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Rucaparib nelle pazienti  

con carcinoma mammario metastatico  

gBRCA wild type e HRD  



Tumori eredo-familiari della mammella 



What is the function of BRCA 1 and BRCA 2 ? 

• Tumor suppressor genes involved in DNA repair 

• Autosomally transmitted (chromosomes 17 and 13) 
 

• When mutated: higher incidence of hereditary breast and ovarian 
cancer (HBOC syndrome) 
 

HOMOLOGOUS 
RECOMBINATION 



PARP-inibitori e letalità sintetica 



BRCA, HRD and LOH 
Homologous recombination deficiency (HRD) –Dysregulation in the HR pathway (due to genetic mutations or 
alterations) leading to cellular genomic instability and an inability to efficiently repair damaged DNA. HRD positive 
cells may be more susceptible to the effects of DNA damaging agents, such as platinum agents or PARP inhibitors 
 



BRCA, HRD and LOH 





PARP-inhibitors under investigation in breast cancer 

 Olaparib 

 Talazoparib 

 Veliparib 

 Niraparib 

 Rucaparib 

Rucaparib is an orally bioavailable tricyclic indole and inhibitor of poly(ADP-ribose) polymerases 
(PARPs) 1 (PARP1), 2 (PARP2) and 3 (PARP3), with potential chemo/radiosensitizing and 
antineoplastic activities. Upon administration, rucaparib selectively binds to PARP1, 2 and 3 and 
inhibits PARP-mediated DNA repair. This enhances the accumulation of DNA strand breaks, 
promotes genomic instability and induces cell cycle arrest and apoptosis. This may enhance the 
cytotoxicity of DNA-damaging agents and reverse tumor cell resistance to chemotherapy and 
radiation therapy 

Rucaparib structure 





Phase III trials with PARP-Inhibitors  
in BRCAmut breast cancer pts 



Olaparib e Talazoparib in metastatic BRCAmut breast cancer pts 

  



Rucaparib: phase I trials 

  



Rucaparib: phase II trials 

  



Advanced Breast cancer 



Primary end-point: clinical benefit rate 
(CR+PR-SD) ≥ 16 Weeks 







Early Breast cancer 







Conclusioni 

Rucaparib è un PARP-inibitore che ha dimostrato efficacia nelle 
pazienti affette da carcinoma ovarico anche in assenza di 
mutazione BRCA ma con LOH 
 
LOH utile marker per valutare HRD, indipendentemente dal 
meccanismo implicato (somatico vs germinale) 
 
Nelle pazienti con carcinoma mammario avanzato g BRCA – 
WT dati ancora molto preliminari 
 
In corso studi di fase I e fase II nelle pazienti con carcinoma 
mammario HRD  


