Gemeinschaftsklinikum
£\ Mittelrhein

San Antonio 2023
Fruhes Mammakarzinom

Lokale Therapie — Axillachirurgie
Beste Praxis —

Supportive Therapie -
A.Franzen SA

Frauenklinik, Brustzentrum DECENECE




ue . %AetT?iﬂsthftSk“mk“m
Themeniibersicht ? ><4er o

(e

&
—

——

« De- Eskalation der axillaren Chirurgie:

« Sentinel nach NA-Chemo ausreichend ?

« Langzeitergebnisse nach Konversion cN+ - ypNO

* Informationsverlust bei Verzicht auf ALND (>=4LK's +) ?

« Sentinel fur alle Subgruppen sicher incl Mastectomien ? (Senomac)
« Axillares Management im Langzeitverlauf : EBCCTG Metaanalyse
* Lebensqualitat und Versorgung :

 Polyneuropathie nach NA-CHEMO
 Brustkrebsnachsorge ohne Facharzt/ - arztin ?
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Evolution der operativen Therapie — ,
damals bis heute
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FIGURE 16-12. In the same patient, contraction of the intact
pectoralis major muscle can be seen on the left. This phowograph
demonstrates the difference in the axilla and chest wall defects
assoctted with the two operations.
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in Older Women
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Axillare Lymphknotendissektion (ALND) ohne
neoadjuvante Chemotherapie

=  Endpunkt: Uberleben (bei adiquater, multimodaler Therapie)

*  Endpunkt: Staging

=  Endpunkt: Lokoregionale Tumorkontrolle

*  ALND indiziert, aber nicht moglich

pN+ (préoperativ histologisch gesichert)
cNO pNO (i+) (sn)

cNO pN1mi (sn)

cNOD pN1 (sn) (T1/2, < 3 SN+", BEO + RT + adéiquate Systemtherapie)
cNO pN1 (sn) und Mastektomie (keine Radiotherapie der Thoraxwand)

cND pN1 (sn) und Mastektomie (T1/2, < 3 SN+, Radiotherapie der Thoraxwand)

Radiatio analog AMAROS-5tudie (evaluiert fiir cNO pN1sn)

Oxford
LoE GR AGO

3 D -

3 A -
2a A +/-
2a B +
1b A -
2b B -
1b A
ib B +¥*

5 D +f-**
1b B +

*ACOSOG Z0011 Studie ohne klare Definition eines extrakapsuldren Wachstums; **Studienteilnahme empfohlen
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inder DGGG e V.
;mmr = AGO++ AGO+/-

in der DKG e.V. U NACT SLNE ypNO(i+) (sn) - - - - ALND

Guidelines Breast

) AGO+
Varsion 2023 1D ypN1mi (sn) : ALND I

Axillare Interventionen bei NACT

ypNO (i+)
ypN+ inkl. ypN1mi

AGO+ BN*cna ypNO (i+)
*

) Markierung ypN+ inkl. ypN1mi
www.ago-online.de
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ALND, axillire Lymphknotendissektion; CNB, Stanzbiopsie (core needle biopsy); NACT, neoadjuvante Chemotherapie; sn, sentinel node; SLNE, Sentinel-Lymphknoten-Exzision; TAD,
Targeted Axillary Dissection (SLNE + TLNE); TLME, Targeted Lymph Mode Excision; * Studienbeteiligung an EUBREAST-01 empfohlen; ® Studienbeteiligung an AXSANA empfohlen; © TAD bei
1-3 suspekten LK vor NACT: +, bei z 4 suspekten LK wor NACT: #/-; ¢ Zum Vorgehen Strahlentherapie siehe strahlentherapeutische Empfehlungen
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Targeted Axillary Dissection

Metallic clip placed when FNA of lymph
node shows metastases Seed placed in‘marked node

At surgery, remove:

* LN with KNOWN disease (with clip)
and
* LNs most likely to harbor disease (SLN)

San Antonio Breast Cancer Symposium®, December 6-10, 2022

PRE NAT POST NAT PRE NAT POST NAT

Caudle et al. JAMA-Surg. 2015;150(2):137-43
This presentation is the intellectual property of the author/presenter. Contact them at asg

PRE NAT

S pOST NAT

This presentation is the intellectual property of the author/presenter. Contact them at yiviana.galimberti@ieo.it for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

National Comprehensive

NCCN | Cancer Network

NCCN Clinical in O (NCCN

BreaSt cancer m ,l.ji; A lw; 17 - 21 March 2021, online worldwide
e 17™ ST.GALLEN INTERNATIONAL -,
NeeNorg BREAST CANCER CONFERENCE 2021 \giRE
NCCN Guidelines for Pationts* available at www.ncen,org/pationts Primary Therapy of Early Breast Cancer. Evidence, Controversies

ongology - _ASCO w0 @ s

SNB is permitted instead of AD considered in a patient who presented with
(cN1) and received NAT that downstage to clinically negative if.....

« Marking of sampled axillary nodes with tattoo or clip

» Using dual tracer, and by removing more than 2 negative sentinel nodes.

This presentation is the intellectual property of the author/presenter. Contact them at yiviana.galimberti@ieo.it for permission to reprint and/or distribute.
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Why Localize the Clipped Node? Miie”hei”
H p 4
. | Pro Cli (
Clipped node not retrieved as a SLN: o C p
* MD Anderson?: 23%
* Turkey?: 19%
*SenTa3: 37%
* RISAS*: 29%
San Antonio Breast Cancer Symposium®, December 6-10, 2022
Cdessms ~. Evaluation of the Clipped Node Improves Accuracy
SLND Alone Marked Node | SLN + Marked
Alone Node
MD Anderson 10.1% 4.2%
SenTa 23.9% 7.2% 4.3%
RISAS 18.6% 6.8% 2.5%
Caudle et al. JCO 2016
Kuemmel et al. Ann Surg. 2022
San Antonio Breast Cancer Symposium®, December 6-10, 2022 Simons et al. JAMA Surgery. 2022
Key Arq u ments tion is the intellectual property of the author/presenter. Contact them at ascaudle@mdanderson.org for permission to reprint and/or distribute.

« Evaluating clipped node in addition to sentinel nodes is more
accurate assessment of axillary response

* Residual small volume disease in the axilla has prognostic and
therapeutic implications
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Prognostic and Therapeutic Pro Clip /{I‘er

L] L]
I m p I I C a t I O n S San Antonio Breast Cancer Symposium®, December 6-10, 2022

Low Volume Disease Important

* Study of 702 CN+ patients who underwent NAC followed by SLND

SLND results Additional Disease Found

Isolated Tumor Cells 17% (1/6)
San Antonio Breast Cancer Symposium®, December 6-10, 2022
Micrometastases 64% (28/44)
Adjuvant Decisions Impacted by Residual Disease Macrometastases 62% (75/121)
* HER2+ — T-DM1?
* TN BS - Ca pECita bin ez This presentation is the intellectual propertv of the author/presenter. Contact them at ascaudle@mdanderson.ora for Dermission'\:l::)ejrtin?Izililjgrsdii‘srt?ibou:]ec.u,. Merch 2018
. H R+ _ Abem |C|C||b3 San Antonio Breast Cancer Symposium®, December 6-10, 2022
* BRCA Patients — Olaparib*
Summary

1 Minckwitz et al. NEJM. 2019
2 Masuda et al. NEJM. 2017

S e D * Evaluating the clipped node and the SLNs is the most
accurate assessment or residual disease

* Small volume disease has prognostic and therapeutic
implications

Thic nracentatinn ic the intollartial nranorhy nf the aitharfnracantar Cantart them at  acrandls@meandercnn arn far nermiccinn tn ranrint andinr dictribnta

This presentation is the intellectual property of the author/presenter. Contact them at ascaudle@®mdanderson.org for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

Summing up

CLIP

FNR <10%

More expensive
More time consuming
More difficult to identify

Unknown how many nodes should be
clipped

Ulr_lknown what to do in case of lost
clip

NO DATE ON OUTCOME

NOT CLIP

FNR <10% with >2 negative SNs
FNR >10%with <2 SNs

Less expensive

Easy to identify

Low axillary recurrence
GOOD OUTCOMES

This presentation is the intellectual property of the author/presenter. Contact them at yiviana.galimberti@ieo.it for permission to reprint and/or distribute.
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Oder ist trotzdem nur SNB ausreichend ? )%Ee'”’e‘”

San Antonio Breast Cancer Symposium®, December 6-10, 2022

Axillary recurrence after SNB alone

cN+ = ypNO after NAT

Axillary
recurrence

Kahler Ribeiro 1.6% 10 yrs
Fontana S

Martelli G 81 0% 7 yrs
Wong SM 58 0% 5 yrs
Barrio A 234 1.6% 3 yrs
Piltin MA 139 0.7% 2 yrs
Kahler-Riberio Fontana , et al. EJ50O 2020 Wong SM, et al . Ann Surg Oncol 2021
Martelli G. et al Ann Surgery 2022 Barrio A, et al. JAMA 2021

Piltin MA , et al. Ann Surg Oncol 2020

Thic nracantatinn ic tha indalladbial aeanarhe AF Hha sedharinracantar Cantact tham at  viviana aalimborbi@ian it far normiccinn o ranrint andlare Aickribarbs
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

