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Why Is Mendelian Randomisation?

Boehm et al. 2022 From YouTube
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• Flexible
Fewer ethical restrictions  

• Accessible
GWAS summary data
LD reference data

• Robust
Less susceptible to environmental confounders and reverse 
causation

What Is Mendelian Randomisation?
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What Is Mendelian Randomisation?

𝒚x

𝑬

𝑮

GWAS data  (G -> Y)

eQTL data    (G -> X)

LD reference data      
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Causal Inference

How Does Mendelian Randomisation Work?
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How Does Mendelian Randomisation Work?
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Voltage-Dependent Calcium Channel Complex

• Regulates calcium ion entry into cells

• Drug targets for hypertensive disease, 

cardiovascular diseases, psychiatric diseases, 

neurologic diseases, retinal diseases etc.

• Coding gene of CACNA2D4, part of the 

voltage-dependent calcium channel complex
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CACNA2D4, Predicting Gene Expression

• cis-eQTL data

q Association between

SNP and exposure 

• Assumption

q Strong association between SNP and exposure

q Linear relationship between SNP and exposure

• Genetically predicted exposure

q !𝑥! = 𝑧! %𝛿 + 𝑒"(!)	
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• GWAS data

q Association between SNP and 

outcome

• Assumption

q Linear relationship between SNP

and outcome

• Genetically predicted outcome

q !𝑦! = 𝑧! !𝛾 + 𝑒%(!)	

Lam et al 2019 Nature Genetics

𝒚𝑮CACNA2D4, Predicting Disease Risk
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Summary-data-based MR

• SMR estimate

q Assumption: Single causal variant, linear 

relationship between exposure and outcome

q Estimate: %𝛽&'( = !𝛾/ %𝛿

q Interpretation: a x mg/L (1SD unit) higher 

exposure increase/decrease y% genetic risk 

of disease outcome

q Equivalent to estimate from regression if 

individual-level data are available.

𝒚x𝑮
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Proof of MR Estimate 𝒚x𝑮

• E "𝛽!"# = %𝛾/ "𝛿 = (%𝛾× "𝛿)/( "𝛿× "𝛿)

• SNP-exposure association: "𝛿 = 𝑧$𝑧 %&𝑧$𝑥 
SNP-outcome association: %𝛾 = 𝑧$𝑧 %&𝑧$𝑦 

• E "𝛽!"# = %𝛾/ "𝛿 = (%𝛾× "𝛿)/( "𝛿× "𝛿) = '!(") 
'!("'

= 𝛽 + '!("*
'!("'

, where 𝑃+ = 𝑧 𝑧$𝑧 %&𝑧$

• DNA variants are independent of environmental factors, 𝑧$𝑒 = 0

      E "𝛽!"# = 𝛽
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Gene SNP A1 / A2 Data b SE P-value

CACNA2D4 rs1044825 G / T eQTL
(blood) 0.447 0.0186 4.1E-128

GWAS
(schizophrenia) -0.0377 0.0087 1.3E-5

!𝛽 ≈
$𝛾
!𝛿
= −

0.0377
0.447 = −0.084

SE !𝛽 ≈
𝛾
𝛿

! 𝑣𝑎𝑟 𝛿
𝛿! +

𝑣𝑎𝑟 𝛾
𝛾! =

0.45
−0.04

! 0.02!

0.45! +
0.01!

−0.04 ! = 0.020

P-value = 2.0E-5 

CACNA2D4 – SMR Calculation
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Bias Due to Pleiotropy

Sanderson et al. Nature Reviews 2022
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• HEIDI (Heterogeneity in Dependent 

Instruments)

H0: No difference

H1: Significant difference at two 

correlated SNPs

How to Examine the LD Confounding  
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The top-associated SNP
The SNP to test difference

SMR/HEIDI – CACNA2D4
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rs1044825, "𝛽& 	= −0.084, SE "𝛽& ≈ 0.020

SNP A1 / A2 Data b SE P-value

rs1044825 G / T eQTL
(blood) 0.447 0.0186 4.1E-128

GWAS
(schizophrenia) -0.0377 0.0087 1.3E-5

rs6489330 A / G eQTL
(blood) 0.211 0.02384 9.5E-19

LD r = 0.413 GWAS
(schizophrenia) -0.0378 0.0108 4.7E-4

rs6489330, "𝛽, 	= −0.179,  SE "𝛽, ≈ 0.055

Difference, "𝑑 = "𝛽, − "𝛽& = −0.179 + 0.084 = −0.095

      SE "𝑑 = var "𝛽, − "𝛽& = 𝑣𝑎𝑟 "𝛽, + 𝑣𝑎𝑟 "𝛽& − 2×𝑐𝑜𝑣 "𝛽&, "𝛽, = 0.050

        P-value = 0.06

SMR/HEIDI – CACNA2D4
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https://yanglab.westlake.edu.cn/software/smr/#Overview

Command line: 
smr --bfile mydata --gwas-summary mygwas.ma --beqtl-summary myeqtl \
--out mysmr  

Software
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sQTL – Summary statistics of splicing QTLs
eQTL – Summary statistics from associations of gene expression 
mQTL – Summary statistics from associations of methylation
…

Data Resource
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• Interpretation is crucial

• Checklist 
Experimental design
Cohorts used in GWAS studies
Biological context, such as age, sex, tissues, cell types etc.
Selection of SNP instruments
Sample sizes
…

Finished? - No



11. JULY 2025 SENIORFORSKER

ZHIHONG ZHU

NATIONAL CENTRE FOR REGISTER-BASED RESEARCH

NATIONAL CENTRE FOR REGISTER-BASED RESEARCH

Validating Assumptions

Borbye-Lorenzen et al.  
2023 Cell Genomics
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STROBE MR Checklist
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• SMR: https://yanglab.westlake.edu.cn/software/smr/

• SMR portal: https://yanglab.westlake.edu.cn/smr-portal/

• STROBE-MR checklist

https://www.bmj.com/sites/default/files/attachments/bmj-article/pre-pub-

history/strobe-mr-checklist-fillable_r2.pdf

Links

https://yanglab.westlake.edu.cn/smr-portal/
https://yanglab.westlake.edu.cn/smr-portal/
https://yanglab.westlake.edu.cn/smr-portal/
https://yanglab.westlake.edu.cn/smr-portal/
https://yanglab.westlake.edu.cn/smr-portal/
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