
SUPPLEMENTARY FIGURES 

 

 
 

Supplementary Figure 1	

Violin plots of SCZ:PRS (based on 1,218 SNPs, dark blue plots) MDD:PRS (based on 

715 SNPs, light blue plots) and BPD:PRS (based on 143 SNPs, green plots) over 

diagnostic categories. The first three boxes represent individuals suffering from 

bipolar disorder I, II or NOS. The next two boxes individuals suffering from MDD or 

recurrent MDD, followed by the unaffected and unknown individuals and the healthy 

Brazilian controls. The dot and error bars represent mean +/- standard deviation of 

standardized PRSs. 

  



	
 

Supplementary Figure 2	

Violin plot with generation on the x-axis and the age at onset on the y-axis for 

affected family members for Generation 3 (orange), 4 (light blue), 5 (pink) and the 

second-youngest generation 6 (dark purple). The oldest generation G2 and youngest 

generation G7 were omitted due to small (n=2) sample size. The dot and error bars 

represent mean +/- standard deviation of standardized PRSs. All family members 

have been included in the study around the same time, therefore this is reflected in the 

age distribution per generation of genotyped individuals irrespective of affection 

status with G2 (n=2, age=93.5±12.0), G3 (n=36, age=67.9yrs±9.5), G4 (n=101, 

age=44.5yrs±8.5), G5 (n=84, age=20.3yrs±10.0), G6 (n=18, age=10.3yrs±7.0) and G7 

(n=2, age=1.5yrs±0.7). 

	 	



	
 

Supplementary Figure 3	

The age at onset on the x-axis and standardized SCZ:PRS, MDD:PRS and BPD:PRS 

respectively on the y-axis for affected family members only. Individuals are colored 

by generation (G3 in orange, G4 in blue, and G5 in pink). Data ellipses represent 95% 

confidence intervals for each generation. (excluding the oldest generation G2 and 

youngest generations G6 and G7 because small number of affected members in these 

generations).	

	 	



 

Supplementary Figure 4	

Stacked barplots showing the genotype distributions of the linkage risk SNP over five 

generations for affected and unaffected family members (excluding married-in 

individuals). The left plot shows the genotype distribution of rs1862975 in n=69 

affected family members, and n=97 unaffected family members. Statistical testing 

excluded G2 and G6 because of limited number of individuals with genotypic data 

available. 	

	  



Supplementary Figure 5 
 
Violin plots of PRS for groups carrying different linkage risk SNP genotypes in the 

overlapping dataset of n=60 affected (displayed in orange) and n=100 unaffected 

individuals (displayed in green). As only n=2 affected individuals carry the GG 

genotype, only GT (n=21 affected and n=54 unaffected and TT (n=37 affected and 

n=32 unaffected individuals) genotypes are displayed and included in statistical tests. 

 
 

 

 

 



Supplementary Figure 6 

Scatterplots of the first 10 principal components colored by Hapmap3 populations, 

BBF family members (black) and Brazilian population controls (grey). The BBF and 

BRA controls cluster together with European CEU and TSI populations, while 

showing some variation towards African populations when looking at the first two 

principal components.  	

 
 



		

Supplementary Figure 7	

Scatterplots of the first 10 principal components colored by the 19 Brazilian Bipolar 

family subfamilies and the Brazilian population controls in black. Subfamily 1-12 (in 

blue hues) belong to Branch 1, subfamily 13 and 14 (orange hues) to Branch 2 and 

subfamily 15-19 (red hues) to Branch 3. Principal components seemingly group 

together subfamilies within the BBF.	

	

	 	



 

 

Supplementary Figure 8	

Scatterplots of the first 10 principal components colored by the Brazilian Bipolar 

Family members in black, married-ins in light blue and Brazilian controls in dark 

blue. 	

	  



SUPPLEMENTARY TABLES 

 

Supplementary Table 1	

Number of children contributed per spouse pair to each offspring category.  

 

 
	  



Supplementary Table 2 	

Demographics of the offspring of different spouse pairs (no affected parents, 1 

affected family member parent, 1 affected married-in parent and offspring of two 

affected parents). A breakdown of gender, age, age of onset is given in the next 

columns.  

 
 

  



Supplementary Table 3 

Comparison of linear models performed in this study with and without inclusion of 

‘subfamily membership’ as a fixed effect.  

 

	



Supplementary Table 4 
 

List of tests performed. We have performed 42 tests setting a conservative Bonferroni 

correction at P < 0.05/42 = 0.001. 

 

 
 

  



  



SUPPLEMENTARY METHODS 
 
Supplementary Methods 1: Linear mixed model as performed in this study.	
 
model1a <- asreml(fixed= affection_status ~ 1 + Gender + Age +  zPRS,  
                 random= ~giv(kinship matrix), 
                 ginverse=list(kinship matrix=Ginv), 
                 data= bbfdata, 
                 na.method.X="omit", na.method.Y="omit") 
 
wald.asreml(model1a, ssType="conditional", denDF="numeric") 
 
 


