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Abstract 
 

Genome-Wide Burden of Copy Number Variations in Schizophrenia and Bipolar I 
Disorder: A case-control study  

By Lauren Canary 
 
 

We used genome-wide data to evaluate the burden of copy number variations (CNV) in 479 

patients with bipolar disorder type I (BPI), 554 patients with schizophrenia (SZ) and 1014 

population-based controls. All study participants were of Ashkenazi Jewish descent. We used 

PLINK and R Studio software to analyze the statistical associations between presence of 

CNV with SZ and BPI. The burden of rare (<1%) CNV deletions was statistically significant 

(P<0.05) at various sizes (minimum sizes of 1kb, 100kb, 500kb, and 1mb) in SZ patients 

when compared to controls. The burden of rare CNV in BPI cases was not statistically 

significant, even when filtered by early onset, defined as mania occurring at age 21 or 

younger as well as onset defined as mania occurring at age 18 or younger. Rates of large, rare 

CNV were different between SZ and BPI patients. Our findings support a genetic 

distinction between schizophrenia and bipolar I disorder. 
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Introduction 

Mental illness poses a significant burden to public health. According to the 2010 study on 

the Global Burden of Disease, mental and substance use disorders were the leading global 

cause of all non-fatal burden of disease 1. It is imperative that we improve our capabilities to 

identify susceptible individuals and to identify targets for more efficacious treatments. 

Genetic studies of mental illness provide one source for achieving these goals. Though it has 

long been posited that one’s risk for developing certain mental illnesses was a contribution 

of environmental and genetic factors, we are closer now than ever before to fully 

understanding the genetic architecture of various diseases. This exciting area of research has 

the potential to forge improvements in identifying susceptible individuals, diagnosing illness, 

and crafting effective, individualized treatments. 

 

Identification of copy number variations in the human genome 

Until 2004, it was common when investigating potential genetic contributions to disease to 

look at single-nucleotide polymorphisms (SNP) in DNA. However, years later researchers 

began looking at dosage changes of DNA known as copy number variation (CNV). A CNV 

is a type of genetic structural change wherein a large section (typically over 1000 nucleotides 

in length) of DNA is duplicated or deleted resulting in certain chromosomes with extra 

pieces of DNA and others missing segments2. In 2004, Sebat et al. identified CNV in healthy 

individuals spanning 70 different genes known to affect neurological function, cell growth, 

metabolism, and disease3. In the same year, Iafrate et al. identified hundreds of loci in the 

human genome which contain genomic imbalances that overlapped with genes showing 

distinct heterogeneity in 10% of subjects examined, suggesting large CNV play a role in 

genetic diversity in the population and a potentially important role in susceptibility to 

disease4. McCarroll et al. expanded on this knowledge in 2006 with the development of a 

systematic method to use publicly accessible genetic data on HapMap 

(http://hapmap.ncbi.nlm.nih.gov/) to identify deletion variants in linkage disequilibrium 

with nearby SNP, meaning that their association to disease could be evaluated in whole-

genome association studies5. These seminal studies pushed the field of genetic epidemiology 

to a new level that allows us to systematically study CNV within populations and to 

appreciate their role in both health and disease. 
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Formation of CNV 

CNV formation is achieved via four means of structural variation2. The first, non-allelic 

homologous recombination, involves alignment and crossing over between two sites in the 

genome usually during meiosis (less often in mitosis). Another method, non-homologous 

end-joining, occurs when a break in DNA is repaired with an error. Fork-stalling and 

template switching, on the other hand, involve errors in DNA replication2.  Finally, 

retrotranspositions known as long interspersed nuclear elements are pieces of DNA that can 

amplify themselves and relocate to create changes in the genome. These sizeable changes in 

the genome (usually greater than 1,000 base pairs per generation) can have a significant 

functional impact in relation to disease. 

