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Background: Several nonpsychotic psychiatric disor-
ders in childhood and adolescence can precede the onset 
of schizophrenia, but the etiology of this relationship 
remains unclear. We investigated to what extent the asso-
ciation between schizophrenia and psychiatric disorders in 
childhood is explained by correlated genetic risk factors.  
Methods: Polygenic risk scores (PRS), reflecting an indi-
vidual’s genetic risk for schizophrenia, were constructed for 
2588 children from the Netherlands Twin Register (NTR) 
and 6127 from the Avon Longitudinal Study of Parents 
And Children (ALSPAC). The associations between 
schizophrenia PRS and measures of anxiety, depression, 
attention deficit hyperactivity disorder (ADHD), and oppo-
sitional defiant disorder/conduct disorder (ODD/CD) were 
estimated at age 7, 10, 12/13, and 15 years in the 2 cohorts. 
Results were then meta-analyzed, and a meta-regression 
analysis was performed to test differences in effects sizes 
over, age and disorders. Results: Schizophrenia PRS were 
associated with childhood and adolescent psychopathology. 
Meta-regression analysis showed differences in the asso-
ciations over disorders, with the strongest association with 
childhood and adolescent depression and a weaker asso-
ciation for ODD/CD at age 7. The associations increased 
with age and this increase was steepest for ADHD and 
ODD/CD. Genetic correlations varied between 0.10 and 
0.25.  Conclusion: By optimally using longitudinal data 
across diagnoses in a multivariate meta-analysis this study 
sheds light on the development of childhood disorders into 
severe adult psychiatric disorders. The results are consis-
tent with a common genetic etiology of schizophrenia and 

developmental psychopathology as well as with a stronger 
shared genetic etiology between schizophrenia and adoles-
cent onset psychopathology.
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Introduction

The onset of  schizophrenia generally occurs during ado-
lescence or early adulthood,1 but it is well established 
that nonpsychotic psychiatric symptoms can be present 
in the period before the first psychotic episode. The pro-
dromal phase is characterized by neurodevelopmental 
deficits,2–4 cognitive learning and memory problems,5 
and elevated psychiatric symptoms.6 Well before the 
prodromal phase, psychiatric symptoms or disorders are 
more prevalent in individuals who later develop schizo-
phrenia, as becomes apparent from longitudinal pop-
ulation-based cohorts,7,8 retrospective assessments of 
schizophrenia cases,9 and from studies on populations 
at risk for developing schizophrenia.10 Both externaliz-
ing symptoms or disorders, including attention deficit 
hyperactivity disorder, conduct disorder, aggression, 
and antisocial behavior,11,12 and internalizing symptoms 
or disorders, including anxiety and depression, are asso-
ciated with a higher risk of  schizophrenia.7,8,11,13–16 In 
sum, these studies indicate that the onset of  schizophre-
nia can be preceded by a broad range of  childhood and 
adolescent psychopathology.
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The early detection of schizophrenia can improve out-
comes,8 and preventive treatment for individuals at risk 
for schizophrenia can reduce the risk of psychosis.17,18 
Insight into the risk factors associated with the predictors 
of schizophrenia may facilitate early detection. Here, we 
focused on the role of genetic risk factors. Schizophrenia 
is highly heritability (approximately 80%19) and molecu-
lar genetic and twin and family studies generally found 
evidence for a genetic association between childhood 
and adult psychopathologies,20–27 with one exception.28 
Consequently, we hypothesized that genetic risk factors 
for schizophrenia are associated with childhood and ado-
lescent psychopathology. We further expected this associa-
tion to become stronger from childhood into adolescence, 
since the prevalence rates of prodromal symptoms and 
of psychiatric disorders genetically correlated to schizo-
phrenia (ie, major depression and bipolar disorder) show 
a marked increase during adolescence.1 Previous molecu-
lar genetics studies27,28 have also related schizophrenia to 
psychopathology in childhood or adolescence, but never 
considered how the genetics associations with psychopa-
thology developed from childhood into adolescence.

We tested these hypotheses with a novel approach which 
involves the meta-analysis of multiple polygenic risk 
score (PRS) analyses of the genetic associations between 
schizophrenia and longitudinal psychopathology mea-
sures. The PRS were based on the most recent schizophre-
nia GWA meta-analysis29 that yielded 108 genome wide 
associations, which provides an excellent starting point to 
investigate the genetic overlap between schizophrenia and 
other traits (for a review of PRS analyses see: refs.30–32). 
The schizophrenia PRS were used to predict DSM-IV33 
based measures of anxiety, depression, attention deficit 
hyperactivity disorder (ADHD) and oppositional devi-
ant disorder and conduct disorder (ODD/CD) assessed 
at ages 7, 10, 12/13, and 15 years, in 2 large cohorts. The 
192 univariate PRS predictions were subjected to a mul-
tivariate meta-analysis, and a meta-regression analysis. 
The multivariate meta-regression framework provided 
the opportunity to test for differences in the association 
between schizophrenia PRS and childhood psychopa-
thology across cohorts, disorders and over age.

Methods

Subjects

The Netherlands Twin Register (NTR) (www.tweelin-
genregister.org) follows newborn and adult twins. In 
the Young NTR (YNTR), twins are registered by their 
parents and followed from birth onwards. Until age 12, 
parents complete surveys to report on their twins. From 
age 14 onwards, information is collected by means of self-
report.34 In the current study, maternal ratings of child-
hood psychopathology collected at age 7, 10, and 12 years 
were analyzed as well as self-report data collected between 
ages 14–16 years. The number of genotyped children with 

scores available varied between 1223 and 2588 depending 
on age group (supplementary table S1). Informed con-
sent was obtained from all participants. The study was 
approved by the Central Ethics Committee on Research 
Involving Human Subjects of the VU University 
Medical Centre, Amsterdam, an Institutional Review 
Board certified by the US Office of Human Research 
Protections (IRB number IRB-2991 under Federal-wide 
Assurance-3703; IRB/institute codes, NTR 03-180).

