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Heritability:

* Confidence: medium, high
* Significance: p < 0.05

* Intercept<1.1

Heritable IDPs Heritable nIDPs
(2706) i (922)

Association:
* abs(corr)>0.1
* Significance: p < 10e-12

__________________________________________

Correlated ID—nIDP pairs

(895)
Unique: IDPs (365), nIDPs (133)

Instrumental variable selection:
* SNP availability
* GWAS significance: p < 10e-08

A 4

IVW MR screening
(620 IDP—nIDP pairs)

Figure 12: Flowchart showing the pre-selection and screening procedures of potential causal variable pairs as described in Subsections 3.1.1 and 3.1.2.
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(A) Single-SNP effect estimates (B) Leave-one-out IVW MR effect estimates
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Figure 13: MR sensitivity analysis of the causal effect of systolic blood pressure on mean diffusivity of the external capsule WM tract R (UKB-ID 25316). (A)
Single-SNP ratio estimates. (B) Leave-one-out MR results. Only results for 20 SNPs with the most extreme effect estimates are shown. Errorbars indicate 95%
confidence intervals.
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Figure 14: MR sensitivity analysis of the causal effect of mean diffusivity of the external capsule WM tract R (UKB-ID 25316) on systolic blood pressure. (A)
Single-SNP ratio estimates. (B) Leave-one-out MR results. Errorbars indicate 95% confidence intervals.
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(A) Single-SNP effect estimates (B) Leave-one-out IVW MR effect estimates
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Figure 15: MR sensitivity analysis of the causal effect of heel bone density (UKB-ID 3148) on peripheral grey matter volume (UKB-ID 25001). (A) Single-SNP
ratio estimates. (B) Leave-one-out MR results. Only results for 20 SNPs with the most extreme effect estimates are shown. Errorbars indicate 95% confidence
intervals.
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Figure 16: MR sensitivity analysis of the causal effect of mean diffusivity of peripheral grey matter volume (UKB-ID 25001) on heel bone density (UKB-ID 3148).
(A) Single-SNP ratio estimates. (B) Leave-one-out MR results. Errorbars indicate 95% confidence intervals.
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(A) Single-SNP effect estimates (B) Leave-one-out IVW MR effect estimates
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Figure 17: MR sensitivity analysis of the potentially causal effect of correctly identifying matches (UKB-ID 20023) on cerebral white matter volume (UKB-ID
26553). (A) Single-SNP ratio estimates. (B) Leave-one-out MR results. Errorbars indicate 95% confidence intervals.
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Figure 18: MR sensitivity analysis of the potentially causal effect of cerebral white matter volume (UKB-ID 26553) on correctly identifying matches (UKB-ID
20023). (A) Single-SNP ratio estimates. (B) Leave-one-out MR results. Errorbars indicate 95% confidence intervals.
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