SNB nalone after NAT in breast cancer

Ten — years Follow-up

Contents lists available at ScienceDirect

European Journal of Surgical Oncology

journal homepage: www . e|so.com

Long-term standard sentinel node biopsy after neoadjuvant treatment
in breast cancer: a single institution ten-year follow-up

Sabrina Kahler-Ribeiro-Fontana ** , Eleonora Pagan ®, Francesca Magnoni *, Elisa Vicini *,
Consuelo Morigi *, Giovanni Corso ", Mattia Intra *, Fiorella Canegallo *, Silvia Ratini *,
Maria Cristina Leonardi ©, Eliana La Rocca “', Vincenzo Bagnardi ®, Emilia Montagna ¢,
Marco Colleoni ?, Giuseppe Viale “", Luca Bottiglieri ©, Chiara Maria Grana ',

Jorge Villanova Biasuz *, Paolo Veronesi *", Viviana Galimberti *

This presentation is the intellectual property of the author/presenter. Contact them at yiviana.galimberti@ieo.it for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

Overall survival and DDFS, according to cN status prior NAT

a K& v kx
e =
0.75 — 0.75
B
€
= H
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= — v [,
2 "0 e oN12 % 0.50 cN1/2
z s
= z
025 T 025
= - Log Rank p-value © 0.344
0.00 L.c:g Rank p-value : 0.384. | . . , 0.00 .g ]HI ue : | | . |
o 2 4 o 8 10 12 0 2 4 o 8 10 12
Years from surgery Years from surgery
Number of subjects at risk Number of subjects at nsk
cNO 466 Eaas 405 299 235 165 110 cNO 466 414 361 264 196 134 87
cN1/2 222 207 181 123 99 73 44 cN1/2 222 191 163 107 83 57 32

This presentation is the intellectual property of the author/presenter. Contact them at yiviana.galimberti@ieo.it for permission to reprint and/or distribute.
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Targeted Axillary Dissection (TAD)
= TLNE + SLNE

*

Oxford
LoE GR AGO
Stanzbioptische Sicherung der LK-Metastase und Markierung 2b B ++
Markierung von mehreren Lymphknoten bei mehr als 1 suspekten LK 2b B +/-
Evidenz fiir den Vergleich einzelner Marker (Clip / Coil, Kohle, magnetischer 2b B
Seed, Radar-Reflexion, Radiofrequenzmarker etc.) nicht ausreichend®
TAD bei 1-3 suspekten LK vor NACT 2b B +
TAD bei 2 4 suspekten LK vor NACT 5 D +/-
Vollstdndige Aufarbeitung aller Lymphknoten am Paraffinschnitt mit 5 D ++
Schnittstufen von = 500 um
. Immunhistochemie zum Nachweis von ITC 5 D +/-
ALND bei prd- oder intraoperativ nicht auffindbarem Marker 5 D +
*  Woeitere Intervention zur Entfernung des nicht auffindbaren Markers (auch 5
nach ALND)
Alleinige TLNE ohne SLNE 2B B +/-

Studienbeteiligung an AXSANA empfohlen

14
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Poster Spotlight Session 1
,Weniger ist mehr*

Minimierung der chirurgischen Behandlung bei
Patientinnen mit Brustkrebs im Fruhstadium

15
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PS01-01:
Durchfuhrbarkeit und onkologische Sicherheit einer TAD oder SNB bei
Pat. mit cN+ nach NA-CHEMO : NEOSENTITURK-Studie

San Antonio Breast Cancer Symposium - December 5-9, 2023

FEASIBILITY AND ONCOLOGICAL SAFETY OF TARGETED AXILLARY DISSECTION OR SENTINEL LYMPH NODE BIOPSY IN PATIENTS WITH
CLINICALLY NODE-POSITIVE DISEASE AFTER NEOADJUVANT CHEMOTHERAPY IN THE PROSPECTIVE MF-1803 NEOSENTITURK-STUDY ’ Lo ‘

P =
N. Cabioglu, H. Karanlik, MA Gulcelik, H.B. Kocer, M. A. lgei, M. T C. Uras, E. Ozkurt, G.G. Akgul, S. S, . B. A. Dag, D.C. Trabulus, N. Yildirim, G.K. Cakmak, E.S. Oran, "r,““\“
H. Kara, H.G. Kilic, G. Basaran, A. Altinok, M.U. Ugurlu, K. Senol, B. Zengel, N. Karaman, E. Varol, E. Dilege, Y. Bolukbasi, A. Akcan, Y. E. Ersoy, A. Soyder, S. Ozbas, M. Velidedeoglu, B. Ozcinar, |. Jorani, N.Z. Utkan, B. Breast Health Working
Turkish Federation of Breast Citgez, B. Celik, L. Zer, G. Sakman, L. Yeniay, L. Dogan, M. Dogan, F. Erozgen, B. Goktepe, 0. Agcaoglu,T. Kivilcim, . Yormaz, LA. Ozemir, A. Seving, K. Atahan, V. Veliyeva, FL Balci, B.M. Gulluoglu, A. Kamali Polat, Group International
Diseases Socicties A, Aydiner, A. Soran, K. Ibis, V. Ozmen, and the NEOSENTITURK STUDY GROUF. TURKIYE and AZERBAJAN

BACKGRO RES

« Prospective studies have shown decreased -
FNRs with removal of >2 SLNs, using dual i Totallres78) | TADIn=388) | SLNB (=820 | pvakes Lymph Node Gharactaristios | SLNB
tracer for SLNB, and using the TAD techniques (N, median IQR) Overall | TAD (n=356) | (n=620] p-value
in cN+ patients treated with NAC. Median age (min-max) 46{24-80) | 46(24-76) 46(21-80) | 0.835 I
Clinical T stage =0.001 Sentinel Lymph Nodes (SLNs) | 3(2-4) 3(2:5) 324) | 0180
+ Limited reports have studied the oncological | cTi/2 | 815(83.5) 327(91.9) | 488(78.7) Total LNs 438) | 438 4(3-8) 0.085
safety of SLNB vs TAD in N+ patients after [ T3/ | 161(16.5) 20(81) | 132(21.3) Total LN; Mean (SD) 42018 | 4409 4.2(1.9)
NAC. Clinical N stage | | 0.006 | | I 1 YPNO | |
[ N1 | _792(8141) | 305(857) | 487(78.5) Al | TAD (n=245) | SNB {n=380) p-value
+ The objective of this prospective study is to eN2-3 184{18.9) 51(14.3) 133(21.5) SLNs 3(2-4) 3(24) 3(24) 0.590
the ibility and the | Method | | <0.001 | Total LN | azs | a3s) a2 | o.m
uumy of TAD with SLNB in cN+ patients, who Single-agant (blue dye, 95%; ; 40(18) | __42019) 3,9(1.9)
became cNO following NAC. 5%) 631(60.8%) [ 199(36%) 482 (78%) | ypN+
Dualracer Z502%) | 1S4 138 (220 An | TAD (n=111) | SNB (1=230)  p-valus
PCR (breast) 0827
METHODS [ Complete | 445(456) | 183(45.8) | 2B2(45.5) SLNs 32-5) 42-5) 325) 0.062
[ wmerhoos | i s | e | s 1 — - ey
+ Between Feb 2019 to Jan 2023: 976 pts, [ PCR (breasteaxilla) | | 0255 LNs. w2 | w2 101:2) 2
i | Complete | 391(40.1) 151(42.4) | 240(38.7) LNR 1 0.33(0.2-0.5) | 0.29{0.2-0.4)
NEOSENTITURK  MF1803/BHWGI  study Partial 585(59 9) 205(57.6) 380(61.3) H
(NCT04250129). Tumeor Subtype (IHG) 0557 1 LN metast I |
| Luminal | 672(68.8) | 249(69.8) | 423(68.2) | ITC/Micrometastasis. 163 (47.8%) | 52(468) 110483 |
+ Patients with distant metastases, pregnancy, Non-uminal a04(31.9) | 107(30.1) | 197(31.8) Macrometastasis | 178(52.2%) | 50(53.2) | M8(51.7) |
inflammatory breast cancer, bilateral breast ypNO YPN(+)
cancer, or previous malignancy were | SLNs | 32-4) i 3(2-4) 325 0.008
excluded from the study. | Median follow-up= 27 months (18-38) I Total LNs L #(3-6) 4{3-5) 5(3-6) <0001

Furthermore, patients with ALND were

excluded for this subgroup analysis. T I ]
Overall TAD SLNB ypNO  ypN(+) CONCLUSIONS
*Ml patients :Hiad. reglonal {and “modal Outcome (n=976) | (n=356) | (n=620) |p-value| (n=635) (n=341) | p-value * Our results suggest that TAD may cause unnecessary LN removal in
irradiation. Locoregional T T T T | patients with an axillary pCR.
recurrence 8(0.8%) | 2(0.6%) | 6(1%) | 0.718 | 5(0.8%) 3(0.9%) | 0.999 - However, TAD might be more feasible in patients with axillary residual
Regional nodal disease.
T /N30 e 4{0.4%) | 1(0.3%) | 3{0.45%) | D.999 |3(047%)| 1(0.3%) | 0.999 - Patients with residual axillary disease were more likely to have LNs
(N=976) Ipsilateral removed compared to those with an axillary pCR reflecting the surgeon’s
axillary approach.
9,
I 2(0.2%) | 1003%) | 1402%) | 0999 | 2 - Longer follow-up is needed to confirm the oncological safety of TAD or
Systemic SLNB alone.
SLNB TAD (SLNB+TLNB) recurrence  38(3.9%)  9(2.5%) | 29(4.7%) | 0.121 |21(3.3%) 17(5%) | 0.225 |
(=620, 64%) (n=356, 36%) Mortality  7(0.7%) | 2(0.6%) | 5(0.8%) | 0.999 | 4(0.6%) 3(0.9%) | 0.700 | REFERENCES

