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Table S1: Summary of data source of different Traits

Traits Consortium Number of SNPs  Number of cases Number of controls Sample size Population Year Database ID Sexes

bipolar disorder PGC 2427221 7481 9250 16731 European 2011 ieu-a-801 Males and Females
depression NA 24184163 13559 435855 449414 European 2021 ebi-a-GCST90018833 NA

manic/hyper symptoms MRC-IEU 9851867 3177 28140 31317 European 2018 ukb-b-10002 Males and Females
preeclampsia-eclampsia NA NA 7965 211852 219817 European NA ;{%ﬁ::l\gﬂepns-lfi\/pheno/OlS_PRE_O _—
preeclampsia-eclampsia NA 24165538 2355 264887 267242 European 2021 ebi-a-GCST90018906 Females

SNP:single-nucleotide polymorphism; PGC: psychiatry genomics consortium; MRC-IEU: the MRC Integrative Epidemiology Unit.


https://r10.finngen.fi/pheno/O15_PRE_OR_ECLAMPSIA

Table S2: SNPs adopted as genetic instruments in mendelian randomization analysis of mood disorders on preeclampsia-eclampsia

effect allele  effect ellele . standard .
SNP allele of allele of allele of allele of exposure outcome beta of beta of frequency frequency of position of error of sample size
exposure outcome exposure of exposure
exposure exposure outcome _outcome of exposure outcome exposure

