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Breast cancer adjuvant therapy 

ISTITUTO NAZIONALE 

PER LO STUDIO 

E LA CURA DEI TUMORI 



“Breast cancer is a systemic disease 
in that, tumor cells were likely to 
have been disseminated 
throughout the body by the time 
of diagnosis and that more 
expansive locoregional therapy 
was unlikely to improve survival” 



Lesson from 30 years of research 

Absolute gain in breast 
cancer mortality 

6.2% 

4.1% 

2.8% 

EBCTCG 2011; EBCTCG 2012 



Prognostic and predictive factors 

Prognostic factors provide information on clinical outcome independent of 
therapy, and could help to select those patients most at risk for recurrence. 
 
Predictive factors provide information on the likelihood of response to a given 
therapeutic modality, leading to the personalization of adjuvant therapy. 



Decision making 





 
Common commercially available 

prognostic gene signatures  

 



Oncotype Dx or RS assay for patients with ER+, LN- disease: 

• 16 cancer and 5 reference genes from 3 studies: 

Category  RS  0-100 

Low risk RS <18 

Intermediate risk RS ≥18 to ≤31 

High risk RS ≥ 31 
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Recurrence Score distribution 
by grade and by Ki-67  

Gluz O et al. J Clin Oncol 2016  



Utility of OncotypeDx 
(in the presence of a dedicated path) 

It has been argued that RS can be supplanted by improvements in 
pathologic grading and quantitative hormone receptor scoring.  
 
However, the PlanB study suggests that this may not be true. 
Even with central laboratory grading, 6 percent of high-grade 
tumors had a low RS and 5 percent of low Ki67 tumors had a 
high RS.  
 
Further, the reproducibility of grade as well as measures of 
proliferation such as immunohistochemistry analysis of Ki67, is 
poor between central and local laboratories. 
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What about chemotherapy 
reduction? 



Conclusions (2)  



Considerations for the future 

Disseminated tumor cells 
(DTC) on BMA assessment 

Prognostic in EBC 
Marker of recurrence 

Circulating tumor cells (CTC) Poor survival after NACT or 
primary breast cancer surgery 

cf-DNA (cell free-DNA) 
Plasma miRNA 

Markers of relapse in EBC 



Grazie 



EBCTCG 2011 

Compared with no treatment, the use of anthracycline-containing regimen 
was associated with the following outcomes at 10 years: 

Risk of recurrence Significant 
improvement 

RR 0.73 Absolute gain of 8% 

Breast cancer 
mortality 

Significant reduction RR 0.79 Absolute gain of 6.5% 

Overall mortality Significant reduction RR 0.84 Absolute gain of 5% 

Compared with no treatment, the use of CMF was associated with these outcomes 
at 10 years: 

Risk of recurrence Significant 
improvement 

RR 0.7 Absolute gain of 
10.2% 

Breast cancer 
mortality 

Significant reduction RR 0.76 Absolute gain of 6.2% 

Overall mortality Significant reduction RR 0.84 Absolute gain of 4.7% 



Anthracycline-based therapy vs. CMF 

The use of “standard” doses of anthracyclines was associated with the 
following outcomes at 10 years compared with CMF (n=5122 women) 

 

 

 

 

The use of higher cumulative doses of anthracyclines (> 4 cycles, to 
cumulative dose of >240 mg/m2) compared with CMF was associated with 
the following outcomes at 10 years (n=9572) 

No improvement in the risk of recurrence (RR 0.99) 

No improvement in breast cancer mortality (RR 0.98) 

No improvement in overall mortality (RR 0.97) 

Reduction in risk of 
recurrence 

RR 0.89 Absolute gain of 2.6% 

Reduction in breast cancer 
mortality 

RR 0.80 Absolute gain of 4.1% 

Reduction of overall 
mortality 

RR 0.84 Absolute gain of 3.9% 



EBCTCG 2012 meta-analysis 

Trials where the same control regimen was used in both arms (n=11,167 
women) (8 year outcome): 

 

 

 

 

 

Trials where the number of cycles in the control anthracycline regimen was 
doubled to mirror the addition of cycles of taxanes to anthracyclines 
(n=33,084) (5 year outcome): 

Reduction in risk of 
recurrence 

RR 0.84 Absolute gain of 4.6% in RFS 

Reduction in breast cancer 
mortality 

RR 0.86 2.8% improvement in breast 
cancer-specific OS 

Reduction in overall mortality RR 0.86 3.2% improvement in OS 

Reduction in risk of 
recurrence 

RR 0.86 Absolute gain of 2.9% 

Reduction in breast cancer 
mortality 

RR 0.88 Absolute improvement of 
1.4% 

Reduction in overall 
mortality 

RR 0.9 Absolute improvement of 
1.2% 



Adjuvant treatment and survival improvement 
over the past 40 years 