 

The contribution of genetics to disease can be complex. There are two current models for 

genetic contribution to disease: common variant common disease (CVCD) and rare variant 

common disease (RVCD). The CVCD model states that genetic risk is due to many, high 

frequency variants that cause a moderate level of risk 6. Alternatively, the RVCD model 

states that genetic risk is due to few, rare variants, which cause a high level of risk 7.  The 

CVCD and RVCD models can be employed for us to understand the importance of both 

small and large genetic changes association with disease, though most evidence specifically 

concerning CNV-associated risk follows the RVCD model. Notably, these large, rare genetic 

changes are not always inherited; some CNV are created de novo. De novo CNV formation is 

seemingly random, yet there are similarities in de novo CNV distribution across unrelated 

individuals because some areas of the genome, known as low copy repeats, are more prone 

to CNV formation than others.  

 

Recent studies of the genetics of mental illness have employed the use of genome-wide CNV 

studies, which evaluate the statistical associations between large genetic variants and disease. 

These associations between genetic variants and disease can become confounded when 

genetically heterogenous samples are analyzed, due to hidden population stratification which 

can result in differences in CNV between cases and controls 8. Ideally, genetic association 

studies should use homogenous ethnic populations so as to lessen the chance of finding 

spurious associations. The Ashkenazi Jewish population, which is living mostly in the U.S. 
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and central and eastern Europe, is often used in genetic association studies as it is 

particularly genetically homogenous, having descended from a small founder population 

approximately 500 years ago9. This thesis aims to carry-out a genome-wide CNV study in 

Ashkenazi Jewish subjects in order to better understand the genetic underpinnings and 

potential interrelatedness of two mental illnesses: schizophrenia and bipolar disorder-type I.  

Schizophrenia 

Schizophrenia, which affects about 1% of the population, is comprised of 3 families of 

symptoms: positive, negative, and cognitive 10. Positive symptoms are comprised of 

hallucinations, delusions, thought disorders, and movement disorders, all of which may 

range in severity and frequency11. Negative symptoms are very similar to depressive 

symptoms and include flat affect, lack of pleasure, lack of ability to initiate or sustain planned 

activities, and lack of verbal communication11. Cognitive symptoms include problems with 

executive functioning, focusing, and working memory11. Lifetime rates of schizophrenia are 

similar in men and women, though later onset is more common in females and there are 

differences in symptomology between the sexes12. For decades there has been evidence that 

schizophrenia is partly-genetic13, 14 15,  though the genetic architecture is still under debate 16 7.  

Recently, evidence of an excess of rare, large CNV in schizophrenia has been observed in 

case-control studies. Researchers have found as much as a 3-fold enrichment of rare CNV in 

schizophrenia cases versus controls 17, though more conservative estimates place CNV at a 

1.1-1.5-fold enrichment (International Schizophrenia Consortium, 2008). Regardless of 

enrichment, the presence of CNV in schizophrenia is supported by several case-control 

studies 18, 19. Family-based studies have also implicated a high rate (5-10%) of de novo CNVs in 

schizophrenia, though it is unclear how big of a difference, if any, exists between familial 

versus sporadic cases of schizophrenia 20 21 22. 

 

Several CNV have been identified as being associated with schizophrenia. A large deletion 

(3mb) at 22q11.21 has been demonstrated to be a significant risk factor (25% of those with 

the CNV deletions will have symptoms of psychosis compared to an average of 1% in the 

general population) 2, 23, though recent studies have implicated other structural variations: 

deletions at chr 7q11.2324, chr1q2125 , chr3q2926, chr15q11 & chr 15q1327, chr2p1617, 

Neurexin-1 28, and duplications of chr16p1129, chr7q3630. Some studies have identified 
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affected genes with functions related to synaptic activity and neurodevelopment 17, 21, while 

another study showed involvement of the genes coding for parts of the N-methyl-d-

aspartate receptor (NMDAR-neuronal activity-regulated cytoskeleton-associated protein) 

and postsynaptic signaling complexes 22.  

 

Bipolar Disorder  

Patients with bipolar disorder experience episodes of depression that alternate with 

abnormally elevated energy levels, cognition, and mood31. Bipolar type I is distinguished 

from bipolar type II based on the severity of manic and mixed episodes. Both bipolar types I 

and II present with depressive episodes. However in bipolar type I, manic or mixed episodes 

may last 7-10 days or may be severe enough to require hospitalization whereas in bipolar 

type II, manic episodes are less severe and are characterized as ‘hypomanic’31.  

