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DNA repair background: Genome integrity relies on the repair of DNA damage
that can arise due to intrinsic sources (e.g. metabolism) and extrinsic sources

(e.g. chemotherapy). DNA damage response (DDR) pathways require the coordinated
action of numerous proteins to manipulate the DNA and repair the damage.

e FANCD2 is a hub protein in DNA repair:
y FANCI-FANCD2 is a DNA clamp involved in the repair of
p N DNA interstrand crosslinks'. Mono-ubiquitination of
Y ! FANCD?2 is critical for this role. We have recently shown
' that FANCD2 is a hub for binding of a short linear motif
> _ (SLiM), that we term a D2-interacting motif or DIP-box>.
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‘* 3 Binders as SLiM probes: To understand the
roles of each DIP-box, | am developing binders
1 S i to selectively recognise each DIP-box thereby
. P A sterically blocking the interaction with FANCD2.
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DIP-boxes, | have generated designs with ipTM>0.75 oeptides indicate encouraging selectivity.
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