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Abstract The yeast two-hybrid system was first established by Stanley Fields and OK *kyu
Song in 1989. Since then, the system has proven to be a highly efficient genetic tool for detecting
protein—protein interactions that utilizes the molecular genetics of the yeast Saccharomyces
cerevisiae. The past few years have witnessed a broad application as well as modification and
permutation of the basic two-hybird system. Such improvements as the Sos recruitment system
and mammalian two-hybrid system promise to overcome some limitations of original two-hybrid
system. Moreover, the one-and three-hybrid systems and some other related techniques can now
address an even bigger set of questions. In addition, the advanced application of the two-hybrid
system has opened the way to the systematic analysis of the protein interaction networks of the
yeast complete proteome. Taken together, all these approaches to the study of proteinprotein
interaction should greatly enrich our knowledge of a wide range of cellular process. In this
review , we introduce the principles of the two-hybrid system and the development and
improvement of this technique.
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