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Abstract

There is substantial variation in the timing of significant reproductive life events such as

menarche and first sexual intercourse. Life history theory explains this variation as an adap-

tive response to an individual’s environment and it is important to examine how traits within

life history strategies affect each other. Here we applied Mendelian randomization (MR)

methods to investigate whether there is a causal effect of variation in age at menarche and

age at first sexual intercourse (markers or results of exposure to early life adversity) on out-

comes related to reproduction, education and risky behaviour in UK Biobank (N = 114 883–

181 255). Our results suggest that earlier age at menarche affects some traits that charac-

terize life history strategies including earlier age at first and last birth, decreased educational

attainment, and decreased age at leaving education (for example, we found evidence for a

0.26 year decrease in age at first birth per year decrease in age at menarche, 95% confi-

dence interval: -0.34 to -0.17; p < 0.001). We find no clear evidence of effects of age at men-

arche on other outcomes, such as risk taking behaviour. Age at first sexual intercourse was

also related to many life history outcomes, although there was evidence of horizontal pleiot-

ropy which violates an assumption of MR and we therefore cannot infer causality from this

analysis. Taken together, these results highlight how MR can be applied to test predictions

of life history theory and to better understand determinants of health and social behaviour.

Introduction

Life history theory addresses how organisms differ in allocation of limited resources between

growth and reproductive efforts, characterizing species into those on ‘fast’ or ‘slow’ life history

strategies [1,2]. Life history theory can be considered a meta-theory and can therefore not be
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tested in its entirety but can generate testable predictions [3,4]. The literature on life history

theory has become increasingly large and fragmented in recent years [4]. The most commonly

tested prediction is the association between harsh early life environments and a fast life history

strategy however it is also important to examine how traits within life history strategies affect

each other. A ‘fast’ life history strategy is characterised by more effort directed towards repro-

duction such as earlier puberty and sexual activity, whereas a ‘slow’ life history strategy can be

described by later maturity and proportionally greater investment in a smaller number of off-

spring [1,2]. For example, rabbits undergo rapid sexual development, short interbirth intervals

and various other traits demonstrating short-term goals that characterize a fast life history

strategy [5]. Conversely, elephants show delayed sexual development and long interbirth inter-

vals and are considered to be on a slow life history strategy [5]. The shorter life expectancy of

rabbits than elephants increases the adaptive benefits of taking a fast life history strategy [5].

Within-species variation in life history strategy has been proposed. For humans, life history

theory has been applied to characterize individuals into those on relatively faster or slower

strategies [5], with substantial variation between humans in the timing of significant reproduc-

tive life events such as age at menarche (the start of a woman’s sexual maturity and reproduc-

tive potential) and first sexual intercourse [6,7]. Life history theory explains this variation as an

adaptive response to an individual’s developmental environment and adverse childhood expe-

riences have been shown to associate with earlier age at menarche [8] and earlier age at first

sexual intercourse [9–11]. Life history strategies consist of a suite of adaptations and whilst

adopting a fast life history strategy evolved due to reproductive advantages in certain condi-

tions, it may also have costs to an individual in modern environments. Such costs include

those associated with teenage pregnancy and risky behaviours like violence, criminality, and

substance abuse [1,12,13]. Therefore, as well as previous research into the causes of earlier age

at menarche and sexual intercourse (such as early life adversity) [8–11], it is also important to

examine how traits within life history strategies affect each other, especially as starting menar-

che and sexual intercourse is necessary for reproductive life history outcomes and age at first

sexual intercourse may be modifiable via policy and environmental changes. In the present

study, we examine how traits within life history strategies affect each other by examining the

effects of these two reproductive traits (age at menarche and age at first sexual intercourse) on

other reproductive and behavioural outcomes including age at first birth, age at last birth and

educational attainment. Knowledge on the suite of possible adaptations following these two

reproductive traits is important for research investigating the effects of reproductive timings

on later life health outcomes and for insight into key predictors of educational attainment.

Standard analytical approaches applied to observational data have been used to examine life

history strategies in humans as it is not easily possible to manipulate developmental environ-

ments or reproductive timings in experimental settings [11,14]. However, inferring causality

in studies using such approaches is difficult, and likely to be affected by confounding [15]. For

example, structural equation modelling has been proposed to investigate life history theory,

however the potential for confounding is always a concern as these methods allow for the con-

trol of measured but not for unmeasured confounders [16,17]. Even though it is difficult to

manipulate reproductive timings, particularly age at menarche but also age at first sexual inter-

course, we can apply the method of Mendelian randomization (MR) to investigate causal rela-

tionships between these traits and outcomes of interest. MR is an increasingly popular method

in epidemiology for strengthening causal inference when randomized controlled trials cannot

be conducted and there is no possibility of manipulating risk factors [18].

MR employs an instrumental variable analysis framework, with the instrument specifically

being genetic variants known as single nucleotide polymorphisms (SNPs)[15]. The genetic

instrument (‘Z’) is used as a proxy for an environmental exposure of interest to investigate the
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effect of this exposure (‘X’) on an outcome (‘Y’) (see Fig 1a)[15,19,20]. Valid instrumental vari-

ables are defined by three main assumptions to allow for causal inference of results [19]. First,

the instrument is robustly associated with the exposure (the relevance assumption). Genetic

variants used as instrumental variables in MR are identified in genome-wide association stud-

ies (GWAS) to be significantly and independently associated with the exposure at a p-value

less than 5×10−8. Second, the instrument is not associated with confounding factors (‘U’)

(the independence assumption). By using independent genetic variants as instruments, MR

exploits Mendel’s laws of segregation and independent assortment by which the inheritance of

genetic variants is determined mostly independently of other genetic variants and the environ-

ment [15]. This independence has been demonstrated through pairwise correlations between

nongenetic variables and genetic variables, with genetic variants showing little association with

each other [21]. This highlights the advantages of using genetic variants as proxies of environ-

mental exposures to overcome bias due to confounding to which non-genetic observational

studies are prone [21]. Third, the instrument only affects the outcome through its effect on the

exposure (the exclusion restriction assumption). This third assumption is violated in the

Fig 1. A. Diagram representing Mendelian randomization analysis. b. Diagram representing Mendelian

randomization analyses in the present study.

https://doi.org/10.1371/journal.pone.0234488.g001
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presence of horizontal pleiotropy: when the genetic variant has an effect on the outcome

through alternative pathways, instead or in addition to, through the exposure [22,23]. The

presence of horizontal pleiotropy is investigated in analyses [22,23]. Additionally, since geno-

type is determined at conception, MR removes the risk of reverse causality [15,19]. If these

assumptions are met, effects estimated using MR should be free from bias due to confounding

[15] and the associations between ZX and ZY (i.e., SNP-exposure and SNP-outcome) can be

used to estimate the causal effect of the exposure (‘X’) on outcome (‘Y’) (see Fig 1a and 1b)

[24]. This causal effect is obtained through calculating a Wald ratio where the SNP-outcome

estimate is divided by SNP-exposure estimate (ZY�ZX) and forms the basis for all MR meth-

ods used here. These SNP-exposure and SNP-outcome associations should be estimated from

distinct non-overlapping samples of participants [24].

One example of using MR to overcome biases when manipulation of the exposure is not

practical is the study of alcohol consumption effects on blood pressure and, ultimately, cardio-

vascular disease (previously described in [15] and [18]). Individuals who consume more alco-

hol may differ from individuals who consume less alcohol for other cardiovascular risk factors,

such as by smoking more heavily. This could therefore introduce spurious associations due to

bias from confounding by smoking heaviness. Using SNPs associated with metabolite

responses to alcohol consumption is akin to randomizing individuals into higher or lower

drinking conditions [24,25] and MR can therefore be used to estimate a causal effect of alcohol

consumption. For more information on interpreting MR studies, see Davies et al. [18].