rs10028075 T C T C bipolar disorder preeclampsia-eclampsia 0. 111602 0. 00267475 0. 5088 0. 343162 86967830 0. 0235 16731
rs10994397 T C T C bipolar disorder preeclampsia-eclampsia 0. 297867 0. 0456619 0. 170228 62279124 0. 048 16731
rs11085829 A G A G bipolar disorder preeclampsia-eclampsia  —0. 141679  -0. 0314006 0.35 0. 256834 13174312 0. 0287 16731
rsl12576775 G A G A bipolar disorder preeclampsia-eclampsia 0. 167236 0.06175 0. 181978 79077193 0. 0301 16731
rsl2912251 T G T G bipolar disorder preeclampsia-eclampsia  —0. 122218  -0. 0174367 0. 2083 0. 259078 38986368 0. 0258 16731
rs2281587 T C T C bipolar disorder preeclampsia-eclampsia 0. 113061 -0. 047103 0. 3583 0. 241445 105377349 0. 0247 16731
rs2287921 C T C T bipolar disorder preeclampsia-eclampsia 0. 115469 -0. 012716 0. 5678 0.433188 49228272 0.025 16731
rs3845817 C T C T bipolar disorder preeclampsia-eclampsia  —0. 110708  -0. 0253036 0.9917 0.610562 65758525 0.024 16731
rs4332037 T C T C bipolar disorder preeclampsia-eclampsia 0. 142486 0. 0099974 0. 1417 0. 246834 1950809 0. 031 16731
rs6550435 G T G T bipolar disorder preeclampsia-eclampsia 0. 111631 0. 00575202 0. 3509 0.317781 36864489 0.0244 16731
rs6746896 G A G A bipolar disorder preeclampsia-eclampsia  —0. 127249  —0. 00768362 0.2917 0. 453673 97410949 0.0251 16731
rs7296288 C A C A bipolar disorder preeclampsia-eclampsia 0. 137195 0.0175164 0. 4831 0. 537338 49479968 0. 0239 16731
rs736408 T C T C bipolar disorder preeclampsia-eclampsia  —0. 134094  -0. 0326533 0. 3083 0. 381689 52835354 0. 0258 16731
rs9371601 T G T G bipolar disorder preeclampsia-eclampsia 0. 142716 0. 0155009 0.3333 0. 336779 152790573 0.0243 16731
rs10493901 G T G T depression preeclampsia-eclampsia ~ —0. 2924 0. 0869847 0. 0336522 0. 0123509 98833455 0.0617 449414
rs10957334 A G A G depression preeclampsia-eclampsia 0.0715 0.010772 0. 338452 0.313713 65960510 0.0144 449414
rs11136497:T C T C depression preeclampsia-eclampsia 1.279 0. 0588142 0. 0235063 0. 0315587 111629006 0. 2751 449414
rsl11612711¢A G A G depression preeclampsia-eclampsia 0. 3078 0. 124295 0. 0164089 0. 011505 11816618 0. 0653 449414
rs13417898 C T C T depression preeclampsia-eclampsia ~ —0. 0671 -0. 0243354 0. 32157 0. 404975 38516428 0.0139 449414
rs14517651(A G A G depression preeclampsia-eclampsia 0. 0843 -0. 00282682 0. 171359 0. 182142 631574 0. 0183 449414
rs17795658 C T C T depression preeclampsia-eclampsia 0. 0887 -0. 014614 0. 117269 0. 152213 26830227 0.0191 449414
rs1842806 T C T C depression preeclampsia-eclampsia 0. 0639 -0. 0143976 0.669173 0.605074 43486923 0.0139 449414
rs1856246 G T G T depression preeclampsia-eclampsia 0. 0619 -0.0110794 0.413292 0. 507786 125057899 0.0135 449414
rs18950424:C A C A depression preeclampsia-eclampsia 0. 22 0.0321188 0. 027041 0. 0230431 155887039 0. 0478 449414
rs2046918 A G A G depression preeclampsia-eclampsia 0.0717 0. 0086425 0. 297229 0. 253987 191887975 0.0155 449414
rs34608209 T G T G depression preeclampsia-eclampsia 0.5941 0. 200347 0. 00532435 0.00337296 38569012 0. 1282 449414
rs35130355 T C T C depression preeclampsia-eclampsia ~ —0. 0635 0. 0227359 0.481135 0. 436501 208329196 0.0137 449414
rs4962579 T C T C depression preeclampsia-eclampsia 0.0723 0. 00623464 0.517175 0.617943 126156923 0.014 449414
rs6668851 A C A C depression preeclampsia-eclampsia ~ —0. 0682 -0. 00290641 0. 663019 0. 647453 226545866 0.014 449414
rs73487503 T C T C depression preeclampsia-eclampsia 0.1164 0. 00864865 0.0907471 0. 100684 40856982 0.0233 449414
rs74702231 T A T A depression preeclampsia-eclampsia 0.0787 0. 0203608 0. 145008 0.215956 4817433 0.0169 449414
rs7835373 A G A G depression preeclampsia-eclampsia 0. 0846 0. 0143846 0. 227066 0. 149184 78362277 0.0184 449414
rs7920460 T C T C depression preeclampsia-eclampsia 0. 0978 0. 0164082 0. 178569 0.114704 80838651 0.0202 449414
rs8061978 T C T C depression preeclampsia-eclampsia 0. 0692 -0. 0186531 0. 247228 0. 318858 73140324 0.0151 449414
rs916241 C T C T depression preeclampsia-eclampsia ~ —0. 0755 -0. 00114424 0.833011 0. 756124 49700618 0.0162 449414
rs9498371 C T C T depression preeclampsia-eclampsia 0. 0666 0. 0407833 0.47302 0. 402928 149884597 0.0138 449414
rs10036272 T C T C manic/hyper symptoms preeclampsia-eclampsia 0. 014218 -0. 0225744 0. 775676 0. 766974 180130876 0. 00294265 31317
