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Figure S1. EC
50

 determination of tested potential MYC degraders in Panc-1 cells. Cell 

viability was measured after 72 h with CellTiter-Glo (Promega). n = 4 
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Figure S2. EC50 determination of tested potential MYC degraders in HEK293T17 cells. Cell 

viability was measured after 72 h with CellTiter-Glo (Promega). n = 4. 
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Figure S3. EC50 determination of tested potential MYC degraders in HCT-116 cells. Cell 

viability was measured after 72 h with CellTiter-Glo (Promega). n = 4 
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Figure S4. Time and concentration course analysis of most active potential MYC degraders 

in HEK293T17 cells analyzed by western blotting. The bar diagram show quantification of 

MYC protein levels relative to VCL expression. n = 1  
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Figure S5. Time course analysis of most active potential MYC degraders at 50 µM using 

HiBiT-MYC and LgBiT overexpression in HEK293T17 cells. n = 3 
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Figure S6. Non-enzymatic stability testing. Stability of PROTACs in assay medium at 37 °C. 

Cmpd. ID Class 
% Stability at 37°C HPLC 

0h 6h 12h 24h 

16a (Abd11) CRBN-based PROTAC 100 100 100 100 

16b (Abd1) CRBN-based PROTAC 100 100 100 100 

16c (Abd9) CRBN-based PROTAC 100 100 100 100 

16d (Abd12) CRBN-based PROTAC 100 100 100 100 

16e (Abd44) CRBN-based PROTAC 100 100 100 100 

16f (Abd48) CRBN-based PROTAC 100 100 98.5 94.3 

16g (Abd8) CRBN-based PROTAC 100 100 100 100 

21a (Abd42) CRBN-based PROTAC 100 97.5 94.6 87.8 

21b (Abd25) CRBN-based PROTAC 100 99.5 97.2 93.7 

21c (Abd3) CRBN-based PROTAC 100 100 98.5 90.2 

27a (Abd41) CRBN-based PROTAC 100 98.8 95.8 89.6 

27b (Abd40) CRBN-based PROTAC 100 97.3 87.3 51.1 

34f (Abd2) VHL-based PROTAC 100 100 100 100 

34g (Abd5) VHL-based PROTAC 100 100 100 100 

34i (Abd7) VHL-based PROTAC 100 100 100 100 

 

Figure S7. Predicted ADME properties (in silico) using SwissADME* 

(https://www.swissadme.ch) 

 

Cpd. Mol. 
weigth 

logP 
consensus 

N rot. 
bonds 

H-
bonds 

acc. 

H-
bonds 
don. 

TPSA 
Å 2 

Lipinski 
violations 

GI 
absorption 

Abd1 723.8 3.95 15 7 4 163.01 2 low 

Abd41 801.9 3.78 21 9 4 188.37 2 low 

Abd20 914.1 5.19 25 9 6 236.40 3 low 

Abd21 928.1 5.48 26 9 6 236.40 3 low 

Abd2 928.1 5.18 26 9 6 236.40 3 low 

Abd5 942.1 5.62 27 9 6 236.40 3 low 

Abd23 928.1 5.24 26 9 6 236.40 3 low 

Abd24 942.1 5.51 27 9 6 236.40 3 low 

EN4 416.5 4.13 11 4 2 76.66 0 high 

KL4-219A 370.5 2.85 4 4 0 68.83 0 high 

*SwissADME: a free web tool to evaluate pharmacokinetics, drug-likeness and medicinal 

chemistry friendliness of small molecules. Sci. Rep. (2017) 7:42717.  
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Figure S8. 1H-NMR, 13C-NMR, HPLC chromatogram, and HRMS spectra 

16a (Abd11) 
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16a (Abd11) 

 

 

 

 

 

 

Alfayomy_Abd 11_260114072540 #3-13 RT: 0.09-0.44 AV: 11 NL: 1.25E6
T: FTMS + p NSI Full ms [150.00-2000.00]
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16b (Abd1) 
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16b (Abd1) 

 

 

 

 

 

 

Alfayomy_Abd 1_260114072540 #3-15 RT: 0.09-0.46 AV: 13 NL: 2.86E6
T: FTMS + p NSI Full ms [150.00-2000.00]

300 350 400 450 500 550 600 650 700 750 800 850 900 950 1000

m/z

0

5

10

15

20

25

30

35

40

45

50

55

60

65

70

75

80

85

90

95

100

R
e

la
ti
v
e

 A
b

u
n

d
a

n
c
e

738.2919
z=1

C 43 H40 O7 N5

-0.4041 ppm

500.2655
z=1

C 29 H34 O3 N5

-0.2123 ppm

760.2739
z=1

C 43 H39 O7 N5 Na

-0.3665 ppm



15 
 

16c (Abd9) 
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16c (Abd9) 

 

 

 

 

 

 

Alfayomy_Abd 9_260114072540 #15-17 RT: 0.55-0.63 AV: 3 NL: 9.40E4
T: FTMS + p NSI Full ms [150.00-2000.00]
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16d (Abd12) 
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16d (Abd12) 

 

 

 

 

Alfayomy_Abd 12_260114072540 #3-13 RT: 0.09-0.46 AV: 11 NL: 4.05E5
T: FTMS + p NSI Full ms [150.00-2000.00]
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16e (Abd44) 
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16e (Abd44) 