Here we apply the logic of MR to estimate the causal effects of one reproductive trait on

reproductive and behavioural outcomes within a life history framework. Using instruments

for age at menarche (and a separate instrument for age at first sexual intercourse), we indepen-

dently investigate the effects of age at menarche and age at first sexual intercourse on several

evolutionary relevant outcomes (see Fig 1b). MR has been used previously to investigate age at

menarche with many later life health outcomes (e.g., Sequeira et al. [26]) however in this study

we aim to provide stronger causal inference for age at menarche and evolutionary relevant out-

comes. Whereas smoking heaviness may have confounded relationships in the above example

(see Fig 1a), socioeconomic status may be one factor with similar effects in observational stud-

ies of age at menarche and age at first sexual intercourse and these outcomes.

Earlier age at menarche and age at first sexual intercourse can be viewed as directing effort

towards reproductive goals as part of a fast life history strategy. In line with this, we predict ear-

lier age at menarche and age at first sexual intercourse to be causal components of a suite of

adaptations where the future is discounted relative to the present and effort is directed towards

short-term reproductive goals and increased risky behaviour [1,27]. For example, short-term

reproductive goals may include earlier age at first birth, earlier age at last birth, a shorter repro-

ductive period, increased number of sexual partners and number of children, and less likeli-

hood of being childless. Increased risky behaviour could manifest as increased likelihood of

smoking and alcohol consumption in the modern day. On the other hand, investing in educa-

tion, despite being evolutionarily novel, can be seen as a slow life history trait with delayed

benefits [27].

A previous study [27] that included a sub-sample of participants from UK Biobank showed

a causal effect of earlier age at menarche on earlier age at first birth, earlier age at last birth, ear-

lier age at leaving education, increased alcohol intake, lower likelihood of being childless,

greater number of children (in combined sexes) and decreased likelihood of remaining in edu-

cation after 16 years. Additionally, earlier age at first sexual intercourse was causally related to

earlier age at first birth, a greater number of children, increased likelihood of being an ever

smoker, and decreased likelihood of attaining a degree. These findings suggest causal relation-

ships between traits that characterize a life history strategy and support evolutionary
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explanations of variation in age at menarche and first sexual intercourse. We extend this work

by using the full release of UK Biobank data (N = 114 883–181 255) and a suite of novel meth-

ods to more robustly test for horizontal pleiotropy, which would violate one of the key assump-

tions of MR.

Methods

Exposure data

For our age at menarche instruments, we used independent SNPs associated with age at men-

arche (p<5×10−8) from two GWAS separately [28,29]. The first identified 123 SNPs [28] and

explained approximately 3% of the observed variance in age at menarche (N = 182 416). The

second identified 389 SNPs which explained approximately 7% of the variance (N = 329 345)

[29]. After excluding certain SNPs for methodological reasons (see S1 Text), we were left with

116 and 305 SNPs as two instruments for age at menarche. Mean differences and standard

errors (SE) for these SNPs and age at menarche associations in the GWAS discovery samples

were recorded for each instrument and this became our exposure data for age at menarche

(see S1 and S2 Tables).

For our instrument of age at first sexual intercourse, we used independent SNPs associated

with age at first sexual intercourse (p<5×10−8) [27] in both males and females. We recorded

these GWAS associations, as done so for age at menarche, to be used as our exposure data for

age at first sexual intercourse (see S3 Table). We used effect estimates identified in the pooled

sex GWAS to increase statistical power. Of the 33 SNPs for the instrument of age at first sexual

intercourse, there were 23 SNPs available in UK Biobank (see S1 Text).

Outcome data

The exposure associated SNPs described above were extracted from UK Biobank to derive

SNP-outcome associations for each outcome. Extraction was done using PLINK (v2.00) and

best guess algorithms for determining alleles.

Sample. UK Biobank is a population-based health research resource consisting of approx-

imately 500 000 people, aged between 38 years and 73 years, who were recruited between the

years 2006 and 2010 from across the UK [30]. Particularly focused on identifying determinants

of human diseases in middle-aged and older individuals, participants provided a range of

information (including as demographics, health status, lifestyle measures, cognitive testing,

personality self-report, and physical and mental health measures) via questionnaires and inter-

views (data available at www.ukbiobank.ac.uk). A full description of the study design, partici-

pants and quality control (QC) methods have been described in detail previously [31]. UK

Biobank received ethics approval from the Research Ethics Committee (REC reference for UK

Biobank is 11/NW/0382). Genotyping information and quality checks in UK Biobank are

described elsewhere [32].

Outcome measures. Our outcome measures were: age at first birth, age at last birth,

reproductive period, number of children, childlessness, ever smoked, educational attainment

in years, age when left education, alcohol intake, risk taking and number of sexual partners for

those that indicated they had had sex. These measures were derived similarly to previous

research [27,33]. We re-coded data as missing if age at first sexual intercourse was younger

than age at menarche; if age at leaving education was answered as having never attended

school; at the 99.99th percentile for number of children; at the 99.99th percentile for number of

sexual partners. Reproductive period was derived as the difference between age at last birth

and age at first birth for those that had more than one child. To account for non-normal data,

we included binary measures of childlessness (childlessness coded as 1). We also included a
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measure for ever smoked (coded as 1 if participants had ever smoked in questions ‘Do you

smoke tobacco now?’ or ‘In the past, how often have you smoked tobacco?’). Alcohol intake

was a categorical variable indicating ‘never’ (coded as 6), ‘special occasions only’, ‘one to three

times a month’, ‘once or twice a week’, three to four times a week’ and ‘daily or almost daily’

(coded as 1). Risk taking was measured as ‘yes’ (coded as 1) or ‘no’ responses to ‘Would you

describe yourself as someone who takes risks?’. Only females were used for all outcome data.

Data analysis

Data were harmonized to ensure that the effect of the SNP on the exposure and the SNP on the

outcome corresponded to the same allele. The age increasing allele was used in order to con-

duct MR analyses and results were then reversed to report the effect of earlier age at menarche

and first sexual intercourse. To derive the SNP-outcome associations for our outcome data,

regressions were conducted in R adjusting for birth year and the top 10 genetic principal com-

ponents. In sensitivity analysis, we additionally adjusted SNP-outcome associations for geno-

type array.

We used the 116 SNPs for age at menarche [28] in our main analysis as this GWAS did not

include any UK Biobank data. For the 305 SNP instrument which includes some individuals

from the UK Biobank [29], we calculated SNP-outcome associations and conducted analysis

using outcome data from a UK Biobank sub-sample that did not overlap with the age at men-

arche GWAS. However, allocation into these sub-samples is related to smoking status [34] and

division is therefore similar to stratifying on smoking. As smoking may be a collider in our

analysis, this stratification could introduce bias. We therefore also derived SNP-outcome esti-

mates and conducted analysis for the 305 SNP age at menarche instrument using the full UK

Biobank sample, which will suffer from bias towards the observational estimate due to sample

overlap with the GWAS of the exposure [35]. It is also not possible to assess the suitability of

one MR method (MR-Egger, described below) with sample overlap as the suitability value (the

I2
GX value) cannot be reliably measured. As the age at first sexual intercourse GWAS [27] was

conducted solely in a sub-sample of UK Biobank participants, we conducted a fixed-effects

meta-analysis of the SNP-outcome estimates in the full UK Biobank sample in addition to MR

analysis in the non-overlapping sub-sample of UK Biobank. This was only conducted for age

at first sexual intercourse and not also for age at menarche. This fixed-effects meta-analysis is

equivalent to performing an unweighted allele score analysis [36] and suffers from less bias

than a weighted analysis with overlapping samples. The units for this fixed effect meta-analysis

therefore differ to the other MR methods as it is per increase in the number of effect alleles.