The Avon Longitudinal Study of Parents And Children 
(ALSPAC) (www.bristol.ac.uk/alspac/) consists of moth-
ers and their children, born between 1990 and 1991 in the 
Avon area in southwest England, UK.35 The ALSPAC 
cohort includes maternal ratings of psychopathology 
at age 7, 10, 13, and 15 and self-ratings at 15 years. The 
number of genotyped children at each age group varied 
between 4445 and 6127 (supplementary table S1). Ethical 
approval for the study was obtained from the ALSPAC 
Ethics and Law Committee and the Local Research 
Ethics Committees. The study website contains details 
of all data available through a fully searchable data dic-
tionary (www.bris.ac.uk/alspac/researchers/data-access/
data-dictionary).

Measures

In the NTR, psychopathology was measured with 
DSM-IV based symptom scales36 of the age appropriate 
versions of the Achenbach System of Empirically Based 
Assessment (ASEBA). For ages 7 to 12, maternal Child 
Behavior Checklist (CBCL) ratings of the anxiety disorder 
scale (anxiety), the affective disorder scale (depression), 
the attention deficit hyperactivity disorder scale (ADHD), 
and a combined oppositional deviant disorder and con-
duct disorder (ODD/CD) scale were analyzed. From age 
14 onwards, self-ratings of these scales were analyzed.

In ALSPAC, psychopathology was assessed using 
the development and wellbeing assessment (DAWBA), 
which measures the presence of symptoms required for 
a DSM-IV diagnosis.37 Disorders comparable to the 
ASEBA scales were included in the analyses: any anxiety 
disorder (anxiety), major depression (depression), atten-
tion deficit hyperactivity disorder (ADHD), and com-
bined oppositional deviant disorder and conduct disorder 
(ODD/CD).38 Any anxiety disorder included generalized 
anxiety disorder, specific phobia, social phobia (at age 7, 
10, 13, and 15), separation anxiety disorder (at age 7, 10, 
and 13), and panic disorder and agoraphobia (at age 15). 
At ages 7, 10, and 13 all ratings were maternal ratings. At 
age 15, ADHD and CD/ODD were rated by mothers, and 
anxiety and depression were self-ratings. The DAWBA 
yields a diagnosis, but also a more finely grained indicator 
of disease risk, the DAWBA band. DAWBA band scores, 
which range from 0 to 5, correspond to probabilities of 
less than 0.01%, 0.5%, 3%, 15%, 50%, and more than 70% 
of satisfying DSM-IV diagnostic criteria.
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Genotyping

Genotyping and genotype quality control were per-
formed in accordance with common standards to (for a 
detailed description see supplementary note 1).

Polygenic Risk Scores

PRS were calculated by summing the number of risk 
alleles across all genetic loci (coded as 0,1,2), weighted by 
the schizophrenia risk conferred by each locus. The risk 
conferred by each locus was based on the results from the 
most recent genome-wide association meta-analysis for 
schizophrenia (PGC-SCZ2, available online: http://www.
med.unc.edu/pgc/downloads).29 For all participants, we 
calculated PRS using LDpred,39 a method which accounts 
for correlations between adjacent genetic loci, and adjusts 
the effect size for each locus in a Linkage Disequilibrium 
(LD) block to avoid inflation due to LD. LDpred further 
uses an expectation for the per locus risk, which is based 
on the expected degree of polygenicity in a trait, ie, in the 
case of low polygenicity, a small proportion of the SNPs, 
eg, 1%, explains the total genetic variation and the per 
locus effect is high, whereas in the case of high polygenic-
ity a large proportion of the SNP, eg, 50% explains the 
genetic variation and the per locus effect is low. Since it 
is of interest to know the proportion of the genome that 
exerts an influence on a trait, we computed 6 PRS at 6 
different priors for the proportion of SNPs with a casual 
effect (0.01, 0.05, 0.1, 0.25, 0.5, and 1) and investigated at 
which prior the predictions were most optimal. Setting a 
prior on the polygenicity determines for how many loci 
LDpred expects the effect size to be zero. The discovery 
markers were not pruned and neither were markers a 
priori eliminated based on thresholds. Instead, the effect 
of all markers, the LD between markers and the prior 
expectation of the degree of polygenicity were leveraged 
to obtain optimal weights for all markers. For each prior 
a set of weights was obtained, which was converted in 
a polygenic score for each subject. The inclusion criteria 
for SNPs were minor allele frequency above 5% and high 
imputation quality (R2 > .9). The PRS were scaled to unit 
variance and mean centered within cohort.

Statistical Analyses

In NTR and in ALSPAC, 96 (4 age bins × 4 disorders 
× 6 polygenic scores) regression analyses were performed 
to analyze the prediction of the psychopathology mea-
sures by the schizophrenia PRS. Psychopathology mea-
sures were scaled to unit variance. As the NTR contained 
related individuals, the linear regression was performed 
using a generalized estimation equation with exchange-
able background correlations within family, and robust 
standard errors. This procedure adequately corrects for 
the presence of related individuals in the sample.40 In 
the ALSPAC sample, an ordered logistic regression was 

performed since the DAWBA bands are ordered categori-
cal variables. The ordered logistic regression in ALSPAC 
was transformed to a scale where the underlying latent 
variable has variance 1. This results in comparable betas 
in the 2 cohorts, as in both samples a 1 SD increase in 
the schizophrenia PRS results in a 1 SD increase in the 
(latent) phenotype. The expression of the effect sizes 
on a common scale enabled a meta-analysis of regres-
sion coefficients from the 96 NTR and 96 ALSPAC 
analyses. Meta-analyses were performed in the metaphor 
R-package.41 In contrast to most meta-analyses, the out-
come variables were correlated since within the NTR and 
ALSPAC the same individuals were repeatedly assessed. 
The PRS were also correlated since they were based on a 
common set of effect sizes, and only differ in the degree 
of polygenicity assumed in their construction. These 
correlations result in dependencies between the param-
eters to be meta-analyzed. We accounted for this in the 
meta-analysis by specifying the error covariance matrix 
as the observed correlations between traits and PRS (see 
supplementary note 1 for type 1 error simulation and sen-
sitivity analysis).

