Molecular Modeling / Structure-Based Drug Discovery Worksheet

HINT “Lesson 3"

1.
What is the LogP for the HIV-1 protease model you have modified?

2.
After you have calculated, contoured and displayed both the “Hydrophobic/Polar” and “Acid/Base” maps, describe what you see:

a) where is the protein most hydrophobic?

b) where is the protein most polar?

c) altogether, is the protein more polar or more hydrophobic?

d) describe the character of the “binding site”.

HINT “Lesson 5"

3.
What is the LogP for the corrected ligand (A74704) model?

4.
What is the Total Interaction Constant for the initial A74704/HIV-1 complex?

5.
In the interaction table output (last few lines), which type of interaction has the largest favorable contribution?  Unfavorable contribution? 

6.
In the InterMolecular Interaction map, describe the significant interactions between the ligand and protein.

a) where are the largest polar (hydrogen bond) interactions?

b) where are the largest hydrophobic-hydrophobic interactions

c) what does the single water molecule in the active site do?

7.
What is the Total Interaction Constant for the corrected A74704/HIV-1 complex?