- Boughey J, JAMA 2013 ; Kiihn T, Lancet Oncol 2013; Caudle AS, JCO 2016;Cablogiu N,
[ Axillary/regional recurrences <0.5% | 2018

e J, Breast Cancer Res Treat 2019; Kuemmel S, Ann Surg 2022;
Barrio A, JAMA Surg 2021;

Kahler-Ribeiro S, EJSO 2021; Cabioglu N, EJSO 2021, Kuemmel S, JAMA Surg 2023

s presentation is the intellectual property of the author/presenter. Contact them at nesii i bul.edu.tr for permission to reprint and,
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Fruhere propektive Studien berichteten uber eine verringerte Falsch-Negativ-
Rate bei Pat. mit T1-3/cN1-Erkrankung , bei der Entfernung von 2 oder mehr
SLN’s ,unter Verwendung der kombinierten Technik fur die SLN-Biopsie (SLNB)
und durch gezielte axill. Dissektion (TAD) bei anfanglich klinisch nodal-positiven
Patienten nach NA-CHEMO.

Ziel der Studie: die Durchfuhrbarkeit und onkologische Sicherheit von TAD mit
SLNB bei Patientinnen mit cN positivem / ycNO — Brustkrebs nach NA-Chemo

prospekiv multizentrisch zu vergleichen

- Batwesn Fal 2019 to Jan 2023 376 pia,
proapactive multicentre non-erbarsstienal
NEQSENTITURK  MF 1800 BHWE  shedy
(HCTHET 3013

= Pabanbs with destard raiasbees, pregnancy.
imflarenatory breasd cancer, bilsteral Breanl
camcer, of previous malignancy  wers

= Furihermors, palipnis with ALMD wers
wacluded Tod this subgroup snalysis

« Al patiests  hed reglonal  and  nodal
irrBiiaton.

=

1
SLNB TAD (SLNB+TLNE)
(=620, 84%) (=356, 36%)




Ergebnisse
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Patient Characteristics Total(n=976) | TAD(n=356) ASLNB(n=620) p-value
Median age (min-max) 46(24-80) | 46(24-76) | 46(21-80) | 0.835
Clinical T stage <0.001
cTiR2 | 815(83.5) | 327(91.9) | 488(78.7)
. cT34 . 161(16.5) 29(81) | 132(21.3) |
Clinical N stage 0.006
cN1 792(81.1) | 305(85.7) | 487(78.5)
cN2-3 184(18.9) | 51(14.3) 133(21.5)
: M “k; — <0.001 Lymph Nede Characteristics SLNB
Snyla::‘«n(?ulx; 5%; Ty toetorc 482 (T8%) (N, madian IQR} Overall TAD (n=358) {n=620) p-value
Dual tracer 295 (30.2%) | 157(44%) | 138 (22%) __Sentinel Lymph Nodes (SLNs) | 3(2-4) 3(25) 3(24) | 0180
PCR (¢ ) [ 0.927 Tn1.al LNs 4(3-8) 4(3-6) 4(3-8) 0.085
Complete 445(45.6) | 163(45.8) | 282(45.5) (—— el Man a0 4219 44013 . S.2(1.9}
Partial 531(54.4) 193(54.2) 338(54.5) - All TAD (n=245) | SNB (n=390)  p-value |
Complete | 391(40.1) | 151(42.4) | 240(38.7) - e Ty R
Partial 585(50.9) | 205(57.6)  380(61.3) Total LN; Mean (SD) T 4211.9) 38018
Tumor Subtype (IHC) 0.557 Yo+
~ Luminal | 672(68.9) | 249(69.9) | 423(68.2) Al | TAD (n=111) | SNB (n=230]  p-value
Non-luminal | 304(31.1) | 107(30.1) | 197(31.8) ]
SLNs 3(2-5) 4(3-5) 3(2-5) 0.062
| Total LNs 5(3-8) 5(4-6) 5(3-6) | 0.265 |
. Total metastatic LNs 1(1-2) 1(1-2) 12 | 0212
- LNR 0.33(0.2-0.5) | 0.29(0.2-0.4) | 0.33(0.2-0.5) | 0.033
| Median follow-up= 27 months (18-38) | T B A S
LN metastasis: . 0807 |
ITC/Micromelastasis 163 (47.8%) | 52(46.8) | 111(48.3) |
Overall TAD SLNB ypNO ypN(+) Macrometastasis 178 (52.2%) | 59 (53.2) 19(51.7) |
¥pNO pN(+)
Outcome (n=976) (n=356) (n=620)  p-value (n=635) (n=341) p-value SLNs 3(24) 3(24) 325 | oo
Locoregional Total LNs 4{3-6) 4(3-5) 5(3-6) | <0.001
recurrence | 8(0.8%) | 2(0.6%) | 6(1%) | 0.718 | 5(0.8%) 3(0.9%) | 0.999
Regional nodal
recurrence 4(0.4%) | 1(0.3%) | 3(0.48%) | 0.999 3(0.47%) 1(0.3%) | 0.999
Ipsilateral
axillary
Y %) | 1(0.2%) | 0.999 | 2(0.3%) _ 0(0%) 0.545
Systemic
recurrence | 38(3.9%) | 9(2.5%) | 29(4.7%) | 0.121 |21(3.3%) 17(5%) | 0.225
_Mortality 7(0.7%) | 2(0.6%) | 5(0.8%) | 0.999 | 4(0.6%) 3(0.9%) | 0.700
| Axillary/regional recurrences <0.5% |
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Conclusio

« TAD kann unnotige LK Entfernung verursachen bei Pat. mit axillarer
PCR (LK= ypNO) : NW Armbeweglichkeit / Lymphodem

«  TAD mag mehr geeignet sein bei Pat mit axill. Resttumor (LK= ypN1):

 Pat mit axill. Resttumor hatten wahrscheinlicher eine LK Dissektion
als Pat mit einer pCR

« Axill. und lokoregionare Rezidive in ycNO Pat., die mit SLN oder TAD
ohne ALND behandelt wurde war sehr niedrig . Daher konnte das
Weglassen von ALND bei < 2 befallenen LK's sicher in Betracht
gezogen werden, solange < 3 LK’s entfernt wurden und eine axillare
Radiatio erfolgt

« Langerer Follow Up ist notwendig zur Beurteilung der onkolog
Sicherheit TAD vs. SLNB alleine

19
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Langzeitergebnisse der SNB nach NA-CHEMO bei initial nodal-
positivem Brustkrebs : System. Ubersicht und Metaanalyse

HARVARD  Long-term outcomes of sentinel lymph node biopsy following neoadjuvant chemotherapy for initially node-positive breast cancer:
TH.CHAN A Systematic Review and Meta-Analysis. @
SEAUOROF DUSLIC IRALTN Mariam Rana BSc MBBS FRCSC*'2, Anna Weiss MD?, Alison Laws MD MPH¢ 56, Carol Mita MS¢, and Tari King MD FASCO FSS0*56 ]

*University of Saskatchewan, Canada 2Harvard T. H. Chan School of Public Health *Department of Surgery, University of Rochester, New York 4Department of Surgery, Brigham and Women's Hospital *Breast Oncology Program, Dana-Farber Cancer Institute *Harvard Medical School, Boston, MA
* Corresponding author: mari ®hsph.harvard.edu

Background

Sentinel lymph node biopsy (SLNB) alone is
frequently offered to women with initially node- analysis.
positive breast cancer who convert to node-negative Rates of axillary recurrence (AR) were low (range
following neoadjuvant chemotherapy (NAC) e e w T 0.0% to 5.6%).
Limited long-term data regarding the oncologic safety For AR, data for 2,882 patients from 7 studies was
of this approach. = 4 synthesized (SLNB=1,964; ALND=917).
e~ . J No significant differences were observed in AR
between patients undergoing SLNB alone versus S e
i i ALND following NAC for initially node-positive BC:
Objectives pooled RR 1.02 (95% C: 0.46-2.29, =0.0%). ol sk of Ay Event by Astany Proe
The aim of this meta-analysis was to evaluate the i Similarly, no significant differences were observed
long-term oncologic outcomes associated with SLNB in LRR (RR 0.70, 95% Cl: 0.45-1.10, ’=0.0%), DFS (RR
alone following NAC for initially node-positive 0.77, 95% C1:0.55-1.08, 12=0.0%), nor overall
breast cancer (BC). . T s kel M o S mortality (RR 0.66, 95% Cl: 0.33-1.33, ’=0.0%)
B i z between the SLNB and ALND groups.