In a meta-analysis, we tested whether the effect sizes 
obtained from the 192 univariate PRS analyses departed 
from zero. We subsequently used a meta-regression to 
model differences in the effect sizes of the association 
between PRS and childhood psychopathology as a func-
tion of cohort, age, prior, and disorder. To clarify, by add-
ing the variable age to the meta-regression model, it is 
tested whether the observed effect sizes differ over the 4 
age groups, ie, become smaller or larger with age. Cohort 
was coded 1 for ALSPAC and 0 for NTR. Age was coded 
in years over 7 (age 7 was coded as 0). We considered 4 
meta-regression models, which include an increasing num-
ber of predictors (table 1). The most comprehensive model 
included cohort, age, prior, prior2, disorder, age × disorder, 
age2, age2 × disorder. To guard against over fitting, which is 
a risk in meta-regression,42 we performed 1000 parametric 
resamples of the data and performed the model selection 
on each resample (supplementary note 1). We report the 
proportion of resamples in which each model is selected 
based on the Akaike’s Information Criterion (AIC). To 
check whether the presence of undetected random effects 
influenced the fixed effects meta-regression, we performed 
2 additional random effects meta-regression analyses as a 
robustness check (supplementary note 1).

To summarize our methodology, first, regression anal-
yses were performed to estimate the effect sizes for the 
associations between schizophrenia PRS and each disor-
der at each age at multiple SNP priors across the 2 studies. 
Subsequently, these results were analyzed in a multivari-
ate meta-analytic model. In this model, we tested whether 
schizophrenia PRS are associated with childhood psy-
chopathology and whether the magnitude of this asso-
ciation depends on factors such as age or disorder. This 
meta-analysis resulted in a best-fitting model describing 
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the relationship between childhood psychopathology and 
schizophrenia PRS.

The regression coefficients and the variance explained by 
the PRS are expected to be small, as their effect is deter-
mined largely by the ratio of the discovery sample size to 
the number of independent genetic effects. The number of 
independent genetic effects on schizophrenia has been show 
to be large (up to ~70% of the regions in the human genome 
could affect schizophrenia43). By accounting for the sample 
size in the discovery study and the number of expected, 
independent genetic loci, regression coefficients as obtained 
in PRS analyses can be transformed to genetic correla-
tions between traits.44 We calculated the genetic correlations 
between schizophrenia and childhood psychopathology 
based on the best fitting meta-regression model. Since this 
calculation relies on assumptions regarding the variance 
explained by the SNPs and the number of independent 
SNPs influencing the disorders, we also present the results 
of the calculations while making different assumptions on 
the variance explained by all SNPs.

Results

The descriptive statistics of the psychopathology mea-
sures revealed the expected sex differences of adoles-
cent girls scoring higher on internalizing disorders than 
boys and boys scoring generally higher than girls on 
ADHD and ODD/CD (supplementary tables S1–S2 and  
supplementary note 1). Consequently, sex was included 
as a covariate in the PRS analyses.

Meta-analysis of the associations between all schizo-
phrenia PRS and all childhood psychopathology 
measures revealed a significant positive association (esti-
mate = 0.0182, SE = 0.005, Z = 3.66, P =  .0002). This 
meta-analysis accounted for the dependence between 
outcomes.

Given the association between childhood psychopa-
thology and schizophrenia PRS, we continued with meta-
regression analyses. Model fit statistics, and comparative 
model fit statistics for the 4 meta-analytic models are pre-
sented in table 1. The model in which the effect sizes of 
the associations between childhood psychopathology and 
schizophrenia PRS were predicted by age, prior, prior2, 
disorder, and age × disorder (ie, a different relationship 
between disorder and schizophrenia PRS over age) out-
performed the basic model which only allowed for dif-
ferences in effect sizes between cohorts. Inclusion of 
nonlinear age effects did not yield an improvement in fit. 
Likelihood-ratio testing and AIC suggested that model 3 
provided the best balance between parsimony and model 
complexity. In 77.1% of parametric resamples, model 4 
provided the best fit to the data according to the AIC, 
in 99.5% of the resampled datasets either model 3 or 4 
provided the best fit. The increased complexity in model 
4 by the addition of nonlinear age effects yielded little 
extra information.T
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Because fixed effects meta-regression can yield false 
positive results if  random effects are ignored, we further 
performed random effects meta-regressions as a robust-
ness check. The random effects meta-regression did not 
substantially change the parameter estimates nor the 
conclusions drawn based on the meta-regression (supple-
mentary note 1). Further sensitivity analyses showed that 
the model selection and model parameters were robust 
to considerable misspecification of the error covariance 
matrix (supplementary note 1).

Continuing with meta-regression model 3, we tested the 
degree of polygenicity of the association between schizo-
phrenia and childhood psychopathology by varying the 
covariate values for prior and prior2 while keeping the 
other covariates fixed at their inverse variance weighted 
means. The prediction accuracy as a function of prior 
peaked between the prior values of 0.50 and 1, suggesting 
the optimal prior can be found in this range (supplemen-
tary figure S1). This result suggests that the relationship 
between childhood psychopathology and schizophrenia 
is highly polygenic in nature, ie, a large portion of the 
genome is involved in the relationship between schizo-
phrenia and childhood psychopathology. The forest plot 
(figure 1), which contains both the empirical and model 

predicted estimates for the PRS predictions (for PRS 
prior = 0.50), reveals that the meta-regression predictions 
were close to the observed PRS regression coefficients.

