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CHIRURGIA 



CHIRURGIA 

Tinterri C, et al, Ann Surg Onc 2022; BJS 2023  

SINODAR-ONE: SENTINEL VS AXILLARY NODE DISSECTION

5 yrs OS
S 98,8 %
E 98,9 %

5 yrs RFS:
S 3,3%
E 6.9 %



CHIRURGIA OMITTING AXILLARY DISSECTION IN SENTINEL-NODE METASTASES 

de Boniface J  et al, NEJM 2024 

T1-T2-T3



CHIRURGIA INSEMA Trial: AXILLARY SURGERY IN BREAST CANCER cT1-2 cN0 (Pts 5502)

Reimer T et al, NEJM 2025



McGuire KP, NEJM 2024 

…………….   axillary lymphnode dissection has fallen out of favor in many circumstances.   
(de Boniface paper)               

Patients with G 1 or 2, cT1 tumors are ideal candidates for this approach. If surgical pathological 
examination reveals a larger T2 tumor, a high-grade tumor, or vascular invasion — factors that 
increase the likelihood of nodal metastases— patients can then undergo sentinel-lymph-node 
biopsy. This approach will avoid axillary surgery for the majority while minimizing 
undertreatment. (Reimer Paper)

CHIRURGIA 



PROPOSAL

           cT1, pT1, cN0 (low risk)  No sentinel lymphnode

           cT2, cNo (high risk)     Sentinel lymphnode, no axillary dissection

           cT3-T4  cN +/-              Biopsy, before neoadjuvant therapy 
 
           cT1-T4,  cN +/-             After neoadjuvant therapy: sentinel +/- dissection
                                                  (according to nodal status?)

CHIRURGIA 





RADIOTERAPIA:  LUMINA STUDY: NO RT AFTER BREAST-CONSERVING SURGERY IN LUMINAL A, BC  

T.J. Whelan T.J. Et al, NEJM 2023 

Characteristics of the Patients* 

* Ki67: 13,5% or less



RADIOTERAPIA 

Mann G.B. et al, The Lancet, 2024

PROSPECT TRIAL: POSTOPERATIVE RT OMISSION IN EARLY BC AFTER BREAST MRI 

METHODS. PROSPECT is a prospective two-arm, non-randomised trial of RT omission in patients 

selected using preoperative MRI and postoperative tumour pathology: age 50 years or older, unifocal 

cT1N0, non-TN, pT1N0 or N1mi, breast-conserving surgery (BCS) and, if pT1N0 or N1mi. 

All received systemic therapy. 

THE PRIMARY OUTCOME WAS IPSILATERAL INVASIVE RECURRENCE RATE(IIRR) AT 5 YEARS. 

QALYS AND COST-EFFECTIVENESS OF THE PROSPECT PATHWAY WERE ANALYSED.

FINDINGS.443 patients with BC underwent MRI. Median age was 63·0 years.Of the eligible 201 were eligible  

for BCS without radiotherapy:

IIRR at 5 years was 1·0% (upper 95% CI 5·4%) with an increased QALYs by 0·019 (95% CI

0·008–0·029) and saved AU$1980 (95% CI 1396–2528) or £953 (672–1216) per patient

INTERPRETATION. PROSPECT SUGGESTS THAT WOMEN WITH UNIFOCAL BC 

ON MRI AND FAVOURABLE PATHOLOGY CAN SAFELY OMIT RADIOTHERAPY



Meattini I et al, The Lancet 2025

RADIOTERAPIA  

Inclusion criteria:  

age 70 years/older, 

luminal A-like, 

early breast cancer

EUROPA TRIAL: HT vs RT after breast-conserving surgery 

Random

731 pts

ENDOCRINE 
THERAPY
366 PTS

Versus

RADIOTHERAPY
365 PTS

Analysed

ENDOCRINE 
THERAPY
103 PTS

Versus

RADIOTHERAPY
104 PTS

NO DIFFERENCE IN RELAPSE RATE BETTER HRQOL FOR RADIOTHERAPY



RADIOTERAPIA  Omitting Regional Nodal RT after Response to Neoadjuvant CT

Mamounas E.P et al, NEJM 2025

RANDOMIZED PHASE 3  STUDY
 
Patients 1556
T1-T3 N1 Mo             ypN0

Random:
RNI         772
No RNI  784



RADIOTERAPIA  Omitting Regional Nodal RT after Response to Neoadjuvant CT

Mamounas E.P et al, NEJM 2025

CONCLUSIONS

The addition of adjuvant regional 

nodal RT did not decrease the 

risk of invasive breast cancer 

recurrence or death in patients 

who had negative axillary nodes 

after neoadjuvant chemotherapy.