 

Rare CNV are implicated in bipolar disorder 21, 32-35, though the pattern is not as consistent as 

we see in schizophrenia, and there is limited evidence of their importance in relation to the 

disease. While some evidence exists, it appears that large deletions play very limited role in 

bipolar risk 21, 35-37. Case-control studies on the subject are inconsistent; two studies reported 

enrichment of rare CNV 32 33 with the effect greater in those with early age of onset with a 

small effect size (OR~1.5), while two other studies 35, 38 did not support this finding. Family-

based studies have demonstrated frequencies of de novo CNVs to be higher in bipolar 

compared to healthy individuals (4.3% vs. 0.09%) and even higher in early onset bipolar 

(5.6%), when defined as onset prior to 18 years of age 21. Since inherited and de novo CNV are 

apparent in those with early-onset bipolar I disorder 21, some support the idea of subclasses 

or a continuum of bipolar disorder, where those with early onset represent one extreme or 

subclass 32, 33, 39, 40. Further complicating how the field ought to classify bipolar disorder, there 

is limited evidence regarding which genes are involved in CNV formation. Some have 

posited enrichment of genes associated with psychological disorders and those associated 

with learning 33 and enrichment of genes affecting cell shape 21, but not those affecting 

neuronal function or development. To our knowledge the varying symptomology present in 

bipolar disorder, which make bipolar disorder types I and II distinct, has not been taken into 

account in prior large CNV studies. 
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Relationship between Schizophrenia and Bipolar Disorder 

Though classically schizophrenia and bipolar have been categorized as psychotic and mood 

disorders, respectively, this dichotomy has been questioned in recent years raising questions 

about their potential existence along one spectrum41. Indeed, depressive and cognitive 

symptoms are defining features of both schizophrenia and bipolar, and the psychotic 

symptoms that underlie schizophrenia may appear quite similar to the disorganized and 

grandiose thoughts present in bipolar disorder, especially the more extreme manic symptoms 

associates with bipolar type I42. Further questioning the distinction between these two 

illnesses has been the pattern of inheritance observed in bipolar disorder and schizophrenia; 

family studies have shown co-aggregation of the disorders 43 44 45 46. It has been suggested 

that schizophrenia and bipolar are in fact the same disorder, but with schizophrenia on the 

more extreme end of the continuum47, 48. Supporting this, researchers have identified certain 

chromosomal regions49, 50 and genes51 50, 52-54 55 56 shared by schizophrenia and bipolar. 

 

The numerous reports indicating a potential role of CNV in schizophrenia, combined with 

the putative relationship between schizophrenia and bipolar disorder (especially bipolar type 

I), suggest that CNV may also increase risk for bipolar disorder. Working under this 

suggestion, the hypothesis of this study is that we will find a significant burden of large, rare 

CNV in schizophrenia and bipolar I cases when compared to unaffected controls, and that 

the rate of CNV in schizophrenia cases will be similar to that of bipolar I cases. To aid 

comparison of our data with other published studies, we also evaluate the CNV burden in 

early onset bipolar I disorder, defined as onset prior to age 18 (as in Grozeva et al.37) or 

onset prior to age 21 (as in Priebe et al.32). We hypothesize that if schizophrenia and bipolar I 

disorder are indeed related then the CNV frequency seen in bipolar cases will be similar to 

that seen in schizophrenia cases. This analysis is unique from previously published reports of 

CNV in bipolar disorder 32, 34, 37; it aims to use a genetically homogeneous population; it aims 

to understand genetic differences in early-onset bipolar disorder by looking both at onset 

occurring at age 21 and under as well as age 18 and under; and finally it analyzes bipolar I 

cases in solidarity, rather than grouping them with bipolar II cases. 
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Methods 

 

Subjects 

Patients of Ashkenazi Jewish descent with schizophrenia (SZ) or bipolar disorder-type I 

(BPI) were recruited over a six-year period by the Johns Hopkins Epidemiology-Genetics 

Program in Psychiatry, via advertisements in newspapers and Jewish newsletters, talks to 

community organizations, meetings with Jewish leaders, and the study website. Cases were 

eligible for inclusion in these analyses if all four of the proband’s grandparents were of 

