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Model 1 Model 2 Model 3

OR (95% CI) P value OR (95% CI) P value OR (95% CI) P value

Uric acid (mg/dl) 1.29 (1.12, 1.50) 0.001 1.30 (1.13, 1.48) <0.001 1.25 (1.09, 1.44) 0.003

Uric acid quartile

Q1 (0.5-3.5) 1.00 (1.00, 1.00) 1.000 1.00 (1.00, 1.00) 1.000 1.00 (1.00, 1.00) 1.000

Q2 (36-4.2) 213 (1.19, 3.82) 0.014 214 (1.19, 3.83) 0.014 2.15 (1.17, 3.95) 0.018
Q3 (4.3-5.0) 1.70 (089, 3.27) 0.115 1.63 (0.85, 3.14) 0.148 148 (0.73, 2.99) 0.284
Q4 (5.1-9.6) 2.74 (156, 4.82) <0.001 260 (1.49, 4.53) 0.001 233 (1.28, 4.23) 0.009
P for trend 0.001 0.002 0.031

Statistically significant values are denoted in the [bold] typeface.

Model 1; s model excluded any accommodations for covariates.

Model 2: This model included adjustments for both age and racial factors.

Model 3: Adjustments in this model encompassed age, race, age at menarche, marital status, pregnancy history, smoking status, alcohol consumption, diabetes history, cholesterol levels (total),
creatinine concentrations in refrigerated serum samples, LDL-cholesterol levels, HDL-cholesterol levels (measured directly), glycated hemoglobin levels, and body mass index (BMI).
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OR (95 P-value

Age(years)

<30 0.96 (0.55, 1.66) 0.880

30~40 1.30 (0.98, 1.71) 0.075

>=40 1.30 (1.08, 1.56) 0.008

Education 0.937
Less than high school 1.29 (0.91, 1.84) 0.167

High school 1.27 (1.06, 1.51) 0.013

Marital status 0.577
Married 1.36 (1.12, 1.64) 0.003

Divorce 1.07 (0.77, 1.48) 0.682

Separated 1.13 (0.52, 2.48) 0.763

Never married 1.05 (0.64, 1.72) 0.855

BMI(kg/cm?) 0.166
<185 0.61 (0.17, 2.12) 0.439

18.5~25 1.01 (0.76, 1.34) 0.960

>=25 1.60 (1.09, 2.34) 0.022

Total cholesterol(mg/dl) 0.966
<=200 1.27 (1.02, 1.58) 0.039

>200 1.28 (1.05, 1.56) 0.022

Pregnant 0.240
Yes 1.23 (1.04, 1.45) 0.019

No 1.66 (1.06, 2.59) 0.033

Smoked at least 100 cigarettes in life 0.492
Yes 1.33 (1.10, 1.60) 0.006

No 1.16 (0.87, 1.55) 0.329

Subgroup analyses were undertaken to ascertain the impact of interactions between covariates and serum uric acid concentrations on the prevalence of endometriosis. The significance of these
interactions was evaluated using logistic regression analysis, with the resulting p-values serving as indicators of statistical significance.
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Characteristics Endometriosis ndometriosis

Age (years), Mean (S.E) 40.22 + 0.64 36.93 + 031 <0.001
Poverty-to-income ratio, Mean (S.E) 321 £0.16 2.97 £ 0.05 0.161
BMI (kg/cm?), Mean (S.E) 28.45 £ 0.47 28.08 + 0.20 0.463
Total cholesterol (mg/dl), Mean (S.E) 204.86 + 3.25 194.66 + 1.10 0.005
Direct HDL-cholesterol (mg/dl), Mean (S.E) 56.19 + 1.60 56.99 + 0.45 0.634
LDL-cholesterol (mg/dl), Mean (S.E) 122.10 + 2.74 114.74 + 1.09 0.015
Creatinine (mg/dl), Mean (S.E) 69.28 +2.69 62.59 + 0.31 0.018
Age at menarche (years), Mean (S.E) 12.40 + 0.17 12.66 + 0.04 0.138
RACE, n (%) <0.001
Mexican American 30 (1.44%) 1216 (8.56%)

Other Hispanic 7 (1.78%) 249 (5.70%)

Non-Hispanic White 244 (84.06%) 2144 (67.12%)

