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Abstract (en)
[origin: WO0162780A1] The invention provides a system for modulating the expression of a target gene in a subject wherein a defined response
element for a DNA binding domain modulates expression of said target gene. The invention system comprises two chimeric proteins, each
containing the dimerization domain of a member of the steroid/thyroid hormone nuclear receptor superfamily, one of which is non-endogenous to
the subject. In addition, the first chimeric protein contains a DNA binding domain to which the target gene is responsive and the second chimeric
protein contains a transcription modulating domain, such as a transcription activator or a transcription repressor. In one embodiment of the invention,
two invention systems form a dimer having the properties of a native heterodimer or homodimer. In another embodiment, only the first chimeric
protein contains a DNA binding domain and only the second chimeric protein contains a transcription activating domain. The functional entity
formed by association of the first and second chimeric proteins can be designed to transactivate transcription by complexing with a DNA binding
recognition site that does not have the 2-half site format common to response elements for members of the steroid/thyroid hormone nuclear receptor
superfamily. Thus, certain of the invention systems cannot functionally interact with endogenous proteins in the way that wild type receptors do.
The invention further provides nucleic acid sequences encoding the invention chimeric proteins, cells containing such nucleic acid sequences, and
methods for using the invention chimeric proteins to modulate expression of one or more non-endogenous genes in a subject organism.
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