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Supplementary Methods 1: Meta-analysis of long-term effects of calcium and calcium plus vitamin D supplementations on S-Ca

Meta-analysis procedure

Studies included in the meta-analysis those in a published meta-analysis assessing calcium and calcium plus vitamin D supplementations in
relation to bone mineral density (Tai V et al, 2015, BMJ). That meta-analysis included 32 clinical trials of calcium supplementation of which seven
reported data on S-Ca concentrations after the calcium supplement intervention and were included here. The meta-analysis also included 19
trials of supplementation with calcium plus vitamin D. Of these, seven provided data for total S-Ca and were included in the present meta-
analysis. In sensitivity analyses of calcium supplements alone, we excluded the Recker et al, 1977 study (as participants were restricted to a low-
calcium diet) and the Ruml et al, 1999 study that provided no information about fasting status. In the analysis of calcium plus vitamin D
supplementation we excluded the studies by Baeksgaard et al, 1998, Doetsch et al, 2004 and Harwood et al, 2004 since they did not indicate
that bloods were obtained fasting, the Meier et al, 2004 study since bloods were not obtained fasting post-treatment, and Chapuy et al, 2002
since participants with osteomalacia were included.

Statistical analysis: Both fixed and random effects inverse variance weighted models were used to estimate the mean difference in means of S-
Ca from included studies. We manually converted reported S-Ca data in other units to mmol/L across studies and aimed to estimate a pooled

mean difference in absolute concentrations, rather than a standardized difference. The /? statistic was calculated to assess heterogeneity among



estimates from different studies. The funnel plot and egger test were used to assess publication bias. The meta-analysis was performed using
“metan” package in Stata/SE 15.0.

Table 1. Included studies in the meta-analysis of long-term effects of calcium supplementation on S-Ca concentrations

- - i i Treatment? Placebo?
No Study Setting Mean N N Calcium Duration Fasting Diet
age treatment  control dose (mg/d) blood Mean SD Mean SD

1 Reckeretal, 1977 Community 57 14 12 1040 2y Yes t:l"(‘:’ium 240 016 235 062
2 Lau et al, 1992 Institution 76 12 12 800 10 mon Yes Normal 2.33 0.04 2.18 0.16
3 Riggs et al, 1998 Community 66 88 89 1600 4y Yes Normal 2.40 0.10 2.38 0.06
4 Ruml et al, 1999 Community 52 17 28 800 2y NA Normal 240 008 243 0.08
5 Son et al, 2001 Community 72 22 21 1000 10 mon Yes Normal 2.35 0.35 2.24 0.43
6 Rajatanavin et al, 2010 Community 66 178 165 500 2y Yes Normal 2.46 0.10 2.41 0.10
7 Nakamura et al, 2012 Community 60 142 137 500 2y Yes Normal 229 008 227 0.0

Units of S-Ca were scaled to mmol/L across studies. Mean values present post-treatment S-Ca concentrations. ? these are post-treatment values.

Table 2. Included studies in the meta-analysis of long-term effects of calcium plus vitamin D supplementation on S-Ca concentrations

No Study Setting Mean age N-treatment N-control Calcium dose VD dose Duration Fasting Diet Treatment” Placebo’
(mg/d) (1u/d) blood Mean SD Mean SD

1 Orwoll et al, 1990 Community 58 41 36 1000 1000 3y Yes  Normal 237 010 236 0.10
2 Baeksgaard et al, 1998 Community 62 65 63 1000 560 2y NA Normal 239 011 235 010
3 Chapuy et al, 2002 Institution 85 137 127 1200 800 2y Yes  Normal 232 013 227 013
4  Doetschetal,2004  Community NA 16 14 1000 800 6w NA Normal 238 009 227  0.09
5 Harwoodetal, 2004 Community 81 75 75 1000 800 1y NA Normal 242 018 240 0.20
6  Meier et al, 2004 Community 56 27 16 500 500 6 mon No Normal 2.34 0.06 2.35 0.08
7  Zhuetal, 2008 Community 75 39 41 1200 1000 3y Yes  Normal 242 007 236 012

Units of S-Ca were scaled to mmol/L across studies. Mean values present post-treatment S-Ca concentrations. 2 these are post-treatment values.
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Supplementary Methods 2: Instrument selection for S-Ca in UK Biobank
Instrumental selection for S-Ca in the UK Biobank was based on summary-level data from the Neale lab (the second-round results of analysis,

http://www.nealelab.is/uk-biobank). Among participants in the UK Biobank study, those who were closely related (or at least one of a related

pair of individuals) and those with sex chromosome aneuploidies were excluded. The Neale lab imputed genotypes using HRC plus UK10K & 1000
Genomes reference panels. In quality control, they excluded genetic variants with minor allele frequency <0.1% and Hardy-Weinberg equilibrium
p-value <1x107° and an info score <0.8. Genome-wide association tests were adjusted for age, sex and up to 20 genetic principal components.
Detailed information on sample selection, phenotype definition and genome-wide association test models can be found in the webpages for the

Neale lab and UK Biobank (http://www.nealelab.is/uk-biobank). The code for data imputation and GWAS analysis can be found at

https://github.com/Nealelab/UK Biobank GWAS. Based on this summary-level data, we first selected all SNPs associated with S-Ca at p <5x10°

8 Among SNPs remained, independent SNPs were selected by the definition of linkage disequilibrium r?’<0.001 and clumping distance at 10,000

kb. Instrument selection was performed in MR-Base platform (https://www.mrbase.org/).



http://www.nealelab.is/uk-biobank
http://www.nealelab.is/uk-biobank
https://github.com/Nealelab/UK_Biobank_GWAS
https://www.mrbase.org/

Supplementary Figure 1. Long-term effect of calcium supplementation on S-Ca concentrations

Trial Dose Estimate (95% ClI) Weight (%)
|
Recker et al, 1977 1040 € i = > 0.04 (-0.32, 0.40) 0.1
Lau et al, 1992 800 i = 0.15 (0.06, 0.24) 1.80
|
Riggs et al, 1998 1600 - 0.03 (0.00,0.05)  23.84
Ruml et al, 1999 800 —— i -0.03 (-0.07, 0.02) 7.20
Son et al, 2001 1000 i = > 0.12(-0.12,0.35)  0.27
Rajatanavin et al, 2010 500 ‘:—l— 0.05 (0.02, 0.07) 32.78
1
Nakamura et al, 2012 500 ‘—.'E- 0.01 (-0.01, 0.04) 33.99
1
Combined in fixed-effects model (P =64.8%, p=0.009) <> 0.03 (0.02, 0.04) 100.00
Combined in random-effects model <> 0.03 (0.00, 0.06)

T T T T T T T T T T
-0.2 -0.1 0 0.1 0.2 0.3

Difference in mean of S-Ca in mmol/l between arms with calcium supplementation and placebo