Ashkenazi Jewish descent and if the proband met DSM-IV criteria for a SZ or BPI 

diagnosis. Interviewers collected the participant’s psychiatric treatment history and the 

subjects were asked to sign release forms allowing study staff to receive copies of their 

psychiatric treatment records. Blood samples were obtained from probands, as well as 

parents when feasible. Probands were assessed for psychiatric illness according to an 

established consensus-based procedure57, 58. The study participant was interviewed in tape-

recorded sessions by a clinical psychologist twice, first with the use of the Diagnostic 

Interview for Genetic Studies (DIGS, version 2.0; revised for DSM-IV), and secondly with 

the Structured Interview for DSM-IV Personality Disorders (SID-P)59. The interviewer also 

completed a collateral interview with at least one informant who knew the proband. No 

subject had a previous clinical genetic diagnosis. The SID-P interview was used in order to 

identify personality disorders in controls that might confound the analysis, including: 

antisocial, borderline, histrionic, compulsive, schizoid, schizotypal, and paranoid. Clinical 

materials and tape recordings of interview sessions were reviewed by a consensus committee, 

which consisted of two psychiatrists who went through a DSM-IV diagnostic checklist, 

which contained the necessary criterion for 26 Axis I DSM-IV disorders. Disorders were 

rated as absent, possibly present, probably present, definitely present, or unknown. When 

applicable, age of onset was recorded. Ratings assigned independently by the two members 

of the committee were compared, and if there existed any disagreement regarding ratings of 

the Axis I DSM-IV diagnoses, course of illness ratings for those presenting with psychosis, 

or age of onset (greater than a 4 year discrepancy), then the committee met to discuss 

discrepancies. Control subjects were recruited from three cohorts of Ashkenazi individuals: a 

Crohn’s Disease cohort (n=258), the Ashkenazi Jewish Control Registry at Johns Hopkins 

University (n= 538), and a study of Parkinson’s Disease and dystonia (n=266)26.  Control 
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subjects from the Johns Hopkins University registry were administered a questionnaire 

regarding psychiatric conditions. Control subjects from the Crohn’s Disease cohort and 

from the Parkinson’s Disease and dystonia cohort were not screened for psychiatric illness. 

After all screening was completed, our analyses included 554 SZ cases, 479 BPI cases, and 

1014 controls. All individuals completed an informed consent and recruitment methods and 

protocols for collecting clinical data and blood samples were approved by the Johns 

Hopkins University Internal Review Board. All data were anonymized before analysis at 

Emory University. 

 

Genotyping and CNV analysis 

DNA was extracted from blood samples using either the Gentra Puregene Kit or QIAGEN 

DNeasy Blood and Tissue Kit. Genotyping was performed at Emory University with 

Affymetrix Human Genome-wide SNP array 6.0 with use of the Birdseed Algorithm 

implemented in Affymetrix Power Tools software (version 1.10.0; Santa Clara, CA). 

Individual genotypes with confidence scores <0.9 were excluded. Affymetrix Power Tools 

was used to calculate normalization and log ratio data. Three algorithms (GLAD60, GADA61, 

and BEAST62) were used to extract and analyze log(2) ratio data. CNV called by only a single 

algorithm were removed from analysis. When algorithms disagreed on endpoint 

determination, the largest interval was considered. Samples were excluded (1) if they failed 

the manufacturer’s recommended cutoffs for chip quality control; (2) patterns of SNP 

genotypes revealed inconsistent family structure (trios only) or unknown duplicates or if the 

heterozygosity was greater than three standard deviations (SD) above the mean and the 

missing data rate was greater than 3 SD above the mean (indicating potential sample mixing); 

(3) if patterns of SNP genotypes revealed cryptic relatedness determined by pairwise identity-

by-state analysis (first- and second- degree relationships were removed, controls 

preferentially removed when possible); or (4) if the number of detected CNV were greater 

than 3 SD from the mean number of CNV in the overall sample26. CNV from the 

schizophrenia cohort were filtered against the Database of Genomic Variants 

(http://projects.tcag.ca/variation/), and only rare CNV were retained for analysis. 
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Statistical analysis  

Permutation analysis of CNV burden in cases and controls was calculated using PLINK 

