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1. Docking experiments:

mode | affinity | dist from best mode
| (kcal/mol) | rmsd 1.b.| rmsd u.b.
----- i
1 -7.3 ©.000 ©.000

2 -7.3 2.189 4.229

3 -7.3 2.593 4.556

4 -7.1 3.565 6.032

5 -7.0 1.332 2.270

6 -6.9 2.775 5.885

7 -6.9 2.582 6.498

8 -6.8 2.357 4.425

9 -6.8 3.953 8.950

Figure S1. Docking results of erlotinib inside the EGFR binding site

mode | affinity | dist from best mode
| (kcal/mol) | rmsd 1.b.| rmsd u.b.
----- T R T T
1 -9.6 9.000 0.000

2 -9.2 8.997 1.491

3 -9.2 1.712 4.462

4 -9.1 3.374 6.715

5 -9.1 2.222 4.306

6 -8.9 3.261 7.479

7 -8.8 2.381 3.282

8 -8.8 4.164 6.640

9 -8.8 3.553 7.0083

Figure S2. Docking results of compound 4g inside the EGFR binding site



Figure S3. Overlapping the docked structure of erlotinib (red) and the x-ray crystal structure of
erlotinib (grey) inside the EGFR binding site

Figure S4. Docked eriotinib inside the EGFR binding site



Figure S5. Non-covalent interactions of docked erlotinib inside the EGFR binding site
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Figure S6. Non-covalent interactions of docked compound 4g inside the EGFR binding site

2. Biological Evaluation Details:

a) Invivo antitumor assay: Materials. Adult Swiss male mice (weighing 20-25 g) were obtained
from the Department of Pharmacology, Faculty of Pharmacy, Mansoura University, Egypt.
They were kept in microlon boxes at temperature 25 = 2 °C with a regular 12 hrs light/dark
cycle. In addition, food and water were available. EAC cells (procured from NCI, Cairo, Egypt)
were harvested and prepared, then their total number was counted.

Procedure. 7 Groups of mice (n = 4) were used.

Group 1: Negative control (no EAC cells) - received normal saline.

Group 2: Positive control (EAC cells) - received normal saline.

Group 3: EAC cells - treated with compound 3g (0.5 mg/mouse).

Group 4: EAC cells - treated with compound 4f (0.5 mg/mouse).

Group 5: EAC cells - treated with compound 4g (0.5 mg/mouse).
Group 6: EAC cells - treated with compound 4h (0.5 mg/mouse).



Group 7: EAC cells - treated with 5-fluorouracil (0.5 mg/mouse).
2 X 108 EAC cells were injected intraperitoneally in each mouse (groups 2-7). After
one day, compounds 3g, 4f, 4g and 4h, and 5-fluorouracil were administered to mice
for nine days, then blood samples were withdrawn for assessment of blood count.
Determination of tumor volume
The ascetic fluid was gathered from the peritoneal cavity and its volume was
determined. It was then centrifuged, and the packed tumor cell volume was measured.
Determination of viable tumor cell count
100 uLL Sample of EAC cells (from three mice per group) was utilized and diluted
twenty times with saline. Cells were stained with trypan blue, viable cells are not

stained, while the dead ones are stained. The number of viable cells was calculated.

3. Chemistry Details: Representative Spectra.
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