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RT and local reccurrence 

N- 

Early Breast Cancer Trialists’ Collaborative Group, Lancet 2011; 378: 1707–16 

N- 

RT halves the rate at which the disease recurs and reduces the breast cancer death rate 

by about a sixth.   

These proportional benefits vary little between different groups of women.  

 

By contrast, the absolute benefits from radiotherapy vary substantially according to the 

characteristics of the patient and they can be predicted at the time when treatment 

decisions need to be made 



Old patients 

?? 



Age and comorbidity 

Yancik R., et al. JAMA : the journal of the American Medical Association 2001; 285: 885-92 

 

1800 pts: 1017 (56%) stage I – II N0 

«…Given the heterogeneity of individuals 

within older age groups, age is not an 

appropriate criterion for breast treatment 

decisions…» 



Age and comorbidity 

Land L. H., et al. Breast cancer research and treatment 2012; 131: 1013-20 

62.591 pts with early breast cancer from Danish Breast Cancer Cooperative Group Registry 

The proportion of pts with CCI score ≥ 1 increased significantly with age at diagnosis (P<0.0001) 

Comorbidity affected the likelihood of proper breast cancer surgery 



Age and comorbidity 

Land L. H., et al. Breast cancer research and treatment 2012; 131: 1013-20 

«…The risk of recurrence decreased with increasing 

CCI and CCI independent prognostic effect on SVV 

…pts with severe comorbidity did not benefit from 

the improved treatment observed for other breast 

cancer patients…» 
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Age and comorbidity 

Patnaik J. L., et al. J Natl Cancer Inst 2011; 103: 1101-11 

Highest prevalence: previous cancer (16.3%), diabetes (13.0%), chronic obstructive 

pulmonary disease (8.8%), congestive heart failure (6.7%), stroke (4.3%) 

64.034 pts with breast cancer, aged ≥ 66 years (median age of 75 years) 



Age and comorbidity 

Patnaik J. L., et al. J Natl Cancer Inst 2011; 103: 1101-11 

Patients aged > 65 

years with stage I 

tumors with 

comorbidities had svv 

curves similar to 

patients with stage II 

tumors who had no 

comorbidities 



Endocrine 

therapy 



Endocrine therapy discontinuation 

Owusu C., et al. J Clin Oncol 2008; 26: 549-55 

Early discontinuers were more 

likely than late discontinuers as a 

result of adverse effects (43% v 24%, 

respectively; P=.0001 

961 pts, > 65 years old diagnosed with stage I to IIB ER-positive 

The rate of tam discontinuation was 

15% in the first year and remained 

fairly constant at less than 10% in each 

of the succeeding 4 years 



Endocrine therapy discontinuation 

Owusu C., et al. J Clin Oncol 2008; 26: 549-55 

On multivariable analysis, 

discontinuers were more 

likely:  

• to be aged > 70 years 

• have received BCS 

without radiotherapy 

Predictors of tamoxifen discontinuance 



Molecular 

Subtypes 



Molecular subtypes 

Liu F. F., et al. J Clin Oncol 2015; 33: 2035-40 

 

“…the primary objective was to define intrinsic subtyping as a 

predictive biomarker of RT benefit …” 

“In conclusion, a six-IHC-biomarker panel was prognostic for IBR but 

not predictive of benefit from RT …” 

Luminal A Luminal B HER2-enriched 

basal-like 

3.3 % vs 7.3 % 
7.8 % vs 13.3 % 

6 % vs 37.9 % 



Conclusions 1 

Age is not an appropriate criterion  

Biomarker panel was prognostic for IBR 

Endocrine therapy discontinuers were more likely to be aged > 70 

years and/or have received BCS without radiotherapy 

Comorbidities: independent prognostic effect on SVV  

Very low risk patients: early-stage G1-2 luminal A with comorbidities 

Treatment omission 



Local reccurrence 

HR 0.18 P<.001 
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Fisher B. Journal of Clinical Oncology 2002; 20: 4141 - Kaidar-Person O., et al. J Clin Oncol 2013; 31: 4569 

16,5% 
IBTR 

9,3% 

2,8% 

“…A healthy 70-year-old woman has a high 

chance of living more than 10 years, risking a 

one-in-10 rate of local recurrence if  RT is 

omitted and a one-in-50 rate if radiotherapy is 

given.  

 

Conversely, in patients with significant 

comorbidities, the benefit of endocrine therapy 

can be questioned: the survival benefit of 

systemic treatment in patients with so-called 

low-risk tumors is mainly seen after 5 years, 

whereas the benefit of radiotherapy in reducing 

local recurrence is considerable in the first 5 

years…” 



Adverse effect 

“…Radiation treatments are well tolerated and, when delivered using modern 

technologies, carry a low risk of serious morbidity…” 

Smith B. D., et al. J Clin Oncol 2013; 31: 2367-8 

Williams L. J., et al. Health technology assessment 2011; 15: i-xi, 1-57 

Endocrine therapy: 

o Tamoxifen: 

o Thromboembolic events significantly increased (tamoxifen vs placebo  43% vs 

17% (p = 0.001)). There was also a significant excess of deaths from all causes 

in the tamoxifen treated group 

o Endometrial cancer 
Cuzick J., et al. Lancet 2002; 360: 817-24 

Fisher B., et al. J Natl Cancer Inst 1994; 86: 527-37 

 

o Aromatase inhibitors: 

o Arthralgia (an important cause of treatment discontinuation), 

o Reduced bone mineral density and increased fracture risk (mortality of up to 20% 

at 6 months in older patients) 

Howell A., et al. Lancet 2005; 365: 60-2 

Forbes J. F., et al. Lancet Oncol 2008; 9: 45-53 

Curry L. C., et al. Journal of advanced nursing 2003; 42: 347-54 



Cost-effectiveness 

Most studies report only direct medical costs …  

…management of the side effects or complications, identification and management of 

recurrences (if a treatment is to be omitted) must be included in the overall costs 

 

In PRIME trial, medical costs of the addition of WBI were of the order of £2000 per pt 

Prescott R. J., et al. Health technology assessment 2007; 11: 1-149 

 

Hypofractionated regimens (15 or 16 fractions) or APBI  lower costs 

   

Cost for treatment of local recurrence is estimated at $20,879 
 

 

32nd annual San Antonio Breast Cancer Symposium 

«…tamoxifen alone would be the 

treatment of choice if considering total 

cost alone, but when including side 

effects and deaths related to this 

treatment, then the overall cost of 

tamoxifen would be much higher than 

WBI..» 



Conclusions 

Omissione RT  

Omissione OT  

…tutti gli altri raggiungono una vetta cercando 

da qualche parte un sentiero sulla montagna. 

Nash scalerebbe un´altra montagna e da quella 

vetta lontana illuminerebbe con un riflettore la 

prima vetta… 

Very low risk patients: early-stage 

G1-2 luminal A with comorbidities 


