Declaro nao haver nenhum
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Malior dilema da
mastologia moderna ?

Abordagem cirurgica da
mama e axila

apos QT NEO



Axila positiva com confirmacao citologica
Por qué apds a quimioterapia neo-adjuvante
devemos realizar LINFONODECTOMIA ?




Objetivos

Por qué fazemos linfonodectomia axilar ?
Indicacdes atuais da biopsia do LS

Acao da QT NEO nos linfonodos axilares
Estudos da validade do LS apds QT neo

Conclusoes



Por qué fazemos
linfonodectomia ?

 Estadiamento
 Melhor controle local

 Beneficlo em sobrevida




Linfonodectomia axilar

Impacto na sobrevida ?




The impact of prophylactic axillary
node dissection on breast cancer survival —a Bayesian
meta-analysis

PIORA NA MELHORA NA
SOBREVIDA SOBREVIDA

Copenhagen

SES

Guy's 1

NSABP-B04

Guy's 2

Curie

Beneficio: 5,4%
1C95%: 2,7 - 8%
Bias — poucos T1 e QT

TOTAL

1 Orr RK, Ann Surg Oncol, 1999; 6(1):109-16



King’'s/Cambridge trial

P N=2.243 N

Mastectomia
Simples

+ RT axila RT na axila

Sobrevida semelhante N@recidiva




Twenty-five-year follow-up of a randomized trial
comparing radical mastectomy, total mastectomy,
and total mastectomy followed by irradiation
NSABP B-04

« N=1079 axila clinicamente negativa
N=586 axila clinicamente positiva

Linfonodectomia ou RT axilar

SEM MELHORA DE SOBREVIDA

Fisher B et al. N Engl J Med. 2002 Auq 22:347(8):567-75




SOBREVIDA LIVRE DE DOENCA
NSABP B-04

n=1765 ; seguimento= 25 anos
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— Radical mastectomy
Total mastectomy + irradiation
---- Total mastectomy
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Women with positive nodes

Fisher B et al., New Engl J Med, 2002; 347(8): 567-75



Controle Local

Falso negativo de LS

Recidiva locoregional
0,4%

wWleare s DL ashilaora L, Kig LML Skelly IR Enceren ) Dacleass 1o al, Effect
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Conhecimento do status
axilar

Indicacao de
tratamento
adjuvante?



Indicacao de Tratamento
Adjuvante

AMAROQOS EORTC trial

Tumor X LS

Testes
genéticos

Tamanho

Grau
histologico

Ki 67




Linfonodectomia axilar
2012

* Pequeno ou nulo impacto
Sobrevida
Recidiva locoregional

Indicacao de terapéutica sistémica

ody III HS, Houssami N, Axillary management in breast cancer: What's new for 2012?, The Breast (2012),
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Linfonodo Sentinela
Indicacao Atual

 Tamanho do tumor T1=T2 (2 a5cm)

* Linfonodos clinicamente
Nao palpavels —  suspeitos

e Estadiol e lla

Sentinel node mapping for breast cancer: progress to date and prospects for the future.
Mabry H; Giuliano AE . Surg Oncol Clin N Am. 2007 Jan;16(1):55-70.



NCCN Guidelines Version 3.2013

SURGICAL AXILLARY STAGING - STAGE |,
1A, 1IB and IlIA T3, N1, MO

Clinically node positive Clinically node negative
at time of diagnosisl at time of diagnosis
PAAF
CORE + =S

l l

ALND | e ll ALND ou ACOSOG 0011
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Acao da QT NEO nos linfonodos
axilares

Fibrose dos linfaticos
Fragmentacao tumoral

\ 4

Alteracao da drenagem
Menor acuracia na biopsiado LS

\ 4

Falso negativo de 0 a 33%

Mamounas EP et al, 2005.



Acao da QT NEO nos linfonodos
axilares

LS sem fibrose no exame histologico

) 4

Alteracao da drenagem

L 4

Maior risco de FN
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Sentinel Node Surgery Works In
Node-Positive Breast Cancer
ACOSOG 1071

. N =689, (TO-4, N1-2)

QT NEO
|
LS

!
ALND

abstracts , SABC, 2012, Judy C. Boughey, MD, of the Mayo Clinic in Rochester



Sentinel Node Surgery Works
IN Node-Positive Breast Cancer

« ACOSOG 1071 20U + LS

-N 12,6%
N 2 metodos 10,8%
N 1LS 31,5% 4 LS 6,7%
Remissao patologica completa 40%

abstracts , SABC, 2012, Judy C. Boughey, MD, of the Mayo Clinic in Rochester



Judy C. Boughey, Acosog 1071

e LS
FN de 31% com 1 LS ?

Fazer amostragem linfonodal aleatoria ?



