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Abstract

Background: Previous Mendelian randomization (MR) studies using population samples

(population MR) have provided evidence for beneficial effects of educational attainment

on health outcomes in adulthood. However, estimates from these studies may have

been susceptible to bias from population stratification, assortative mating and indirect

genetic effects due to unadjusted parental genotypes. MR using genetic association esti-

mates derived from within-sibship models (within-sibship MR) can avoid these potential

biases because genetic differences between siblings are due to random segregation at

meiosis.

Methods: Applying both population and within-sibship MR, we estimated the effects of

genetic liability to educational attainment on body mass index (BMI), cigarette smoking,

systolic blood pressure (SBP) and all-cause mortality. MR analyses used individual-level

data on 72 932 siblings from UK Biobank and the Norwegian HUNT study, and summary-

level data from a within-sibship Genome-wide Association Study including >140 000

individuals.

Results: Both population and within-sibship MR estimates provided evidence that educa-

tional attainment decreased BMI, cigarette smoking and SBP. Genetic variant–outcome

associations attenuated in the within-sibship model, but genetic variant–educational

attainment associations also attenuated to a similar extent. Thus, within-sibship and

population MR estimates were largely consistent. The within-sibship MR estimate of

education on mortality was imprecise but consistent with a putative effect.

Conclusions: These results provide evidence of beneficial individual-level effects of

education (or liability to education) on adulthood health, independently of potential

demographic and family-level confounders.

Key words: Within-sibship, Mendelian randomization, educational attainment, mortality

Key Messages

• Within-sibship Mendelian randomization can reduce bias from demographic and familial factors that may particularly

impact analyses of social and behavioural phenotypes.

• Within-sibship Mendelian randomization indicated that higher educational attainment decreased body mass index,

smoking behaviour and blood pressure.

• These findings are consistent with beneficial individual-level health effects of higher (liability to) educational

attainment.
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Introduction

Higher educational attainment is strongly associated with

better adulthood health and reduced mortality.1,2

However, whether these associations are causal remains

unclear because of inconclusive evidence from previous

quasi-experimental designs such as the raising of the school

leaving age and co-twin control or discordant-twin stud-

ies.3–11 Another source of evidence on effects of educa-

tional attainment on health are Mendelian randomization

(MR) studies,12 which have used genetic variants associ-

ated with educational attainment as instrumental variables

to provide consistent evidence for beneficial effects of edu-

cational attainment on adulthood health outcomes.13–17 A

caveat is that educational attainment as measured by years

in full-time education is a categorical exposure and so it

may be more appropriate to interpret effects in terms of li-

ability to educational attainment.16

A key assumption of MR analyses is that the genetic

variant–exposure (here: educational attainment) and ge-

netic variant–outcome (here: health outcomes) associations

represent downstream effects of inheriting the genetic vari-

ant (or a correlated variant).12,18–20 However, there is

growing evidence that genotype–phenotype associations

derived from samples of unrelated individuals can reflect

other sources of variation19–21 (Figure 1). Previous studies

have illustrated that Genome-wide Association Study

(GWAS) estimates for educational attainment from unre-

lated individuals reflect population stratification,22 assor-

tative mating18,23–25 and indirect genetic effects.18,26–29

Educational attainment is particularly distinctive amongst

complex traits because of the large magnitude of indirect

genetic effects, the high degree of assortative mating,

strong correlations with geographical features and wide-

spread genetic correlations with many phenotypes includ-

ing health outcomes.30 It follows that MR analyses of

educational attainment may be biased if using genetic asso-

ciation estimates from unrelated individuals.

Genetic association estimates from within-sibship mod-

els are largely robust against population stratification, as-

sortative mating and indirect genetic effects because

genetic differences between full siblings are due to random

segregation at meiosis.12,18–20,31 Within-sibship MR using

individual-level sibling or within-sibship GWAS data18 can

control for these sources of genetic association and so can

be used to derive less-biased MR estimates.

Here, using individual-level data from UK Biobank and

the Trøndelag Health Study, Norway (HUNT) and sum-

mary data from a recent within-sibship GWAS,18 we gen-

erate population and within-sibship MR estimates of the

effects of liability to educational attainment on health out-

comes and mortality. For health outcomes, we included

body mass index (BMI), pack years of cigarette smoking

and systolic blood pressure (SBP), which were investigated

in previous MR studies and are measured in the majority

of UK Biobank and HUNT study participants. We also

performed phenotypic analyses using self-reported educa-

tional attainment including a twin-based analysis using

Finnish twin cohort data.

Methods

UK Biobank

UK Biobank is a large-scale prospective cohort study that

has been described in detail previously.32,33 In total,

503 325 individuals aged between 38 and 73 years were

recruited between 2006 and 2010 from across the UK and

attended an assessment centre where they were inter-

viewed, completed a touch-screen questionnaire, and pro-

vided various measurements (e.g. height) and biological

samples (e.g. blood).

The UK Biobank study sample incidentally includes

many related individuals. In our analyses we included indi-

viduals with one or more full siblings in the study sample.

Siblings were identified in a previous study using the UK

Biobank-derived estimates of pairwise identical by state

kinships and the proportion of unshared loci (IBS0).19,34

After restricting the sample to sibships with two or more

individuals with educational attainment data, our analysis

sample included 40 734 individuals from 19 773 sibships.