Exposure and outcome data (i.e., SNP-exposure and SNP-outcome associations) were com-

bined using multiple MR approaches (inverse variance weighted, weighted median, weighted

mode-based estimator (MBE) and MR-Egger methods). These methods are all extensions of

the Wald ratio (defined above), to be used with multiple SNPs as instruments for the exposure.

They first use the Wald ratio to estimate the causal effect per SNP before conducting a meta-

analysis for the causal effect of an exposure on outcome across SNP instruments (see Bowden

& Holmes [37] for a recent review of meta-analyses for MR). Each method uses a varying num-

ber of the SNPs as instruments due to the different assumptions that each relies on. With these

methods each relying on different assumptions regarding horizontal pleiotropy, a consistent

effect across all methods increases our confidence in results, although some methods suffer

from reduced statistical power [23]. An inverse variance weighted approach is analogous to a

weighted regression of SNP-outcome coefficients on SNP-exposure coefficients with the inter-

cept constrained to zero [38,39], and further includes all SNPs by assuming all are valid instru-

ments (i.e. meet the relevance, independence and exclusion restriction assumptions defined
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above) or allows pleiotropy to be balanced across instruments when using the random effects

model [39]. The weighted median estimate is obtained by first calculating the Wald ratio for

each SNP and then taking the estimate with the median inverse variance weight. The weighted

median method estimates a causal effect if at least 50% of the data for analysis is from variants

that are valid instruments (i.e., meet the relevance, independence and exclusion restriction

assumptions defined above) [19,40]. The weighted MBE finds the largest cluster of Wald ratios

for a meta-analysis and provides a causal estimate when the largest number of similar individ-

ual-instrument estimates come from valid instruments, even if the majority are invalid [41]. A

tuning parameter of 0.5 was set for MBE analysis. We further conducted MR-Egger regression

which allows all variants to have pleiotropic effects if they are independent to the variants’

effects on the exposure [23]. MR-Egger does not constrain the intercept to zero and the inter-

cept term therefore estimates overall horizontal pleiotropy [23]. In addition to these analyses,

we conducted Radial MR and a leave one out analysis for age at first sexual intercourse which

helps to identify outlier SNPs [42]. For binary outcomes, all MR results were transformed to

odds ratios by exponentiating them.

We calculated Cochran’s Q for these inverse variance weighted analyses to test if effects dif-

fer across variants [18]. We further calculated the I2
GX to assess the suitability of MR-Egger

where above 0.9 is desired [43], and mean F statistics which indicate the strength of the instru-

ment. For age at first sexual intercourse, the unweighted I2
GX was low and we therefore per-

formed a SIMEX adjustment with unweighted analysis.

Age at menarche analysis using the 116 SNP instrument was repeated after removing SNPs

associated with body mass index at p< 5 × 10−8 [26,36,44]. This resulted in 9 SNPs being

removed (rs10938397, rs12446632, rs2947411, rs3101336, rs543874, rs7103411, rs7138803,

rs7514705, rs8050136).

Results

Mean age in our sample was 57 years (standard deviation [SD] = 7.91). Mean age at menarche

and first sexual intercourse were 13 years (SD = 1.60) and 19 years (SD = 3.44), respectively.

Further sample characteristics are given in Table 1. Further details of the instruments are pro-

vided in S4 Table.

Age at menarche

Using the 116 SNP instrument for age at menarche we find consistent evidence of a causal

effect of earlier age at menarche on earlier age at first birth across all MR methods. We find

some evidence of an effect of earlier age at menarche on earlier age at last birth and all MR

methods showed point estimates in a consistent direction. There was no clear evidence of an

effect of age at menarche on duration of reproductive years, number of children, or number of

sexual partners, and little evidence for an effect on likelihood of being childless with results

showing confidence intervals consistent with the null and inconsistency for the direction of

point estimates across MR approaches. These results are presented in Tables 2 and 3.

For educational outcomes, there was evidence of an effect of earlier age at menarche on

lower educational attainment and age at leaving education across most MR methods and con-

sistent point estimates for all MR approaches (Tables 2 and 3). Alcohol intake appeared to

decrease with earlier age at menarche, but the MR-Egger intercept (p = 0.013) indicated hori-

zontal pleiotropy, suggesting that this effect does not remain when horizontal pleiotropy is

accounted for (Tables 2 and 3). No clear evidence was found for effects of age at menarche on

having ever smoked or risk taking behaviour although these measures were binary and there-

fore we had less statistical power to detect effects (Table 2).
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After removing SNPs also associated with body mass index [36,44] from our instrument,

results were broadly similar to the main analysis although MR-Egger regression analysis

showed decreased estimates and for many outcomes the p-values increased. This could be due

to eliminating a possible pathway via body mass index and/or reduced statistical power as a

result of using fewer SNPs (S5 and S6 Tables). We repeated analyses using the 305 SNP instru-

ment for age at menarche. Results were broadly similar to the main analysis (S7–S10 Tables).

There was slight increased evidence for an effect on number of sexual partners, ever smoked

and childlessness. This analysis suffers from greater bias as it is uses a sub-sample of UK Bio-

bank (described above) or alternatively, when using the entire UK Biobank sample in analyses,

it results in overlap between the exposure and outcome datasets, which has shown to bias

results towards the observational estimate [35].

Age at first sexual intercourse

We conducted a fixed effects meta-analysis of the 23 SNP-outcome associations in UK Bio-

bank and found evidence of relationships for earlier age at first sexual intercourse with earlier

age at first birth, earlier age at last birth, a longer reproductive period, increased number of

sexual partners, a greater number of children, decreased likelihood of being childlessness, ear-

lier age at leaving education, lower educational attainment, increased likelihood of having ever

smoked and increased likelihood of risk taking behaviour (S11 Table).

Table 1. Population characteristics of UK Biobank sample used as outcome data.

Total N Mean (SD) or N (%)

Age at assessment, years 181 358 56.67 (7.91)

Age at menarche, years 176 262 12.95 (1.60)

Age at first sex, years 154 599 19.02 (3.44)

Age first birth, years 124 093 25.39 (4.54)

Age last birth, years 123 926 30.15 (4.80)

Reproductive period, years 123 892 4.76 (3.65)

Number of sexual partners 149 902 4.63 (6.99)

Number of children 181 247 1.81 (1.15)

Childlessness 181 255

Yes 33 242 (18.34)

No 148 013 (81.66)

Age when left education, years 124 279 16.63 (2.03)

Educational attainment, years 179 731 13.05 (4.32)

Alcohol intake 181 233

Daily or almost daily 30 918 (17.06)

Three or four times a week 39 346 (21.71)

Once or twice a week 47 864 (26.41)

One to three times a month 23 723 (13.09)

Special occasions only 25 101 (13.85)

Never 14 281 (7.88)

Ever smoked 180 751

Yes 101 112 (55.94)

No 79 639 (44.06)

Risk taking 174 718

Yes 31 973 (18.30)

No 142 745 (81.70)

https://doi.org/10.1371/journal.pone.0234488.t001

PLOS ONE Age at menarche and first sexual intercourse on reproductive and behavioural outcomes

PLOS ONE | https://doi.org/10.1371/journal.pone.0234488 June 15, 2020 8 / 17

https://doi.org/10.1371/journal.pone.0234488.t001
https://doi.org/10.1371/journal.pone.0234488


Table 2. Estimates of the causal effect of earlier age at menarche (116 SNP instrument) on life history outcomes using full UK Biobank data.

