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Controversy session



History of Radiation roles in breast cancer:
(primary surgery settings);
• EBCTCG showing reduction in 10-year risk of recurrence in those who 

received WBRT versus those who did not (19% vs. 35%; RR, 0.52; 95% 
CI 0.48–0.56). In addition, a significant reduction in 15-year risk of 
breast cancer death (21% vs. 25%; RR, 0.82; 95% CI, 0.75–0.90) was 
also observed.
• The reduction in the risk of locoregional and distant recurrence and 

improvement in DFS seen in the MA.20 and EORTC 22922/10925 
trials, and the reduction in breast cancer mortality with 15-year 
followup of the EORTC 22922 patients, support the importance of 
RNI after BCS.
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EBCTCG:

29 January 2025 3



De escalations of axillary management in primary 
surgery:

• the AMAROS and OTOASOR 
trials showed that, in the setting 
of primary surgery and a 
positive SLNB, replacing ALND 
by Axillary RT (ART) yielded 
oncologically similar results, 
whilst reducing the risk of 
lymphoedema of the arm. 

• The ACOSOG Z0011 trial and 
IBCSG 23–01 trials performed in 
the setting of primary surgery 
and a positive SLNB, even 
showed that omission of any 
further axillary treatment seems 
to be oncologically safe, in a 
group of patients of whom the 
far majority also underwent 
whole breast RT and adjuvant 
systemic treatment.

29 January 2025 4



De escalations of axillary management in primary 
surgery:

29 January 2025 5

More recent trials have gone a step further,  by omitting SLNB 
in patients with cT1-2cN0 disease . INSEMA

omission of surgical axillary staging was 
noninferior to sentinel-lymph-node 

biopsy
after a median follow-up of 6 years. (



In summary, in the setting of primary surgery, regional 
treatment is increasingly being individualized:
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1) no SLNB and no axillary treatment at all in low risk patients, to 

2) omitting ALND or replacing ALND by ART in cN0/pN+ (SLNB) patients, and to

3) ALND in combination with RT of Level 3 & 4 nodes with or without inclusion of 
IMN, especially in patients with pN2 disease
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Primary systemic therapy( neaoadjuvant):

PST however has important :
1)the response  can be monitored, which can be motivating for the 
patient to continue  systemic treatment, and it can be used to adapt 
systemic treatment;
2) the patient is allowed more time to think about the surgical options,      

for  which sometimes genetic analysis may be required; 
3) downstaging of  the tumour yields a higher chance of safe breast 
conserving surgery
4) downstaging of axillary nodes may allow de-escalation of the 
nodal treatment
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axillary pCR can be reached in patients with initially involved nodes in 
44 up to even 97% in ER negative Her2 positive tumours ,there  is an increasing 
demand for de-escalation of axillary treatment. 
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Heterogeneity in Outcomes among Women with Clinically Node-
positive Breast Cancer and Axillary Pathologic Complete 
Response: An Analysis of NSABP B18, B27, B40, and B41

• B18 and B27 did not include HER2-directed therapy,
• B40 enrolled women with HER2- disease, 
• B41 enrolled those with HER2+ disease. 
• B40 and B41 allowed RNI at the physicians’ discretion.
• We evaluated LRR, DR ,DFS, and OS among 4 strata of pCR: 

ypT0/ypN0; ypT+/ypN0; ypT0/ypN+; ypT+/ypN+

29 January 2025 10



29 January 2025 11

Median follow-up for B18, B27, B40, and B41 was 13.7, 9.7, 4.5, and 5.1 years, 
respectively, and included 742, 2254, 1154, and 504 women for analysis. 

cN+ women with apCR in B18 and B27 (combined) with bpCR had better OS 
than those without bpCR (p Z 0.02) with 5-year OS rates (95% CI) of 90% (85%, 
96%) vs 80% (75%, 86%). 

