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Bcl-2 protein fusion with Bak Peptide: homology modeling and analysis

ZHEN G Carrhui ,ZHOU Yowjun” ,ZHU Ju,CHEN Jun L | Yao-wu,SHEN G Churrquan ,SON G Yurrlong, JIAN G Qing-feng,
L UJia-guo (Department of Medicinal Chemistry , School of Pharmacy , Second Military Medical University , Shanghai 200433,
China)
[ ABSTRACT] Objective:To investigate the interactions between Bcl-2 protein, a new target for anticancer agents, and its sub-
strate proteins. Methods: A homologous 3D model of Bcl-2 protein fusing with Bak peptide was established and the reliability of
the model was assessed. The active site cavities of Bcl-2 in the complex and in free state were compared. The key residues and
the active sites of Bcl-2 protein for interaction with the substrates were identified, and their fuson with 2 representative inhibi-
tors was analyzed. Results: The constructed complex had a reliable structure. Obvious changes were found in the active stes of
Bcl-2 protein in the constructed complex , especialy in the regions arounda 3. The acid and basic resdues on the sde of active
sites and the hydrophobic residuesin the bottom of active sites were important for binding with the substrate proteins, which ac-
corded well with the results of biological resdue mutation experiments. Conclusion : We have success ully constructed a reliable
complex model of Bcl-2 protein binding with Bak peptide.
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