FOLLOW UP  MAMMO-50: Annual vs less frequent mammography in BC over 

50 ys in the UK: a randomised, phase 3, non-inferiority trial

Dunn J.A. The Lancet, 2025

TUMOR CHARACTERISTICS

Patients 5235

RANDOM:
Mrx every year (2618)
               vs               
Mrx yearly x 2yrs 
and after 
every 2-3 years (2617)



FOLLOW UP  MAMMO-50: Annual vs less frequent mammography in BC over 

50 ys in the UK: a randomised, phase 3, non-inferiority trial

Dunn J.A. The Lancet, 2025

IMPLICATIONS OF ALL THE AVAILABLE EVIDENCE

Data from this study indicate that offering less frequent mammographic surveillance to 

this group of women from 3 years post diagnosis is safe and has no detrimental impact 

on survival, detection of recurrences, or detection of new primary cancers, and has the 

potential for considerable cost savings.

Evidence from Mammo-50 could be used to amend guidelines on mammographic 

surveillance in this patient group.



FOLLOW UP  RETHINKING SURVEILLANCE AFTER BREAST CANCER 

COMMENTS ON THE PAPER OF DUNN (THE LANCET, 2025)

A randomised controlled trial on surveillance mammography such as this is 

unique and the efforts of the investigators must be applauded. Current guidelines

advocate for policies that are, at best, based on expert consensus and 

retrospective cohort studies. 

By returning individuals who previously had breast cancer to society as healthy individuals, 
and returning them to typical screening programmes, we do both them and the health system 
a favour, and this is something we should learn to embrace. 

The trial in essence shows that regular screening in low-risk women might prevent negative 
consequences of a second cancer similarly to long-term hospital-based surveillance.

MANN R.M. The Lancet, 2025



FOLLOW UP  ROUTINE SURVEILLANCE FOR CANCER METASTASES — 
DOES IT HELP OR HARM PATIENTS?

Risk of Death in the Surveillance and Control Groups among Persons with Cancer. 

Gilbert Welch  H.  NEJM 2025

THE PRIMARY EFFECT OF SURVEILLANCE IS TO GIVE PATIENTS BAD NEWS SOONER. 

ON THE BASIS OF EXISTING DATA, LESS SURVEILLANCE WOULD BE BETTER FOR PATIENTS. 



HORMONE THERAPY  



HORMONE THERAPY  Extended adiuvant letrozole in postmenopausal pts with 

early-stage BC: a multicentre, randomised, phase 3 trial

Del Mastro L. et al  Lancet Onc, 2021

Pts: 
2056 after 2-3 yrs 
on Tamoxifene

Random:
Letrozolo for 2-3 yrs 
Vs
Letrozole for 5 yrs

INTERPRETATION 

5 years of letrozole 

resulted in a significant 

improvement in 

disease-free survival. 

Sequential endocrine 

therapy with tamoxifen 

for 2–3 years followed 

by letrozole for 5 years

should be considered 

as one of the optimal 

standard 



EBCTCG. Lancet 2025

HORMONE 

THERAPY  
Extended HT for early BC pts (meta-analysis of 12 R trials) of AI in 

22 031 postmenopausal women after at least 5 yrs of HT



TEXT and SOFT Designs
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Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

R
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Tamoxifen x 5y

Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

Joint Analysis
(N=4690)

• Premenopausal HR+
• No chemo (47%)

OR
• Remain premenopausal           

≤ 8 mos after chemo  
(53%)

• Premenopausal HR+
• Planned OFS

• No planned chemo (40%)
OR planned chemo (60%)

TAMOXIFEN AND EXEMESTANE TRIAL (N=2672)
Enrolled: Nov 2003 – Apr 2011
Premenopausal ER and/or PR > 10%

Median follow-up 16 years (max 21 years)

