
Figure S3. Genetic heterogeneity and connectivity of disorder

classes. Red (blue) denotes the enrichment (depletion) of the measure

in the corresponding cell. Dim-colored cell denotes the observed value is

not statistically significant (P>10-2). The statistical significance of each

value is calculated with the randomized HDN obtained from the

randomized disorder-disease gene associations.

S5. Protein-protein interaction data 

To obtain a detailed human protein-protein interaction (PPI) data we combined two high quality 

systematic yeast two-hybrid experiments (S3, S4) with PPIs obtained from literature by manual 

curation (S3). The integrated set of PPIs contains 22,052 non-self-interacting, non-redundant 

interactions between 7,533 genes. The list of PPIs used is available as Table S4. 

S6. Random control for the PPI-GDN overlap 

To generate the random control of the overlap between the PPI network and the GDN in Fig. 3a, 

we first identified 1,203 genes that are present both in the PPI network and the GDN and for each 

disorder i the number of genes ni that are present in the PPI network. To obtain the random control 

of the overlap, we calculated for each disease i the number of PPIs between the ni nodes selected 

randomly among the 1,203 genes while keeping the degree of the associated nodes. We performed 

this procedure for every disorder to obtain the number of all overlaps for a single random 

Goh et al. The human disease network (Supporting information) 6 


