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WHAT DOES A NEGATIVE MARGIN REALLY MEAN? 

HOW REPRODUCIBLE IS MARGIN MEASUREMENT? 
There is no standard method of margin evaluation. The 
method of evaluation used is often not specified in 
studies addressing the importance of margin width.  

IS THERE A RELATIONSHIP BETWEEN MARGIN WIDTH AND LOCAL RECURRENCE? 

Journal of Surgical Oncology 2014;110:2–7 

               from Houssami et al.Ann.Surg Onc 2014  



EFFECT OF SYSTEMIC THERAPY ON LOCAL RECURRENCE  

Journal of Surgical Oncology 2014;110:2–7 

9  the 10‐year rate of LR was 8.7% with TAM vs 18.6% no TAM ( Lancet 2011;378:1707–1716) 
 
9  IA or prolonged durations of TAM + IA: 20% to 50% reduction in the risk of LR compared to treatment with TAM  

alone  (Radiother Oncol 2009; 90:14–22.)  
 

9 The use of anthracycline‐based chemotherapy or CMF reduces the RR of LR 30% to 40% compared to no 
systemic therapy, and the addition of taxanes to anthracyclines results in a further reduction in LR . ( Lancet 
2011;378:1707–1716; Radiother Oncol 2009; 90:14–22) 
 

9 The use of adjuvant trastuzumab has a substantial impact on the risk of LR. (Cancer 2012; 118:1982–1988; J Clin Oncol 
2013;31:(suppl 26; abstr 61)) 
 





In summary, our findings showed that the status of resection margins and the management of infiltrated or 
narrow margins had no significant influence on local recurrence rate or on patient survival. Instead, factors 
linked to the biological aggressiveness of the tumor play the most important role in breast cancer prognosis, 
independent of the surgical radicality. In conclusion, our findings highlight a need for randomized clinical trials, 
where widening of the margin can be randomly performed to assess how they impact local recurrence. 
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� 6.3% IBTR (252 of 3998) 
 

� The median time to IBTR was 86 months 
 

� LRFS  rate was: 98.2% at 5 years 
                                 95.3% at 10 years 
                                 90.9% at 15 years 
 
 



5 anni 97% 98.6% 98.6% 98.4% 
10 anni 93.4% 96.5% 96.3% 94.2% LRFS 



US: 11.000 women < 40 years/ann. 
Western: <4% breast cancer < 35 years 

The relative risk of locoregional recurrence was found to 
increase 7% for every 1-year decrease in age. 

 Younger patients with resection margins ≤2 mm had a local 
failure rate of 19%, whereas those with wider margins had a 
local failure rate of 7%. 

 IBTR after BCT is significantly more frequent. Although total 
mastectomy is not mandatory, securing a sufficiently wide 
resection margin is required for lumpectomy, and boost 
radiotherapy should be considered in local treatment of 
YABC. 



Int J Radiation Oncol Biol Phys, Vol. 88, No. 1, pp. 57e64, 2014  





In conclusion, although patients with TNBCs have higher reported 
rates of LR than other breast cancer subtypes, it does not appear that 
more extensive surgery improves outcome. Our current data continue 
to support the definition of a negative margin as no ink on tumor, even 
in this high-risk breast cancer subset. 



The Breast 23(2014): 870-875 
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After second surgery, residual disease was found in 
62.9% of patients with positive margins and in 55.5%  
of those with close margins. 
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/ DRFS was 9.14 years 
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/ DRFS was 7.35 years 
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/ DRFS was 8 years 
 

The Breast 23(2014), 870-875  



1/4 Re-excision 



We found little to no evidence of association between 
margin distance and the odds of LR, and there was 
little to no evidence that the odds of LR decreased as 
the distance for declaring negative margins across 
studies increased. 

Therefore, we conclude that the prognostic value of 
the status of surgical margins (positive vs. negative) in 
BCT is not diminished by temporal declines in LR 
rates, and obtaining negative margins remains 
relevant to current oncologic practice.  



Boost: 
9 IBTR con marg+ (OR 2.45; P< 0.001) 
9 WBRT+ 16 Gy dopo rimozione completa mic: 
            IBTR a 10 anni (6.2% vs 10.2% no boost).(EORTC; JCO 2007) 
            IBTR a  10 anni dopo marg+: 17.5% con 10 Gy; 10.8% con 26Gy 
             (Jones HA, JCO 2009) 
                

These data suggest that although a boost provides a 
degree of reduction in IBTR when margins are 
microscopically positive, the absolute benefit is not 
sufficient to reduce the rate of IBTR to that seen with 
negative margins and the use of a boost. 



9 Hypofractionated:  there is no evidence to suggest that margin 
width should dictate patient selection for these therapies.  
9 There was no clear reduction in IBTR as a result of escalating the 

radiation dose when margin widths are smaller.  





Negative margins 
 «no tumor on ink» 

 
9 46% of North American 
9 3% (Survey of surgeons 2010) 

US: 132.750/year lumpectomies (550-839 $) 
        26.550 Re-excision for close but negative margins (~ 20%) (625.56 $) 

$ 31 milion per year  
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Margins 

Solin L., IJROBP 2001 LR negative 9% vs 24% positive margin 

Cutuli B., IJROBP 2002 LR negative 10% vs 25% positive margin 

Monteau A., IJROBP 2009 Close margin (< 2 mm): Boost 16 Gy 
LR 9.3% with  89-month FUP 

Dunne C., JCO 2009 LR odd-ratios were 2.56 (p<0.05) for a minimally 
negative margin; 2.89 (p<0.05) ≥1mm margin; 1.51 
(p=NS)  ≥2mm margin 

Wang SY, J NatlCancer Inst 2012 Local excision+/-RT showed a progressive 
reduction of LR with progressive increments in 
margin width of 2, 5 and 10 mm. 

Radiotherapy  and  Oncology 112 (2014): 1-8 



Boost after WBI 



The margin status seems to be the most important 
factor to predict ipsilateral recurrence. There is no 
consensus about the optimal surgical margin in patients 
receiving breast conserving surgery with or without 
postoperative radiation therapy. 

Wang, J Natl Cancer Inst 2012;104:507–516 
  



The effect of re-excision vs radiation therapy on margin width and thus local recurrence 
 
9 When margins are positive or narrow, a re-excision that results in wider margins can 

theoretically decrease the risk of ipsilateral recurrence. 
 
9  From a critical point of view inadequate surgery cannot be replaced by radiotherapy 
                                                                                                                                                                           

Close margins after mastectomy 
 
9 The incidence of local recurrence in patients with close margins is clearly elevated 
 
9  Excision and radiotherapy is successful in 90% of the patients developing local 

recurrence after being treated with mastectomy for DCIS (Kim et al., 2006).  
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Marg+ 

Marg- 

Clear margins were statistically significantly related to better prognosis 
regarding IBEs; this was true for both in situ and invasive IBEs. Also, the 
effect of RT was similar in women with clear margins and those without. 
BCSD and OS were not affected by margin status in either the RT or 
control arm. 
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