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NAUTIUS study

King/Cambridge trial (1977)
NSABP B-04 (1978) L |

SAGKALIM KATKISI YOK

LOKAL NUKS %20'den %3'e diisiiyor

SINOOAR ONE

cNO operable hastalarda
Aksillaya cerrahi veyaxRT

Ozellikle aksilla (+) ise SISTEMIK TEDAViile

SAGKALIM KATKISI VAR
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NSABP B-32 (2010)

NAUTILS study

Milan trial (1986) [
¢cNO operable hastada SLNB aksilla evrelemesiicin giivenli

Yanhs negatiflik orani (FNR): %5-10
Identificationrate (IR): >%90
Disease Free Survival (DFS) ve Overall Survival (OS): ESIT
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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 Z0O11 (Alliance) Randomized Clinical Trial
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Radiotherapy or surgery of the axilla after a positive sentinel 3% ®
node in breast cancer (EORTC 10981-22023 AMAROS):

arandomised, multicentre, open-label, phase 3

non-inferiority trial
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Radiotherapy or surgery of the axilla after a positive sentinel 3> ®
node in breast cancer (EORTC 10981-22023 AMAROS):

arandomised, multicentre, open-label, phase 3

non-inferiority trial
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OTOASOR trial (2017)

Optimal Treatment Of the Axilla Of Surgery Or
Radiotherapy after positive sentinel lymph node biopsy
(Hungarian National Institute of Oncology)
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Preservation of Axillary Lymph Nodes Compared with Complete
Dissection in T1-2 Breast Cancer Patients Presenting One or Two
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Dissection in T1-2 Breast Cancer Patients Presenting One o
Metastatic Sentinel Lymph Nodes: The SINODAR-ONE
Multicenter Randomized Clinical Trial
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Sentinel lymph node biopsy without axillary lymphadenectomy
after neoadjuvant chemotherapy is accurate and safe for selected
patients: the GANEA 2 study
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NEOADJUVANT KEMOTERAPI

‘ Memede rCR var mi? ‘

‘ Memede rCRile aksilla pCR iliskisi ‘
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% Memede pCR ile aksilla yaniti iliskisi

NEOADJUVANT KEMOTERAPI

JAMA Surgery | Original Investigation

Identification of Patients With Documented Pathologic
Complete Response in the Breast After Neoadjuvant
Chemotherapy for Omission of Axillary Surgery
Beromin Skt M, Ve wor 3 0

Sarah M. DeSnyder, MD; Mediget Teshome, Mi
Beatriz E. Adrada, MD: Tanya Moseley, MD: Rof

HER2(+) ve TN
T1-2 NO MO meme pCR - ypNo = %100
T1-2 N1 MO meme pCR - ypNO = %90

IMPORTANCE A pathologic complete
40% to 50% of patients with HER2-p)
The need for surgery if percutaneous

(NCT) indi the breast

and f the axill T
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BS, 2021, 108, 667-674
DOL: 10.1002/bjs.12026

% ‘ Memede pCR ile aksilla yaniti iliskisi ‘
Advance Access Publication Date: 8 October 2020
NEOADJUVANT KEMOTERAPI Original Aricle

Toward omitting sentinel lymph node biopsy after
neoadjuvant chemotherapy in patients with clinically
node-negative breast cancer

M. E M. van der Nogrdaa', F. H. van Duijahoven’, F. N. E Cuijpers', £ van Werkhoven’, T. G, Wiersma’, . H. M. Elkhuizen’,
G. Winter-Wamars', V. Dezentie’, G. S Sonke®, E_J. Groen*, M. Stokkel’, and M. . F. D, Vrancken Peeters

TR Non-rCR
n ypNO ypNO rate (%) n ypNO ypNO rate (%) Total r
HR+/HER2- 7 2 82 (62, 94) 103 73 71(61,79) 130 0340
(HR+/)/ 65 85 100 (93, 100) 2 19 36 (64, 97) 87 0015
HER2+
TNBC 42 41 98 (87, 100) % 2% 100 (86, 100) 66 1000
Total 134 128 955 (905, 98°3) 49 16 779(703,84-2) 283

i] Memede pCR ile aksilla yaniti iliskisi ‘ htpacidol :—Js,;::t:‘:::z

NEOADJUVANT KEMOTERAPI| original Anicle A1

Nodal positivity in patients with clinically

and radiologically node-negative breast cancer
treated with neoadjuvant chemotherapy:
multicentre collaborative study

