Progetto CANOA

CARCINOMA MAMMARIO:

QUALI NOVITA" PER L 2025?

“Saper leggere” uno studio clinico per migliorare la pratica clinica

ALIMENTAZIONE, SESSUALITA E TRATTAMENTI ANTITUMORALI NELLE PAZIENTI
CON CARCINOMA MAMMARIO: COME CAMBIARE L'ASSISTENZA ONCOLOGICA
Sessione dedicata alle Associazioni Pazienti e alle Pazienti

Coordinatore Scientifico:
Stefania Gori

Verona, 29 Marzo 2025
Hotel Crowne Plaza

L'OMISSIONE DELLA STADIAZIONE ASCELLARE NEL
CARCINOMA MAMMARIO ER+:
Implicazioni per la RADIOTERAPIA

Rosario Mazzola

Responsabile Radioterapia Humanitas Gavazzeni, Bergamo
Prof. Associato Humanitas University



BACKGROUND

The role of axillary surgery in the management of breast cancer has changed

Sentinel-lymph-node biopsy is used to identify nodal metastases, but recognition of
the lack of therapeutic benefit of this approach, coupled with the emphasis on
tumor biology for decisions about systemic therapy, has led to trials examining the
elimination of sentinel-lymph-node biopsy in early-stage breast cancer

HUMANITAS HU HuMaRI

GAVAZZENI




Axillary lymph node dissection in breast cancer patients:
obsolete or still necessary?

Gianluca Vanni,™* Marco Pellicciaro, and Oreste Claudio Buonomo™"¢

Indication to adding chemotherapy to hormone treatment in luminal-
like B breast cancer

Indication for regional node irradiation

Indication for abemaciclib in patients fulfilling monarchE criteria

Indication for dual anti-HER2 therapy
Indication to Olaparib in post-NeoCHT in patients BRCA+

Indication to type and duration of endocrine treatment in ER+ breast
cancer

Table 1: Clinical conditions where adjuvant treatments are influenced
by nodal status.

. The Lancet Regional Health - Europe 2024;47: 101107
| HUMANITAS
HUMANITAS HU BYMARIIAS

GAVAZZENI




Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Axillary surgery

/

Omission of
Sentinel node
biopsy

N

N\

GAVAZZENI

Omission of
ALND in sentinel
node positive
patients

Role of Regional RT

7

HUMANITAS HU HuMaRI

RT in case of
omission of SNB

RT in post-
operative patients
(BLS positive
without ALND

Axillary RT
replacing ALND in
sentinel node
positive axilla

Regional RT in the
neo-adjuvant era?




Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Axillary surgery

Omission of
Sentinel node
biopsy

N\

HUMANITAS HU HuMaRI

GAVAZZENI




Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Omission of Sentinel node biopsy

= Choosing
= Wisely -

The American Board of Internal Medicine Foundation launched a national
initiative called Choosing Wisely to prompt provider discussion about the
appropriate use of tests, treatments, and procedures based on evidence-
driven medicine.

In conjunction with the Society of Surgical Oncology in 2016, five
recommendations were released.

The first recommendation stated, “Don’t routinely use sentinel node biopsy in
clinically node-negative women 270 years of age with early-stage hormone
receptor-positive, HER2 negative invasive breast cancer.”
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Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Omission of Sentinel node biopsy

Prospective trials highlighting that SLNB had no impact on locoregional recurrence or breast-cancer-specific mortality
(patients >70 years old with operable BC and negative clinical axillae)

Authors Stage of disease Axillary recurrences BC-specific mortality

Martelli et al T<2cm 15-years: 5.8% ALND No difference
3.7% no ALND

IBCSG 10-93 trial T<2cm Improved early QOL in no No difference
ALND group

CALGB 9343 trial T<2cm ALND: 3% ipsilateral axillary No difference
recurrence

No ALND: no recurrences

Martelli et al Ann Surg 2005

| HUMANITAS IBCSG 10-93 JCO 2006
HU NIITAS UNIVERSITY CALGB 9343 trial JCO 2013
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Omission of Sentinel node biopsy

270 y.o.
HR+
Tlc, Grade Il Tla-c, Grade |
Or Or
T2+, Grade Ill Tla-b, Grade Il
Perform SLN Biopsy Omit SLN Biopsy

Figure 1. Algorithm for omission of sentinel lymph node biopsy in older people. HR+, hormone receptor positive; SLN, sentinel lymph node; y.o., years old.

Martelli et al Ann Surg 2005
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Omission of Sentinel node biopsy

JAMA Oncology | Original Investigation

Sentinel Lymph Node Biopsy vs No Axillary Surgery

in Patients With Small Breast Cancer and Negative Results
on Ultrasonography of Axillary Lymph Nodes

The SOUND Randomized Clinical Trial

Oreste Davide Gentilini, MD; Edoardo Botteri, PhD; Claudia Sangalli, BSc; Viviana Galimberti, MD; Mauro Porpiglia, MD; Roberto Agresti, MD;
Alberto Luini, MD; Giuseppe Viale, MD; Enrico Cassano, MD; Nickolas Peradze, MD; Antonio Toesca, MD; Giulia Massari, MD; Virgilio Sacchini, MD;
Elisabetta Munzone, MD; Maria Cristina Leonardi, MD; Francesca Cattadori, MD; Rosa Di Micco, PhD; Emanuela Espasito, PhD; Adele Sgarella, MD;
Silvia Cattaneo, MD; Massimo Busani, MD; Massimo Dessena, MD; Anna Bianchi, MD: Elisabetta Cretella, MD; Francisco Ripoll Orts, MD:

