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SUMMARY/ABSTRACT The development of effective therapeutic strategies for combating blood-borne parasitic infections (like malaria) will require an enhanced understanding of the ability of the parasite to invade human cells at the molecular level. To this end, we propose to study the mechanism of invasion of human cells by the Plasmodium
falciparum malaria parasite. We will use state-of-the-art cryo-electron tomographic and computational approaches to visualize parasite invasion in 3D, and to attempt to link this information to known and predicted parasite structures. The central hypothesis of this proposal is that hemoglobin is used by the parasite as a dietary source for invasion of
human cells, and that this process is inhibited by the human host. To test this hypothesis, we propose to: 1. Identify and characterize the host cell receptors that facilitate invasion; 2. Characterize the parasite-expressed adhesin-like proteins (malaria proteins like the variable erythrocyte membrane protein (PfEMP1)) that mediate invasion; 3. Identify the
molecular determinants of erythrocyte invasion using a cell-free system. The specific goals of this project are: A) to use computational molecular dynamics to model the complex between parasite ligand and host cell receptor, to predict the potential of P-fEMP1 proteins to bind to host receptors, and to engineer mutations of P-fEMP1 that disrupt its
interaction with the cell receptor; B) to identify the host cell receptors that interact with P-fEMP1 through co-crystallization of P-fEMP1 with its host cell receptor; C) to use the location of known malaria parasite-derived structure-function motifs to predict potential novel domains in PfEMP1 that may interact with host cell receptors and/or mediate
invasion; D) to identify the molecular determinants of erythrocyte invasion by characterizing recombinant mutant PfEMP1 proteins that vary in the ability to bind to the erythrocyte. This project will therefore explore three areas
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Compact discs (CDs) were introduced in 1987. A compact disc (CD) is a thin, typically plastic, data storage medium that can read and record digital information. The first compact discs used standard audio CDs (red Book), but CD-R (recordable) and CD-RW (rewritable) discs are now more common. A set of CD-ROM media is commonly called a "CD-ROM
drive" or "CD drive." A CD is typically paired with a CD-ROM drive in a CD player or other device that plays CDs. A CD-ROM drive is included with most contemporary personal computers, mobile phones, DVD drives, and CD-ROM-based game consoles. Pocket Fives operates via a software platform that is packed with great features such as easy to use
slot machine, shuffleboard, card and board games, hangman and arcade games. The games work on almost all devices including computers, smartphones, tablets, consoles and gaming machines.. Q Base 4.5.3 free download. Qbase is a real-time web architecture that can help secure and control remote. QBase is an authentication and access control
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