Figure 2 shows, based on model 3, the associations 
between schizophrenia PRS and childhood psychopa-
thology as a function of  age, age x disorder, while keep-
ing all other predictors (ie, cohort, prior and prior2) 
fixed at their respective inverse variance weighed mean 
value. The associations increased with age, confirming 
our hypothesis that the genetic relationship between 
schizophrenia and developmental psychopathology 
is stronger in adolescence than in early childhood. 
Post-hoc inspection of  the parameters obtained from 
3 (table  2) further indicate that the association with 
schizophrenia at age 7 was highest and significant for 
depression (0.0262, Z  =  2.227, P < .03). The effect 
sizes were lower for ODD/CD compared to depres-
sion (Z = −2.49, P < .02). The predictions for ADHD 
(Z = −1.61, P < .11) and anxiety (Z =−.38, P =  .70) 
did not differ with depression. The increase in associ-
ation with schizophrenia with age was significant for 
depression (Z  =  2.93, P < .003) and even stronger in 
ADHD (Z = 4.18, P < .001) and ODD/CD (Z = 2.17, 
P < .03) compared to depression. The increase was of 

Fig. 1. A forest plot of the observed associations between schizophrenia polygenic risk score (PRS) (obtained at prior proportion of 
causal SNPs = 0.50) and of the model predicted associations. The blue polygons indicate the association as predicted from the meta-
regression model, while the black square indicates the association as observed in the empirical data. The whiskers indicate the 95% 
confidence regions around the empirical PRS associations. The results are ordered by increasing age for each disorder, with in the top 
halve the results in the ALSPAC cohort and in the bottom halve the results for the NTR cohort.
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similar magnitude for anxiety compared to depression 
(Z = 0.97, P = .30).

Finally, based on the relationship between the outcomes 
of PRS analyses and genetic correlations as described 
by Dudbridge,44 we computed the expected genetic cor-
relation between developmental psychopathology and 
schizophrenia as a function of age and split over disor-
ders based on the betas obtained in the meta-regression 
(for details see: supplementary note 1). We assumed that 

15% of the variance in childhood psychopathology is 
captured by the genetic markers used to compute the 
scores,23,45,46 that 35% of variance in the schizophrenia lia-
bility is explained by the markers included in the score,24,47 
and that 200 000 independent genetic effects are captured 
by the markers included in the PRS. Given these assump-
tions genetic correlations increased from around 0.10 at 
age 7 and around 0.25 at age 16, differences in genetic 
correlations with schizophrenia between disorders were 

Table 2. Parameter Estimates and Test Statistics for Meta-Regression Model 3

Parameter Estimate SE z Value P Value ci.lb ci.ub

Intercept 0.0262 0.0115 2.2716 .0231 0.0036 0.0487
Age 0.0024 0.0008 2.9275 .0034* 0.0008 0.004
Prior 0.0354 0.0155 2.284 .0224 0.005 0.0657
Prior2 −0.0253 0.0109 −2.331 .0198 −0.0466 −0.004
Cohort −0.0221 0.0124 −1.7856 .0742 −0.0464 0.0022
Anxiety −0.0006 0.0016 −0.3771 .7061 −0.0039 0.0026
ODD/CD −0.0042 0.0017 −2.4959 .0126 −0.0076 −0.0009
ADHD −0.0027 0.0017 −1.6058 .1083 −0.006 0.0006
Age × anxiety 0.0003 0.0003 0.9681 .333 −0.0003 0.0008
Age × ODD/CD 0.0006 0.0003 2.1763 .0295 0.0001 0.0012
Age × ADHD 0.001 0.0002 4.1855 <.0001* 0.0005 0.0014

Note: ci.lb, lower bound of 95% CI; ci.ub, upper bound of 95% CI; ADHD, attention deficit hyperactivity disorder; ODD/CD, 
oppositional defiant disorder/conduct disorder. Depression serves as a reference disorder. Therefore the intercept and age effect reflect the 
expected association between schizophrenia and depression at age 7 and the yearly increase in the expected association. Bold is nominally 
significant at .05. 
*Significant when adjusted for the fact we consider 11 parameters.

Fig. 2. Bubble plot showing the effect of age on the association between schizophrenia polygenic risk score (PRS) and childhood 
psychopathology, split per disorder. Circles indicate the observed effect sizes in the univariate regression analyses (ALSPAC in red, NTR in 
blue). The size of the circles is proportional to the inverse of the variance, and thus larger circles reflect more accurate estimates. The solid 
line reflects the meta-regression fitted effect size and the dashed lines indicate the upper and lower 95% CI around the meta-regression line.
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modest (figure 3). The influence of assuming lower (10%) 
or higher (20%) true variance explained by all measured 
genetic markers in childhood psychopathology on the 
estimated genetic correlation is quantified in supplemen-
tary figures S2 and S3.

Discussion

We investigated whether associations between schizophre-
nia PRS and childhood psychopathology were explained 
by shared genetic risk factors. Our meta-analysis revealed 
a significant association between genetic schizophrenia 
risk and childhood psychopathology. Further meta-
regression analysis revealed that the genetic overlap 
between schizophrenia PRS and childhood psychopa-
thology became stronger with age. The associations dif-
fered between disorders, with a weaker association for 
ODD/CD at age 7, and a stronger age related increase 
for ADHD and ODD/CD. We further found evidence for 
a high degree of polygenicity in the relationship between 
schizophrenia PRS and childhood psychopathology, as 
was evident from the increase in effect with an increase in 
the prior used in computing the PRS.

