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1 Supplementary Methods

1.1 Random gene group model

A random gene group model was generated by shuffling the gene-pathway and pathway-pathway relationships. The size of the random gene group
is the same as the corresponding pathway to keep the number of connections as BioVNN. The hierarchy was shuffled by randomly selecting the
parent pathway from all pathways that are at the same hierarchy level as the original parent pathway. The same set of hyperparameters and training
procedure applied to BioVNN were applied to random gene group model.

1.2 Neuron state analysis

We compress the neuron states of pathways by principle component analysis. We calculate the two-sided Mann—Whitney—Wilcoxon (MW W) test
for principle component 1 (PC1) and PC2 between two classes (dependent and non-dependent cell lines) respectively. Then we combine two p-
values by Fisher’s method (Mosteller and Fisher, 1948) as the final p-value. We further compute the -logio(p) as the class separation.

1.3 Feature importance analysis

We denote the feature importance of RNA expression of gene k in pathway t as v,Et):
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sum the absolute values of those weights as a measure of feature importance from one model. We calculated the overall importance by summing

where W,((f;, the p-th scalar value in the k-th vector with length of s; ~ in the weight matrix W(t), represents the weight of gene k in pathway t. We
the feature weights from five models of the 5-fold cross-validation.

When we analyze whether genes in the same reaction as the target variable gene have higher weights than other genes in the same pathway, we
only include 1,618 gene-pathway pairs (corresponding to 426 unique genes and 285 unique pathways) which have at least 6 genes in each group to
ensure sufficient sample size.



2 Supplementary Figures
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Fig. 1. Low correlation between RNA expression values and dependency values. The density plot is based on 621 cell lines and 670 genes that
have both RNA expression and dependency data. Lighter color represents higher density. The Pearson correlation coefficient is 0.32.
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Fig. 2. Performance decays exponentially while increasing permutated neural network connection ratio. The BioVNN connections were
shuftled at different ratios from 0.25, 0.5, and 0.75 to 1. The partially permutated models were tested in the 5-fold cross-validation. The overall (A)
AUROC and (B) AUPRC in the test data were plotted. The curves were fitted as the exponential decay function. The data points at 0 permutation
connection ratio were the results of BioVNN.
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Fig. 3. BioVNN has higher model weight distribution despite less parameters. The model weights of first layers were extracted and their
absolute values were plotted as the histogram to show their overall distributions.
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Fig. 4. Random simulation distribution of numbers of significantly overlapping groups with Reactome pathways. Each simulation generated
a set of random gene groups that matched the size of groups from fully connected network. In the total 1,600 simulations, only one time reached at
most 25 significantly overlapping groups with at least one Reactome pathways. Two groups are significantly overlapping when hypergeometric
test adjusted p<0.1 using Benjamini—Hochberg method (Benjamini and Hochberg, 1995).
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