Further detail on the derivation of UK Biobank siblings is

contained in the Supplementary methods (available as

Supplementary data at IJE online).

Educational attainment was defined as in a previous

study35 using the self-reported qualifications from ques-

tionnaire data (field ID: 6138–0.0) to estimate the number

of years each individual spent in full-time education. For

example, ‘College or University degree’ was mapped to

17 years whereas ‘A levels/AS levels or equivalent’ was

mapped to 14 years. Where individuals reported multiple

qualifications, the highest qualification in terms of years in

education was used. Information on health outcome phe-

notypes (BMI, smoking, SBP, mortality) and genotyping

for UK Biobank study participants is contained in the

Supplementary methods (available as Supplementary data

at IJE online).

HUNT

HUNT is a series of general health surveys of the adult

population of the Trøndelag region, Norway, as detailed in

previous publications.36–38 Every 10 years, the adult popu-

lation of this region (�90 000 adults at the start of
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HUNT2 in 1995) is invited to attend a health survey (in-

cluding comprehensive questionnaires, an interview, clini-

cal examination and detailed phenotypic measurements).

To date, four health surveys have been conducted, namely

HUNT1 (1984–86), HUNT2 (1995–97), HUNT3 (2006–

08) and HUNT4 (2017–19), and all surveys have had a

>50% participation rate.39 In this study, we used data

from 32 198 individuals from 12 578 sibships who

reported their educational attainment in the HUNT2 sur-

vey. Siblings were identified using KING software,40 with

sibling-pairs identified based on the following criteria: kin-

ship coefficient of between 0.177 and 0.355, the propor-

tion of the genomes that share two alleles identical by

descent (IBD) > 0.08 and the proportion of the genome

Figure 1 Population stratification, assortative mating and indirect genetic effects. ‘Population stratification’ occurs when ancestry is associated with

the allele frequency of the genetic variant (G) and the phenotype of interest, distorting the association between G and the phenotype. In the context

of MR, population stratification could distort the association between G and educational attainment (EA) and/or the association between G and the

outcome, both of which could lead to bias in MR. ‘Assortative mating’ occurs when a heritable phenotype influences mate choice, e.g. if individuals

are more likely to select a partner with a similar EA. Assortative mating leads to correlations for parental genotypes related to assorted phenotypes,

which in turn leads to correlations between otherwise independent genotypes in the offspring. For example, if two genetic variants G1 and G2 influ-

ence EA then assortative mating on EA will lead to correlations in offspring for the EA-increasing alleles of G1 and G2 even if the two alleles are un-

linked (linkage disequilibrium ¼ 0). ‘Indirect genetic effects’ occur when the genotypes of relatives (e.g. parents, siblings) influence the phenotypes of

the index individual. For example, parents with a higher EA polygenic score may produce an environment for their offspring that is more conducive

to learning than parents with a lower EA polygenic score. This has been previously illustrated by evidence that non-transmitted parental EA polygenic

scores also associate with offspring phenotypes
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that share zero alleles IBD > 0.04. Sibships of two or more

siblings were constructed based on the identified sibling-

pairs.

Educational attainment was measured using the follow-

ing question: ‘What is your highest level of education?’

Participants answered one of five categories: (i) primary

school, (ii) high school for 1 or 2 years, (iii) complete high

school, (iv) college or university for <4 years and (v) college

or university for �4 years. Participants with university

degrees were assigned to 16 years of education, those who

completed high school were assigned to 13 years, those who

attended high school for 1 or 2 years were assigned to

12 years and those who only attended primary school were

assigned to 10 years. Information on health outcome pheno-

types (BMI, smoking, SBP, mortality) and genotyping for

HUNT study participants is contained in the Supplementary

methods (available as Supplementary data at IJE online).

Finnish twin cohort

Overview

The older part of the Finnish twin cohort was established in

1974 by identifying pairs of persons born on the same day,

in the same local community, of the same sex and with the

same surname at birth from the population registers of

Finland. The selection was restricted to twin pairs born be-

fore 1958 and the baseline analysis cohort consists of 16 282

pairs (32 564 twins). A baseline questionnaire was mailed in

the autumn of 1975 with some data collection in early 1976.

It contained questions relating to the assignment of zygosity

as well as questions on various phenotypes including smok-

ing behaviour, weight and height.41 All twins in the cohort

were asked to participate in a second survey in 1981.

Data on educational attainment were collected in both

the 1975 and 1981 questionnaires using the following

questions: ‘What kind of education have you had, and

what courses have you taken?’ The 1975 information was

updated by the 1981 response if additional educational at-

tainment was reported. Eight response categories ranging

from less than primary school (4 years) to university educa-

tion (17 years) provided by study participants were con-

verted into years of education. The ninth response

alternative was ‘Other’ and coded as missing (n¼587,

2.1% of participants). Years of education were then stan-

dardized to a mean of 0 and standard deviation of 1.

Further information on Finnish twin cohort phenotypes is

contained in the Supplementary methods (available as

Supplementary data at IJE online).

A validated algorithm classified respondent pairs as

monozygotic (MZ), dizygotic (DZ) or of unknown zygos-

ity (XZ) (excluded from all analyses).42 Data on

educational attainment and mortality were available for

27 229 individual twins living in Finland, which included

2779 individual twins (co-twin did not reply), 989 pairs of

uncertain zygosity, 3518 MZ pairs and 7718 DZ pairs.