The variance explained by the PRS was small. This 
was expected since the predictive accuracy of a PRS is 
not only a function of the genetic correlation between the 
trait investigated in the discovery GWAS and the target 

sample, but also is a function of the sample size in the 
discovery and the number of genetic markers studied.44 
This is illustrated by other studies analyzing PRS who 
reported similarly small effect sizes, ie, explained vari-
ance ranging from 0.001 to 0.03.30 More interpretable 
units of the magnitude of the associations are the genetic 
correlations derived from the betas. These ranged from 
0.1 to 0.25, depending on the age of measurement and 
the assumptions in the formulae. These correlations indi-
cate a modest but robust genetic association between 
schizophrenia and childhood psychopathology. This is 
an important finding in the search for factors influenc-
ing the persistence of symptoms from childhood into 
adulthood and the development into severe mental ill-
ness. The genetic correlations between schizophrenia and 
childhood psychopathology seem to be lower than the 
correlations between adult psychiatric disorders (MDD-
SCZ r = .43,24 r = .51,48 bipolar disorder-SCZ; r = .6824). 
This is probably not surprising given that, around 50% of 
the children with psychiatric disorders are disorder free 
in adulthood49 so the association with schizophrenia to 
begin with was already smaller than for adult disorders.

Strengths of our study were the substantial sample sizes 
of the discovery and target samples. The schizophrenia 
PRS were based on a large discovery set, a GWAS which 
revealed 108 genome wide significant loci,29 The target 
samples varied between 5354 and 8253 at different ages, 

Fig. 3. Bubble plot of the approximated genetic correlations between schizophrenia and childhood psychopathology per disorder. We 
assume the variance in childhood psychopathology explained by all markers used to construct the polygenic risk score (PRS) is 15% 
and constant over disorders and age. We further assume the PRS captures 200 000 independent genetic effects. Circles indicate the 
transformed observed regression coefficients to genetic correlations (ALSPAC in red, NTR in blue). The size of the circles is proportional 
to the inverse of the variance, and thus larger circles reflect more accurate estimates. The solid line reflects the genetic correlation and the 
dashed lines indicate the upper and lower 95% CI around the genetic correlation, quantifying the uncertainty in the meta-regression.
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which is substantially higher than the required number of 
~2000 subjects generally indicated as sufficient for PRS 
analysis.30 Innovative strengths of our analyses were the 
explicit modeling of all univariate analysis results in the 
meta-regression approach which accounted for the cova-
riance between disorders and ages, correction for cohort 
specific effects and the simultaneous consideration of 
multiple risk scores trained at different priors.

We note that the heterogeneity in assessments that also 
required slightly different regression methods in the NTR 
and ALSPAC may have biased the results downwards, 
beyond the point where the effect can be mitigated by 
transformations and covariates. Heterogeneity in pheno-
types is often mentioned in genetic studies as a reason for 
few or no significant findings and, although both measures 
used in this study were based on ratings that are consis-
tently related to clinical DSM-IV diagnoses,36,37,50 combin-
ing these measures has probably increased heterogeneity. 
It follows that it would be preferable for cohorts to use the 
same measurement instruments. This does not withstand 
the fact that to get to large enough sample sizes, it is pref-
erable to combine the data collected in different cohorts. 
This is supported by studies that show that different mea-
sures of a phenotype are associated with the same risk 
factors. Genetic factors for clinically diagnosed ADHD, 
eg, overlap with genetic factors influencing continuous 
ADHD measures assessed in the general population.51–53 
These results suggest that combining several measures is 
an appropriate way to increase sample size and thus statis-
tical power. Moreover, in the current study, we mitigated 
the effects of heterogeneity induced by the different instru-
ments by performing a meta-regression analyses which 
provided the opportunity to test and control for between 
cohort mean differences in the effect of PRS on outcome. 
In this way, the current study strikes the optimal balance 
between the risk of bias and maximizing statistical power.

Another limitation that concerns longitudinal stud-
ies is the dropout over the years. We analyzed whether 
the schizophrenia PRS predicted non-participation and 
observed significant associations between schizophrenia 
PRS and non-participation at age 15 in both cohorts 
and at all ages in ALSPAC (supplementary table S3). We 
further observed that non-participation was related to a 
higher score on psychopathology scales at an earlier age in 
ALSPAC, especially for ODD/CD and ADHD at age 13 
and 15. In NTR nonparticipation at age 15 was related to 
ODD/CD and depression at age 12 (supplementary table 
S4). As those with higher PRS and higher psychopathol-
ogy scores at earlier ages are more likely to drop out, we 
expect that the dropout introduces downward bias in the 
estimated relationship between schizophrenia and child-
hood psychopathology. Thus, the magnitude of genetic 
associations may be underestimated. Note that only lon-
gitudinal analyses can provide insight into the influence 
of dropout on the estimate genetic relationship between 
traits, while in univariate studies a failure to participate 

results in the absence of genetic data and thus the influ-
ence of failure to participate cannot be quantified. For 
more comprehensive genetically informed dropout analy-
sis of the ALSPAC data see: ref.54

Results from previous research focusing on the genetic 
overlap between schizophrenia and (childhood) psycho-
pathology are largely in line with ours.24–28,48 Three dif-
ferences are noteworthy. Another study in the ALSPAC 
sample focused on psychiatric symptoms at age 15 and 
found that schizophrenia PRS predicted anxiety disorder 
and negative symptoms, but not depressive disorder and 
psychotic experiences. The difference with the current 
results for depression may be explained by improvements 
in the method used to compute the polygenic scores and 
in the definition of the phenotype.27 Two studies by the 
Psychiatric Genomics Consortium Cross Disorder Group 
detected strong correlations between major depressive dis-
order, bipolar disorder and schizophrenia, but no genetic 
correlation between ADHD and schizophrenia.24,25 The 
latter is probably explained by the smaller sample size for 
ADHD at the time, as is confirmed by recent analyses 
which detected a significant association between ADHD 
and schizophrenia.55 Finally, a study analyzing the asso-
ciation between schizophrenia and attention problems 
and impulsivity, anxiety and a general tendency for psy-
chopathology yielded no significant associations.28 Yet, 
the direction of the effects was positive (ie, higher schizo-
phrenia risk predicted higher scores). As that study com-
prised PRS for 13 traits as well as 50 outcome variables, 
the multiple-testing burden was considerably higher than 
in the current study resulting in lower power to detect an 
effect. Overall, the evidence so far suggests the presence 
of a positive genetic correlation between schizophrenia 
and psychopathology in childhood.