Supplementary Figure 2. Long-term effect of calcium plus vitamin D supplementation on S-Ca concentrations

Trial Ca dose (mg/d) VD dose (IU/d)
Orwoll et al, 1990 1000 1000
Baeksgaard et al, 1998 1000 560

Chapuy et al, 2002 1200 800

Doetsch et al, 2004 1000 800

Harwood et al, 2004 1000 800

Meier et al, 2004 500 500

Zhu et al, 2008 1200 1000

Combined in fixed-effects model (£ = 52.6%, p = 0.049)

Combined in random-effects model

Estimate (95% CI) Weight (%)

0.01 (-0.08, 0.05) 13.18

0.04 (0.00, 0.08) 19.15

—_— 0.05(0.02, 0.08) 26.81

= 0.11 (0.05,0.17) 6.34

0.02 (-0.04, 0.08) 7.21

-0.01 (-0.06, 0.04) 12.89

L 0.06 (0.02,0.10) 14.42

<> 0.04 (0.02,0.05) 100.00
<> 0.04 (0.01, 0.06)

T
-0.1

0

T T T T
0.1 0.2

Difference in mean of S-Ca in mmol/l between arms with calcium+Vitamin D supplementation and placebo



Supplementary Figure 3. Long-term effect of calcium supplementation on fasting S-Ca concentrations

Trial Ca dose (ma/d) Estimate (95% CI)  Weight (%)

:

1
Lau et al, 1992 800 ! = 0.15(0.06,0.24)  1.95

:
Riggs et al, 1998 1600 —— 0.03 (0.00,0.05) 2572
Son et al, 2001 1000 - } 0.12(-0.12,0.35)  0.29
Rajatanavin et al, 2010 500 L 0.05(0.02,0.07)  35.36
Nakamura et al, 2012 500 0.01(-0.01, 0.04) 36.68
Combined in fixed-effects model (£ = 65.2%, p = 0.022) @ 0.03 (0.02, 0.04) 100.00
Combined in random-effects model <> 0.04 (0.01, 0.06)

1

1

I

1

:

T T T T T T T T T T

-0.2 -0.1 0 0.1 02 0.3

Difference in mean of S-Ca in mmol/l between arms with calcium supplementation and placebo



Supplementary Figure 4. Long-term effect of calcium plus vitamin D supplementation on fasting S-Ca concentrations

Trial Cadose (mg/d) VD dose (IU/d) Estimate (95% CI) Weight (%)

Orwoll et al, 1990 1000 1000 = 0.01 (-0.03, 0.05) 47.76

Zhu et al, 2008 1200 1000 L 0.06 (0.02, 0.10) 52.24

Combined in fixed-effects model (# = 62.1%, p = 0.104) 0.04 (0.01, 0.07) 100.00

Combined in random-effects model < 0.04 (-0.01, 0.09)

i

Difference in mean of S-Ca in mmol/l between arms with calcium+Vitamin D supplementation and placebo



Supplementary Figure 5. Funnel plots for two meta-analyses
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Supplementary Table 1. Studies and consortia used in the present study

Exposure or outcome

Data source

Participants @

PubMed ID or webpage

Serum calcium
Serum calcium
Serum 25(OH)D

Serum 25(0OH)D

Longevity

Longevity

Cardiovascular disease

Cancer

Meta-analysis of GWASs
UK Biobank
Meta-analysis of GWASs

UK Biobank

Meta-analysis of GWASs
(Deelen J, et al)

UK Biobank (Pilling LC, et al)

FinnGen consortium

FinnGen consortium

Up to 61,054 participants of European ancestry from the
discovery (17 studies) and replication (11 studies) stages
315,153 participants of European ancestry from the UK
Biobank study

42,274 participants of European ancestry for rs117913124 and
79,366 participants of European ancestry for other six SNPs
417,580 participants of European ancestry from the UK
Biobank study

11,262 European-descent participants who lived beyond an
age at or above the 90y, survival percentile (as cases) and
25,483 controls who died at or before the age at the 60+,
survival percentile or whose age at the last follow-up visit was
at or before the 604, survival percentile

7,182 European-descent participants whose both parents with
longevity in top 10% and 79,767 controls

111,108 Finnish-descent participants with at least one
cardiovascular disease and 107,684 controls

38,036 Finnish-descent participants with at least one
malignant neoplasm and 180,756 controls

24068962

http://www.nealelab.is/uk-
biobank

rs117913124 (28757204) and
other SNPs (29343764)

32242144

31413261

27015805

https://www.finngen.fi/fi

https://www.finngen.fi/fi

3The GWASs included in the meta-analysis for calcium are listed in Text S1: https://journals.plos.org/plosgenetics/article?id=10.1371/journal.pgen.1003796
#s5. The GWASs included in the meta-analysis for 25(0OH)D are listed in the Methods part: https://www.nature.com/articles/s41467-017-02662-2#Sec9 and
in the Table 1 (for rs117913124): https://www.cell.com/ajhg/fulltext/S0002-9297(17)30277-X#secsectitle0060. Meta-analyses of GWAS for both calcium an
d 25(0OH)D did not include UK Biobank study. The summary-level data of the meta-analysis of GWAS on longevity was based on the discovery and replication
stages, where individuals GWAS was list in Table 1: https://www.nature.com/articles/s41467-019-11558-2#data-availability (this meta-analysis of GWAS on
longevity did not include the UK Biobank study).

11


https://pubmed.ncbi.nlm.nih.gov/24068962/
http://www.nealelab.is/uk-biobank
http://www.nealelab.is/uk-biobank
https://pubmed.ncbi.nlm.nih.gov/28757204/
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Supplementary Table 2. Diagnostic information for cardiovascular disease and cancer in FinnGen

Included outcomes

Diagnostic information

Primary outcome

Secondary outcome

Hospital discharge registry

Heart disease
(rheumatic fever)

Hypertensive
diseases

Ischemic heart
diseases

Pulmonary heart
disease

Other heart
diseases

Rheumatic fever with heart involvement

Rheumatic fever without mention of heart involvement

Rheumatic valve diseases

Rheumatic heart disease, other
Hypertension, Pulmonary Arterial
Hypertensive heart and/or renal disease
Hypertension