 

 

 

 

Alfayomy_Abd 44_260114094707 #10-14 RT: 0.33-0.48 AV: 5 NL: 9.23E5
T: FTMS + p NSI Full ms [150.00-2000.00]
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16f (Abd48) 
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16f (Abd48) 

 

 

 

Alfayomy_Abd 48_260114094707 #11-13 RT: 0.39-0.46 AV: 3 NL: 1.62E5
T: FTMS + p NSI Full ms [150.00-2000.00]
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16g (Abd8) 
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16g (Abd8) 

 

 

 

 

 

 

Alfayomy_Abd 8_260114072540 #3-14 RT: 0.09-0.47 AV: 12 NL: 7.64E5
T: FTMS + p NSI Full ms [150.00-2000.00]
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21a (Abd42) 
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21a (Abd42) 

 

 

 

Alfayomy_Abd 42_260114094707 #4-16 RT: 0.10-0.47 AV: 13 NL: 8.57E5
T: FTMS + p NSI Full ms [150.00-2000.00]
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21b (Abd25) 
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21b (Abd25) 

 

 

 

 

 

Alfayomy_Abd 25_260114094707 #30 RT: 1.05 AV: 1 NL: 2.34E5
T: FTMS + p NSI Full ms [150.00-2000.00]
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21c (Abd3) 
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21c (Abd3) 

 

 

 

 

 

Alfayomy_Abd 3_260114072540 #7-17 RT: 0.24-0.62 AV: 11 NL: 2.35E4
T: FTMS + p NSI Full ms [150.00-2000.00]
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27a (Abd41) 
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27a (Abd41) 

 

 

 

 

Alfayomy_Abd 41_260114094707 #7 RT: 0.21 AV: 1 NL: 1.36E6
T: FTMS + p NSI Full ms [150.00-2000.00]
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27b (Abd40) 
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27b (Abd40) 

 

 

 

 

Alfayomy_Abd 40_260114094707 #6-8 RT: 0.17-0.24 AV: 3 NL: 1.47E6
T: FTMS + p NSI Full ms [150.00-2000.00]
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32a (Abd63) 
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32a (Abd63) 

 

 

 

 

Alfayomy_Abd 63_260115074430 #18-26 RT: 0.67-0.98 AV: 9 NL: 4.37E4
T: FTMS + p NSI Full ms [150.00-2000.00]
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32b (Abd66) 
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Alfayomy_Abd 66_260115075724#9-10 RT: 0.32-0.35 AV: 2 NL: 2.54E5
T: FTMS + p NSI Full ms [150.00-2000.00]
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32c (Abd59) 
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Alfayomy_Abd 59_260114094707 #8 RT: 0.28 AV: 1 NL: 3.50E4
T: FTMS + p NSI Full ms [150.00-2000.00]
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32d (Abd62) 
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Alfayomy_Abd 62_260115074430 #16-26 RT: 0.57-0.93 AV: 11 NL: 2.33E5
T: FTMS + p NSI Full ms [150.00-2000.00]
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32e (Abd61) 
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Alfayomy_Abd 61_260115074052 #5 RT: 0.17 AV: 1 NL: 9.00E4
T: FTMS + p NSI Full ms [150.00-2000.00]

450 500 550 600 650 700 750 800 850 900 950 1000 1050 1100 1150 1200 1250 1300

m/z

0

5

10

15

20

25

30

35

40

45

50

55

60

65

70

75

80

85

90

95

100

R
e

la
ti
v
e

 A
b

u
n

d
a

n
c
e

574.3387
z=1

C 33 H44 O4 N5

-0.1693 ppm

820.3316
z=1

C 46 H47 O8 N5 Na

-0.0981 ppm



45 
 

34a (Abd19) 
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Alfayomy_Abd 19_260114090833 #3-13 RT: 0.09-0.46 AV: 11 NL: 7.04E4
T: FTMS + p NSI Full ms [150.00-2000.00]
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Alfayomy_Abd 20_260114090833 #25-27 RT: 0.88-0.96 AV: 3 NL: 5.08E5
T: FTMS + p NSI Full ms [150.00-2000.00]
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34c (Abd21) 
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34c (Abd21) 

 

 

 

 

 

Alfayomy_Abd 21_260114090833 #20-22 RT: 0.70-0.77 AV: 3 NL: 7.72E4
T: FTMS + p NSI Full ms [150.00-2000.00]
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Alfayomy_Abd 22_260114092442 #3-5 RT: 0.09-0.17 AV: 3 NL: 8.44E4
T: FTMS + p NSI Full ms [150.00-2000.00]
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T: FTMS + p NSI Full ms [150.00-2000.00]
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Alfayomy_Abd 2_260114072540 #8-15 RT: 0.27-0.53 AV: 8 NL: 2.71E5
T: FTMS + p NSI Full ms [150.00-2000.00]
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Alfayomy_Abd 5_260114072540 #3-9 RT: 0.08-0.27 AV: 7 NL: 1.36E6
T: FTMS + p NSI Full ms [150.00-2000.00]
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Alfayomy_Abd 23_260114092442 #12 RT: 0.41 AV: 1 NL: 1.34E5
T: FTMS + p NSI Full ms [150.00-2000.00]
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Figure S9. HPLC chromatograms, microsomal stability testing 
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