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Figure S1. Compounds 14a–l, 16, 18a-f and 19a & b tested on Abl T315I at 10 µM compound 

concentrations. A) Final emission ratios (Em665/Em620) determined for the respective compounds and 

controls. B) Normalized inhibition rates with respect to DMSO (100%) and Staurosporine (0%). 

 

 

Abl T315I (0.3 ng/well), purchased from Invitrogen (Lot#39639B, PV3866), was measured with the 

KinEASE-TK assay from Cisbio according to the manufacturer’s instructions. A biotinylated poly-Glu-

Tyr substrate peptide was phosphorylated and after completion of the reaction, an anti-phosphotyrosine 

antibody labeled with europium cryptate and streptavidin labeled with the fluorophore XL665 were added. 

FRET between europium cryptate and XL665 was measured to quantify the phosphorylation of the 

substrate peptide. ATP concentrations were set at the K
M
 value (6 µMM) and 250 nM TK-substrate were 

used. Kinase and inhibitor were preincubated for 30 min before the reaction was started by addition of 

ATP and substrate peptide. A Tecan infinite M1000 plate reader was used to measure the fluorescence of 

the samples at 620 nm (Eu-labeled antibody) and 665 nm (XL665 labeled streptavidin) 60 µs after s after 

excitation at 317 nm. The experiment was performed in duplicates using plain DMSO as negative control 

(100% remaining activity) and 10 µM Staurosporine as positive control (0% remaining activity). 
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Figure S2. Profiling of 14a at 10 µM compound concentration. 
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Figure S3. Profiling of 14h at 10 µM concentration. 

3 



14a and 14h were tested on 95 kinases at 10 µM concentrations using a radiometric (33P-γ-ATP) 

filter-binding assay conducted at the MRC Protein Phosphorylation Unit of the University of 

Dundee (http://www.kinase-screen.mrc.ac.uk/). ATP concentrations were chosen individually for 

each kinase to be at their respective ATP-Km. The remaining activity of each kinase was 

normalized and is represented in %. 
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Figure S4. Table containing testing of “library 1” (compounds 14a-l) and “library 2” 

(compounds 18a-f and 19a-d) against kinases Akt1 and Akt2. [n.i. = no inhibition up to 100 µM. 

All experiments were conducted in duplicate in three independent measurements (n = 3)]. 

 

structure name no 

% activity @ 100 µM IC50 / µM

Akt1 
ΔPH-

Akt1 
Akt2 Akt1 

ΔPH-

Akt1 
Akt2 

MeO

MeO NH2

N
H

O

Br
WvO-

1b 
14a 79 ± 8 102 ± 8 128 ± 9 n.i.  n.i. 

MeO

MeO NH2

N
H

O

WvO-

1c 
14b 82 ± 13 109 ± 11 120 ± 14    

MeO

MeO NH2

N
H

O

Cl

F

WvO-

2b 
14c 72 ± 7 112 ± 10 120 ± 5 n.i. n.i. n.i. 

MeO

MeO NH2

N
H

O
F

 

WvO-

2c 
14d 101 ± 25 108 ± 11 123 ± 2    

MeO

MeO NH2

N
H

O

OMe

OMe

WvO-

3b 
14e 104 ± 13 110 ± 13 130 ± 10 n.i.  n.i. 

MeO

MeO NH2

N
H

O

 

WvO-

4b 
14f 69 ± 7 104 ± 8 128 ± 12 n.i.  n.i. 

MeO

MeO NH2

N

O

N

N

N
WvO-

5b 
14g 101 ± 11 102 ± 4 127 ± 3 n.i.  n.i. 

MeO

MeO NH2

N

O

N

Cl

Cl

 

WvO-

10b 
14h 85 ± 19 101 ± 7 109 ± 2 n.i.  n.i. 
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MeO

MeO NH2

N

O

N
 

WvO-

8b 
14i 85 ± 19 106 ± 12 122 ± 5    

MeO

MeO NH2

N

O

N

O  

WvO-

6b 
14j 83 ± 12 110 ± 4 122 ± 1  n.i.  

MeO

MeO NH2

N

O

N

Ph
WvO-

9b 
14k 80 ± 19 100 ± 15 125 ± 5 n.i.  n.i. 

WvO-

11b 
14l 93 ± 18 103 ± 11 122 ± 12    

         

WvO-

HFK1 
16 92 ± 13 105 ± 8 126 ± 1    

WvO-

SC3 
18a 100 ± 11 89 ± 17 128 ± 22    

 

WvO-

SC2 
18b 109 ± 13 102 ± 4 108 ± 13 n.i.  n.i. 

 

WvO-

HFK3 
18c 91 ± 14 86 ± 15 134 ± 7 n.i.  n.i. 
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WvO-

HFK4 
18d 66 ± 6 72 ± 12 95 ± 8 n.i. n.i. n.i. 

 

WvO-

HFK5 
18e 83 ± 0,5 106 ± 3 151 ± 5    

 
 

WvO-

HFK13 
18f 93 ± 5 101 ± 4 89 ± 4 n.i.  n.i. 

 

WvO-

SC4 
19a 113 ± 8 103 ± 7 98 ± 4 n.i.  n.i. 

WvO-

SC5 
19b 90 ± 16 103 ± 2 87 ± 1 n.i.  n.i. 

WvO-

HFK4-

2 

19c 100 ± 19 104 ± 10 

 

n.i.  n.i. 
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WvO-

HFK4-

1 

19d 81 ± 20 105 ± 6 

 

n.i.  n.i. 
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