Non-Hispanic Black 62 (8.75%) 982 (12.89%)

Other Race - Including Multi-Racial 14 (3.96%) 214 (5.74%)

Education, n (%) 0.044
Less than high school 42 (10.57%) 1201 (16.85%)

High school 315 (89.43%) 3604 (83.15%)

Marital status, n (%) 0.021
Married 224 (69.85%) 2645 (58.67%)

Divorce 50 (12.06%) 401 (9.93%)

Separated 17 (3.99%) 212 (3.70%)

Never married 62 (14.09%) 1409 (27.71%)

Had at least 12 alcoholic drinks 1 year, n (%) 0432
yes 244 (71.20%) 2885 (67.40%)

no 113 (28.80%) 1920 (32.60%)

Pregnant, n (%) 0.025
Yes 307 (87.52%) 4076 (81.55%)

No 50 (12.48%) 729 (18.45%)

The doctor told you have diabetes, n (%) 0.678
Yes 13 (3.19%) 216 (3.80%)

No 344 (96.81%) 4589 (96.20%)

Smoked at least 100 cigarettes in life, n (%) <0.001
Yes 167 (58.43%) 1796 (40.89%)

No 190 (41.57%) 3008 (59.11%)

Uric acid (mg/dl), Mean (S.E) 4.81 £ 0.09 4.46 + 0.03 <0.001
Uric acid (quartile),n (%) 0.002
Q1 (0.5-3.5) 61 (10.17%) 1159 (19.95%)

Q2 (3.6-4.2) 87 (23.21%) 1069 (21.35%)

Q3 (43-5.0) 90 (25.44%) 1327 (29.27%)

Q4 (5.1-9.6) 119 (41.18%) 1250 (29.42%)

BMI represents body mass index; direct HDL-cholesterol pertains to direct high-density lipoprotein cholesterol; LDL-cholesterol signifies low-density lipoprotein cholesterol. The abbreviation
Mean (S.E) indicates the arithmetic mean and standard error, respectively. Quantities expressed as n (%) pertain to numbers and percentages. Statistically significant values are denoted in the
[bold] typeface.
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Dichorionic pregnancies, 1 (%)
Age (in years), mean £ SD
Including:
Age>27years, n (%)
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Higher
Other
Place of residence, n (%)
City/town
Rural/village
Gravidity, n (%)
Primipara
Multipara
Gestational age (in weeks), median (min-max)
Delivery after 36 weeks of gestation, n (%)
Due date season, n (%)
Spring-summer
Autumn-winter
Childs gender
Male, n (%)
Female, n (%)

Maternal Body Mass Index (BMI) prior to conception,

median (min-max)

Gestational weight gain, 1 (%)
Low
Normal
Excessive
Gestational diabetes, n (%)
Hypertension, 1 (%)
Anemia, 1 (%)
‘Smoking during pregnancy, 1 (%)
Vitamin D supplementation, 7 (%)
Daily vitamin D intake
With food (ug), median (min-max)

With food and dictary supplements (jg), median (min-

‘max)

Fish consumption (atleast once a week), 1 (%)

Avoiding sun exposure (women with due date in the summer

season), 1 (%)

take from milk and dairy products (mg), median

56

25 (45)
31(55)

3L6+48

49 (87)

39(70)
7 (30)

52(93)
407)

30(54)
26 (46)
36(33-38)
50(89)

27 (48)

29(52)

51(46)
61(54)

226(16.5-38.9)

28(50)
209
6(11)
10(18)
4(7)
9 (34)
24)
55(98)

24(0.4-9.1)

52.2(1.2-154.6)

632 (0.0-2,900)

22.(39%)

17(63%)





OPS/images/fnut-11-1433203/fnut-11-1433203-t002.jpg
Explanatory 95% Cl Statistical

variable significance (p)

Duration of pregnancy (in

eeks) 0.384 0019
Delivery 236 weeks 0050 00050477 0.009
Higher education 0246 0070-0.864 0029
Maternal height>163cm  0.883  0.781-0.998 0.046

Maternal age > 27 years 0038 0.004-0351 0.004
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Explanatory variable OR 95% ClI Statistical significance (p)

