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Abstract 
 

Background 

Identifying the phenotypic manifestations of increased genetic liability for depression (MDD) and 

bipolar disorder (BD) can enhance understanding of their aetiology. The polygenic risk score (PRS) 

derived using data from genome-wide-association-studies can be used to explore how genetic risk is 

manifest in different samples.  

 

Aims 

In this systematic review, we review studies that examine associations between the MDD and BD 

polygenic risk scores and phenotypic outcomes.  
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Methods 

Following PRISMA guidelines, we searched EMBASE, Medline and PsycINFO (from August 2009 – 14th 

March 2016) and references of included studies. Study inclusion was based on predetermined 

criteria and data were extracted independently and in duplicate.  

 

Results  

Twenty-five studies were included. Overall, both polygenic risk scores were associated with other 

psychiatric disorders (not the discovery sample disorder) such as depression, schizophrenia and 

bipolar disorder, greater symptom severity of depression, membership of a creative profession and 

greater educational attainment. Both depression and bipolar polygenic risk scores explained small 

amounts of variance in most phenotypes (<2%).  

 

Limitations  

Many studies did not report standardised effect sizes. This prevented us from conducting a meta-

analysis. 

 

Conclusions 

Polygenic risk scores for BD and MDD are associated with a range of phenotypes and outcomes. 

However, they only explain a small amount of the variation in these phenotypes. Larger discovery 

and adequately powered target samples are required to increase power of the PRS approach. This 

could elucidate how genetic risk for bipolar disorder and depression is manifest and contribute 

meaningfully to stratified medicine. 

 

Key words: polygenic risk score, bipolar disorder, depression, genetic, phenotypes
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1. Introduction 
 

Mood disorders (major depressive disorder (MDD) and bipolar disorder (BD)) are common, highly 

heritable psychiatric conditions as evidenced by twin, adoption and family studies (Bienvenu et al., 

2011; Oswald et al., 2003; Shih et al., 2004; Sullivan et al., 2000).  Family history of a mood disorder 

is a strong risk factor for future development of a mood disorder. High-risk studies of offspring of 

parents with a mood disorder have shown that offspring have an increased lifetime risk for BD (Duffy 

et al., 2014) or MDD when compared to controls (Rice et al., 2002). Additionally, they are also at 

increased risk for developing other psychiatric disorders (Rasic et al., 2014). Previously, information 

about how genetic risk for these disorders was manifest in the population was obtained from high-

risk studies that followed up offspring of parents with these disorders. However, a major limitation 

of these high-risk studies was the relatively small sample sizes, which meant studies were 

inadequately powered to detect small effect sizes.   

 

The advent of genome-wide association studies (GWAS) has revolutionised identification of genetic 

variants contributing to psychiatric disorders. GWAS technology can examine many genetic variants 

in the genome simultaneously, without an a priori hypotheses. Approaches have been developed to 

harness this information, allowing us to study how individuals with different burdens of genetic risk 

differ from one another. Through GWAS, several risk variants associated with MDD and BD have 

been identified (Major Depressive Disorder Working Group of the Psychiatric Genetics Consortium et 

al., 2017; Sklar et al., 2011; Stahl et al., 2017; Sullivan, 2013). Though the number of risk variants is 

fewer than for schizophrenia (SZ) (Purcell et al., 2009; Ripke et al., 2014), this is likely due to the 

smaller discovery samples used in the GWAS analyses, and the lower heritability of MDD compared 

to schizophrenia (SZ). Whilst individual single nucleotide polymorphisms (SNPs) have very small 

effect on disease risk, summing the weighted allelic dosage across all SNPs, creating a single 

polygenic risk score (PRS) has enabled the exploration of how genetic risk is manifest directly in 

individuals across different populations (Figure 1) (Wray et al., 2014).  

 

Since the first GWAS were published, many studies have examined whether the MDD-PRS or BD-PRS 

are associated with a range of different phenotypes and outcomes. Though other methods such as 

linkage disequilibrium (LD) score regression or genomic residual maximum likelihood (GREML) 

analysis exist to examine genetic correlation, the focus of this systematic review was to identify and 
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summarise studies that used the PRS approach to examine how genetic risk for MDD and BD is 

manifest in clinical and population-based samples.
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2. Methods 
 

We undertook a systematic review following Preferred Reporting Items for Systematic Reviews and 

Meta-Analyses (PRISMA) guidelines (Moher et al., 2009) (Supplementary Table 1).   

 

2.1 Search strategy  
 

2.1.1 Inclusion/exclusion criteria  

 

We included articles that examined associations between the PRS (derived from GWAS data of 

participants with a diagnosis of MDD or BD) and a measurable phenotype. We excluded 

neuroimaging outcomes as the complexity of this field is beyond the scope of this systematic review. 

Articles reporting associations between the MDD-PRS/ BD-PRS with a diagnosis of MDD or BD 

respectively were not included. We required articles to be in peer reviewed journals and written in 

English (see Supplementary Table 2 for inclusion/exclusion criteria).  

 

2.1.2 Data sources 

 

We searched EMBASE, Medline and PsychINFO databases from 06/08/2009 to 14/03/2016. We also 

hand searched references of the articles included.  

 

2.1.3 Search terms and delimiters  

 

We searched for articles using the terms “depression/bipolar (or variations of)” AND “polygenic (or 

variations of)”. Our full search strategy terms are listed in Supplementary List 1.   
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2.1.4 Data collection and analysis 

 

2.1.4.1 Selection of studies 

 

In keeping with our previous systematic review (Mistry et al., 2017), after duplicates were removed, 

1043 articles remained (see Figure 2 for flow diagram). One author, (S.M.) screened the title and 

abstract. If it was unclear whether the paper was relevant, or if the abstract was unavailable, we 

retrieved the full-text article. Two authors independently reviewed each full-text article and checked 

them against the inclusion criteria. A third author resolved disagreements. We extracted relevant 

information using a data extraction form (see Supplementary Table 3). We used a narrative 

approach to summarise results as most studies did not report standardised effect sizes (or provide 

data that would allow us to calculate these) as required for conducting a meta-analysis. 
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3. Results 
 

This review includes 25 articles that examined associations between the MDD-PRS/BD-PRS and a 

measurable phenotype (see Table 1 for a summary of associations with broad phenotypic 

outcomes). Most studies derived their PRS from the same discovery sample: the first GWAS from the 

Psychiatric Genetics Consortium (PGC) for MDD and BD (Sklar et al., 2011; Sullivan, 2013). Individual 

studies used different p-value thresholds (PTs) to assess the relationship between genetic risk for the 

disorder and phenotype or outcome (see Supplementary Tables 4-6). Most studies were of 

White/Caucasian adults of European ancestry.   

 

3.1 Studies examining phenotypic associations with both the MDD-

PRS and BD-PRS  
 

Several studies used both the MDD and BD polygenic risk scores to examine associations between 

genetic risk and a measurable phenotype.  

 

3.1.1 Associations with psychiatric disorders  

 

Using data from the PGC, both the MDD and BD polygenic risk scores were strongly associated with 

SZ (strongest PT<0.4; p=1x10-16; strongest PT<0.3, p=1x10-50 respectively). However, there was no 

association between the MDD-PRS and ADHD or ASD across any PT (no p-values reported), and weak 

evidence for associations between the BD-PRS and ADHD or ASD (strongest PT<0.4, p<0.05; strongest 

PT<0.001, p<0.05 respectively). The MDD-PRS was associated with BD (strongest PT<0.5, p=1x10-12) 

and the BD-PRS was associated with MDD (strongest PT<0.5, p=1x10-16) (Cross-Disorder Group of the 

Psychiatric Genomics, 2013). 

A study using data from the Australian Twin Registry (ATR) and Midwest Alcohol Research Centre 

found no evidence that the MDD-PRS was associated with seasonal affective disorder (SAD) 

(strongest at PT<0.01, p=0.25), but there was some evidence of association between the BD-PRS and 

SAD (strongest PT<0.1, p=0.004) (Byrne et al., 2015). 
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Both the BD and MDD polygenic scores were associated with SZ, either when comparing those with 

SZ and a positive history of psychotic illness to controls (strongest at PT<1, 1-sided p=7.11x10-149 and 

PT<1, 1-sided p=1.49x10-59 respectively) or when comparing those with SZ and a negative family 

history of psychotic illness to controls (strongest at PT<1, 1-sided p<1x10-300 and PT<1, 1-sided 

p=9.95x10-254 respectively) (Bigdeli et al., 2015).  