IVW MR-Egger regression Weighted median MBE

N β or OR (95% CI) p β or OR (95% CI) P β or OR (95% CI) p β or OR (95% CI) p
Reproduction

Age first birth 115070–

124093

-0.256 (-0.342,

-0.171)

<0.001 -0.260 (-0.522,

0.002)

0.05 -0.325 (-0.471,

-0.178)

<0.001 -0.362 (-0.722,

-0.002)

0.05

Age last birth 114916–

123926

-0.235 (-0.325,

-0.144)

<0.001 -0.208 (-0.487,

0.07)

0.14 -0.241 (-0.391,

-0.091)

0.002 -0.225 (-0.515,

0.066)

0.13

Reproductive period 114883–

123892

0.018 (-0.053, 0.088) 0.62 0.040 (-0.175,

0.255)

0.71 0.015 (-0.09, 0.12) 0.78 -0.076 (-0.335,

0.184)

0.57

Number of sexual partners 138920–

149902

-0.052 (-0.171,

0.067)

0.39 0.094 (-0.27, 0.459) 0.61 -0.030 (-0.235,

0.175)

0.77 -0.010 (-0.423,

0.403)

0.96

Number of children 168050–

181247

-0.016 (-0.034,

0.002)

0.09 0.023 (-0.033,

0.078)

0.42 -0.022 (-0.052,

0.007)

0.14 0.020 (-0.042, 0.082) 0.53

Childlessness 168058–

181255

1.060 (1.017, 1.105) 0.01 0.987 (0.869, 1.121) 0.84 1.047 (0.978, 1.121) 0.18 1.038 (0.905, 1.192) 0.59

Education

Age when left education 115204–

124279

-0.062 (-0.100,

-0.024)

0.002 -0.153 (-0.27,

-0.036)

0.01 -0.095 (-0.158,

-0.031)

0.004 -0.126 (-0.283,

0.031)

0.12

Educational attainment in

years

166640–

179731

-0.072 (-0.139,

-0.005)

0.04 -0.237 (-0.443,

-0.03)

0.03 -0.128 (-0.253,

-0.003)

0.05 -0.246 (-0.487,

-0.005)

0.05

Risky behaviours

Alcohol intake 168039–

181233

0.059 (0.035, 0.083) <0.001 -0.030 (-0.103,

0.044)

0.43 0.035 (-0.007, 0.077) 0.10 0.007 (-0.075, 0.089) 0.86

Ever smoked 167584–

180751

1.002 (0.970, 1.034) 0.92 1.015 (0.921, 1.121) 0.76 0.994 (0.942, 1.049) 0.83 1.035 (0.924, 1.16) 0.55

Risk taking 161994–

174718

0.989 (0.949, 1.032) 0.61 1.092 (0.96, 1.242) 0.18 0.984 (0.916, 1.058) 0.67 0.979 (0.832, 1.153) 0.81

Mendelian Randomization approaches used: inverse variance weighted, weighted mode-based estimator, MR-Egger regression and weighted median. (LCI: lower 95%

confidence interval; UCI: upper 95% confidence interval; MBE: weighted mode-based estimator).

https://doi.org/10.1371/journal.pone.0234488.t002

Table 3. MR-Egger intercept values for age at menarche (116 SNP instrument) on life history outcomes using full

UK Biobank data.

MR-Egger intercept

β or OR 95% CI p
Reproduction

Age first birth 0.0002 -0.011, 0.012 0.98

Age last birth -0.001 -0.013, 0.011 0.84

Reproductive period -0.001 -0.011, 0.008 0.82

Number of sexual partners -0.007 -0.023, 0.009 0.40

Number of children -0.002 -0.004, 0.001 0.15

Childlessness 1.003 0.998, 1.009 0.24

Education

Age when left education 0.004 -0.001, 0.009 0.11

Educational attainment in years 0.008 -0.001, 0.017 0.10

Risky behaviours

Alcohol intake 0.004 0.001, 0.007 0.01

Ever smoked 0.999 0.995, 1.004 0.77

Risk taking 0.995 0.990, 1.001 0.11

LCI: lower 95% confidence interval; UCI: upper 95% confidence interval.

https://doi.org/10.1371/journal.pone.0234488.t003
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We also used MR to examine effects between age at first sexual intercourse and these life

history outcomes, taking SNP-exposure associations from a GWAS [27] and SNP-outcome

associations in a sub-sample of UK Biobank, therefore likely affected by selection bias. There

appeared to be a consistent effect of earlier age at first sexual intercourse on earlier age at last

birth and increased likelihood of risk taking behaviour across MR methods (S12 Table). How-

ever, the MR-Egger intercept showed evidence of horizontal pleiotropy for most outcomes

and, as discussed above, this MR analysis may suffer from bias due to stratifying the UK Bio-

bank sample (S13 Table). Results for Radial MR and a leave one out analysis suggested no

strong influence of outliers (further details are provided in S1 Text and S1 Fig).

Discussion

We find evidence for causal relationships between earlier age at menarche and earlier age at

first birth, earlier age at last birth, lower educational attainment, and earlier age at leaving edu-

cation. Results for effects of earlier age at menarche on lower educational outcomes are consis-

tent with previous findings [27,45]. We found no clear effect of age at menarche on number of

children in this female only sample, supporting previous findings for females [27]. Here, apply-

ing additional MR methods to those used previously, we find that the effect of age at menarche

on alcohol intake is not robust [27]. Results for educational attainment, age at first birth and

age at last birth were as expected and suggest that earlier age at menarche is causally related to

some traits characterizing a fast life history strategy. Possible reasons for lack of evidence

between age at menarche and other outcomes, such as reproductive period, are discussed

below.

Evidence for age at first sexual intercourse on these life history traits was mixed across anal-

yses, with MR results suggesting possible violation of the exclusion restriction assumption of

no direct effects of the instrument on the outcome not acting through the exposure (i.e., the

presence of horizontal pleiotropy) [15,23]. We detect the presence of horizontal pleiotropy on

multiple outcomes and we therefore cannot infer causality from this analysis. Interestingly,

these results suggest that previous findings may have also included pleiotropic effects and may

be questionable [27]. Results for age at first sexual intercourse are therefore not robust. These

results provide a valuable proof of concept for using MR to test evolutionary theory, but can-

not be used to infer causal effects of age at first sexual intercourse. When further GWAS on

age at first sexual intercourse become available, it will be possible to repeat investigation of

horizontal pleiotropic effects and overcome other limitations of this analysis discussed below.

The effects of earlier age at menarche on these reproductive and educational traits can be

viewed as directing effort towards short-term reproductive goals and risky behaviour as an

important part of a fast life history strategy [1]. Variation in age at menarche may therefore

represent an important causal component of a suite of adaptations [6]. Earlier age at first birth

can be considered an adaptive response to early life adversity and our finding of an effect of

earlier age at menarche on earlier age at first birth is therefore in line with this [46]. It is, how-

ever, interesting that we see an effect of earlier age at menarche on earlier age at last birth, with

no clear effect on reproductive period. This suggests that individuals on a fast life history strat-

egy are not just starting their reproductive life earlier but shifting their reproductive life for-

ward in time. Nettle highlights that individuals in more deprived areas with short life

expectancy, likely on a fast life history strategy, need to reproduce earlier than individuals in

more affluent areas with higher life expectancy to be in good health for an equivalent period of

care [47]. This finding of a causal relationship between age at menarche and age at first and

last birth is also important for research investigating the effects of reproductive timings on

later life health outcomes [48]. Education is a key predictor of positive later life outcomes in
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the UK, and our finding of a causal effect of earlier age at menarche on decreased educational

attainment provides important information for determinants of educational attainment which

should be independent from confounding [45]. Investing in education can be seen as a slow

life history trait with delayed benefits [49]. The effect of age at menarche on educational attain-

ment may be due to variation in cognition following variation in age at menarche and gonadal

hormones, due to menarche, that may influence behaviour during schooling [45,50]. Although

we cannot easily intervene on age at menarche, if factors on the causal pathway from age at

menarche to outcomes are modifiable (e.g., behaviour during schooling) these could provide

targets for interventions.