Angina pectoris

Myocardial infarction

Complications following myocardial infarction
Status post-ami

Coronary atherosclerosis

Coronary angiopasty

Coronary artery bypass grafting

Pulmonary embolism

Other pulmonary heart/vessel disease
Pericarditis

Other diseases of pericardium
Endocarditis

Non-rheumatic valve diseases

Valvular operations

Myocarditis
Cardiomyopathy
Conduction disorders
Cardiac arrest

ICD-10: 1020/101, ICD-9: 391, ICD-8: 391

ICD-10: 1029/100, ICD-9: 390, ICD-8: 390

ICD-10: 105/106/108/107, ICD-9: 394/395/396, ICD-8: 3940|3950|3960|3970

ICD-10: 109, ICD-9: 3920A/397/393/398, ICD-8: 3920|393|3979|398

ICD-10: 1270, ICD-9: 4160A, ICD-8: 42600

ICD-10: 111/113/112, ICD-9: 4029A/4029B/4039A/4040A, ICD-8: 40299 |40399 40499
ICD-10: 113/1674/111/110/112/115, ICD-

9: 4019X/4029A/4029B/4039A/4040A/4059A/4059B/4059X/4372A, ICD-8:
400|401|402|403|404

ICD-10: 120, ICD-9: 413, ICD-8: 413

ICD-10: 122/121, ICD-9: 410, ICD-8: 410

ICD-10: 123

ICD-10: 1253, ICD-9: 412, ICD-8: 412

ICD-10: T822/Z951/125/124, ICD-9: 414/9960A, ICD-8: 414

Operation codes: AFNF|AFNG|ATFN40|AFN1AT |AFN1BT|AFN1YT, A825| 7835|1845,
AAN2|MAN3 | AAN4 [AANA|AANB

Operation codes: AFNA|AFNB|A*FNC|~FND | *FNE,
A5311$|75312$|253135|A53145|A53155, A11$5|A255|7111$5]71125|21135|~1195S,
AAAL|MAA2 | AAAS | AAAX

ICD-10: 126, ICD-9: 415, ICD-8: 450

ICD-10: 128/127, ICD-9: 416/417, ICD-8: 426

ICD-10: 130/132, ICD-9: 420, ICD-8: 420

ICD-10: 131, ICD-9: 423, ICD-8: 423

ICD-10: 138/139/133, ICD-9: 0932A/421, ICD-8: 421

ICD-10: 135/134/136/137, ICD-9: 424, ICD-8: 39[4-6165|424

AEGA|AFGC|AFGD | AFGE | AFGW | AFAJE | AFAJF | AFK | AFM,
A5261$|A527|A528| 529|530

ICD-10: 141/140, ICD-9: 422, ICD-8: 0742|422

ICD-10: 142

ICD-10: 144/145, 1CD-9: 426

ICD-10: 146, ICD-9: 4275A, ICD-8: 4272
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https://icd.who.int/browse10/2016/en#/I02.0
https://icd.who.int/browse10/2016/en#/I01
https://icd.who.int/browse10/2016/en#/I02.9
https://icd.who.int/browse10/2016/en#/I00
https://icd.who.int/browse10/2016/en#/I05
https://icd.who.int/browse10/2016/en#/I06
https://icd.who.int/browse10/2016/en#/I08
https://icd.who.int/browse10/2016/en#/I07
https://icd.who.int/browse10/2016/en#/I09
https://icd.who.int/browse10/2016/en#/I27.0
https://icd.who.int/browse10/2016/en#/I11
https://icd.who.int/browse10/2016/en#/I13
https://icd.who.int/browse10/2016/en#/I12
https://icd.who.int/browse10/2016/en#/I13
https://icd.who.int/browse10/2016/en#/I67.4
https://icd.who.int/browse10/2016/en#/I11
https://icd.who.int/browse10/2016/en#/I10
https://icd.who.int/browse10/2016/en#/I12
https://icd.who.int/browse10/2016/en#/I15
https://icd.who.int/browse10/2016/en#/I20
https://icd.who.int/browse10/2016/en#/I22
https://icd.who.int/browse10/2016/en#/I21
https://icd.who.int/browse10/2016/en#/I23
https://icd.who.int/browse10/2016/en#/I25.3
https://icd.who.int/browse10/2016/en#/T82.2
https://icd.who.int/browse10/2016/en#/Z95.1
https://icd.who.int/browse10/2016/en#/I25
https://icd.who.int/browse10/2016/en#/I24
https://icd.who.int/browse10/2016/en#/I26
https://icd.who.int/browse10/2016/en#/I28
https://icd.who.int/browse10/2016/en#/I27
https://icd.who.int/browse10/2016/en#/I30
https://icd.who.int/browse10/2016/en#/I32
https://icd.who.int/browse10/2016/en#/I31
https://icd.who.int/browse10/2016/en#/I38
https://icd.who.int/browse10/2016/en#/I39
https://icd.who.int/browse10/2016/en#/I33
https://icd.who.int/browse10/2016/en#/I35
https://icd.who.int/browse10/2016/en#/I34
https://icd.who.int/browse10/2016/en#/I36
https://icd.who.int/browse10/2016/en#/I37
https://icd.who.int/browse10/2016/en#/I41
https://icd.who.int/browse10/2016/en#/I40
https://icd.who.int/browse10/2016/en#/I42
https://icd.who.int/browse10/2016/en#/I44
https://icd.who.int/browse10/2016/en#/I45
https://icd.who.int/browse10/2016/en#/I46

Cerebrovascular
diseases

Diseases of arteries,
arterioles and
capillaries

Paroxysmal tachycardia

Atrial fibrillation and flutter

Heart failure, strict

Other arrhytmias

Other or ill-defined heart diseases
Subarachnoid haemmorrhage
Intracerebral haemmorrhage
Other intracranial haemorrhages
Ischaemic stroke

Occlusion and stenosis of arteries, not leading to stroke
Dissection of cerebral arteries, nonruptured

Cerebral aneurysm, nonruptured

Endovascular or surgical operations to intracerebral
aneurysms

Cerebral atherosclerosis

Progressive vascular leukoencephalopathy
Hypertensive encephalopathy

Moyamoya

Nonpyogenic thrombosis of intracranial venous system
Cerebral arteritis

Other specified cerebrovascular diseases

Cerebral amyloid angiopathy

Sequelae of cerebrovascular disease

Atherosclerosis, excluding cerebral, coronary and PAD
Aortic aneurysm

Other aneurysm

Other peripheral vascular diseases

Embolism and thrombosis of abdominal aorta

Arterial embolism and thrombosis of lower extremity
artery

Other arterial embolism and thrombosis

Other diseases of arteries and capillaries
Peripheral artery disease
Vascular diseases of the intestine

ICD-10: 147, ICD-8: 4275

ICD-10: 148, ICD-8: 42792

ICD-10: 150/1130/1132/1110, ICD-9: 4029B/428, ICD-8: 42700|42710]428|7824
ICD-10: 149, ICD-9: 427, ICD-8: 42798, exclude ICD-9: 4273, ICD-8: 42792
ICD-10: 152/151, ICD-9: 429, ICD-8: 42899|42999

ICD-10: 160, ICD-9: 430, ICD-8: 430

ICD-10: 161, ICD-9: 431, ICD-8: 431

ICD-10: 162

ICD-10: 163/164, ICD-9: 436/4340A/4331A/4330A/4349A/4341A/4339A, ICD-8:
433|434|436, exclude ICD-10: 1636