Finally, a higher BD-PRS was associated with post-traumatic stress disorder (PTSD) (strongest PT<0.3, 

p= 0.028), but the MDD-PRS was not associated at any PT (no statistics provided) in the Marine 

Resilience Studies (Nievergelt et al., 2015). 

 

3.1.2 Association with other phenotypes 

 

Both the MDD and BD polygenic risk scores were also associated with: i) greater episode count of 

MDD in individuals with MDD (strongest PT<0.4, p <0.001; strongest PT<0.2, p=0.015 respectively), 

particularly in individuals with MDD and a positive family history of MDD (strongest PT<0.4, p =0.01; 

strongest PT<0.2, p=0.004 respectively) using data from the RADIANT sample (Ferentinos et al., 

2014), and ii) a family history of psychotic illness in individuals with SZ from the PGC-1-SZ GWAS 

(strongest PT<0.4, one-sided p=0.011; strongest PT <0.2, one-sided p=0.04 respectively) (Bigdeli et al., 

2015).  

In a combined analysis using data from four different samples (Mullins et al., 2014), the MDD-PRS 

was associated with a greater number of suicide attempts (strongest PT<0.3, p =0.013), whilst the 

BD-PRS was not (strongest PT<0.1; no p-value reported).  

Using data from the National Institute of Neurological Disorders and Stroke (NINDS) sample, the 

MDD-PRS was higher in Parkinson’s disease (PD) cases than controls (no PT reported; p=0.001; 

AUC=0.52), but the BD-PRS was not (no PT or p-value reported; AUC=0.5) (Schulze et al., 2014).  

Finally, whilst neither the MDD or BD polygenic risk scores were associated with measures of latent 

inhibition (ASSR, P3 latency or P50 ratio), there was strong evidence of an association between the 

BD-PRS and P3 amplitude (strongest PT<1x10-5; p=0.005) in a sample of individuals with psychotic 

illness and controls (Hall et al., 2015). 
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3.2 Studies examining phenotypic associations with the MDD-PRS  

 

3.2.1 MDD-PRS and psychiatric phenotypes 

 

Studies reported associations between the MDD-PRS and: i) greater chronicity of depressive 

symptoms (no p-value reported) in the Health and Retirement Study (HRS) sample (Levine et al., 

2014), ii) higher Hospital Anxiety and Depression Scale-Anxiety subscale (HADS-A) scores in both the 

Rotterdam Study of Anxiety Disorder Case-Control sample (strongest PT<0.5, p=0.0025) and the 

Erasmus Ruchpen Family (ERF) sample (strongest PT<0.01, p=0.01) (Demirkan et al., 2011) and iii) 

higher General Health Questionnaire (GHQ) scores (strongest PT<0.05; p=9x10-6) and neuroticism 

(strongest PT<1. p=1x10-4) in the Generation Scotland: The Scottish Family Health Study (GS:SFHS) 

(Clarke et al., 2015). 

 

3.2.2 MDD-PRS and other phenotypes 

 

There was no consistent evidence of associations between the MDD-PRS and stressful life events 

(SLE) in the RADIANT samples, varying by both type of SLE (dependent or independent) and MDD 

case/control status (Mullins et al., 2016). There was also inconsistent evidence of associations 

between the MDD-PRS and childhood trauma (CT) in RADIANT, with opposite patterns of association 

in MDD cases compared to the controls. Furthermore, the pattern of association across MDD cases 

and controls in RADIANT was in the opposite direction to that within MDD cases and controls in the 

combined Genetics of Recurrent Early-Onset Depression (GenRED) and Depression Genes Networks 

(DGN) (Peyrot et al., 2014).  

Finally, the MDD-PRS was associated with higher body mass index (BMI) (strongest PT<0.01, p=0.01) 

in the GS:SFHS, which did not survive correction for multiple testing (no statistics reported) (Clarke 

et al., 2015). 
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3.3 Studies examining phenotypic associations with the BD-PRS  

 

3.3.1 BD-PRS and BD symptoms/severity 

 

The BD-PRS was associated with a manic symptom factor (strongest PT<0.3, p=0.003), but not with 

depressive, positive or negative symptom factors across any PT (no statistics reported) in individuals 

with SZ drawn from the PGC-1-SZ GWAS (Ruderfer et al., 2014).  

There was very weak evidence that the BD-PRS was associated with a positive history of psychosis in 

individuals with BD (strongest PT<0.05, p=0.079) using data from the Thematically Organised 

Psychosis sample (Aminoff et al., 2015), and with decreased paranoia (strongest PT<0.5, one-sided 

p=0.064) and decreased anhedonia (one-sided p=0.048). However, the BD-PRS was not associated 

with parent-rated negative symptoms, grandiosity, cognitive/disorganization and hallucinations in 

adolescents from the population-based Longitudinal Experiences and Perceptions (LEAP) study 

(Sieradzka et al., 2014). 

The BD-PRS was not associated with antidepressant response in individuals with MDD treated with 

Selective Serotonin Reuptake Inhibitors (SSRIs) (strongest PT<0.05, p=0.613), Noradrenaline 

Reuptake Inhibitors (NRIs) (strongest PT<0.1, p=0.168), or either antidepressant (strongest PT<0.3, 

p=0.623) in the New Medications in Depression and Schizophrenia sample. Neither was the BD-PRS 

associated with response to citalopram (strongest PT<0.3, p=0.826) in the Sequenced Treatment 

Alternatives to Relieve Depression (STAR*D) sample (Tansey et al., 2014).  

When combining the NESDA and Netherlands Twin Registry (NTR) samples, the BD-PRS was 

associated with MDD (strongest PT<0.5, p=0.001) and both severe typical (strongest PT<0.5; p=0.018) 

and atypical MDD (strongest PT<0.1, p=0.032) (Milaneschi et al., 2016). 

There was inconsistent evidence of associations between the BD-PRS and characteristics of 

depression (including severity, age of onset, history of suicide attempt, recurrence, and 

atypicality) within a multivariate framework, or with subclinical mania in the STAR*D, 

Mannheim and NESDA samples (Wiste et al., 2014).  
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3.3.2 BD-PRS and other psychopathology 

 

In data from a Norwegian sample, the BD-PRS was i) higher in SZ-spectrum cases compared to 

controls without SZ, BD or MDD (strongest PT<0.05; p=0.01), but not in SZ-spectrum cases compared 

to BD-spectrum cases (strongest PT<0.05; p=0.13), and ii) not associated with a lifetime history of 

psychosis in BD-spectrum cases compared to controls (no statistics provided) (Tesli et al., 2014). 

Using data from i) the combined NESDA/NTR samples and ii) the Queensland Institute of Medical 

Research (QIMR) sample, a study reported associations between the BD-PRS and post-partum 

depression (strongest PT<0.001, p=0.004 and PT<0.1, p = 3.04x10-5 respectively) (Byrne et al., 2014) 

In the GAIN MDD sample, the BD-PRS was higher in MDD cases compared to controls (no PT 

reported, p = 7.32x10-7) with modest diagnostic accuracy AUC=0.55, and was also higher in SZ cases 

compared to controls in the GAIN-SZ sample (no PT reported, p=2.9x10-9; AUC=0.56) (Schulze et al., 

2014). 

Finally, a higher BD-PRS was found in ADHD cases compared to controls (strongest PT<0.5; p=0.052) 

using combined data from UK community child psychiatry and paediatric clinics and from Dublin 

Ireland (Hamshere et al., 2013). 

 

3.3.3 BD-PRS and other phenotypes 

 

In an Icelandic general population study, the BD-PRS was associated with creativity (strongest at 

PT<0.2; p=5.2x10-6), number of years in school (p=4.8x10-9) and having a university degree (p=5.2x10-

7) (Power et al., 2015). 
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4. Discussion 
 

To the best of our knowledge, this is the first paper to systematically review how genetic risk for 

MDD and BD is associated with a broad range of phenotypic outcomes. Other reviews have focussed 

on the application of PRS methodology to psychiatric disorders, particularly SZ (Wray et al., 2014). 