Table 3. Summary of First Events, Deaths, and Follow-Up Time

Michael Mueller, MD; Corrado Tinterri, MD; Badir Jorge Chahuan Manzur, MD; Chiara Benedetto, PhD; Pzolo Vercnesi, MD; for the SOUND Trial Group E"E“‘E' Mo. {xl
SLME Mo axillary surgery
Outcome {n= 708) {n = 697)
First events
Table1. Bacaline Patient and Tumor Charackerstics Ipsilateral breast recurrence 7(1.0) & (0.9)
Fatients, No. (%) Axillary recurrence 3(0.4) 5(0.7)
Characteristic o pefer—— e Ipsilateral breast and axillary  2(0.3) 0
Age at surgery, y re_-:urren:e !
Ty Distant metastasis 13(1.8) 14 (2.0)
= 1004 1004 0 56(7.9) 44 (6.3) Contralateral breast cancer 5(0.7) 7(1.0)
o 1din1) e >0 652(92.1)  653(93.7) Nonbreast primary tumors 17 (2.4) 22(32)
i A24a5) 23 (4235) gk status Death from breast cancer ] ]
s 28 [35.3) s o 108(15.3) 95(13.8) Death from cause other than 5(0.7) 6 (D.9)
Median (IQR) 60 (52-68) 60 (51-68) =) GO0 (84.7) E02 (85.4) breast cancer
Histotype feontinued) Death from unknawn cause 1(0.1) 1{0.1)
Cactal 51078 s43(779) Fallow-up, median (IQR), y 5.7(5.0-6.8) 5.7 (5.0-6.6)
Lobular 51 (8.6) 59 (8.5) All deaths, cause
Tublar 27 (38) 33(47) Breast cancer 710 4(0.6)
Other 69(9.7) 62(3.9) Cause other than breast cancer 10(1.4) 12 (1.7)
Pathalogical tumar size Unknown cause 4{0.6) 2(03)
oT1mic or pT1a 71000) 61(2.8) Follow-up, median (I0R), ¥ 58(5.0-6.9) 5.8/(50-6.8)
pTlb 251 (35.5) 240 (34.4) Abbreviation: SLMB, sentinel lymph node biopsy.
pTlc 355 (50.1) 361(51.8)
pT2 31(4.4) 35(5.0)
Median (IQR), cm L1(0.815  LI1{0.815)
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Omission of Sentinel node biopsy
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SLMNE indicates sentinel lymiph node biopsy.

Gentilini et al. JAMA Oncol. 2023 Nov 1;9(11):1557-1564
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Omission of Sentinel node biopsy

(% e NEW ENGLAND
%, JOURNAL of MEDICINE

Axillary Surgery in Breast Cancer — Primary Results
of the INSEMA Trial

Authors: Toralf Reimer, Ph.D., Angrit Stachs, Ph.D., Kristina Veselinovic, M.D., Thorsten Kuhn, Ph.D., |6rg Heil, Ph.D.
Silke Polata, M.D., Frederik Marmé, Ph.D., w15 , and Bernd Gerber, Ph.D. Author Info & Affiliations

Published December 12, 2024 | N Engl | Med 2025;392:1051-1064 | DOI: 10.1056/NE]Mo0a2412063

- Atotal of 5502 eligible patients (90% with clinical T1 cancer and 79% with pathological T1 cancer) underwent randomisation in a 1:4 ratio

* 962 were assigned to undergo treatment without surgical axillary staging (the surgery-omission group), and 3896 to undergo sentinel lymph node biopsy (the surgery group).
* The median follow-up was 73.6 months.

The estimated 5-year iDFS rate was 91.9% (95% confidence interval [CI] 89.9 to 93.5) among patients in the surgery-omission group and 91.7% (95% CI 90.8 to
92.6) among patients in the surgery group, with HR of 0.91 (95% CI 0.73 to 1.14), which was below the pre-specified non-inferiority margin.

The analysis of the first primary outcome events (occurrence or recurrence of invasive disease or death from any cause), which
occurred in a total of 525 patients (10.8%), showed apparent differences between the surgery-omission group and the surgery group in
the incidence of axillary recurrence (1.0% versus 0.3%) and death (1.4% versus 2.4%).
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Axillary surgery Role of Regional RT

Omission of
Sentinel node Whole Breast RT
biopsy INSEMA trial

SOUND trial

Pazienti candidabili ad omissione della chirurgia ascellare:
- post-menopausa
- T<2cm
- G1-G2
- Luminal A
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Role of Regional RT

Axillary surgery

Omission of RT in post- Axillary RT
ALND in sentinel operative patients replacing ALND in
node positive (BLS positive sentinel node

patients without ALND positive axilla
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Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Omission of ALND in sentinel node positive patients

Effect of Axillary Dissection vs No Axillary Dissection on 10-Year
Overall Survival Among Women With Invasive Breast Cancer and
Sentinel Node Metastasis:

The ACOSOG 20011 (Alliance) Randomized Clinical Trial

T1-2 tumours and 1/2 positive sentinel nodes after breast-
conserving therapy: ALND vs NO ALND

891/1900 enrolled pts (closed early with only 50% accrual)
Unbalanced baseline characteristics

Missing radiotherapy details (available only for 228 pts)

Ten-year regional recurrence did not differ significantly
between the 2 groups

10-year disease-free survival was 80.2% in the SLND alone
group and 78.2% in the ALND group

10-year overall survival was 86.3% in the SLND alone group
and 83.6% in the ALND group (non-inferiority p = .02)

420 Inchadad in primary anatysis 436 Included in primary analysis
25 Exciuded (withdrew prior 1o surgary) 10 Excluded (withdrew prior 10 surgery)

Figure Legend:

ALND indicates axillary lymph node dissection; SLND, sentinel lymph node dissection.
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Omission of ALND in sentinel node positive patients

Effect of Axillary Dissection vs No Axillary Dissection on 10-Year
Overall Survival Among Women With Invasive Breast Cancer and
Sentinel Node Metastasis:

The ACOSOG 20011 (Alliance) Randomized Clinical Trial

T1-2 tumours and 1/2 positive sentinel nodes after breast-
conserving therapy: ALND vs NO ALND

891/1900 enrolled pts (closed early with only 50% accrual)
Unbalanced baseline characteristics

Missing radiotherapy details (available only for 228 pts)

Ten-year regional recurrence did not differ significantly
between the 2 groups

10-year disease-free survival was 80.2% in the SLND alone
group and 78.2% in the ALND group

10-year overall survival was 86.3% in the SLND alone group
and 83.6% in the ALND group (non-inferiority p = .02)

Alive

Survival, %

204 | —— ALND

104 SLND alana Log-rank P = .26 104

| , | : ! . | ) :

0 1 2 3 4 5 6B 7 8 0

Years
No. at risk

ALND 420 408 398 391 378 313 223 141 74 420
SLND alone 436 421 411 403 387 326 226 142 74 436
Favors

SLND Alone

Unadjusted

| O
I

Alive and Disease-Free

Log-rank P=.14
: . : ' . ; . !
1 2 3 4 5 6 7 8
Years

369 335 310 286 226 152 83 37
395 363 337 307 231 147 81 36

i Favors
ALND

O

Adjusted

e

T T T T
0.5 1

1
.0 1.3 2.0

Hazard Ratio (90% ClI)
for Overall Survival

HUMANITAS HU BUyaNms

GAVAZZENI UNIVERSITY

Giuliano et al. Jama Oncology 2011
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Omission of ALND in sentinel node positive patients

ACOSOG Z0011 (Alliance) Trial uncertainties:

O Under-recruitment
U Premature closure of the study
O Large noninferiority margin
O Short follow up
O Irradiated nodal volumes?