WA prpamey. Oubiene

Nine observational studies were eligible for meta-

Methods T

Systematic review and meta-analysis was

conducted. e . oo e = e . -

Medline (Ovid), Embase, and Cochrane Central - L . il ' Relative Risk of Axillary Recurrence by Axillary Procedure
Registry were searched for studies comparing e S e 4 - = - o
women undergoing SLNB vs ALND following NAC A TR G p - " .
for initially clinically node-positive BC. s 17 e e . gt e " o = : Conclusions
Primary outcome: axillary recurrence (AR) . e
Secondary outcomes: locoregional recurrence o ) ,. Among patients who convert to node-negative
(LRR); disease-free survival (DFS); overall survival oo 207 snmmn 7 following NAC, SLNB alone does not result in

(0S). % 4 wa AW significantly different oncologic outcomes compared
Random effects meta-analyses were used to 55 HESRAM. favie: ST, My | NS Syt e St 2 o to ALND.

calculate weighted pooled effect estimates (risk J ‘ J . [ pre— na De-escalation of axillary surgery to SLNB alone in this
ratios, RR). ot " : Oveca f-squarec =2 g ' 228 w00 context may be safely considered in this patient
Variability across studies due to heterogeneity was ot = ] ‘ NOTE Wegtn v o o et st population.

estimated using /? statistics. e - ' ‘ o

Subgroup analysis was performed by length of i : ) “ X Acknowledgements
follow-up for each study. p " - i

Risk of bias within studies was assessed using the

' - Dr. Stefania P heodorou, Lecturer in
Newcastle-Ottawa Scale (NOS). == r——— T. H. Chan School of Public Health.

1 Back to Poster Info o o

=
Favors SONB sone




Gemeinschaftsklinikum
Mittelrhein
-~

PS01-02:
Hintergrund & Methoden

« Alleinige SLNB wird haufig angeboten bei Pat mit initial nodal positivem
Brustkrebs, die nach NA-CHEMO nodal negativ werden = nodale pCR

« Daten zur onkologischen Sicherheit iber einen langeren Zeitraum sind
begrenzt.

« Ziel: Langzeitergebnisse nach alleinigem SLNB nach NA-CHEMO
« Systematischer Review: Medline, Embase, Cochrane

« Statist. Endunkte : Ax. Rezidiv, Lokoreg. Rez., DFS, OS
 Behandlungszeitraum : Jahr 2004 - 2022

9 Beobachtungsstudien waren auswertbar

 Mediane Nachbeobachtungen : 19,5 — 108 Monate
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Relative Risk of Axillary Recurrence by Axillary Procedure
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Relative Risk of Locoregional Recurrence by Axillary Procedure
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Ergebnisse & Conclusio

Axillare Rezidivrate (AR ) war niedrig: 0-5,6 %
(2882 Pat. aus 7 Studien : SLNB= 1964 ; ALND=917)

Kein signif. Unterschied beim Ax.Rez. zwischen SLNB und ALND nach
NA-CHEMO, die davor cN+ waren ( pooled RR 1.02 )

Kein signif. Unterschied bei Lokoreg. Rez. Rate (LRR, RR 0.70 ), DFS
(RR0.77) , und OS ( RR 0.66) zwischen den SLNB und ALND
Gruppen

Bei Patientinnen, die nach NA-CHEMO zu nodal negativ konvertieren,
fuhrt SLNB alleine NICHT zu onkologisch unterschiedlichen
Ergebnissen im Vergleich zur ALND

Eine De-Eskalation der axillaren Chirurgie auf SLNB alleine kann
sicher in Betracht gezogen werden.

24
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PS01-04: SINODAR - ONE Studie y’

O HUMANITAS
HENRY B. GONZALEZ CONVENTION CENTER BREAST CANCER
RESEARCH HOSPITAL ‘ A UNIVERSITY

R S
To dissect or not to dissect? The surgeon’s perspective on the prediction of 2 4 axillary lymph node metastasis in cNO T1-2 breast cancer:
A comparative analysis of the per-protocol population of the SINODAR-ONE clinical trial

Damiano Gentile, Wolfgang Gatzemeier, Andrea Sagona, Erika Barbieri, Alberto Bottini, Alberto Testori,
Valentina Errico, Simone Di Maria Grimaldi, Giulia Caraceni, Shadya Darwish, Giuseppe Canavese, Corrado Tinterri

Breast Unit, IRCCS Humanitas Research Hospital, Via Manzoni 56, Rozzano, Milano

Backgound: The role of axillary surgery in the management of breast cancer (BC) has evolved considerably over the past decades, with only a few routine indications for axillary lymph node
dissection (ALND) remaining in clinical practice. However, de-escalation of axillary surgery, especially in BC patients with 1-3 positive sentinel lymph nodes (SLNs) challenges the recently
established criteria for adjuvant treatment (i.e., combination therapy with abemaciclib, endocrine therapy, and chemotherapy in patients with > 4 positive nodes). The question remains as
to whether these patients should undergo further ALND to determine whether 2 4 nodes are positive. To further investigate the latest controversies in axillary management of BC patients
and predict the presence of = 4 axillary lymph node metastasis, we evaluated and compared patients = 4 positive nodes in the per-protocol population of the SINODAR-ONE clinical trial.

Materials and methods: Patients in the standard arm (ALND) of the per-protocol population were evaluated, and a comparison of characteristics between patients with = 4 metastatic
lymph nodes versus patients with 1-3 metastatic lymph nodes was performed. Categorical variables were compared using the chi-square test or Fisher’s exact test, as appropriate.
Multivariable analysis was performed using a logistic regression model to identify independent predictors of 24 axillary lymph node metastasis.

Results: Overall, 403 cNO T1-2 BC patients in the per-protocol population were randomized to receive ALND. Independent variables = Odds ratio 95% Confidence p-value
Of these, 65 and 338 patients presented with = 4 or 1-3 axillary lymph node metastasis, respectively. Invasive (OR) Interval (CI95%)
lobular BC (26.2% versus 14.5% if other histology, odds ratio (OR)=4.185, 95% confidence interval (95%Cl)= T R 4.185 1.284-1.443 0.041
1.284-1.443, p=0.041), G3 (38.5% versus 21.3% if G1-2, OR=5.930, 95%Cl= 2.134-2.289, p= 0.015), pT2 G3 5.930 2.134-2.289 0.015
(46.2% versus 30.5% if pT1, OR=5.260, 95%Cl= 15.330-16.346, p= 0.022), and 2 positive SLNs (32.3% versus pT2 5.260 15.330-16.346 0.022
13.6% if 1 positive SLN, OR=13.188, 95%Cl= 1.179-1.280, p< 0.0001) were found to significantly increase the 2 positive SLNs 13.188 1.179-1.280 <0.0001
probability to present 24 axillary lymph node metastasis at definitive histopathological evaluation.

Conclusions: The introduction of abemaciclib and other combination therapies has the potential to impact the surgical management of the axilla. Our results suggest that a minority of cNO
T1-2 BC patients may be understaged if ALND is not performed. However, the improvements and increasing effectiveness of combination therapies may sufficiently control and treat the
axillary tumor-burden left behind, potentially reducing the need for extensive axillary surgery, as demonstrated by the promising 3-year oncological outcomes of the SINODAR-ONE trial.

Although ALND may still be considered, after multidisciplinary team discussion, in individual patients presenting with specific risk factors for additional axillary disease (lobular, G3, pT2 BC

with 2 positive SLNs), our suggestion is that routine ALND is not indicated for systemic therapy decision-making in the upfront surgical setting.

1 Back to Poster Info o o



emeinschaftsklinikum

PS01-04: SINODAR — ONE Studie );.
Hintergrund & Fragestellung

* Nur noch wenige Routine-Indik. fir ALND heutzutage

 ,Problem* dadurch: De-Eskalation bei 1-3 pos. SLN s stellt neu
etablierte Kriterien fur adjuvante Therapie in Frage ( zB.
Kombinationstherapie mit Abemaciclib, Endokrine Th., CHT ab >=4
positive LK's )

 Ist es sinnvoll, diese Pat. einer weiteren ALND zu unterziehen, um
festzustellen , ob >=4 LK's befallen sind ?

« Statist. Auswertung / Multivariate Analyse:

« Standardarm ALND der Pro-Protokoll Population :
Merkmale zwischen Pat. Mit >=4 + LK's versus 1-3 + LK's

26
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PS01-04: SINODAR — ONE Studie );.
Ergebnisse

* 403 cNO T1-2 Patientinnen random fur ALND (65 :>=4 pos LK'S =16 % ;
338 : 1-3 pos LK’s)

» Wahrscheinlichkeit sign. erhoht fur >= 4 axill. LK Metastasen bei definitiver
histopath. Aufarbeitung :

Independent variables @ Odds ratio 95% Confidence p-value

(OR) Interval (CI95%)

Lobular Carcinoma 4.185 1.284-1.443 0.041
G3 5.930 2.134-2.289 0.015

pT2 5.260 15.330-16.346 0.022

2 positive SLNs 13.188 1.179-1.280 <0.0001

27
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Conclusio

« Einfuhrung von Abemaciclib und anderen Kombi.-Therapien hat
Potential , die chirurg. Behandlung der Axilla zu beeinflussen

* Minderheit vom cNO T1-2 Pat konnte unterversorgt sein bei Verzicht
auf ALND

* Verbesserung von Komb.-Therapien konnen axillare Tumorlast
ausreichend kontrollieren = Notwendigkeit umfangreicher Operationen
moglicherweise reduziert