Judy C. Boughey, Acosog 1071

» Placement of a clip by the positive node at
diagnosis (7.4% versus 13.6% without any

clips)

 Greater fibrosis or other histologic changes
In the sentinel nodes (10.8% versus 13.5%

without)



Judy C. Boughey, Acosog 1071

* We already are and we will
more so be treating patients
based on how they responded
to their chemotherapy.”



Neoadjuvant Chemo Renders
SLN Biopsy Less Reliable

Dr. Thorsten Kuehn, San Antonio Breast
Cancer Symposium, 2012



Sentinel Lymph Node Biopsy
Before or After Neoadjuvant Chemotherapy
Final Results from the Prospective, German Multiinstitutional

SENTINA Trial
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Distribution of patients
1737 Patients (103 Institutions)

- v
cNO 1022/50.8 % cN1 715/41.2 %
Vi b l

DNO (sn) 662/64.8 % ||pN1 (sn) 360/35.2 %

FOADJL 1T CHE AR i =7 " m T,
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ycNO 592/82.8 % ycN1 123 /172 ¢
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No treatment SLN + ALND SLN + ALND




Definition of cN-Status

clinical examination (palpation)
// I —

—— '// ! e —

unsuspicious unclear suspicious

. (
v v v

axillary ultrasound

Definition of susp. Nodes:
neg unclear SUSP. - Cortex asymmetry

- Loss/displacement of hil
cNo  ©n- Nt
decision
For patients with an unclear or suspicious ultrasound finding FNA aor CNB

AT mano ‘ not manostn




Standardization of the SLNB Procedure

According to Interdisciplinary Consensus (Cancer 2005)

* Tracer
— Radiocolloid mandatory

— Blue dye optional
* Lymphoscintigraphy
* Injection Site

— free (peritumoral, subcutaneous, periareolar)
* Histologic Assessment

— Entire lymph node paraffin-embedded

— Step sections at least 500 um

— No IHC




SLNs detected and removed

P < 0.001
P < 0.001
80 T—aaNes =
60 ' 80.1%
40 —
20 +— 101311022 ——— 474/592 219/360 —
0 : I
ArmA + B Arm B Arm C
SLNB prior to Re-SLNB after SLNB after NACT

any therapy SLNB + NACT

for cN1 — ycNO




Summary | (Feasibility / Detection)

* The Detection Rate (DR) for the SLN is excellent for
patients who receive SLNB prior to systemic treatment

* Repeated SLNB is associated with an unacceptable DR

* Patients who convert under NACT from cN1 to ycNO have
a DR of only 80.1 %

* Previous local and systemic treatment significantly
Impairs the tracer uptake and the DR



False-Negative Rate

ypN 0: 155 (70.8%) ypN 0: 248 (52.3%)
ypN 1. 64 (29.2%) ypN 1: 226 (47.7%)

95 % Cl 38.7% - 64.2 %

95 % Cl1 9.9% — 19.4%

14.2% |32/ 226

Arm B k Arm C
Re-SLNB after SLNB SLNB after NACT

T e R Y Y .



FNR in primary surgery compared to FNR in Arm C

FNR in primary surgery
- Literature review -

7.0
Kim et al. 2006 (n=3132) | 82'
Kuehn et al. 2004 (n=353) — —
9.8
Krag et al. 2007 (n=766) —ar——

FNR after NACT
(cN1 — ycNO) 1l 2

SENTINA Arm C (n=226) —A— —




Summary |
Reliability / FN Rate

* The FNR for a repeated SLNB after NACT is
unacceptable

« The FNR for patients, who are downstaged

through NACT from a positive to a negative
axillary status appears less favourable compared

to the FNR in patients who undergo primary
surgery



Conclusion

SLNB as a diagnostic procedure
is not a reliable tool in patients
who convert under NACT vom
cN1 to cNO compared to SLNB

In primary surgery



ACOSOG 1071 SENTINA TRIAL

Dois estudos

Informacoes distintas
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NCCN

* NCCN Breast Cancer Guidelines

Have '‘Major' Changes 2012
T1 or T2 tumor

1 or 2 positive nodes on biopsy
breast-conserving surgery
whole-breast radiation therapy

If they have not received neoadjuvant
chemotherapy.




NCCN Guidelines Version 1.2013

» Tratamento cirdrgico apos QT NEO em
cancer localmente avancado

Mastectomia ou Cirurgia conservadora
com axila nivel I e Il



DIFICULDADES

Localizacdo do LS — dois metodos
Maior numero de linfonodos retirados >2

Em geral axila com certo grau de fibrose
Casos muito avancados

Recelo de deixar doenca residual



MOMENTO AINDA E DE
INDEFINICAO