Giuliano AE, Jagsi et al. JCO 2014
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Omission of ALND in sentinel node positive patients

Representative examples of detailed radiation treatment records received and classified as receiving standard tangents, high tangents, or third-field

treatment. (A) Standard tangents. (B) High tangents. (C and D) Third-field and matched tangents from a single patient.

O RT administration were available for 605 patients
0 540/605 pts (89%) were noted to have received whole-breast RT.
0 89/605 patients (15%) were recorded as also receiving treatment to the supraclavicular region

Giuliano AE, Jagsi et al. JCO 2014
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Omission of ALND in sentinel node positive patients

Amn Surg Oncol (2022) 2957325744 Annals of 'i

Patps//doiong/1 0 12455 1043402241 1866w SL‘RG[(:«'\L O\'COLOGY ‘ r;r;“::

ORIGINAL ARTICLE - BREAST ONCOLOGY

Il’rcscr\'ation of Axillary Lymph Nodes Compared with Complete
Dissection in T1-2 Breast Cancer Patients Presenting One or Two
Metastatic Sentinel Lymph Nodes: The SINODAR-ONE
Multicenter Randomized Clinical Trial

‘ Randomized (n = 889)

>
>

¥

Intention-To-Treat population (n = 879)

Fxeluded (n = 10)
Data not available (n = 10) (4 arm A_ 6 arm B)

L

h 4

¥

Arm At Standard treatment (n = 439) ‘ ‘

T1-2 tumours and 1/2 positive sentinel nodes after BCS or
mastectomy (24.8%): ALND vs NO ALND

889 enrolled pts (trial enrollment closed early because of
poor accrual rates and fewer than anticipated events)

The 3-year survival and relapse rates of BC pts treated with
SLNB only, and adjuvant therapy, were not inferior to those
of patients treated with ALND

Arm B: Experimental treatment (n = 440)

I

l

¥ Randomization based on ¥ Randomization based on

L] Intraoperative SLN evaluation (n = 268)
= Definitive SLN evaluation (n = 171)

=  Intraoperative SLN evaluation (n = 239)
®  Definitive SLN evaluation (n = 181)

¥ Type of breast surgery ¥ Type of breast surgery

= BCS(n=328)
" Mastectomy (n = 111)

" BCS(n=333)
" Mastectomy (n = 107)

v

v

¥ Ineligible (n = 9)
= 0 positive SLN {n=1)
- 3 positive SLN (n = 3)
= Mlfn=1)
"= ¢NIl{n=2)
- Micrometastasis (n = 1)
" T3n=1)

¥ Inversion of treatment (n = 27)

Total n = 36

¥ Ineligible (n = 9)
= O positive SLN (n= 1)
L] 3 positive SLN (n = 3)

= Ml(n=1)

- Micrometastasis (n = 2)

®  ET prior to surgery (n = 1)

" Inflammatory carcinoma (n = 1)

¥ Inversion of treatment {n = 12)

Total n =21

"~y o

‘ Per-Protocol population (n = 822)

l

l

Arm A: Standard treatment (n = 403) ‘ ‘

Arm B: Experimental treatment (n = 419)
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Omission of ALND in sentinel node positive patients

[Aon Surg Oncol 002 295732 57143 Annals of }“— {ﬂ} Monality [TT population {h} Relapses ITT population
Patps//dolong/1 Q0 1245/ 104330221 1866w qL’RGl(:‘,\L ()\'('()L(X',\’ ‘;:";’: E E i i
ORIGINAL ARTICLE - BREAST ONCOLOGY . 5 : '
i 0.99 ; E 1.35
Il’rcscr\'ation of Axillary Lymph Nodes Compared with Complete : ¢ ; —Te ,
Dissection in T1-2 Breast Cancer Patients Presenting One or Two i :
Metastatic Sentinel Lymph Nodes: The SINODAR-ONE ! :
Multicenter Randomized Clinical Trial p=0984 | p-04dd |
- - ET 023 1 417 ST ET 062 1 302 ST
T1-2 tumours and 1/2 positive sentinel nodes after BCS or
mastectomy (24.8%): ALND vs NO ALND (© Moraly PP popularion . (d Relapaes P populacion
889 enrolled pts (trial enroliment closed early because of i ;
poor accrual rates and fewer than anticipated events) ; 1 | : . ;
1 —— I — :

The 3-year survival and relapse rates of BC pts treated with i |
SLNB only, and adjuvant therapy, were not inferior to those p=0734 | p-oasi |
of patients treated with ALND = = : :

ET 029 1 6.57 ST ET 061 1 il6 ST

FIG. 4 Testing noninferiority between treatment arms (standard (axillary dissection) in both the ITT (a, b) and PP population (c. d).
versus experimental), showing noninferiority outcomes in terms of ITT intention-to-treat, PP per-protocol, ET experimental treatment, 8T
mortality and relapses rates of the experimental treatment (sentinel standard treatment

lymph node biopsy only) compared with the standard treatment

Tinterri et al. Annals Surg Oncology 2022
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146 (PB-053) Paster
The radiotherapy omission within the Sinodar One protocol: Survival
and Relapse Outcomes and dosimetric analysis

R. Spoto', A. Bertolini", D. Franceschini', L. Dominici', F. Lobefalo’,

C. Tinterri®, M. Scorsetti®. "IRCCS Humanitas Research Hospital,
Department of Radiotherapy and Radiosurgery, Rozzano, Italy; 2IrCCS
Humanitas Research Hospital, Breast Unit, Rozzano, ltaly; SHumanitas
University, Department of Biomedical Sciences, Pieve Emanuele, ltaly

Background: We conducted a re-analysis of the data from the SINODAR-
OME phase Ill randomized trial, focusing on the omission of radiotherapy.
The primary objectives of the study were overall survival (OS) and
locoregional relapse (LRR). We performed a dosimetric analysis of the
dose to the axilla.