« ALND kann bei einzelnen Risiko-Pat. immer noch in Betracht gezogen
werden

* Autoren:
Keine routinemassige ALND fur die Entscheidungsfindung in der
systemischen Therapie im Vorfeld der OP empfohlen

28
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Axillares Management
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GS2-06 : SENOMAC Studie

Recurrence-free survival following sentinel node-positive breast
cancer without completion axillary lymph node dissection - first
results from the international randomized SENOMAC trial

Jana de Boniface, M.D., Ph.D., Associate Professor
Department of Molecular Medicine and Surgery, Karolinska Institutet, Stockholm, Sweden
Breast Unit, Capio St. Géran’s Hospital, Stockholm Sweden

.’)'.A ’NI)
= Karolinska
{? Q’ Institutet

TWno 1w

This presentation is the intellectual property of the author/presenter. Contact them at jana.de-boniface@ki.se for permission to reprint and/or distribute
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ACOSOG Z0011 ( publ. 2010 & 2011)
- EORTC 10981-22023 AMAROS (publ. 2014)

e = Lehre daraus :

« Verzicht auf vollstandige ALND bei positivem SLN bei cNO Pat. Hat
gleiche Uberlebensdaten wie volist. ALND bei BET mit adjuvanter
Radiatio der gesamten Brust ( Z0011 und IBCSG-23-01) und der
axillaren Radiatio unabhangig von der Brustoperation ( AMAROS )

« Kritikpunkte waren : Statistische Power, Patientenselektion ,
Bestrahlungsfelder,

* Unterreprasentiert: altere Pat, MASTEKTOMIEN !, grosse Tumoren ,
Makro- vs. Mikromatastasen
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Trial Desi gn December 5-9, 2023 | San Antonio, TX | @SABCSSanAntonio o

Prospective 1:1 randomized clinical non-inferiority trial
- Standard of Care: Completion axillary dissection
* Intervention: No completion axillary dissection

= Primary endpoint: Overall Survival

Non-inferiority margin 2.5% (hazard ratio 90% CI below 1.44)

Target accrual 3000 patients

* 190 events required for statistical power

Secondary endpoint: Recurrence-Free Survival

This presentation is the intellectual property of the author/presenter.
San Antonio Breast Cancer Symposium®

Patient Selection December 5-9, 2023 | San Antonio, TX | @SABCSSanAntonio

= T1-T3 primary invasive breast cancer
= Clinical node negativity (palpation)
* Mandatory preoperative axillary ultrasound
= Male & female patients
= Breast-conserving surgery and mastectomy
= Up to 2 sentinel lymph node macrometastases

= No medical contraindications to adjuvant radiotherapy or
relevant systemic treatment

This presentation is the intellectual property of the author/presenter. Contact them at jana.de-boniface@ki.se for permission to reprint and/or distribute
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San Antonio Breast Cancer Symposium®

Results: Tumor December 5-9, 2023 | San Antonio, TX | @SABCSSanAntonio

= Median tumor size 20 mm (0.2-155 mm)
« T3 in 147 patients (5.8%)
= Lobular carcinoma in 504 patients (19.8%)

= Estrogen receptor positive & HER2 negative in 2200 patients
(86.6%)
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San Antonio Breast Cancer Symposium®

Results: Axilla December 5-9, 2023 | San Antonio, TX | @SABCSSanAntonio

= 1 sentinel lymph node macrometastasis in 2151 patients
(84.7%)

= Extranodal extension in 870 patients (34.3%)
= Removed lymph nodes median 15 (1-51) versus 2 (1-15)

= Additional sentinel lymph node micrometastases in 261
patients (10.2%)
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San Antonio Breast Cancer Symposium®

ReS u |tS : AXi I Ia December 5-9, 2023 | San Antonio, TX | @SABCSSanAntonio

= Non-sentinel lymph node (SLN) metastases on axillary
dissection in 403 patients (34.5%)

* If 1 SLN met: 31.3%
* If 2 SLN met: 51.3%

= Pathological nodal stage (primary surgery)

| Standardof Care

pN1 1016 (84.3%) 1311 (98.2%)
pN2 116 (9.6%) 7 (0.5%)
pN3 35 (2.9%) 0 (0%)

This presentation is the intellectual property of the author/presenter. Contact them at jana.de-boniface@ki.se for permission to reprint and/or distribute
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San Antonio Breast Cancer Symposiume®

Results: Treatment December 5-9, 2023 | San Antonio, TX | @SABCSSanAntonio

= Mastectomy in 920 patients (36.2%)

= Adjuvant radiotherapy including nodal target volumes in
- Standard of Care = N=1060 (88.0%)
* Intervention N=1193 (89.4%)
= Systemic treatment in all but 27 patients
* Chemotherapy N=1649 (64.9%)
* Endocrine treatment N=2335 (91.9%)
« HERZ2-targeted therapy N=224 (8.8%)

This presentation is the intellectual property of the author/presenter. Contact them at jana.de-boniface@ki.se for permission to reprint and/or distribute
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San Antonio Breast Cancer Symposium®

ReC U I'l'e n Ce-F I'ee S U I'Vi\lal December 5-9, 2023 | San Antonio, TX | @SABCSSanAntonio

1.001

San Antonio Breast

0.751
Recurrence-Free Survival oo il mm s 1% | asiscssminone

= 191 Recurrence-Free Survival (RFS) events
+ Standard of Care  N=96 (8.0%)
* Intervention N=95 (7.1%)

* Estimated 5-year RFS
+ Standard of Care  88.7% (86.3-91.1)

RFS (proportion)
3
[=]

0.25/ + Intervention 89.7% (87.5-91.9)
—  |ntervention
- Standard of care Tha presentation s the inteliectustproperty ofthe author/presenter.Cantact hem o . de boniface @ALse for permasion o reprint and/or ditrbute
0.001
0 6 12 18 24 30 36 42 48 54 60
Time since randomisation (months)
Number at risk
= 1335 1276 1069 832 577 307
- 1205 1159 1009 772 544 274

presenter. Contact them at jana.de-boniface@ki.se for permission to reprint and/or distribute

This presentation is the intellectual
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San Antonio Breast Cancer Symposium®

ReS u ItS : N O n 'i nfe I'i O I'ity December 5-9, 2023 | San Antonio, TX | @SABCSSanAntonio

= Hazard ratio 0.89 (0.66-1.19)
= Test of non-inferiority p<0.001

Sensitivity analysis
Model adjusting for calendar period 2540
Modified ITT population 2624

At least 9 lymph nodes removed
if randomized to Standard of care

0.89 (0.66 to 1.19)
0.89 (0.67 to 1.19)

2371

Vg

0.82 (0.61 to 1.10)

—

|
0.5 1 1.5 Y.

& >

I‘ntervention better Standard of care bette;

This presentation is the intellectual property of the author/presenter. Contact them at jana.de-boniface@ki.se for permission to reprint and/or distribute
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Su bg roup ana Iyses December 5-9, 2023 | San Atonio, TX | @SABCSSanAntonio
Subgroup N HR (95% CI)
PP population 2540 e 0.89 (0.66 to 1.19)
Age E
<65 years 1515 e 0.77 (0.49 to 1.20)
265 years 1025 —t 1.02 (0.69 to 1.51)
T stage E
T1-2 2393 s 0.94 (0.69 to 1.28)
T3 147 0.47 (0.16 to 1.39)
Number of macrometastases E
1 2151 —_— 0.92 (0.67 to 1.27)
2 389 : : . 0.79(0.39 to 1.59)
Tumor type E
Lobular 504 0 0.91 (0.47 to 1.76)
Non-lobular 2036 —ty 0.88 (0.64 to 1.23)

I i [ |
0.5 1 1.5 2

& >

intervention better Standard of care bette;

This presentation is the intellectual property of the author/presenter. Contact them at jana.de-boniface@ki.se for permission to reprint and/or distribute
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San Antonio Breast Cancer Symposium®
Su bg roup ana Iys es December 5-9, 2023 | San Antonio, TX | @SABCSSanAntoni

Surgery :
|

Breast-conserving 1620 e — 0.98 (0.65 to 1.47)

Mastectomy 920 -—-—i—' 0.79 (0.52t0 1.21)
Extracapsular extension :

Yes 870 . 0.94 (0.58 to 1.54)

No 1662 v—-—i—c 0.86 (0.60 to 1.25)
Subtype i

ER+HER2- 2200 —— 0.95 (0.68 to 1.32)

ER+HER2+ 172 +——— 0.26 (0.07 to 0.96)
|

ER-HER2+ o7 : > 1.04 (0.17 to 6.35)

ER-HER2- 103 b : > 0.95 (0.39 to 2.30)

05 1 15

=% —

Intervention better Standard of care bette;

This presentation is the intellectual property of the author/presenter. Contact them at jana.de-boniface@ki.se for permission to reprint and/or distribu
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GS02-06: SENOMAC Studie
Conclusio

Trotz erweiterter EinschluBkriterien :

KEIN Unterschied im rezidivfreien Uberleben, ob komplette ALND
weggelassen wurde oder nicht

Mastectomien wurden in Subgruppenanalyse gezielt adressiert

Langfristige Nachsorge ist bei hohem Anteil luminaler Erkrankungen
von entscheidender Bedeutung
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(GS02-05) Overview of Axillary Treatment in Early Breast Cancer: y
patient-level meta-analysis of long-term outcomes among 20,273
women in 29 randomised trials