(http://pngu.mgh.harvard.edu/~purcell/plink/). Multiple analyses were performed in order 

to stratify CNV based on their size and frequency, and to stratify BPI cases based on age of 

onset and frequency. For all samples, CNV analyses were performed separately for CNV 

with sizes of 1kb, 100kb, 500kb, and 1mb. BPI CNV were also analyzed based on frequency 

with one analysis performed on all CNV and another on only rare CNV, which were defined 

here as those occurring in less than 1% of study subjects. An overlap of 50% genetic 

homogeneity was used to identify common CNV. For age-of-onset filtering of BPI CNV 

data, onset was defined as first episode of mania. Age of onset was analyzed in three ways: 

no filtering (n cases = 479); early onset defined as mania age of onset < 18 years (n cases = 

174); and early onset defined as mania age at onset < 21 years (n cases = 260).  These ages 

were chosen to aid comparison with prior published data32, 37. Fisher’s exact test odds ratios 

and their associated 95% confidence intervals were calculated using R-Studio software 

(version 0.98.501; Boston, MA).  

 

Results 

Bipolar I disorder 

We identified a total of 5147 putative CNV, comprised of 3078 deletion and 2069 

duplication segments, in the initial sample of 479 bipolar I disorder cases and 1011 controls. 

In order to carry out a genome-wide burden analysis, we systematically analyzed the samples 

for significant differences in both rare (present in <1% of samples) and common (any 

frequency of occurrence) CNV occurrences of varying sizes (1kb, 100kb, 500kb, and 1mb) 

and at varying stages of disease onset for bipolar I disorder (18 years or younger, 21 years or 

younger).  

Our main outcome was the odds of having at least one CNV in the sample of cases 

compared to that of controls. We the used Fisher’s exact test to evaluate the statistical 

significance associated with the odds ratios we calculated. These odds ratios are depicted in 

Figures 1 and 2. Notably, in the BPI analysis CNV were not associated with an odds ratio 

significantly greater than 1, regardless of age of onset, CNV size, and CNV frequency. 
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Numerous odds ratios were significantly less than 1, indicating a greater burden of CNV in 

controls compared to BPI cases (Tables 1 & 2). 

Among all ages of BPI onset, the CNV rate was higher in cases (2.303 CNV per person) 

than controls (1.954 CNVs per person) for deletions of at least 1kb in size (P= 0.0039). This 

finding also held for duplications of 1mb in size (0.0626 vs 0.0336; P=0.0467), though the 

difference was not significantly different at minimum CNV sizes of 100kb or 500kb. When 

limited to cases with earlier ages of onset, there was no significant increase in CNV rate for 

cases compared to controls for deletions or duplications. When we limited our samples to 

rare CNV, the findings were similar. We found the rate of CNV to be higher in BPI cases 

than controls for CNV deletions of at least 1kb (1.5510 vs 1.1280; P=0.0008) and CNV 

duplications of at least 500kb (0.1169 vs. 0.0692; P=0.0245). Again, we found no statistically 

significant results when we limited to earlier ages of onset. 

When comparing the CNV proportion, defined as the number of individuals with at least 

one CNV, among BPI cases and controls we found no statistically significant difference 

among all sizes of CNV and among all ages of disease onset. This finding was repeated when 

we limited the sample to rare CNV.  

The CNV length, defined as the total length spanned by CNV per person, was statistically 

significantly larger in BPI cases than controls when evaluating CNV duplications of at least 

1kb (518kb vs 398.8kb; P=0.0241) and 100kb (652.8kb vs 470.5kb; P=0.0035) in size. This 

finding was also observed in BPI cases limited to an age of onset less than or equal to 18 

years with CNV duplications limited to at least 1kb (478.7kb vs 398.7kb; P=0.0387) and 

100kb (565.5kb vs 470.5kb; P=0.0327). Notably, this finding was not significant in any 

subset of CNV deletions. When limited to rare CNV, the CNV length of duplications greater 

than or equal to 100kb in size was statistically significantly larger in BPI cases when 

compared to controls in all ages of onset (738.7kb vs 387.1kb; P=9.99x10-5), in onset of age 

21 years or earlier (519.3kb vs 417.2kb; P=0.0244), and in onset of age 18 or earlier (662.9kb 

vs 456.4kb; P=0.0018). There were no significant differences for duplications of other sizes, 

or for any rare CNV deletions.  The average CNV length was greater in BPI cases than 

controls only for duplications of at least 100kb for all CNV (399.8kb vs 357.7kb; P=0.0444) 

and when limited to rare CNV (400.5kb vs 321.6kb; P=0.0096). When we limited analyses to 

cases with earlier BPI onset the difference was not statistically significant. There were no 
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statistically significant differences in CNV deletion length for any minimum size or age of 

onset.  