These previous studies24–28 also analyzed multiple out-
comes, but our study provides additional insights into 
differences of  genetic effects across diagnostic bound-
aries and over ages by adopting a longitudinal and 
multivariate approach. Our findings suggest that there 
are sets of  SNPs broadly influencing psychopathology 
across ages in the general population, and that there 
are sets of  SNPs of  which the effect is either limited to 
or increases in puberty. This signifies that age-sensitive 
genome-wide meta-analysis of  repeated measures, in 
either case-control or population based samples could 
well identify genetic variants. Some of  these genetic 
variants will increase an individual’s vulnerability for 
psychopathology and may be associated with persis-
tence of  symptoms from childhood into adolescence 
and adulthood, while other variants can be identified 
that have an age or disorder dependent effect on psycho-
pathology. Identifying not only which variants influence 
psychopathology but also at what age can aid to focus 
translational studies on developmental processes.

To conclude, our study shows how genetic risk factors 
for schizophrenia are of increasing importance during 
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childhood and adolescence and demonstrate the value of 
longitudinal studies across diagnostic boundaries to increase 
our insight into the etiology of severe psychiatric disorders.

Supplementary Material

Supplementary material is available at Schizophrenia 
Bulletin online.

Funding

The UK Medical Research Council and the Wellcome 
Trust (Grant ref: 102215/2/13/2) and the University of 
Bristol provide core support for ALSPAC. This work 
was supported in part by the Medical Research Council 
Integrative Epidemiology Unit at the University of 
Bristol (MC_UU_12013/6). This publication is the work 
of the authors and M.G.N.  will serve as guarantor for 
the contents of this article. ALSPAC GWAS data was 
generated by Sample Logistics and Genotyping Facilities 
at the Wellcome Trust Sanger Institute and LabCorp 
(Laboratory Corporation of America) using support 
from 23andMe. The NTR gratefully acknowledges sup-
port from “Genetic influences on stability and change in 
psychopathology from childhood to young adulthood” 
(ZonMW 912-10-020) and “Genetics of Mental Illness” 
(ERC-230374), The Netherlands Organization for 
Scientific Research (NWO) and MagW/ZonMW grants 
Middelgroot-911-09-032, Center for Medical Systems 
Biology (CSMB, NWO Genomics), NBIC/BioAssist/
RK (2008.024), Biobanking and Biomolecular Resources 
Research Infrastructure (BBMRI–NL, 184.021.007), 
VU University’s Institute for Health and Care Research 
(EMGO+) and Neuroscience Campus Amsterdam 
(NCA). Part of the genotyping and analyses were 
funded by the Genetic Association Information Network 
(GAIN) of the Foundation for the National Institutes of 
Health, Rutgers University Cell and DNA Repository 
(NIMH U24 MH068457-06), the Avera Institute, Sioux 
Falls, South Dakota (USA) and the National Institutes 
of Health (NIH R01 HD042157-01A1, MH081802, 
Grand Opportunity grants 1RC2 MH089951 and 1RC2 
MH089995) M.G.N. is supported by Royal Netherlands 
Academy of Science Professor Award (PAH/6635).

Acknowledgments

We are extremely grateful to all the families who took part 
in this study, the midwives for their help in recruiting them, 
and the whole ALSPAC team, which includes interview-
ers, computer and laboratory technicians, clerical workers, 
research scientists, volunteers, managers, receptionists and 
nurses. We are equally grateful to the NTR twins, their 
parents and other family members who participate in the 
NTR research. The authors declare no conflict of interest.

References

 1. Kessler RC, Amminger GP, Aguilar-Gaxiola S, Alonso J, Lee 
S, Ustün TB. Age of onset of mental disorders: a review of 
recent literature. Curr Opin Psychiatry. 2007;20:359–364.

 2. Heinrichs RW, Zakzanis KK. Neurocognitive deficit in 
schizophrenia: a quantitative review of the evidence. 
Neuropsychology. 1998;12:426–445.

 3. Kahn RS, Sommer IE. The neurobiology and treatment of 
first-episode schizophrenia. Mol Psychiatry. 2014;20:84–97.

 4. Fusar-Poli P, Bechdolf  A, Taylor MJ, et al. At risk for schizo-
phrenic or affective psychoses? A  meta-analysis of DSM/
ICD diagnostic outcomes in individuals at high clinical risk. 
Schizophr Bull. 2013;39:923–932.

 5. Woodberry KA, Giuliano AJ, Seidman LJ. Premorbid IQ 
in schizophrenia: a meta-analytic review. Am J Psychiatry. 
2008;165:579–587.

 6. Cunningham Owens DG, Johnstone EC. Precursors and 
prodromata of schizophrenia: findings from the Edinburgh 
High Risk Study and their literature context. Psychol Med. 
2006;36:1501–1514.

 7. Cannon M, Caspi A, Moffitt TE, et al. Evidence for early-
childhood, pan-developmental impairment specific to schizo-
phreniform disorder: results from a longitudinal birth cohort. 
Arch Gen Psychiatry. 2002;59:449–456.

 8. Kim-Cohen J, Caspi A, Moffitt TE, Harrington H, Milne BJ, 
Poulton R. Prior juvenile diagnoses in adults with mental dis-
order: developmental follow-back of a prospective-longitudi-
nal cohort. Arch Gen Psychiatry. 2003;60:709–717.