Maternal blood 25(OH)D concentration 0772 0.695-0.858 <0.001
Delivery > 36 weeks 0033 0.006-0.164 <0.001
Maternal age > 27 years 0.146 0.045-0.479 0.001
Higher education of mother 0333 0.131-0.849 0.021
Maternal height (in cm) 0875 0.797-0.960 0.005
Maternal BMI prior to conception 1128 1.023-1.244 0016
Daily maternal vitamin D intake with food and dietary supplements (yig) 0975 0.955-0.996 0.020

Calcium intake from milk and dairy products (100 mg) 0905 0919-1.000 0015
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Charcateristic Dietary inflammatory index (DII)©

Overall Q2 P value

n=8394 n=2798
Type 2 diabetes (%)
No 7185.00 (85.60) 2483.00 (88.74) 2387.00 (85.31) 2315.00 (82.74) <0.0001
Yes 1209.00 (14.40) 315.00 (11.26) 41100 (14.69) 483.00 (17.26)
Age, mean £ D (years) 53.72(16.17) 54.72(15.38) 5288 (16.30) 53.57(16.77) 0.0001
Race/ethnicity (%)
Non-Hispanic White 3677.00 (43.81) 133600 (47.75) 117300 (41.92) 1168.00 (41.74) <0.0001
Others* 4717.00 (56.19) 1462.00 (52.25) 1625.00 (58.08) 163000 (58.26)

College education (%)

No 4175.00 (49.79) 1035.00 (37.02) 1460.00 (52.25) 1680.00 (60.09) <0.0001
Yes 4211.00 (50.21) 1761.00 (62.98) 1334.00 (47.75) 1116.00 (39.91)

Marital status (%)

Married or living with a partner 4821.00 (57.46) 1736.00 (62.09) 1620.00 (57.92) 1465.00 (52.38) <0.0001
Living alone 3569.00 (42.54) 1060.00 (37.91) 1177.00 (42.08) 1332.00 (47.62)

Poverty income ratio, median, IQR 1.92(1.04,3.77) 255 (1.28,481) 189 [1.05,3.67) 149 (088, 2.87) <0.0001

Tobacco use (%)

No 5148.00 (61.35) 1857.00 (66.39) 1760.00 (6295) 1531.00 (54.72) <0.0001
Yes 3243.00 (38.65) 940.00 (33.61) 103600 (37.05) 1267.00 (45.28)

Alcohol use (%)

No 3479.00 (41.49) 1058.00 (37.84) 1157.00 (41.40) 1264.00 (45.22) <0.0001
Yes 4907.00 (58.51) 173800 (62.16) 1638.00 (58.60) 1531.00 (54.78)

Physical activity, mean £SD (MET) 2241.48 (4474.22) 224853 (3933.59) 203093 (4255.02) 2444.98 (5138.69) 0.004

History of gestational diabetes (%)

No 772600 (92.21) 2574.00 (92.23) 257600 (92.16) 257600 (92.23) 0.9948
Yes 653.00 (7.79) 217.00 (7.77) 219.00 (7.84) 21700 (7.77)

Family history of diabetes (%)

No 4508.00 (54.60) 1603.00 (58.14) 1457.00 (53.00) 1448.00 (52.65) <0.0001

Yes 3748.00 (45.40) 115400 (41.86) 129200 (47.00) 1302.00 (47.35)

437100 (52.07) 1581.00 (56.50) 147100 (5257) 1319.00 (47.14) <0.0001
23 4023.00 (47.93) 1217.00 (43.50) 1327.00 (47.43) 1479.00 (52.86)

BMI, mean +D (kg/m?) 30.12(7.39) 29.25(7.17) 30.31(7.29) 30.81 (7.63) <0.0001
Oral health (%)

Poor 2860.00 (35.25) 799.00 (29.10) 985.00 (36.54) 1076.00 (40.27) <0.0001
Good 5254.00 (64.75) 1947.00 (70.90) 171100 (63.46) 1596.00 (59.73)

WBC, mean £SD (10'/L) 7.25(2.30) 7.00 (2.24) 7.32(223) 7.43 (241) <0.0001
Health insurance (%)

No 1545.00 (18.41) 450.00 (16.08) 514.00 (18.37) 581.00 (20.76) <0.0001
Yes 6849.00 (81.59) 2348.00 (83.92) 2284.00 (81.63) 2217.00 (79.24)