For B40 and B41, RNI was discretionary but administered more commonly to 
those with larger tumors (median [IQR]: 5.0 [3] vs 4.0 [3] cm, p<0.01) and those
without bpCR (68% vs 58%, p<0.01) or apCR (54% vs 26%, p<0.01).

cN+ women in B40 and B41 (combined) with apCR with bpCR had better OS 
than those without bpCR (p Z 0.008) with 5-year OS rates (95% CI) of 96% (93% -
99%) vs 86% (80% - 93%), and reduced CIF of DR (p Z 0.02) with 5-year CIF rates 
(95% CI) of 8% (5% - 12%) vs 14% (9% - 21%)



De-escalation of regional nodal radiotherapy 
after PST and ALND
• 2012, Mamounas performed a combined analysis of the NSABP B-18 

and B-27 trials, in which patients were treated with PST followed by 
breast conserving surgery or mastectomy including ALND. RT was 
limited to the breast in case of breast conserving surgery; no RNI was 
given. 
• This analysis showed that ypT and ypN-status were independent 

predictors for LRR both after breast conserving therapy and 
mastectomy
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• surgery and ALND, and RNI was left to the discretion of the physician. 
In univariate analysis, only patients with ypN + Her2+ disease who 
received RNI had improved overall survival when compared to non-
irradiated patients; whereas improved LRR was seen in B-40 pa 
tients with ypN + hormone receptor positive disease
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Conclusion: of NSABP B18, B27, B40, and B41
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In women with cN+ypN0 on B-18 and B-27 for which no HER2-directed therapy was 
offered, residual breast disease was associated with worse OS than bpCR.
While in the modern NCTX trials cN+ women with higher risk disease received RNI with 

HER2-directed therapy, ypN0 women with residual breast disease continue to 
demonstrate worse survival and DR than women with bpCR, despite apCR.

However, in the multivariable analysis of the B-40 and B-41 study populations, RNI was 
not found to be significantly associated with improved OS, disease-free survival, 
distant recurrence, or LRR.

In the absence of level I data, we advise caution in omitting RNI off trial in women 
with cN+ ypN0 disease with residual breast disease
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ACOSOG 1071 trial (Alliance), which included patients with stage I-III disease. They found that 
locoregional RT did lower the 5-yr LRR rate in patients with ypN + disease, but not in patients 
with ypN0 disease



NEOSENTI-TURK MF-18-02
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211 patients with cN+, ypN0 (SLNB) were treated with RNI 
(axilla level 1–4) instead of ALND. Only one patient developed 
a nodal recurrence 60 months after treatment

No difference in 5-year DFS between patients with ypN0 
(SLNB) disease and  ypN1mi (SLNB), in whom ALND was 
omitted as well



CO-PRIMARY ENDPOINTS

• LRR
BIOMARKER ENDPOINTS
• Other risk factors were used to assign patients 

who did not receive ALND, and were identified as 
follow: tumour grade 3, lymph vascular 
invasion, and tumour size ≥3 cm.

838 p
cT1- T 2 N1(ONE to three suspicious on 
imaging)
At least one had pathology confirmation
Primary chemotherapy and surgery

R
1:1:1

(177 P)high risk : ypN2–3, 
four or more positive nodes 

in surgical specimen 

(291 P)Low risk: ypN0

(370 P)intermediate  ypN1, 
one to three positive nodes 

in surgical specimen 

The RAPCHEM registry is the first study providing prospective data on de-escalation of 
postoperative RT according to response to PST in cT1–2 N1 breast cancer patients.



RAPCHEM trial  :

Radiotherapy consisted of a biologically equivalent dose of 25 fractions of 
2 Gy, with or without a boost. During the study period, the generally 
applied radiotherapy technique in the Netherlands was forward-planned 
or inverse-planned intensity modulated radiotherapy
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LOW RISK INTERMEDIATE RISK HIGH RISK

2.1% 2.2 % 2.3%

https://www.sciencedirect.com/topics/medicine-and-dentistry/intensity-modulated-radiation-therapy


RAPCHEM trial;
Interpretation:
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In this study, the 5-year locoregional recurrence rate was less than 4%, which 
supports our hypothesis that it is oncologically safe to de-escalate locoregional 
radiotherapy based on locoregional recurrence risk, in selected patients with cT1–
2N1 breast cancer treated with primary chemotherapy, according to this 
predefined, consensus-based study guideline.

triple negative disease was an independent predictor for LRR, even in the ypN0 
groups.