More recently we have reported phenotypes associated with genetic risk for SZ (Mistry et al., 2017). 

Higher MDD and BD polygenic risk scores were associated with increased risk of different 

psychopathologies. Typically, R2 values for other psychiatric disorders (0.5-2%) were greater than for 

other phenotypes examined (most <1%). One exception is a study that reported that approximately 

6% to 13% of the variance for SZ was explained by the MDD-PRS, and 17% to 22% by the BD-PRS 

(depending on the presence or absence of a family history of psychotic illness. However, these 

estimates seem likely to be over-estimates given that the SZ-PRS only explained 12% to 13% of the 

variance for SZ in this study (Bigdeli et al., 2015).  

    

4.1 Psychiatric outcomes 

 

Associations between genetic risk for MDD/BD and psychiatric disorders was stronger for disorders 

typically presenting in adulthood rather than in childhood. Associations between the MDD-PRS and 

BD-PRS with SZ is consistent with evidence of pleiotropy across these disorders (Gale et al., 2016). 

Those with MDD who also have psychotic symptoms or a family history of psychotic illness likely 

index individuals with more severe forms of MDD (Park et al., 2014; Parker et al., 2013). 

There was no evidence the MDD-PRS was associated with SAD (Byrne et al., 2015). However, 

associations between both the BD and SZ polygenic scores and SAD in the same study have been 

found using risk scores derived from larger GWAS discovery data sets than for MDD, suggesting that 

low power may be a likely explanation for this lack of association (Dudbridge, 2013).  

 

4.2 Other psychopathology 

 

Both the MDD-PRS and BD-PRS were associated with greater episode count of MDD, the latter 

particularly in those who also had a family history of MDD (Ferentinos et al., 2014). Furthermore, 
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associations between the BD-PRS and early age of onset of MDD (<26 years) has been reported more 

recently (Power et al., 2017; Verduijn et al., 2017). These genetic study findings are also consistent 

with previous epidemiological studies showing that greater recurrence of MDD, presence of a family 

history of MDD, and early age of onset might index individuals who have an underlying ‘latent BD’ 

rather than having MDD (i.e. are at higher risk of transitioning from MDD to BD diagnoses than those 

without these characteristics) (Benazzi, 2006).  

The MDD-PRS was also associated with neuroticism in the Generation Scotland: The Scottish Family 

Health Study (Clarke et al., 2015), a finding also shown in another population based study, the UK 

Biobank (Gale et al., 2016). Neuroticism is robustly associated with increased risk for developing 

MDD (Hakulinen et al., 2015). Taken together, data from both genetic and epidemiological studies 

would suggest that within the general population, genetic risk for MDD can manifest as personality 

traits such as neuroticism.  

Genetic risk for BD was not associated with antidepressant response (though effects on response to 

tricyclics or monoamine oxidases has not yet been investigated). More recently, a study reported no 

association between the MDD-PRS and antidepressant response in individuals with MDD using the 

same classes of antidepressant used by Tansey and colleagues (Garcia-Gonzalez et al., 2017). Taken 

together, this suggests that neither genetic risk for BD or MDD is currently helpful in determining 

whether an individual will respond better to a particular class of antidepressant. It is likely that 

polygenic risk scores based on gene pathways are more likely to determine whether antidepressant 

response can be determined using genetic risk for BD or MDD, or exploration of whether the MDD 

and BD PRSs are associated with tricyclics or monoamine oxidases. 

 

4.3 Other phenotypes 

 

Associations between the MDD-PRS and CT were inconsistent, with studies reporting opposing 

patterns of association (Mullins et al., 2016; Peyrot et al., 2014), likely reflecting the problems 

inherent in studying how patterns differ across sub-groups (Zammit et al., 2010). 

Increased genetic risk for BD was associated with creativity and greater educational attainment 

(Power et al., 2015). Some epidemiological studies report positive associations between higher 

childhood IQ and BD (Koenen et al., 2009; Smith et al., 2015) and greater educational attainment 

and BD (MacCabe et al., 2010; Vreeker et al., 2016). However, others looking at adolescent or adult 
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IQ report no association with BD (Reichenberg et al., 2002; Zammit et al., 2004) and poorer 

educational attainment with BD (Glahn et al., 2006; Mojtabai et al., 2015; Vonk et al., 2012).   

Similarly, cognitive impairments throughout all mood states of BD manifest in young adults (Kurtz 

and Gerraty, 2009; Martino et al., 2016), rather than in the premorbid phase (Martino et al., 2015). 

However, BD is a heterogeneous disorder: not all of those affected go on to have cognitive deficits 

(Martino et al., 2008). 

Assessments of creativity in those with BD can be studied using neuroimaging. During creative tasks, 

those with BD have increased functional connectivity in the fronto-parietal network (Goya-

Maldonado et al., 2016), including dorosolateral prefrontal (Boccia et al., 2015) and medial 

prefrontal cortices (Jung et al., 2013) compared to controls. As these areas of the brain are typically 

involved in executive functioning and planning, these neuroimaging findings might explain increased 

openness to experience, elevated impulsivity and increased desire to engage in more complex 

activities in those with BD. Whilst currently limited by refinement of neuroimaging methods, sample 

sizes, and validity of BD-PRS, it is feasible that the PRS approach, especially if based on gene-

pathways, could inform the biology of specific cognitive outcomes and imaging parallels of these. 

Similar approaches such as LD score regression also suggest similar findings when examining genetic 

correlations between adult psychiatric disorders, educational attainment and personality traits such 

as neuroticism (Bulik-Sullivan et al., 2015; Verneri et al., 2016). 

 

4.4 Implications  

 

Overall, the results presented in this systematic review highlight that the polygenic risk scores for 

MDD and BD explain a small proportion of the variance for all phenotypes (<2%), with the exception 

of the study by Bigdeli et al. (2015). The variance explained will likely increase as discovery sample 

sizes increase (Dudbridge, 2013), though this may still be limited as the PRS does not capture rare 

SNP or copy number variants contributions to variance.  

At the present time, the PRS approach is not useful for informing clinical practice or pharmacological 

interventions. However, as predictive utility increases with larger discovery and adequately powered 

target samples, the PRS, alongside other approaches, could help inform stratified medicine. 

Our review also shows that genetic risk for MDD and BD is manifest in the adult population as a 

broad range of psychopathologies. As the literature on genetic risk scores for MDD and BD 
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associations with childhood psychopathologies is extremely limited, it is difficult to determine how 

or whether genetic risk influences phenotypes earlier in development. 

 

4.5 Strengths and limitations  

 

A major strength to this systematic review is that we used a comprehensive search strategy to 

reduce the likelihood of omitting eligible studies. In addition, we did not limit this review to a specific 

sampling framework or research design e.g. clinical samples or longitudinal studies). We also 

included studies investigating a range of phenotypes and outcomes, providing a board overview of 

how genetic risk for bipolar and depression can manifest. However, the inconsistency in the 

reporting of results across studies meant that only a narrative approach to this review was feasible, 

and assessment of publication bias was not possible. We excluded neuroimaging results as they are 

significantly more complex to summarise and are therefore not able to comment on how depression 

or bipolar genetic risk relates to imaging phenotypes. Studies not published in English-language 

journals will also have been missed.  

We identified a number of limitations of studies included in this review. This made it difficult to put 

their findings in context. Problems included inadequate descriptions of sample ascertainment, the 

strength of evidence incorrectly interpreted based on one-sided p-values, and failure to report 

standardised effect sizes or confidence intervals to permit comparison across studies. In order to 

improve interpretation and comparison between studies, we have developed a reporting framework 

for researchers to use (Mistry et al., 2017). 

An important limitation of the PRS approach is that it is based on the assumption that both target 

and discovery samples are independent of each other: any overlap will inflate the risk estimates. 

Furthermore, when interpreting the findings from PRS analyses, both an adequately powered target 

sample size and a large discovery sample size are required to optimise association testing and risk 

prediction (Dudbridge, 2013); so whilst most studies were adequately powered to detect small-

moderate effect sizes (OR=1.2-1.5 per SD of the PRS), this is based on the assumption of no 

measurement error in the PRS.  
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4.6 Conclusions 

 

At present, the PRS approach explains very little of the variance in phenotypes, with the greatest 

variance explained being for other psychiatric disorders. This is the first review attempting to collate 

information on how the PRS approach has informed our understanding of a variety of phenotypes in 

terms of association with depression and bipolar disorder genetic risk. Future studies will benefit 

from larger sample sizes from which to derive PRS, adequately powered target sample sizes, well-

validated phenotypic measures and more robust ways of reporting PRS associations with 

phenotypes.  