Statistical analysis

Population and within-sibship models

The population model is a standard regression model in

which the outcome is regressed (e.g. linear) on the expo-

sure (educational attainment or educational attainment

polygenic score: PGS). The within-sibship model is an ex-

tension to the population model including the mean sibship

exposure value in the model, e.g. mean educational attain-

ment value of each sibship. Each sibling’s exposure value is

centred on the mean sibship exposure value. To account

for relatedness between siblings, standard errors are clus-

tered by sibship in both models using a sandwich estima-

tor. More information on these models is contained in

previous publications.18,19

Using individual-level data on 72 932 individuals from

32 351 sibships of European ancestry from UK Biobank

(n¼ 40 734) and HUNT (n¼32 198) we estimated the as-

sociation between measured educational attainment and

outcomes (BMI, pack years of smoking, SBP, mortality) us-

ing population and within-sibship models. In population

models, the outcome was regressed on educational attain-

ment including relevant covariates. In within-sibship mod-

els, the mean educational attainment of each sibship was

included as a covariate to account for variation in educa-

tional attainment between sibships. The continuous out-

comes were chosen because they have previously been

shown to be associated with educational attainment and

because they were measured in the majority of UK

Biobank and HUNT study participants. Linear regression

models were used for BMI, pack years and SBP. Cox-

proportional hazards models were used for mortality using

date of birth as the baseline in UK Biobank and HUNT.

Educational attainment, BMI, pack years and SBP were

standardized after residualizing on birth year and sex.

We performed population and within-sibship PGS analy-

ses using the UK Biobank and HUNT sibship data. The edu-

cational attainment PGS was constructed using weightings

and directions of effect of independent variants identified at

genome-wide significance (P< 5�10–8) in a BOLT-LMM43

GWAS of educational attainment in UK Biobank with the

siblings excluded, as in a previous publication.18 The sum-

mary data were linkage disequilibrium clumped (r2 < 0.001,

physical distance threshold¼ 10 000 kb, P<5� 10–8) in

PLINK44 to generate 350 independent genetic variants. We

regressed the resulting PGS on age and sex, and the
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standardized residuals (mean 0, SD¼ 1) were used in the

analysis. In the population model, the outcome was regressed

on the PGS. In the within-sibship model, the mean sibship

PGS was included as a covariate to account for variation in

parental genotypes. The PGS approach is equivalent to an

inverse-variance weighted estimator from a summary-based

two-sample MR analysis.45

UK Biobank and HUNT meta-analyses

Population and within-sibship models were fitted sepa-

rately in UK Biobank and HUNT, and the estimates were

meta-analysed using a fixed-effects model in the metafor R

package. Shrinkage in estimates from the population to the

within-sibship model was estimated as follows, with stan-

dard errors estimated using the delta method:

bPop � bWS

bPop

UK Biobank and HUNT MR

MR estimates of the effects of educational attainment on the

outcomes (BMI, pack years, SBP, mortality) were derived

from the meta-analysis PGS association estimates (i.e. PGS–

educational attainment, PGS–outcome). The point estimate

was calculated using the Wald ratio of the PGS–outcome

and PGS–educational attainment associations. Wald ratio

standard errors were estimated using the delta method.

MR analyses require three core assumptions. First, ge-

netic variants are strongly associated with the exposure

(relevance); second, no unmeasured confounders of the as-

sociation between the genetic variants and the outcome (in-

dependence); and third, genetic variants only influence the

outcome via the exposure (exclusion–restriction).46–48 As

discussed in previous work,17 MR estimates of categorical

exposures such as educational attainment should generally

be interpreted in terms of liability (e.g. liability to educa-

tional attainment) rather than effects of the categorical

phenotype (e.g. years of schooling).

Within-sibship meta-analysis GWAS MR

We also performed two-sample MR analyses using within-

sibship GWAS summary data from a recent within-sibship

meta-analysis GWAS of 25 phenotypes.18 This study in-

cluded data from UK Biobank, HUNT and an additional

16 cohorts (each with between N¼ 618 and 13 856).

GWAS data were available for educational attainment

(N¼ 128 777) as well as BMI (N¼ 140 883), SBP

(N¼ 109 588), ever smoking (N¼ 124 791) and cigarettes

per day in ever smokers (N¼ 28 134). These GWASs were

conducted in the same studies so there is near-complete

sample overlap between the different GWASs.

As genetic instruments, we used the same 350 genetic

variants as in the UK Biobank and HUNT analyses de-

scribed above, which were derived from a BOLT-LMM

GWAS of educational attainment in UK Biobank with the

siblings excluded (P< 5� 10–8, r2 < 0.001, physical dis-

tance threshold¼ 10 000 kb). Using the within-sibship

meta-analysis GWAS data we then derived MR effect esti-

mates (bMR) of educational attainment on the four health

outcomes in both population and within-sibship models

using an inverse-variance weighted approach18 as follows:

bMR ¼
Xn

1

bk
EA �bk

OUT

ðrk
OutÞ

2
=
Xn

1

ðbk
EAÞ

2

ðrk
OutÞ

2

where bEA represents the association estimate from educa-

tional attainment GWAS, bOut represents the association

estimate from outcome GWAS, rOut represents the stan-

dard error from outcome GWAS, n represents the number

of genetic variants and k represents the k-th variant.

