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Aug 28, 2014 Servo ac Ad-ec servo Servo ac Ad-ec servo Servo ac Ad-ec servo Servo ac Ad-ec servo Servo ac Ad-ec servo Servo ac Ad-ec servo Servo ac Ad-ec servo. The primary goal of this research plan is to establish a high resolution structure of the membrane-embedded domain of NtRTI-NNRTI K101E HIV-1 reverse transcriptase. Accomplishing this goal will establish the overall fold of the entire protein and
provide a detailed structural framework to evaluate how this drug-resistant mutation in an anti-HIV drug target alters the structural framework of the proteins. Specifically we will: (1) synthesize a highly ordered and purified protein domain of K101E, 2) use single crystal x-ray crystallography to determine its three dimensional structure, (3) use the structural results to establish the molecular details of how this drug
resistant mutation alters the HIV-RT protein, and 4) validate the overall conclusions of this structure using x-ray and NMR spectroscopic methods, as well as free energy calculations using molecular dynamics simulations. Due to the well- known difficulties in the crystallization of membrane proteins, we are currently using a method of phase separation, pioneered in our laboratory, to obtain high-quality crystals for our
structure determination. Our goal is to demonstrate that this strategy can be readily adapted to other membrane proteins. Given the recent explosion in the number of newly discovered anti-HIV drug targets, the information gained from this work will be crucial in the development of next generation HIV-1 reverse transcriptase inhibitors. [unreadable] [unreadable] [unreadable] [unreadable]Fluorescence correlation
spectroscopy study of the functional state of the cytosolic domains of CFTR. CFTR belongs to a large family of ATP-dependent chloride channels and ATP-binding cassette (ABC) transporters and is widely expressed in human tissues. At the surface of human epithelial cells, CFTR is attached to the cell membrane as a part of a larger complex called an ABC transporter supercomplex (ABC-SC). The exact composition
and structure of this complex are still unknown and, thus, investigation of its structure and function is
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