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Biological evaluation raw materials

Average of Relative viability of cells (%)

HePG-2 Caco-2
DOX
100 6.3 15.1
50 11.2 24.7
25 14.1 36.8
12.5 28.3 42.6
6.25 45.8 62.0
3.125 57.6 78.3
1.56 71.2 100
2
100 36.4 34.6
50 51.2 45.1
25 64.7 57.9
12.5 76.1 70.2
6.25 90.3 91.4
3.125 100 100
1.56 100 100
3a
100 47.4 49.4
50 58.1 60.2
25 72.6 73.8
12.5 83.5 89.5
6.25 96.0 100
3.125 100 100
1.56 100 100
3b
100 40.7 47.8
50 53.1 55.2
25 72.0 73.6
12.5 90.3 85.4
6.25 100 97.7
3.125 100 100
1.56 100 100
4

100 26.5 339
50 37.9 44.0
25 50.0 52.1
12.5 64.2 70.6
6.25 78.6 85.2




3.125 96.5 100
1.56 100 100
5
100 13.0 8.3
50 18.6 16.9
25 29.7 26.7
12.5 38.1 40.1
6.25 64.5 59.2
3.125 77.2 79.6
1.56 98.5 95.3
6
100 35.6 34.6
50 42.7 48.3
25 56.3 60.7
12.5 68.1 73.9
6.25 90.2 87.5
3.125 100 100
1.56 100 100
7
100 10.7 8.6
50 17.9 16.1
25 23.5 24.9
12.5 37.7 33.6
6.25 61.3 50.4
3.125 69.3 72.7
1.56 94.2 96.0
8
100 7.8 18.3
50 16.1 27.1
25 26.3 334
12.5 33.9 40.6
6.25 58.6 69.2
3.125 74.5 85.9
1.56 88.2 100
9
100 30.2 38.9
50 42.7 53.1
25 56.1 64.8
12.5 67.5 77.6
6.25 79.4 98.5
3.125 99.8 100
1.56 100 100
10
100 24.5 29.3
50 35.1 44.7




25 50.9 59.1
12.5 63.6 64.0
6.25 71.8 95.4

3.125 90.2 100

1.56 100 100
11

100 18.3 23.7

50 25.6 30.2

25 33.1 39.1
12.5 50.4 55.3
6.25 67.9 73.8

3.125 88.0 90.4
1.56 100 100
100 21.3 26.1

50 32.8 38.3




Lab Report

RT-PCR
Sample Results
Fold Change
code cells IC50
5 Caco2 9.78 4.508 0.436
7 Caco2 7.83 7.508 0.194
8 Caco2 13.61 4,188 0.275
Staurosporine Caco2 5.07 7.648 0.321
control Caco2 --- 1 1




Detailed results

14 Hilly Street Mortlake NSW 2137 Australia

| Corbel ' T + 61297361320
-t F + 61287361364
3 4 RESEARCH W www.corbettiifesclence.com
ADision of Corbest Life Sdence

Quantitation Report

Experiment Information

Run Name Run 2022-08-12 (1)
Run Start 2022-08-12 01:55:02 PM
Run Finish 2022-08-12 04:27:17 PM
Operator ERA
Notes
Run On Software Version Rotor-Gene 1.7.87
Run Signature The Run Signature is valid.
Gain Green 10.
Gain Yellow 9.33

Quantitation data

This report generated by Rotor-Gene 6000 Series Software 1.7 (Build 87)
Copyright £2000-2006 Corbett Research, a Division of Corbett Life Science. All rights reserved.
I1ISO 9001:2000 (Reg. No. QEC21313)

primers
Bax :F 5’- TCAGGATGCGTCCACCAAGAAG-3,

:

Bax :R5'-TGTGTCCACGGCGGCAATCATC -3".

E
&

ﬂua“tr bcl2 . F5’-ATGTGTGTGGAGACCGTCAA -3/,
Endorsed
Company bcl2  :R5-GCCGTACAGTTCCACAAAGG -3'.
0 BEE L 51340

A Glcbal

GAPDH : F 5’- GTCTCCTCTGACTTCAACAGCG-3’

GAPDH : R 5’- ACCACCCTGTTGCTGTAGCCAA-3’