The standard error of bMR was estimated as follows:

SE bMRð Þ ¼
ffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffi

1
Pn

1
ðbk

EAÞ
2

ðrk
Out
Þ2

vuut

where n represents the number of genetic variants and k

represents the k-th variant.

Finnish twin cohort analysis

UK Biobank and HUNT analyses included both twin and

non-twin siblings, with the vast majority (>95%) being non-

twin siblings of different ages—a potential concern with edu-

cational attainment trends changing over time. We investi-

gated whether the observed inverse association between

educational attainment and mortality persisted in twin-only

analyses using data on 27 229 individuals from the Finnish

twin cohort that included 3518 MZ and 7718 DZ twin pairs.

The association between educational attainment and mor-

tality was estimated in the whole sample (N¼ 27 229) using

Cox-proportional hazards models with adjustment for sex

and smoking (population model). Stratified Cox-proportional

hazard models were applied to MZ and DZ twins separately

with baseline hazards stratified by twin pair, with adjustment

for smoking. All twin pairs included were of the same sex. All

analyses were performed in Stata using the stcox package.

Results

Phenotypic educational attainment, health

outcomes and mortality in UK Biobank and HUNT

Higher educational attainment was strongly associated

with lower BMI, pack years of smoking, SBP and mortality
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in both population and within-sibship models. In within-

sibship models, a 1-SD higher educational attainment (cor-

responding to an additional 2.3 years in UK Biobank and

1.2 years in HUNT) was associated with lower BMI (0.04

SD; 95% CI 0.03, 0.05), fewer pack years of cigarette

smoking (0.10 SD; 95% CI 0.08, 0.12), lower SBP (0.06

SD; 95% CI 0.04, 0.07) and lower mortality [hazard ratio

(HR) 0.90; 95% CI 0.86, 0.93]. Population estimates that

did not account for family-level confounding were in the

same direction but substantially larger (34% for mortality to

146% for BMI) than the within-sibship point estimates

(Figure 2 and Supplementary Table S1, available as

Supplementary data at IJE online).

Phenotypic educational attainment and mortality

in the Finnish twin cohort

In non-twin population regression models, using data from

the whole sample, 1-SD higher educational attainment was

strongly associated with lower mortality (HR 0.95; 95% CI

0.93, 0.97) after adjusting for sex and smoking. Estimates

from the within DZ twin pair (HR 0.91; 95% CI 0.83, 1.01)

and within MZ twin pair (HR 0.87; 95% CI 0.70, 1.08)

analyses were broadly consistent with the Finnish twin cohort

population estimate as well as the UK Biobank and HUNT

within-sibship estimate (HR 0.90; 95% CI 0.86, 0.93) but

confidence intervals overlap with the null hypothesis. In sex-

stratified twin analyses, point estimates were larger in magni-

tude for males than for females (Supplementary Table S2,

available as Supplementary data at IJE online).

Educational attainment PGS, educational

attainment, health outcomes and mortality in

UK Biobank and HUNT

The educational attainment PGS was strongly associated

with educational attainment in both population and within-

sibship models. Consistently with previous studies,27,29,49 the

population PGS association estimate attenuated by 49%

(95% CI 40%, 58%) in the within-sibship model. In the pop-

ulation model, a higher educational attainment PGS was as-

sociated with lower BMI, fewer pack years of cigarette

smoking, lower SBP and lower mortality. In the within-

sibship model, the PGS was associated with BMI, cigarette

Figure 2 Phenotypic educational attainment and health outcomes. Figure 2 shows associations between phenotypic educational attainment (years in

full-time education derived using qualifications) and body mass index, smoking (cigarettes, measured in pack years), systolic blood pressure and

mortality in the population and within-sibship models in UK Biobank and HUNT. Estimates for mortality are presented as hazard ratios with the rest

of the estimates presented in standard deviation units. BMI, body mass index; SBP, systolic blood pressure
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smoking and SBP in the same direction but there was limited

evidence for an association with mortality, likely because of

lower statistical power. The within-sibship PGS association

estimates for BMI and cigarette smoking were 49% (95% CI

16%, 82%) and 52% (95% CI 26%, 79%) smaller than the

population PGS estimates, respectively, consistently with the

within-sibship attenuations for educational attainment

(Figure 3 and Supplementary Tables S3 and S4, available as

Supplementary data at IJE online).

MR of educational attainment on health outcomes

and mortality using UK Biobank and HUNT PGS

estimates

Population MR estimates indicated that a 1-SD increase in

liability to educational attainment reduced BMI by 0.24

SD units (95% CI 0.19, 0.29), pack years of cigarette

smoking by 0.33 SD (95% CI 0.28, 0.39) and SBP by 0.22

SD (95% CI 0.17, 0.27) (Figure 4). Within-sibship MR

estimates were consistent with the population MR esti-

mates for BMI (0.24; 95% CI 0.09, 0.39), cigarette smok-

ing (0.31; 95% CI 0.14, 0.48) and SBP (0.35; 95% CI

0.18, 0.52). The population and within-sibship MR point

estimates for mortality were also consistent (HR per SD in-

crease in educational attainment; population 0.76; 95% CI

0.67, 0.88; within-sibship 0.76; 95% CI 0.48, 1.20) but

the imprecision of the within-sibship estimate prevented

stronger conclusions.

