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1. General methods and instruments (Chemistry)

The NMR spectra were obtained on Bruker Avance 400. 'H NMR spectra were referenced to
tetramethylsilane (& = 0.00 ppm) as an internal standard and are reported as follows: chemical shift,
multiplicity (br = broad, s = singlet, d = doublet, t = triplet, dd = doublet of doublet, m = multiplet). Column
chromatography was performed on Merck Silica Gel 60 (230—400 mesh) and eluting solvents for all these
chromatographic methods are noted as appropriated-mixed solvent with given volume-to-volume ratios. TLC
was carried out using glass sheets pre-coated with silica gel 60 Fas4 purchased by Merk. The purity of samples
was determined by analytical HPLC using a Water ACQUITY UPLC (CORTECS™) with C18 column (2.1
mm x 100 mm; 1.6 um) at temperature 40 °C. HPLC data were recorded using parameters as follows: 0.1%
formic acid in water and 0.1% formic acid in methanol and flow rate of 0.3 mL/min. High-resolution spectra
were performed on Waters ACQUITY UPLC BEH C18 1.7u—Q-TOF SYNAPT G2-Si High-Definition Mass

Spectrometry.
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2. '"HNMR and 3C NMR data of compounds 5a—g
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3. LC and MS conditions

LC Condition (Waters® ACQUITY™ UPLC)
CORTECS® UPLC® C18 1.6 um (2.1x100 mm)
Column
Temperature : 40 °C
A1 0.1% formic acid in water, v/v
Mobile phase
B: 0.1% formic acid in methanol, v/v
Time (min) A(%) B (%)
0.0 99.0 1.0
Gradient 1.0 99.0 1.0
7.0 1.0 99.0
8.5 1.0 99.0
9.0 99.0 1.0
10.0 99.0 1.0
Flow rate 0.3 ml/min
Injection volume Sul
MS Condition (SYNAPT™ G2)
Tonization Mode ESI+
Capillary +3.1 kv
Sampling cone 40V
Extraction cone 4.0
Source 120 °C
Desolvation 350 °C
Conegas 100 L/h
Desolvation gas 800 L/h
Chromatogram_ blank
210215_blk_DMSO 50 ul + MeOH 950 ul_pos 1: TOF MS ES+
8.94 BPI

100+
Blk DMSO in MeOH

0.82

9.30e4

-t T T T T T T e e
1.00 2.00 3.00 4.00 5.00 6.00 7.00 8.00 9.00
210215_blk_MeOH_pos_06 1: TOF MS ES+
BPI
1004 8.67 8.94 9.30e4
Blk MeOH N
® 6.80 5%
= {
733 78630827 9.56
Y T T T T T T T T T T T T Time
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4. Representative purity and HRMS data of compounds 5a—g

Peak area(%)_Y14

210215_Dr,REJ_Mohamed Hamdy Elsherbeny_Y14_pos Sm (Mn, 2x3) 1: TOF MS ES+
100 648 _ BPI

i - 1077582 5.02¢6
Peak Integration O Area

Time Height Area  Area%

0

{ H © K\O 570 285851 5530462 488

o Nf‘\w /@,N\) 648 5000947 1077582.25 9512
0 N/)\N

|-
solvent peak : H| 2|
= Main peak area : 95.12 (%) 5a
- Another peak area : 4.88 (%)
570
55305
0 T T T T T T T T T 1T T 1] T T T T T 1
1.00 2.00 3.00 4.00 5.00 6.00 7.00 8.00 9.00
MS Spectrum_ Isotope modeling_Y14
210215 _Dr,REJ_Mohamed Hamdy Elsherbeny_Y14_pos (6.517)Is (1.00,1.00) C2OH27NSO6H 1: TOF MS ES+
100+ 5422040 7.06e12

Isotope modeling

[M+H]*

Molecular formula: CygH7N5Og o
Exact mass: 541.1961 /©/
136.3069 (4+) <° W o (o
181.4065 (3+) O:QWN K N
271.6059 (2+) s | L /©/

) NTN

542.2040 (1+

- 5a
543.2070
644 2097
0 L B B L L L B I B B B B B L L LA I AL B ST BRI S Rl L=
100 200 300 400 500 600 700 800 900 1000 1100
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Peak area(%)_ Y5

210215_Dr,REJ_Mohamed Hamdy Elsherbeny_Y5_pos Sm (Mn, 2x3) 1: TOF MS ES+
100 629 5P
. 1028794 4 88e6
Peak Integration ~o 0. Area
| /©/ Time Height Area  Area%
0 0 rf\o 521 108401 2046330  1.93
HI/L N\/J 549 48837 8744 84 0.83
~N 6.29 4850829 102879444 9724
U T
m o N"N
solvent peak : X2
- Main peak area : 97.24 (%) 5b
= Another peak 1 area: 1.93 (%)
= Another peak 2 area : 0.83 (%)
20463 B745
L ALE B e o e B e B L B L L LI I R B (L L