Lab Report

ser

Detailed Results

EGFR

code

1C50

EC

code

Erlotenib

1C50

EC

0 30

conc

100

10

0.1

0.01

conc

100

10

1

0.1

0.01

Compound
code
7
Erlotenib

log %inh T2 T1
2 9303 30 O
1 8841 30 O
0 6808 30 0
-1 5014 30 O
2 2733 30 O
0 30 0

log %inh T2 T1
2 9573 30 O
1 9285 30 O
0 8006 30 0
-1 5763 30 O
2 3688 30 O
0

AT

30

30

30

30

30

30

AT

30

30

30

30

30

30 100

RFU2

6.97

11.59

31.92

49.86

72.67

100

RFU2

4.27

7.15

19.94

42.37

63.12

y = 16.967 % +B5.393
160 1
E + £ T
—'..—l—-"-@ﬂ'—‘ ———
: 4o

rt

RFU1

0

RFU1

0

EGFR
1C50
uM
SD
+
0.124 0.009
0.033 0.002
ARFU slope K.Activity
6.97 3.3333 8.36408
11.59 3.3333 13.9081
31.92 3.3333 38.3044
49.86  3.3333 59.8326
72.67 3.3333 87.2049
100 3.3333 120
ARFU slope K.Activity
4.27 3.3333 5.12405
7.15 3.3333 8.58009
19.94  3.3333 23.9282
42.37 3.3333 50.8445
63.12 3.3333 75.7448
100 3.3333 120
Erlotenib y = 16.282% + 7263
10—
- # b
—’__n—:ﬂf Lirar i 1]
-; -\IZ -Il o 1 2 a




ser

Compound
code
1 7
*kk Sorafenib

Detailed results

VEGFR2

MW

g/mol

293

464.8

VEGFR2
IC50
SD
umv
+
0.221 0.009
0.043 0.002

code IC50 conc log %inh T2
7 100 2 92.44 30
10 1 87.03 30
1 0 64.12 30
0.1 -1 44.03 30
0.01 -2 2241 30
EC 0 30
I
code IC50 conc log %inh T2
Sorafenib 100 2 95.93 30
10 1 92.08 30
1 0 80.89 30
0.1 -1 53.47 30
0.01 -2 35.81 30
EC 0 30
Bl
y = 18.306x + 62006
e
B =
: 4 oo 1 oz 3

T1

0

T1

AT RFU2 RFU1
30 7.56 0
30 12.97 0
30 35.88 0
30 55.97 0
30 77.59 0
30 100 0
AT RFU2 RFU1
30 4.07 0
30 7.92 0
30 19.11 0
30 46.53 0
30 64.19 0
0

30 100

ARFU slope K.Activity
7.56 3.3333 9.07209
12.97 3.3333 15.5642
35.88 3.3333 43.0564
55.97 3.3333 67.1647
77.59  3.3333 93.1089
100 3.3333 120
I
ARFU slope K.Activity
4.07 3.3333 4.88405
7.92 3.3333 9.5041
19.11 3.3333 22.9322
46.53  3.3333 55.8366
64.19 3.3333 77.0288
3.3333

100 120

Sorafenih

y = 15.885x +71.636




Docking
simulation
figures



2D binding mode of co-crystallized ligand inside Bcl-2 binding pocket (PDB: 4AQ3)
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3D binding mode of co-crystallized ligand inside Bcl-2 binding pocket (PDB: 4AQ3)
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2D binding mode of 2-oxo-1'H-spiro-indoline-3,4'-pyridine 7 inside Bcl-2 binding pocket (PDB: 4AQ3)



3D binding mode of 2-oxo-1'H-spiro-indoline-3,4'-pyridine 7 inside Bcl-2 binding pocket (PDB: 4AQ3)



2D binding mode of co-crystallized ligand inside the EGFR binding pocket (PDB: 1M17)



3D binding mode of co-crystallized ligand inside the EGFR binding pocket (PDB: 1M17)



2D binding mode of 2-oxo-1'H-spiro-indoline-3,4'-pyridine 7 inside the EGFR binding pocket (PDB: 1M17)



3D binding mode of 2-oxo-1'H-spiro-indoline-3,4'-pyridine 7 inside the EGFR binding pocket (PDB: 1M17)



2D binding mode of co-crystallized ligand inside the VEGFR-2 binding pocket (PDB: 4ASD)
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3D binding mode of co-crystallized ligand inside the VEGFR-2 binding pocket (PDB: 4ASD)



2D binding mode of 2-oxo-1'H-spiro-indoline-3,4'-pyridine 7 inside the VEGFR-2 binding pocket (PDB: 4ASD)



3D binding mode of 2-oxo-1'H-spiro-indoline-3,4'-pyridine 7 inside the VEGFR-2 binding pocket (PDB: 4ASD)



