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Supplementary Figure S1: Schematic representation of FOXA2 and sequence alignment of 

forkhead domain with other forkhead transcription factors. (A) Domain structure of FOXA2 

protein. DBD is shown in red; transcriptional activation domains (TADs) are shown in blue. (B) 

Sequence alignment of FOXA2 forkhead domain with other Forkhead proteins. Secondary 

structure elements (based on FOXA2-DBD/DBE2 complex) are indicated at the top. Identical 

amino acids are highlighted in red box, and similar amino acids are highlighted in yellow box. 
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Supplementary Figure S2: Comparison between overall binding signatures of FOX 

protein-DNA complexes. Cartoon representations (top) and schematic diagrams (bottom) are used 

to visualize DNA target sites bound by (A) FOXA2-DBD, (B) FOXA3-DBD, (C) FOXO1-DBD. 

Polar contact maps (bottom panels) are shown for backbone (outer circle), minor groove (middle 

circle) and major groove (inner circle) contacts. Such maps allow for visualization of different 

overall contacts (particularly in the loop regions) across FOX proteins when bound to their target 

DNA. Images were generated with DNAproDB
1
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Supplementary Figure S3: Recognition of DNA shape and electrostatic potential. For the 

FOXA3-DBD/TTR complex, the narrowing of the minor groove is accompanied by an increase in 

negative electrostatic potential. Even though Arg210, which shows signatures of shape readout 

recognition, is not located at the minor groove width minimum, it is positioned in a region of 

increased negative electrostatic potential. Minor groove is shown as a solid orange line and 

electrostatic potential as a dotted red line. Electrostatic potential was calculated with DelPhi as 

described previously
2
.  
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