Differences between population and within-sibship MR

estimates are a function of differences in the PGS–outcome

and PGS–educational attainment estimates. If the PGS esti-

mates change by the same proportion from the population

model to the within-sibship model, then the population

and within-sibship MR estimates will be consistent

(Figure 4 and Supplementary Tables S4 and S5, available

as Supplementary data at IJE online).

MR of educational attainment on health outcomes

using within-sibship GWAS summary data

Population and within-sibship MR estimates based on the

within-sibship GWAS summary data provided further evi-

dence that higher educational attainment lowers BMI, risk

of ever smoking and SBP. Confidence intervals for

Figure 3 Educational attainment polygenic score (PGS), educational attainment and health outcomes. Figure 3 shows associations between an educa-

tional attainment PGS and education (measured educational attainment), body mass index, cigarette smoking (pack years), systolic blood pressure

and mortality in the population and within-sibship models in UK Biobank and HUNT. Estimates for mortality are presented as hazard ratios per stan-

dard deviation increase in the polygenic score with the rest of the outcome estimates presented in standard deviation units
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cigarettes per day overlapped the null in both models but

statistical power was limited because data were only col-

lected in ever smokers. There was some evidence that the

within-sibship MR estimates were smaller than the popula-

tion estimates for BMI (51%; 95% CI 19%, 83%) and

SBP (52%; 95% CI 4%, 100%), which was not observed

in the UK Biobank and HUNT analyses. The standard

errors for the within-sibship MR estimates for BMI and

SBP were 47% and 49% smaller, respectively, in the two-

sample MR analyses compared with the UK Biobank and

HUNT analyses because of the larger sample size of the

within-sibship GWAS (Figure 5 and Supplementary Table

S6, available as Supplementary data at IJE online).

Discussion

We used within-sibship MR to provide evidence that higher

liability to educational attainment reduces BMI, cigarette

smoking and SBP. These findings strengthen evidence for

beneficial effects of educational attainment, or closely corre-

lated trait, on adulthood health by illustrating that previously

observed effects persist when population stratification,

assortative mating and indirect genetic effects from parents

are controlled for in within-sibship MR.

An important consideration for MR analyses of educa-

tional attainment is that genetic variants instrument liability

to educational attainment, a latent measure of educational at-

tainment, rather than specific measured educational attain-

ment phenotypes (e.g. having a university degree)17,50 or

other related traits (e.g. cognition). Genetic variants influence

measured education phenotypes via their effect on liability to

educational attainment and so genetic association estimates

will capture all effects of liability, which may or may not act

via changes in the measured education phenotype. For exam-

ple, an educational-attainment-increasing genetic variant

may influence an outcome because the variant increases the

probability that an individual attains a measured qualifica-

tion such as a university degree, but also because the variant

influences related unmeasured characteristics such as choice

of educational track, a personality phenotype or cognitive

ability.

The distinction between measured education phenotypes

and liability to educational attainment is particularly relevant

in the within-sibship model because siblings often have

Figure 4 Mendelian randomization (MR) estimates of educational attainment on health outcomes from UK Biobank and HUNT. Figure 4 shows popu-

lation and within-sibship MR estimates of the effect of educational attainment on body mass index, smoking (pack years of cigarette smoking), sys-

tolic blood pressure and mortality. These estimates were derived using the polygenic score association estimates in Figure 3 from the UK Biobank

and HUNT studies. Estimates are presented in standard deviation units for body mass index, smoking and systolic blood pressure, and as hazard ra-

tios for mortality
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genotype differences for educational attainment variants but

often have the same measured educational attainment values

(e.g. both siblings attended university). A conventional MR

analysis assumes that genetic differences between siblings do

not affect the outcome if the siblings have the same value for

the measured education phenotype. This is implausible as ge-

netic variants are likely to influence unmeasured differences

between siblings such as the choice of degree. Therefore, we

interpret the within-sibship MR results as providing evidence

that an underlying liability to education has beneficial effects

on health, rather than specific educational attainment

qualifications.17,51

Consistently with previous studies,18,26,52 the associa-

tion estimate between the educational attainment PGS and

educational attainment attenuated on average by around a

half from the population model to the within-sibship

model when using weights from a GWAS of unrelated indi-

viduals. However, the association estimates of educational

attainment PGS on health outcomes were also attenuated

by a similar degree. As the attenuation was balanced, the

population and within-sibship MR effect estimates, which

are a ratio of single nucleotide polymorphism (SNP) (or

PGS)–outcome and SNP–exposure associations, were con-

sistent. These results illustrate how population stratifica-

tion, assortative mating and indirect genetic effects can

distort genetic association estimates but will not necessar-

ily affect MR estimates if the gene–exposure and gene–out-

come association estimates are affected proportionally.