 

5. Funding  
 

SM is funded by Mental Health Research UK. DJS is a Lister Institute Prize Fellow (2016-2021). JRH is 

funded by the Wellcome Trust GW4 Clinical Academic Training Fellowship. This study was supported 

by the NIHR Biomedical Research Centre at University Hospitals Bristol NHS Foundation Trust and 

the University of Bristol. The views expressed in this publication are those of the authors and not 

necessarily those of the NHS, the National Institute for Health Research or the Department of 

Health.  

 

6. Contributors 
 

Author S.M carried out the literature search, writing of the first draft of the manuscript and authors 

S.M., J.R.H., D.S. and S.Z. checked studies to be included against inclusion criteria. Authors S.M. and 

J.R.H. extracted data from included studies and all authors checked the final manuscript.  

 

All authors have no conflicts of interest to declare.  

 



17 
 

7. Acknowledgements 
 

We would like to thank the Cardiff University librarians who assisted with our search strategy.  



18 
 

References  
 

Aminoff, S.R., Tesli, M., Bettella, F., Aas, M., Lagerberg, T.V., Djurovic, S., Andreassen, O.A., Melle, I., 
2015. Polygenic risk scores in bipolar disorder subgroups. Journal of Affective Disorders 183, 310-
314. 
 
Benazzi, F., 2006. A continuity between bipolar II depression and major depressive disorder? 
Progress in Neuro-Psychopharmacology & Biological Psychiatry 30, 1043-1050. 
 
Bienvenu, O.J., Davydow, D.S., Kendler, K.S., 2011. Psychiatric 'diseases' versus behavioral disorders 
and degree of genetic influence. Psychological Medicine 41, 33-40. 
 
Bigdeli, T.B., Ripke, S., Bacanu, S.-A., Lee, S.H., Wray, N.R., Gejman, P.V., Rietschel, M., Cichon, S., St 
Clair, D., Corvin, A., Kirov, G., McQuillin, A., Gurling, H., Rujescu, D., Andreassen, O.A., Werge, T., 
Blackwood, D.H., Pato, C.N., Pato, M.T., Malhotra, A.K., O'Donovan, M.C., Kendler, K.S., Fanous, A.H., 
2015. Genome-wide association study reveals greater polygenic loading for schizophrenia in cases 
with a family history of illness. American Journal of Medical Genetics Part B: Neuropsychiatric 
Genetics, No Pagination Specified. 
 
Boccia, M., Piccardi, L., Palermo, L., Nori, R., Palmiero, M., 2015. Where do bright ideas occur in our 
brain? Meta-analytic evidence from neuroimaging studies of domainspecific creativity. Frontiers in 
Psychology 6, 12. 
 
Bulik-Sullivan, B., Finucane, H.K., Anttila, V., Gusev, A., Day, F.R., Loh, P.R., ReproGen, C., Psychiatric 
Genomics, C., Genetic Consortium for Anorexia Nervosa of the Wellcome Trust Case Control, C., 
Duncan, L., Perry, J.R., Patterson, N., Robinson, E.B., Daly, M.J., Price, A.L., Neale, B.M., 2015. An 
atlas of genetic correlations across human diseases and traits. Nature Genetics 47, 1236-1241. 
Byrne, E.M., Carrillo-Roa, T., Penninx, B.W.J.H., Sallis, H.M., Viktorin, A., Chapman, B., Henders, A.K., 
Pergadia, M.L., Heath, A.C., Madden, P.A.F., Sullivan, P.F., Boschloo, L., van Grootheest, G., 
McMahon, G., Lawlor, D.A., Landen, M., Lichtenstein, P., Magnusson, P.K.E., Evans, D.M., 
Montgomery, G.W., Boomsma, D.I., Martin, N.G., Meltzer-Brody, S., Wray, N.R., Psychiat Genomic 
Consortium, M., 2014. Applying polygenic risk scores to postpartum depression. Archives of 
Womens Mental Health 17, 519-528. 
 
Byrne, E.M., Raheja, U.K., Stephens, S.H., Heath, A.C., Madden, P.A.F., Vaswani, D., Nijjar, G.V., Ryan, 
K.A., Youssufi, H., Gehrman, P.R., Shuldiner, A.R., Martin, N.G., Montgomery, G.W., Wray, N.R., 
Nelson, E.C., Mitchell, B.D., Postolache, T.T., 2015. Seasonality shows evidence for polygenic 
architecture and genetic correlation with schizophrenia and bipolar disorder. Journal of Clinical 
Psychiatry 76, 128-134. 
 
Clarke, T.K., Hall, L.S., Fernandez-Pujals, A.M., MacIntyre, D.J., Thomson, P., Hayward, C., Smith, B.H., 
Padmanabhan, S., Hocking, L.J., Deary, I.J., Porteous, D.J., McIntosh, A.M., 2015. Major depressive 
disorder and current psychological distress moderate the effect of polygenic risk for obesity on body 
mass index. Translational Psychiatry 5. 
 
Cross-Disorder Group of the Psychiatric Genomics, C., 2013. Identification of risk loci with shared 
effects on five major psychiatric disorders: a genome-wide analysis. Lancet 381, 1371-1379. 



19 
 

Demirkan, A., Penninx, B., Hek, K., Wray, N., Amin, N., Aulchenko, Y., van Dyck, R., de Geus, E., 
Hofman, A., Uitterlinden, A., Hottenga, J.J., Nolen, W., Oostra, B., Sullivan, P., Willemsen, G., Zitman, 
F., Tiemeier, H., Janssens, A., Boomsma, D., van Duijn, C., Middeldorp, C., 2011. Genetic risk profiles 
for depression and anxiety in adult and elderly cohorts. Molecular Psychiatry 16, 773-783. 
 
Dudbridge, F., 2013. Power and predictive accuracy of polygenic risk scores. PLoS Genetics 9. 
Duffy, A., Horrocks, J., Doucette, S., Keown-Stoneman, C., McCloskey, S., Grof, P., 2014. The 
developmental trajectory of bipolar disorder. British Journal of Psychiatry 204, 122-128. 
 
Ferentinos, P., Rivera, M., Ising, M., Spain, S.L., Cohen-Woods, S., Butler, A.W., Craddock, N., Owen, 
M.J., Korszun, A., Jones, L., Jones, I., Gill, M., Rice, J.P., Maier, W., Mors, O., Rietschel, M., Lucae, S., 
Binder, E.B., Preisig, M., Tozzi, F., Muglia, P., Breen, G., Craig, I.W., Farmer, A.E., Mueller-Myhsok, B., 
McGuffin, P., Lewis, C.M., 2014. Investigating the genetic variation underlying episodicity in major 
depressive disorder: Suggestive evidence for a bipolar contribution. Journal of Affective Disorders 
155, 81-89. 
 
Gale, C.R., Hagenaars, S.P., Davies, G., Hill, W.D., Liewald, D.C.M., Cullen, B., Penninx, B.W., 
Boomsma, D.I., Pell, J., McIntosh, A.M., Smith, D.J., Deary, I.J., Harris, S.E., Int Consortium Blood 
Pressure, G., 2016. Pleiotropy between neuroticism and physical and mental health: findings from 
108038 men and women in UK Biobank. Translational Psychiatry 6, 7. 
 
Garcia-Gonzalez, J., Tansey, K.E., Hauser, J., Henigsberg, N., Maier, W., Mors, O., Placentino, A., 
Rietschel, M., Souery, D., Zagar, T., Czerski, P.M., Jerman, B., Buttenschon, H.N., Schulze, T.G., Zobel, 
A., Farmer, A., Aitchison, K.J., Craig, I., McGuffin, P., Giupponi, M., Perroud, N., Bondolfi, G., Evans, 
D., O'Donovan, M., Peters, T.J., Wendland, J.R., Lewis, G., Kapur, S., Perlis, R., Arolt, V., Domschke, K., 
Breen, G., Curtis, C., Sang-Hyuk, L., Kan, C., Newhouse, S., Patel, H., Baune, B.T., Uher, R., Lewis, 
C.M., Fabbri, C., 2017. Pharmacogenetics of antidepressant response: A polygenic approach. 
Progress in Neuro-Psychopharmacology and Biological Psychiatry 75, 128-134. 
 