 

Schizophrenia 

We identified 2356 putative CNV, comprised of 1248 deletion CNV and 1108 duplication 

CNV, among the 554 schizophrenia cases and 1014 controls. We systematically analyzed the 

samples for significant differences in CNV occurrences of varying sizes (1kb, 100kb, 500kb, 

and 1mb), though we did not filter samples by age of onset nor frequency. All of the CNV in 

the schizophrenia dataset were considered to be rare CNV.  

The Fisher’s exact odds ratios reflecting the burden of CNV in schizophrenia cases 

compared to controls are depicted in figures 3 and 4. When analyzing CNV deletions, those 

of at least 1kb in size were nearly one and a half times (OR=1.4441; 95% CI=1.1557-1.8042) 

more likely to occur in schizophrenia cases than controls (P=9.6490x10-4). This effect size 

was similar in CNV deletions of at least 100kb in size wherein the odds were 1.3572 (95% 

CI= 1.0226-1.7973) times greater in SZ cases than controls (P=0.03267). With increasing 

size of CNV deletions, we observed a greater effect size; those deletions of at least 500kb in 

size were associated with an odds ratio of 2.7822 (95% CI=1.0385, 7.8992; P=0.03134). The 

largest effect size was observed with CNV deletions of at least 1mb in size with cases being 

more than 4.5 times (OR=4.6367) more likely to appear in controls (P=0.008475), though 

the confidence interval for this effect size ranged greatly (95% CI=1.3296-20.3440).  

In contrast to our observations of deletions, small CNV duplications were not associated 

with schizophrenia. However, duplications of at least 500kb in size were twice (OR=2.0937) 

as likely to appear in SZ cases than controls (95% CI= 0.9987-4.4276; P=0.0442). The odds 

ratio associated with even larger duplications of at least 1mb in size were not statistically 

significant (OR=2.46; 95% CI= 0.7442, 8.6482; P=0.0973), but this is likely due to the 

infrequent number of observations, which have decreased the precision of the estimate. 

We found that the CNV rate was significantly larger in SZ cases than controls when CNV 

deletions were limited to at least 1kb in size (1.1100 vs 0.5759; P=9.99 x10-5) and when 

limited to at least 1mb in size (0.0181 vs 0.0059; P=0.0436). The difference at 100kb 

approached statistical significance (0.3069 vs 0.2367; P=0.0546). This finding was also 



	
   11 

apparent in duplications of 500kb in size (0.0325 vs 0.0168; P=0.0377), and approached 

significance in duplications of both 100kb (0.2292 vs 0.1775; P=0.0700) and 1mb (0.0144 vs 

0.0059; P=0.0776) in size.  

We found statistically significant differences between cases and controls for all sizes of 

CNV. The proportion of individuals with at least one CNV was highest for both SZ cases 

and controls when filtered by at least 1kb in size with 38.99% of cases having CNV and 

30.67% of controls with CNV (P=0.0005). As we filtered CNV by increasing size, the 

proportions of individuals with an event decreased, but the statistical effect remained. At a 

minimum 100kb filter, 19.31% of cases and 14.99% of controls exhibited CNV (P=0.0192). 

At a minimum 500kb filter, 2.17% of cases and 0.79% of controls exhibited CNV 

(P=0.0205). With large CNV of at least 1mb in size, 1.81% of cases and 0.39% of controls 

exhibited CNV (P=0.0082). Notably, the statistically significant differences observed in all 

sizes of CNV deletions were not observed with CNV duplications. There were no 

statistically significant differences between smaller CNV duplications limited to at least 1kb 

or 100kb in size in relation to SZ. However, larger duplications were more apparent in SZ 

cases than controls; at a minimum size of 500kb, CNV duplications were significantly more 

common in cases than controls (2.35% vs 1.58%; P=0.0235). At a minimum CNV size of 

1mb, the difference in the proportion of duplications was greater in cases (1.44%) when 

compared to controls (0.59%), though this difference only approached statistical significance 

(P=0.0766). 

