45, -4.30)

	    p for trend 
	0.0761
	0.0717

	3rd trimester
	
	

	  Continuous analysis
	-0.14 (-4.31, 4.21)
	-0.22 (-4.34, 4.07)

	  Tertile analysis
	
	

	    T1 (< 0.17)
	Reference
	Reference

	    T2 ( 0.17−0.39)
	-7.42 (-22.63, 10.80)
	-7.94 (-23.09, 10.19)

	    T3 (> 0.39)
	-8.71 (-22.76, 7.90)
	-8.87 (-22.71, 7.45)

	    p for trend 
	0.5506
	0.5297

	Pw 
	0.2077
	0.1892

	SMI
	
	

	1st trimester
	
	

	  Continuous analysis
	-1.32 (-5.97, 3.56)
	-1.12 (-5.71, 3.69)

	  Tertile analysis
	
	

	    T1 (< 5.75)
	Reference
	Reference

	    T2 ( 5.75−9.60)
	-14.78 (-28.77, 1.97)
	-14.36 (-28.68, 2.83)

	    T3 (> 9.60)
	1.12 (-15.27, 20.69)
	1.99 (-14.31, 21.38)

	    p for trend 
	0.1033
	0.1067

	2nd trimester
	
	

	  Continuous analysis
	0.82 (-3.52, 5.35)
	0.83 (-3.44, 5.28)

	  Tertile analysis
	
	

	    T1 (< 5.75)
	Reference
	Reference

	    T2 ( 5.75−9.84)
	-7.57 (-23.17, 11.18)
	-7.90 (-23.45, 10.81)

	    T3 (> 9.84)
	-2.13 (-17.35, 15.90)
	-1.84 (-16.95, 16.01)

	    p for trend 
	0.6653
	0.6295

	3rd trimester
	
	

	  Continuous analysis
	0.62 (-2.89, 4.24)
	0.86 (-2.70, 4.55)

	  Tertile analysis
	
	

	    T1 (< 5.70)
	Reference
	Reference

	    T2 ( 5.70−10.06)
	-13.30 (-27.78, 4.07)
	-13.76 (-28.69, 4.28)

	    T3 (> 10.06)
	-0.11 (-14.71, 16.98)
	0.71 (-13.94, 17.86)

	    p for trend 
	0.1879
	0.1476

	Pw 
	0.2631
	0.2579

	TMI 
	
	

	1st trimester
	
	

	  Continuous analysis
	-2.60 (-6.28, 1.23)
	-2.60 (-6.29, 1.23)

	  Tertile analysis
	
	

	    T1 (< 2.06)
	Reference
	Reference

	    T2 ( 2.06−4.19)
	-5.94 (-21.24, 12.34)
	-5.41 (-20.80, 12.96)

	    T3 (> 4.19)
	-8.56 (-23.39, 9.15)
	-8.69 (-23.48, 8.96)

	    p for trend 
	0.5979
	0.6012

	2nd trimester
	
	

	  Continuous analysis
	-2.81 (-6.19, 0.70)
	-2.95 (-6.35, 0.57)

	  Tertile analysis
	
	

	    T1 (< 1.70)
	Reference
	Reference

	    T2 ( 1.70−3.54)
	-9.26 (-23.84, 8.11)
	-8.38 (-23.06, 9.10)

	    T3 (> 3.54)
	-14.38 (-27.64, 1.31)
	-14.65 (-27.92, 1.07)

	    p for trend 
	0.2212
	0.2176

	3rd trimester
	
	

	  Continuous analysis
	0.42 (-3.20, 4.17)
	0.54 (-3.08, 4.28)

	  Tertile analysis
	
	

	    T1 (< 1.56)
	Reference
	Reference

	    T2 ( 1.56−3.55)
	-5.41 (-21.02, 13.29)
	-5.90 (-21.59, 12.93)

	    T3 (> 3.55)
	2.03 (-13.19, 19.91)
	2.84 (-12.53, 20.92)

	    p for trend 
	0.6836
	0.6076

	Pw 
	0.6027
	0.5554



Abbreviations: CI, confidence interval; DMA, dimethylarsinic acid; MMA, monomethylarsonic acid; iAs, inorganic As, sum of As3+, As5+; TAs, Total As, sum of DMA, MMA and iAs; %DMA, percentage of dimethylarsinic acid; %MMA, percentage of monomethylarsonic acid; %iAs, percentage of inorganic As; PMI, primary methylation index (MMA/iAs); SMI, secondary methylation index (DMA/MMA); TMI, total methylation index, (MMA+DMA)/iAs. The percentages of each metabolite were calculated: levels of the metabolite/(DMA + MMA + iAs)*100.
a Models were adjusted for maternal age at enrollment, pre-pregnancy BMI, parity history, infant sex, education level, passive smoking during pregnancy.
b In continuous analysis, exposure variables were log2-transformed and treated as continuous variables in the model. The effect estimates represent percent change of mtDNAcn for one-fold increase in exposure variables (calculated as [(2)β-1] × 100%).
c In tertile analysis, exposure variables was categorized into three groups according to tertiles. The effect estimates represent percent change of mtDNAcn comparing with the lowest tertile (calculated as [exp (β)-1] × 100%).
d p-values of dose-response trend were calculated by treated medians of each tertile as continuous variables using general linear model, and adjusted covariates as above model.
e Pw < 0.05 indicates that associations were statistically different across trimesters.
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