Computational Report

In silico activity predictions were carried out for three compounds to compare calculated
fit with the T315] mutant of BCR-ABL kinase. The three compounds were:

e NRC-21T (according to the invention);
e Ponatinib (according to the prior art); and
NRC-21A (reference compound).

The structures of these three compounds are given below.
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The parameters of the computational work were as follows.

PDB ID: 3IK3

Chain: A

Classification: Transferase

Software: Autodock vina

Binding site Prediction: Grid based approach
Software Used - Ligandfit

Scoring Table (Ligandfit)

Molecule Scoring Value H-Bond Residues
-PLP1 -PLP2 | LigScore2 | D-Score
Ponatinib 179.71 | 162.31 | 8.7 151.406 | MET318 GLU286, ASP381
NRC-21A 176.99 | 159.96 | 8.83 151.655 | MET318 GLU286, ASP381
NRC-21T 182.15 | 167.45 | 9.01 155.045 | MET318, GLU286, ASP381,GLY 321

The scoring table shows that in this in silico analysis NRC-21T is more potent than both
ponatinib and NRC-21A with a greater number of H-bonds and better scoring. This
suggests that the presence of the oxo group in the nitrogen heterocycle is an important
structural feature for the compounds of the invention.