SAN ANTONIO ()
A BREAST
SAN ANTONIO
S B [: S CANCER (ZREAST CANCER
SYMPOSIUM® SYMPOSIUM'
N QMo Cincer e~ AAGR
DECEMBER 5-9, 2023 | @SABCSSanAntonio i e S

Overview of axillary management in early breast cancer

Presenter: Gurdeep S. Mannu D.Phil FRCS
University of Oxford

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)

Writing Committee: Gurdeep Mannu , Graham Beake, Richard Berry, David Dodwell, Robert Hills, Paul McGale, Stewart
Anderson, lan Campbell, Armando Giuliano, Reshma Jagsi, Thorsten Kuhn, Rebecca Llewelyn-Bennet, Terry Mamounas,
Robert Mansel, Pascal Roy, Emiel Rutgers, Nisha Sharma, Sandra Swain*, Jonas Bergh*

(*joint senior co-authors)

This presentation is the intellectual property of the author/presenter. Contact them at bc.overview@ndph.ox.ac.uk for permission to reprint and/or distribute




Session: General Session 2 G_emeinsc;hoftsklinikum
(GS02-05) Overview of Axillary Treatment in Early Breast Cancer: gicslioen
patient-level meta-analysis of long-term outcomes among 20,273

women in 29 randomised trials

Hintergrund & Methoden

* im Fruhstadium ist die optimale Behandlung der Achselhohle ungewif

 Metaanalyse von random. Studien, in denen verschiedene Arten der
axill. Behandlung verglichen wurden :

« Ziel: langfristiger Nutzen verschiedener Ansatze besser verstehen

« 29 Studien ( 20273 Frauen ) zur axillaren Chirurgie oder axillaren
Strahlentherapie

« Randomisierung : 1958 — 2009

« Mediane Nachbeobachtung : 10 Jahre
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History of trials of axillary treatment in breast cancer

Year Randomised trials
1950s - 1990s More vs Less axillary treatment |'
Pre-SLNB
I era
1970s — 1990s Axillary dissection vs Axillary radiotherapy |
1990s - 2010s More vs Less axillary treatment |'
L SLNB
era
2000s - 2010s Axillary dissection vs Axillary radiotherapy i
2012+ SLNB vs No SLNB

San Antonio Breast Cancer Symposium® 0 SABCSSanAntonio
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Comparisons of axillary treatment

Comparison more vs. less Trials Women
Pre-SLNB era (1958-1
AD vs no AD Yes 4 1558
AD vs no AD* Yes 1 773
Axillary/SCF RT vs no axillary/SCF RT Yes 2 652
More vs less surgery to axilla Yes 1 161
More vs less surgery to axilla* Yes 3 4516
Axillary/SCF RT + AD vs Axillary/SCF RT * Yes 1 233
AD vs axillary/SCF RT* No 3 460
SLNB era (1998-2004)
SLNB+AS/AD vs SLNB: (cNO/sN-) Yes 10 8010
SLNB+AD vs SLNB: (sN+) Yes 3 2023
AD vs Axillary RT: (sN+) No 2 1899
Total 30° 20285

*confounded by extent of breast surgery
AD: axillary dissection, AS: axillary sampling, SCF: supraclavicular fossa, SLNB: sentinel lymph node biopsy, RT: radiotherapy
13 trials contributes to two comparisons. Data for ~1000 women from 5 trials not available.
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More vs Less axillary treatment
Locoregional recurrence

Events/Woman-years More events

Treatmant era and Allocated  Allocated Logrank Variance _Ratio of annual event rates Rate Ratio
comparisen (n triaks) More Less 0-E of O-E More : Less (95% C1)
(a) Pre-SLNB era (1958-1995) :
i
AD ¥& n0 AD (n=4) dladee  BNS2 45 184 —_— 1.00 (0.60-1.72)
AD vs o AD- (n=1) . e T - 0.70 {0.45-1.08)
p, 1
AXI'SCF RT vs n0 axiSCF RT (n=2)  “oonny 230073 26 117 : 1.250.71-2.23)
More vs less surgery to axi (n=1) e e =B — ‘ 0.32 (0.07-1.42)
More vs lass surgery to axi= (n=3) 45':3]3: ‘3'!1_.,93“53 39 199 —%——07 1.22 (0.78-1.89)
AXISCF RY + AD vs AX/SCF RT « fn=1) Tyiane 191210 35 54 - l 0,52 (0.22-1.21)
154/ 177/ |
B (a) Subtotal 33676 33230 -48 T7.2 i — 0.94 [9_.75-1 A7)
(0.5%Jy) (0.5%ly) | o
(b) SLNB era (1998-2004) :
i
SLNB#ASIAD vs SLNB (cNOIsN-) m‘”'ﬁﬁ’fﬁ I 108 845 —= 0.85 {0.66-1.08)
SLNB+AD vs SLNB (sN+) {n=3) jaTE2 40T 02 104 i 0.99 {0.63-1.54)
165/ 183/ |
W (b) Subtotal 36595 36929 -10.8 838 -1 0.88 @;71-1 .09)
(0.5%dy) (0.5%ly) ' -
M9 360/ :
MW Total 70271 70159 =156 161.1 - 0.91 IQ:I%'LUG}
(0.5%ly) (0.5%ly) : ’
L I ; 1 I
A % or =i % confdence Nienals 0.0 20

0s 1.0 1.5
More better -——|—- More worse
Difference between treatment effects in 2 subtotals: ;=0.2; p=0.67
Heterogeneity within sublotals: 4 =8.7; p=0.19
Heterogeneity between B trials: ;.= 8.9; p=0.26
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More vs Less axillary treatment by nodal status

Node-negative Node-positive/unknown
50111731 women, 505 events 5015103 women, 174 events
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More vs Less axillary treatment by nodal status

Node-negative Node-positive/unknown
50111731 women, 1255 deaths 5015123 women, 890 deaths
10-year %ain 1.6 % (95% C10.3-2.9 10-year loss 1.8 % (95% CI -0.7-4.3)
R 0.88 (95% CI 0.78—0.99} RR 1.09 (95% CI1 0.94-1.25
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10-year gain 1.1 % (95% CI-0.5-2.7 10-year loss 1.0 % (95% CI-1.9-3.9
RR 0.95 (95% Ci 0.88-1 .032 RR 1.03 (95% C1 0.93-1.14
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History of trials of axillary treatment in breast cancer

Year Randomised trials
1950s - 1990s More vs Less axillary treatment
Pre-SLNB
era
1970s — 1990s Axillary dissection vs Axillary radiotherapy
1990s - 2010s More vs Less axillary treatment
SLNB
era
2000s - 2010s Axillary dissection vs Axillary radiotherapy
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More vs Less axillary treatment by nodal status

in SLNB trials

Locoregional
recurrence

Distant
recurrence

Locoregional recumence first (35% CI)

Distant recurrence &t any tima (95% CI)
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More vs Less axillary treatment by nodal status
in SLNB trials

SLNB-negative SLNB-positive
6660 women, 322 deaths #1378 women, 171 deaths
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More vs Less axillary treatment
Locoregional recurrence in SLNB trials

Events/Women More events
Category Allocated Allocated Logrank V: Ratio of | event rates Rate Ratio

More Less 0-E of O-E More : Less (95%C1)
(a) Age atentry (y;=0.0; p=0.87) }
Age <40 yrs 2123 w221 -2 104 ——— 0.82 (0.44-1.50)
Age 40 - 40 yrs 420047 46929 -38 216 —— 0.84 (0.55-1.28)
Aga 50 - 50 yrs 531408 531517 16 261 —j— 1.06 (0.72-1.56)
Age 60 - 69 yrs 351279 481205 2 -75 205 —e—1 0.69 (0.45-1.07)
Aga 70+ yrs 131592 11606 12 6.0 T 1.22(0.55-2.72)
(b) Number of SNs excised (7 =0.8; p =0.38) :
0 /140 w17 12 05 ; = 11.02 (0.69-176.23)
1 4501520 6211544  -83 260 el 0.73(0.49-1.07)
2 481220 651332  -26 283 et 0.90 (0.61-1.33)
3-10 681507 55/1448 05 281 —— 1.02 (0.70-1.47)
Otheriunknown 281 1143 04 07 . 1.77(0.17-18.43)
(c) SNB status (7. =4.1; p=0.39) .
SNB regative 1183297 1423363 -11.7 631 N 0.83 (0.65-1.06)
mc o8 o110 '
Micromets 191558 26568  -37 1".1 — et 0.72 {0.40-1.29)
1 macromets 1”715 o '
2 macromets M 1% 05 04 L 349 (0.16-77 40)
3+ macromets 410 1 -05 3 T 0.19 (0.01-6.76)
Positrve only 191391 13387 30 79 + 146 (0.73-2.94)
Unknown 21167 0135 12 05 T 11.02 (0.69-176.23)
(d) Period of follow-up (woman~-years) ( )'_f =0.0; p=0.83) :
Years 0-1 40/B44T  46/8535 -38 208 —a 0.83 (0.54-1.28)
Yoars 2-4 58/11262  55/11400 13 218 e 1.05(0.72-1.52)
Yoars 5-9 52113867 67/14025  -79 294 . 0.76 (0.53-1.10)
Yoars 10+ 153020 152968  -03 69 e 0.96 (0.45-2.02)