Alexandra M. * @, K gan', Siobhan Clifford?, Gavin Dowling’, Farah Kazi®, Karina Delaney”, Himanshu Yaday®,
Aaron Brady®, JJmuGu:yw’ Denis Evoy*, l:ne Rothwell’, Dﬂmv'mMan:ln Anna Heeney?, Mitchel Barry?, Siun M Walsh?,
Maturice Stokes®, Malcolm R. Kell’, Michael Allen?, Colm Power’, Amold D. K. Hill", Elizabeth Connolly®, Dhafir Alazawi®.

Molecular subtype ypTO ypNO  NAKT protokol
HR+/HER2—- 10 (13.2) 54 (71.0) AC+T
HR+/HER2+ 20 (23.0) 75(86.2) AC+T+T (xP)
HR-/HER2+ 24 (44.4) 51(94.4) ACHT+T (2 P)
s 57 (37.0) 144 (93.5) AC+T (x Platin)
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Perspective

Memede pCR ile aksilla yaniti iliskisi; Aksilla cerrahisinin de-eskalasyonu Avoiding Axillary Sentinel Lymph Node Biopsy after
Neoadjuvant Systemic Therapy in Breast Cancer:

NEOADJUVANT KEMOTERAPI w Rationale for the Prospective, Multicentric
EUBREAST-01 Trial

Perspective ~ ~

Avoiding Axillary Sentinel Lymph Node Biopsy after Toralf Reimer 1, Aenne Glass %, Bde B | L pvovenctic. | (] 2. MAST with raciologic 3. Screening (N=334)

Neoadjuvant Systemic Therapy in Breast Cancer: T2 M0 MO THAC of omplate respongy 485 (+ postoperative
ClinicalTrials.gov Rati le f P N Multi 5 cT1-3 HER2+ invasive BC (rcR) WEBRT)
Petnien iy iuin - s - RAtIONAle for the Prospective, Multicentric p— ) J

EUBREAST-01 Trial L
e cNO ypTO r 1

Aenne Glass %, Edoardo Bolteri 0, Sibylle Loibl * and Oreste D. Gentilini *0

astock, 18055 Rostock, German
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M Trial poetort 4006 1308 il . u tioeu
Mottty ACOSOG 21071 SENTINA SN FNAC
(USA) (Europe) (Canada)
Number of patients 637 592 153
SLN Identification rate 91.7% 87.8% 87.6%
. FNR 12.6% 14.2% 13.7%
A i +) Depending on agent
NAKT oncesl ( Olan Single agent 20.3% 16% 16%
nod/nodlarin durumu ne? Dual agent 108% 86% 524
Depending on nb. of SLNs
1SLN 31% 24.3% 18.2%
2SLNs 21.1% 18.5% 4.9% (2 or more)
23 SLNs 9.1% 4.9%

www.cerrahionkoloji2024.0rg 1Boughey et al. JAMA, 2013 2 Kuehn et al. Lancet Oncology, 2013
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Caudle et al. JCO, 2016 u IACOSOG 71071 (Alliance) trial (2013)
vt

[Sentinel Lymph Node Surgery After Neoadjuvant
in Patients With Node-Positive Breast Cancer

[The ACOSOG Z1071 (Alliance) Clinical Trial
. 170/637 hastada nod biyopsi asgamasindaklipslendi

FNR:
— 0 N=7/69 N=1/74 Klips SLN iginde 107 59 6.8%
gmg f_el}zl.baslfna d B i%‘/’ SLNB (-) Klipsli nod ve Klips ALND iginde 34 21 19%
Ipsitnoa = 1.4% SLNB (-) Klips X-ray ile
www.carrahionkoloji2024.0rg dogrulanmamis 29 21 14.3%
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Klipslinod/ SLN iliskisi
ACOSOG 71071%: klipsli nod bir SLN 63% (107/170)
Klipsli nod ALND icinde 20%  (34/170)
bilinmiyor 17%  (29/170)
MD AndersonZ klipsli nod bir SLN degil 23%  (31/134)
Pittsburg?: klipsli nod bir SLN degil 27% (8/30)
Tuirkiye?: klipsli nod bir SLN degil 19% (16/86)
ispanyas: klipsli nod bir SLN degil 23%  (6/35)