1.00 2.00 3.00 4.00 5.00 6.00 7.00 8.00 9.00

MS Spectrum_ Isotope modeling_ Y5

210215_Dr,REJ_Mohamed Hamdy Elsherbeny_Y5_pos (6.375)Is (1.00,1.00) C30H31N5O6H 1: TOF MS ES+
100+ 658.2352 6.98e12
Isotope modeling
[M+H]*
Molecular formula: CgpH3;N:Og
Exact mass: 557.2274
140.3147 (4+) | ~0 O
186.7503 (3+) 0 /©/
279.6215 (2+) X 0 r@
558.2353 (1+) \[L‘“N
0] N{l\H
32—
Sb
5592383
5602410
r---rrr--rr-—m—Trrereee e e e T e T e e MAss

100 200 300 400 500 600 700 800 900 1000 1100
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MS Spectrum_ Isotope modeling_ Y3

210215 _Dr,REJ Mohamed Hamdy Elsherbeny Y3 pos (6.412)1s (1.00,1.00) C31H33N507TH

1: TOF MS ES+

100~ 588.2458 6.80e12
Isotope modeling
[M+H]*
Molecular formula: C3H33N:O4
Exact mass: 587.2380 | Yo 0.
147.8173 (4+) o
196.7538 (3+) 1 0 O
294.6268 (2+) ~0 TI\)*N /@/
588.2458 (1+) 0 N;J\N
H
g?\_
Sc
5892489
5902516
0 L L BN R AL LU B LI RN ILRLL LN NN I LS B WAL B LI N BN BN BN BLLRLEL BRI I | ™ Mass
100 200 300 400 500 600 700 800 900 1000 1100
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MS Spectrum_ Isotope modeling_ Y2

210215 _Dr,REJ Mohamed Hamdy Elsherbeny Y2 pos (7.065)Is (1.00,1.00) C32H35N506H

1: TOF MS ES+

100~ 586.2665 6.83e12
Isotope modeling
[M+H]*
Molecular formula: C33H35N:Og L o
e
Exact mass: 585.2587 o /@’
1900041 (3 P {3
. (3+) 0 =N
293.6372 (2+) 5 L
586.2666 (1+) N H
5d
é?\—
587.2697
588.2724
0 L L B O B L B O L L B L L L L LI BN L L LI BLALIL LN UL LIL B L S m il L1220
100 200 300 400 500 600 700 800 900 1000 1100
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Peak area(%)_Y17

210215_DrREJ_Mohamed Hamdy Elsherbeny_Y17_pos Sm (Mn, 2x3)

1: TOF MS ES+

6.61 _ BPI
100 . O 2690139 1.22e7
Peak Integration Area
0 (\0 Time Height Area  Area%
o H N 547 164021 2936289  1.08
- \f‘}N /@’ 6.61 12135735 2690139.00 98.92
0 NA\H
#| solvent peak : H|2| -9
- Main peak area : 98.92 (%)
- Another peak arsa : 1.08 (%)
S5e
547
29363
O T T T T T T T T T T T T T T T T e T T T T T T T T T T e e T T
1.00 2.00 3.00 4.00 5.00 6.00 7.00 8.00 9.00
MS Spectrum_ Isotope modeling_ Y17
210215_Dr,REJ_Mohamed Hamdy Elsherbeny_Y17_pos (6.624) Is (1.00,1.00) C31H33N5S06H 1: TOF MS ES+
572.2509 6.91e12
100+
Isotope modeling
[M+H]*
Molecular formula: C3;H33N:Og
Exact mass: 571.2431 /@zow
143.8186 (4+)
191.4222 (3+) o H 0 Nr:j’
286.6294 (2+) - \f“N /@’
572.2509 (1+) 0 N’)\N
H
e
g?\_
S5e
573.2540
574 2567
r--rrr--rr-m—Trrereee e e T e e T e e MAss
100 200 300 400 500 600 700 800 900 1000 1100
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MS Spectrum_ Isotope modeling_ Y15