In SZ cases the total length spanned by CNV per person was statistically significantly larger 

in CNV duplications of at least 1kb (333.8kb vs 242kb; P=0.0159) and 100kb (620.8kb vs 

348.9kb; P=0.0002) in size. The average segment size was larger in SZ cases than controls 

for a minimum size of 1kb deletions (219.1kb vs 117.5kb; P=0.0172) and duplications 

(188.4kb vs 142kb; P=0.0410) as well as minimum 100kb deletions (443kb vs 215.7kb; 

P=0.0037) and duplications (454.3kb vs 294.7kb; P=0.0040). 

 

Discussion 

There is increasing interest in the research of mental illness to better understand the 

interrelatedness of various disorders rather than thinking about them as discrete illnesses56, 63. 
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Building on previous studies, we set out to use genetic analyses to shed light on the disputed 

relationship between schizophrenia and bipolar disorder. We have shown here that large rare 

deletions, and to a lesser extent duplications, of DNA are associated with schizophrenia 

consistent with other studies17-30. In bipolar I disorder, however, we find limited evidence to 

suggest a role played by CNV, even when limited to various ages of onset and sizes of CNV, 

and when we analyzed both common and rare CNV.  

 

Prior studies have demonstrated a role for CNV in schizophrenia 17-30 and we build on that 

here by illustrating the role played by large CNV in comparison to smaller CNV. Particularly 

in CNV deletions, we saw increasingly large effect sizes with increasingly large CNV. The 

highest effect size we witnessed was the odds of a deletion of at least 1mb in size being four 

times greater in schizophrenia cases then controls (P=0.0085). It is logical to presume that 

larger CNV would span a greater number of genes and thus would be more likely to have a 

potential effect on an area of the genome necessary for proper psychological function. 

Future studies should aim to better understand which regions are highly affected in 

association with various types of symptoms of schizophrenia. 

 

It has been hypothesized that there is also some role played by CNV in bipolar disorder 21, 32, 

33. Here, we found the occasional statistically significant test without any appreciable trend.  

Our probability of a type I error was 5%, and the number of significant results in our one-

sided analysis of rare CNV in bipolar disorder was only 6% (6 significant results out of 96 

tests), so it is possibly that the significant results we did find in the bipolar analyses were due 

to improper rejection of our null hypothesis. In contrast, our one-sided analysis of rare CNV 

Schizophrenia resulted in 36% statistically significant findings. It is noteworthy, though, that 

controls had significantly higher odds of CNV than BPI cases at various sizes and ages of 

onset in this study, a finding which has been reported previously37.  Moreover, this effect size 

actually decreased with lower ages of onset which is supported by prior findings form 

Grozeva et al.37, but counters others who found increased effect sizes in earlier onset cases 

of bipolar disorder32. Of note, we defined ‘onset’ in our study as the time at which manic 

symptoms began, so as to maintain consistency with other studies. It may be helpful in 

future studies to explore various definitions of ‘onset’. Our analyses here support numerous 

studies showing limited role for CNV in bipolar disorder37, 38, though we brought a more 
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critical assessment than previously performed by looking at many different sizes of CNV, 

various ages of onset, rare and common CNV, and by using a genetically homogenous 

population. Though we limited our inclusion criteria to patients with bipolar I disorder, 

future studies which include both BPI and BPII, but distinguish the two, may be helpful in 

better understanding the genetic underpinnings of bipolar disorder as they may better 

elucidate the connection between genetic and symptomatic variation. 