 9. Rossi A, Pollice R, Daneluzzo E, Marinangeli MG, Stratta 
P. Behavioral neurodevelopment abnormalities and schiz-
ophrenic disorder: a retrospective evaluation with the 
Childhood Behavior Checklist (CBCL). Schizophr Res. 
2000;44:121–128.

 10. Miller PM, Byrne M, Hodges A, Lawrie SM, Johnstone EC. 
Childhood behaviour, psychotic symptoms and psychosis 
onset in young people at high risk of schizophrenia: early 
findings from the Edinburgh high risk study. Psychol Med. 
2002;32:173–179.

 11. Muratori F, Salvadori F, D’Arcangelo G, Viglione V, Picchi 
L. Childhood psychopathological antecedents in early onset 
schizophrenia. Eur Psychiatry. 2005;20:309–314.

 12. Keshavan MS, Diwadkar VA, Montrose DM, Rajarethinam 
R, Sweeney JA. Premorbid indicators and risk for schizo-
phrenia: a selective review and update. Schizophr Res. 
2005;79:45–57.

 13. Meyer SE, Bearden CE, Lux SR, et  al. The psychosis pro-
drome in adolescent patients viewed through the lens of 
DSM-IV. J Child Adolesc Psychopharmacol. 2005;15:434–451.

 14. Fusar-Poli P, Nelson B, Valmaggia L, Yung AR, McGuire PK. 
Comorbid depressive and anxiety disorders in 509 individuals 
with an at-risk mental state: impact on psychopathology and 
transition to psychosis. Schizophr Bull. 2014;40:120–131.

 15. Gajwani R, Patterson P, Birchwood M. Attachment: develop-
mental pathways to affective dysregulation in young people 
at ultra-high risk of developing psychosis. Br J Clin Psychol. 
2013;52:424–437.

 16. Maibing CF, Pedersen CB, Benros ME, Mortensen PB, 
Dalsgaard S, Nordentoft M. Risk of schizophrenia increases 
after all child and adolescent psychiatric disorders: a nation-
wide study. Schizophr Bull. 2015;41:963–970.

 17. Perkins DO, Gu H, Boteva K, Lieberman JA. Relationship 
between duration of untreated psychosis and outcome in 

Downloaded from https://academic.oup.com/schizophreniabulletin/article-abstract/43/6/1197/3065926
by Vrije Universiteit, Library user
on 07 November 2017



1206

M. G. Nivard et al

first-episode schizophrenia: a critical review and meta-anal-
ysis. Am J Psychiatry. 2005;162:1785–1804.

 18. Stafford MR, Jackson H, Mayo-Wilson E, Morrison AP, 
Kendall T. Early interventions to prevent psychosis: system-
atic review and meta-analysis. BMJ. 2013;346:f185.

 19. Sullivan PF, Kendler KS, Neale MC. Schizophrenia as a com-
plex trait: evidence from a meta-analysis of twin studies. Arch 
Gen Psychiatry. 2003;60:1187–1192.

 20. Sanchez-Gistau V, Romero S, Moreno D, et  al. Psychiatric 
disorders in child and adolescent offspring of patients with 
schizophrenia and bipolar disorder: a controlled study. 
Schizophr Res. 2015;168:197–203.

 21 Nivard MG, Dolan CV, Kendler KS, et al. Stability in symp-
toms of anxiety and depression as a function of genotype 
and environment: a longitudinal twin study from ages 3 to 
63 years. Psychol Med. 2015;45;1039–1049.

 22. Kan KJ, Dolan CV, Nivard MG, et al. Genetic and environ-
mental stability in attention problems across the lifespan: evi-
dence from the Netherlands twin register. J Am Acad Child 
Adolesc Psychiatry. 2013;52:12–25.

 23. Benke KS, Nivard MG, Velders FP, et al.; Early Genetics and 
Lifecourse Epidemiology Consortium. A genome-wide asso-
ciation meta-analysis of preschool internalizing problems. J 
Am Acad Child Adolesc Psychiatry. 2014;53:667–676.e7.

 24. Cross-Disorder Group of the Psychiatric Genomics 
Consortium. Genetic relationship between five psychiat-
ric disorders estimated from genome-wide SNPs. Nature 
Genetics. 2013;45:984–994.

 25. Cross-Disorder Group of the Psychiatric Genomics 
Consortium. Identification of risk loci with shared effects on 
five major psychiatric disorders: a genome-wide analysis. The 
Lancet. 2013;381:1371–1379.

 26. Hamshere ML, Stergiakouli E, Langley K, et al. Shared poly-
genic contribution between childhood attention-deficit hyper-
activity disorder and adult schizophrenia. Br J Psychiatry. 
2013;203:107–111.

 27. Jones HJ, Stergiakouli E, Tansey KE, et  al. Phenotypic 
manifestation of genetic risk for schizophrenia during 
adolescence in the general population. JAMA Psychiatry. 
2016;73:221–228.

 28. Krapohl E, Euesden J, Zabaneh D, et  al. Phenome-wide 
analysis of genome-wide polygenic scores. Mol Psychiatry. 
2016;21:1188–1193.

 29. Schizophrenia Working Group of the Psychiatric Genomics 
Consortium. Biological insights from 108 schizophrenia-
associated genetic loci. Nature. 2014;511:421–427.

 30. Wray NR, Lee SH, Mehta D, Vinkhuyzen AA, Dudbridge 
F, Middeldorp CM. Research review: polygenic methods 
and their application to psychiatric traits. J Child Psychol 
Psychiatry. 2014;55:1068–1087.

 31. Purcell SM, Wray NR, Stone JL, et al. Common polygenic 
variation contributes to risk of schizophrenia and bipolar 
disorder. Nature. 2009;460:748–752.