ICD-10: 166, ICD-9: 4330X/4331X/4339X

ICD-10: 1670

ICD-10: 1671

Operation codes: AAACO|*AAC1|~AACI|"AALO,
A2161|72162|72163|22164|72165|42169]|72160|72166|72167|72168
ICD-10: 1672, ICD-8: 437

ICD-10: 1673

ICD-10: 1674

ICD-10: 1675

ICD-10: 1676

ICD-10: 1677/1682

ICD-10: 1688/1678/1679, ICD-9: 436/4378X, ICD-8: 438

ICD-10: 1680

ICD-10: 169, ICD-9: 438

ICD-10: 170, ICD-9: 440, ICD-8: 440

ICD-10: 1718/1713/1711/1712/1716/1719/1714/1715, ICD-9: 0930A, ICD-8: 0930|441
ICD-10: 172, ICD-9: 442, ICD-8: 442

ICD-10: 173, ICD-9: 443, ICD-8: 443

CD-10: 1740, ICD-9: 4440A, ICD-8: 44400, exclude ICD-10: 4440

ICD-10: 1743, ICD-9: 4442A

ICD-10: 174, ICD-9: 444, ICD-8: 444, exclude ICD-10: 1743 |1740; ICD-9: 4440A|4442A,
ICD-8: 4440

ICD-10: 177/178, ICD-9: 447/448, ICD-8: 447|448

ICD-10: E105/E145/E135/1739/E125/E115/1702, ICD-8: 25006 | 4402|4439

ICD-10: K550/K551/K559, ICD-9: 557, ICD-8: 4442
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https://icd.who.int/browse10/2016/en#/I47
https://icd.who.int/browse10/2016/en#/I48
https://icd.who.int/browse10/2016/en#/I50
https://icd.who.int/browse10/2016/en#/I13.0
https://icd.who.int/browse10/2016/en#/I13.2
https://icd.who.int/browse10/2016/en#/I11.0
https://icd.who.int/browse10/2016/en#/I49
https://icd.who.int/browse10/2016/en#/I52
https://icd.who.int/browse10/2016/en#/I51
https://icd.who.int/browse10/2016/en#/I60
https://icd.who.int/browse10/2016/en#/I61
https://icd.who.int/browse10/2016/en#/I62
https://icd.who.int/browse10/2016/en#/I63
https://icd.who.int/browse10/2016/en#/I64
https://icd.who.int/browse10/2016/en#/I66
https://icd.who.int/browse10/2016/en#/I67.0
https://icd.who.int/browse10/2016/en#/I67.1
https://icd.who.int/browse10/2016/en#/I67.2
https://icd.who.int/browse10/2016/en#/I67.3
https://icd.who.int/browse10/2016/en#/I67.4
https://icd.who.int/browse10/2016/en#/I67.5
https://icd.who.int/browse10/2016/en#/I67.6
https://icd.who.int/browse10/2016/en#/I67.7
https://icd.who.int/browse10/2016/en#/I68.2
https://icd.who.int/browse10/2016/en#/I68.8
https://icd.who.int/browse10/2016/en#/I67.8
https://icd.who.int/browse10/2016/en#/I67.9
https://icd.who.int/browse10/2016/en#/I68.0
https://icd.who.int/browse10/2016/en#/I69
https://icd.who.int/browse10/2016/en#/I70
https://icd.who.int/browse10/2016/en#/I71.8
https://icd.who.int/browse10/2016/en#/I71.3
https://icd.who.int/browse10/2016/en#/I71.1
https://icd.who.int/browse10/2016/en#/I71.2
https://icd.who.int/browse10/2016/en#/I71.6
https://icd.who.int/browse10/2016/en#/I71.9
https://icd.who.int/browse10/2016/en#/I71.4
https://icd.who.int/browse10/2016/en#/I71.5
https://icd.who.int/browse10/2016/en#/I72
https://icd.who.int/browse10/2016/en#/I73
https://icd.who.int/browse10/2016/en#/I74.0
https://icd.who.int/browse10/2016/en#/I74.3
https://icd.who.int/browse10/2016/en#/I74
https://icd.who.int/browse10/2016/en#/I77
https://icd.who.int/browse10/2016/en#/I78
https://icd.who.int/browse10/2016/en#/E10.5
https://icd.who.int/browse10/2016/en#/E14.5
https://icd.who.int/browse10/2016/en#/E13.5
https://icd.who.int/browse10/2016/en#/I73.9
https://icd.who.int/browse10/2016/en#/E12.5
https://icd.who.int/browse10/2016/en#/E11.5
https://icd.who.int/browse10/2016/en#/I70.2
https://icd.who.int/browse10/2016/en#/K55.0
https://icd.who.int/browse10/2016/en#/K55.1
https://icd.who.int/browse10/2016/en#/K55.9