A caveat of our work is that MR estimates are sensitive

to the assumption that genetic variants only influence the

outcome via their effect on (liability to) educational attain-

ment (exclusion–restriction), which could be violated by

directional pleiotropy. Previous work has illustrated that

MR with measured educational attainment is unlikely to

satisfy this assumption, despite use of pleiotropy-robust

methods.16 We presented estimates in terms of liability to

educational attainment to acknowledge the likelihood of

such effects but note that, in the context of interventions,

effects of liability to educational attainment are less useful

than effects of specific education phenotypes. Future stud-

ies could use multivariable MR and structural equation

modelling approaches to disentangle mechanisms underly-

ing our results by exploring potential pleiotropic pathways

potentially relating to both cognitive and non-cognitive

phenotypes.53,54

Our work has further limitations. First, our within-

sibship MR estimate for mortality was imprecise because

mortality data were only available in UK Biobank and

HUNT. Second, educational attainment is known to influ-

ence participation in biobanks so our study may have been

susceptible to selection bias.55 Third, the gene–exposure

and gene–outcome estimates in the within-sibship GWAS

two-sample MR analyses were from largely overlapping

samples, which could have potentially induced modest

bias.56 Fourth, there is evidence that within-sibship models

using PGS based on weights from population GWAS could

Figure 5 Mendelian randomization estimates of educational attainment on health outcomes using summary data from the within-sibship Genome-

wide Association Study (GWAS). Figure 5 shows population and within-sibship Mendelian randomization estimates (inverse-variance weighted) of

the effect of educational attainment on body mass index, cigarettes per day measured in ever smokers only, ever smoking and systolic blood pres-

sure. These estimates were derived using GWAS summary statistics from a within-sibship meta-analysis GWAS of �18 studies. Estimates are pre-

sented in standard deviation units except for ever smoking (binary) where estimates are in terms of risk difference %. BMI, body mass index; CPD,

cigarettes per day; SBP, systolic blood pressure
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introduce bias.57 This could have potentially affected our

MR estimates from the individual-level PGS approach in

UK Biobank and HUNT but not our MR estimates using

the within-sibship meta-analysis GWAS data where the

gene–exposure and gene–outcome estimates were derived

from within-sibship models. Estimates from the two differ-

ent MR approaches provided consistent qualitative evi-

dence of effects of educational attainment on the tested

outcomes suggesting that this potential limitation is un-

likely to have affected our overall conclusions. There were

some quantitative differences between the two approaches,

with evidence of within-sibship shrinkage from the

summary-based MR estimates of educational attainment

on BMI and SBP but not from the PGS approach. Fifth,

within-sibship models do not control for indirect genetic

effects of siblings. Previous studies have indicated that sib-

ling indirect genetic effects are likely to be small, suggest-

ing that they are unlikely to have impacted our findings.

We found compelling evidence that educational attain-

ment (or liability to educational attainment) influences

BMI, smoking and SBP, even after accounting for popula-

tion stratification, assortative mating and indirect genetic

effects of parents. Within-family MR more closely emu-

lates a randomized experiment because of random varia-

tion in meiotic segregation within families31 but has been

historically limited by data availability. The emerging

availability of within-family GWAS data will enable

researchers to better disentangle the effects of social and

behavioural phenotypes on health outcomes.

Ethics approval

This research has been conducted using the UK Biobank resource

under Application Number 8786. UK Biobank obtained ethics ap-

proval from the North West Multi-centre Research Ethics

Committee and obtained informed consent from all study partici-

pants. The use of HUNT data in this study was approved by the

Regional Committee for Ethics in Medical Research, Central

Norway (2017/2479). All participants signed informed consent for

participation and the use of data in research. Register linkages and

use of the questionnaire data were approved by the Ethics

Committee at the Finnish Institute of Health and Welfare (THL

220/6.02.04/2021).

Data availability

UK Biobank individual-level participant data are available via en-

quiry to access@ukbiobank.ac.uk. Researchers associated with

Norwegian research institutes can apply for the use of HUNT data

and samples with approval by the Regional Committee for Medical

and Health Research Ethics. Researchers from other countries may

apply if collaborating with a Norwegian Principal Investigator.

Information for data access can be found at https://www.ntnu.edu/

hunt/data. The HUNT variables are available for browsing on the

HUNT databank at https://hunt-db.medisin.ntnu.no/hunt-db/. Use

of the full genetic data set requires the use of an approved secure

computing solution such as the HUNT Cloud (https://docs.hdc.

ntnu.no/). Example scripts for population and within-sibship models

are available on GitHub https://github.com/LaurenceHowe/

EducationSiblingMR/. Summary data from the within-sibship meta-

analysis GWAS are publicly available for download on OpenGWAS

(https://gwas.mrcieu.ac.uk/) via the TwoSampleMR R package.

Note that the summary data include both ‘population’ and ‘within-

sibship’ estimates for each phenotype, with the model detailed in the

metadata notes.

Supplementary data

Supplementary data are available at IJE online.

Author contributions

L.J.H., B.M.B. and N.M.D. conceptualized the project. L.J.H. per-

formed UK Biobank and HUNT analyses under the supervision of

G.D.S., B.M.B. and N.M.D. H.R. and B.M.B. contributed exten-

sively to the HUNT analyses. Within-family consortium authors

contributed data, expertise and scientific advice to the meta-analysis

GWAS summary data used in MR analyses. J.K. proposed and per-

formed the Finnish twin cohort analyses. L.J.H. drafted the original

manuscript. All co-authors contributed to the interpretation of

results and writing of the manuscript.

