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Breast cancer: genetic testing soars after Angelina 

Jolie's double mastectomy 

After Jolie, women less shy to 

investigate mastectomies 



Great media impact that sometimes dominates the scientific 
aspects 

RISK REDUCING SURGERY 



 

   



The Panel recomend that women with breast cancer who are less  than 

or equal 35 yrs or premenopausal or CARRIER  of  a KNOW BRCA1\2 

mutation consider additional risk reduction strategy.  

Following appropriate risk assessment and counselling 
 

This process should involves multidisciplinary consultation prior the surgery 

 

 



RECOMMENDATIONS – SURGERY 



Surgical management on the ipsilateral side for women diagnosed 

with breast cancer with a BRCA1/2 mutation 



              STATEMENTS OF EVIDENCE  

   SURGICAL RISK-REDUCING STRATEGIES 

CONTRALATERAL RISK-REDUCING MASTECTOMY 

 

Survival outcomes 

 

It is unclear whether contralateral risk-reducing mastectomy 

(compared to no contralateral risk-reducing mastectomy) 

improves overall survival or breast cancer-specific survival in 

women with breast cancer and a BRCA1/2 mutation. 

Contralateral breast cancer 

 

Contralateral risk-reducing mastectomy (compared to no 

contralateral risk-reducing mastectomy) substantially 

decreases (by more than 90%) the risk of contralateral breast 

cancer, particularly in younger women (less than 50 years) 

with breast cancer with a BRCA1/2 mutation. 



The survival advantage remained after matching for oophorectomy, gene, grade 

and stage: HR 0.37 (0.17–0.80, p = 0.008) CRRM appeared to act independently 

of RRBSO.  

CRRM appears to confer a survival advantage. If this finding is confirmed in a 

larger series it should form part of the counselling procedure at diagnosis of the 

primary tumour. 

The indication for CRRM in women who have had RRBSO 

also requires further research. 



We examined the efficacy of CRRM on overall survival in mutation carriers with 

a history of PBC. From a Dutch multicentre cohort, we selected 583 BRCA-

associated PBC patients, being diagnosed between 1980 and 2011. 

Survival benefit was especially seen in young PBC patients (<40 years), in 

patients having a PBC with differentiation grade 1/2 and/or no triple-negative 

phenotype, and in patients not treated with adjuvant chemotherapy 

Int. J. Cancer: 136, 668–677 (2015) VC 2014 UICC 



…and those who harbor a deleterious mutation in BRCA1 or BRCA2 are 

frequently considered to be at highest risk of local failure, leading to 

speculation that more-aggressive surgical treatment is warranted in these 

patients. 

For those at inherited risk, a more-aggressive surgical approach may be preferable, 

however; patient age,ER status, stage of the index lesion, and individual patient 

preferences should all be considered in the surgical decision-making process. 



BREAST PROPHYLACTIC SURGERY  

 Most effective if implemented  before the age of 40 

 

 Functional and aesthetic irreversible changes 

Inevitable conditioning of the psycho-physical 
aspects of the women with undeniable 
implications of the life’s relationship  

 

  



Literature more and more consistent , 

BUT 

 Fragmented and uneven casistics 

 No randomized trials 

 Small number of patients 

 Limited follow-up 

 Different surgery  

 Different indications  (≠ USA/Europa) 

 Different reimbursement (USA insurance – Italia 

/EuropaDRG) 

RISK REDUCING SURGERY 



Limitations of Current Studies 

No RCTs 

Difficult since women be reluctant to randomize 

regarding their decision 

 Justifying randomization of women to control 

group is problematic. 

 Long follow up period 

Difficulty blinding participants and investigators  

 



ETHICAL ISSUES  



HEALT CARE SYSTEMS 



RISK REDUCING SURGERY 

 WHY ? 

 FOR WHOM ? 

 WHAT SURGERY ? 

 HOW ? 

 TIMING ? 

 WHICH UPTAKE ? 

 WHERE ? 



RISK REDUCING SURGERY 

WHY ? 



Conclusions: In healthy BRCA1/2 mutation carriers, BRRM when compared with 

surveillance reduces BC risk substantially, while longer follow-up is warranted 

to confirm survival benefits. 

Annals of Oncology  24: 2029–2035, 2013 



Manchester Genetic Medicine Database 

A total of 691 female BRCA1/2 mutation carriers were identified in the Genetic 

Medicine database from BRCA families ascertained between February 1980 and 

December 2011. This cohort included 346 BRCA1 carriers and 345 BRCA2 

carriers 



Risk Reducing Surgery Vs Observation 



Risk Reducing Surgery by Age  



Risk Reducing Surgery Vs Intensively Screened 



 Their analysis included four prospective studies and 

estimated a 93 % reduction in breast cancer risk. 

