
 

             Discussant  :  LORENZA MARINO 

Ca in situ e ormonoterapia  



  

Quali fattori di rischio? 

 Radioterapia? 

 Ormonoterapia? 

Ca in situ e ormonoterapia  



Recurrence rates    
(FUP 13-20y) 

Cuzick, Lancet Oncol.2011; 12(1): 21-9 
Donker, JCO . 2013; 31(32): 4054-9 
Wapnir, JNCI. 2011;103(6): 478-88 

Wamberg, JCO. 2014; 32(32): 3613-18 

BCS: 26-36% 

 BCS + RT : 9-23% 
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Breast cancer-specific mortality 10 years: 1.1% 
                                                          20 years: 3.3% 
 

 Diagnosis before age 35 years:  7.8% vs 3.2% (HR,2.58 [95%CI,1.85-3.60];P<.001) at 20 years. 
 Black women vs white, non-Hispanic : 7.0% vs 3.0% 
 

Risks factors: 

 
 Tumor size 
 Grade 
 ER status  
 Comedonecrosis  
 

 For Women  with DCIS who received a diagnosis before age 35 
years mortality was approximately 17 times  greater than 
expected in the 9 years following diagnosis. 

 Women  with DCIS who developed an ipsilateral 
invasive in-breast recurrence were 18.1 times more 
likely to die of breast cancer than women who did not.  



 The number of elegible studies in this meta-analysis was relatively small 
(different study types and patient selection criteria..) 

 
 Different definitions of tumor predictors, such as tumor size, nclear grade 

and detection of margin, hampered our synthesis of the association 
between tumor characteristics and invasive outcomes. 
 

 The expression levels of biomarkers are often correlated; it is therefore 
difficult to assess multiple markers simultaneously in a multivariable 
model  



14.3% 
19.2% 
13.2% 
25% 

 Study restricted to patients with negative margins 
 
 1D5 antibody for the assessment of ER 
 
 No Bcl-2 anti-apoptotic protein and the mitotic index 
 
 Small number 

 

The Breast 2015; 1-5 



Ipsilateral invasive 

HER2 over-expression is reported  to be more frequent in DCIS  than in invasive cancer  

458 pz : 31% (n=132) HER2+ Ipsilateral events 

Ipsilateral in situ Ipsilateral invasive 

ER- ER+ ≤ 50 years > 50 years 



 Large sample size 

Long-term FUP (> 15 years) 

Unequal recurrence….                  no sistemic endocrine treatment 

TMAs            may have limited the assessment of heterogenous expression vs whole section 

Trastuzumab in DCIS             no significant effects (proliferation and apoptosis) 

SISH ed IHC: concordance 89.2%,  

Cancer . 2011 January 1; 117(1): 39–47 

Estévez et al. Breast Cancer Research 2014, 16:R76: 



1667 pz: 560 (33.5%) HER2+ 

11.8% 

8.8% 
23.8% 

24.6% 

12% 

15.8% 

Annals of Oncology 26: 682–687, 2015  



Radiotherapy reduces local failure rates in HER2-positive DCIS. The subgroup analysis by local 
treatment (surgery and radiotherapy) showed significant differences both in BCR and isBCR for patients 
treated by quadrantectomy without radiotherapy versus patients treated with radiotherapy whereas 
non significant difference was observed in IBCR. 

NO RT: 20.9% 

RT: 46.2% 

In the adjuvant treatment of invasive breast cancer, HER-2 overexpression may predict resistance to 
tamoxifen. In premenopausal patients, we observed no difference in BCR, isBCR and IBCR while in 
postmenopausal patients we observed a significant difference in BCR and isBCR. Postmenopausal women 
with HER2-positive DCIS were more frequently ER/PgR negative, thus taking no tamoxifen.  

 Indication to radiotherapy should be mandatory to ER/PgR-negative, HER2-positive 
DCIS in addition to the presence of necrosis and/or high tumor grade. 

 
  Patients with HER2-positive DCIS could benefit from magnetic resonance imaging 

(MRI) surveillance program. 
 