Materials and Methods: Patients with T1-2 breast cancer and 1-2
macrometastatic sentinel lymph nodes were randomly assigned in a 1:1 ratio
to either undergo removal of =10 axillary level I/l non-sentinel lymph nodes
followed by adjuvant radiotherapy (ARM 1) or receive no further axillary
treatment (ARM 2). We collected radiotherapy data and compare the
outcomes. We contoured retrospectively all four axillary levels and internal
mammary chain in order to perform a dosimetric analysis of the dose
distribution to that regions.

Results: From 2015 to 2020, a total of 889 patients were enrolled and
randomized. The median follow-up period was 34.0 months. Radiotherapy
data were available for 355 patients. In study arm, no axillary dissection was
performed, and locoregional radiotherapy was administered 17pts that
represent a major deviation. In ARM 1 and ARM 2, we observed 0 and 2
deaths, and the relapse were 2 and 4, respectively. Statistical analysis did not
reveal any significant differences between the two arms. The dosimetric
analysis performed on 72 pts (56 treated with VMAT and 16 treated with 3D
conformal technique) revealed that the median mean dose to the first level of
axilla is half of prescription dose.

Conclusion: In T1-2 breast cancer patients with 1-2 macrometastatic
sentinel lymph nodes treated with sentinel lymph node biopsy alone, the 3-
year survival and relapse rates were not inferior to those of patients treated
with axillary lymph node dissection plus or minus locoregional radiotherapy.
The dose to axilla can’t influence these results.

Mo conflict of interest.

European Journal of Cancer 20051 (2024) 113720
https:idoi.org/10.1016/j.ejca.2024.113720

A dosimetric analysis performed on 72 pts
revealed that a median mean dose to the |
Level of axilla is 50% of prescription dose
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Omitting Axillary Dissection in Breast Cancer
with Sentinel-Node Metastases

ie Boniface, Fiitenborg Tvedskoy, vdén, R. Szulkin, T. Reimer, T. Kihn (ontos, O.D. Gentilini
Bonif T.§ borg Tveds) LR B T T M. K ).[
R. Olofsson Bagge, M. Sund, D. Lundstedt, M. Appelgren, . Ahlgren, S. Norenstedt, F. Celebioglu, H. Sackey
1. Scheel Andersen, U, Hoyer, P.F. Nyman, E. Vikhe Patil, £. Wieslander, H, Dahl Nissen, S. Alkner, Y. Andersson,
B.V. Offersen, L Hi‘f:‘l‘-“."il,J Frisell, and P. Christiansen, for the SENOMAC Trialists’ Group

Table 1. {Continued.)

ALND

Sentinel-Mode Completion
wice . Biopsy Auxillary-Lymph-
T1-3 tumours and 1/2 positive sentinel nodes (ECE was Charscterc o Node Dissection
aracterstic = =
allowed) after BCS (64%) or mastectomy (36%): ALND vs NO = (=128
Tumor subtype — no. (%)
ER-positive, HERZ-negative 116& (&7.3) 1034 (B3.8)
ER-positive, HERZ-positive 84 (6.3) 88 (7.3)
2540 enrolled pts (1335 BLS — 1205 ALND) ER-negative, HER2-positive 23 (17) 34 (28)
Use of RT followed national guidelines ER-negative, HERZ-negative 57 (4.3) 46 (3.8)
(RNIin 90% BLS group and 88% ALND group) Missing data 3(04) e
Ki-67 proliferation index
" ’ é . . or- Mean — % 24 6£17.2 24 B=17.7
Five-year recurrence-free survival did not differ significantly Mdechnn frmge) — %6 e 20 [158)
between the 2 groups Missing data — no. (%) 13 (1.0) 18 (L.5)
SENOMAC trial
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Omirtting Axillary Dissection in Breast Cancer
with Sentinel-Node Metastases

). de Boniface, T i‘z:mb-‘.',: Tvedskov, L. Rydén, R. Szulkin, T. Reimer, T. Kihn, M. Kontos, O.D. Gentilini

2 on Bagge, M. Sund, D. Lundstedt, M. A ren, J. Ahlgren, S. Norenstedt, F. Celebioglu, H. Sackey
rrsen, U, Hoyer, P.F. Nyman, E. Vikhe Patil, E. Wieslander, H, Dahl Nissen, S. Alkner, Y. Andersson,

B.V. Offersen, L. Bergkvist, J. Frisell, and P. Christiansen, for the SENOMAC Trialists’ Group

T1-3 tumours and 1/2 positive sentinel nodes (ECE was
allowed) after BCS (64%) or mastectomy (36%): ALND vs NO
ALND

2540 enrolled pts (1335 BLS — 1205 ALND)
Use of RT followed national guidelines
(RNIin 90% BLS group and 88% ALND group)

Five-year recurrence-free survival did not differ significantly
between the 2 groups

1.0+ Sentinel-node biopsy only
o 9-“

(95% C1,0.66-119)

v

g2

- /

'E 0.8 Completion axlllary-lymph-node dissection

$y 074 No.of  Recurrencefree
< E 0.6 Events Survival (95% CI)
g § 0.5+ percent

3 a2l Sentinel-Node 89 89.7 (87.5-91.9)
55 Biopsy Only

5 0.3+ Dissection 91 857 (86.3-911)
E 0.2+ Hazard ratio for recurrence o death, 0.89

0.1+ P<0.001 for noninferiority
00 T T T T y
0 12 24 i6 A8 )
Months since Randomization
No. at Risk
Sentinel-nede 13135 127¢ 1069 32 s77 07
biopsy only
Dizsection 1205 1159 1009 m S44 274