Glahn, D.C., Bearden, C.E., Bowden, C.L., Soares, J.C., 2006. Reduced educational attainment in 
bipolar disorder. Journal of Affective Disorders 92, 309-312. 
Goya-Maldonado, R., Brodmann, K., Keil, M., Trost, S., Dechent, P., Gruber, O., 2016. Differentiating 
unipolar and bipolar depression by alterations in large-scale brain networks. Human Brain Mapping 
37, 808-818. 
 
Hakulinen, C., Elovainio, M., Pulkki-Raback, L., Virtanen, M., Kivimaki, M., Jokela, M., 2015. 
Personality and depressive symptoms: individual participant meta-analysis of 10 cohort studies. 
Depression and anxiety 32, 461-470. 
 
Hall, M.-H., Chen, C.-Y., Cohen, B.M., Spencer, K.M., Levy, D.L., Oenguer, D., Smoller, J.W., 2015. 
Genomewide Association Analyses of Electrophysiological Endophenotypes for Schizophrenia and 
Psychotic Bipolar Disorders: A Preliminary Report. American Journal of Medical Genetics Part B-
Neuropsychiatric Genetics 168, 151-161. 
 
Hamshere, M.L., Stergiakouli, E., Langley, K., Martin, J., Holmans, P., Kent, L., Owen, M.J., Gill, M., 
Thapar, A., O'Donovan, M., Craddock, N., 2013. Shared polygenic contribution between childhood 
attention-deficit hyperactivity disorder and adult schizophrenia. British Journal of Psychiatry 203, 
107-111. 
 
Jung, R.E., Mead, B.S., Carrasco, J., Flores, R.A., 2013. The structure of creative cognition in the 
human brain. Frontiers in Human Neuroscience 7, 13. 



20 
 

Koenen, K.C., Moffitt, T.E., Roberts, A.L., Martin, L.T., Kubzansky, L., Harrington, H., Poulton, R., 
Caspi, A., 2009. Childhood IQ and adult mental disorders: A test of the cognitive reserve hypothesis. 
American Journal of Psychiatry 166, 50-57. 
 
Kurtz, M.M., Gerraty, R.T., 2009. A meta-analytic investigation of neurocognitive deficits in bipolar 
illness: Profile and effects of clinical state. Neuropsychology 23, 551-562. 
 
Levine, M.E., Crimmins, E.M., Prescott, C.A., Phillips, D., Arpawong, T.E., Lee, J., 2014. A polygenic 
risk score associated with measures of depressive symptoms among older adults. Biodemography & 
Social Biology 60, 199-211. 
 
MacCabe, J.H., Lambe, M.P., Cnattingius, S., Sham, P.C., David, A.S., Reichenberg, A., Murray, R.M., 
Hultman, C.M., 2010. Excellent school performance at age 16 and risk of adult bipolar disorder: 
national cohort study. British Journal of Psychiatry 196, 109-115. 
 
Major Depressive Disorder Working Group of the Psychiatric Genetics Consortium, G., Wray, N.R., 
Sullivan, P.F., 2017. Genome-wide association analyses identify 44 risk variants and refine the 
genetic architecture of major depression. BioRxiv. 
 
Martino, D.J., Samame, C., Ibanez, A., Strejilevich, S.A., 2015. Neurocognitive functioning in the 
premorbid stage and in the first episode of bipolar disorder: A systematic review. Psychiatry 
Research 226, 23-30. 
 
Martino, D.J., Samame, C., Marengo, E., Igoa, A., Strejilevich, S.A., 2016. A critical overview of the 
clinical evidence supporting the concept of neuroprogression in bipolar disorder. Psychiatry 
Research 235, 1-6. 
 
Martino, D.J., Strejilevich, S.A., Scapola, M., Igoa, A., Marengo, E., Ais, E.D., Perinot, L., 2008. 
Heterogeneity in cognitive functioning among patients with bipolar disorder. Journal of Affective 
Disorders 109, 149-156. 
 
Milaneschi, Y., Lamers, F., Peyrot, W.J., Abdellaoui, A., Willemsen, G., Hottenga, J.J., Jansen, R., 
Mbarek, H., Dehghan, A., Lu, C., group, C.i.w., Boomsma, D.I., Penninx, B.W., 2016. Polygenic 
dissection of major depression clinical heterogeneity. Molecular Psychiatry 21, 516-522. 
 
Mistry, S., Harrison, J.R., Smith, D.J., Escott-Price, V., Zammit, S., 2017. The use of polygenic risk 
scores to identify phenotypes associated with genetic risk of schizophrenia: Systematic review. 
Schizophrenia Research. pii: S0920-9964(17)30665-5. doi: 10.1016/j.schres.2017.10.037. 
 
Moher, D., Liberati, A., Tetzlaff, J., Altman, D.G., Grp, P., 2009. Preferred Reporting Items for 
Systematic Reviews and Meta-Analyses: The PRISMA Statement. Plos Medicine 6, 6. 
Mojtabai, R., Stuart, E.A., Hwang, I., Eaton, W.W., Sampson, N., Kessler, R.C., 2015. Long-term effects 
of mental disorders on educational attainment in the National Comorbidity Survey ten-year follow-
up. Social Psychiatry and Psychiatric Epidemiology 50, 1577-1591. 
 
Mullins, N., Perroud, N., Uher, R., Butler, A.W., Cohen-Woods, S., Rivera, M., Malki, K., Euesden, J., 
Power, R.A., Tansey, K.E., Jones, L., Jones, I., Craddock, N., Owen, M.J., Korszun, A., Gill, M., Mors, O., 
Preisig, M., Maier, W., Rietschel, M., Rice, J.P., Muller-Myhsok, B., Binder, E.B., Lucae, S., Ising, M., 
Craig, I.W., Farmer, A.E., McGuffin, P., Breen, G., Lewis, C.M., 2014. Genetic relationships between 
suicide attempts, suicidal ideation and major psychiatric disorders: a genome-wide association and 



21 
 

polygenic scoring study. American Journal of Medical Genetics. Part B, Neuropsychiatric Genetics: 
the Official Publication of the International Society of Psychiatric Genetics 165B, 428-437. 
Mullins, N., Power, R.A., Fisher, H.L., Hanscombe, K.B., Euesden, J., Iniesta, R., Levinson, D.F., 
Weissman, M.M., Potash, J.B., Shi, J., Uher, R., Cohen-Woods, S., Rivera, M., Jones, L., Jones, I., 
Craddock, N., Owen, M.J., Korszun, A., Craig, I.W., Farmer, A.E., McGuffin, P., Breen, G., Lewis, C.M., 
2016. Polygenic interactions with environmental adversity in the aetiology of major depressive 
disorder. Psychological Medicine 46, 759-770. 
 
Nievergelt, C.M., Maihofer, A.X., Mustapic, M., Yurgil, K.A., Schork, N.J., Miller, M.W., Logue, M.W., 
Geyer, M.A., Risbrough, V.B., O'Connor, D.T., Baker, D.G., 2015. Genomic predictors of combat stress 
vulnerability and resilience in U.S. Marines: A genome-wide association study across multiple 
ancestries implicates PRTFDC1 as a potential PTSD gene. Psychoneuroendocrinology 51, 459-471. 
Oswald, P., Souery, D., Mendlewicz, J., 2003. Molecular genetics of affective disorders. Current 
Opinion in Psychiatry 16, S63-S70. 
 
Park, S.C., Hahn, S.W., Hwang, T.Y., Kim, J.M., Jun, T.Y., Lee, M.S., Kim, J.B., Yim, H.W., Park, Y.C., 
2014. Does Age at Onset of First Major Depressive Episode Indicate the Subtype of Major Depressive 
Disorder?: The Clinical Research Center for Depression Study. Yonsei Medical Journal 55, 1712-1720. 
 
Parker, G., Graham, R., Hadzi-Pavlovic, D., McCraw, S., Hong, M., Friend, P., 2013. Differentiation of 
bipolar I and II disorders by examining for differences in severity of manic/hypomanic symptoms and 
the presence or absence of psychosis during that phase. Journal of Affective Disorders 150, 941-947. 
 