Funding

The University of Bristol support the MRC Integrative

Epidemiology Unit (MC_UU_00011/1). The Trøndelag Health

Study (HUNT) is a collaboration between HUNT Research Centre

(Faculty of Medicine and Health Sciences, NTNU, Norwegian

University of Science and Technology), Trøndelag County Council,

Central Norway Regional Health Authority and the Norwegian

Institute of Public Health. The genotyping in HUNT was financed

by the National Institutes of Health; University of Michigan; the

Research Council of Norway; the Liaison Committee for Education,

Research and Innovation in Central Norway; and the Joint Research

Committee between St Olavs hospital and the Faculty of Medicine

and Health Sciences, NTNU. The K.G. Jebsen Center for Genetic

Epidemiology is financed by Stiftelsen Kristian Gerhard Jebsen;

Faculty of Medicine and Health Sciences, NTNU, Norway. N.M.D.

is supported by a Norwegian Research Council Grant number

295989. J.F.W. acknowledges support from the MRC Human

Genetics Unit programme grant, ‘Quantitative traits in health and

disease’ (U. MC_UU_00007/10). J.B.P. is funded by the European

Research Council (ERC) under the European Union’s Horizon 2020

research and innovation programme (grant agreement No. 863981).

S.L. is a Victorian Cancer Agency Early Career Research Fellow

(ECRF19020). J.L.H. is a National Health and Medical Research

Council Senior Principal Research Fellow. P.R.J. and O.E.N. are

funded by the Research Council of Norway (#28743). J.K. is funded

by the Academy of Finland (grants 312073 and 336823) and the

Sigrid Juselius Foundation. P.M. was supported by the Academy of

Finland (#308247, # 345219) and the ERC under the European

Union’s Horizon 2020 research and innovation programme (grant

agreement No. 101019329). The funders had no role in study de-

sign, data collection and analysis, decision to publish or preparation

International Journal of Epidemiology, 2023, Vol. 00, No. 00 11

D
ow

nloaded from
 https://academ

ic.oup.com
/ije/advance-article/doi/10.1093/ije/dyad079/7193346 by U

niversity C
ollege London user on 14 June 2023

https://www.ntnu.edu/hunt/data
https://www.ntnu.edu/hunt/data
https://hunt-db.medisin.ntnu.no/hunt-db/
https://docs.hdc.ntnu.no/
https://docs.hdc.ntnu.no/
https://github.com/LaurenceHowe/EducationSiblingMR/
https://github.com/LaurenceHowe/EducationSiblingMR/
https://gwas.mrcieu.ac.uk/
https://academic.oup.com/ije/article-lookup/doi/10.1093/ije/dyad079#supplementary-data


of the manuscript. This publication is the work of the authors, who

serve as the guarantors for the contents of this paper.

Acknowledgements
Quality Control filtering of the UK Biobank data was conducted by R.

Mitchell, G. Hemani, T. Dudding and L. Paternoster as described in the

published protocol (doi: 10.5523/bris.3074krb6t2frj29yh2b03x3wxj).

Conflict of interest

None declared.

References

1. Cutler DM, Lleras-Muney A. Education and health: evaluating

theories and evidence. National Bureau of Economic Research.

2006. Report No. 0898–2937. https://www.nber.org/papers/

w12352 (June 2021, date last accessed).

2. Mackenbach JP, Rubio Valverde J, Bopp M et al. Progress

against inequalities in mortality: register-based study of 15

European countries between 1990 and 2015. Eur J Epidemiol

2019;34:1131–42.

3. Galama TJ, Lleras-Muney A, van Kippersluis H. The effect of ed-

ucation on health and mortality: a review of experimental and

quasi-experimental evidence. National Bureau of Economic

Research. 2018. Report No. 0898-2937. https://www.nber.org/

papers/w24225 (June 2021, date last accessed).

4. Davies NM, Dickson M, Davey Smith G, van den Berg GJ,

Windmeijer F. The causal effects of education on health out-

comes in the UK Biobank. Nat Hum Behav 2018;2:117–25.

5. van Kippersluis H, O’Donnell O, van Doorslaer E. Long run

returns to education: does schooling lead to an extended old age?

J Hum Resour 2009;4:1–33.

6. Clark D, Royer H. The effect of education on adult mortality

and health: evidence from Britain. Am Econ Rev 2013;103:

2087–120.

7. Lager AC, Torssander J. Causal effect of education on mortality

in a quasi-experiment on 1.2 million Swedes. Proc Natl Acad Sci

USA 2012;109:8461–66.

8. Meghir C, Palme M, Simeonova E. Education and mortality: evi-

dence from a social experiment. Am Econ J Appl Econ 2018;10:

234–56.

9. Lundborg P, Lyttkens CH, Nystedt P. The effect of schooling on

mortality: new evidence from 50,000 Swedish Twins.

Demography 2016;53:1135–68.

10. Behrman JR, Kohler HP, Jensen VM et al. Does more schooling

reduce hospitalization and delay mortality? New evidence based

on Danish twins. Demography 2011;48:1347–75.

11. Silventoinen K, Piirtola M, Jelenkovic A et al. Smoking remains

associated with education after controlling for social back-

ground and genetic factors in a study of 18 twin cohorts. Sci Rep

2022;12:13148.

12. Davey Smith G, Ebrahim S. ‘Mendelian randomization’: can ge-

netic epidemiology contribute to understanding environmental

determinants of disease? Int J Epidemiol 2003;32:1–22.

13. Tillmann T, Vaucher J, Okbay A et al. Education and coronary heart

disease: Mendelian randomisation study. BMJ 2017;358:j3542.