Figure 2. Recurrence-free Survival (Per-Protocol Population).
Shown are Kaplan—Meier curves for the secondary end point of recurrence-free survival.
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Omitting A\l“dry Dissection in Breast Cancer Table 2. Recurrence-free Survival Analyses (Per-Protocol Population).*
with Sentinel-Node Metastases Sentinel-Node Completion
J. de Boniface, T. Filtenborg Tvedskov, L. Rydén, R. Szulkin, T. Reimer, T. Kiihn, M. Kontos, 0.D. Gentilini Biopsy Mi"")':'—!"‘"l{h-
ze, M. Sund, D. Lundstedt, M en, ). A 1, S. Norenstedt, F. Celebioglu, H. Sackey , Only Node Dissection
1. Scheel Anc U. Hover, P.F. Nyman, E. Vikhe Patil, E. Wieslander, H, Dahl Nissen, S Ai-.ru-' Y. Anderssor Variable IN=1335} [N=12°5]
\ ersen, L. Bergkvist, J. Fr sell, and P. Christiansen, for the SENOMAC Trialists’ Groug Recurrence — no. (%)
Local 12 (0.9) 10 (0.8)
T1-3 tumours and 1/2 positive sentinel nodes (ECE was :;gt”"ta' 4i g:: 5: Ezi;
Istan . %
0, 0, .
allowed) after BCS (64%) or mastectomy (36%): ALND vs NO Death— na. (%) 62 (46) 69 5.7
ALND Cause of death — no./total no. (%)
Breast cancer 24/62 (39) 31/69 (45)
2540 enrolled pts (1335 BLS — 1205 ALND) Other cause 30/62 (48) 30/69 (43)
. . . Unk 8/62 (13 8/69 (12
Use of RT followed national guidelines renewn /62 (13) /62012)
- Recurrence or death as first event
(RNIin 90% BLS group and 88% ALND group) —no. (%)
No 1240 (92.9) 1109 (92.0)
Five-year recurrence-free survival did not differ significantly Yes 300 89
between the 2 groups
SENOMAC trial

De Boniface J et al. NEJM 2024
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Omission of ALND in sentinel node positive patients

Radiation Field Design in the SENOMAC Trial

The use of Radiation Therapy followed national guidelines, which led to ahigh proportion of pts
undergoing nodal field irradiation, which is the standard of care in Sweden and Denmark
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Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Role of Regional RT

Axillary surgery

All patients diagnosed

Omission of Whole breast )
) . ) with at least one lymph
ALND in sentinel radlotherapy +/- boost node macrometastasis
node positive following BCS had an indication for
patients locoregional RT
SINODAR-ONE trial SENOMAC trial
Z0011 trial De Boniface J et al. NEJM 2024

N\
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Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Omission of ALND in sentinel node positive patients

ACOSOG Z0011 SINODAR-ONE
sentinel-node sentinel-node
micrometastases: 40% of micrometastases: 7% of
the trial population the trial population
matted nodes and gross extracapsular extension

extranodal disease were was not reported

anh exclusion criterion

mastectomy was not an mastectomy was included
eligible intervention (24.4% of pts)

HUMANITAS HU SRy

AN NI

SENOMAC

None
(pT3 disease included)

allowed sentinel-node
extracapsular extension

more than one third of the
patients underwent
mastectomy
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Axillary surgery Role of Regional RT

Omission of Axillary RT
ALND in sentinel replacing ALND
node positive in sentinel node
patients positive axilla?

N\
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Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?
Omission of ALND in sentinel node positive patients

Axillary RT replacing ALND in sentinel node positive axilla

2,106 pts. eligible

Randoemization

Eight-year follow up result of the OTOASOR trial: The
Optimal Treatment Of the Axilla — Surgery Or
Radiotherapy after positive sentinel lymph node biopsy in
early-stage breast cancer:

A randomized, single centre, phase I1I, non-inferiority trial

=073 SLNB done Excluded {n=33)

SN not identified

Excluded
{n=1,54T)5N negative

n=526 SN positive

peena e The whole breast plus all 3 levels of the
eccived allocated cALRD (n= Allocation Received allocated RNI (n=230) . .
D ot e llocaed st (o17) b enenoss) || @Xilla @and the supraclavicular fossa were

Reason: Paticntz refuscd ALND Reason: ALND was performed based on

the operating surgeons” preference. CO n S i d e re d ta rget VOl u m e

Laost to follow-up (=0} ‘ [ Follow-1/p ] |I.usuo follow-up (n=0)

Analyzed as randomied (n=244) Analyzed as mndomized (n=230)
Amnalysis

Figure 1. Patients flow chart of study protocol and number of enrolled cases SLMNE — sentinel lymph node biopsy, cALND — completion axillary lymph
node dissection, RNI — regional nodal irradiation.

HUMANIT : S HUMANITAS Savolt et al. OTOASOR trial EJSO 43 (2017) 672e679
UNIVERSITY
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Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Omission of ALND in sentinel node positive patients

Axillary RT replacing ALND in sentinel node positive axilla

Table 1
Patient and treatment characteristics according to treatment arms.
. s . Characteristic Arm A Arm B p-value
Elght—yf?ar follow up result of the .OTOASOR trial: The @ s GALND) (RND
Optimal Treatment Of the Axilla — Surgery Or gl=é44> 1{:;=;301
. ‘e . . . o. (%) 0. (%)
Radiotherapy after positive sentinel lymph node biopsy in pos— y— ™ P
early-stage breast cancer: 0.602° (26-74)  (27-74)
. . . .. . M ausal Pry 83 (34) 62 (27) 0.095
A randomized, single centre, phase I1I, non-inferiority trial 8 Pout 161 (66) 168 (73)
Surgery Breast-conserving 200 (82) 200 (84) 0.164
ROLL 7129  16(33)
(non-palpable)
Mastectomy 44 (18) 30 (16)
cT category cT1 152 (62) 157 (68) 0.173
. . €T2 (<3 em) 92(38) 73 (32)
OTOASOR (Optimal Treatment Of the Axilla e T catcgory  pTI 105 (44) 138 60) 0003
pT2 123 (50) 87 (38)
H H pT3 16 (6) 5(2)
Surgery Or Radiotherapy) single centre R oxte sy 037
o . o . Lobular 40 (16) 28 (12)
randomized controlled clinical trial to compare Other e 140
Histologic grade [ 38 (16) 50 (22) 0.221
H 1 1 H I 125 (51) 111 (48)
cALND to RNI in patients with sentinel lymph o USROS
.. . . Multifocality Yes 26 (10) 27 (12) 0.708
node-positive (micro- and macrometastases) ‘ No 28 00) 203 6)
ER status Positive 203 (83) 194 (84) 0.734
H 1 1 Negative 41 (17) 36 (16)
primary invasive breast cancer PR status Positive 178 (73) 168 (73)  0.982
Negative 66 (27) 62 (27)
HER-2 status Positive 28 (12) 40 (17) 0.066
Negative/UK 216 (88) 190 (83)

¢ALND — completion axillary lymph node dissection, RNI — regional
nodal irradiation, ROLL — radio-guided occult lesion localization, ¢T —
clinical tumor size, pT — pathological tumor size, ER — estrogen receptor,
PR — progesterone receptor; UK = unknown. Data presented as number of
patients and percentage in parentheses, unless otherwise noted.