rs10148448 A G A G manic/hyper symptoms preeclampsia-eclampsia 0. 0134566  —0. 0148262 0. 249549 0. 240573 101026148 0. 00280614 31317
rs11712949 A T A T manic/hyper symptoms preeclampsia-eclampsia 0. 0109814  -0. 00480013 0. 288435 0. 277842 63504643 0. 00268497 31317
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P value of position of P-value of standard sample size ] ) Steiger
error of id.exposure id.outcome ] .
exposure outcome outcome of outcome direction
outcome
1.95E-06 86046677  0.875987  0.0171395 219817 ieu—a—801 I1finngen R10 015 PRE OR ECLAMP{ TRUE
5.54E-10 60519366 0.0346689 0.0216181 219817 ieu—a—801 1finngen R10 015 PRE OR ECLAMPY TRUE
7.85E-07 13063498 0.0913545 0. 018599 219817 ieu—a—801 1finngen R10 015 PRE OR ECLAMP! TRUE
2.66E-08 79366149 0.00292523 0.0207529 219817 ieu—a—801 I1finngen R10 015 PRE OR ECLAMPY TRUE
2.10E-06 38694167 0. 347487 0.01856 219817 ieu—a—801 1finngen R10 015 PRE OR ECLAMP{ TRUE
4. 78E-06 103617592 0.0136452 0.0190973 219817 ieu—a—801 Ifinngen R10 015 PRE OR ECLAMP{ TRUE
4. 00E-06 48725015  0.438945 0.0164295 219817 ieu—a—801 1finngen R10 015 PRE OR ECLAMP! TRUE
3.92E-06 65531391  0.129379 0.0166849 219817 ieu—a—801 1finngen R10 015 PRE OR ECLAMP{ TRUE
4.28E-06 1911173 0. 5948 0. 0187959 219817 ieu—a—801 I1finngen R10 015 PRE OR ECLAMP{ TRUE
4.80E-06 36822998  0.742325 0.0174952 219817 ieu—a—801 1finngen R10 015 PRE OR ECLAMP! TRUE
4. 20E-07 96745212  0.637782  0.0163202 219817 ieu—a—801 1finngen R10 015 PRE OR ECLAMP! TRUE
9.39E-09 49086185  0.281827  0.0162758 219817 ieu—a—801 I1finngen R10 015 PRE OR ECLAMP{ TRUE
1.99E-07 52801338 0.051259 0.0167512 219817 ieu—a—801 1finngen R10 015 PRE OR ECLAMP! TRUE
4. 33E-09 152469438 0.368084  0.0172219 219817 ieu—a—801 1finngen R10 015 PRE OR ECLAMP{ TRUE
2.18E-06 98367899  0.241137  0.0742095 219817 ebi—a—GCST90018833 I1finngen R10 015 PRE OR ECLAMPY TRUE
7. 30E-07 65048275  0.537123  0.0174539 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMP{ TRUE
3.33E-06 111086384 0.209093 0.0468242 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMP! TRUE
2.44E-06 11816506  0.112625 0. 0783455 219817 ebi—a—GCST90018833 I1finngen R10 015 PRE OR ECLAMP{ TRUE
1. 39E-06 38289286  0.141636  0.0165577 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMP{ TRUE
3. 90E-06 631574 0.893863  0.0211878 219817 ebi—a—-GCST90018833 Ifinngen R10 015 PRE OR ECLAMP{ TRUE
3.52E-06 26818906  0.518936 0. 0226578 219817 ebi—a—GCST90018833 I1finngen R10 015 PRE OR ECLAMPY TRUE
4. 63E-06 43445431 0.386462 0.0166244 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMPY TRUE
4.73E-06 124736753  0.496372 0. 0162883 219817 ebi—a—GCST90018833 Ifinngen R10 015 PRE OR ECLAMP{ TRUE
4. 09E-06 155565905 0.562501 0. 0554603 219817 ebi—a—GCST90018833 I1finngen R10 015 PRE OR ECLAMP{ TRUE
3.88E-06 192170186 0.647769 0.018917 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMP! TRUE
3.61E-06 38103340 0. 160361 0. 142712 219817 ebi—a—GCST90018833 I1finngen R10 015 PRE OR ECLAMP{ TRUE
3.49E-06 207464472 0.167171  0.0164591 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMP{ TRUE
2.47TE-07 124468354 0.712108 0.0168948 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMP! TRUE
1.03E-06 226358165 0.863893  0.0169548 219817 ebi—a—GCST90018833 I1finngen R10 015 PRE OR ECLAMP{ TRUE
5. T2E-07 43277017  0.748497 0. 0269746 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMP{ TRUE
3.07E-06 4767432 0. 3049 0.0198452 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMP! TRUE
4.21E-06 77450041  0.530077  0.0229095 219817 ebi—a—GCST90018833 I1finngen R10 015 PRE OR ECLAMP{ TRUE
1. 29E-06 79078894  0.519454  0.0254711 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMP{ TRUE
4. 34E-06 73106425  0.286064  0.0174852 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMP! TRUE
3.15E-06 49304693  0.951879 0. 0189607 219817 ebi—a—GCST90018833 I1finngen R10 015 PRE OR ECLAMPY TRUE
1. 43E-06 149563461 0.0140809 0.016611 219817 ebi—a—GCST90018833 1finngen R10 015 PRE OR ECLAMP{ TRUE
1. 40E-06 180703876 0.241914  0.0192908 219817 ukb—b-10002 1finngen R10 015 PRE OR ECLAMP! TRUE
1. 60E-06 100559811 0.436251  0.0190436 219817 ukb—b—10002 I1finngen R10 015 PRE OR ECLAMPY TRUE
4. 30E-05 63518967  0.791748  0.0181795 219817 ukb—b—10002 1finngen R10 015 PRE OR ECLAMP! TRUE
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Table S3: Estimates of causal effect of three subtyps of mood disorders on preeclampsia-eclampsia

