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LINFONODO SENTINELA

1. QUANDO NAO INDICAR

2. CONDUTA NA MICROMETASTASE

3. O QUE MUDA APOS QUIMIOTERAPIA NEOADJUVANTE?
4

5

. QUANDO DISPENSAR O EXAME INTRAOPERATORIO
. USO DO CLIPE NO LS




TWENTY-FIVE-YEAR FOLLOW-UP OF A RANDOMIZED TRIAL COMPARING
RADICAL MASTECTOMY, TOTAL MASTECTOMY, AND TOTAL MASTECTOMY
FOLLOWED BY IRRADIATION

BeanarD FisHER, M.D., JONG-HYEON JEONG, PH.D., STEwART Anoeason, Py D., Joun Bavant, PH.D.,
Eown R. Fissgn, M.D., AND NoaMan Woumanx, M.D.

N Engl | Med, Vol. 347, No. 8 + Auguse 22, 2002

1.079 pacientes NO 586 pacientes N+
« Mastectomia Total+ RT + Mastectomia Total+RT
« Mastectomia Radical « Mastectomia Radical

« Mastectomia Total DA somente se recorréncia

Women with Negative Nodes Women with Positive Nodes

Cumulative Incidence (9)
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Veronesi U, et al. N Engl J Med 2003




Comparison of Sentinel Lymph Node Biopsy Alone and
Completion Axillary Lymph Node Dissection for

Node-Positive Breast Cancer

Karl Y. Bilimoria, David |. Bentrem, Nora M. Hansen, Kevin P. Bethke, Alfred W. Rademaker, Clifford ¥. Ko,
David P. Winchester, and David J. Winchester
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Bilimoria et al. JCO vol 27 2009 no.18:2946-2953




Trends in and Outcomes from Sentinel Lymph Node Biopsy
(SLNB) Alone vs. SLNB with Axillary Lymph Node Dissection
for Node-Positive Breast Cancer Patients: Experience

from the SEER Database

USA - SEER: 1998 - 2004

Breas cancer paticnts undergoing SLNB
(n=96656)

1
| 1

Node surpery only With primary tumoe surgery
n= 1100 (m = 96.536)

1

|

16,4% LS + sem DA

Node nogative Node positive

(n=0693560) (n = 26.986)
| |
Macroscopic nodal metastases Microscopic nodal metastanes
(n=2148) (a =63838)
1 1
1 | ! 1
SLNB SINB & ALND SILNB SINB & ALND
(o =2 185) ia=17.963) (a=2230) in = 4598}
10,8% 48,7%

Yi et al. Ann Surg Oncol 2010 17:S343-S352




BIOPSIA DE LS
854 PACIENTES COM CDIS PURO

* 12 LS positivos (1,4%).
* 7 micrometastases.
* 5 macrometastases.

* 11 dissecgOes axilares — nenhum outro linfonodo positivo.
* Sugere nao fazer BLS em CDIS, exceto em casos de alto risco

de subestimacao (tumor palpavel ou lesGes extensas) ou em
mastectomias.

Intra M et al., Ann Surg, 2008; 247(2): 315-19.




Locoregional Recurrence After Sentinel Lymph Node Dissection
With or Without Axillary Dissection in Patients With Sentinel
Lymph Node Metastases

The American College of Surgeons Oncoloqy Group Z001 1 Randomized Trial

Z0011 Study Design Schema
Bcvmy Proves « 446 AD/445BLS +AD

= Seguimento: 6.3 anos

fo-um.'rzm@

.
Gm“a@

= LS + imuno: n3ao elegiveis

= DA: Nivel 1 e 2 com pelo menos 10 linf.

« DA realizada em até 42 dias apds a BLS

= Seguimento: 6,12,18,24 30 e 36 meses

= LR: axila ipsilateral, supra clav, mamaria int

* Inicio maio 1999 para 1900 pacientes

+ Fechado dez 2004 por baixa taxa de
eventos

Temar (=) 8N

o

Giuliano et a. Annals of Surgery. Sep 2010, Vol 252, no. 3, 426-433




Axillary Dissection vs No Axillary Dissection
in Women With Invasive Breast Cancer
and Sentinel Node Metastasis

A Randomized Clinical Trial

« 115 centros, 1900 pacientes Z0011 -ACOSOG
« Maio 1999 — dezembro 2004

Inclusao:

« T1-2,NO e LS + 1 ou 2 (Congelagdo, HE, Macrosc ou Parafina)

= Cirurgia conservadora

* Radioterapia

Objetivo principal: Sobrevida Global
Objetivo secundario: Sobvrevida livre de doenga

Giuliano et at. JAMA Feb 9 2011, VoI305, 569-575



Axillary Dissection vs No Axillary Dissection
in Women With Invasive Breast Cancer
and Sentinel Node Metastasis

A Randomized Clinical Trial

Figure 2. Survival of the ALND Group Compared With SLND-Alone Group
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ALND indicates axillary lymph node dissection; SUND, sentinel lymph node dissection.