# Mann—Whitney two sample test (all other variables were tested with
the chi-square test).

‘ OTOASOR trial EISO 43 (2017) 672679
r HUMANITAS
HUMANITAS HU BYMARIIAS

AVAZTENI




Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?
Omission of ALND in sentinel node positive patients

Axillary RT replacing ALND in sentinel node positive axilla

~——

Eight-year follow up result of the OTOASOR trial: The
Optimal Treatment Of the Axilla — Surgery Or
Radiotherapy after positive sentinel lymph node biopsy in
early-stage breast cancer:

A randomized, single centre, phase III, non-inferiority trial

@ CrossMark
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Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?
Omission of ALND in sentinel node positive patients

Axillary RT replacing ALND in sentinel node positive axilla

Radiotherapy or Surgery of the Axilla After

a Positive Sentinel Node in Breast Cancer:
10-Year Results of the Randomized Controlled
EORTC 10981-22023 AMAROS Trial

Sanne A.L. Bartels, MD, PhD, M5c*; Mila Donker, MD, PhD™*; Coralie Poncet, MSc'; Micolas Sauwe, MSc’;

Marieke E. Straver, MD, PhD* Cornelis J.H. van de Velde, MD, PhD®; Robert E. Mansel, MD, M5*; Charlotte Blanken, MD, PhD";
Lorenzo Orzalesi, MD, PhD®; Jean H.G. Klinkenbijl, MD, PhD"; Huub C.J. van der Mijle, MD, PhD'%;

Grard A.P. Nieuwenhuijzen, MD, PhD**; Sanne C. Veltkamp, MD, PhD'*; Thijs van Dalen, MD, PhD"*; Andreas Marinelli, MD, PhD;
Herman Rijna, MD, PhD*; Marke Snoj, MD, PhD™; Nigel J. Bundred, MD, PhD"*; Jos W.5. Merkus, MD, PhD"";

Yazid Belkacemi, MD, PhD'*"; Patrick Petignat, MD™; Dominic A.X. Schinagl, MD, PhD*'; Corneel Coens, MSc';

Geertjan van Tienhoven, MD, PhD™; Fredericke van Duijnhoven, MD, PhD?; and Emiel J.T. Rutgers, MD, PhD?

ALND included at least anatomic level | and Il
and >10 nodes

ART was 25 fractions of 2 Gy or a biologically
equivalent dose to all three levels of the axilla as
well as the medial part of the supraclavicular
fossa

4823 patients registered

45‘ 17 did not provide informed consent

4806 randomly assigned

|
v v

2402 assigned to axillary 2404 assigned to axillary

—

lymph node dissection radiotherapy
1658 excluded 1723 excluded
1532 sentinel node negative 1599 sentinel node negative
62 sentinel node not < P 70 sentinel node not
identified identified
64 other* 54 other*
v v

744 sentinel-node-positive
patients included in
intention-to-treat
analyses

681 sentinel-node-positive
patients included in
intention-to-treat
analyses

Figure 1: Trial profile

*Includes patients who did not undergo sentinel node biopsy or the sentinel node results were unknown (12 in the
axillary lymph node dissection group and 12 in the axillary radiotherapy group), had only a positive non-sentinel
node (16 and six), had a positive sentinel node that was not located in the axilla (nine and 13), or only isolated
tumour cells in the sentinel node after the protocol amendment (27 and 23).
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AMARQOS trial JCO 2023




Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?
Omission of ALND in sentinel node positive patients

Axillary RT replacing ALND in sentinel node positive axilla

Radiotherapy or surgery of the axilla after a positive sentinel 2 @
node in breast cancer (EORTC 10981-22023 AMAROS):
a randomised, multicentre, open-label, phase 3

non-inferiority trial

Mila Donker, Geertjon van Trenhoven, Marieke E Straver, Philip Meijnen, Comelis | H van de Velde, Robert E Mansel, Luigi Cataliotti,

A Helen Westenberg, Jean H G Klinkenbil, Lorenzo Orzalesi, Willem H Bourna, Huub C | wan der Mijle, Grard A P Nievwenhuijzen,

Sanne C Veltkamp, Leen Slaets, Nicole | Duez, Peter W de Graaf, Thijs van Dalen, Andreas Marinedli, Herman Rijno, Marko Snoj, Nigel ) Bundred,
Jos W S Merkus, Yazid Belkacemi, Patrick Petignat, Dominic A X Schinagl, Corneel Coens, Carlo G M Messing, Jan Bogaerts, Emiel | T Rutgers

HUMANITAS HU HuMaRI
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Axillary lymph Axillary
node dissection radiotherapy

(n=744) (n=681)

Baseline characteristics
Age, years 56(48-64) 55 (48-63)
Menopausal status

Premenopausal 283(38%) 289 (42%)

Postmenopausal 445 (b0%) 384 (56%)

Missing 12 (2%) 8(1%)
Preoperative ultrasound axilla

Done 440 (59%) 419 (62%)

Mot done 304 {41%) 262 (38%)
Tumour on dominant side

Yes 377 (51%) 329 (48%)

Mo 352 (47%) 336(49%)

Bilateral 8 (1%) 2 (=1%)

Missing 7(1%) 14 (2%)
Clinical tumour size

Median (mm; IQR) 17(13-22) 18(13-23)

0-2em 612 (B2%) 533 (78%)

2-5¢cm 132 (18%) 143 (21%)

=5 cm 0{0%) 1 {=1%)

Missing 0{0%) 4{1%)
Tumour type

Infiltrating ductal 563 (76%) 515 (76%)

Infiltrating lobular 100 (13%) 99 (15%)

Other 81 (11%) 66 (10%)

Missing 0(0%) 1{=1%)
Grade

i 179 (24%) 154 (23%)

1] 356 (48%) 311 (46%)

il 192 (26%) 200(29%)

Missing 17 (2%) 16 (2%)
Type of breast surgery

Breast-conserving surgery 609 (82%) 557 (82%)