Peyrot, W.J., Milaneschi, Y., Abdellaoui, A., Sullivan, P.F., Hottenga, J.J., Boomsma, D.I., Penninx, 
B.W., 2014. Effect of polygenic risk scores on depression in childhood trauma. The British Journal of 
Psychiatry 205, 113-119. 
 
Power, R.A., Steinberg, S., Bjornsdottir, G., Rietveld, C.A., Abdellaoui, A., Nivard, M.M., Johannesson, 
M., Galesloot, T.E., Hottenga, J.J., Willemsen, G., Cesarini, D., Benjamin, D.J., Magnusson, P.K.E., 
Ullén, F., Tiemeier, H., Hofman, A., Van Rooij, F.J.A., Walters, G.B., Sigurdsson, E., Thorgeirsson, T.E., 
Ingason, A., Helgason, A., Kong, A., Kiemeney, L.A., Koellinger, P., Boomsma, D.I., Gudbjartsson, D., 
Stefansson, H., Stefansson, K., 2015. Polygenic risk scores for schizophrenia and bipolar disorder 
predict creativity. Nature Neuroscience 18, 953-955. 
 
Power, R.A., Tansey, K.E., Buttenschon, H.N., Cohen-Woods, S., Bigdeli, T., Hall, L.S., Kutalik, Z., Lee, 
S.H., Ripke, S., Steinberg, S., Teumer, A., Viktorin, A., Wray, N.R., Arolt, V., Baune, B.T., Boomsma, 
D.I., Borglum, A.D., Byrne, E.M., Castelao, E., Craddock, N., Craig, I.W., Dannlowski, U., Deary, I.J., 
Degenhardt, F., Forstner, A.J., Gordon, S.D., Grabe, H.J., Grove, J., Hamilton, S.P., Hayward, C., Heath, 
A.C., Hocking, L.J., Homuth, G., Hottenga, J.J., Kloiber, S., Krogh, J., Landen, M., Lang, M.R., Levinson, 
D.F., Lichtenstein, P., Lucae, S., MacIntyre, D.J., Madden, P., Magnusson, P.K.E., Martin, N.G., 
McIntosh, A.M., Middeldorp, C.M., Milaneschi, Y., Montgomery, G.W., Mors, O., Muller-Myhsok, B., 
Nyholt, D.R., Oskarsson, H., Owen, M.J., Padmanabhan, S., Penninx, B., Pergadia, M.L., Porteous, D.J., 
Potash, J.B., Preisig, M., Rivera, M., Shi, J.X., Shyn, S.I., Sigurdsson, E., Smit, J.H., Smith, B.H., 
Stefansson, H., Stefansson, K., Strohmaier, J., Sullivan, P.F., Thomson, P., Thorgeirsson, T.E., Van der 
Auwera, S., Weissman, M.M., Breen, G., Lewis, C.M., Consortium, C., Consortium, C.A., Consortium, 
G., 2017. Genome-wide association for major depression through age at onset stratification: Major 
Depressive Disorder Working Group of the Psychiatric Genomics Consortium. Biological Psychiatry 
81, 325-335. 
 
Purcell, S.M., Wray, N.R., Stone, J.L., Visscher, P.M., O'Donovan, M.C., Sullivan, P.F., Ruderfer, D.M., 
McQuillin, A., Morris, D.W., Oĝdushlaine, C.T., Corvin, A., Holmans, P.A., Oĝdonovan, M.C., 



22 
 

MacGregor, S., Gurling, H., Blackwood, D.H.R., Craddock, N.J., Gill, M., Hultman, C.M., Kirov, G.K., 
Lichtenstein, P., Muir, W.J., Owen, M.J., Pato, C.N., Scolnick, E.M., St Clair, D., Williams, N.M., 
Georgieva, L., Nikolov, I., Norton, N., Williams, H., Toncheva, D., Milanova, V., Thelander, E.F., 
O'Dushlaine, C.T., Kenny, E., Quinn, E.M., Choudhury, K., Datta, S., Pimm, J., Thirumalai, S., Puri, V., 
Krasucki, R., Lawrence, J., Quested, D., Bass, N., Crombie, C., Fraser, G., Leh Kuan, S., Walker, N., 
McGhee, K.A., Pickard, B., Malloy, P., MacLean, A.W., Van Beck, M., Pato, M.T., Medeiros, H., 
Middleton, F., Carvalho, C., Morley, C., Fanous, A., Conti, D., Knowles, J.A., Paz Ferreira, C., MacEdo, 
A., Helena Azevedo, M., Kirby, A.N., Ferreira, M.A.R., Daly, M.J., Chambert, K., Kuruvilla, F., Gabriel, 
S.B., Ardlie, K., Moran, J.L., Sklar, P., 2009. Common polygenic variation contributes to risk of 
schizophrenia and bipolar disorder. Nature 460, 748-752. 
 
Rasic, D., Hajek, T., Alda, M., Uher, R., 2014. Risk of mental illness in offspring of parents with 
schizophrenia, bipolar disorder, and major depressive disorder: A meta-analysis of family high-risk 
studies. Schizophrenia Bulletin 40, 28-38. 
 
Reichenberg, A., Weiser, M., Rabinowitz, J., Caspi, A., Schmeidler, J., Mark, M., Kaplan, Z., Davidson, 
M., 2002. A population-based cohort study of premorbid intellectual, language, and behavioral 
functioning in patients with schizophrenia, schizoaffective disorder, and nonpsychotic bipolar 
disorder. American Journal of Psychiatry 159, 2027-2035. 
 
Rice, F., Harold, G., Thapar, A., 2002. The genetic aetiology of childhood depression: a review. 
Journal of Child Psychology and Psychiatry and Allied Disciplines 43, 65-79. 
 
Ripke, S., Neale, B.M., Corvin, A., Walters, J.T.R., Farh, K.H., Holmans, P.A., Lee, P., Bulik-Sullivan, B., 
Collier, D.A., Huang, H., Pers, T.H., Agartz, I., Agerbo, E., Albus, M., Alexander, M., Amin, F., Bacanu, 
S.A., Begemann, M., Belliveau Jr, R.A., Bene, J., Bergen, S.E., Bevilacqua, E., Bigdeli, T.B., Black, D.W., 
Bruggeman, R., Buccola, N.G., Buckner, R.L., Byerley, W., Cahn, W., Cai, G., Campion, D., Cantor, 
R.M., Carr, V.J., Carrera, N., Catts, S.V., Chambert, K.D., Chan, R.C.K., Chen, R.Y.L., Chen, E.Y.H., 
Cheng, W., Cheung, E.F.C., Chong, S.A., Cloninger, C.R., Cohen, D., Cohen, N., Cormican, P., Craddock, 
N., Crowley, J.J., Curtis, D., Davidson, M., Davis, K.L., Degenhardt, F., Del Favero, J., Demontis, D., 
Dikeos, D., Dinan, T., Djurovic, S., Donohoe, G., Drapeau, E., Duan, J., Dudbridge, F., Durmishi, N., 
Eichhammer, P., Eriksson, J., Escott-Price, V., Essioux, L., Fanous, A.H., Farrell, M.S., Frank, J., Franke, 
L., Freedman, R., Freimer, N.B., Friedl, M., Friedman, J.I., Fromer, M., Genovese, G., Georgieva, L., 
Giegling, I., Giusti-Rodriguez, P., Godard, S., Goldstein, J.I., Golimbet, V., Gopal, S., Gratten, J., De 
Haan, L., Hammer, C., Hamshere, M.L., Hansen, M., Hansen, T., Haroutunian, V., Hartmann, A.M., 
Henskens, F.A., Herms, S., Hirschhorn, J.N., Hoffmann, P., Hofman, A., Hollegaard, M.V., Hougaard, 
D.M., Ikeda, M., Joa, I., Julia, A., Kahn, R.S., Kalaydjieva, L., Karachanak-Yankova, S., Karjalainen, J., 
Kavanagh, D., Keller, M.C., Kennedy, J.L., Khrunin, A., Kim, Y., Klovins, J., Knowles, J.A., Konte, B., 
Kucinskas, V., Kucinskiene, Z.A., Kuzelova-Ptackova, H., Kahler, A.K., Laurent, C., Keong, J.L.C., Lee, 
S.H., Legge, S.E., Lerer, B., Li, M., Li, T., Liang, K.Y., Lieberman, J., Limborska, S., Loughland, C.M., 
Lubinski, J., Lonnqvist, J., Macek Jr, M., Magnusson, P.K.E., Maher, B.S., Maier, W., Mallet, J., Marsal, 
S., Mattheisen, M., Mattingsdal, M., McCarley, R.W., McDonald, C., McIntosh, A.M., Meier, S., 
Meijer, C.J., Melegh, B., Melle, I., Mesholam-Gately, R.I., Metspalu, A., Michie, P.T., Milani, L., 
Milanova, V., Mokrab, Y., Morris, D.W., Mors, O., Murphy, K.C., Murray, R.M., Myin-Germeys, I., 
Muller-Myhsok, B., Nelis, M., Nenadic, I., Nertney, D.A., Nestadt, G., Nicodemus, K.K., Nikitina-Zake, 
L., Nisenbaum, L., Nordin, A., O'Callaghan, E., O'Dushlaine, C., O'Neill, F.A., Oh, S.Y., Olincy, A., Olsen, 
L., Van Os, J., Pantelis, C., Papadimitriou, G.N., Papiol, S., Parkhomenko, E., Pato, M.T., Paunio, T., 
Pejovic-Milovancevic, M., Perkins, D.O., Pietilainen, O., Pimm, J., Pocklington, A.J., Powell, J., Price, 
A., Pulver, A.E., Purcell, S.M., Quested, D., Rasmussen, H.B., Reichenberg, A., Reimers, M.A., 
Richards, A.L., Roffman, J.L., Roussos, P., Ruderfer, D.M., Salomaa, V., Sanders, A.R., Schall, U., 
Schubert, C.R., Schulze, T.G., Schwab, S.G., Scolnick, E.M., Scott, R.J., Seidman, L.J., Shi, J., 