 The fact that only 4 of 627 women undergoing risk-

reducing mastectomy had a diagnosis of breast cancer 

could be encouraging, but the median follow-up period 

for all the included studies was only about 4 years. 

Results. Meta-analysis of four prospective studies, including 2635 patients, 

demonstrated a significant risk reduction of breast cancer  incidence in BRCA1 and 

BRCA2 mutation carriers receiving BRRM (HR 0.07;95 % CI 0.01–0.44; p = 0.004). 



…. SOME LIMITATIONS…… 

 they found that in patients who underwent BRRM plus 

RRSO the benefit was confirmed (HR 0.11; p = 0.03) but 

was slightly lower than the one recorded in patients 

receiving BRRM without RRSO(HR 0.06; p = 0.005). 

 it was not possible to delineate a correct 

standardization by age 

 they only analyzed studies of a prospective nature 

because randomized studies have not been published in 

this setting, probably because they are ethically 

unacceptable. 



 GUIDELINES 

… BUT…. 



Recent reports suggest that as many as 

80% of women submitted to prophylactic 

mastectomy resulting from limited risk 

assessment and counseling are not BRCA 

carriers or carry an inordinate risk for 

these mutations 

Editorial revisited  Fam Cancer 2012 

RISK REDUCING SURGERY 
FOR WHOM ? 





  



….and  Italy ???? 



WHAT RISK REDUCING SURGERY ?  

http://www.tvoggisalerno.it/Upload/sala_operatoria%5B1%5D.jpg


   WHAT SURGERY ?  

TOTAL MASTECTOMY ( without reconstruction  !!!!) 



   Nipple-Sparing Mastectomy 

IT’S 

REALLY 

SAFETY ?  



NIPPLE SPARING MASTECTOMY 

 “BREAST TAIL” AND 

SUPERIOR AREA 

 RETROAREOLAR AND BELOW 

THE NIPPLE  

 INFRAMAMMARY FOLD  

POSSIBLE LOCATION OF GLANDULAR RESIDUAL 



WHAT SURGERY ? 

Conclusions. The probability of nipple involvement by premalignant 

or malignant lesions in the NAC of BRCA mutation carriers is low at 

time of prophylactic mastectomy,but higher (10%) in women 

undergoing therapeutic mastectomy.NSM may be appropriate and 

oncologically safe for selected women with BRCA mutations. 



WHAT SURGERY ? 



 GUIDELINES 



 GUIDELINES 



 GUIDELINES 



 Little is known about how these individuals in fact make these decisions 

- particularly, what stresses they face in making these decisions, and 

what roles, if any, health care providers and others may play 

 These issues are important since many women who might benefit from 

prophylactic surgery do not undergo it 

RISK REDUCING SURGERY 

UPTAKE 



TIMING 



Bilateral risk-reducing mastectomy  
•Bilateral risk-reducing mastectomy is appropriate only for a 

small proportion of women who are from high-risk families 
and should be managed by a multidisciplinary team 

WHERE 



REQUIREMENTS FOR MANAGEMENT OF BRCA 

MUTATED WOMEN 

 Multidisciplinary Dedicated Team 

 Time !   



Breast Unit Humanitas: flow chart high risk patients 



Breast Unit Humanitas Cancer Center: 2009-2014 

Nipple Sparing Mastectomy : total number 273  



Breast Unit Humanitas Cancer Center: 2009-2014 

Mutation BRCA1/2: 17 patients 

The other 10 patients had monolateral prophylactic mastectomy without genetic test 

 or with negative genetic test, but all of them had history of breast cancer 



–  

ITALIAN 

PROGRAM 

FOR BREAST 

CENTRES. 





...must provides specific training and pathway for 

   the prevention and diagnosis for women with genetic risk 

   or high risk family. 

 

…must provides specific clinic for risk-reduction options whit  

   all the specialists ( onco-genetist, breast and plastic surgeon , 

   psyco-oncologist , nursing ,ginecologyst,radiologist)     

 

  



Breast Cancer Genes Found

Clip

• BRCA1 (for BReast  

CAncer  gene 1) was 

described in 1990 on 

chromosome 17, 

isolated in 1994

• BRCA2 was isolated  

on chromosome 13 in 

late 1994

• BRCA3?

   In summary NSM is one risk-management 

option for BRCA gene mutation carriers but 

it should only be provided within a Breast 

Unit. Complications, reoperation, and 

potentially negative impacts on 

psychosocial and physical functioning 

require careful preoperative counseling 

and individualized, patient- driven 

decisions.  

 
 