210215_Dr,REJ_Mohamed Hamdy Elsherbeny_Y15_pos (6.340) Is (1.00,1.00) C27H25N706H 1: TOF MS ES+
644.1945 7.16e12
100+
Isotope modeling
[M+H]*
Molecular formula: C;7H;5N,Og o
T
Exact mass: 543.1866 NO, /@’
182.0700 (3+) = N Ay N
272.6011 (2+) ISP /@/
544.1945 (1+) NN
5f
g?\_
£45.1973
546.1999
r---rrrrr-m—Trrreee e e e e T e e e MAss
100 200 300 400 500 600 700 800 900 1000 1100
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Peak area(%)_Y16

210215_DrREJ_Mohamed Hamdy Elsherbeny_Y16_pos Sm (Mn, 2x3) 1: TOF MS ES+
6.87 _ BPI
100 . 2476228 1.08e7
Peak Integration Area
5 0. Time Height Area  Area%
6.23 102874 17827.26 0m
H o} (\O 6.87 10785072 2476228.00 99.29
Nm\/gN : N
" # solvent peak : H|2| © N’AN
- Main peak area : 99.29 (%) H
- Another peak area : 0.71 (%)
59
6.23
17827
e AL B e o L B L B L B L U LI e AL B S
1.00 2.00 3.00 4.00 5.00 6.00 7.00 8.00 9.00

MS Spectrum_ Isotope modeling_ Y16

210215 _Dr,REJ Mohamed Hamdy Elsherbeny Y16 pos (6.905) Is (1.00,1.00) C29H29NSO4SH

1: TOF MS ES+

100~ 5442018 6.74e12
Isotope modeling
[M+H]*
Molecular formula: CygH,gNs0,5
Exact mass: 543.1940
136.8063 (4+) s Oox
182.0725 (3+)
272.6048 (2+) H 0 G
544.2019 (1+) fw O/
o] NAN
H
g?\_
Sg
£45.2048
546.2036
547 2043
r---rrr-rr-—mr—Trrereee e e e e T e e Mass
100 200 300 400 500 600 700 800 900 1000 1100
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5. Protocol of Kinase assay

Kinase Profiling is 10 dose ICso singlet assay. Kinases inhibitory activities were assessed by the HotSpot
assay platform, which contained specific kinase/substrate pairs along with required cofactors. Base reaction
buffer: 20 mM Hepes (pH 7.5), 10 mM MgCl2, 1 mM EGTA, 0.02% Brij35, 0.02 mg/ml BSA, 0.1 mM
NazVO4, 2 mM DTT, 1% DMSO. Testing compounds were dissolved in 100% DMSO to specific
concentration. The serial dilution was conducted by Integra Viaflo Assist in DMSO. The reaction mixture
containing the examined compound and 33P-ATP was incubated at room temperature for 2h and radioactivity
was detected by filter-binding method. Kinase activity data were expressed as the percent remaining kinase
activity in test samples compared to vehicle (dimethyl sulfoxide) reactions. ICso values and curve fits were

obtained using Prism (GraphPad Software).

6. Biology raw data for ICs¢ determination

Paper ID Cpd ID NSC Number
5d DK Y2 827664
Sc¢ DK Y3 827665
5b DK Y5 827666
Sa DK Y14 827667
5f DK Y15 827668
S5¢ DK Y16 827669
Se DK Y17 827670
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A B | E | D | E | F
1 |Kinase Profiling Report for: LYN
2
3 Raw data
4 Conc.(M) DK_Y16 DK_Y16 Staurosporine  Stauro Conc.(M)
= 1.00E-04 102058 97735 457 2.00E-05
6 3.33E-05 91411 96503 47381 5.00E-06
7 1.1E-05 93636 88012 2031 1.25E-06
8 3.70E-06 107730 123234 5061 3.13E-07
3 1.23E-06 402276 397373 17315 7.81E-08
10 | 4.12E-07 1012348 1008033 85789 1.95E-08
n 1.37E-07 1424580 1521179 415780 4.88E-09
12 4.57E-08 2033036 2063042 1312523 1.22E-09
13 1.52E-08 2645282 2501772 2138576 3.05E-10
14 5.08E-09 2737603 2601868 2360674 7.63E-1
15 DMSO 2948480 2640233 2536130 DMSO
16
17
18 l'/.Activity
19 | Conc.(M) DK_Y16 DK_Y16 Staurosporine  Stauro Conc.(M)
20 | 1.00E-04 377 3.61 0.02 2.00E-05
21 | 3.33E-05 3.38 3.56 0.18 5.00E-06
22 | 1.1E-05 3.68 3.25 0.08 1.25E-06
23 | 3.70E-06 3.98 4.55 0.13 3.13E-07
24 | 1.23E-06 14.85 14.69 0.66 7.81E-08
25 | 4.12E-07 37.40 37.22 347 1.95E-08
26 | 1.37E-07 52.60 S6.17 15.35 4.88E-09
27 | 4.57E-08 75.29 76.40 45.46 1.22E-09
28 | 1.52E-08 97.67 92.37 78.96 3.05E-10
29 | 5.08E-09 103.30 96.07 87.16 7.63E-1
30 | DMSO 108.87 97.49 93.64 DMSO
3
32 | HILLSLOPE -0.80 -0.90 -1.20
33 | ICS0 (M) 1.38E-07 2.00E-07 1.32E-09
34 |
35
- 1 e M - — - R 1L - -
Summary | LCK | LYN ©)
Compound IC50 Data for LYN Compound IC50 Data for LYN
120 m DK_Y16 1207 = Staurosporine|
100- v DK_Y16|f 100+
= 80 2> 80+
2 2
T 601 T 604
< <
2 404 X 404
20 20
0 T T T 0 T T T
9 -8 -7 -6 5 4 -3 1M1 10 9 8 7 6 S5 4
Log [Compound] (M) Log [Compound] (M)
X Y18 X Y18 | Swurcsporine
HULSOPE | -0.8024 08976 HULS.OPE | -1204
&5 1.377e007  2002e-007 5 1317008
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5 7541008 9554008

