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Genomics as a way for personalized medicine (also in Pca):



The clinical point of view when using genomics/genetics:

• How genomic/genetic knowledges have impacted PCa treatment?

• How deeper genomic/genetic knowledges can affect PCa treatment?

• Considerations about the potential of genomics and the role of ctDNA
in clinical management of PCa.



How genomic/genetic knowledges have impacted PCa treatment?

49 heavily pretreated mCRPC men treated with PARP inhibitor 
(olaparib 400 mg BID) 

Genomic signature of PARP inhibitor sensitivity in 16/49 (33%)

Response to PARP in 14/16 (87,5%)

TOPARP-A study



De Bono J, et al. N Engl J Med 2020; 382:2091-2102

How genomic/genetic knowledges have impacted PCa treatment?



How deeper genomic/genetic knowledges affect PCa treatment?

Saad F, ASCO GU2022
Saad F, ESMO 2022; Presentation number: 1357O



How deeper genomic/genetic knowledges affect PCa treatment?

Patients
Personalization of Tx

Saad F, ESMO 2022; Presentation number: 1357O



How deeper genomic/genetic knowledges affect PCa treatment?

Carreira S, et al. Cancer Discov. 2021;11:2812-2827.

“BRCA1/2 germline and somatic pathogenic mutations associated with similar benefit 
from olaparib; greater benefit was observed with homozygous BRCA2 deletion”.

Patients enrolled in TOPARP-B study and analyzed based on the type of mutation:



How deeper genomic/genetic knowledges affect PCa treatment?

Sixteen genes were included in these analyses, including seven HR deficiency (HRD) genes (BRCA2, BRCA1, PALB2, BRIP1, RAD51D, RAD51C and BAP1), two 
DDR genes (ATM and CHEK2), four MMR genes (MSH2, PMS2, MLH1 and MSH6) as well as NF1, RB1 and TP53.

De-identified tumor and blood massively parallel sequencing data of 21.333 cancer patients enrolled in the study

6,8%

Research of germline mutations allow 

to increase the rate of biomarker 

positive patients by 6,8% 

(compared to the somatic alone)!

6,2%

2,1%

Germline research increase the rate of 

patients BRCA1+ by 2,1% and BRCA2 by 

6,2% (not find by somatic test). 



HRR mutations might select patients more responsive to some therapies…



…but not to all!

Mateo J, et al. Eur Urol. 2018;73(5):687-693.
Castro E, et al. J Clin Oncol. 2019;37:490-503.

• Mutations of BRCA1/2 and ATM genes did not predict a better response to taxane-based chemo.
• These alteration remain prognostics. 



Considerations about the potential of genomics and the role of test in PCa.



Considerations about the potential of genomics and the role of test in PCa.



Considerations about the potential of genomics and the role of test in PCa.
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