'
165/ 183/ ;
| Total 4457 4484 -106 846 - 0.88 ('0.11-1.09)
(3.7%) (4.1%) ! -
L ! . 1 1 !
4 95N Or <> S6% confidence nlenals 00 0s 1.0 15 20 25
More better ———— More worse
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More vs Less axillary treatment
Lymphoedema in SLNB trials
EventsWomen More events
Year code, Allocated Al d Logrank Vari Ratio of annual event rates
and study name Mora Less 0-E of0-E More : Less
{a) SLNB + (AS or AD) versus SLNB : (initially cNO or sN-) :
98G INRC Genova 21184 273 8.9 41 .
998 Sentinglla-GIVOM 45244 10229 165 121 f
99C NSABP B-32 32301850 2231919 550 1164 -
00M KISS Germary 1037240 33252 385 248 \ e« >
018 IPOLFG Axiliary 1 18/44 54 6.1 44 - - -
01U RACS Auz-NZ SNAC1 127297 w277 58 29 :
03M GF-GS01 France 112/536 31514 387 3089 - =
04> Padova, Maly 11157 255 41 28 :
645/ 310/ :
B (a) Subtotal 3352 3373 1717 1988 —— 237 {‘2.06-‘2‘73)
(19.2%)  (9.2%) . PRREES
(b) SLNB + AD versus AD: (sN+) :
01N IBCSG 23-01 621464 221467 20.2 181 : -
020 IGTP AATRM Spain amz M2 36 22 | =
70/ 23/ '
= (b) Subtotal 576 588 239 212 ! T
(12.2%)  (3.9%) : 3.08 (2.01-4.71)
715/ 333/ :
W Total 3928 3961 —T—  243(2.13-2.78)
(18.2%)  (8.4%) : Ll
L 1 : | 1 ]
& W% o <= 5% waldencs nlenak 30 4.0 50

0.0 10 20
More better ———|——— More worse
Difference between treatment effects in 2 subtotals: 1} =1.3; p=0.25%
Heterogeneity within subtotals: ;= 46.7; p <0.00001

Heterogeneity between 10 trials: ;; =48.0; p < 0.00001
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History of trials of axillary treatment in breast cancer

Year Randomised trials
1950s - 1990s More vs Less axillary treatment I
Pre-SLNB
i era
1970s — 1990s Axillary dissection vs Axillary radiotherapy N
1990s - 2010s More vs Less axillary treatment i
| SINB
era
2000s - 2010s Axillary dissection vs Axillary radiotherapy ’_
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Axillary dissection vs Axillary radiotherapy

Trial Recruitment Women

Pre-SLNB era

WSSA Glasgow 1972-1977 212
Edinburgh 1980-1983 167
Scottish 1987-1995 81
SLNB era

AMAROS 2001-2010 1425
OTOASOR 2002-2009 474
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Axillary dissection vs Axillary radiotherapy

Locoregional recurrence
30

2359 women, 117 events

10-year gain 0.3 % (95% CI -2.3-2.9
RR 0.95 (95% CI 0.65-1.37
logrank p = 0.7

20

Locoregional recurrence first (95% CI)

AxRT
10 7.3%
44
7.0%
AD
4.2
5 10 years
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Axillary dissection vs Axillary radiotherapy
Summary of outcomes
Events/Women AD events
Giitciaie Allocated Allocated Logrank Variance Ratio of annual event rates Rate Ratio*

AD AxRT O-E of O-E AD : AxRT (95% ClI)
Recurrence and mortality
Locoregional recurrence 59/1235 58/1124 -1.6 27.9 —— 0.95 (0.65-1.37)
Distant recurrence 252/1235  229/1124 3.3 108.6 1.03 (0.85-1.24)
Breast cancer mortality 22711235 197/1124 1.7 93.4 1.02 (0.83-1.25)
Any death 323/1235 286/1124 42 1343 1.03 (0.87-1.22)
Morbidity
Any lymphoedema 263/612 174/592 40.5 69.3 —0—>| 1.79 (1.42-2.27) |

1 | ] ]

4 95% or <t> 95% confidence intervals 0.0 1.0 2.0

0.5 1.5
AD better -—I—-— AD worse

* odds ratio for lymphoedema
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Ergebnis

Conclusions for trials of
more vs less axillary treatment

= Risk of locoregional recurrence low, <5% by year 10

» RR0.91 (95% CI 0.78 — 1.06)

= No evidence of an effect on breast cancer mortality

» RR0.96 (95% CI1 0.87 — 1.05)

" In SLNB trials, increased lymphoedema from more treatment

> OR 2.43 (95% Cl 2.13 — 2.78)
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Ergebnis

Conclusions for trials of

axillary dissection vs axillary radiotherapy

= Risk of locoregional recurrence ,~7% by year 10

» RR0.95 (95% CI 0.65 —1.37)

= No evidence of an effect on breast cancer mortality

» RR1.02 (95% C1 0.83 - 1.25)

= |n SLNB trials, increased lymphoedema from surgery

> OR 1.79 (95% Cl 1.42 - 2.27)
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- Bisher umfassendster Uberblick iiber die axillire Therapie

Fazit:

 SNB oder axill. Radiatio fuhrten zu deutlich weniger Lymphodemen im
Vergleich zur axillaren LNE

* Keine Hinweise auf einen Unterschied im lokoregionaren Rezidiv ( ein
moderater Effekt kann nicht ausgeschlossen werden)

 Das Risiko fur ein Fernrezidiv, Brustkrebs-/ Nicht-Brustkrebs- oder
Gesamtmortalitat unterschied sich nicht signifikant nach dem AusmaR
der axillaren Behandlung oder beim Vergleich der axillaren Clearance
mit der Strahlentherapie
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Poster Spotlight Session 2

Supportive Therapie

Verbesserung der Lebensqualitat und Versorgung von
Brustkrebspatientinnen
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Poster Spotlight Session 2: Lebensqualitat & Versorgung fﬂi@?ﬁﬂ%ﬁﬂmtswmk“m

PS02-05: Verlaufe und Pradiktoren der peripheren Neuropathie nach NA-
CHEMO in einer prospektiven Kohorte von 11.014 Pat. mit Brustkrebs im
Fruhstadium

TRAJECTORIES AND PREDICTORS OF PERIPHERAL NEUROPATHY AFTER (NEO)JADJUVANT CHEMOTHERAPY IN A PROSPECTIVE COHORT OF 11,041 PATIENTS WITH EARLY BREAST CANCER U c B G C O n t O

Youenn Drauet, PhD; Emilie Thomas, PhD; Florence Lerebours, MD, PhD; Barbara Pistili, MD; Olivier Tredan, MD, PhD; Christelle Jouannawd, MD; Marion Fournier, MD; Philippe Rouanet, WD, PhD; Laurence Vanlemmens, MD; Charles Coutant, MD, PD; Asma Dhaini Merimeshe, MD; Baptiste Sauterey, MD; Christelle Levy, MD; Mario Campane, MD, PhD; Carole Tarpin, MD;
Marie-Ange Mouret-Reynser, MO; Oliviar Rigal, MD; Thisrry Petit, MD; Sophie Guillermet, MD; Antoine Amaud, MD; Mahmeud [brshim, MD; Sylvie Glacchetti, MO, PhD; F\uﬂﬂu Dalenc, MD, PhO; Johanna Wassermana, MD, PhD; Olivier Arsbna, MD; Atiane Darut-louve, MO; Sibille Everhard, PhO); ines Vaz-Luiks, MD, PhD; Anne-Laure Martin, PO; Fabrice André, MD, PhO;
Jean-Frangeis Deleuze. PhD; Alain Viar|, PD; Matthieu Carton, MD. Pho; Paul Cottu, MO, PhD
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PS02-05: Verlaufe und Pradiktoren der peripheren Neuropathie nach NA-CHEMO
in einer prospektiven Kohorte von 11.014 Pat. mit Brustkrebs im Frithstadium
Hintergrund & Methoden

Periphere Neuropathie (PN) ist ein unerwiinschtes Ereignis
CANTO (CANcerTOxicities) Studie: 26 franz. Krebszentren

Beschreibung klinischer Verlaufe, Untersuchung klinischer u.
genetischer Pradiktoren

Erfassung klinischer Parameter 6 — 60 Monate nach Therapie ( OP /
Chemo / Radiatio)

Genomweite Assoziationsstudie (GWAS) um genetische Pradiktoren
fur PN zu identifizieren

Untersuchung von Einzelnukleotid-Polymorphismen ( SNP’s)

Statistik: Deskriptiv fur Langzeitverlaufe von PN ; mogliche
Assoziation zwischen SNP’s
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PN : trajectories

7 classes were initiaily identified, then regrouped in 5 classes of trajectories
N=92386 patients MO-M60
All PN, all grades

WML NS MR MO W1 MOe MO0

B 3

MG MIZ W36 MEO  MB W12 M35 MO

MO W12 M MOE NN M e
B No PN event
N event

No clinical predictor

MO WIZ MM W

GWAS analysis (3)

All PN, all grades
Trajoctorios and rare toxicitios: exploratory analysos

ML 1St KCwr seas.1
2 nural cell Growth fegetion and dficrentistion TS| Cofom samer ndy

whole cohort

« always » trajectory :;
Sensory PN Motor PN
Conclusions
=10,000 patients with 5 years folow-up, v cancer

PN 5 2 frequent and durable adverse event (>10% grade 2-4 at § years)

* At baselee, clincal predicton assocated with early and long term PN are.

