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Point 1. Different Repair Pathways for Different Types of DNA Damage
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Point 2: Different DNA Damage Repair Defects Have Different “Phenotypes”
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Treatment May Target the Result (“Phenotype”) of Repair Defect
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Treatment may target
the PROCESS of
repair deficiency

Example: Synthetic lethality of
PARPI in HR-deficient cells
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Treatment May Target the PROCESS of Repair Deficiency
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Outcomes of OlympiA 10 years after FPI
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Outcomes of OlympiA 10 years after FPI
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Analysis of IDFS by HR status
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Problem: How to measure the process

Cause Effect Result

Component Genomic scar
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Multiple mechanisms of PARPI resistance

Resistance to therapy caused by intragenic deletion in

BRCA2
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Diverse BRCAT and BRCAZ2 Reversion Mutations in
Circulating Cell-Free DNA of Therapy-Resistant
Breast or Ovarian Cancer

Britta Weigelt', Inaki Comino-Méndez?, Ino de Bruijn’, Lei Tian®, Jane L. Meisel*®,
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Carol Aghajanian?, Larry Norton?, Rajmohan Murali', David M. Hyman?,
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Number of patients

PARPI resistance mechanisms
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Scars may remain ...
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Summary

* Not all defects in DNA damage repair are the same (DDR is a very broad term)
* Not all defects in DNA damage repair are (currently) targetable

« The results of some defects are targetable (e.g. MSI, TMB)

* The process of some defects are targetable (e.g. HRD)

e Current assays are largely measuring results, not process
« Dynamic measurement of process may maximize benefit of certain treatments
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