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Hox genes regulate the onset of Tbx5 expression in the forelimb
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Conservation of the Thx5 forelimb regulatory element

The forelimb/pectoral fin-specific expression pattern of 7hxJ5 is conserved in
all vertebrate species analysed and one would therefore expect this
regulatory element to be conserved. Phylogenetic footprinting has
proven very useful for the identification of many essential regulatory
regions (reviewed by Boffelli et al., 2004); however, this type of analysis failed to
detect any conserved non-coding elements (CNEs) within 7hx5 intron 2. Although
we found a CNE among amniotes (i.e. chicken and mammals) in silico, this
was distinct from the forelimb-expression regulatory element we have
characterised in vivo and in vitro, and this CNE was not able to drive reporter
expression when assayed in our system (Fig. 1A, construct 0.8 RV). When we
looked for and analysed CNEs more closely within the intron 2 sequence, we
found various stretches of DNA that were conserved only between mammals. The
most distant phylogenetic conservation detected lay within the opossum genome
and the region of conservation contained only one of the six Hox binding
sites (Hbs4) that we have shown here to be required for forelimb expression
in the mouse.
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