a B | C D E | B
1 IKinase '.‘lofiling Report for: LCK
2
3 Raw data
4 Conc.(M) DK_Y16 DK_Y16 Staurosporine  Stauro Conc.(M)
S | 1.00E-04 23600 28153 2798 2.00E-05
6 3.33E-05 25573 22567 2536 5.00E-06
7 1.1E-05 24308 24444 3537 1.25E-06
8 3.70E-06 24200 25454 6391 3.13E-07
9 | 1.23E-06 8723 97081 16456 7.81E-08
10 | 4.12E-07 283755 269570 62683 1.95E-08
n | 1.37E-07 625883 650022 379553 4.88E-09
12 | 4.57E-08 984306 991835 835742 1.22E-09
13 1.52E-08 1067683 1298284 1382806 3.05E-10
14 5.08E-09 1392250 1385928 1452361 7.63E-1
15 | DMSO 1517343 1516956 1515635 DMSO
16
17 |
18 | “Z Activity
19 Conc.(M) DK_Y16 DK_Y16 Staurosporine  Stauro Conc.(M)
20 | 1.00E-04 150 179 0.18 2.00E-05
21 | 3.33E-05 163 144 0.16 5.00E-06
22 | 1.TE-05 155 156 0.23 1.25E-06
23 | 3.70E-06 154 162 0.41 3.13E-07
24 | 1.23E-06 5.56 6.19 105 7.81E-08
25 | 4.12E-07 18.08 17.18 3.99 1.95E-08
26 | 1.37E-07 39.89 41.43 24.13 4.88E-09
27 | 4.57E-08 62.73 63.21 53.26 1.22E-09
28 | 1.52E-08 68.04 8§2.74 88.12 3.05E-10
23 | 5.08E-09 88.73 §8.32 92.60 7.63E-11
30 | DMSO 96.70 96.67 96.59 DMSO
31 |
32 | HILLSLOPE -0.83 -0.98 -1.14
33 | ICS0 (M) 7.94E-08 9.59E-08 1.63E-09
34
35
Summary | LCK | LYN ©)
Compound IC50 Data for LCK Compound IC50 Data for LCK
120+ 1204
m DK Y16 m  Staurosporine|
100+ v DK_Y16/| 1004
= 0+ = 80+
2 . 2
S 60+ T 60+
< <
2 401 R 404
204 20+
r\ ’ A A c ’ Al ’
-9 -8 -7 -6 5 4 -3 11 10 9 8 7 6 5 4
Log [Compound] (M) Log [Compound] (M)
[» gl D Y8 Sturesporne
= ALEOE | ALLSLOE | -1.142