DII, Dietary Inflammator Index. MET, metabolic equivalent. BMI, body mass index. WBC, white blood cell. “Other” includes Mexican American, Other Hispanic, Non-Hispanic Black, Other Race - Including Multi- Racial. "Number of children. “Data are presented as
unweighted numbers (unweighted percentage) for categorical variables and mean (SD) for continuous variables.
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Variables

Model |

OR (95%Cl)

Pvalue

Model Il

bt

DIl

Q1

Q2

Q3
Pfortrend

119(1.12,1.26)

Reference
1.32(1.03, 1.68)

187 (1.46, 2.40)

<0.001

0029
<0.001

<0.001

Model Il
OR (95%Cl) P value
1.14(1.08,1.22) <0.001
Reference
1.25(0.96,1.62) 0.091
162(1.25,2.10) <0.001
<0.001

OR (95%Cl) P value
1.12(1.05,1.21) 0.002
Reference
1.17(0.86,1.61) 0314
1556/(1.16,2.10) 0.004
0.003

Model I: Crude model. Model : Adjust for age, rae, college education, marital status, poverty income ratio. Model Il Adjust for age, race,college education, marital satus, poverty income
ratio, physical activity,family history of diabetes, history of gestational diabetes, parity, BMI, oral health. DII, Dietary Inflammatory Index. OR, odds rato. C1, confidence interval. BMI, body

mass index.
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Ref
140 (1,197)
1.88(1.31,268)
<0.001
121 (1.07,1.36)
Ref
1.27(0.80,2.03)
1.96(1.20,3.19)
0.007
117 (1.05,1.30)
Ref
117 (0.78,1.76)
176 (1.14,2.70)
0011
1.26(1.07,149)
Ref
126 (0.69,2.30)
2.63(141,491)

0.005
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Age (y), mean (SD) 49.90 (17.34) 49.15 (17.54) 49.05(17.02) 4873 (16.96) 0632

Race and ethnicity (%) 0015
Non-Hispanic Black 175 (25.1) 155 (22.2) 137(19.7) 136 (19.5)
Mexican American 77 (1.0) 98 (14.1) 97(13.9) 87(12.5)
Other 170 (24.4) 157 (225) 162(232) 206(29.5)

Non-Hispanic White 276 (39.5) 287 (41.2) 301 (43.2) 269 (38.5)

Education level (%) <0.001
Above high school 323(46.3) 408 (58.5) 466 (66.9) 487 (69.8)
Other 80(11.5) 67(96) 43(62) 39(5.6)
High school 295 (42.3) 22619 188 (27.0) 172(24.6)

Marital status (%) 0003
Married 310 (44.4) 319(45.8) 357 (51.2) 347 (49.7)
Other 272(39.0) 245(35.2) 205 (29.4) 211(30.2)
Unmarried 116 (16.6) 133.019.1) 135 (19.4) 140 (20.1)

Drinking (%) 0416
No/Unknown 305 (43.7) 294(82.2) 274(39.3) 292 (41.8)
Yes 393 (56.3) 403 (57.8) 423(607) 406 (58.2)

Smoking (%) <0.001
No/Unknown 401(57.4) 465 (6.7) 477 (68.4) 485 (69.5)
Yes 297 (42.6) 232(333) 220 (31.6) 213(30.5)

BMI (kg/m?), mean (SD) 3001 (749) 3007 (763) 2939(755) 2895 (7.64) 0016

Diabetes (%) 0228
No/Unknown 589 (84.4) 584(83.8) 601(86.2) 609 (87.2)
Yes/Borderline 109 (15.6) 113 (16.2) 96 (13.8) 89(12.8)

Hypertension (%) 0050
No/Unknown 417(59.7) 431 (61.8) 1464 (6.6) 448 (64.2)
Yes 281 (40.3) 266 (38.2) 233 (334) 250 (35.8)

Met (%) <0.001
No 427(61.2) 431 (61.8) 463 (66.4) 502(71.9)

Yes 271 (38.8) 266 (38.2) 234(33.6) 196 (28.1)
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Model 1 Model 2 Model 3 Model 4 (Sensitivity

