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Tissue vs liquid vs germline

The right tool for the right question

Gerratana L, Davis AA, Shah AN, et al. Curr Treat Options Oncol, 2019; doi:10.1007/s11864-019-0667-9



Incidence of detectable alterations

What do you see when you scale it up?

Gerratana L, Movarek M, Wehbe F, et al. JCO Precis Oncol, 2022; doi:10.1200/PO.21.00289



What’s the role for ctDNA in MBC? SAFIR02



Genomics to select treatment for patients with metastatic breast cancer

Doesn’t SAFIR02 say another story?

Andre F, Filleron T, Kamal M, et al. Nature, 2022; doi:10.1038/s41586-022-05068-3



PFS according to ESCAT classification

Genomics to select treatment for patients with MBC

Andre F, Filleron T, Kamal M, et al. Nature, 2022; doi:10.1038/s41586-022-05068-3



Subgroup analisys

Genomics to select treatment for patients with MBC

Andre F, Filleron T, Kamal M, et al. Nature, 2022; doi:10.1038/s41586-022-05068-3



Is this really unexpected? 



The ESCAT classification

How to translate all of this to the clinic?

Pastò B, Buzzati G, Schettino C, in preparation



The ESCAT classification

How to translate all of this to the clinic?
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Do we have any ESCAT tier I/II in breast cancer?



Apparently all over the place

Do we have any ESCAT tier I/II in breast cancer?

Gerratana L, Davis AA, Velimirovic M, et al. JCO Precis Oncol, 2023



ESR1 between resistance and monitoring



The PADA-1 design

In the previous episode

Cabel L, Delaloge S, Hardy-Bessard A-C, et al. J Clin Oncol, 2023; doi:10.1200/JCO.2023.41.16_suppl.1002

PADA-1

Phase 3 trial to evaluate the utility of monitoring the onset of ESR1mut in cell-free DNA of patients receiving

Included pts had no prior therapy for MBC and no overt resistance to AI.



Updated PFS results - primary endpoint

The PADA-1 design

Cabel L, Delaloge S, Hardy-Bessard A-C, et al. J Clin Oncol, 2023; doi:10.1200/JCO.2023.41.16_suppl.1002



PFS2 results - secondary endpoint

Are we really impressed?

Cabel L, Delaloge S, Hardy-Bessard A-C, et al. J Clin Oncol, 2023; doi:10.1200/JCO.2023.41.16_suppl.1002



From resistance to selection: a new life for ESR1



Progression Free Survival in the ESR1 mutated subgroup

The Phase III trial EMERALD

Bidard FC, Kaklamani VG, Neven P, et al. J Clin Oncol, 2022; doi:10.1200/JCO.22.00338



CDK4/6i beyond progression: subgroup analysis, PFS

CDK4/6i BP: can liquid biopsy give us a hint?

Gerratana L, Davis AA, Velimirovic M, et al. JCO Precis Oncol, 2023; doi:10. 1200/PO.22.00531



The PACE study: all comers, PFS

CDK4/6i BP: can liquid biopsy give us a hint?

Mayer EL, Ren Y, Wagle N, et al. Cancer Res, 2023; doi:10.1158/1538-7445.SABCS22-GS3-06



Subgroup analysis according to PIK3CA, ESR1 and RB1 status

The PACE study

Mayer EL, Ren Y, Wagle N, et al. Cancer Res, 2023; doi:10.1158/1538-7445.SABCS22-GS3-06



Subgroup analysis according to CTCs staging

The PACE study

Gerratana L, Ren Y, Reduzzi C, et al. J Clin Oncol, 2023; doi:10.1200/JCO.2023.41.16_suppl.1059



CTCs dynamics across treatment arms

The PACE study

Gerratana L, Ren Y, Reduzzi C, et al. J Clin Oncol, 2023; doi:10.1200/JCO.2023.41.16_suppl.1059



Fragmentomics: following the trail of crumbs



Metastatic breast cancer, a MAGNETIC ground proof

Fragmentomics: following the trail of crumbs

Franzoni A, Foffano L, Molteni E, et al. in submission



Inferring gene expression from cell-free DNA fragmentation profiles

An EPIC(seq) lighter leap

Esfahani MS, Hamilton EG, Mehrmohamadi M, et al. Nat Biotechnol, 2022; doi:10.1038/s41587-022-01222-4



Brace yourself, Winter Has Come

Wrapping up

Don’t miss the technology for the methodology

Expect a higher benefit with solid biomarkers 

Breast Cancer has ESCAT I/II mutations that soon will be part of our algorithms
1

Extended and targeted characterizations are different

Targeted panels will be recommended as new, mutation driven, drugs will be introduced in the clinic

Extended panels should be used in clinical trials only to select future ESCAT I/II mutations or MTBs
2

The world as we know it will end up soon

Alternative resistance mechanisms are emerging as new agents are being introduced to the clinic

Such complexity can only be mastered with AI algorithms able to detect multi-feature patterns 
3
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