Phlebitis and thrombophlebitis (not including DVT) ICD-10: 180, ICD-9: 4518X/4519X, ICD-8: 451, exclude IVD-10: 1802|1803, ICD-8:
4510.
DVT of lower extremities ICD-10: 1803, ICD-9: 4510A/4511A/4512A, ICD-8: 4510
Diseases of veins, Portal vein thrombosis . ICD-10: 181, ICD-9: 452, ICD-8: 452
lymphatic vessels Oth.er embgllsm and thrombosis ICD-10: 182, ICD-9: 453, ICD-8: 453
and lymph nodes, Varicose veins . ICD-10: 183, ICD-9: 454, ICD-8: 454
not elsewhere Oes.ophagefal varices . ICD-10: 185, ICD-8: 4560
classified Varicose veins of other sites ICD-10: 186, ICD-9: 456, ICD-8: 456, exclude ICD-9: 456[0-1], ICD-8: 4560
Other disorders of veins ICD-10: 187
Nonspesific lymphadenitis ICD-10: 188, ICD-8: 289[1-3]
Other noninfective disordersof lymphatic vessels and ICD-10: 189, ICD-9: 457, ICD-8: 457
lymph nodes
Other CVD Hypotension ICD-10: 195, ICD-9: 458, ICD-8: 4580
Other other unspecified disorders of the circulatory system  ICD-10: 199/197, ICD-9: 4590A, ICD-8: 4581|4589
Malignant neoplasm of base of tongue ICD-10: C01, ICD-9: 1410A, ICD-8: 1410
Malignant neoplasm of other and unspecified parts of ICD-10: C02, ICD-9: 141, ICD-8: 141, exclude ICD-9: 1410A, ICD-8: 1410.
tongue
Malignant neoplasm of floor of mouth ICD-10: C04, ICD-9: 144, ICD-8: 144
Malignant neoplasm of other and unspecified parts of ICD-10: C06, ICD-9: 145, ICD-8: 145
Malignant neoplasm mouth
of lip, oral cavity Malignant neoplasm of tonsil ICD-10: C09, ICD-9: 1460A, ICD-8: 1460
and pharynx Malignant neoplasm of oropharynx ICD-10: C10, ICD-9: 146, ICD-8: 146, exclude ICD-9: 1460A
Malignant neoplasm of nasopharynx ICD-10: C11, ICD-9: 147, ICD-8: 147
Malignant neoplasm of piriform sinus ICD-10: C12, ICD-9: 1481A, ICD-8: 1481
Malignant neoplasm of hypopharynx ICD-10: C13, ICD-9: 148, ICD-8: 148, exclude ICD-9: 1481A, ICD-8: 1481
Malignant neoplasm of other and ill-defined sites in the lip, ICD-10: C14, ICD-9: 149, ICD-8: 149
oral cavity and pharynx
Malignant neoplasm of oesophagus ICD-10: C15, ICD-9: 150, ICD-8: 150
Malignant neoplasm of stomach ICD-10: C16, ICD-9: 151, ICD-8: 151
Malignant neoplasm of small intestine ICD-10: C17, ICD-9: 152, ICD-8: 152
Malignant neoplasm Mal?gnant neoplasm of colon ' - . ICD-10: C18, ICD-9: 153, ICD-8: 153
of digestive organs Malignant neoplasm of rectosigmoid junction ICD-10: C19, ICD-8: 1540
Malignant neoplasm of rectum ICD-10: C20, ICD-9: 154, ICD-8: 1541
Malignant neoplasm of anus and anal canal ICD-10: C21, ICD-8: 1542
Malignant neoplasm of liver and intrahepatic bile ducts ICD-10: C22, ICD-9: 155, ICD-8: 155
Malignant neoplasm of gallbladder ICD-10: C23, ICD-8: 1560
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https://icd.who.int/browse10/2016/en#/I80
https://icd.who.int/browse10/2016/en#/I80.3
https://icd.who.int/browse10/2016/en#/I81
https://icd.who.int/browse10/2016/en#/I82
https://icd.who.int/browse10/2016/en#/I83
https://icd.who.int/browse10/2016/en#/I85
https://icd.who.int/browse10/2016/en#/I86
https://icd.who.int/browse10/2016/en#/I87
https://icd.who.int/browse10/2016/en#/I88
https://icd.who.int/browse10/2016/en#/I89
https://icd.who.int/browse10/2016/en#/I95
https://icd.who.int/browse10/2016/en#/I99
https://icd.who.int/browse10/2016/en#/I97
https://icd.who.int/browse10/2016/en#/C01
https://icd.who.int/browse10/2016/en#/C02
https://icd.who.int/browse10/2016/en#/C04
https://icd.who.int/browse10/2016/en#/C06
https://icd.who.int/browse10/2016/en#/C09
https://icd.who.int/browse10/2016/en#/C10
https://icd.who.int/browse10/2016/en#/C11
https://icd.who.int/browse10/2016/en#/C12
https://icd.who.int/browse10/2016/en#/C13
https://icd.who.int/browse10/2016/en#/C14
https://icd.who.int/browse10/2016/en#/C15
https://icd.who.int/browse10/2016/en#/C16
https://icd.who.int/browse10/2016/en#/C17
https://icd.who.int/browse10/2016/en#/C18
https://icd.who.int/browse10/2016/en#/C19
https://icd.who.int/browse10/2016/en#/C20
https://icd.who.int/browse10/2016/en#/C21
https://icd.who.int/browse10/2016/en#/C22
https://icd.who.int/browse10/2016/en#/C23

Malignant neoplasm
of bone and
articular cartilage

Malignant neoplasm
of skin

Melignant neoplasm
of mesothelium and
soft tissue

Malignant neoplasm
of breast

Malignant neoplasm
of female genital
organs

Malignant neoplasm
of male genital
organs

Malignant neoplasm
of urinary organs

Malignant neoplasm of other and unspecified parts of
biliary tract

Malignant neoplasm of other and ill-defined digestive
organs

Malignant neoplasm of pancreas

Malignant neoplasm of bone and articular cartilage of
limbs

Malignant neoplasm of bone and articular cartilage of
other and unspecified sites

Malignant melanoma of skin

Non-melanoma skin cancer

Mesothelioma

Kaposi sarcoma

Malignant neoplasm of peripheral nerves and autonomic
nervous system

Malignant neoplasm of retroperitoneum and peritoneum
Malignant neoplasm of other connective and soft tissue
Malignant neoplasm of breast

Malignant neoplasm of vulva

Malignant neoplasm of vagina

Malignant neoplasm of cervix uteri

Malignant neoplasm of corpus uteri

Malignant neoplasm of uterus, part unspecified
Malignant neoplasm of ovary

Malignant neoplasm of other and unspecified female
genital organs

Malignant neoplasm of penis

Malignant neoplasm of prostate

Malignant neoplasm of testis

Malignant neoplasm of other and unspecified male genital
organs

Malignant neoplasm of kidney, except renal pelvis
Malignant neoplasm of renal pelvis

Malignant neoplasm of ureter

Malignant neoplasm of bladder

ICD-10:

ICD-10:

ICD-10:
ICD-10:

ICD-10:

ICD-10
ICD-10

ICD-10

ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:

ICD-10:
ICD-10:
ICD-10:
ICD-10:

ICD-10
ICD-10
ICD-10

ICD-10:

C24, ICD-9:

C26, ICD-9:

C25, ICD-9:
C40, ICD-8:

C41, ICD-9:

: C43, ICD-9:
: C44, ICD-9:

: C45, ICD-9:
ICD-10:
ICD-10:

Ca6

C47, ICD-8:

C48

C49, ICD-9:
C50, ICD-9:
C51, ICD-8:
C52, ICD-8:
C53, ICD-9:
C54, ICD-9:
C55, ICD-8:
C56, ICD-9:
C57, ICD-9:

Ce60, ICD-8:
Cé1, ICD-9:
C62, ICD-9:
C63, ICD-9:

: C64, ICD-8:
: C65, ICD-8:
: C66, ICD-8:
C67, ICD-9:

156, ICD-8: 156
158/159, ICD-8: 15[8-9]

157, ICD-8: 157
170[4-5]|170[7-8]

170, ICD-8: 170

172, 1CD-8: 172
173,1CD-8: 173

158/163, ICD-8: 158|163

192[4-5]