TEXT

SOFT

HORMONE 

THERAPY  

Prudence AF, ASCO 2025



SOFT & TEXT Joint Analysis HER negative
E+OFS vs T+OFS Treatment Effect by Age

DRFI
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Prudence AF, ASCO 2025



HORMONE THERAPY  Study design – MONARCHE (Abemaciclib)

Rastogi P. et al, JCO 2024



HORMONE THERAPY  

Rastogi P. et al, JCO 2024

Study design – MONARCHE (Abemaciclib)

CONCLUSIONS
 At the pivotal 5-year mark for adjuvant EBC trials, adjuvant abemaciclib plus 
ET continued to reduce the risk of developing invasive and distant disease 



HORMONE THERAPY  Study design – NATALEE (Ribociclib)

Slamon D et al. NEJM 2024. 



HORMONE THERAPY  Study design – NATALEE (Ribociclib)

Slamon D et al. NEJM 2024. 

CONCLUSIONS

Ribociclib plus an NSAI significantly improved invasive disease–free survival 

among patients with HR-positive, HER2-negative stage II or III early breast cancer.



HORMONE THERAPY  NATALEE vs MonarchE - TOXICITY

ADVERSE EVENTS MonarchE NATALEE

Any grade neutropenia 

(>G3)

45.8% (19.6%) 62.8% (44.4%)

Liver related AE (>G3) 9.5% (2.1%) 26.7% (8.6%)

Diarrhea (> G3) 83.5% (7.8%) 14.6% (0.6%)

QT prolungation (> G3) 0.0% 5.4% (1.0%)

ILD pneumonitis (> G3) 2.7% (0.3%) 1.6% (0.0%)



HORMONE THERAPY  

Abemaciclib Ribociclib

TEXT + SOFT



HORMONE THERAPY  LETTER TO THE EDITOR

Tannock I et al , NEJM

To the Editor: The NATALEE trial showed that among patients HR-positive, HER2-negative 
BC, invasive DFS at 3 years (primary end point) was higher by 3.3 % among those who 
received adjuvant ribociclib plus endocrine therapy than among those who received 
endocrine therapy alone. The cost of 3 years of ribociclib treatment in the United States is 
approximately $500,000. Improvements in invasive DFS generally predict smaller (or no) 
improvemente in OS. The optimistic assumption that 3.3 % improvement in RFS – point 
improvement in OS, translates into a requirement 30 pts be treated (and have toxic effects) 
to save 1 life, at a cost of approximately USD 15 million- far beyond reasonable limits of 
cost-effectiveness. And why 3 years of treatament? The median time that patients with 
advanced disease receive ribociclib before disease progression is 20 months. The trial has 
several other problems, such as those of MONARCHE trial evaluating adjuvant abemaciclib, 
that cast doubt on the validity of the conclusions. The world, included the United States, 
cannot afford 3 years of adjuvant ribociclib.





DE-ESCALATION
OF THERAPY



DEESCALATION

In EARLY BC  
HER2 3+

De-escalated neoadjuvant pertuzumab + trastuzumab therapy +/-

weekly paclitaxel in HER2-positive,HR negative early BC

(WSG-ADAPT-HER2+/HR–): survival outcomes from a

multicentre, open-label, randomised, phase 2 trial (Pts 134)

NITZ U et al, Lancet Oncol 2022

Further chemotherapy could be omitted in patients with a pCR



DE-ESCALATION

In EARLY BC 
(HER2 3+) 

The TRAIN-study: Trastuzumab plus weekly paclitaxel 
and carboplatin as neoadjuvant treatment for HER2-
positive BC (Pys 111, Stage II and III)

van Ramshorst M.S et,  EJC 2017



DE-ESCALATION

In EARLY BC 
(HER2 3+) 

HELEN-006:A MULTICENTRE, RANDOMISED, PHASE 3 TRIAL 

De-escalated neoadjuvant nab-paclitaxel/trastuzumab/pertuzumab vs 

docetaxel/carboplatin/trastuzumab/pertuzumab in HER2 + early BC

Xiu-Chun Chen et al. Lancet onc 2025

ITT
HR -

HR +



DE-ESCALATION

In EARLY BC 
(HER2 3+) 