Analysis)
OR [95% OR [95% OR [95% OR [95% P
cn [el]] [el]] cn

Q1 Ref - Ref - Ref - Ref -
Q2 097 (0.78, 1.21] 0.800 1.05 (0.83,1.33] 0.652 1.06 [0.82, 1.38] 0.645 1.08 [0.84, 1.39] 0533
Q3 0.80 [0.64,0.99] 0.041 090 (0.71,1.14] 0.378 0.97 (0.75, 1.26] 0831 097 [0.75, 1.25] 0.784
Q4 0.62[0.49,0.77) <0.001 0.70 (055, 0.98] 0.004 0.72(0.54,0.94] 0.017 0.73 (056, 0.95] 0.017
CDAI 095 [0.93,0.97] <0.001 0.96 (0.94,0.98] 0.001 0.96 (0.94,0.99] 0.009 097 [0.94,0.99] 0.009

Model 1 was not adjusted.
Model 2 was adjusted for age, race and ethnicity, and education.

Model 3 was adjusted for age, race and ethnicity, education, marital satus, smoking, drinking, diabetes, and hypertension.

Model 4 (Sensitivity Analysis): Adjusted for Age, Race, Education, Marital Status, Smoking, and Drinking (excluding Diabetes and Hypertension).
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Subgroup
Age
<49
>=49
Race
Non-Hispanic White people
Non-Hispanic Black people
Other
Mexican American
Education level
Above high school
High school
Other
Marital status
Married
Unmarried
Other
Drinking
No/Unknown
Yes
Smoking
No/Unknown
Yes
Diabetes
No/Unknown
Yes/Borderline
Hypertension
No/Unknown
Yes
BMI
<284
>=28.4

Mets

305
662

730
396
485
212

1217
496
110

871
403
549

706
117

1255
568

1712
11

1348
475

256
712

Without.MetS p.value

1070
753

403
207
210
147

467
381
119

462
121
384

459
508

573
394

671
296

412
555

1128
695

<0.001
0.003

0.005
0.786
<0.001
0.035

0.059
0.117
0.006

0.003
0.446
0.002

<0.001
0.007

<0.001
0.043

<0.001
0.62

<0.001
0.095

0.001
0.022

p-for.Interaction
0.183

HR (95% CI)

0.93 (0.89 10 0.96)
0.96 (0.93 10 0.99)
0.088
0.95 (0.91 t0 0.98)
0.99 (0.95 to 1.04)
0.92 (0.87 0 0.96)
0.94 (0.8 10 0.99)
011
0.97 (0.94 to 1.00)
0.97 (0.93 to 1.01)
0.88 (0.81 to 0.96)
0478
0.95 (0.92 10 0.98)
0.98 (0.93 to 1.03)
0.94 (0.90 to 0.98)
0354
0.94 (0.9110 0.97)
0.96 (0.93 10 0.99)
0.489
0.95 (0.92 t0 0.98)
0.96 (0.93 to 1.00)
0.186
0.94 (0.92 10 0.97)
0.99 (0.93 to 1.06)
0.096
0.93 (0.90 to 0.96)
0.97 (0.94 to 1.00)
0.193
0.93 (0.90 t0 0.97)
0.97 (0.94 t0 0.99)
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Types of sweetener Periods Strain/Sex Programming mechanisms Age at

intake Pregnancy/ measure
Lactation (weeks)

Fructose

60% HE diet Yes/Yes Male SD rats ‘Transcriptomic changes in the kidneys and 12 9
increased SEH protein and activity

60% HE diet Yes/Yes Male SD rats “Transcriptomic changes in the kidneys, 12 (0)
dysregulated EDHF and arachidonic acid
‘metabolism

60% HE diet Yes/Yes Male SD rats Dysregulated arachidonic acid pathway and 12 &)
enhanced eEH

60% HF diet Yes/Yes Male and female D Aberrant renin-angiotensin system 12 )

rats

60% HE diet Yes/Yes Male SD rats Gut microbiota dysbiosis 12 3

60% HE diet Yes/Yes Male SD rats Reduced SCEA levels and increased TMAO levels 12 )

60% HF diet Yes/Yes Male SD rats Increased oxidative stress and ATIR expression in 12 9
the brain

60% HF diet Yes/Yes Male SD rats Sympathetic activation, increased ROS production, 2 ©6)
and T-lymphocyte activation