171, 1CD-8: 171

174,1CD-8: 174

1841

1840

180, ICD-8: 180

182, ICD-8: 1820

182, exclude ICD-8: 1820

183, ICD-8: 1830

184, ICD-8: 183, exclude ICD-8: 1830

1870

185, ICD-8: 185

186, ICD-8: 186

187, ICD-8: 187, exclude ICD-9: 187[1-4], ICD-8: 1870

1890
1891
1892
188, ICD-8: 188
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https://icd.who.int/browse10/2016/en#/C24
https://icd.who.int/browse10/2016/en#/C26
https://icd.who.int/browse10/2016/en#/C25
https://icd.who.int/browse10/2016/en#/C40
https://icd.who.int/browse10/2016/en#/C41
https://icd.who.int/browse10/2016/en#/C43
https://icd.who.int/browse10/2016/en#/C44
https://icd.who.int/browse10/2016/en#/C45
https://icd.who.int/browse10/2016/en#/C46
https://icd.who.int/browse10/2016/en#/C47
https://icd.who.int/browse10/2016/en#/C48
https://icd.who.int/browse10/2016/en#/C49
https://icd.who.int/browse10/2016/en#/C50
https://icd.who.int/browse10/2016/en#/C51
https://icd.who.int/browse10/2016/en#/C52
https://icd.who.int/browse10/2016/en#/C53
https://icd.who.int/browse10/2016/en#/C54
https://icd.who.int/browse10/2016/en#/C55
https://icd.who.int/browse10/2016/en#/C56
https://icd.who.int/browse10/2016/en#/C57
https://icd.who.int/browse10/2016/en#/C60
https://icd.who.int/browse10/2016/en#/C61
https://icd.who.int/browse10/2016/en#/C62
https://icd.who.int/browse10/2016/en#/C63
https://icd.who.int/browse10/2016/en#/C64
https://icd.who.int/browse10/2016/en#/C65
https://icd.who.int/browse10/2016/en#/C66
https://icd.who.int/browse10/2016/en#/C67

Malignant neoplasm
of eye, brain and
central nervous
system

Malignant neoplasm
of endocrine gland

Secondary uncertain
malignant neoplasm

Primary lymphoid
and hematopoietic
malignant
neoplasms

Malignant
neoplasms of
independent

Malignant neoplasm of other and unspecified urinary
organs

Malignant neoplasm of eye and adnexa

Malignant neoplasm of meninges

Malignant neoplasm of brain

Malignant neoplasm of spinal cord, cranial nerves and
other parts of central nervous system

Malignant neoplasm of thyroid gland

Malignant neoplasm of adrenal gland

Malignant neoplasm of other endocrine glands and related
structures

Malignant neoplasm of other and ill-defined sites
Secondary and unspecified malignant neoplasm of lymph
nodes

Secondary malignant neoplasm of respiratory and digestive
organs

Secondary malignant neoplasm of other and unspecified
sites

Malignant neoplasm, without specification of site
Hodgkin lymphoma

Follicular lymphoma

Non-follicular lymphoma

Mature T/NK-cell lymphomas

Other and unspecified types of non-Hodgkin lymphoma
Malignant immunoproliferative diseases

Multiple myeloma and malignant plasma cell neoplasms
Lymphoid leukaemia

Myeloid leukaemia

Monocytic leukaemia

Other leukaemias of specified cell type

Leukaemia of unspecified cell type

Other and unspecified malignant neoplasms of lymphoid,
haematopoietic and related tissue

Malignant neoplasms of independent (primary) multiple
sites

ICD-10:

ICD-10:
ICD-10:
ICD-10:
ICD-10:

ICD-10:
ICD-10:

ICD-10

ICD-10
ICD-10

ICD-10:

ICD-10:

ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:
ICD-10:

ICD-10:

€68, ICD-8:

€69, ICD-9:
C70, ICD-8:
C71, ICD-9:
C72, ICD-9:

C73, ICD-9:
C74, I1CD-8:
: C75, ICD-8:

: C76, ICD-9:
: C77, ICD-8:

C78, ICD-8:
C79, ICD-8:
C80, ICD-9:
C81, ICD-9:

C82, ICD-9:
C83, ICD-9:

Cc84
C85
C88

C90, ICD-9:
C91, ICD-9:
C92, ICD-9:
C93, ICD-9:
C94, ICD-8:
C95, ICD-9:
C96, ICD-9:

co97

1899
190, ICD-8: 190
192[1-2]

191, ICD-8:
192, ICD-8:

191
192

193, ICD-8:
1940
194[1-9]

193

195, ICD-8: 195

196

197

198

199, ICD-8: 199
201

2000A
200, exclude ICD-9: 200A

203, ICD-8: 203

204, ICD-8: 204

205, ICD-8: 205

206, ICD-8: 206

207[0-2]

207/208, ICD-8: 207, exclude ICD-9: 207[0-8], ICD-8: 207[0-2]
202, ICD-8: 202
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https://icd.who.int/browse10/2016/en#/C68
https://icd.who.int/browse10/2016/en#/C69
https://icd.who.int/browse10/2016/en#/C70
https://icd.who.int/browse10/2016/en#/C71
https://icd.who.int/browse10/2016/en#/C72
https://icd.who.int/browse10/2016/en#/C73
https://icd.who.int/browse10/2016/en#/C74
https://icd.who.int/browse10/2016/en#/C75
https://icd.who.int/browse10/2016/en#/C76
https://icd.who.int/browse10/2016/en#/C77
https://icd.who.int/browse10/2016/en#/C78
https://icd.who.int/browse10/2016/en#/C79
https://icd.who.int/browse10/2016/en#/C80
https://icd.who.int/browse10/2016/en#/C81
https://icd.who.int/browse10/2016/en#/C82
https://icd.who.int/browse10/2016/en#/C83
https://icd.who.int/browse10/2016/en#/C84
https://icd.who.int/browse10/2016/en#/C85
https://icd.who.int/browse10/2016/en#/C88
https://icd.who.int/browse10/2016/en#/C90
https://icd.who.int/browse10/2016/en#/C91
https://icd.who.int/browse10/2016/en#/C92
https://icd.who.int/browse10/2016/en#/C93
https://icd.who.int/browse10/2016/en#/C94
https://icd.who.int/browse10/2016/en#/C95
https://icd.who.int/browse10/2016/en#/C96
https://icd.who.int/browse10/2016/en#/C97

(primary) multiple
sites
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Supplementary Table 3. Associations of genetically predicted serum calcium and 25(0OH)D with parent lifespans

Exposure SNPs Method Change in years 95% ClI p

Serum calcium

SNPs from GWAS meta-analysis 7 IVW-random effects -0.12 -0.24, 0.00 0.050
Weighted median -0.08 -0.22,0.06 0.247
MR-Egger -0.04 -0.27,0.18 0.697
Cochrane’s Q = 5.63 (p = 0.466); MR-Egger intercept = -0.003 (p = 0.433)

SNPs from UKBB 140 IVW-random effects -0.03 -0.06, 0.01 0.100
Weighted median -0.07 -0.11, -0.03 <0.001
MR-Egger -0.06 -0.10, -0.01 0.030
Cochrane’s Q = 248.11 (p < 0.001); MR-Egger intercept = 0.001 (p = 0.143)

Serum 25(OH)D

SNPs from GWAS meta-analysis 7 IVW-random effects 0.00 -0.02, 0.03 0.810
Weighted median -0.01 -0.03, 0.02 0.647
MR-Egger -0.02 -0.06, 0.02 0.398
Cochrane’s Q = 5.73 (p = 0.454); MR-Egger intercept = 0.004 (p = 0.214)

