
SUPPLEMENTARY FIGURE LEGENDS 

Supplementary Figure 1: Melanoma sub-lines with acquired resistance to MAPK 

inhibition, survive in the presence of MAPK inhibitor  

Dual colour flow cytometric Annexin V analysis for apoptosis of MelRMu cells treated with 

DMSO (0nM) or inhibitor(s) for 72h. PI, propidium iodide.  

 

Supplementary Figure 2: Resistant melanoma sub-lines display a diminished 

proliferative transcriptome signatured when exposed to MAPK inhibitors  

Heat map for proliferative signature in each cell lines treated with DMSO (-) or 100nM 

dabrafenib (BR clones), 10nM trametinib (MR clones) or 100nM dabrafenib and 5nM 

trametinib (CR clones) (+) for 24h. Colour scale, log2-transformed expression (red, high; 

green, low) for each gene (row) normalised by the mean of all samples (Left panel). The 

mean log2-transformed expression of all transcripts included in the proliferative signature 

(see Left panel) was determined. The histogram shows mean values of the treated samples 

relative to their corresponding untreated cells (Right panel). 

 

Supplementary Figure 3: BRAF inhibition does not reduce the proliferation of wild-

type BRAF melanoma cells 

A. Cell lines were treated with DMSO or the indicated MAPK inhibitor for 24h and effects 

on ERK activation and cell cycle regulators were determined by immunoblotting. 

B. Cell cycle distribution of MelMS and WMM1175 treated with indicated MAPK 

inhibitor(s) or DMSO control for 72hrs (mean ± sd; n=4) 



C. Cell proliferation analyses of DMSO- and MAPK-inhibitor treated sub-lines (mean ± sd; 

n=6) 

D. Analyses of BrdU incorporation in cells exposed to DMSO or MAPK inhibitors for 72h 

(mean ± sd; n=4). 

 

Supplementary Figure 4: CT scans illustrating growth of subcutaneous lesion while on 

MAPK inhibitor treatment.  

A. CT scans of patient WMD013 in relation to time on trametinib 

B. CT scans of patient WMD009 in relation to time on dabrafenib 

Arrows indicate biopsied subcutaneous lesion used to generate the WMD013 and WMD009 

melanoma short-term cultures. 

 

Supplementary Figure 5: MAPK inhibitor treatment does not induce apoptosis in 

MAPK inhibitor resistant patient derived cell lines  

Dual colour flow cytometric Annexin V analysis for apoptosis of patient derived cell lines 

treated with DMSO (0nM) or inhibitor(s) for 72h. PI, propidium iodide.  

 

Supplementary Figure 6: Identification of BRAFV600E splice variant lacking exons 2-10 

in dabrafenib resistant WMD009 tumour and derived cell line 

RT-PCR analysis of mRNA derived from patient metastases prior to treatment (pre) and 

progressing on dabrafenib (prog). The patient derived cell line derived from the prog biopsy 



was also included. Representative Sanger sequencing traces of the prog-derived full-length 

(F) and truncated (T) BRAF RT-PCR products, showing the exon 1 splicing junction are also 

shown.  

 