Giuliano et at. JAMA Feb 9 2011, VoI305, 569-575




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

Donker M", van Tienhoven G2, Straver ME', Meijnen P%, van de Velde CJ% Mansel RES, Cataliotti L%, westenberg AH”, Klinkenhijl
JHE orzalesi L®, Bouma WH?, van der Mijle HC?, Mieuwenhuijzen Gall, veltkamp SC12, Slaets L'3, Duez NJ'?, de Graaf Pw4,
wan Dalen T15, mMarinelli Alﬁ, Rijna HIT, Snoj M18, Bundred N.J]g, Merkus szo, Belkacemi Vzl, Petignat P22‘ Schinagl DAZS, Coens

.3 mMessina cG'?, Bogaerts "3, Butgers EJ%*

43% das pacientes GH Il, 25% GH Il

1/3 pré-menopausa

idade média: 57 anos

de 2000 pacientes, 1953 foram elegiveis, e houve 97% de identificacdo do

linfonodo sentinela.
Foram encontradas: 63% micrometastases, 25% macrometastases, 12%

células tumorais isoladas.




OBJETIVO PRIMARIO: TX RECORRENCIA AXILAR

DISSECCAO AXILAR

RADIOTERAPIA 1,03%




AMAROS - SOBREVIDA GLOBAL
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AMAROS - SOBREVIDA LIVRE DE DOENCA
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AMAROS - OBJETIVO SECUNDARIO
LINFEDEMA




52 anos; Mastectomia por CLI, T 3,5cm;
G I; RH +; HER -; Angioinvaséo
ausente; 2 LS negativo (congelacao)

1 Micrometastase (parafina).

1-DA
2 - RT
3 - Nada




Author Manuscript

THIS ARTICLE HAS BEEN CORRECTED.
See the correction in volume 14 on page 254.

IBCSG 23-01 randomised
controlled trial comparing
axillary dissection versus no
axillary dissection in patients
with sentinel node
micrometastases

Viviana Galimberti, MD, Bernard F. Cole,

PhD, [...], and Umberto Veronesi, MD




Axila chinicamente negativa

IBCSG Tamanho maior lesdo < 5cm

Biopsia do LS

Tnal 23-01

LS micrometastase < 2




Update of IBCSG tnal 23-01 to compare axillary dissection ()
versus no axillary dissection in patients with clinically node ( ———
negative breast cancer and micrometastases in the sentinel node ' Jrarotaia o

v Seguimento médio de 49 meses (maio de 2011)
¥ No. eventos: 88. Relacionados ao ca de mama: 66
* Local 8, Mama contra-lateral: 10
* Regional: 6, Distante: 42
v Risco cumulativo para eventos relacionados ca de mama: 7,3%
v Estimativa para SLD 5 anos:
* 87,3% grupo sem DA (grupo B)
* 88,4% grupo com DA (grupo A)
v Estimativa para SG 5 anos:
* 98% grupo sem DA (grupo B)
* 97,6% grupo com DA (grupo A)
Gakmberti V et al 34th Annual San Antonio Breast Cancer Symposium. December 6-10, 2011 Abst S3-1




Can we avoid axillary dissection in the micrometastatic
sentinel node in breast cancer?

IEO — 1999 a 2007 - 377 pacientes (211 -56% IBCSG 23-01)
Sujeitos: LS + com micrometastase sem DA
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Galimbert et al Breast Cancer Res Treat 2012 131°819-25




Linfonodo Sentinela e QT neocadjuvante

Bloqueio canais linfaticos por fibrose, @&mbolos linfaticos e inflamacao
Bloqueio de canais linfaticos por material de necrose celular ou invasao

Tumores maiores e multicéntricos: wvarias vias de drenagem linfatica

A regressdo tumoral na axila pode ser nao uniforme

$

Fatores que podem diminuir as taxas de

identificagao e acuracia da técnica




Sentinel Node Biopsy After Neoadjuvant Chemotherapy
in Breast Cancer: Results From National Surgical
Adjuvant Breast and Bowel Project Protocol B-27

Table 3 Status of Sentrel Wodes and Norsertred Nooes « N=428
Patents WhC Underwert Senare Node Bogoy Followed Dy Axlary
oode Dasecson -« M3
————r————— » BLS apés a QT neoadjuvante
S— —— - « |dentificacdo: 84,8%
Sentrel nO0es Tt
ot

% ™ 5 . wpxm .
eogaten " 29 me
Toral » s p— LS + 125 (Gnico LN +em 70 - 56%)
e 0% NEN60 N O 56N 1 15N o

T e regate o »
T BagE B O B Wi pee e | LS - 218-FN: 10.7% (15/140)

vakae. 100% Ry cetewmony

Obs: realizada BLS em casos NO apés a QT




QT neoadjuvante: qual o melhor momento para realizar a BLS?

