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NMR spectra of selected compounds 

1H NMR for compound 4h 

 

13C NMR for compound 4h 

 

 



 
 

1H NMR for compound 4j 

 

13C NMR for compound 4j 

 

 

 



 
 

1H NMR for compound 4k 

 

13C NMR for compound 4k 

 

 

 



 
 

1H NMR for compound 4l 

 

13C NMR for compound 4l 

 

  



 
 

1H NMR for compound 4m 

 

13C NMR for compound 4m 

 

  



 
 

1H NMR for compound 4n 
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1H NMR for compound 4o 

 

13C NMR for compound 4o 

 

  



 
 

1H NMR for compound 4p 

 

13C NMR for compound 4p 

 

  



 
 

1H NMR for compound 4q 

 

13C NMR for compound 4q 

 

 

 



 
 

1H NMR for compound 4r 

 

13C NMR for compound 4r 

 

  



 
 

1H NMR for compound 4s 

 

13C NMR for compound 4s 

 

  



 
 

1H NMR for compound 4t 

 

13C NMR for compound 4t 

  



 
 

1H NMR for compound 4u 

 

13C NMR for compound 4u 

 

  



 
 

1H NMR of compound 7a 

 

13C NMR of compound 7a 

 

  



 
 

1H NMR of compound 7b 

 

13C NMR of compound 7b 

 

  



 
 

1H NMR of compound 7c 

 

13C NMR of compound 7c 

 

  



 
 

1H NMR of compound 7d 

 

13C NMR of compound 7d 

 

  



 
 

1H NMR of compound 7e 

 

13C NMR of compound 7e 

 

  



 
 

1H NMR of compound 7f 

 

13C NMR of compound 7f 

 

  



 
 

1H NMR of compound 7g 

 

13C NMR of compound 7g 

 

  



 
 

1H NMR of compound 7h 

 

13C NMR of compound 7h 

 

  



 
 

1H NMR of compound 7i 

 

13C NMR of compound 7i 

 

  



 
 

1H NMR of compound 7j 

 

13C NMR of compound 7j 

 

  



 
 

HRMS 

Mass spectrum of compound 4a 

 

Mass spectrum of compound 4b 

 

Mass spectrum of compound 4c 

 

  



 
 

Mass spectrum of compound 4d 

 

Mass spectrum of compound 4e 

 

Mass spectrum of compound 4f 
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Mass spectrum of compound 4g 

 

Mass spectrum of compound 4h 

 

Mass spectrum of compound 4i 

 

  



 
 

Mass spectrum of compound 4j 

 

Mass spectrum of compound 4k 

 

Mass spectrum of compound 4l 
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Mass spectrum of compound 4m 

 

Mass spectrum of compound 4n 

 

Mass spectrum of compound 4o 
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Mass spectrum of compound 4p 

 

Mass spectrum of compound 4q 

 

Mass spectrum of compound 4r 
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Mass spectrum of compound 4s 

 

Mass spectrum of compound 4t 

 

Mass spectrum of compound 4u 
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Mass spectrum of compound 7a 

 

Mass spectrum of compound 7b 

 

Mass spectrum of compound 7c 

 

  



 
 

Mass spectrum of compound 7d 

 

Mass spectrum of compound 7e 

 

Mass spectrum of compound 7f 

 

  



 
 

Mass spectrum of compound 7g 

 

Mass spectrum of compound 7h 

 

Mass spectrum of compound 7i 

 

  



 
 

Mass spectrum of compound 7j 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 
 

Table S1. Experimental versus predicted activity for compounds in CoMFA HL-60 model. 