*Boughey et al. Ann Surg, 2015 2 Caudle et al. JCO, 2016 * Diego etal. Ann Surg Onc, 2016  Cabioglu etal. Ann Surg, 2018 SSiso etal. Ann Surg Onc, 2018
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Annals of Surgery + Volume 261, Number 2, February 2015

Marking Axillary Lymph Nodes With Radioactive lodine Seeds
for Axillary Staging After Neoadjuvant Systemic Treatment in
Breast Cancer Patients
The MARI Procedure

Masgres w-n Caiine 4 Dok, MDY Horm vas Titeren w-q Gab v PR
Emiel 8 T Rutges A3 PAD and Mriedoaame T - Vraneten forers. M5, PAEY

MARI Prosedirti (2015)

Marking Axillary Lymph Nodes With Radioactive lodine Seeds for Axillary
Staging After Neoadjuvant Systemic Treatment in Breast Cancer Patients
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RISAS Prosediiril (2022)

Radioactive lodine Seed Placementin the Axilla with Sentinel Lymph Node Biopsy

JAMA Surgary | Original lnvestiation Nowember 2022
Diagnostic Accuracy of Radioactive lodine Seed Placement

in the Axilla With Sentinel Lymph Node Biopsy

After Neoadjuvant Chemotherapy in Node-Positive Breast Cancer

RISAS: MARI + SLNB

Srin M. Semcrs MD, PO Thiem L A van v Dt o
O v e e, P B, 1 LD, M- b L . e e o AR A, o Vet I, P

Putd .. Sars, D, PO, s s, LA FR0, E5 . M. vam P, MO, Wouter J Vies, D, RO Corline M, € Contant, M0, P10,
Mork . . e P, M PO ek H. W S, 0, ey o, UL PC: M B, G e L Kaoowt. 4G 1
Eamest 1 T Lustan, M) 0, Mjelin
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Targeted axillary dissection (TAD) versus sentinel lymph
node biopsy (SLNB) to determine nodal pCR

« OPBC-04 OMA: Retrospective real-world study’?
* 2013-2020: 478 TAD versus 666 SLNB

Abstract GS4-02: O logical Ou llowing Omission
of Axillary Lymph Node Dissection in Node Positive Patients
Downstaging To Node Negative with Neoadjuvant
Chernotherapy' the OPBC-04/EUBREAST-06/OMA study

; Juty G, Boughoy; Tanya L. Hoskin;
Laura H m-w Esmmmu\g Abigai ingham
Danlo Diaz Aybar; Danise Vorburgor, Dister Michael :wuc Eamos: Hasta Say|5|

666 478

teh R s B o D Corte R e Ortalama nod saysi 4 3

SLNB TAD
Franziska Fick: Jacquodine Sagassor. JOrg Heil; Konstantin J. Dedes; |

ulusal
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cN1 NAKT sonrasi SLN (-) hastada ALND de-eskalasyonu

Follow-up Axillary
Study n (years) Axillary surgery recurrence
Milan (2016)! 70 54 Sl 0% 0%
) Single tracer
SLNB
MSKCC (2021 234 33 Dual tracer 70% 0.4%
NEOSENTI-TURK SLNB
(@021p et 30 eswsingetacer 0% e
MARI (2022)* 99 3.0 MARI 43% 1.0%
Asan Center SLNB
(20238 314 54 Single tracer 87% 32%
Fudan University
(2023 75 31 TAD B65% 0%

'Galimbert (2016) EJSO // *Barria (2021) JAMA Oncol // Cabioghu (2021) EJSO // *Van Loevezijn (2022) BCRT /i *Lim (2023) BCRT // "W (2023) IS

Targeted axillary dissection (TAD) versus sentinel lymph
node biopsy (SLNB) to determine nodal pCR

Any Axillary Recurrence (TAD vs SLNB)

