
Imatinib mesylate induces Cisplatin hypersensitivity in Bcr-Abl+ cells by differential 

modulation of p53 transcriptional and proapoptotic activity  

by Ioanna Skorta, Moshe Oren, Christiane Markwardt, Matthias Gutekunst, Walter Aulitzky, 

Heiko van der Kuip 

 

Legends to supplementary figures: 

Suppl. Fig. 1: Cisplatin sensitivity of Imatinib-treated Bcr-Abl+ BaF3 cells in comparison to 

the same cells without Imatinib, to the corresponding Bcr-Abl– counterparts with and without 

Imatinib (added 2 hours before Cisplatin treatment) and to a panel of 26 different tumor cell 

lines from lung, breast, ovarian, testis, AML, and CML. Cells were plated in 96 well plates 

and treated with or without Cisplatin at different concentrations ranging from 0.1 to 100.0 µM 

for 48 hours. Cell growth was measured by means of MTT. Each dot represents the Cisplatin 

concentration to achieve 50% inhibition of cell growth (GI50) in one cell line. NTERA 

represents the most sensitive testicular germ cell tumor (TGCT) cell line in our cell line panel. 

 

Suppl. Fig. 2: Forced accumulation of p53 by Nutlin is not capable to restore p53 

transactivation and hypersensitivity is dependent on inhibition of Bcr-Abl kinase. A, One hour 

prior to Imatinib cells were pre-incubated with 10 µM Nutlin. After incubation with 3 µM 

Imatinib cells (2 hours) were treated with Cisplatin for indicated time periods and then 

harvested for preparing total lysates. Western blot analysis was performed using anti-p53, 

anti-mdm2, anti p21, anti-(ser15)p53 and anti-GAP-DH antibodies. B, cells harbouring an 

Imatinib resistant Bcr-Abl (T315I) are not altered in their p53 transactivation upon Imatinib 

and Cisplatin treatment. BaF3 cells expressing an Imatinib resistant Bcr-Abl variant (T315I) 

were cultivated in the absence or presence of 3 µM Imatinib and 5 µM Cisplatin as indicated 

and harvested for Western blot analysis using p21, Mdm2, and GAP-DH antibodies. 

 



Suppl. Fig. 3: p53 accumulates predominantly in the cytoplasm upon Cisplatin in Imatinib 

treated Bcr-Abl+ cells. Cells were pre-incubated with or without Imatinib 2 hours prior to 

Cisplatin treatment (5µM for 6 hours), then fixed and stained for p53 (green) and nuclei 

(blue). Semi-quantitative immunofluorescence analysis was performed using Leica Confocal 

Software version 2.5 (Leica Microsystems, Mannheim, Germany). In each cell the islets used 

for fluorescent quantitation in nucleus and cytoplasm were defined as region of interest 

1(ROI1) and region of interest 2 (ROI2), respectively, using the freehand tool (a 

representative example is shown in the upper panel). The mean fluorescent intensities within 

ROI1 (nucleus) and ROI2 (cytoplasm) were then determined by analysis of pixel intensities 

(scale of 0-255). Values are then expressed as ratio of mean intensities in cytoplasm (ROI2) 

and the mean intensities in nucleus (ROI1). Values reflect means ±SD from 30 (BaF3) and 10 

(CD34+ CML) randomly selected cells. Statistical analysis was performed using the non-

paired Student’s t-test. *: p<0.0001. 