EC0 1628e-009
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| A | B | c D E F G H
1 |Kinase Profiling Report for: FMS
2
3 Raw data
4 Conc.(M) DK_Y2 DK_Y2 DK_Y16 DK_Y16 Staurosporine  Stauro Conc.(M)
S | 1.00E-04 -97 -1909 9816 9452 -1707 2.00E-05
6 | 3.33E-05 2760 4094 12057 11554 -7936 5.00E-06
7] 1.11E-05 10980 9617 7998 7906 -3557 1.25E-06
8 | 3.70E-06 39265 31468 15729 18380 -3529 3.13E-07
9 | 1.23E-06 76846 77042 49210 48785 -3941 7.81E-08
10 | 4.12E-07 177528 156344 119524 112724 7057 1.95E-08
11| 1.37E-07 289596 324485 233088 208611 72113 4.88E-09
12 | 4.57E-08 395925 391901 3410869 349825 289324 1.22E-09
13 | 1.52E-08 446517 436856 426845 397685 186 3.05E-10
14 5.08E-09 491433 487793 464322 466912 493584 7.63E-11
15 | DMSO 478093 504603 491922 498472 525118 DMSO
16
17 |
18 | %Activity Value excluded from curve fit
19 | Conc.(M) DK_Y2 DK_Y2 DK_Y16 DK_Y16 Staurosporine  Stauro Conc.(M)
20 | 1.00E-04 -0.02 -0.38 1.96 1.89 -0.34 2.00E-05
21 | 3.33E-05 0.55 0.82 241 231 -1.59 5.00E-06
22 | 1.11E-05 220 1.92 1.60 1.58 -0.71 1.25E-06
23 | 3.70E-06 7.86 6.30 3.15 3.68 -0.71 3.13E-07
24 | 1.23E-06 15.38 15.42 9.85 9.76 -0.79 7.81E-08
25 | 4.12E-07 35.53 31.29 23.92 22.56 1.41 1.95E-08
26 | 1.37E-07 57.96 64.94 46.65 41.75 14.43 4.88E-09
27 | 4.57E-08 79.24 78.44 68.26 70.02 57.91 1.22E-09
28 | 1.52E-08 89.37 87.43 85.43 79.59 0.04 3.05E-10
29 | 5.08E-09 98.36 97.63 92.93 93.45 98.79 7.63E-11
30 | DMSO 95.69 100.99 98.45 99.77 105.10 DMSO
A
32| HILLSLOPE -0.93 -0.95 -0.91 -0.87 -1.47
33 | IC50 (M) 2.14E-07 2.12E-07 1.18E-07 1.02E-07 1.44E-09
34
Compound IC50 Data for FM S Compound IC50 Data for FMS
1209 m DK Y2 120 m  Staurosporine
100+ v DK_Y2 100+
> 80- + DK_Y16 > 80-
> © DK_Y16 >
T 60 S 604
< <
X 40+ X 404
20+ 20+
c L] L] L] c L) v v v v L) L)
9 -8 -7 6 -5 4 3 11 10 9 8 -1 6 5 4
Log [Compound] (M) Log [Compound] (M)
X_Y2 DK_Y2 DK_Y18 DK_Y18 Staurosporine
ALLSLOE | D928 Ek- 31 Ec R0 R AILLSLORE | 1471
EC50 21422007  2120e-007 11792007  1.018e-007 EC50 1.4412-009

7. Antitumor data sheets carried out at NCI, USA.
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Developmental Therapeutics Program

One Dose Mean Graph

NSC: D-B2vood /1

Conc: 1.00E-5 Molar

Test Date: Jan 11, 2021

Experiment 1D: 21010577

Report Date: Feb 04, 2021

Panel/Cell Line

Leukemia
CCRF-CEM
HL-60(TB)
K-582
MOLT-4
RPMI-8228
5R

AB4QATCC
EEWX
HOP-62
HOP-82
NCI-HZ28
NCHZ3
NCRFH3IZ2M
NCI-H4G0
NCI-HE522
Colon Cancer
COLO 205
HCC-2288
HCT-118
HCT-15
HT28
KM12
SW-820
CMS Cancer
SF-268
SF-285
SF-538
SMB-18
SMB-TS
U251
Melanoma
LOx 1MV
MALME-3M
M14
MDA-MB-435
SH-MEL-2
SK-MEL-28
SH-MEL-5
UACC-257
UACC-62
Owarian Cancer
IGROV1
OWCAR-3
OWCAR-4
OWCAR-5
OWCAR-8
NCVADR-RES
SK-0V-3
Renal Cancer
T8E-0
A408
ACHN
CAKI-1
RXF 383
SM1ZC
TH-10
io-31
Prostate Cancer
PC-3
DU-145
Breast Cancer
MCF7
MDA-MB-Z31/ATCC
HS 578T
BT-548
T-47D
MDA-MB-468