 

We have found here that CNV, especially large rare deletions, appear to play a role in 

schizophrenia, but not in bipolar I disorder. While these mental illnesses may show some 

overlap in symptomology, there is not sufficient evidence to suggest that this overlap is due 

to similarities in structural variations in DNA. We hypothesized that if bipolar disorder type 

I and schizophrenia were similar in their CNV burden, then we would expect to see similar 

rates of CNV in both disorders. Here, when we analyzed large, rare CNV, consistent with 

the RVCD model, the rate of CNV in SZ cases was more than twice the rate of BP cases 

(1.81 vs 0.59 CNV per 100 cases, respectively) even when the age of BPI onset was limited 

to 21 years (0.77 CNV per 100 cases) or 18 years (0.57 CNV per 100 cases).  Moreover, in 

our schizophrenia analysis we found statistically significant differences between cases and 

controls for all sizes of CNV, whereas in our bipolar disorder analysis we found no 

statistically significant difference in CNV proportion regardless of size of CNV. These 

findings, however, do not mean that we should necessarily approach schizophrenia and 

bipolar disorder as distinct entities.  

Just because we may be closer to saying that large, rare CNV are involved in schizophrenia 

but not in BPI does not necessarily mean that there are no genetic similarities between the 

two disorders. The current state of genetic research of bipolar disorder promotes the effects 

of a number of small, common variants that individually might indicate a small increase in 

genetic risk 64. These smaller genetic events show less penetrance and genotypic risk than 

large, rare CNV, though in large numbers they could have a significant biological effect. 

Thus, it is plausible to presume, as has been promoted by others, that some of the SNP 

implicated in bipolar disorder and the CNV implicated in schizophrenia may have 

overlapping genetic regions65, resulting in similar changes in gene expression and protein 

synthesis. For example, variation in calcium-channel activity genes may have pleiotropic 
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effects on both schizophrenia and bipolar disorder, and this variation is associated with 

changes in amygdala activity during emotional processing66. This is just one model that might 

explain why symptoms are sometimes similar in patients with schizophrenia and those with 

bipolar type I disorder even though these disorders have different genetic underpinnings.  

 

Here we have provided further support for large, rare CNV in schizophrenia but not for 

bipolar disorder type I. This analysis would suggest that schizophrenia and bipolar disorder 

type I and genetically distinct. However, further exploration to identify the source of 

functional impairment in the brain, and to examine the nature of the overlap in 

symptomology in these two disorders is necessitated.  
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Tables and Figures 

 

 

 
Figure 1. Fisher’s exact odds ratios for CNV deletions in Bipolar Disorder Type I cases and controls. 

Fisher’s exact odds ratios measure the odds of the individuals having at least one CNV in the 

group of cases divided by that of controls. Odds ratios are stratified by size of CNV 

duplication. BP-All CNV: analyses of all CNV deletions in bipolar I sample. BP- Rare CNV: 

analyses of CNV deletions occurring in less than 1% of bipolar I sample. Onset < 21: cases 

limited to onset of mania at or younger than 21 years of age. Onset < 18: cases limited to 

onset of mania at or younger than 18 years of age. Bars represent 95% confidence intervals.  
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Figure 2. Fisher’s exact odds ratios for CNV duplications in Bipolar Disorder Type I  cases and controls. 

Fisher’s exact odds ratios measure the odds of the individuals having at least one CNV in the 

group of cases divided by that of controls. Odds ratios are stratified by size of CNV 

duplication. BP-All CNV: analyses of all CNV duplications in bipolar I sample. BP- Rare 

CNV: analyses of CNV duplications occurring in less than 1% of bipolar I sample. Onset < 

21: cases limited to onset of mania at or younger than 21 years of age. Onset < 18: cases 

limited to onset of mania at or younger than 18 years of age. Bars represent 95% confidence 

intervals.  
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Figure 3. Fisher’s exact odds ratios for 

CNV deletions in Schizophrenia cases and 

controls. Fisher’s exact odds ratios 

measure the odds of the individuals 

having at least one CNV in the group 

of cases divided by that of controls. 

Odds ratios are stratified by size of 

CNV duplication. Bars represent 95% 

confidence intervals.  

 

 

 

 

 

 

Figure 4. Fisher’s exact odds ratios for 

CNV duplications in Schizophrenia cases 

and controls. Fisher’s exact odds ratios 

measure the odds of the individuals 

having at least one CNV in the 

group of cases divided by that of 

controls. Odds ratios are stratified by 

size of CNV duplication. Bars 

represent 95% confidence intervals.  
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