
  

1. Select data set: 
Cancer Cell Line Encyclopedia 
(Broad, 2019)

2. Click “Query By Gene”

How to retrieve the alterations_across_samples.tsv file for your analysis
→ go to https://www.cbioportal.org/

3. Select alteration types which 
should be included in your analysis

4. Select Case Set

5. Enter your genes of interest

6. Click “Submit Query”

Supplementary Figure 1. Step-by-spec guide how to retrieve the ‘alterations_across_samples.tsv’ file from https://www.cbioportal.org/ 
part 1. After selecting the Cancer Cell Line Encyclopedia (Broad, 2019), click ‘Query by Gene’. On the following page genomic alteration 
types can be chosen and and genes of interest entered.



  

7. Click “Download”

7. Download .tsv file

Supplementary Figure 2. Step-by-spec guide how to retrieve the ‘alterations_across_samples.tsv’ file from cBioPortal part 2. Under the 
last tab ‘Download’, the section ‘Type of Genomic Alterations Across All Samples’ can be found and the ‘alterations_across_samples.tsv’ 
file can be downloaded with the cloud symbol on the right site.



Supplementary Figure 3. Associations of drug response to single compounds and BRAFV600 mutations. 
Forest plot with OR and confidence intervals given for compounds with p<0.05 (fisher’s exact tests). 
Comparisons with groups of the size zero with infinite confidence intervals are depicted as single points at 
OR=0 (sensitive) or OR=7 (resistant). Analysis performed across entities.



Supplementary Figure 4. Cell lines with activating changes in BRAF V600 (A) and in RAS genes (B) show 
sensitivity to ERK/MAPK inhibition. For each pathway (grey boxes) two barplots show numbers of cell lines 
pooled in the changed/mutated group (mut) and in the wild type (wt). Percent of resistant (red) and sensitive 
(white) cell lines indicated on the y-scale. Odds ratios (OR) for resistance in the altered cell lines above 
each bar plot: OR >1: resistance of altered cell lines to drugs in this pathway, OR<1: sensitivity.

B NRAS, HRAS, KRAS hotspot mutations

A BRAF V600



Supplementary Figure 5. Cell lines with activating changes in EGFR or ERBB2 show enhanced sensitivity 
to compounds targeting EGFR signaling. Analysis of activating changes (amplifications, mRNA high z-
scores relative to diploid samples with z-score ± 2) across entities. (A) Sensitivity to a single pathway is 
observed with significance (highlighted in yellow) while altered cell lines appear resistant to most drugs from 
other pathways. (B) Odds ratios (OR) for resistance in the altered cell lines shown above each barplot 
(OR>1 indicates resistance, OR<1 sensitivity.
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Supplementary Figure 6. PTEN and GATA3. (A) Drug sensitivity of the CCLE cell lines associated with deactivating changes (homozygous 
deletions, splice variants, frameshift and nonsense mutations) in PTEN. (B) Odds ratios (Fisher’s test p<0.05) of significant single compounds. 
(C) Co-mutation of PTEN and GATA3 in breast tumors and cancer cell lines. 10 most frequently mutated genes within Breast Invasive 
Carcinoma (TCGA, Firehose legacy; point mutations, www.cbioportal.org) and thereof (D) significant co-occurrence and mutual exclusivity 
(point mutations, structural and mRNA alterations) in breast cancer and the CCLE. (E) Co-occurrence of PTEN and GATA3 genetic changes in 
CCLE significant also for point mutations only (excluding structural and mRNA changes to rule out that co-occurrence is based solely on the 
localization on the same chromosome arm). Arrow indicates the presence of more wild type samples not depicted.

Top 10 most frequently mutated genes 
in Breast Invasive Carcinoma
(TCGA, Firehose Legacy)

Breast Invasive Carcinoma (TCGA Firehose legacy)

CCLE (Broad, 2019), n=921, point mutations, CNV, structural, mRNA, co-occurrence p<0.001, q<0.001

Cancer Cell Line Encyclopedia (Broad, 2019), n=921, point mutations, co-occurrence p<0.001, q<0.001

Cancer Cell Line Encyclopedia (Broad, 2019) 
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