As a component of life history strategy, we would have expected to see an effect of earlier

age at menarche on increased number of children or likelihood of remaining childless,

although access to contraception may influence this relationship. Number of sexual partners

has previously been used as a proxy for reproductive success in a post-contraceptive environ-

ment, although it should be noted that contraception allows for the decoupling of sexual and

reproductive partners [51]. We did not find a clear effect of age at menarche on number of sex-

ual partners although female reproductive success is less dependent on number of sexual part-

ners than males. It is further possible that the effect of menarche on number of children is

masked by the detrimental effects of risky behaviours, such as substance use, on fertility in the

modern environment [52,53]. Although our results show no clear evidence of an effect of ear-

lier age at menarche on increased risky behaviours and substance use, binary measures of

smoking and risk taking were used, resulting in less statistical power. Furthermore, the mea-

sure of risk taking was a single item asking whether participants would describe themselves as

someone who takes risks and may not capture the full extent of risk taking behaviour. We did

not show an effect of age at menarche on alcohol intake, another form of substance use which

has also been shown to be associated with decreased fertility [52,53]. Further research should

examine the mediating causal relationships between age at menarche and fertility in the mod-

ern environment using more detailed measures of substance use and larger samples.

Our study highlights how MR can be applied to test predictions within life history theory to

provide evidence of causality and increase our understanding of health and social behaviour. A

strength of the present study is the use of multiple MR methods. This allowed us to extend upon

the findings of previous research [27] and triangulate across methods, each with varying and

orthogonal assumptions, to provide greater confidence in results [54]. We were further able to

compare evidence using two instruments for age at menarche. Additionally, we used a large

population-based sample for our analysis to help identify the small effects common in genetic

studies [38], although we acknowledge that for binary outcomes power was more limited.

There are currently no strong instruments for early life adversity and it is therefore not eas-

ily possible to test the causal effects of early life adversity on age at menarche and age at first

sexual intercourse using MR [55]. This aspect of life history theory has been the focus of most

prior work. However, we examined the effects of two intermediate reproductive traits (age at

menarche and age at first sexual intercourse) on further reproductive and behavioural out-

comes. Early menarche is associated with both good condition and early life adversity, likely

with different developmental pathways. We did not stratify analysis on any measure of adver-

sity, or a proxy for adversity such as socioeconomic status. There has been a secular trend of

decreasing age at menarche in recent times, perhaps due to increasing levels of obesity or

improved living conditions [2]. This trend therefore also includes individuals that are assumed

to be on a slow life history strategy. The present study therefore cannot fully disentangle those

on a fast or slow life history strategy although it is assumed that earlier menarche and age at

first sexual intercourse can be used as an indicator of an individual being on a fast life history

strategy. We attempted to account for the possibility of effects of age at menarche acting via
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BMI in sensitivity analyses. The multiple possible interpretations of early age at menarche and

age at first sexual intercourse are a strong limitation of this work however it is still important

to examine all components of the life history theory framework, rather than to focus only on

the effects of early life adversity on reproductive traits such as age at menarche.

Other limitations of our work should be considered. First, the age at first sexual intercourse

GWAS was conducted in a sub-sample of UK Biobank data and we therefore conducted an

unweighted analysis due to this sample overlap, using a fixed effects meta-analysis method.

We additionally conducted MR by dividing our outcome sample to avoid overlap of partici-

pants, however this may have introduced bias as the sub-division is related to smoking status

and therefore akin to stratifying on smoking, which may be affected by our exposure and out-

come (termed collider bias) [34]. Second, given the MR results between age at menarche and

educational attainment, it is possible that parents could pass on genotypes for age at menarche

and educational attainment and therefore create confounding by parental genotype. This type

of genetic confounding is possible in MR studies and unfortunately cannot be tested or

addressed with UK Biobank data due to having genotype data on only one generation. Third,

we used SNPs for age at first sexual intercourse, and their associations, identified in pooled sex

GWAS, due to reductions in power of using SNPs identified in females only and our exposure

and outcome data therefore consists of different populations (not advised for MR studies)

[24]. Although most variants showed sex-concordant associations in the GWAS, six variants

in our instrument for age at first sexual intercourse showed some evidence of sex-discordant

associations [27]. Fourth, the SNP-exposure associations were used from discovery analysis,

which may cause upward bias of estimates [36,56], however using discovery data is common

in MR studies and our unweighted analysis for age at first sexual intercourse did not use

GWAS estimates [36,57]. Fifth, UK Biobank data is unrepresentative of the population, with a

5% response rate, and therefore and suffers from selection bias which may generate spurious

associations [30,58,59]. Finally, variants are non-specific and we cannot fully remove popula-

tion structure, which can induce spurious associations through confounding, even within a

sample of European ancestry and adjusting for principal components as done so here [60].

Conclusions

We found some evidence that age at menarche is causally related to other life history traits and

outcomes. Age at first sexual intercourse was also related to many life history outcomes,

although there was evidence of horizontal pleiotropy which violates the exclusion restriction

assumption of MR and these results are therefore an interesting proof of concept for using MR

to test evolutionary theory and in light of previous results, cannot be used to infer causal effects

of age at first sexual intercourse. [22,23]. The age at menarche results highlight how analysis

techniques from genetic epidemiology can be used to answer how life history traits are related

within life history strategies, and to better understand determinants of health and social behav-

iour. There are increasing numbers of GWAS conducted on evolutionary relevant traits and

we have demonstrated that future research could apply these MR techniques to further test

predictions of life history theory.

Supporting information

S1 Text.

(DOCX)

S1 Data.

(TMP)

PLOS ONE Age at menarche and first sexual intercourse on reproductive and behavioural outcomes

PLOS ONE | https://doi.org/10.1371/journal.pone.0234488 June 15, 2020 12 / 17

http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s001
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s002
https://doi.org/10.1371/journal.pone.0234488


S1 Fig. Leave-one-out analysis indicates that all estimates were within the confidence inter-

vals of all other estimates. Here shown for increasing age at first sexual intercourse on age at

first birth.

(DOCX)

S1 Table. List of SNPs used in analysis and their associations with age at menarche

(p<5×10−8) from Perry et al. (1).

(DOCX)

S2 Table. List of SNPs used in analysis and their associations with age at menarche

(p<5×10−8) from Day et al. (2).

(DOCX)

S3 Table. List of SNPs used in analysis and their associations with age at first sexual inter-

course (p< 5×10−8) from Day et al. (3).

(DOCX)

S4 Table. Estimates for the mean F statistic, I2GX, and Cochran’s Q.

(DOCX)

S5 Table. Estimates of the causal effect of earlier age at menarche (116 SNPs) on life his-

tory outcomes using full UK Biobank data excluding SNPs associated with body mass

index at p<5×10−8 (9 SNPs excluded).

(DOCX)

S6 Table. MR-Egger intercept values for age at menarche (116 SNPs) on life history out-

comes using full UK Biobank data and excluding SNPs associated with body mass index at

p<5×10−8 (9 SNPs excluded).

(DOCX)

S7 Table. Estimates of the causal effect of earlier age at menarche (305 SNPs) on life his-

tory outcomes using non-overlapping UK Biobank data.

(DOCX)

S8 Table. MR-Egger intercept values for age at menarche (305 SNPs) on life history out-

comes using non-overlapping UK Biobank data.

(DOCX)

S9 Table. Estimates of the causal effect of earlier age at menarche (305 SNPs) on life his-

tory outcomes using full UK Biobank data.

(DOCX)

S10 Table. MR-Egger intercept values for age at menarche (305 SNPs) on life history out-

comes using full UK Biobank data.

(DOCX)

S11 Table. Fixed effects meta-analysis of SNP-outcome associations using full UK Biobank

and SNPs identified for age at first sexual intercourse (23 SNPs).