23 
 

Sigurdsson, E., Silagadze, T., Silverman, J.M., Sim, K., Slominsky, P., Smoller, J.W., So, H.C., Spencer, 
C.C.A., Stahl, E.A., Stefansson, H., Steinberg, S., Stogmann, E., Straub, R.E., Strengman, E., 
Strohmaier, J., Stroup, T.S., Subramaniam, M., Suvisaari, J., Svrakic, D.M., Szatkiewicz, J.P., 
Soderman, E., Thirumalai, S., Toncheva, D., Tosato, S., Veijola, J., Waddington, J., Walsh, D., Wang, 
D., Wang, Q., Webb, B.T., Weiser, M., Wildenauer, D.B., Williams, N.M., Williams, S., Witt, S.H., 
Wolen, A.R., Wong, E.H.M., Wormley, B.K., Xi, H.S., Zai, C.C., Zheng, X., Zimprich, F., Wray, N.R., 
Stefansson, K., Visscher, P.M., Adolfsson, R., Andreassen, O.A., Blackwood, D.H.R., Bramon, E., 
Buxbaum, J.D., Borglum, A.D., Cichon, S., Darvasi, A., Domenici, E., Ehrenreich, H., Esko, T., Gejman, 
P.V., Gill, M., Gurling, H., Hultman, C.M., Iwata, N., Jablensky, A.V., Jonsson, E.G., Kendler, K.S., Kirov, 
G., Knight, J., Lencz, T., Levinson, D.F., Li, Q.S., Liu, J., Malhotra, A.K., McCarroll, S.A., McQuillin, A., 
Moran, J.L., Mortensen, P.B., Mowry, B.J., Nothen, M.M., Ophoff, R.A., Owen, M.J., Palotie, A., Pato, 
C.N., Petryshen, T.L., Posthuma, D., Rietschel, M., Riley, B.P., Rujescu, D., Sham, P.C., Sklar, P., St 
Clair, D., Weinberger, D.R., Wendland, J.R., Werge, T., Daly, M.J., Sullivan, P.F., O'Donovan, M.C., 
2014. Biological insights from 108 schizophrenia-associated genetic loci. Nature 511, 421-427. 
Ruderfer, D.M., Fanous, A.H., Ripke, S., McQuillin, A., Amdur, R.L., Gejman, P.V., O'Donovan, M.C., 
Andreassen, O.A., Djurovic, S., Hultman, C.M., Kelsoe, J.R., Jamain, S., Landen, M., Leboyer, M., 
Nimgaonkar, V., Nurnberger, J., Smoller, J.W., Craddock, N., Corvin, A., Sullivan, P.F., Holmans, P., 
Sklar, P., Kendler, K.S., 2014. Polygenic dissection of diagnosis and clinical dimensions of bipolar 
disorder and schizophrenia. Molecular Psychiatry 19, 1017-1024. 
 
Schulze, T.G., Akula, N., Breuer, R., Steele, J., Nalls, M.A., Singleton, A.B., Degenhardt, F.A., Nothen, 
M.M., Cichon, S., Rietschel, M., Bipolar Genome, S., McMahon, F.J., 2014. Molecular genetic overlap 
in bipolar disorder, schizophrenia, and major depressive disorder. World Journal of Biological 
Psychiatry 15, 200-208. 
 
Shih, R.A., Belmonte, P.L., Zandi, P.P., 2004. A review of the evidence from family, twin and adoption 
studies for a genetic contribution to adult psychiatric disorders. International Review of Psychiatry 
16, 260-283. 
 
Sieradzka, D., Power, R.A., Freeman, D., Cardno, A.G., McGuire, P., Plomin, R., Meaburn, E.L., 
Dudbridge, F., Ronald, A., 2014. Are genetic risk factors for psychosis also associated with dimension-
specific psychotic experiences in adolescence? PLoS ONE 9 (4) (no pagination). 
 
Sklar, P., Ripke, S., Scott, L.J., Andreassen, O.A., Cichon, S., Craddock, N., Edenberg, H.J., Nurnberger 
Jr, J.I., Rietschel, M., Blackwood, D., Corvin, A., Flickinger, M., Guan, W., Mattingsdal, M., McQuillin, 
A., Kwan, P., Wienker, T.F., Daly, M., Dudbridge, F., Holmans, P.A., Lin, D., Burmeister, M., 
Greenwood, T.A., Hamshere, M.L., Muglia, P., Smith, E.N., Zandi, P.P., Nievergelt, C.M., McKinney, R., 
Shilling, P.D., Schork, N.J., Bloss, C.S., Foroud, T., Koller, D.L., Gershon, E.S., Liu, C., Badner, J.A., 
Scheftner, W.A., Lawson, W.B., Nwulia, E.A., Hipolito, M., Coryell, W., Rice, J., Byerley, W., 
McMahon, F.J., Schulze, T.G., Berrettini, W., Lohoff, F.W., Potash, J.B., Mahon, P.B., McInnis, M.G., 
Zollner, S., Zhang, P., Craig, D.W., Szelinger, S., Barrett, T.B., Breuer, R., Meier, S., Strohmaier, J., 
Witt, S.H., Tozzi, F., Farmer, A., McGuffin, P., Strauss, J., Xu, W., Kennedy, J.L., Vincent, J.B., 
Matthews, K., Day, R., Ferreira, M.A., O'Dushlaine, C., Perlis, R., Raychaudhuri, S., Ruderfer, D., 
Hyoun, P.L., Smoller, J.W., Li, J., Absher, D., Thompson, R.C., Meng, F.G., Schatzberg, A.F., Bunney, 
W.E., Barchas, J.D., Jones, E.G., Watson, S.J., Myers, R.M., Akil, H., Boehnke, M., Chambert, K., 
Moran, J., Scolnick, E., Djurovic, S., Melle, I., Morken, G., Gill, M., Morris, D., Quinn, E., Muhleisen, 
T.W., Degenhardt, F.A., Mattheisen, M., Schumacher, J., Maier, W., Steffens, M., Propping, P., 
Nothen, M.M., Anjorin, A., Bass, N., Gurling, H., Kandaswamy, R., Lawrence, J., McGhee, K., 
McIntosh, A., McLean, A.W., Muir, W.J., Pickard, B.S., Breen, G., St. Clair, D., Caesar, S., Gordon-
Smith, K., Jones, L., Fraser, C., Green, E.K., Grozeva, D., Jones, I.R., Kirov, G., Moskvina, V., Nikolov, I., 
O'Donovan, M.C., Owen, M.J., Collier, D.A., Elkin, A., Williamson, R., Young, A.H., Ferrier, I.N., 



24 
 

Stefansson, K., Stefansson, H., Porgeirsson, P., Steinberg, S., Gustafsson, O., Bergen, S.E., 
Nimgaonkar, V., Hultman, C., Landen, M., Lichtenstein, P., Sullivan, P., Schalling, M., Osby, U., 
Backlund, L., Frisen, L., Langstrom, N., Jamain, S., Leboyer, M., Etain, B., Bellivier, F., Petursson, H., 
Sigurgosson, E., Muller-Mysok, B., Lucae, S., Schwarz, M., Schofield, P.R., Martin, N., Montgomery, 
G.W., Lathrop, M., Oskarsson, H., Bauer, M., Wright, A., Mitchell, P.B., Hautzinger, M., Reif, A., 
Kelsoe, J.R., Purcell, S.M., 2011. Large-scale genome-wide association analysis of bipolar disorder 
identifies a new susceptibility locus near ODZ4. Nature Genetics 43, 977-985. 
 