10% w/v fructose in drinking Yes/Yes Female SD rats Decreased eNOS expression 17 7

water

13% or 40% w/y fructose in Yes/Yes Male SD rats ‘Transcriptomic changes in the hypothelamus, 8 &)

drinking water increased ATIR, and increased TLR4

20% wiv fructose in drinking Yes/Yes Male and female Aberrant RAS 2 9

water C57BL/G ] mice

20% wiv fructose in drinking Yes/Yes Male and female Increased the expression of PRR, NKCC2, NHE3, 2 (0)

water C57BLI6 ] mice and NCC

10% w/v fructose in drinking Yes/Yes Male C57BL/6 J mice  Not evaluated 52 1)

water

Sucrose

20% wiv sucrose in drinking Yes/No Male SD rats Increased ATIR 13 (2)

water

Sucrose-rich diet (26% of total  Yes/Yes Male and female Increased sympathetic efferent tone and renal 12 (43)

energy) C57BL/6 ] mice noradrenaline content
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Exposure Model 1 OR p value Model 2 OR Model 3 OR p value

(95% Cl) (95% Cl) (95% C
TPOAb
Serum Iron (log2 transformation) ~8.90(~15.42,-2.37) 0.009 ~9.80(~16.43,=3.17) 0,005 ~1547(-25.01, ~5.92) 0.003
Q1(1.61,3.91) Reference Reference Reference
Q2(3.934.26) 3.57(=11.28,18.42) 0631 321(-11.97,18.39) 0671 3.53(~19.39,26.46) 0754
Q3(4.28,4.56) 0.90(-12.42,12.21) 0893 0.36(~12.85,13.57) 0957 ~0.24(~17.63,17.15) 0978
Q4(4.57,6.06) —1199(~21.14, ~2.84) [ ~1294(-22.11,-3.77) 0.007 ~2030(-31.63, ~8.98) 0.001
prend 0019 0011 0.005
TgAb
Serum Iron (log2 transformation) ~2.88(~6.61,0.84) 0.126 ~3.36(=7.10,0.39) 0078 ~3.52(-9.35,2.30) 0.225
Q1(1.61,3.91) Reference Reference Reference
Q2(3.934.26) ~1.97(-14.15,10.21) 0747 ~2.19(-14.77,10.38) 0727 1.76(-1191,15.44) 0793
Q3(4.28,4.56) —4,66(-15.15,5.83) 0376 ~5.44(-16.53,5.65.57) 0328 ~7.77(=19.35,381) 0.180
Q4(4.57,6.06) ~3.88(-13.18,542) 0405 ~446(=13.70,479) 0336 ~3.32(-15.35,8.70) 0575
prend 0.288 0.206 0.300

Model 1: adjusted for none. Model 2 age and racefethnicity were adjusted. Model 3:age, racelethnicity, education level, marital satus, poverty income ratio, BMI, alcohol intake, smoking,
FT3, FT4, TSH, physical activity, hypertension, diabetes, lodine, Calcium were adjusted.





OPS/images/fnut-11-1466126/crossmark.jpg
©

2

i

|





OPS/images/fnut-11-1410538/fnut-11-1410538-g004.jpg
p-value: 0.01

0JAY} S,

ojowiyseH

Serum iron (log2)





OPS/images/fnut-11-1410538/fnut-11-1410538-g005.jpg
>

Thyroid Peroxidase Antibodies

Log2-Transformed Serum Iron’s Correlation with Thyroid Autoimmut

p-value: 0.011

Serum iron (log2)

Thyroglobulin

Antibodies

15

10

5 0

-10

Markers

p-value: 0.328

Serum iron (log2)





OPS/images/fnut-11-1410538/fnut-11-1410538-t001.jpg
Characteristic Total (n =2,356) Non-Hashimoto's thyroiditis Hashimoto's thyroiditis

(n=2,109) (n=247)

Age, mean £SD (years) 2965890 2941888 31492886 0.003
Racefethnicity (%) <0.001

Mexican American 102 103 92

Other Hisapanic 68 67 70

Non-Hispanic White 633 621 726

Non-Hispanic Black 121 133 34

Other Race 77 76 78
Education level (%) 0.233

igh school or below 454 460 413

Above high school 546 540 587
Marital status (%) 0032

Married or living with a partner 623 610 714

Never married 271 281 200

Other 106 109 86
Poverty income ratio, median (IQR) 242(3.17) 233(3.17) 296 (2:86) 0.007
BMI, median (IQR) (kg/m2) 2571(923) 2572(9.26) 2560 9.14) 0.677
Alcohol intake (%) 0.944