(DOCX)

S12 Table. Estimates of the causal effect of earlier age at first sexual intercourse on life his-

tory outcomes using non-overlapping UK Biobank data.

(DOCX)

PLOS ONE Age at menarche and first sexual intercourse on reproductive and behavioural outcomes

PLOS ONE | https://doi.org/10.1371/journal.pone.0234488 June 15, 2020 13 / 17

http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s003
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s004
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s005
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s006
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s007
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s008
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s009
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s010
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s011
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s012
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s013
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s014
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s015
https://doi.org/10.1371/journal.pone.0234488


S13 Table. SIMEX unweighted MR-Egger intercept values for age at first sexual intercourse

on life history outcomes using non-overlapping UK Biobank data.

(DOCX)

Acknowledgments

This research has been conducted using the UK Biobank Resource under Application number

6326. The authors would like to thank Dr Jack Bowden and Mr Wes Spiller for their technical

assistance and Dr Ian Stephen for his helpful comments. The authors also thank Dr Ruth

Mitchell, Dr Gibran Hemani, Mr Tom Dudding and Dr Lavinia Paternoster for conducting

the quality control filtering of UK Biobank data.

Author Contributions

Conceptualization: Abigail Fraser, Ian S. Penton-Voak, Marcus R. Munafò.

Formal analysis: Rebecca B. Lawn, Hannah M. Sallis, Robyn E. Wootton, Amy E. Taylor, Per-

line Demange.

Supervision: Abigail Fraser, Ian S. Penton-Voak, Marcus R. Munafò.

Writing – original draft: Rebecca B. Lawn.

Writing – review & editing: Hannah M. Sallis, Robyn E. Wootton, Amy E. Taylor, Perline

Demange, Abigail Fraser, Ian S. Penton-Voak, Marcus R. Munafò.

References
1. Ellis BJ, Bjorklund DF. Beyond mental health: An evolutionary analysis of development under risky

and supportive environmental conditions: An introduction to the special section. Dev Psychol. 2012;

48(3):591–7. https://doi.org/10.1037/a0027651 PMID: 22545847

2. Ellis BJ. Timing of Pubertal Maturation in Girls: An Integrated Life History Approach. Psychol Bull. 2004;

130(6):920. https://doi.org/10.1037/0033-2909.130.6.920 PMID: 15535743

3. Ketelaar T, Ellis BJ. Are evolutionary explanations unfalsifiable? Evolutionary psychology and the Laka-

tosian philosophy of science. Psychol Inq. 2000; 11(1):1–21.

4. Nettle D, Frankenhuis WE. The evolution of life-history theory: a bibliometric analysis of an interdisci-

plinary research area. Proceedings Biol Sci. 2019; 286(1899).

5. Figueredo AJ, Vásquez G, Brumbach BH, Sefcek JA, Kirsner BR, Jacobs WJ. The K-factor: Individual

differences in life history strategy. Pers Individ Dif. 2005; 39(8):1349–60.

6. Belsky J, Steinberg L, Draper P. Childhood experience, interpersonal development, and reproductive

strategy: An evolutionary theory of socialization. Child Dev. 1991; 62(4):647–70. https://doi.org/10.

1111/j.1467-8624.1991.tb01558.x PMID: 1935336

7. James J, Ellis BJ, Schlomer GL, Garber J. Sex-specific pathways to early puberty, sexual debut, and

sexual risk taking: Tests of an integrated evolutionary-Developmental model. Dev Psychol. 2012; 48

(3):687–702. https://doi.org/10.1037/a0026427 PMID: 22268605

8. Magnus MC, Anderson EL, Howe LD, Joinson CJ, Penton-Voak IS, Fraser A. Childhood psychosocial

adversity and female reproductive timing: A cohort study of the ALSPAC mothers. J Epidemiol Commu-

nity Health. 2018; 72(1):34–40. https://doi.org/10.1136/jech-2017-209488 PMID: 29122994

9. Lenciauskiene I, Zaborskis A. The effects of family structure, parent—child relationship and parental

monitoring on early sexual behaviour among adolescents in nine European countries. Scand J Public

Health. 2008; 36(6):607–18. https://doi.org/10.1177/1403494807088460 PMID: 18775817

10. Waldron M, Doran KA, Bucholz KK, Duncan AE, Lynskey MT, Madden PAF, et al. Parental separation,

parental alcoholism, and timing of first sexual intercourse. J Adolesc Heal. 2015; 56(5):550–6.

11. Richardson GB, La Guardia AC, Klay PM. Determining the roles of father absence and age at menarche

in female psychosocial acceleration. Evol Hum Behav. 2018;1–10.

PLOS ONE Age at menarche and first sexual intercourse on reproductive and behavioural outcomes

PLOS ONE | https://doi.org/10.1371/journal.pone.0234488 June 15, 2020 14 / 17

http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0234488.s016
https://doi.org/10.1037/a0027651
http://www.ncbi.nlm.nih.gov/pubmed/22545847
https://doi.org/10.1037/0033-2909.130.6.920
http://www.ncbi.nlm.nih.gov/pubmed/15535743
https://doi.org/10.1111/j.1467-8624.1991.tb01558.x
https://doi.org/10.1111/j.1467-8624.1991.tb01558.x
http://www.ncbi.nlm.nih.gov/pubmed/1935336
https://doi.org/10.1037/a0026427
http://www.ncbi.nlm.nih.gov/pubmed/22268605
https://doi.org/10.1136/jech-2017-209488
http://www.ncbi.nlm.nih.gov/pubmed/29122994
https://doi.org/10.1177/1403494807088460
http://www.ncbi.nlm.nih.gov/pubmed/18775817
https://doi.org/10.1371/journal.pone.0234488


12. Simpson JA, Griskevicius V, Kuo SIC, Sung S, Collins WA. Evolution, stress, and sensitive periods:

The influence of unpredictability in early versus late childhood on sex and risky behavior. Dev Psychol.

2012; 48(3):674–86. https://doi.org/10.1037/a0027293 PMID: 22329381

13. Hawes ZC, Wellings K, Stephenson J. First heterosexual intercourse in the United Kingdom: A review

of the literature. J Sex Res. 2010; 47(2–3):137–52.

14. Nettle D, Frankenhuis WE, Rickard IJ. The Adaptive Basis of Psychosocial Acceleration: Comment on

Beyond Mental Health, Life History Strategies Articles. Dev Psychol. 2012; 48(3):781–721.

15. Davey Smith G, Ebrahim S. “Mendelian randomization”: Can genetic epidemiology contribute to under-

standing environmental determinants of disease? Int J Epidemiol. 2003; 32(1):1–22. https://doi.org/10.

1093/ije/dyg070 PMID: 12689998

16. Helle S. Accounting for measurement error in human life history trade-offs using structural equation

modeling. Am J Hum Biol. 2018; 30(2):1–9.

17. Warrington NM, Freathy RM, Neale MC, Evans DM. Using structural equation modelling to jointly esti-

mate maternal and fetal effects on birthweight in the UK Biobank. Int J Epidemiol [Internet]. 2018; 47

(4):1229–41. Available from: https://academic.oup.com/ije/advance-article/doi/10.1093/ije/dyy015/

4855879 PMID: 29447406

18. Davies NM, Holmes M V., Davey Smith G. Reading Mendelian randomisation studies: A guide, glos-

sary, and checklist for clinicians. BMJ. 2018; 362.

19. Lawlor DA, Harbord RM, Sterne JAC, Timpson N, Davey Smith G. Mendelian randomization: Using

genes as instruments for making causal inferences in epidemiology. Stat Med. 2008; 27(8):1133–63.

https://doi.org/10.1002/sim.3034 PMID: 17886233

20. Gage S, Davey Smith G, Ware JJ, Flint J, MunafòMR. G = E: What GWAS Can Tell Us about the Envi-

ronment. PLoS Genet. 2016; 12(2):1–13.

