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The BRCA2 interactome
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HSF2BP

HSF2BP is highly conserved from fish to mammals (450 million years)

HSF2BP affects meiosis: mislocalization RAD51 and DMC1 
                           defective chromosome synapsis
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Mapping the BRCA2 - HSF2BP interaction

HSF2BP R200T no longer interacts with BRCA2

BRCA2 fragment F9 of 68 aa is minimal HSF2BP 
interaction domain

Alex Zelensky
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Mapping the BRCA2 - HSF2BP interaction

Gelfiltration of purified 
untagged HSF2BP (WT 
and R200T) with BRCA2 
F8 fragment

Joyce LebbinkSari van Rossum

HSF2BP - BRCA2 interaction is 
in 1.2 nM range

HSF2BP is a tetramer 
interacting with 2 BRCAs
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BRCA2 inactivation by HSF2BP

BRCA2 is progressively  degraded during repair

BRCA2 degradation is proteome mediated

BRCA2 degradation is ICL dependent

Proteosome inhibition still results in loss of BRCA2 from the ICL site

Inhibition of p97 segregase prevents HSF2BP-induced BRCA2 degradation
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BRCA2 inactivation by HSF2BP

Detecting HSF2BP levels in tumor may suggest therapeutic options for patients
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