Mean
Delta
Range

Mon-Small Cell Lung Cancer

Growth Percent

Mean Growth Percent - Growth Percent

T3.84
7721
69.28
61.82
T4.43
B66.78

B&.30
B4.04
107.18
BE.87
p2.25
bE.668
p9.32
p6.83
T0.18

102.11
107.88
B3.27
B4.76
b0.48
BG.00
100.43

100.57
p8.72
b1.08
BE.AT
BO.BD
B7.82

28.01
118.78
107.07

b4.60
102.14

pE.02

B8.33
108.01

B5.65

p9.28
pa.78
B4.10
108.77
101.682
p3.08
115328

B2.58
B2.14
79.83
T9.43
T2.47
B5.74
107 .82
T0.13

T2.72
104.27

B5.57
B1.82
B2.04
102.80
B1.80
B7.54

p1.23
20.41
5604

150

100 50

-50

-100 -150
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Developmental Therapeutics Program | wsc: p-827685/1 | Cone: 1.00E-5 Molar | TestDate: Jan 11, 2021
One Dose Mean Graph Experiment ID: 21010577 Report Date: Feb 04, 2021
PaneliCell Line Growth Percent Mean Growth Percent - Growth Percent
Leukemia
CCRF-CEM 69.52
HL-80(TB) 69.02
K-582 7061
MOLT-4 68.37
RPMI-28228 81.24
SR 35 55
Mon-Small Cell Lung Cancer
AS4QIATCC 01.33
EKVX 83.10
HOP-62 09,54
HOP-02 84.24
MCE-HZ26 12000
MCEHZ3 106.35
MCEH322M 113.26
MCI-H4E0 109.03
MCEHE22 07.75
Colon Cancer
COLO 205 7841
HCC-29%8 112.68
HCT-118 TE.14
HCT-15 f5.62
HT29 52 67
KM12 o6.01
SW-820 80.32
CHS Cancer
SF-268 03.80
SF-205 114.24
SF-530 02 56
SMB-19 104.34
SMB-TS o641
U251 83.80
Melanoma
LOX 1MV 101.14
MALME-3M 143.93
M4 122 687
MOA-MB-435 101.06
SH-MEL-2 111.13
SK-MEL-28 115.10
SH-MEL-5 0z.00
UACC-257 106.87
UACC-62 100.63
Owarian Cancer
IGROV BE.13
OVCAR-3 100.36
OVCAR-4 107.16
OVCAR-5 139.15
OVCAR-8 07.35
MCHADR-RES 07.38
SH-0V-3 126.680
Renal Cancer
TBE-0 55 81
A408 61.73
ACHM 8517
CAKI-1 T1.80
RXF 303 40,36
SM12C 102.06
TE-10 129.14
Uo-31 57.60
Prostate Cancer
PC-3 80.42
DU-145 103.51
Breast Cancer
MCF7 00.32
MDA-MB-Z31ATCC 02 .06
HS BTET 0687
BT-540 109.08
T47D 0048
MDA-MB-468 00.05
Mean B3.53
Deelta 57.08
Range 108.38
150 100 50 0 -50 =100 -150
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NSC: D-B2ZFo86 i1

Cone: 1.00E-5 Molar

Test Date: Jan 11, 2021

Experiment ID: 21010577

Report Date: Feb 04, 2021

Mean Growth Percent - Growth Percent

Devel opme ntal Therapeutl S FF'DQ ram
One Dose Mean Graph
Panel/Cell Line Growth Percent
Leukemia
CCRF-CEM B453
HL-G0(TE) B350
K-582 2124
MOLT-4 BO.10
RPMI-B228 BBEB
5R B1.25
Mon-Small Cell Lung Cancer
AS4QIATCC 10137
EKWK ar.r
HOP-62 10573
HOP-B2 101.18
MNCI-HZ2E 10588
NCI-HZ3 102 .87
NCI-HZZZM 10843
MNCI-H450 111.54
MCI-H522 103.50
Colon Cancer
0 205 1022
HCC-2003 11370
HCT-118 B3g0
HCT-15 BT &8
HT29 10223
KM12 10434
SW-620 10348
CMS Cancer
SF-268 103.17
SF-205 110,81
SF-530 29551
SMB-18 104.11
SMB-TS 10428
Li251 10183
Melanoma
L IW1 10543
MALME-IM 144 B5
M4 12530
MDA-ME-435 10232
SH-MEL-2 118.14
SH-MEL-23 117.35
SH-MEL-5 10008
UACC-257 114 50
UACC-62 go20
Owarian Cancer
IGROV1 BE.40
OWCAR-3 11760
COWVCAR-4 113.08
COWCAR-5 123.31
COWCAR-B 104 44
NCUADR-RES 10574
SK-OV-3 12074
Renal Cancer
7350 B2.36
A403 105.56
ACHN 10728
CAKI-1 7941
RXF 303 TOE3
SN12 101.45
TE-10 117.05
031 6638
Prostate Cancer
PC-3 BR.25
DU-145 11350
Breast Cancer
MCF7? B5.76
MDA-MBE-2Z31/ATCC 102 54
HS 57T8T 105.08
BT-548 11057
T4TD 10241
MDA-MB-438 10678
Mean 103.00
Delta 3862
Range TB.A4T