Estudo Taxas Falso- No. LS negativos e

negativo axila positiva

BLS antes da QT neoadjuvante

Multicenter SB-2 Trial 11% 13/114
ltalian Randomized Trial 9% 8/91

Ann Arundel Multicenter Trial 13% 25/193
NSABP B-32 Trial 10% 75/766

BLS apds a QT neoadjuvante
NSABP B27 Trial

Meta-analise Xing et al. 2006




BLS e Quimioterapia neoadjuvante




Estudos sobre BLS e QT neo em pacientes previamente N+

Estudo / Ano publ No. Taxa Falso
Instituicao pacientes | identificagao negativo
g:gy? 2009 195 94,6% NO 15% NO N1 clinico
81,5% N1 9,4% N1
MD 2007 69 92,8% 25%
Anderson? '
MD 2012 150 0 42% pCR
3 93% 20,8% pC
16,1% com usnl
US normal  2ssociado
com pCR
Lee el at ¢ 2007 238 96% NO 5.6%N0 Acuraciae
77.6% N1 7.4% N1 JFNns
'Classe et al JCO 2009. 27(5) 726-732 2Shen et al Cancer 2007, 109(7) 1255-1263

*Alarado et al Ann Surg Oncol 2012, 19.3177-3184 “Lee et 3l Breast Cancer Res Treat 2007, 102 283-2838




Sentinel-lymph-node biopsy in patients with breast cancer 3 ®
before and after neoadjuvant chemotherapy (SENTINA): |
aprospective, multicentre cohort study

Thorsten Kuehn, ingo Baverfeind, Tanja Fehm, Barbara Fleige, Malk Hausschild, Giselaqelms, Annette Lebeau, CorneliaLiedtke,
Gunter von Minckwitz, Valentina Nekfudova, Sabine Schmatlach, Peter Schrenk, Annette Staebler, Michael Untch




ClinicalTrials.gov NCToosarams e AOS0G-Z1071

A service of the U.S. National Institutes of Health NCT00881361

A Phase Il Study Evaluating the Role of Sentinel Lymph Node Surgery and Axillary
Lymph Node Dissection Following Preoperative Chemotherapy in Women With Node
Positive Breast Cancer (T1-4, N1-2, MO0) at Initial Diagnosis

Estudo prospectivo
( ) Multicéntrico — Americano
Jul 2009 - Jul 2011

CTRC-AACR
( SAN ANTONIO A : o
BREAST CANCER Critérios de inclusao

SYMPOSIUM e cN1ecN2

* Todos com Paaf/core +
* Auséncia de cirurgia axilar prévia




Comparacao
| SINTNAUTRAL | ACOSOGZIOTL

Lnd N Falso Negativo N Falso Negativo
Removidos >1LND 14,2% > 1 LND 15,0%*
22 ND=12,2%
0 (ndo migrou) 118/592 (20%) 52/695 (8%)
1 142/592 (24%) 24,3% 31%
2 131/592 (22%) 18,5% 19,6%
3 81/592 (14%) 7,3% 8,3%
4 59/592 (10%) 0%
24 96%
25 61/592 (10%) 6,1%

Falso
Negativo <10%

esperado



Localizing the Clipped Node in Patients
with Node-Positive Breast Cancer
Treated with Neocadjuvant
Chemotherapy: Early Learning
Experience and Challenges.

Nguyen TT, et al. Ann Surg Oncol. 201 7.

Melhora a precisado do estadiamento;

Core/Histologia

lodo 125/ Carvao vegetal 4%

A localizacao pelo US ocorreu em 72%




Conclusao: A pesquisa do linfonodo sentinela realizada
apos QT neoadjuvante e realmente confiavel?

Resposta baseada em evidéncias: SIM

- Acuracia e favoravel em pacientes com disseccao de 3
linfonodos;

- Dupla marcacao ( (azul e tecnécio);
- Clipar o linfonodo sentinela;

- Painel de Conferéncia de St. Gallen 2015 considerou que
a BLS é apropriada em cN+ cNo. Esvaziamento axilar se
um linfonodo sentinela for positivo.