Mastectamy 127 (17%) 121 (18%)

Missing 8(1%) 3(=1%)

(Table 1 continwes on next page)

Axillary lymph Axillary
node dissection radiotherapy

(n=744) (n=681)
(Continued from previous page)
Adjuvant radiotherapy
Breast 597 (B0%) 546 (80%)
Chest wall 34(5%) 51(7%)
Internal mammary chain 72 (10%) 65 ({10%)
Systemic treatment administerad
Any systemic treatment 666 (90%) 612 (90%)
Chemotherapy 453 (61%) 418 (61%)
Hormonal therapy 585 (79%) 525 (77%)
Immunatherapy 45 (6%) 44 (6%)

Sentinel node characteristics

MNumber of sentinel nodes remaoved

1 332(45%) 293 (43%)

2 201 (27%) 217 (32%)

3 127 (17%) 105 (15%)

=4 B4(11%) 66 (10%)
MNumber of positive sentinel nodes

1 581 (78%) 512 (75%)

2 127 (17%) 134 (20%)

3 29 (4%) 27 (4%)

=4 7(1%) 8(1%)
Size of the largest sentinel node metastasis

Macrometastasis 442 (59%) 419 (B2%)

Micrometastasis 215(29%) 195 (29%)

Isolated tumaour cells 87 (12%) 67 (10%)
Mumber of positive additional nodes (besides sentinel node)

0 451/672 (67%)* 26/69 (38%)F

1-3 168/672 (25%)* 24/69 (35%)T

=4 52/672 (B%)" 17/69 (25%)1

Missing 1/672 (<1%)* 2/69 (3%)T

Data are median (IQR) or number (%). Some percentages do not total 100
because of rounding. *72 patients did not have axillary lymph node dissection.
thdditional metastatic lymph nodes in the axillary adiotherapy group were
found in a growp of patients who crossed over from axillary radiotherapy to
axillary lymph node dissection and are thus not representative of the number of
additional nodes in the whole group.

Table 1: Baseline and treatment characteristics
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Omission of ALND in sentinel node positive patients

Axillary RT replacing ALND in sentinel node positive axilla

A B
100 4 100 4
m-\ m.\
£ " £ 10-year cumulative incidence of LRR was 3.6% after ALND and
= ™ " 4.1% after ART (axillary recurrences 0.93% after ALND and
|SETTERE G oF TEEE R 1.82% after ART)
0 2 = 4‘ 6 l'i !'-’) "Z 1‘4 0 ; : ( 6 ; 0 12 Ry . .
Time (yoars) Time (years) No differencesin OS and DFS
oo s sl Significantly lower lymphedema rate after ART at all time points
. There were no differences measured in shoulder mobility and
Bategl N P QoL
& 10-year cumulative incidence of second primary cancers was
: " 12.1% after ART and 8.3% after ALND
t
! »
ﬁ—/’i’-"_’/_

AMARQOS trial JCO 2023

HUMANITAS HU HuMaRI

GAVAZZENI




Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Axillary surgery Role of Regional RT

Regional RT in the
neo-adjuvant era?
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Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Role of regional radiotherapy in the neo-adjuvant era

There is general consensus that women who are clinically
node-negative (cNO) at presentation and are found to have a
negative SLN biopsy after NACT do not require any further
axillary treatment.

Geng C, et al. PloS One (2016) 11:e0162605.

| HUMANITAS Mamounas EP. Ann Surg Oncol (2018) 25:2124e2126
HUMANITAS HU URVERS
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Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Role of regional radiotherapy in the neo-adjuvant era

Axillary RT (instead of ALND) may be considered for cNO patients who are found to
have fibrosis in 1 or 2 nodes and for those found to have only micro
metastases or isolated tumor cells in sentinel nodes as per some
guidelines

But there is no robust evidence to support these latter recommendations for axillary RT...

Burstein HJ, et al. The St. Gallen international consensus guidelines for

HUMANITAS HU BINJR/I/égISTTAYb treatment of early breast cancer 2021
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Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

NRG Oncology/NSABP B-51/RTOG 1304: Study Design

Stratified by type of surgery (mastectomy vs lumpectomy),
HR status (+/-), HER2 status (+/-), adjuvant chemotherapy
(Y/N), and breast pCR status (Y/N)

Patients with clinical T1-3, N1, MO breast
cancer; axillary LN+ by FNA or core needle
biopsy; completed >8 wk of neoadjuvant
chemotherapy (+ anti-HER2 therapy if
HER2+); ypNO by SLNB (>2 nodes excised),
ALND, or both after neoadjuvant
chemotherapy; mastectomy or lumpectomy
(N = 1641)

Primary endpoint: IBCRFI (time from randomization to invasive local, regional, or distant recurrence, or

death from breast cancer)
Secondary endpoints: LRRFI (locoregional recurrence without distant recurrence within

2 mo), DRFI, DFS, OS, toxicity

NSABP B-51 SABCS 2023
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Baseline Characteristics




Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

NRG Oncology/NSABP B-51/RTOG 1304: Efficacy

Mo RNI (n = 784) RMI {n =772} HR [95% CI}

IBCRFI events, n L9 50 .88 (0.60-1.29) .51
= B-yr estimate of IBCRFI, % 51.8 927

Izolated LRRFI events, % 11* 4+ 0.37 (0.12-1.16) J088
= E-yr estimate of LRRFI, % 58.4 993

DRFl events, n 48 45 1.00 (0.67-1.51) .59
= E-yr estimate of DRFI, % 53.4 934
DFs events, n 83 B85 1.06 (0.79-1.44) .69
= G-yr estimate of DFS, % 38.5 833

{n = 802) [m = 800} HR [95% CI} PValue

O3 events, n 45 43 1.12 (0.75-1.68) .59
= G-yr estimate of O3, 3% 4.0 936

*2 local, 8 regional, and 1 locoregional. +all local.