  The fundamental question is what to do next in terms of systemic therapy.  
 



1978-2010: 2996 pz 



 Large cohort (n=2996 pz) 
 Long FUP ( ~ 10  years) 
Pathologic and treatment chararacteristics 

Very few positive margins 
(dermis, pectoralis fascia…) 

 

Underestimate recurrence rate 



≤ 2mm: 2.7% 

> 2mm: 2.1% 

  The cumulative rate of chest wall recurrence may be underestimated. 
 

 No data RT 
 

  No information on all pathological features. 
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Ajho, vol 11( 11); nov 2015: 23-27 

Published studies demonstrate that women undergoing BCS do not always receive adjuvant RT due to 
factors including socioeconomic concerns, duration of treatment, and distance to treatment facilities. 

Randomized Trials for RT      LR in CH+RT vs CH 

 NSABP B-17  (813 pz)      19.8% vs 35% 

EORTC 10853 (1010 pz)          18% vs 31% 

SweDCIS trial (1046 pz)           12%vs 27% 

 No Survival  
benefit  

Omitting Radiation Therapy       

ECOG 5194 trial     LR 12y: 14.4% low-int /24.6% High 

DFCI        LR 10y: 15.6% 

RTOG 9804            LR 7y:  6.7% vs 0.9% 

At this time, there is no standard as to what defines acceptable local recurrence rates, and some patients may 
accept a 10-year recurrence rate of 10% 

 Future studies are required before the concept of surveillance represents an appropriate standard for women 
with DCIS; at this time, the standard of care remains surgery (mastectomy or BCS) with or without RT. 



93.6% 

84.3% 

96.7% 

89.6% 
99.5% 

98.4% 

99.6% 
98.6% 

RT had a favorable effect on OS in both ER-negative/borderline (HR 0.56, 95% CI 0.42–
0.75, P,0.001) and ER-positive subgroups (HR 0.61, 95% CI 0.53–0.69, P,0.001). In contrast, 
we noted that RT delivery was specifically associated with improved BCSS in ER-
negative/borderline patients (HR 0.41, 95% CI 0.19–0.88, P=0.023).  

RT provided benefit for OS in both subgroups (younger group, HR 0.47, 95% CI 0.31–0.72, 
P,0.001; older group, HR 0.61, 95% CI 0.54–0.69, P,0.001). By comparison, RT specifically 
contributed to better BCSS in the younger subgroup (HR 0.37, 95% CI 0.15–0.91, P=0.030). 
 

 

The role of RT might be masked by endocrine therapy in ER-positive patients. 
 
 

Since the risk of recurrence in a conserved breast is much higher in younger than in older 
women, it could be reasonably reliably inferred that RT to a conserved breast would have a 
correspondingly greater effect on BCSS in younger than in older women. 
 

 
Retrospective analysis with clinicopathological variables were not well balanced 

 
  The SEER database did not provide complete tumor characteristics (eg, HER2/neu status, 

breast subtype, and tumor size), cancer therapy (chemotherapy, endocrine therapy, and 
RT types), and clinical outcome (recurrence and metastasis) variables. 

 
 The SEER database did not provide surgery information on patients diagnosed before 

1998, so DCIS patients who underwent BCS before 1998 were omitted, leading to limited 
sample size for our analysis. 

 

 



No difference in the risk of local reccurrence 

Addition of boost reduces the risk for LR in positive margins   

No difference in the risk for LR with the + boost  in younger patients 

No difference in LR between hypofractionated vs standard therapy  

 Level of evidence very low 
 

 The evidence of hypofractionation in DCIS is scarce 
 

 The randomized trials of RT in DCIS did not evaluate the role of boost since they either did not 
recommend boost or permitted boost in the discretion of the investigator which led to a limited 
number of patients who received boost. 

 
 Retrospective studies  

 
 The number of patients in the subgroups of margin status and age are relatively low and the 

stability of the statistical results questionable 
 

 The median FUP was relatively shorter (~ 60 months) 



 It is recognized that this study closed early, with 636 patients accrued 
of the original planned 1,790 women and approximately 20% of the 
planned events 
 

 The LF rate in the RT arm is less than 1%, yielding a statistically 
significant difference between the two arms as a result of the much 
larger than anticipated hazard reduction (HR, 0.11).  
 