14. Gage SH, Bowden J, Smith GD, Munafo MR. Investigating cau-

sality in associations between education and smoking: a two-

sample Mendelian randomization study. Int J Epidemiol 2018;

47:1131–40.

15. Zhou H, Zhang Y, Liu J et al. Education and lung cancer: a

Mendelian randomization study. Int J Epidemiol 2019;48:743–50.

16. Zeng L, Ntalla I, Kessler T et al.; UK Biobank CardioMetabolic

Consortium CHD Working Group. Genetically modulated edu-

cational attainment and coronary disease risk. Eur Heart J 2019;

40:2413–20.

17. Howe LJ, Tudball M, Smith GD, Davies NM. Interpreting

Mendelian randomization estimates of the effects of categorical

exposures such as disease status and educational attainment. Int

J Epidemiol 2021; 2020.12.14.20248168.

18. Howe LJ, Nivard MG, Morris TT et al.; Within Family

Consortium. Within-sibship genome-wide association analyses

decrease bias in estimates of direct genetic effects. Nat Genet

2022;54:581–92.

19. Brumpton B, Sanderson E, Heilbron K et al. Avoiding dynastic,

assortative mating, and population stratification biases in

Mendelian randomization through within-family analyses. Nat

Commun 2020;11:3519. https://doi.org/10.1038/s41467-020-

17117-4.

20. Davies NM, Howe LJ, Brumpton B, Havdahl A, Evans DM,

Davey Smith G. Within family Mendelian randomization stud-

ies. Hum Mol Genet 2019;28:R170–79.

21. Hartwig FP, Davies NM, Davey Smith G. Bias in Mendelian ran-

domization due to assortative mating. Genet Epidemiol 2018;

42:608–20.

22. Haworth S, Mitchell R, Corbin L et al. Apparent latent structure

within the UK Biobank sample has implications for epidemiolog-

ical analysis. Nat Commun 2019;10:333.

23. Yengo L, Robinson MR, Keller MC et al. Imprint of assortative

mating on the human genome. Nat Hum Behav 2018;2:948–54.

24. Robinson MR, Kleinman A, Graff M et al.; The LifeLines

Cohort Study. Genetic evidence of assortative mating in humans.

Nat Hum Behav 2017;1:0016.

25. Domingue BW, Fletcher J, Conley D, Boardman JD. Genetic and

educational assortative mating among US adults. Proc Natl Acad

Sci USA 2014;111:7996–8000.

26. Kong A, Thorleifsson G, Frigge ML et al. The nature of nurture:

effects of parental genotypes. Science 2018;359:424–28.

27. Lee JJ, Wedow R, Okbay A et al.; Social Science Genetic

Association Consortium. Gene discovery and polygenic predic-

tion from a genome-wide association study of educational attain-

ment in 1.1 million individuals. Nat Genet 2018;50:1112–21.

28. Howe LJ, Evans DM, Hemani G, Davey Smith G, Davies NM.

Evaluating indirect genetic effects of siblings using singletons.

PLoS Genet 2022;18:e1010247.

29. Wang B, Baldwin JR, Schoeler T et al. Robust genetic nurture

effects on education: A systematic review and meta-analysis

based on 38,654 families across 8 cohorts. Am J Hum Genet

2021;108:1780–91.

30. Okbay A, Wu Y, Wang N et al.; Social Science Genetic

Association Consortium. Polygenic prediction of educational at-

tainment within and between families from genome-wide associ-

ation analyses in 3 million individuals. Nat Genet 2022;54:

437–49.

12 International Journal of Epidemiology, 2023, Vol. 00, No. 00

D
ow

nloaded from
 https://academ

ic.oup.com
/ije/advance-article/doi/10.1093/ije/dyad079/7193346 by U

niversity C
ollege London user on 14 June 2023

https://www.nber.org/papers/w12352
https://www.nber.org/papers/w12352
https://www.nber.org/papers/w24225
https://www.nber.org/papers/w24225
https://doi.org/10.1038/s41467-020-17117-4
https://doi.org/10.1038/s41467-020-17117-4


31. Davey Smith G, Holmes MV, Davies NM, Ebrahim S. Mendel’s

laws, Mendelian randomization and causal inference in observa-

tional data: substantive and nomenclatural issues. Eur J

Epidemiol 2020;35:99–111.

32. Sudlow C, Gallacher J, Allen N et al. UK Biobank: an open access

resource for identifying the causes of a wide range of complex dis-

eases of middle and old age. PLoS Med 2015;12:e1001779.

33. Bycroft C, Freeman C, Petkova D et al. The UK Biobank resource

with deep phenotyping and genomic data. Nature 2018;562:

203–09.

34. Hill WG, Weir BS. Variation in actual relationship as a conse-

quence of Mendelian sampling and linkage. Genet Res (Camb)

2011;93:47–64.

35. Okbay A, Beauchamp JP, Fontana MA et al.; LifeLines Cohort

Study. Genome-wide association study identifies 74 loci associ-

ated with educational attainment. Nature 2016;533:539–42.

36. Holmen J, Midthjell K, Krüger Ø et al. The Nord-Trøndelag

Health Study 1995–97 (HUNT 2): objectives, contents, methods

and participation. Norsk Epidemiologi 2003;13:19–32.
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