3yeas ratn of any axslary recurmence TAD va SLNE
{0.5% va 00%, p = 0.55)

| Thers were 2 solated
= | ey recurences i each growp

Siman Bruzas: Simona Di Lacio: Tamara Parissant; e GGt Vs D | LOLIC.
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Overall  Upfront Si Neoadj hemoth —
TAXIS el gy Neostmant chemolberapy NRG Oncology/NSABP B-51/RTOG 1304
Clip removal rate  94.3% 96.4% 91.2% -
FNR 18% 24% 0%
NPV 955%  92.3% 100%
m Sl o 983%  97.6% 100% ‘le ‘ W‘ ypNO‘ . AXRT De-eskale
T [ e p—r— paon kst G502-07: Lo with
othar than chematharapy: § st Biopsy-proven Axillary Node Imrn!vamem at Presenullon
/ \ Who After
Neoadjuvant C Prlmary o of NRG
[ Wose-soniive b papaton: 148 | Nodo-posiiv by imaging 143 Oncology/NSABP B-51/RTOG 1304
/ \ / \ nically node-positive ® Pt Cane| Soue WcCemkey e Gt X, A Pl Lo, adear A LS. Saoms G R o
idy of TAXIS (OPBC-03, == ot Clrr Ko e S S, W, K, s o, B
e == o I = B
T — et et T1-3,N1, MO
o e | (o oo 1556 hasta 1:1 randomize, 59,5 ay izlem
\L‘ = 4 e l NAKT sonrasi 22 nod = ypNO
SLNB/ALND vs AXRT
= \ms | = = 1 N e
5 Overall Survival (OS) s .
NRG Oncology/NSABP B- 51  /jommouool . OPBCOS/EUBREAST-14R/ICARO study
NO -esl§ | \ N1 \ ypNitc | -
m} p B AXRT De-esl 1= N p ypNitc | mp ALND De-eskale
GS02-07: Lo i i - ol e
Biopsy-proven Axillary Node Imolvemem at Pvmntaﬂun SvewEstimas  MON SA0% DA TR Q
who frar = ; OME P T
Neoadjuvant Chemotherapy: Primary Outcomes of NRG M o e EURREATE - SR
Oncology/NSABP B-51/RTOG 1304 - = = = DECEMBER 59,2023 | ©SABCSSanAntonio == e ”
E Invasive Breast Cancer Recurrence-free Interval i Disease-free Survival (DFS)
arze . = o — The OPBCOS/EUBREAST-14R/ICARO study ONCOPLASTIC
. - . T ] Are nodal isolated tumor cells (ITCs) after neoadjuvant (Qﬂsnsr CONSORTIUM
T g § chemotherapy an indication for axillary dissection?
=1 Tresimant g T—
dl . g NoRMI  sEventa = = g - _";’:“' T =
N M mpenpe | OO ) : 1183 cALND vs 401 no cALND :
P StearEstmate  Mle% 927w -
s G . . . “cALND’nda %30 ek (+) nod mevcut

Histolojik alt tipten bagimsiz
702 hasta SLN (+) > ALND

PpNL| m»\ ypNmic ) ALND De-eskale

Prospektif veritabaninin retrospektif analizi

SLN ypNmic olanlarin %59’unda ek (+) nod
SLN ypN(+) olanlarin %63'inde en (+) nod

Reziduel hastalik i¢in ALND hala standart tedavi

TA Moo, KR Pawloski, J Flynn, M Edelweiss, T Le, A Tadros, AV Barrio, M Morrow

Isresidual nodal disease at axlary dissection associated with tumor sublype in patints with low voume seriinel node
after 2, Annals of surgical oncology, 2021
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5 yil aksiller niiks = %1,7 vs % 1,1 (p=0,7)

+ Prospective I-SPY2 trial'
+ 525 hastada NAKT sonrasi rezidi hastahk
. 2011-2021: SLNB kullanimi %7’den %39'a ¢ikti (p<0.0001)

o0

= ALNDuly = SLNRALND = SLNealy

5

Percentage
\ 5

_ "Boughey JC, et al. Ann Surp Oncol. 2023 Oct:30(11)6401-6410.
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FA When Can We Omit Axlllary Dlsseclmn?