Yes 741 741 78

No 259 259 262
Smoking (%) 0419

Yes 359 363 329

No 64.1 637 67.1
Physical activity (%) 0.098

Yes 594 587 650

No 406 a3 350
Serum iron, median (IQR) (mg/dL) 73.00 (48.00) 74.00 (48.00) 68.00 (22.34) 0.045
FT3, median (IQR) (pg/mL) 3.20(0.42) 320 (0.41) 3.10 (0.40) 0.007
FT4, median (IQR) (pmol/L) 1030 (2.00) 10.30 (2.00) 10.30 (1.77) 0.150
‘TSH, median (IQR) (mIU/L) 146 (1.17) 1.39(1.06) 213 (217) <0.001
TG, median (IQR) (ng/mL) 1030 (11.70) 1043 (11.02) 879(17.61) 0.038
TPOAb, median (IQR) (IU/mL) 0.60(1.20) 0.60 (0.80) 98.39 (247.66) <0.001
‘TgAb, median (IQR) (IU/mL) 0.60 (0.00) 0.60 (0.00) 131(6.16) <0.001
Albumin, meanSD (g/dL) 2370.10 4.19£035 4202034 0.767
Hemoglobin, mean + SD (g/dL) 13274123 1330£1.18 13,0915 0.084
Hematocrit, mean +5D (%) 38604342 3868328 38054432 0058
MCY; mean 5D (fL) 87542629 87.63£5.86 86844884 0.247
Blood urea nitrogen, mean +SD (mg/dL) 10124348 10074351 1045324 onz
Creatinine, mean £ SD (mg/dL) 0724022 0724022 070+0.15 0.104
Phosphorus, mg/dL. [mean (SD)) 3842055 3842055 3824055 059
Triglycerides, median (IQR) (mg/dL) 91,00 (76.00) 91,00 (76.00) 89.93 (84.38) 0.921
HbALG, mean +5D (%) 5274058 5274057 5312064 0360
HDL-C, median (IQR) (mg/dL) 55.40 (20.52) 55.40 (20.52) 55.13 (21.65) 0774
LDL-C, mean:+SD (mg/dL) 107.8632.79 107.63433.17 109.46£30.09 0.602
Todine, urine, median (IQR) (ug/L) 13140 (161.42) 13184 (162.05) 124,61 (15035) 0567
Total calcium, mg/dL. [mean (SD)] 9354034 9354034 933032 0332
Serum uric acid, mean +SD (mg/dL) 450£1.04 450+1.03 4542108 0.655
Total cholesterol, mean +SD (mg/dL) 184.17437.78 183.78437.82 187.08437.45 0.276
Hypertension (%) 0.207

Yes 128 132 96

No 872 868 904
Diabetes (%) 0014

Yes 29 26 58

No 97.1 974 942
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Exposure Model 1 OR p value Model 2 OR p value Model 3 OR p value

(95% Cl) (95% Cl) (95% Cl)
Serum Iron (log2 transformation) 0,652 (0.650,0.653) <0001 0606 (0.605,0.607) <0001 0574 05720576) <0001
Q1(1.61,3.91) Reference Reference Reference
Q2(3.93.4.26) 0.901 (0.898,0.904) <0.001 0.874 (0.872,0.877) <0.001 0.977 (0.973,0.981) <0.001
Q3(4.284.56) 0915 09120918) <0001 0863 (0860,0.866) <0001 0951 (09480.955) <0001
Q4(4.57,6.06) 0.491 (0.489,0.492) <0.001 0.454 (0.453,0.456) <0.001 0.354 (0.352,0.355) <0.001
pirend <0001 <0001 <0001

Model 1 adjusted for none. Model 2: age and race/ethnicity were adjusted. Model 3; age, race/ethnicity, education level, marital status, poverty income ratio, BMI, alcohol intake, smoking,
FT3, FT4, TSH, physical activity, hypertension, diabetes, iodine, calcium were adjusted.
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S
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(n=4934)
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data for Serum Iron
(n=503)

Exclude for unavailable
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No.of event(%)