The aim of this meta-analysis was to gather the current 
evidence and investigate the impact of adjuvant LRRT on breast 
cancer patients with clinical T3 and/or lymph node metastatic 
disease and pCR after NACT. 
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The concept of adjuvant radiotherapy in the present study included both 
the local radiation therapy to the chest wall after mastectomy and the LRRT 
to breast or chest wall and to regional lymph nodes after mastectomy or 
breast conserving surgery
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13 studies were included in the meta-analysis



Impact of LRRT on LRR, DFS, and OS in patients with axillary pCR
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LRR
. In total, 2388 patients with N+ at 

diagnosis and ypN0 after NACT were 
included in the analysis, 859 received 

LRRT and 1529 did not

DFS
A total of 2019 patients were 
included in the analysis out of 
which 626 received LRRT and 

1393 did not

OS
, nine studies were 

eligible including 14,991 
patients out of which 

8281 were treated with 
LRRT and 6710 without 

LRRT

results showed a statistically significant 
reduced risk of LRR in patients who 

received LRRT (HR 0.59; 95% CI 0.42–0.81; 
P = 0.001)

no statistically significant 
difference between the LRRT 
and no LRRT groups (HR 1.00; 

95% CI 0.75–1.33; P = 0.99

no statistically  
NOsignificant difference 

between the LRRT and no 
LRRT groups (HR 0.92; 
95% CI 0.82–1.03; P = 

0.14).



the results should be interpreted in clinical practice with caution 
considering the low certainty of evidence. Results from the ongoing 
randomized trial are anticipating to provide results with high level of 
evidence for this complex clinical situation. 
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It only reports OS data, making local, locoregional, and distant 
control outcomes impossible to analyze which are significant 
factors to consider when it comes to radiotherapy and breast 
cancer. 
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Adjuvant RT was not found to affect survival in this cohort
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NRG Oncology/NSABP B-51/RTOG 1304: 
Investigators’ Conclusions
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For patients with early clinically node positive breast cancer who are ypN0 after 
neoadjuvant chemotherapy, adjuvant regional nodal irradiation is not associated with 
5-yr IBCRFI, LRRFI, DRFI, DFS, or OS benefits

Investigators propose that downstaging axillary nodes with neoadjuvant chemotherapy 
allows for optimization of adjuvant radiotherapy without adversely affecting 
outcomes propose

Long-term follow-up is ongoing
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NCCN Guidelines Version 6.2024
Invasive Breast Cancer
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NCCN 2024: 
RT After Preoperative Therapy and BCS
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Patients who have clinically/radiographically positive nodes at diagnosis and convert to 
clinically/radiographically node-negative after preoperative chemotherapy are candidates 
for the NSABP B-51 trial assessing the benefit of RNI. 

Until the results of this trial become available, the existing data suggest that node-
positive disease at presentation is at high risk for locoregional recurrence and should be 
considered to receive comprehensive RNI with inclusion of any portion of the 
undissected axilla at risk. 



NCCN 2024:
RT After Preoperative Therapy and Mastectomy
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Those who have clinically positive nodes at diagnosis that respond to preoperative 
systemic therapy and become node-negative should be strongly considered to receive 
RT to the chest wall and comprehensive RNI with inclusion of any portion of the 
undissected axilla



ESMO:
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ESMO:
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In the case of PST, indications and target volumes can be 
individualised based on the clinical tumour stage combined with 
the tumour response.



Uptodate:
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In summary:
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, the above-mentioned studies strongly suggest that RNIcan be omitted in patients 
with cT1-2N1 (and ≤3 or less involved nodes), ypN0 (ALND) disease, 

possibly with the exception :  of very poor tumour biology (e.g. triple negative, no 
breast pCR) or very young age. In pa tients with stage III disease or higher however, 
there is still general consensus that these will benefit from post-operative RT, 
regardless of their response to PST
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I in patients treated with PST can be oncologically safe, if patients are adequately 
selected. Most studies select patients based on the 1) cN-status: either cN0 or cN+, 
where some studies make a further subdivision into Low Nodal Tumour Burden 
(≤3 suspicious nodes at imaging) and High Nodal Tumour Burden (>3 suspicious 
nodes at imaging
2) on the ypN status, using different surgical axillary restaging procedures (SARP), 
i.e. SLNB and/or the removal of a marked node 
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