iual nodal d afterr ljuvant therapy?
Followup Axillary Size of nodal Nodal Axillary 8" ST BAL!.EN |NTEHNAT[UNAL BREAST CANCER BUNFERENGE 202
(years)  surgery metastasis rec oncalaay
2020y o it S ITC (n=9) A patient has undergone dj with AC/T ch herapy, with a
Mayo 2 " = clinical response. At surgery, there is 1 residual macrometastasis in the axllla (3 sentinels
Micro/Macro (n=20) 100% 0% removed). The tumor is triple- negative. Would you recommend completion axillary
ITC/Micro (n=52) 100% 0% dissection or axillary radiation?
Neosentitiirk (2021)> 92 30 SLNB
Macro (n=40) 100% 0% 1. Treatment rees
ITC (n=9) 67% 0% 2, Trestment Croice: A+AT 20a1%
McGill (2021)* a4 30 SLNB Micro (n=10) 100% 10% % oot -
Macro (n=35) 100% 8%
4. Neither | 204%
MARI (2022)* 18 3.0 MARI NR 100% 3.4%
5. Abstaln N 204%
Johns Hopkins (2023)° 35 28 TAD 72% Macro T4% 0%

_ Curigliano G, Burstein HJ, et al. Ann Oncol. 2023 Nov;34(11):970-386. -

T =
FA When Can We Omit Axillary Dlsseclmn? T Excuman G When Can We Omit Axillary Dissection? I 8
= idual nodal di: afterr ljuvant therapy? P plord Residual nodal di afterr djuvant therapy?

m N1 ? \ N NAKT yaniti iyi olan
‘le‘ ‘yp ‘» ALND vs AXRT » ALND e AL ypN1 hastalarda ALND

et ety oy el ot de-eskale edilebilir
I ar 10BN\ ST G OISR urgical Oncology :
[ T—, B = Clinically node pus.n\mu.mm AN\ 3M0)
| wounc, MF-18-02 (2004-2019). N-751
;:;’_‘:‘:‘jl MIE-TH07 (2019-2002): N:|‘N‘i Excluded (=338
Axillary lymph node dissection = il S F— Areest Cancer Resurrence b bty Clalcally Node Posloe L e
i i : 7 = -Foox response 10 Patlens Undergoiog Seotiac Lymph Node Biopey Afe 2
is not required for breast cancer patients I s i the N PV Lo o frovyiesrden s
. . . . " Broust surgary MFIR-WIHIJ treuted with SLNE/TAD oc
with minimal axillary residual disease e L oy o
o | tt‘:‘_".ﬁ't.‘:-“c‘..u._mn [t p— MI-IRD (019022) N 1707

after neoadjuvant chemotherapy I A
Mahmut Muslumanogh', Baran Mollavelioglu”, Nesihan Cabicglu', Selman Emirogih', Mustafa Tuskenime o

rtera
81 (e v g M Nt Vil ——
Prerrr——" R M e o e ».'"'mm-.
Hasan Karanli’, Tolga Czmen’, Ravia Yimax', Rana Gunaz Comert’, Semen Onder’, Aysel Bayram Remry of pubiooiced | o e MO G e 0 e ot M g
Durygu Has Simses, Melis Ofas’, Kamuran i, Adnan Aydiner, ahit Ozmen' and Abduilah el .
A e M B Sk A ok o, A1 e
e e, MD, B kg, NIV, Mt (g, D, At bt MDY, SLNBTAD (N+1470, 61.1%) 4937, 38.9%)
44 avlik izl d ill iik - ._.‘....w,.. i U et Y Y, et A i
aylhk 1zlemae aksiller ni Sy Nowd for I o e T b MO o e S,
i goss oioup R e e e T

