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initiation site. Looping is probably the most viable model of 

enhancer action in the light of recent experimental findings 

(Irani et al., 1983; Mukherjee et al., 1988; Muller et al . , 

1989). In the sliding model, enhancers andjor proteins bound 

to enhancer sequences recruit a target factor which then 

slides along the DNA to the start site to promote efficient 

transcription. Other models propose that enhancers somehow 

induce a conformational change in the chromatin fiber which 

promotes RNA pol II activity, or act to direct the surrounding 

regions of chromatin to a nuclear compartment enriched in 

transcription factors (recent reviews of enhancer mechanisms 

can be found in Schleif, 1988; Jeang and Khoury, 1988; 

Marriott and Brady, 1989). 

The experiments of this study did not investigate 

orientation independent activation of transcription, or 

enhancer action at a distance. It is known, however, that the 

TATA box alone is not sufficient for the full response to a 

remote enhancer in vivo, which requires the presence of one 

or two factor binding motifs immediately upstream of the TATA 

box (Dierks et al., 1983; Green et al., 1983). It would be a 

straightforward exercise to generate templates for testing the 

ability of enhancer motifs to function in the cell-free system 

under such circumstances; cis-acting elements, such as 

PEA1/AP-1 and PEA3 binding sites, can be cloned into p371 in 

opposite orientation to the minimal promoter, at various 
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distances, or downstream of the G-less cassette, and tested 

for transcriptional activity in vitro. This remains as an 

interesting avenue for future studies. 
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