ITI

150

100 80

100 -150
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Developmental Therapeutics Program MSC: D-B27887 /1 Conc: 1.00E-5Molar | Test Date: Jan 11, 2021
One Dose Mean Graph Experiment ID: 21010577 Report Date: Feb 04, 2021
Panel/Cell Line Growth Percent Mean Growth Percent - Growth Percent
Leukemia
CCRF-CEM BS54
HL-60(TE) B3 E4
K-582 7680
MOLT-4 GB.ET
RPMI-B224 78.18
SR G2.85
Non-Small Cell Lung Cancer
ABLQIATCC D568
EEWX 0156
HOP-82 10482
HOP-g82 B34
NCI-HZ26 10706
NCI-HZ3 10087
NCI-HIZZM 105.17
NCI-H48D 10307
NCI-HEZ2 733
Codon Cancer
COLO 205 B8.25
HCC-2804 114 68
HCT-118 B543
HCT-15 7386
HT24 71.71
KM12 B728
SW-620 gr2o
CMS3 Cancer
SF-268 B5.28
SF-285 11328
SF-538 B52T
SMB-18 103.88
SMB-TS Br.13
L2851 BB.25
Melanoma
L2 1IN 101226
MALME-2M 128.75
Mi4 104.B5
MDA-ME-235 pa42
SH-MEL-2 11408
SK-MEL-23 11083
SH-MEL-5 2141
UJACC-257 11688
UACC-62 252
Owarian Cancer
IGROV1 g4.08
OVCAR-2 100.45
OVCAR-4 B850
OVCAR-5 128.51
OVCAR-E 108.10
NCUADR-RES 102.25
SH-OV-3 11227
Renal Cancer
-0 T4 67
A403 7756
ACHM g1.09
CAKI-1 68.12
RXF 383 4951
SN12C 103.88
TE-10 107.45
h0-31 63.25
Prostate Cancer
PC-3 Bg28
Dl-145 104.81
Breast Cancer
MCFT B148
MDOA-ME-Z31/ATCC Bo3g6
HS 578T B3 T4
BT-548 11028
T4TD p3z2
MDA-ME-438 B4T3
Mean B4 47
Delta 44 25
Range 7024 ;
150 100 50 0 -5i) 00 -150
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NSC: D-B2T8a3 i1

Cone:

1.00E-5 Molar

Test Date: Jan 11, 2021

Experiment ID: 21010577

Report Date: Feb 04, 2021

Mean Growth Percent - Growth Percent

Devel opme ntal Therapeutl cS Frﬂg ram
One Dose Mean Graph
Panel/Cell Line Growth Percent
Leukemia
CCRF-CEM B3.24
HL-60{TE) 103.18
K-582 3911
MOLT-4 10528
RPMI-B228 B3.E8
SR 7256
Non-Small Cell Lung Cancer
ASAATCC 101.14
ERWE BE.10
HOP-62 BBGA
HOP-22 pB.E8
NCI-HZX25 B35
NCI-HZ3 B37a
NCI-HIZZM 10528
NCI-H480 107.74
NCI-HEZ2 B023
Codon Cancer
COLO 205 114 86
HCC-2003 112.14
HCT-118 100.18
HCT-15 67 A7
HT23 10886
KM12 101.B5
SW-620 11474
CMS Cancer
SF-268 pa.s2
SF-2085 101.15
SF-530 B228
SME-18 104 28
SMB-T5 ET.BS
U251 B4 23
Melanoma
L0 TN gv.16
MALME-2M 12372
Mi4 11178
MDA-ME-435 10320
SK-MEL-2 10882
SK-MEL-28 11088
SK-MEL-5 pB&E3
UACC-257 10686
UACC-B2 TB.56
Owarian Cancer
IGROV1 Bg.0e
OWVCAR-3 10777
OVCAR-4 B3.TS
OVCAR-5 110.16
COWVCAR-B B4.35
NCUADR-RES BB 54
SK-OV-2 11078
Renal Cancer
T840 pa22
A408 B3E3
ACHN BB.38
CAKI-1 2831
RXF 383 10028
SH12C 104 .07
TE-10 115.85
o-31 TO87
Prostate Cancer
PC-3 BG.15
DU-145 112201
Breast Cancer
MCFT BT 46
MDA-ME-2Z31/ATCC B3.53
HS 5TET B3zo
BT-548 10003
T47D p407
MDA-ME-488 10140
Mean BB 46
Delta 3129
Range 56.55
150