224 When Can We Omit Axillary Dlsseclmn?

LS idual nodal di after r juvant therapy?
N1/ E) |YPNL sy ALND vs AXRT ?
— ®
Trials Inclusion Design Accrual Results
expected
Alliance’ ¢T1-3 N1 ALND vs ART, Completed 2029 :)snz{::':l Clipplng Henemial for ‘lfnde-l’osilive Breast Cancer
A011202 NACT extended regional 2010 L R
USA > Pos (SILN irradiation i~y '.75!:..;"‘.;.?.'?;;‘:51’..;3!.“3:..“;’.’.“;..!3'“"""‘"“‘“"‘““"‘“"’”""’" :
TAXIS? cT1-4 N1-3 ALND vs ART, 1160/1500 2030 269 hasta, 251 (%93) 23 SLN, OrtalamaSLN 4
Global +/- NACT extended regional %88 hastada klipli nod SLN
- Pos (S)LN irradiation Klipli nod SLNB'de ¢ikmayan 31 hastadan 13'iinde SNLB (+) > klips ALND’nda ¢ikmis
18’inde SLNB (-) > no ALND
55 aylik izlemde niiks farki yok
'Boughey J, et . hitps:/iclinicaltrials. gov/ct2/show/NCT01801084 // 2Weber WP, et al, Ann Surg Oncol. 2024 Jan;31(1):344.355. e e
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1970 1980 19905 2000 2010 20205

Patients, No. (%)
SLNB (n = 708)

- g
: . Breast-conserving
hi Breast-conserving and SLNB 646 (91.2,

No axillary surgery (n = 697) P value

SOUND trial Breast-conserving, SLNB, and AD 45 (6.4) L
m Mastectomy and SLNB 5(0.7)

Sentinel Lymph  Neither hormone therapy nor 17 (2.4) 11(1.6)

in Patients With  Hormone therapy without chemotherapy 549(77.5) 564 (80.9)

onUltrasonogra Chemotherapy without hormone therapy 49 (6.9) 38(5.5) 38
The SOUND Ran  goth hormone therapy and chemotherapy 93(13.1) 84(12.1)

B! e o
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Aksillayi
hi¢ evrelemesek

SOUND trial (2023)
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— ALND - ANDSUNforeNO N pwe  ALND va AT of SLNB. ?
I
AawE T vt
Aksillay per—— wsomenvar || ML
. P
hi¢ evrelemesek [ acosoczouus || Gz | Awsna
prove A2 et
i e Crokotoh ALLIANCE AD11202 Al
o || Somocyi e 2005 1308w
3 Bl SomT
SUREN CALISMALAR... smooun out e
Tt Panned  nclusion Criera Stady Design pep——
Enrollment
(N)

T <5 cm, BCS + whole breast radiation  SUNB v. observation in patients with positive SLNB, second DFS at 5 years
randomization to ALND v. 10 ALND
T <5 cm. planned BCS + whole breast  SINB v. observation

INSEMA trial (Germany, 5940
NCTO2466737)

BOOG 1308 (Dutch, 1644 Regional recurrence at

NCT2271528) radiation up to 10 years.
SOAPET (China, 1528 T< 5 cm. planned BCS + whole breast  Stage 1: NPV of lymph PET Stage 1: NPV at 6
NCTD4072653) radiation Stage 2: 1o SLNB in patients with negative preaperative  months
axillary assessment Stage 2: DFS and LRFS
ats years
NAUTILUS (Korea, 1734 T<5.cm,BCS + whole broast SUNB v, observation Invasive DFSat 5 years
NCTD4303715) vadiation + adequate systemic therapy

MKC + meme RT yapacaksak, aksillay hi¢ evrelemesek
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« Aksilla cerrahisi artik bir tedavi araci degil. Evreleme, tedavi yaniti degerlendirme
« SLN 1-2 (+) > ALND YAPMA (Z0011/AMAROS)

« SLN 1-3 (+) > ALND YAPMA (OTOASOR)

 SLN 1-3 (+) > ALND YAPMA, AXRT de VERME ! (POSCOC BEKLENIYOR)

« cNO, aksilla ted. planini degistirmiyorsa (luminal, postmen.) aksilla evrelemesi de-eskale(ggiﬂje'\?gi)r

« cN1 (<3 nod), (pN1 olabilir) Luminal hastalik > DOGRUDAN CERRAHI

« TAD, tam yanit vermesi beklenen hastada sart degil, sagkalim avantaji yok (NEOSENTITURK)
(EUBREAST) (TAXIS)
« NAKT sonrasi SLN'nda klip yok - DUR
« pN(#) > NAKT > SLNB>  ypNO DUR
ypNitc, ypNmic DUR
ypN(+) (iyi yanitli ise) DUR (NEOSENTITURK)
(ALIANCE ve TAXIS yolda)

« Yash hastada aksiller evreleme sart degil, SLNB elektif
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