Smith, D.J., Anderson, J., Zammit, S., Meyer, T.D., Pell, J.P., Mackay, D., 2015. Childhood IQ and risk 
of bipolar disorder in adulthood: prospective birth cohort study. British Journal of Psychiatry Open 1, 
74-80. 
 
Stahl, E., Forstner, A., McQuillin, A., Ripke, S., PGC, B.D.W.G.o.t., Ophoff, R., Scott, L., Cichon, S., 
Andreassen, O.A., Slar, P., Kelsoe, J., Breen, G., 2017. Genomewide association study identifies 30 
loci associated with bipolar disorder. BioRxiv   
 
Sullivan, P.F., 2013. A mega-Analysis of genome-wide association studies for major depressive 
disorder. Molecular Psychiatry 18, 497-511. 
 
Sullivan, P.F., Neale, M.C., Kendler, K.S., 2000. Genetic epidemiology of major depression: Review 
and meta-analysis. American Journal of Psychiatry 157, 1552-1562. 
 
Tansey, K.E., Guipponi, M., Domenici, E., Lewis, G., Malafosse, A., O'Donovan, M., Wendland, J.R., 
Lewis, C.M., McGuffin, P., Uher, R., 2014. Genetic susceptibility for bipolar disorder and response to 
antidepressants in major depressive disorder. American Journal of Medical Genetics Part B: 
Neuropsychiatric Genetics 165, 77-83. 
 
Tesli, M., Espeseth, T., Bettella, F., Mattingsdal, M., Aas, M., Melle, I., Djurovic, S., Andreassen, O., 
2014. Polygenic risk score and the psychosis continuum model. Acta Psychiatrica Scandinavica 130, 
311-317. 
 
Verduijn, J., Milaneschi, Y., Peyrot, W.J., Hottenga, J.J., Abdellaoui, A., de Geus, E.J.C., Smit, J.H., 
Breen, G., Lewis, C.M., Boomsma, D.I., Beekman, A.T.F., Penninx, B., 2017. Using Clinical 
Characteristics to identify which patients with major depressive disorder have a higher genetic load 
for three psychiatric disorders. Biological Psychiatry 81, 316-324. 
 
Verneri, A., Bulik-Sullivan, B., Kiyo-Finucane, H., Walters, R., Bras, J., Duncan, L., Escott-Price, V., 
Falcone, G., Gormley, P., Malik, R., Patsopoulos, N., Ripke, S., Wei, Z., Yu, D., Lee, P., IGAP 
Consortium., IHGC Consortium., ILAE Consortium on Complex Epilepsies., IMSGC Consortium, IPDGC 
Consortium., METASTROKE and ICH Studies of the ISGC., ADHD Working Group of the PGC., ASD 
Working Group of the PGC., Bipolar Disorders Working Group of the PGC., Major Depressive 
Disorder Working Group of the PGC., OCD and TS Working Group of the PGC., Schizophrenia 
Working Group of the PGC., Breen, G., Bulik, C., Daly, M., Dichgans, M., Faraone, S., Guerreiro, R., 
Holmans, P., Kendler, K., Koeleman, B., Mathews, C., Scharf, J., Sklar, P., Williams, J., Wood, N., 
Cotsapas, C., Palotie, A., Smoller, J., Sullivan, P., Rosand, J., Corvin, A., Neale, B. 2016. Analysis of 
shared heritability in common disorders of the brain. BioRxiv. 
 
Vonk, R., van der Schot, A.C., van Baal, G.C.M., van Oel, C.J., Nolen, W.A., Kahn, R.S., 2012. 
Premorbid school performance in twins concordant and discordant for bipolar disorder. Journal of 
Affective Disorders 136, 294-303. 
 



25 
 

Vreeker, A., Boks, M.P.M., Abramovic, L., Verkooijen, S., van Bergen, A.H., Hillegers, M.H.J., Spijker, 
A.T., Hoencamp, E., Regeer, E.J., Riemersma-Van der Lek, R.F., Stevens, A., Schulte, P.F.J., Vonk, R., 
Hoekstra, R., van Beveren, N.J.M., Kupka, R.W., Brouwer, R.M., Bearden, C.E., MacCabe, J.H., Ophoff, 
R.A., Grp, I., 2016. High educational performance is a distinctive feature of bipolar disorder: a study 
on cognition in bipolar disorder, schizophrenia patients, relatives and controls. Psychological 
Medicine 46, 807-818. 
 
Wiste, A., Robinson, E.B., Milaneschi, Y., Meier, S., Ripke, S., Clements, C.C., Fitzmaurice, G.M., 
Rietschel, M., Penninx, B.W., Smoller, J.W., Perlis, R.H., 2014. Bipolar polygenic loading and bipolar 
spectrum features in major depressive disorder. Bipolar Disorders 16, 608-616. 
 
Wray, N.R., Lee, S.H., Mehta, D., Vinkhuyzen, A.A.E., Dudbridge, F., Middeldorp, C.M., 2014. 
Research Review: Polygenic methods and their application to psychiatric traits. Journal of Child 
Psychology and Psychiatry and Allied Disciplines 55, 1068-1087. 
 
Zammit, S., Allebeck, P., David, A.S., Dalman, C., Hemmingsson, T., Lundberg, I., Lewis, G., 2004. A 
longitudinal study of premorbid IQ score and risk of developing schizophrenia, bipolar disorder, 
severe depression, and other nonaffective psychoses. Archives of General Psychiatry 61, 354-360. 
 

Zammit, S., Wiles, N., Lewis, G., 2010. The study of gene environment interactions in psychiatry: 
limited gains at a substantial cost? Psychological Medicine 40, 711-716. 

 


	The use of polygenic risk scores to identify phenotypes associated with genetic risk of bipolar disorder and depression: a systematic review
	Sumit Mistry1, Judith R. Harrison1, Daniel J. Smith2, Valentina Escott-Price1 and Stanley Zammit1,3

	Abstract
	1. Introduction
	2. Methods
	2.1 Search strategy
	2.1.1 Inclusion/exclusion criteria
	2.1.2 Data sources
	2.1.3 Search terms and delimiters
	2.1.4 Data collection and analysis
	2.1.4.1 Selection of studies


	3. Results
	3.1 Studies examining phenotypic associations with both the MDD-PRS and BD-PRS
	3.1.1 Associations with psychiatric disorders
	3.1.2 Association with other phenotypes

	3.2 Studies examining phenotypic associations with the MDD-PRS
	3.2.1 MDD-PRS and psychiatric phenotypes
	3.2.2 MDD-PRS and other phenotypes

	3.3 Studies examining phenotypic associations with the BD-PRS
	3.3.1 BD-PRS and BD symptoms/severity
	3.3.2 BD-PRS and other psychopathology
	3.3.3 BD-PRS and other phenotypes

	4. Discussion
	4.1 Psychiatric outcomes
	4.2 Other psychopathology
	4.3 Other phenotypes
	4.4 Implications
	4.5 Strengths and limitations
	4.6 Conclusions

	5. Funding
	6. Contributors
	7. Acknowledgements
	References