  Follow-up is continuing, and future analyses with longer follow-up 
will determine the reliability of this proportional reduction.  
 



 
 The trial design was a nonrandomized cohort study 

 
 Tamoxifen was administered to approximately 30% of 

patients in a nonrandomized fashion 
 

 The number of patients in cohort 2 was relatively small 
(n=104), limiting the statistical power in this group of 
patients 
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The results suggest that TAM does very little to prevent invasive recurrence on the same 
side over and above CS alone. 

 The ipsilateral LR rate was reduced when TAM was added to CS+RT. RT not only sterilizes 
residual cancer cells within the breast, but could additionally have a synergistic effect when 
combined with TAM 



December 11, 2015  

2.5% 

3.0% 

7.3% 

6.6% 

 The major limitation of this trial was the lower-than-
expected event rate, which adds uncertainty about the 
lack of significance of some of the small differences seen. 
 

  It is too early to assess the effect of these treatments on 
mortality and long-term follow-up; a full meta-analysis of 
all major endpoints with the B-35 study is planned to 
study these issues.  
 

  Anastrozole offers another treatment option for 
postmenopausal women with hormone-receptor-
positive DCIS, which may be more appropriate for some 
women with contraindications for tamoxifen.  



December 10, 2015; 6736(15)01168-X  

96.3% 
89.1% 

93.1% 

91.6% 

91.5% 
82.7% 

77.9% 

OS 5-year:  98·0% for the tamoxifen  vs 97·9% for the anastrozole group.  
OS 10-year: 92·1% for the tamoxifen vs 92·5% for the anastrozole group. 

96.3% 



December 10, 2015 

Primary outcomes:  SF-12 physical and mental halth component scale scores 

                                           Vasomotor symptoms (BCPT symptom scale) 
 

Secondary outcomes: vaginal symptoms 

                                                 sexual functioning 



TAMOXIFEN 

ANASTROZOLE 
 Younger age was significantly associated with more severe vasomotor symptoms (mean severity score 1·45 for age <60 years 
vs 0·65 for age ≥60 years; p=0·0006), vaginal symptoms (0·98 vs 0·65; p<0·0001), weight problems (1·32 vs 1·02; p<0·0001), 
and gynaecological symptoms (0·26 vs 0·22; p=0·014). . 

A limitation of this study was that participants were volunteers, who are usually healthier than the general population of 
patients with ductal carcinoma in situ, which is supported by the high physical health scores we recorded. Symptoms in 
patients with greater comorbidity might be different. In addition, we assessed group data in these analyses, which might not 
reflect the experience of specific individuals.  

Given the similar efficacy of tamoxifen and anastrozole for women older than age 60 years, decisions about treatment should 
be informed by the risk for serious adverse health effects and the symptoms associated with each drug. For women younger 
than 60 years old, treatment decisions might be driven by efficacy (favouring anastrozole); however, if the side-effects of 
anastrozole are intolerable, then switching to tamoxifen is a good alternative. 



2005-2012 
206255 pz 

BCS (no RT):  23.7% vs 21.0% 

BCS (+ RT): 49.9%  vs 51.0%  

Bilateral mastectomies: 5.2% vs 10.0% 

AET: 33.1% vs 40.0%  

In univariate analyses, patients in the youngest 
(<40 years) and oldest (≥70 years) age groups 
were least likely to receive AET.  

Receipt of AET is relatively low in the group of women most 
likely to benefit from its use, namely ER+ patients who 
underwent BCS. Significant variation exists with respect to 
patient, tumor, site and treatment factors. More tolerable 
drugs or clearer guideline recommendations may increase use. 

Ann Surg Oncol. 2015 October ; 22(10): 3264–3272 



……ma è altrettanto 
essenziale discernere per 
scegliere il trattamento  
adeguato… 

Grazie 