SNPs from UKBB 115 IVW-random effects 0.02 -0.03, 0.07 0.403
Weighted median -0.01 -0.05, 0.03 0.574
MR-Egger 0.01 -0.05, 0.07 0.820

Cochrane’s Q = 405.06 (p < 0.001); MR-Egger intercept =0.001 (p = 0.501)

Cl, confidence interval; IVW, inverse-variance weighted; SNPs, single nucleotide polymorphisms.
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Supplementary Table 4. Associations of genetically predicted serum calcium and 25(OH)D with longevity in sensitivity analyses

Heterogeneity Weighted median MR-Egger
Data source SNPs testing estimates regression Ppiei
Cochrane’s Q Pq OR (95% Cl) P OR (95% Cl) P
Serum calcium
SNPs from GWAS meta-analysis
Deelen et al 7 2.87 0.825 0.77 (0.54,1.10) 0.140 0.77 (0.45, 1.32) 0.345 0.982
Pilling et al 6 5.05 0.410 0.36(0.14,0.93) 0.035 0.38(0.07, 2.15) 0.337 0.099
SNPs from UKBB
Deelen et al 175 220.27 0.010 0.76(0.58, 1.00)  0.045 0.99(0.68, 1.44) 0.957 0.750
Pilling et al 175 219.42 0.011 0.63(0.48,0.83) 0.001 0.88(0.62, 1.26) 0.487 0411
Serum 25(OH)D
SNPs from GWAS meta-analysis
Deelen et al 7 4.22 0.647 0.94 (0.82,1.08) 0.387 0.95 (0.77, 1.16) 0.601 0.848
Pilling et al 6 17.52 0.008 0.81(0.68,0.97) 0.024 0.69(0.44, 1.06) 0.150 0.168
SNPs from UKBB
Deelen et al 115 226.65 <0.001 0.92(0.77,1.11) 0.399 0.89(0.71, 1.12) 0.331 0.086
Pilling et al 105 247.08 <0.001 0.76(0.6, 0.97) 0.029 0.8(0.6, 1.08) 0.143 0.033

25(0OH)D indicates 25-hydroxyvitamin D; Cl indicates confidence interval; Pgs;, p value for distortion test in MR-PRESSO; Ppe;, p value for pleiotropy (the
intercept in MR-Egger regression); Pq, p value for Cochrane Q; SNPs, single-nucleotide polymorphisms; UKBB, UK Biobank.
Heterogeneity was observed in the analyses of serum calcium and 25(OH)D instrumented by UKBB data. P values for intercept in the MR-Egger statistic in the
analysis of calcium were >0.05, which indicated balanced pleiotropy in these analyses. However, an imbalanced pleiotropy might occur in the analysis of
25(0OH)D based on UKBB and data from Pilling et al (Ppei <0.05). There were consistent inverse associations of serum calcium with longevity in the weighted
median model. MR-PRESSO detected outliers in the analysis of 25(0OH)D based on GWAS meta-analysis in relation to longevity by Pilling LC et al (the outlier-
corrected OR, 0.81; 95% Cl, 0.72, 0.90; p=0.013) and the analysis of 25(0OH)D based on UKBB in relation to longevity by Deelen et al (OR, 0.98; 95% Cl, 0.84,
1.14; p=0.807) and Pilling et al. (OR, 0.93; 95% Cl, 0.76, 1.14; p=0.498).
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Supplementary Table 5. Associations of genetically predicted serum calcium and 25(0OH)D with cardiovascular disease and cancer in sensitivity
analyses

Heterogeneity Weighted median MR-Egger
Data source SNPs —Cochrane'sQ  Pq OR (95% Cl) [2 OR (95% Cl) [2 Poiei
Serum calcium
SNPs from GWAS meta-analysis
Cardiovascular disease 7 2.37 0.882 1.07 (0.90, 1.23) 0.382 1.02 (0.82, 1.28) 0.868 0.414
Cancer 7 7.46 0.280 0.96 (0.81,1.12) 0.590 0.96 (0.74, 1.25) 0.789 0.188
SNPs from UKBB
Cardiovascular disease 174 224.03 0.005 1.14(1.02,1.27) 0.019 1.19 (1.02, 1.40) 0.029 0.456
Cancer 174 184.39 0.263 1.08 (0.96, 1.22) 0.204 1.00 (0.85, 1.18) 0.965 0.993
Serum 25(OH)D
SNPs from GWAS meta-analysis
Cardiovascular disease 7 3.41 0.757 1.03(0.97,1.09) 0.313 1.01 (0.93, 1.11) 0.770 0.689
Cancer 7 2.83 0.830 0.97 (0.90, 1.05) 0.511 1.00 (0.90, 1.10) 0.983 0.825
SNPs from UKBB
Cardiovascular disease 120 165.16 0.003 1.03(0.96, 1.11) 0.431 1.01 (0.93, 1.09) 0.880 0.296
Cancer 120 122.55 0.393 0.93(0.85,1.03) 0.163 1.00 (0.93, 1.08) 0.961 0.389

25(0OH)D indicates 25-hydroxyvitamin D; Cl, confidence interval; Pgis;, p value for distortion test in MR-PRESSO; Pye;, p value for pleiotropy (the intercept in
MR-Egger regression); Pq, p value for Cochrane Q; SNPs, single-nucleotide polymorphisms; UKBB, UK Biobank.

Heterogeneity was observed in the analysis of serum calcium instrumented by UKBB data and cardiovascular disease, and the analysis of serum 25(0OH)D
instrumented by UKBB data and cardiovascular disease. P values for intercept in MR-Egger in this analysis was >0.05, which indicated balanced pleiotropy.
There were positive associations of serum calcium (UKBB) with cardiovascular disease in the weighted median and MR-Egger models. MR-PRESSO detected
one outlier in the analysis of 25(0OH)D based on UKBB in relation to cardiovascular disease (the outlier-corrected OR, 0.99; 95% Cl, 0.93, 1.04; p=0.645).
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Supplementary Table 6. Data for analyses of the association of serum calcium with longevity, cardiovascular disease, and cancer