®» Mo significant difference in IBCRFI between arms for all stratification subgroups or exploratory age, race, and axillary surgery
subgroups

®»  Significant interaction between treatment arm and tumor subtype based on small number of events and patients (P = .037)

Mamgunas. SABCS 2023. Abstr G502-07. shide cradit: dinicaloptions.com

e

The study demonstrated that patients whose lymph nodes converted to negative status had excellent
outcomes with low [recurrence] events, regardless of whether they received regional nodal radiation

SABCS, 2023
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Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

Role of regional radiotherapy in the neo-adjuvant era

De-escalation of radiotherapy after primary chemotherapy
. Whole Low-risk Intermediate- High-risk  y*p value
in cT1-2N1 breast cancer (RAPCHEM; BOOG 2010-03): 5-year group*  group skgroup  group
follow-up results of a Dutch, prospective, registry study (n-838) (20 (n=370) 2 (ne177)
Age, years - " - - 00053
Sabine R de Wild, Linda de Munck, fanine M Simons, Janneke Verioop, Thijs wan Dalen, Paula H M Elkhuizen, Ruud M A Houben,
A Elise van Leeuwen, Sabine C Linn, Ruud M Pijnappel, Philip M P Poortmans, Lusc] A Strobbe, Jelle Wesseling, Adri CVoogd, Liesbeth | Boersma =40 101 (12%)  45(15%) 45 (12%) 11(6%)
40-59 58 (70%) 206 (71%) 256 (69%) 123 (69%)
=60 152 (18%) 40(14%) 69 (19%) 43 (24%)
Molecular subtype - - - - <0-0001
HR+, HER2- 534 (64%) 128 (44%) 276 (75%) 139 (80%)
HR+, HER2+ 108(13%) 58(20%) 38 (10%) 12 (7%)
HR-, HERZ+ 57 (7%) 35(121%) 18 (5%) 4(2%)
B48 patients identified from the Metherlands Cancer Triple negative 123(15%) 69 (24%) 35(9%) 19 (11%)
Registry between Jan 1, 2011, and Jan 1, 2015 Hormone receptor missingt 7 1 3 3
Grade - - - 0-0035
1 123(19%) 36 (17%) 57 (19%) 30 (20%)
1 :’:]'i'f;jf;”“""“'ﬁ'“ et 2 348(53%)  92(44%) 174(58%)  82(55%)
3 185 (28%) 79(38%)  68(23%) 38 (25%)
- Unknownt 182 84 71 27
838 patients eligible for follow-up analyses ymphovascularinvasion i ) ) ) 00013
No 441 (81%) 145 (86%) 208 (82%) B8 (70%)
Yes 106 (19%)  23(14%) 45 (18%) 38 (30%)
v - v Unknown 291 123 117 51
291 low-risk group 370 intermediate- 177 high-risk grovp Initial tumour size, cm - - - - 0.064
risk group 2.0 165 (20%) 46(16%) 84 (23%) 35 (20%)
2.1-5.0 657 (B0%) 242 (84%) 275 (77%) 140 (80%)
Exact size unknown (=5-0)f 16 3 11 2
Type of breast surgery - " - " 0042
Lumpectomy 475 (57%) 175(60%) 214 (58%) 86 (49%)
Mastectomy 363(43%) 116(40%) 156 (42%) 91 (51%)
(Table 2 continues on next page)

RAPCHEM; BOOG 2010-03: 5-year follow-up results of a Dutch, prospective, registry

HUMANITAS HU W study. Lancet Oncol (2022) 23(9):1201-10
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Role of regional radiotherapy in the neo-adjuvant era

De-escalation of radiotherapy after primary chemotherapy
in cT1-2N1 breast cancer (RAPCHEM; BOOG 2010-03): 5-year
follow-up results of a Dutch, prospective, registry study

Sabine R de Wild, Linda de Munck, fanine M Simons, Janneke Verioop, Thijs wan Dalen, Paula H M Elkhuizen, Ruud M A Houben,
A Elise van Leeuwen, Sabine C Linn, Ruud M Pijnappel, Philip M P Poortmans, Luc | A Strobbe, Jelle Wesseling, Adri CVoogd, Liesbeth | Boersma

Radiotherapy after breast Radiotherapy after
conserving therapy mastectomy

Low-risk group
ypMO (ALND)

If SLNB before primary chemotherapy and no
ALND: cN1mi (SLNB), no risk factor®;

or if SLNB after primary chemotherapy and no
ALND: ypNO (SLNE)

Intermediate-risk group
ypN1 (ALND)

If SLNB before primary chemotherapy and no
ALNDt: cN1mi (SLNB), =1 risk factor®, or cN1
(SLMB), =2 macrometastases, no risk factor®;
or if SLNB after primary chemotherapy and no
ALNDt: ypN1mi (SLNB), no risk factor®

High-risk group
ypN2-3 (ALND)

If SLNB before primary chemotherapy and no
ALNDt: ¢N1 (SLMB), with =2 macrometastases
and =1 risk factor®, or =3 macrometastases;

or if SLNB after primary chemotherapy and no
ALNDt: ypN1mi (SLNB), =1 risk factor*, orypM1
{SLNE)

ALND=axillary lymph node dissection. SLNB=sentinel lymph node biopsy. *Risk factor: grade 3, lymphovascular
invasion, tumour size more than 3 cm. 1 ALMD was omitted in the intermediate-risk or high-risk group, radiotherapy
of the axilla (level | and II) was recommended. Radiotherapy of the axilla {level | and Il) after ALND, and radiotherapy of

the internal mammary chain were optional.

Whaole breast radiotherapy
Whole breast radiotherapy

Whole breast radiotherapy Chest wall radiotherapy

Whole breast radiotherapy; Chest wall radiotherapy;
in addition axilla level 1and It in addition axilla level |
and Il

Whole breast radiotherapy; Chest wall radiotherapy;
axilla level Il and IV axilla level Il and IV

Whole breast radiotherapy; Chest wall radiotherapy;

axilla level 1 and IV; axilla level 1l and IV;
in addition axilla level | and IIT  in addition axilla level |
and IIT

Table 1: Study guideline with risk groups based on locoregional recurrence risk, and locoregional

radiotherapy recommendations

HUMANITAS HU HuMaRI
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RAPCHEM; BOOG 2010-03: 5-year follow-up results of a Dutch, prospective, registry
study. Lancet Oncol (2022) 23(9):1201-10




Axillary lymph node dissection in BC patients ER+: obsolet or still necessary?

CONCLUSION

It remains an ongoing discussion (in a multidisciplinary context) on determining the
optimal approach for managing axilla in patients with node-positive (cN+) breast cancer
(BC), with options including:

 limited axillary surgery
1 increased use of radiotherapy (RT)
J combination of both

The crucial aspect is how to properly select pts who might benefit from de-escalation
strategies

N\
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