* After initisl theragies (surgery, chematherapy, radiation therapy), patients developing PN hisve  high risk of
fong-term PN
* Almost SO% of those patients still suffor from PN at § years
* Specific trajectories have bren described, however with no chnical predictor

. by

specific SNPs in g ¥
asicciated with :ame PN endpoints, in addeion Lo taxane exposure

Implication

Overall, these results suggest that the risk of PN sheuld be assessed on
an Individual clinical and probably genetic basls, and must be re-

adsmtnadt disban dladoad ssa

paul.cottu@curie.fr
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PS02-05: Verlaufe und Pradiktoren der peripheren Neuropathie
nach NA-CHEMO in einer prospektiven Kohorte von 11.014 Pat. mit
Brustkrebs im Fruhstadium

Conclusio

Risiko einer friihen PNP ist mit der neurologischen Vorgeschichte und
der Taxanexposition verbunden

Relevant hoch : M6 : 29% ; M60 : 13 %
Pat. mit PN bei M6 oder M12 sind einer Langzeit-PN stark ausgesetzt

Einige SNP’s konnen einen unabhangigen pradiktiven Wert fur
bestimmte PN Endpunkte bieten :

NCAM1.Gen: Neurogenese
CLDN11-Gen: Oligodendrozyten
NELL1-Gen: Neuronales Zellwachstum
KCNIP1-Gen : Neuronaler Sensor
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PS02-09: Von Pflegenden geleitete individualisierte Nachsorge im

Vergleich zu regelmafRigem arztlichem Besuchen nach Brustkrebs im
Fruhstadium ( MyHealth)

NURSE-LED INDIVIDUALIZED FOLLOW-UP VERSUS REGULAR PHYSICIAN-LED VISITS AFTER EARLY BREAST CANCER
(MYHEALTH) - A RANDOMIZED CONTROLLED TRIAL

thaki2, Pernille E Bidstrup®, Randi V Karlsen?, Beverley L Hgeg?, Trine A Horsbel®, Federica %, Elisabeth AW #, Vibeke , Anne § Friberg?, Mads N Svendsen?, Helle G Christensen?, Vesna Glavicic?, Dorte L Nielsen®, Susanne O Dalton *#2, Christoffer lohanseni-&2

“ivarship, Danish Cancer institute, Copenhagen, Denmark; “Department of Oncology, Zeatand University Hospital, Nagstved, Denmark; ‘Cancer Survivorship, Research Team on Psychalogical Aspects of Cancer, Danish Cancer Institute, Copenhagen, Denmark; * Public Health, Unsersity of Southern Denmark; “Statistics and Pharmaco-Egkdemiciogy nit, Danish Cancer
apenhagen, Denmark; “Research Unit of Women's and Chidren's Health, the Julane Marie Center, Copenhagen Unhversity Hospital, Capenhagen, Denmark; ‘Department of Cncology, Herer and Gentafte University Hosgital, Denmark; D:nanmt:d Clinkal Medicine, Faculty of Health, Copenhagen Unlmll‘f CASTLE agy. Copenhagen ¥ Hospital, Co

CONCLUSION METHODS

T Nurse 1ed Ioilowc up rsuived In: * Patients with breast cancer stage |-l who recently completed surgery and chemotherapy/radiotherapy

= Significantly improved breast cancer-specific HRQolL, reduced fear of recurrence, anxiety and depression - Randomization to intervention or control follow-up for three years

#Less outpatient visits with physician and more teleph with nurse 1 3 B 2 5 | —

#No increase in the number of diagnostic imaging examinations. l 1 1 4 ‘ears since randomization

OBJECTIVE l ® Randomization

* Follow-up after breast cancer with regular visits has failed to prove superior to other strategies concerning l l l l l Baseline questionnaire
detection of recurrence, cost-effectiveness, and in meeting the needs of breast cancer survivors I I % % l Outcome questionnaire
Study aim
#To investigate if a nurse-led follow-up program with a self-management intervention, symptom assessment l I I I l I l I l l PRO symptom assessment

:ssllnug::g :::STCL::E navigation can Improve breast cancer speciiic HRCOL comyparecl with reEular utpaent I control follow-up Outpatient visit with physician | self-management session with nurse

#To investigate health care utilization in the two study groups Intervention follow-up Usual care fiollow-up | self-management session with nurse (optional)

RESULTS

* 503 patients were randomized to intervention (n=251) or control (n=252) follow-up

« Intervention effects on breast cancer-specific HRGol (a), fear of recurrence (b), anxiety (c), and depression (d] —e— Control follow-up &~ Intervention follow-up * Number of contacts during three-year follow-up
(a) Breast cancer specific HRCGoL (b) Fear of recurrence (c) Anxiety (d) Depression Intervention Control P-value
- : 2 = Mean (SD)  Mean (SD)
| | 1 % | o [ Physician visit 147 (1.81) 526(232)  <0.001
{ | . i T | ] 1 o | Physician telephone 100(1.34) 117(112) 0140
+ T | : T 1 1 11 [ I | of TN 1 | . Nurse visit 040(0.65) 005(0.23)  <0.001
1 d | | - | | L T Nurse telephone 360(271) 050(L14)  <0.001
I | 1 [ [ ] } x| Mammograms 199 (1.09)  2.07(0.95) 0.384
| - - Otherdiagnosticimaging ~ 1.43 (1.68)  153(2.13) 0554

Months Months

E Rigshospitalet

Months

BCS

Contact: Lena Saltbaek, MD, PhD
|  E-mall: Isal@regionsjaelland.dk

=]
SYMBOSILM®
JECEMBER 5-9,2023 | @SABCSSanAntonio
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PS02-09: Von Pflegenden geleitete individualisuierte Naclﬁ%e
im Vergleich zu regelmaBigem arztlichem Besuchen nach
Brustkrebs im Friuhstadium ( MyHealth)

Hintergrund & Methoden

 Regelmassige Visiten bei Facharzten in der Nachsorge hat sich
gegenuber anderen Strategien nicht als uberlegen erwiesen , aber ist
Standard in vielen Gesundheitssystemen

 Nachsorge bei Hausarzt oder spezialisierter Krankenschwester ist
kostengunstiger und sei nicht schlechter in Bezug auf Lebensqualitat

« 503 Pat:
« Interventionsgruppe : Pflegekraft geleitet
« Kontrollgruppe : Onkologe alle 6 Monate ambulant
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* Patients with breast cancer stage |-ll who recently completed surgery and chemotherapy/radiotherapy

* Randomization to intervention or control follow-up for three years

1 2 3 4

l | l |
1 1 1 |

| | l I
111
rerrr v 1 101

I control follow-up
intervention follow-up

Outpatient visit with physician
Usual care follow-up

5 Years since randomization

(R Randomization

l l Baseline guestionnaire
l Outcome guestionnaire
l PRO symptom assessment

| Self-management session with nurse

% Self-management session with nurse {optional)
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RESULTS
* 503 patients were randomized to intervention (n=251) or control (n=252) follow-up

* Intervention effects on breast cancer-specific HRQol (a), fear of recurrence (b), anxiety (c), and depression (d) —e— Control follow-up =8 |ntervention follow-up

{a) Breast cancer specific HRQolL (b} Fear of recurrence (c) Anxiety {d} Depression

TR N |

1

Months . Months . fMonths Months

*  Number of contacts during three-year follow-up

Intervention Control P-value

Mean (SD)  Mean (SD)
Physician wisit 1.47 [1.81) 5.26(2.32) <0.001
Physician telephone 1.00 (1.34) 1.17({1.13) 0.140
Murse wisit 0.40 (0.65) 0.05 (0.23) <0.001
Murse telephone 3.60 (2.71) 0.50 (1.14) =0.001
Mammaograms 1.94 (1.09) 2.07 (0.95) 0.384

Other diagnostic imaging  1.43 (L68)  1.53(2.13) 0.554
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Conclusio

MyHealth- Studie :

Autoren schlagen eine neue Strategie fur die Nachsorge im
Fruhstadium vor:

 Verbesserung in QOL Parametern, Angst vor Ruckfall, Depression
e Ohne zusatzliche Kosten fur das Gesundheitswesen

 (Danemark)
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Zusammenfassung — Take Home A \5\6

SNB statt TAD nach Neoadjuvanz ggf ausreichend (zumindest fur
YPNO), (PS01-01 Neosentiturk + 02 Harvard)

Aber : moglicher Informationsverlust fur weitere Therapien bei >=4 +
LK's y (PS01-04, Sinodar One)

Sentinel Konzept fur alle Subgruppen als sicher bestatigt, incl
Mastectomien ( Gs02-06, Senomac)

De-Eskalation der Axillatherapie ( SNB / Radiatio vs ALND ) ist im
Langzeitverlauf sicher (EBCTCG Metanalyse )

Die taxaninduziere Polyneuropathie ist relevant , haufig und zeigt
genetische Pradispositionen (Pso02-05)

Eine Nicht- Facharztliche Nachsorge mit Interventionen ist in Bezug
auf Lebensqualitat uberlegen und kostengunstiger ( zumindest in
Danemark ) pso2-09
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