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Intracellular protein interaction mapping with

FRET hybrids

Xia You*, Annalee W. Nguyen**, Abeer Jabaiah*, Mark A. Sheff*, Kurt S. Thorn*$, and Patrick S. Daughert

*Department of Chemical Engineering, University of California, Santa Barbara, CA 93106; and *Bauer Center for Genomics Research, Roon

Harvard University, 7 Divinity Avenue, Cambridge, MA 02138
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A quantitative methodology was developed to identify protein
interactions in a broad range of cell types by using FRET between
fluorescent proteins. Genetic fusions of a target receptor to a FRET
acceptor and a large library of candidate peptide ligands to a FRET
donor enabled high-throughput optical screening for optimal in-
teraction partners in the cytoplasm of Escherichia coli. Flow cyto-

metric screening identified a panel of peptide ligands capable of
reconnizinag the tarnet recentars in the intrarellular environment

desirable to screen for interactions directly in t
specific animal or plant cell type. Finally, becaus
are composed of several unique protein-inter
(13), it can be difficult to match interaction part
spatially segregated domains on the target protei
level mapping information would aid in deve
detailed picture of protein network structure tk
comnetitive ar connerative interactinns (viven -
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