  CoMFA 

Molecule 
Experimental 

pIC50 (M) 
Predicted 
pIC50 (M) Residual 

4c 4.6021 4.5241 0.08 

4dt 4.6778 4.7008 -0.02 

4e 4.7447 4.6867 0.06 

4ft 5.0088 5.1018 -0.09 

4g 4.6778 4.6098 0.07 

4h 4.8539 4.9509 -0.10 

4i 4.7212 4.5832 0.14 

4j 5.2218 5.2448 -0.02 

4k 4.9208 5.0708 -0.15 

4r 4.5086 4.4076 0.10 

7a 5.6778 5.6558 0.02 

7c 4.7696 4.8686 -0.10 

7dt 5.3372 5.1952 0.14 

7e 5.5229 5.7199 -0.19 

7f 5.8861 5.8431 0.04 

7g 6.5229 6.2089 0.31 

7ht 6.3979 6.3449 0.05 

7i 5.4202 5.5242 -0.10 

7jt 5.8239 5.9909 -0.17 
t test set compounds. 

 

 

Table S2. Experimental versus predicted activity for compounds in CoMFA NCI-H460 model 

 

  CoMFA 

Molecule 
Experimental 

pIC50 (M) 
Predicted 
pIC50 (M) Residual 

4ct 4.1938 4.1979 -0.00 

4g 4.1427 4.1167 0.03 

4n 4.3768 4.4358 -0.06 

4r 4.4949 4.3249 0.17 

4s 4.0410 4.1440 -0.10 

7a 5.2418 5.2398 0.00 

7c 5.3197 5.1927 0.13 

7dt 5.0835 4.9404 0.14 

7e 4.9586 5.0116 -0.05 

7ft 5.1733 5.1847 -0.01 

7gt 5.6556 5.5195 0.14 

7h 5.8827 5.8247 0.06 

7i 5.0685 5.0635 0.01 

7j 5.1500 5.3240 -0.17 
t test set compounds. 

 



 
 

Figure S1.  Viability of HL-60 cells. Control Dot plot graphics. 

 

 

 

 

 

 

 

Figure S2.  Viability HL-60 cells. 7h compound Dot plot graphics.  
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Figure S3.  Viability HL-60 cells. Cisplatin positive control Dot plot graphics. 
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Figure S4.  Viability HL-60 cells. Internal control staurosporine at 20 nM and 2,5 µM concentrations 

by treatment 24 y 3 h respectively. 

 

 

 

 

 

 

 

 

 

 

 

 

 



 
 

Figure S5.  Flow cytometry analysis of the DNA content of MCF-7 cells at 48 h of treatment with 7g 

0.1-10 µM. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 
 

 

 

Table S3. Results of p53 activity of compounds 4a-u and 7a-j. 

 

Compound fold p53 activity 

4a >25 µM 
4b >25 µM 
4c >25 µM 
4d >25 µM 
4e >25 µM 
4f >25 µM 
4g >25 µM 
4h >25 µM 
4i >25 µM 
4j >25 µM 
4k >25 µM 
4l >25 µM 

4m >25 µM 
4n >25 µM 
4o >25 µM 
4p >25 µM 
4q >25 µM 
4r >25 µM 
4s >25 µM 
4t >25 µM 
4u >25 µM 
7a >25 µM 
7b >25 µM 
7c >25 µM 
7d >25 µM 
7e >25 µM 
7f >25 µM 
7g >25 µM 
7h >25 µM 
7i >25 µM 
7j >25 µM 

Roscovitine* 33.9 

 

p53-dependent transcriptional activity 

To measure p53-dependent transcriptional activity, -galactosidase activity was determined in the 

human melanoma cell line Arn-8, stably transfected with a p53-responsive reporter construct 

pRGC foslacZ as described before. After 24 h incubation with the inhibitors, the cells were 

permeabilized with 0.3% Triton X-100 for 15 min, and then 4-methylumbelliferon-ß-D-

galactopyranoside was added as a substrate to a final concentration of 80 M. After 1 h, the 



 
 

fluorescence was measured at 355/460 nm (ex/em) with a Fluoroskan Ascent microplate reader 

(Labsystems).  

Figure S6. Dose-response effect of roscovitine on p53 activity in ARN8 cells (control experiment). 

 