21. Davey Smith G, Lawlor DA, Harbord R, Timpson N, Day I, Ebrahim S. Clustered environments and ran-

domized genes: a fundamental distinction between conventional and genetic epidemiology. PLoS Med.

2007; 4(12):1985–92.

22. Davey Smith G, Hemani G. Mendelian randomization: Genetic anchors for causal inference in epidemi-

ological studies. Hum Mol Genet. 2014; 23:89–98.

23. Bowden J, Del Greco M F, Minelli C, Davey Smith G, Sheehan N, Thompson J. A framework for the

investigation of pleiotropy in two-sample summary data Mendelian randomization. Stat Med. 2017; 36

(11):1783–802. https://doi.org/10.1002/sim.7221 PMID: 28114746

24. Lawlor DA. Commentary : Two-sample Mendelian randomization : opportunities and challenges. Int J

Epidemiol. 2016; 45(3):908–15. https://doi.org/10.1093/ije/dyw127 PMID: 27427429

25. Davey Smith G. Randomised by (your) god: Robust inference from an observational study design. J

Epidemiol Community Health. 2006; 60(5):382–8. https://doi.org/10.1136/jech.2004.031880 PMID:

16614326

26. Sequeira M-E, Lewis SJ, Bonilla C, Davey Smith G, Joinson C. Association of timing of menarche with

depressive symptoms and depression in adolescence: Mendelian randomisation study. Br J psychiatry.

2017; 210(1):39–46. https://doi.org/10.1192/bjp.bp.115.168617 PMID: 27491534

27. Day FR, Helgason H, Chasman DI, Rose LM, Loh PR, Scott RA, et al. Physical and neurobehavioral

determinants of reproductive onset and success. Nat Genet. 2016; 48(6):617–23. https://doi.org/10.

1038/ng.3551 PMID: 27089180

28. Perry JRB, Day FR, Elks CE, Sulem P, Thompson DJ, Ferreira T, et al. Parent-of-origin-specific allelic

associations among 106 genomic loci for age at menarche. Nature. 2014; 514(7520):92–7. https://doi.

org/10.1038/nature13545 PMID: 25231870

29. Day FR, Thompson DJ, Helgason H, Chasman DI, Finucane H, Sulem P, et al. Genomic analyses iden-

tify hundreds of variants associated with age at menarche and support a role for puberty timing in cancer

risk. Nat Genet. 2017; 49(6):834. https://doi.org/10.1038/ng.3841 PMID: 28436984

30. Allen NE, Sudlow C, Peakman T, Collins R. UK Biobank Data: Come and Get It. Sci Transl Med. 2014;

6(224):224ed4. https://doi.org/10.1126/scitranslmed.3008601 PMID: 24553384

31. Collins R. What makes UK Biobank special? Lancet. 2012; 379(9822):1173–4. https://doi.org/10.1016/

S0140-6736(12)60404-8 PMID: 22463865

32. Mitchell R, Hemani G, Dudding T, Paternoster L. UK Biobank Genetic Data: MRC-IEU Quality Control,

Version 1. 2017;

33. Okbay A, Beauchamp JP, Fontana MA, Lee JJ, Pers TH, Rietveld CA, et al. Genome-wide association

study identifies 74 loci associated with educational attainment. Nature. 2016; 533(7604):539–42.

https://doi.org/10.1038/nature17671 PMID: 27225129

PLOS ONE Age at menarche and first sexual intercourse on reproductive and behavioural outcomes

PLOS ONE | https://doi.org/10.1371/journal.pone.0234488 June 15, 2020 15 / 17

https://doi.org/10.1037/a0027293
http://www.ncbi.nlm.nih.gov/pubmed/22329381
https://doi.org/10.1093/ije/dyg070
https://doi.org/10.1093/ije/dyg070
http://www.ncbi.nlm.nih.gov/pubmed/12689998
https://academic.oup.com/ije/advance-article/doi/10.1093/ije/dyy015/4855879
https://academic.oup.com/ije/advance-article/doi/10.1093/ije/dyy015/4855879
http://www.ncbi.nlm.nih.gov/pubmed/29447406
https://doi.org/10.1002/sim.3034
http://www.ncbi.nlm.nih.gov/pubmed/17886233
https://doi.org/10.1002/sim.7221
http://www.ncbi.nlm.nih.gov/pubmed/28114746
https://doi.org/10.1093/ije/dyw127
http://www.ncbi.nlm.nih.gov/pubmed/27427429
https://doi.org/10.1136/jech.2004.031880
http://www.ncbi.nlm.nih.gov/pubmed/16614326
https://doi.org/10.1192/bjp.bp.115.168617
http://www.ncbi.nlm.nih.gov/pubmed/27491534
https://doi.org/10.1038/ng.3551
https://doi.org/10.1038/ng.3551
http://www.ncbi.nlm.nih.gov/pubmed/27089180
https://doi.org/10.1038/nature13545
https://doi.org/10.1038/nature13545
http://www.ncbi.nlm.nih.gov/pubmed/25231870
https://doi.org/10.1038/ng.3841
http://www.ncbi.nlm.nih.gov/pubmed/28436984
https://doi.org/10.1126/scitranslmed.3008601
http://www.ncbi.nlm.nih.gov/pubmed/24553384
https://doi.org/10.1016/S0140-6736(12)60404-8
https://doi.org/10.1016/S0140-6736(12)60404-8
http://www.ncbi.nlm.nih.gov/pubmed/22463865
https://doi.org/10.1038/nature17671
http://www.ncbi.nlm.nih.gov/pubmed/27225129
https://doi.org/10.1371/journal.pone.0234488


34. Wain L V., Shrine N, Miller S, Jackson VE, Ntalla I, Artigas MS, et al. Novel insights into the genetics of

smoking behaviour, lung function, and chronic obstructive pulmonary disease (UK BiLEVE): A genetic

association study in UK Biobank. Lancet Respir Med. 2015; 3(10):769–81. https://doi.org/10.1016/

S2213-2600(15)00283-0 PMID: 26423011

35. Burgess S, Davies NM, Thompson SG. Bias due to participant overlap in two-sample Mendelian ran-

domization. Genet Epidemiol. 2016; 40(7):597–608. https://doi.org/10.1002/gepi.21998 PMID:

27625185

36. Gill D, Brewer CF, Del Greco F, Sivakumaran P, Bowden J, Sheehan NA, et al. Age at menarche and

adult body mass index: a Mendelian randomization study. Int J Obes. 2018; 42(9):1574–81.

37. Bowden J, Holmes M V. Meta-analysis and Mendelian randomization: A review. Res Synth Methods.

2019; 10:486–96. https://doi.org/10.1002/jrsm.1346 PMID: 30861319

38. Gage S, Jones HJ, Burgess S, Bowden J, Davey Smith G, Zammit S, et al. Assessing causality in asso-

ciations between cannabis use and schizophrenia risk: a two-sample Mendelian randomization study.

Psychol Med. 2016; 47(5):1–10.

39. Burgess S, Butterworth A, Thompson SG. Mendelian randomization analysis with multiple genetic vari-

ants using summarized data. Genet Epidemiol. 2013; 37(7):658–65. https://doi.org/10.1002/gepi.21758

PMID: 24114802

40. Bowden J, Davey Smith G, Haycock PC, Burgess S. Consistent Estimation in Mendelian Randomiza-

tion with Some Invalid Instruments Using a Weighted Median Estimator. Genet Epidemiol. 2016; 40

(4):304–14. https://doi.org/10.1002/gepi.21965 PMID: 27061298

41. Hartwig FP, Davey Smith G, Bowden J. Robust inference in summary data Mendelian randomization

via the zero modal pleiotropy assumption. Int J Epidemiol. 2017; 46(6):1985–98. https://doi.org/10.