HELEN-006:A MULTICENTRE, RANDOMISED, PHASE 3 TRIAL 

De-escalated neoadjuvant nab-paclitaxel/trastuzumab/pertuzumab vs 

docetaxel/carboplatin/trastuzumab/pertuzumab in HER2 + early BC

Xiu-Chun Chen et al. Lancet onc 2025



DE-ESCALATION

In EARLY BC 
HER» 3+ 

TRAIN-3: a multicentre, single-arm, phase 2 study

MRI-guided optimisation of neoadjuvant CT duration in stage 

II–III HER2-positive breast cancer. (235 pts)

van der Voort A. et Lancet Oncol 2024



TN EARLY BC KEYNOTE 522: Event-free Survival with Pembrolizumab 
in Early Triple-Negative Breast Cancer  

Schmid et al, NEJM 2022



Gonçalves A, de Nonneville A. Lancet Oncol 2025

TN EARLY BC Tailoring CT-IO de-escalation in early-stage TN BC

The KEYNOTE-522 trial1 has shown substantial and clinically meaningful improvements

in pCR, EFS and OS  when neoadjuvant chemotherapy was combined with preoperative 

and postoperative pembrolizumab for patients with stage II–III TN BC. 

Consequently, the KEYNOTE regimen—a 24-week and four-drug polychemotherapy

(carboplatin and paclitaxel followed by doxorubicin [or epirubicin] and cyclophosphamide)—

has become thestandard of care. However, this approach is associated with substantial 

adverse events, some of which are severe and irreversible

Showing the feasibility of an even more substantial de-escalation of neoadjuvant CT-IO,

as explored in the Neo-N study, will likely require stringent patient selection criteria, 

which could include limiting tumour burden to stage I–II or node-negative disease (or 

both) and incorporating biomarkers of baseline immune activation,7 DNA damage 

repair,8 and genomic signatures.9 Additionally, adaptive trial designs incorporating 

serial imaging techniques and ctDNA based monitoring to dynamically guide



RESPONSE RELATED TO HR STATUS



TAKE HOME A MESSAGE

1. Common sense of oncology: outcomes that matter.  Booth CM et al, Lanct Oncol 2023 

For both patients and clinicians, cancer treatment decisions are increasingly  

complicated. While some cancer treatments provide large benefits, many new

approved treatments do not help patients live longer or better. All cancer 

treatments have side-effects, can cause substantial financial burden, and can 

result in lost time for patients spent in hospital rather than with friends and family. 

Thus, it is important to not only study and promote treatments that improve survival 

or quality of life (or both), but also to identify treatments that do not. Cancer 

systems now face a troubling paradox. In some circumstances there is 

substantial overuse of treatments with very small benefits, and at the same 

time many patients worldwide do not have access to the treatments that can 

make a very meaningful difference in their lives



TAKE HOME A MESSAGE

1. Common sense of oncology: outcomes that matter. ( Booth CM et al, Lanct Onco 2023)

2.  Immunotherapy: balancing the risks and benefits

Immunotherapy undeniably plays an important part in cancer treatment—contributing 

to a future that transforms cancer from an acute diagnosis to a chronic

manageable disease. But no anticancer treatment comes without risk. Additional 

research on the nature of immunotherapy-related adverse events, their association

and mechanistic overlap with overall patient response, and the mitigation of severe 

life-threatening events is warranted. 



TAKE HOME A MESSAGE

1. Common sense of oncology: outcomes that matter. ( Booth CM et al, Lanct Onco 2023)

2.  Immunotherapy: balancing the risks and benefits

3.  When less is more—reducing complexity in cancer trials.( Patel TH, Lancet Oncol 2025)  

FDA Oncology is committed to modernising evidence generation in a way that can 

encourage participation in clinical trials. We call upon the oncology drug 

development community to work to find opportunities to bring simplicity back to 

clinical trials—because when there is a focused question, less could be more.



TAKE HOME A MESSAGE

1.  Common sense of oncology: outcomes that matter. ( Booth CM et al, Lanct Onco 2023)

2. Immunotherapy: balancing the risks and benefits

3. When less is more—reducing complexity in cancer trials.( Patel TH, Lancet Oncol 2025)

4. The need for pragmatic, affordable, and practice-changing real-life clinical trials in oncology
    (leary A et al , Lancet 2024)

5. Putting patient safety first: a global imperative (Lancet Oncol, 2024)

6. Evidence for a reduction in number of cycles of immune checkpoint inhibitors (Lancet Oncol )

7. Shifting perspectives: a reflection on cancer-specific QoL metrics in cancer care economics
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