




  

Question

In M exists an alternative Rad9 recruitment pathway

What are the factors this alternative pathway depends on?

a hint from Schizosaccharomyces Pombe...

Cut5/Rad4 is required for histone independent Crb2 recruitment

Du et al, 2006





  

dpb11-1dot1∆ is hypersensitive to DNA damaging agents
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The two mutations display 
sinergistic effect 

on DNA damage sensitivity

The sensitivity of the 
double mutant is 

comparable to that 
of a rad9Δ strain
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Mec1 consensus sites on Ddc1
 are requiredfor Dot1 

independent
checkpoint activation...
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Mutating T602 to alanine 
completely abolishes Ddc1 
function in the histone 
independent Rad9 
recruitment pathway



  

Ddc1 T602 phosphorylation is required for Rad9 function in the absence of Dot1
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Mutating T602 from alanine 
back to a different Mec1

phosphorylable residue (S) 
totally rescues 

the checkpoint defect

Is this an effect of the lack of phosphorylation
 or the mutation change the conformation of the protein?







  

Dpb11 & Mec1 activation

dpb11-1 is not defective in Mec1 kinase activation, but...
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...in the absence of Dpb11
 Ddc2 phosphorylation 

is greatly reduced







  





  

How is Rad9 recruited in absence of histone H3 methylation?
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We looked for something else...
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