100 50

100 -150
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Developmental Therapeutics Program NSC: D-B27880 /1 Conc: 1.00E-5Molar | Test Date: Jan 11, 2021
One Dose Mean Graph Experiment ID: 21010577 Report Date: Feb 04, 2021
Panel/Cell Line Growth Percent Mean Growth Percent - Growth Percent
Leukemia
CCRF-CEM B304
HL-B0{TE) BE.06
K-582 TO.EQ
MOLT-4 56.85
RPMI-B224 TE.48
SR 3850
Non-5mall Cell Lung Cancer
ASLQIATCC B3E8
EENK B4.28
HOP-62 po42
HOP-B2 TBIT
MNCI-HZ2E BB.35
NCI-HZ3 256
NCI-HZZZM DA 44
NCI-H480 10273
NCI-HEZ2 7358
Colon Cancer
0 205 B5.30
HCC-2083 BY.BS
HCT-118 76827
HCT-15 8831
HT29 7567
KM12 TO.78
SW-820 B3z
CMS Cancer
SF-268 Ba.nz
SF-285 BAE.45
SF-538 TBET
SMB-10 10124
SMB-T5 TB.E3
L2561 B1.18
Melamoma
L [N BG.08
MALME-IM 136.06
M14 10586
MDA-MB-435 B3.15
SH-MEL-2 109.14
SK-MEL-23 10158
SK-MEL-5 Bg3.32
UACC-257 102.81
UACC-62 3531
Orvarian Cancer
IGROV1 66.10
OWCAR-2 g1.08
OWVCAR-4 BO020
OWVCAR-S 121.11
CWCAR-B 8581
NCUADR-RES BB.15
SK-OV-3 poEs
Renal Cancer
7380 T4 06
Ad03 BOOT
ACHN TB.50
CAKI-1 T0.55
F¥F 383 2982
SM12 peER
TK-10 10023
L0-31 5G.35
Prostate Cancer
PC-3 7506
DU-145 88.51
Breast Cancer
MCFT T8.54
MOA-MB-2Z31/ATCC BE.3T
HS 578T 7731
BT-548 v o4
T4TD 71.81
MDA-MB-438 BY.78
Mean a8.01
Delta 5608
Range 106.14 ﬁ
150 100 50 0 -5 100 -150
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Developmental Therapeutics Program | wec: oeo7sm0/1 | Cono: 10055 Moar | Tect Date: Jan 11, 2021
Cne Dose Mean Graph Experiment ID: 21010577 Report Date: Feb 04, 2021
PansliCell Lina Growth Parcant Mean Growth Percent - Growth Percent
Leukemia
CCRF-CEM 10473
HL-=0iT=) 10635 1
K-SE2 57 -
MCLT-2 10051 m
RFMFE22E BEES —
SR BEE3 —
Mor-Emall Cel Lung Cancer
ASLATEC D455
EKVE 25 o
RSS2 EES o
HO=-52 e -
RCiH228 10035 m
RT3 10565
RCH-H3221 10235 h
RCi--ED 10853 L
[ e e =0 ol
Colon Cancer
COLO 205 12242 |
HCC-2%38 10833 o
HCT-115 e o
HCT-15 2827 jm
KT 108.47 o
KMIZ BEES jm
W 1M 22 m
CNE Cancer
SF-268 105 31
SF-252 10341
SF-532 5731 =
SHE-13 106 50 1
SHE-TS 10310
(= 574 fm
Msanoma
LK Ik 101.01
FAALLE-31 12055
M 109.40
MDA-ME-435 104 20
SH-MEL-2 11367
SH-MEL-28 115.70
SH-MEL-S s552
UACC-25T 11303
OaCCE2
Carian Cancer
IGRO 109.02 o
OVCAR-2 11845 —
OVCAR- 102 31 h
OVCAR-S 12013 —)
OVCAR-E 5535 o
RCUADS-RES 10254
SH-CA-3 117482 —
Renal Cancer
TEED EEES
AdEE 10555
ACHN 100325
CAKH 0255
RXF 353 108,15
SN12C 1175
-10 11354
o3 BlES
Frostats Cancer
FC-2 5135
Di-142 EE]
Brexst Cancer
MCFT 5113
MOAME-2TUATCS 10375
BE 57ET 2534
ET-542 10875
T-4TD e
DA ME-458 11274
Hear 0371
Ceia EREH j—
Rangs a1 ——
150 100 50 0 100 -150

8. ADME (SwissADME)

Calculations were performed by the SwissADME web service http://www.swissadme.ch developed by the

Molecular Modeling Group of the Swiss Institute of Bioinformatics that gives free access to a pool of fast yet

robust predictive models for small molecules pharmacokinetic properties. (Sci. Rep. 2017, 7, 42717).



