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Background

Hypofractionated Radiotherapy
15/20 fractions in 3/4 weeks

Ultra-hypofractionated Radiotherapy
5 fractions/one week

Partial Irradiation
5/10 fractions in 1/2 weeks

“…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
Williams L. J., et al. Health technology assessment 2011

“…The 1-week ultra-hypofractionated schedule of 26 Gy, as well as partial breast irradiation,
represent excellent treatment options for the majority of low-risk early breast cancer
patients. These options have demonstrated high efficacy while significantly reducing
treatment-related burdens, minimizing toxicity, and even lowering costs when compared to
endocrine therapy.”

Meattini I al. Radiotherapy and Oncology 2024 



Early Breast Cancer Trialists’ Collaborative Group, Lancet 2011

Background
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RT halves the rate at which the disease recurs and reduces the 
breast cancer death rate by about a sixth

ELDERLY AND LOW-RISK PATIENTS??
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Literature data

CALBG 9343
(JCO 2013)

PRIME II 
(N Engl J Med 2023)

LUMINA 
(N Engl J Med 2023)

IDEA 
(J Clin Oncol 2024)

N° pts 636 1326 500 200

Age >/= 70y >/= 65y >/= 55y 50-69y 
(postmenopausal)

Inclusion 
criteria

pT1-2 (<2 
cm) cN0 ER+

pT1-2 (<3 cm) pN0 HR+
LVI or G3 allowed 

(but not both)
>/= 1mm margins

pT1pN0 – non lobular
G1-2, ER>1%, 

PgR>20% Her2-, 
Ki67</= 13.25%

pT1pN0
ER-PgR+; >/= 2 mm 

margins
Oncotype DX </= 18

Treatment 
type

RT+HT vs HT RT+HT vs HT HT alone (single arm) HT alone (single arm)

HT adherence 
(5y)

-- 60-70% 82.7% 84.5%

Primary 
endpoint

Local 
recurrence

Local recurrence Local recurrence Local recurrence

Results 98% vs 90% 
(10y free 
from LLR)

0.9% vs 9.5% (10y LR)
ER-low pts: 0% vs 19.1% 

(10y LR)

2.3% (5y LR) 50-59: 5% (5y LR)
60-69: 3.6% (5y LR)



Literature data

Allen SG et al. Semin Radiat Oncol 2022



Literature data

Meattini I and Kunkler IH. EJSO 2024
Meattini I et al Radiotherapy and Oncology 2024

“… two research approaches should be favoured: 
a) to assess/validate predictive tests, not only prognostic, for response to adjuvant therapies, 

including but not exclusive to RT, and 
b) to promote the design of clinical studies that are not “one-way,” involving the optimisation of 

treatment through omission or de-escalation testing of all possible therapeutic options.”



DR SBC

Literature data

Morris AD et al. IJRBP 2024

Patients treated from 2000 to 2015 
70 years or older pT1N0/Nx ER/PgR+ Her2- Unifocal

R1, L1, G3 not allowed
Retrospective study: RT (148) vs RT-HT (307)

Median follow-up 9.6y
No differences in OS, PFS, distant recurrence or second primary cancers



Literature data

Meattini I et al. Lancet Oncol 2025

Non-inferiority, phase 3, randomised study 
18 Centres (17 Italy, 1 Slovenia)

Women aged 70 years or older, ECOG 0-1
Stage I, luminal A-like 

Randomisation stratified by health status according to the Geriatric 8 (G8) screening tool and by age 
Co-primary endpoints: Local recurrence (5-y) and QoL (24 months)

Preplanned interim analysis 
207 patients completed the 24-month GHS HRQOL assessment 



Literature data

Meattini I et al. Lancet Oncol 2025

«These results suggest that radiotherapy allows better maintenance of GHS compared with endocrine 
therapy, which was associated with a more pronounced deterioration in HRQOL 
…several functional scales, including cognitive function and future perspective, favoured the 
radiotherapy group for long-term HRQOL compared with endocrine therapy.» 
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Current recommendations 

Loibl SI al. Annals of Oncology 2024 

Omission of RT after BCS remains investigational. However, women at advanced 
age and/or with comorbidities, who intend to take >/=5 years of adjuvant 
endocrine therapy (ET), may forego RT if they accept an increased risk for local 
recurrences especially at long term as well as the possible side-effects of the ET. 

Linee guida NEOPLASIE DELLA MAMMELLA Edizione 2021. 2021 AIOM - AIRO
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Future perspectives: preoperative radiotherapy

• GARD: The genomic-adjusted radiation dose - Lancet Oncol 2015 -2021 

• ARTIC: The Adjuvant Radiotherapy Intensification Classifier (27 Genes signature) - 
JCO 2019

• POLAR: The Profile for the Omission of Local Adjuvant Radiotherapy  (16 Genes 
signature) - JCO 2023

Escalation and Descalation in breast RT are extensively adapted to 
clinicopathologic features 

… «the emergence of molecular signatures like OncotypeDx, MammaPrint, and 
Prosigna have been transformative in shaping personalized treatment 
recommendations for adjuvant chemotherapy in early-stage breast cancer based 
on molecular risk. Similarly, the development of prognostic and predictive 
biomarkers for determining the necessity and effectiveness of RT in patients with 
breast cancer is poised to make an equally significant effect»…

Speers C et al. Semin Radiat Oncol 2022



Conclusions

… «the ultimate goal of therapy de-escalation is to 
identify a patient population that is at low risk of disease 
recurrence in the absence of RT and does not derive 
additional risk reduction from RT. 
This is particularly true in the modern area, in which 
options such as 5-fraction partial and whole breast RT 
have significantly reduced the toxicity and inconvenience 
of treatment»… 

Speers C et al. Semin Radiat Oncol 2022
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