1093/ije/dyx102 PMID: 29040600

42. Bowden J, Spiller W, F Del Greco M, Sheehan N, Thompson J, Minelli C, et al. Improving the visualiza-

tion, interpretation and analysis of two-sample summary data Mendelian randomization via the Radial

plot and Radial regression. Int J Epidemiol. 2018; 47(4):1264–78. https://doi.org/10.1093/ije/dyy101

PMID: 29961852

43. Bowden J, Fabiola Del Greco M, Minelli C, Davey Smith G, Sheehan NA, Thompson JR. Assessing the

suitability of summary data for two-sample mendelian randomization analyses using MR-Egger regres-

sion: The role of the I2 statistic. Int J Epidemiol. 2016; 45(6):1961–74. https://doi.org/10.1093/ije/

dyw220 PMID: 27616674

44. Locke A, Kahali B, Berndt S, Justice A, Pers T. Genetic studies of body mass index yield new insights

for obesity biology. Nature. 2015; 518(7538):197–206. https://doi.org/10.1038/nature14177 PMID:

25673413

45. Gill D, F Del Greco M, Rawson TM, Sivakumaran P, Brown A, Sheehan NA, et al. Age at Menarche and

Time Spent in Education: A Mendelian Randomization Study. Behav Genet. 2017; 47(5):480–5. https://

doi.org/10.1007/s10519-017-9862-2 PMID: 28785901

46. Nettle D, Coall DA, Dickins TE. Early-life conditions and age at first pregnancy in British women. Proc R

Soc B Biol Sci. 2011; 278(1712):1721–7.

47. Nettle D. Dying young and living fast: Variation in life history across English neighborhoods. Behav

Ecol. 2010; 21(2):387–95.

48. Forman M, Mangini L, Thelus-Jean R, Hayward. Life-course origins of the ages at menarche and meno-

pause. Adolesc Health Med Ther. 2013; 4:1–21. https://doi.org/10.2147/AHMT.S15946 PMID:

24600293

49. Sng O, Neuberg SL, Varnum MEW, Kenrick DT. The crowded life is a slow life: Population density and

life history strategy. J Pers Soc Psychol. 2017; 112(5):736–54. https://doi.org/10.1037/pspi0000086

PMID: 28068116

50. Schulz KM, Sisk CL. The organizing actions of adolescent gonadal steroid hormones on brain and

behavioral development. Neurosci Biobehav Rev. 2016; 70:148–58. https://doi.org/10.1016/j.

neubiorev.2016.07.036 PMID: 27497718

51. Nettle D, Clegg H. Schizotypy, creativity and mating success in humans. Proc R Soc London B Biol Sci.

2006; 273(1586):611–5.

52. Eggert J, Theobald H, Engfeldt P. Effects of alcohol consumption on female fertility during an 18-year

period. Fertil Steril. 2004; 81(2):379–83. https://doi.org/10.1016/j.fertnstert.2003.06.018 PMID:

14967377

53. Anderson K, Nisenblat V, Norman R. Lifestyle factors in people seeking infertility treatment—A review:

Invited Review. Aust New Zeal J Obstet Gynaecol. 2010; 50(1):8–20.

54. Lawlor DA, Tilling K, Davey Smith G. Triangulation in aetiological epidemiology. Int J Epidemiol. 2016;

45(6):1866–86. https://doi.org/10.1093/ije/dyw314 PMID: 28108528

PLOS ONE Age at menarche and first sexual intercourse on reproductive and behavioural outcomes

PLOS ONE | https://doi.org/10.1371/journal.pone.0234488 June 15, 2020 16 / 17

https://doi.org/10.1016/S2213-2600(15)00283-0
https://doi.org/10.1016/S2213-2600(15)00283-0
http://www.ncbi.nlm.nih.gov/pubmed/26423011
https://doi.org/10.1002/gepi.21998
http://www.ncbi.nlm.nih.gov/pubmed/27625185
https://doi.org/10.1002/jrsm.1346
http://www.ncbi.nlm.nih.gov/pubmed/30861319
https://doi.org/10.1002/gepi.21758
http://www.ncbi.nlm.nih.gov/pubmed/24114802
https://doi.org/10.1002/gepi.21965
http://www.ncbi.nlm.nih.gov/pubmed/27061298
https://doi.org/10.1093/ije/dyx102
https://doi.org/10.1093/ije/dyx102
http://www.ncbi.nlm.nih.gov/pubmed/29040600
https://doi.org/10.1093/ije/dyy101
http://www.ncbi.nlm.nih.gov/pubmed/29961852
https://doi.org/10.1093/ije/dyw220
https://doi.org/10.1093/ije/dyw220
http://www.ncbi.nlm.nih.gov/pubmed/27616674
https://doi.org/10.1038/nature14177
http://www.ncbi.nlm.nih.gov/pubmed/25673413
https://doi.org/10.1007/s10519-017-9862-2
https://doi.org/10.1007/s10519-017-9862-2
http://www.ncbi.nlm.nih.gov/pubmed/28785901
https://doi.org/10.2147/AHMT.S15946
http://www.ncbi.nlm.nih.gov/pubmed/24600293
https://doi.org/10.1037/pspi0000086
http://www.ncbi.nlm.nih.gov/pubmed/28068116
https://doi.org/10.1016/j.neubiorev.2016.07.036
https://doi.org/10.1016/j.neubiorev.2016.07.036
http://www.ncbi.nlm.nih.gov/pubmed/27497718
https://doi.org/10.1016/j.fertnstert.2003.06.018
http://www.ncbi.nlm.nih.gov/pubmed/14967377
https://doi.org/10.1093/ije/dyw314
http://www.ncbi.nlm.nih.gov/pubmed/28108528
https://doi.org/10.1371/journal.pone.0234488


55. Dalvie S, Maihofer AX, Coleman JRI, Bradley B, Breen G, Brick LA, et al. Genomic influences on self-

reported childhood maltreatment. Transl Psychiatry. 2020; 10(38).

56. Ioannidis JPA, Ntzani EE, Trikalinos TA, Contopoulos-Ioannidis DG. Replication validity of genetic

association studies. Nat Genet. 2001; 29(3):306–9. https://doi.org/10.1038/ng749 PMID: 11600885

57. Burgess S, Thompson SG. Use of allele scores as instrumental variables for Mendelian randomization.

Int J Epidemiol. 2013; 42(4):1134–44. https://doi.org/10.1093/ije/dyt093 PMID: 24062299

58. Davey Smith G, Davies NM. Can genetic evidence help us understand why height and weight relate to

social position? BMJ. 2016; 352(i1224).

59. MunafòMR, Tilling K, Taylor AE, Evans DM, Davey Smith G. Collider scope: When selection bias can

substantially influence observed associations. Int J Epidemiol. 2018; 47(1):226–35. https://doi.org/10.

1093/ije/dyx206 PMID: 29040562

60. Haworth S, Mitchell R, Corbin L, Wade KH, Dudding T, Budu-Aggrey A, et al. Common genetic variants

and health outcomes appear geographically structured in the UK Biobank sample: Old concerns return-

ing and their implications. bioRxiv. 2018;294876.

PLOS ONE Age at menarche and first sexual intercourse on reproductive and behavioural outcomes

PLOS ONE | https://doi.org/10.1371/journal.pone.0234488 June 15, 2020 17 / 17

https://doi.org/10.1038/ng749
http://www.ncbi.nlm.nih.gov/pubmed/11600885
https://doi.org/10.1093/ije/dyt093
http://www.ncbi.nlm.nih.gov/pubmed/24062299
https://doi.org/10.1093/ije/dyx206
https://doi.org/10.1093/ije/dyx206
http://www.ncbi.nlm.nih.gov/pubmed/29040562
https://doi.org/10.1371/journal.pone.0234488