Subgroup Non-HT HT OR(95%Cl) P-interaction
Age : 0.175
15-24 826(39.17%) 74 (2096%) +@— ! 0.37 (016, 0.84)
2534 626 (29.68%) 72(29.15%)  ~@— 053 (027, 1.02)
3544 657 (31.15%)  101(40.89%)  r—@— 0.89 (0.5, 1.48)
Race H 0.736
Maxican American 415(19.68%) 51(2065%)  —@— 0.79 (035, 1.88)
Other Hisapanic 257(12.19) 39 (1579%) ~—@—— 053 (020, 1.42)
Non-Hispanic White 795 (37.70%) 123 (49.80%) @i 0.58 (0.36, 0.95)
Non-Hispanic Black 452 (21.43%) 14 (5.67%) —————3.33(061,25.94)
Other Race 190 (9.01%)  20(8.10%)  H—T—— 0.21(0.01,2.29)
Education level H 0.571
High School Education or Below 1189 (56.40%) 127 (51.42%)  +@—— 0.66 (0.38, 1.19)
Above High School Education 919 (43.60%) 120 (48.58%) @~ 0.58 (0.37,0.92)
Marital status : 0.155
Married or living with a partner 947 (58.06%) 131 (65.50%)  +@ 0.79 (051, 1.25)
Never married 484 (29.68%) 46 (23.00%) @ 0.49 (0.26 , 0.94)
Other 200 (12.26%) 23 (11.50%) +@—— 028 (0.05, 1.31)
Alcohol intake : 017
Yes 989 (67.83%) 122 (67.78%) @ | 053 (0.35,0.79)
No 469 (32.17%) 58 (32.22%)  —@—— 0.94 (049, 1.91)
Smoking ' 0.147
Yes 563 (34.52%) 67 (33.50%)  —@— 0.97 (050, 1.93)
No 1068 (65.38%) 133 (66.50%) @~ | 0.53 (036, 0.80)
Physical activity i 0.122
Yes 1004 (51.87%) 141 (57.09%) +@- ! 0.51(0.32,0.82)
No 1015 (48.13%) 106 (4291%)  —@— 0.88 (051, 1.53)
Poverty income ratio : 0.099
0-1.3 764 (39.85%) 81 (35.22%) e 0.97 (052, 1.89)
1335 682(35.58%) 84 (36.52%) W@ | 0.45(0.26,0.78)
355 4T1(24.57%)  65(2826%)  —@— 083 (0.42, 1.67)
Hypertension : 0.469
Yes 264(13.21%)  23(9.83%) +@—H 0.24(0.04,1.10)
No 1734 (86.79%) 211(90.17%)  +@- 0.68 (0.47,,0.97)
Diabetes ' 0.704
Yes 71 (3.37%) 16 (6.48%) @——— 0.03(0.00, 1.41)
No 2038 (96.63%) 231(93.52%) ! 0.63 (045, 0.89)
1T 1 T

0 1 s ]
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Molecular Relative ADI (mg/

formula sweetness kg of

body

weight)
Aspartame CUHLN.O, 200x 50
Acesulfame-K CHKNOS 200x 15
Saccharin 300x 15
Sucralose 600x 5
Neotame 7,000-13,000x 03
Stevia 100-300x 4

Advantame CuHN,O: 20,000x 328
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Exposure Heterogeneity Pleiotropy

Method Q Q_df Q_pval Egger intercept se
MR Egger 19.600 15 0.188
Vitamin B6 Inverse variance 0.008 0018 0.676
19.838 16 0228
weighted
MR Egger 13013 17 0735
Calcium Inverse variance 0.006 0021 0793
13.084 18 0787

weighted
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id.exposure  Exposure Low High Heterogeneity Pleiotropy
95%Cl  95%CI

[e] P- Intercept
value value
feu-a-1073 Copper 0019 0027 0483 1019 0.967 1074
feu-a-1079 Zine -0022 0036 0528 0978 0912 1048
ukb-b-18593 Vitamin D ~0078 029 | 0788 0925 0524 1634 2475 0831 -0010 0369
ukb-b-7864 Vitamin B6 0874 0340 0010 2397 1231 4669

ukb-b-8951 Calcium 0077 | 0216 0723 1080 0.707 1,650
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