 32. Wray NR, Yang J, Hayes BJ, Price AL, Goddard ME, 
Visscher PM. Pitfalls of predicting complex traits from SNPs. 
Nat Rev Genet. 2013;14:507–515.

 33. American Psychiatric Association. Diagnostic and Statistical 
Manual of Mental Diseases. DSM-IV 4th edn. Washington, 
DC: American Psychiatric Association; 1994.

 34. van Beijsterveldt CE, Groen-Blokhuis M, Hottenga JJ, et al. 
The Young Netherlands Twin Register (YNTR): longitudi-
nal twin and family studies in over 70,000 children. Twin Res 
Hum Genet. 2013;16:252–267.

 35. Boyd A, Golding J, Macleod J, et al. Cohort profile: the ‘children 
of the 90s’ the index offspring of the Avon Longitudinal Study 
of Parents and Children. Int J Epidemiol. 2013;42:111–127.

 36. Ebesutani C, Bernstein A, Nakamura BJ, et al. Concurrent 
validity of the Child Behavior Checklist DSM-oriented scales: 
correspondence with DSM diagnoses and comparison to syn-
drome scales. J Psychopathol Behav Assess. 2010;32:373–384.

 37. Goodman R, Ford T, Richards H, Gatward R, Meltzer H. 
The Development and Well-Being Assessment: description 
and initial validation of an integrated assessment of child 
and adolescent psychopathology. J Child Psychol Psychiatry. 
2000;41:645–655.

 38. Goodman A, Heiervang E, Collishaw S, Goodman R. The 
‘DAWBA bands’ as an ordered-categorical measure of child men-
tal health: description and validation in British and Norwegian 
samples. Soc Psychiatry Psychiatr Epidemiol. 2011;46:521–532.

 39. Vilhjalmsson B, Yang J, Finucane HK, et al. Modeling link-
age disequilibrium increases accuracy of polygenic risk 
scores. Am J Hum Genet. 2015;97:576–592.

 40. Minicâ CC, Dolan CV, Kampert MM, Boomsma DI, 
Vink JM. Sandwich corrected standard errors in family-
based genome-wide association studies. Eur J Hum Genet. 
2015;23:388–394.

 41. Viechtbauer W. Conducting meta-analyses in R with the 
metafor package. J Stat Soft. 2010;36:1–48.

 42. Higgins JP, Thompson SG. Controlling the risk of 
spurious findings from meta-regression. Stat Med. 
2004;23:1663–1682.

 43. Loh PR, Bhatia G, Gusev A, et al.; Schizophrenia Working 
Group of Psychiatric Genomics Consortium. Contrasting 
genetic architectures of schizophrenia and other complex 
diseases using fast variance-components analysis. Nat Genet. 
2015;47:1385–1392.

 44. Dudbridge F. Power and predictive accuracy of polygenic risk 
scores. PLoS Genet. 2013;9:e1003348.

 45. Pappa I, Fedko IO, Mileva-Seitz VR, et al. Single nucleotide 
polymorphism heritability of behavior problems in child-
hood: genome-wide complex trait analysis. J Am Acad Child 
Adolesc Psychiatry. 2015;54:737–744.

 46. Trzaskowski M, Eley TC, Davis OS, et al. First genome-wide 
association study on anxiety-related behaviours in childhood. 
PLoS One. 2013;8:e58676.

 47. Golan D, Lander ES, Rosset S. Measuring missing heritabil-
ity: Inferring the contribution of common variants. Proc Natl 
Acad Sci. 2014;111:E5272–E5281.

 48. Bulik-Sullivan B, Finucane HK, Anttila V, et al. An atlas of 
genetic correlations across human diseases and traits. Nat 
Genet. 2015;47:1236–1241.

 49. Copeland WE, Wolke D, Shanahan L, Costello EJ. Adult 
functional outcomes of common childhood psychiatric prob-
lems: a prospective, longitudinal study. JAMA Psychiatry. 
2015;72:892–899.

 50. Bellina M, Brambilla P, Garzitto M, Negri GA, Molteni M, 
Nobile M. The ability of CBCL DSM-oriented scales to pre-
dict DSM-IV diagnoses in a referred sample of children and 
adolescents. Eur Child Adolesc Psychiatry. 2013;22:235–246.

 51. Groen-Blokhuis MM, Middeldorp CM, Kan KJ, et  al. 
Attention-deficit/hyperactivity disorder polygenic risk scores 
predict attention problems in a population-based sample 
of children. J Am Acad Child Adolesc Psychiatry. 2014;53: 
1123–1129.e6.

 52. Martin J, Hamshere ML, Stergiakouli E, O’Donovan MC, 
Thapar A. Genetic risk for attention-deficit/hyperactivity 

Downloaded from https://academic.oup.com/schizophreniabulletin/article-abstract/43/6/1197/3065926
by Vrije Universiteit, Library user
on 07 November 2017



1207

Genetic Correlates of Schizophrenia During Development

disorder contributes to neurodevelopmental traits in the gen-
eral population. Biol Psychiatry. 2014;76:664–671.

 53. Stergiakouli E, Martin J, Hamshere ML, et al. Shared genetic 
influences between attention-deficit/hyperactivity disorder 
(ADHD) traits in children and clinical ADHD. J Am Acad 
Child Adolesc Psychiatry. 2015;54:322–327.

 54. Martin J, Tilling K, Hubbard L et al. Association of genetic risk 
for schizophrenia with nonparticipation over time in a popula-
tion-based cohort study. Am J Epidemiol. 2016;183:1149–1158.

 55. Anttila V, Bulik-Sullivan B, Finucane HK, et al. Analysis of 
shared heritability in common disorders of the brain. bioRxiv. 
2016.

Downloaded from https://academic.oup.com/schizophreniabulletin/article-abstract/43/6/1197/3065926
by Vrije Universiteit, Library user
on 07 November 2017