Exposure Outcome SNP EA NEA Exposure_beta Exposure_se Outcome_beta Outcome_se
Calcium_0'Seaghdha_CM CA_FinnGen rs10491003 T C 0.0540 0.0100 -0.020 0.014
Calcium_0'Seaghdha_CM CA_FinnGen rs1550532 C G 0.0360 0.0060 -0.008 0.010
Calcium_0'Seaghdha_CM CA_FinnGen rs1570669 G A 0.0360 0.0060 -0.003 0.009
Calcium_0'Seaghdha_CM CA_FinnGen rs1801725 T G 0.1420 0.0080 -0.005 0.013
Calcium_0'Seaghdha_CM CA_FinnGen rs7336933 G A 0.0440 0.0080 0.011 0.012
Calcium_0'Seaghdha_CM CA_FinnGen rs7481584 G A 0.0360 0.0060 -0.006 0.011
Calcium_0'Seaghdha_CM CA_FinnGen rs780094 T C 0.0340 0.0060 0.005 0.009
Calcium_0'Seaghdha_CM CVD_FinnGen rs10491003 T C 0.0540 0.0100 0.006 0.013
Calcium_0'Seaghdha_CM CVD_FinnGen rs1550532 C G 0.0360 0.0060 0.007 0.008
Calcium_0'Seaghdha_CM CVD_FinnGen rs1570669 G A 0.0360 0.0060 0.005 0.008
Calcium_0'Seaghdha_CM CVD_FinnGen rs1801725 T G 0.1420 0.0080 0.009 0.012
Calcium_0'Seaghdha_CM CVD_FinnGen rs7336933 G A 0.0440 0.0080 0.004 0.010
Calcium_0'Seaghdha_CM CVD_FinnGen rs7481584 G A 0.0360 0.0060 0.016 0.009
Calcium_0'Seaghdha_CM CVD_FinnGen rs780094 T C 0.0340 0.0060 0.002 0.008
Calcium_0O'Seaghdha_CM Longevity_90% rs780094 T C 0.0340 0.0060 -0.028 0.020
Calcium_0Q'Seaghdha_CM Longevity_90% rs1550532 C G 0.0360 0.0060 -0.015 0.021
Calcium_0O'Seaghdha_CM Longevity_90% rs1801725 T G 0.1420 0.0080 -0.037 0.027
Calcium_0'Seaghdha_CM Longevity_90% rs10491003 T C 0.0540 0.0100 -0.023 0.034
Calcium_0'Seaghdha_CM Longevity_90% rs7481584 G A 0.0360 0.0060 -0.009 0.022
Calcium_0'Seaghdha_CM Longevity_90% rs7336933 G A 0.0440 0.0080 -0.010 0.027
Calcium_0'Seaghdha_CM Longevity_90% rs1570669 G A 0.0360 0.0060 0.018 0.020
Calcium_0Q'Seaghdha_CM Longevity_90%_UKBB rs10491003 T C 0.0270 0.0050 -0.039 0.045
Calcium_0O'Seaghdha_CM Longevity_90%_UKBB rs1570669 G A 0.0180 0.0030 -0.025 0.028
Calcium_0O'Seaghdha_CM Longevity_90%_UKBB rs1801725 T G 0.0710 0.0040 -0.069 0.039
Calcium_0'Seaghdha_CM Longevity_90%_UKBB rs7336933 G A 0.0220 0.0040 0.055 0.036
Calcium_0'Seaghdha_CM Longevity_90%_UKBB rs7481584 G A 0.0180 0.0030 -0.039 0.029
Calcium_0'Seaghdha_CM Longevity_90%_UKBB rs780094 T C 0.0170 0.0030 -0.012 0.027
Calcium_UKBB CA_FinnGen rs1036332 C A 0.0166 0.0022 0.005 0.010
Calcium_UKBB CA_FinnGen rs10513810 G A -0.0204 0.0030 -0.010 0.012
Calcium_UKBB CA_FinnGen rs10754439 T G 0.0113 0.0020 -0.006 0.009
Calcium_UKBB CA_FinnGen rs10819178 G T 0.0251 0.0020 -0.011 0.009
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EA, effect allele; NEA, non-effect allele; SNP, single nucleotide polymorphism.
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Supplementary Table 7. Data for analyses of serum 25(OH)D

Exposure Outcome SNP EA NEA Exposure_beta Exposure_se Outcome_beta Outcome_se
25(OH)D_Jiang_X_Manousaki_D FinnGen_CA rs10741657 A G 0.090 0.007 0.004 0.009
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CA rs10745742 T C 0.050 0.007 -0.001 0.009
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CA rs117913124 G A 0.430 0.020 0.039 0.032
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CA rs12785878 T G 0.110 0.007 0.006 0.009
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CA rs17216707 T C 0.080 0.008 0.003 0.011
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CA rs3755967 C T 0.270 0.007 -0.009 0.011
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CA rs8018720 G C 0.050 0.009 -0.001 0.012
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CVD rs10741657 A G 0.0900 0.0070 0.008 0.008
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CVD rs10745742 T C 0.0500 0.0070 0.005 0.008
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CVD rs117913124 G A 0.4300 0.0200 0.005 0.028
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CVD rs12785878 T G 0.1100 0.0070 -0.007 0.008
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CVD rs17216707 T C 0.0800 0.0080 0.011 0.010
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CVD rs3755967 C T 0.2700 0.0070 0.009 0.010
25(0OH)D_Jiang_X_Manousaki_D FinnGen_CVD rs8018720 G C 0.0500 0.0090 0.000 0.011
25(0OH)D_Jiang_X_Manousaki_D Longevity_90% rs3755967 C T 0.270 0.007 -0.011 0.021
25(0OH)D_Jiang_X_Manousaki_D Longevity_90% rs117913124 G A 0.430 0.020 -0.042 0.078
25(0OH)D_Jiang_X_Manousaki_D Longevity_90% rs10741657 A G 0.090 0.007 -0.009 0.020
25(0OH)D_Jiang_X_Manousaki_D Longevity_90% rs12785878 T G 0.110 0.007 -0.033 0.021
25(0OH)D_Jiang_X_Manousaki_D Longevity_90% rs10745742 T C 0.050 0.007 0.015 0.020
25(0OH)D_Jiang_X_Manousaki_D Longevity_90% rs8018720 G C 0.050 0.009 -0.032 0.025
25(0OH)D_Jiang_X_Manousaki_D Longevity_90% rs17216707 T C 0.080 0.008 0.012 0.026
25(OH)D_Jiang_X_Manousaki_D Longevity_90%_UKBB rs10741657 A G 0.090 0.007 0.008 0.027
25(0OH)D_Jiang_X_Manousaki_D Longevity_90%_ UKBB rs10745742 T C 0.050 0.007 0.095 0.027
25(0OH)D_Jiang_X_Manousaki_D Longevity_90%_UKBB rs117913124 G A 0.430 0.020 -0.117 0.080
25(0OH)D_Jiang_X_Manousaki_D Longevity_90%_UKBB rs12785878 T G 0.110 0.007 -0.024 0.032
25(0OH)D_Jiang_X_Manousaki_D Longevity_90%_UKBB rs17216707 T C 0.080 0.008 -0.041 0.034
25(0OH)D_Jiang_X_Manousaki_D Longevity_90%_UKBB rs3755967 C T 0.270 0.007 -0.055 0.029
25(0OH)D_Jiang_X_Manousaki_D Longevity_90%_UKBB rs8018720 G C 0.050 0.009 -0.042 0.034
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EA, effect allele; NEA, non-effect allele; SNP, single nucleotide polymorphism.
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