Exposure Outcome number IVWw MR-Egger Weighted median Weighted mode Meta-analysis

of SNP  OR (95% CI) P-value OR (95% CI) P-value OR (95% CI) P-value OR (95% CI) P-value OR (95% CI) P-value
bipolar disorder preeclampsia-eclampsia(FinnGen) 14 1.16(1.08-1.24) <0.001  1.25(0.99-1.59)  0.089 1.16(1.05-1.27) 0.002 1.14(1.00-1.31) 0.077 L15(1.08-122)  <0.001
bipolar disorder preeclampsia-eclampsia(IEU) 6 1.11(0.95-1.30) 0.207 1.10(0.65-1.85) 0.207 1.10(0.65-1.85) 0.746 1.14(0.94-1.39) 0.187
depression preeclampsia-eclampsia(FinnGen) 22 1.06(1.00-1.13)  0.048  1.05(0.99-1.14)  0.184 1.05(0.97-1.13) 0.202 1.05(0.98-1.13) 0.194 1L07(101-1.13) 001
depression preeclampsia-eclampsia(IEU) 22 1.14(0.98-1.32)  0.101  1.03(0.82-1.30)  0.792 1.07(0.85-1.34) 0.551 1.05(0.83-1.32) 0.703
manic/hyper symptoms  preeclampsia-eclampsia(FinnGen) 33 0.86(0.51-1.46) (0.572 0.41(0.01-28.51) 0.683 0.80(0.39-1.66) 0.551 0.95(0.19-4.67) 0.949 082051-131) 041
manic/hyper symptoms  preeclampsia-eclampsia(IEU) 33 1.05(0.97-1.14)  0.203  1.11(0.81-1.51)  0.515 1.01(0.90-1.13) 0.893 0.95(0.69-1.32) 0.778

OR, odds ratio; CI, confidence interval; IVW, inverse variance weighting; SNP:single-nucleotide polymorphism; MR, Mendelian randomization.



Table S4: Estimates of causal effect of preeclampsia-eclampsia on three subtyps of mood disorders

Exposure Outcome number IVWw MR-Egger Weighted median Weighted mode Meta-analysis
of SNP OR (95% CI) P-value OR (95% CI) P-value OR (95% CI) P-value OR (95% CI) P-value OR (95% CI)  P-value

preeclampsia-eclampsia(FinnGen)  bipolar disorder 38 0.90(0.80-1.02)  0.105 0.62(0.42-0.92) 0.022 0.92(0.77-1.08) ~ 0.307 0.74(0.54-1.02) ~ 0.078 0.96(0.88-1.05) 0.34
preeclampsia-eclampsia(IEU) bipolar disorder 31 0.99(0.92-1.07) 0.814 1.29(1.00-1.65) 0.057 0.97(0.87-1.08) 0.579 0.96(0.80-1.15) 0.636
preeclampsia-eclampsia(FinnGen)  depression 12 1.11(0.98-1.26) 0.11 1.00(0.70-1.42) 0.979 1.14(1.10-1.29) 0.052 1.14(0.98-1.34) 0.123 1.04(0.96-1.13) 031
preeclampsia-eclampsia(IEU) depression 14 1.02(0.95-1.08)  0.637 1.15(0.96-1.37) 0.159 1.02(0.94-1.11)  0.625 1.03(0.92-1.16)  0.593 ’
preeclampsia-eclampsia(FinnGen) ~ manic/hyper symptoms 8 1.00(0.99-1.02) 0.66 0.93(0.84-1.03) 0.216 1.00(0.98-1.03)  0.913 0.99(0.95-1.03)  0.581 0.99(0.98-1.01) 0.46
preeclampsia-eclampsia(IEU) manic/hyper symptoms 9 1.00(0.94-1.06)  0.975 0.91(0.75-1.12) 0.407 0.99(0.94-1.05)  0.777 1.01(0.92-1.11) ~ (.828

OR, odds ratio; CI, confidence interval; IVW, inverse variance weighting; SNP:single-nucleotide polymorphism; MR, Mendelian randomization.



