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Meme kanseri tedavisi

Neoadjuvan sonrasi Sagkalim Lokal kontrol

GUvenli cerrahi sinir nedir?

Dr Hasan KARANLIK (CnCRERrl Cerrahi + RT
Hormonoterapi

istanbul Universitesi Onkoloji Enstit e .
Hedefe yonelik tedavi

Cerrahi Unitesi

Alt tiplere gore LRR Lokal niks ve yas

== Luminal A
Luminal B
== Luminal-HER2
== HER2 g = Age 23-46 years
== Triple negative = Age 47-64 years
Age 55-63 years
= Age 64-88 years
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Arvold et al, J Clin Oncol, 2011 Arvold et al, J Clin Oncol, 2011

Alt tipler ve regionel rekirrens
B

Breast Cancer Subtype
Age Quarte (ysars) Lurminal A Luminal B LuminatHER2 HER2
2
% 47
No. local racunancas 8
No.atrisk 172
Median follow-up, morths a5
area

sl Kanada
B 3000 hasta

% 05
No. local recuniances 1
No. atrisk 2
Median folow-up, months

5563

Tablo 4 TenYoar LAFS After Breast-Consening Surgery by Subtype
Noof  Noof  10-Year
Subtype. Patients  Events  LAFS(%  95% CI (%)
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Lumiral & 861094
LuminalHER2 8310100
691089
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Arvold et al, J Clin Oncol, 2011 Voduc J, Clin Oncol, 2010




MKC — lokal niiks — multivariate analiz
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Age, years
> 55
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Lymphovascular
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Negative
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Voduc J, Clin Oncol, 2010

Mastektomi sonrasi alt tiplere gore LRR

n= 819 (2000-2005)
Neoadjuvan tedavi yok
PMRT yok

Median f/u=58 ay

S-yillik lokal niiks
* HR+/HER2- %1
* HR+/HER2+
* HR-/HER2+
* HR-/HER2-

P<0,0001 (log-ranktest)

T T
&
Months since surgery

Dominici et al, Breast Cancer Res, 2012

MKC — lokal nliks — multivariate analiz

Radiation boost Lokal niiks
1.0
1.0 06t01.9
Radiation to nodes
No NA
Yes
Chemotherapy
No

Regionel niiks
NA

1.0
05 02to1.1

1.0

Anthracycline 021008 .022*

05 02to1.2

Nonanthracycline 06t01.9 .095
Hormones
No

Yes .7 04t01.2 .17

Mastektomi sonrasi alt
tiplere gore LRR

Luminal A
Luminal B
Lum HER2
HER2
TN-bazal
TN-nonbazal

0.7 03to1.6

1.0
06 03to1.3
Voduc J, Clin Oncol, 2010
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Time to First Regional Relapse (years) Voduc J, Clin Oncol, 2010

Multivariate analiz — Mastektomi sonrasi LRR

* HR-/HER2-
* Yas <50
* LN+
* LN 1-3 poz
* LN 24 poz

HR 4.75 (CI:1.25-12.88)
HR 23.4 (Cl:4.64-117-94)

Dominici et al, Breast cancer Res, 2012
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Mastektomi sonrasi lokal niks PMRT etkisi

» Danimarka galismasi — protokol 82 b-c —
Luminal A Luminal B ripple negative
* >3000 yuksek riskli hasta, rastgele PMRT
* 1000 hasta PMRT
* CMF
* Median lenf nodu sayisi: 7
« Alt tip tanimi: ER, PR, HER-2 ile
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Kyndi et al, J Clin Oncol, 2008

Kyndi et al, J Clin Oncol, 2008

EBCTCG overview

Daha iyi sistemik tedavi lokal ntksU
Sistemik tedavi lokal ntksi azaltir!!

daha fazla azaltir!!!

o

Tam X5 vs placebo 0.47

(St o | stz v T os3

Letrozol vs Tmx 0.70
Te If .47

Kam xtS v p acebo 0 Tamx2—— Anastrozol vs Tamx5 0.50

emoterapi vs none

(CMF / antrasikiin) Yas <50 06D Tamx5—, Letrozolx5 vs Tamx5 0.63

Yas 50-69 0.70
DFS ve OS oranlarini iyilestiren tedaviler
lokal niiks oranlarinda azalma saglyor
EBCTCG, Lancet, 2005

Mannino M, Radiother Oncol, 2009

Sistemik tedavi cerrahi seklinden bagimsiz LRR azalivor mulll
olarak lokal niiks Gizerine etkilidir!!! y

* 53 randomize faz lll galisma
T1-T2,NO HER+ T1-T3,NO N+ * 86.598 hasta
MKC+RT MRMRT
2002-2008 1999-2007 *1990-2011
* LRR %30’dan %1 (p<0.01)

* Mastektomi vs MKC
Trastuzumab yok Trastuzumab Trastuzumab yok Trastuzumab
N=70

N=256 N=139 * RTvs no-RT
LRR %6.6 LRR %1.5 * Menopozal durum ile LRR’nin zaman iginde azalmasi arasinda iligki yok!!!

P=0.04

Kieses AP, Cancer, 2012 Lanning R, ASCO Breast 2013

Bouganim N, Breast cancer Res Treat, 2013
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Meme kanseri tedavisini anlamak

Sagkalhm Lokal kontrol

Sistemik
tedavi

Cerrahi
RT

Primer Sistemik Tedavi...

* Tumor yukiniun azalmasi

* Cerrahi morbiditenin azaltilmasi
 Cerrahi sinir pozitifligi
* Meme koruyucu
* Sentinel nod

* Germline mutasyon test sonuglari cerrahiyi etkileyebilir
* Prognostik bilgi (pCR), tedavi sonrasi?
* Monitorizasyon, switch

Long-term outcomes for neoadjuvant versus adjuvant Residual specimen cellularity after neoadjuvant chemotherapy
chemotherapy in early breast cancer: meta-analysis of for breast cancer
individual patient data from ten randomised trials

* 1983-2002 * Rezliduel selltlarite

* Metaanaliz - 10 randomize ¢alisma * Minimal vs yiiksek selltlerite %25 vs %75

* Neoadjuvan vs Adjuvan KT * MKC orani: %38 vs %33 (p>0.05)

» Tam/parsiyel yanit: %69 * Yanlig negatif cerrahi sinir: %10 vs %5 (p=0.09)
* MKC: %65 vs %49

* Lokal niiks: %21 vs %16 (p=0.0001)
* Uzak metastaz — genel sagkalim: Fark yok

EBCTCG. Lancet Oncol, 2018 Peintinger F. Br J Surg, 2008




Impact of Multifocal or Multicentric ease on Surge
and Locoregional, Distan d Overall Survival of 6,134 Breast
Cancer Patients Treated h Neoadjuvant Chemotherap

* GeparTrio — GeparQuattro — GeparQuinto — 6134 hasta
Unifokal ----- Multifokal ----- Multisentrik
(4713hasta) (820hasta) (581hasta)
pCR %19 %16 %14
MKC %72 %59 %30 (p<0.01)
LRFS %93 %95 %90 (p=0.002)
DFS %19 %16 %24 (p<0.01)

*MKC, NAK alan multifokal — multisentrik timorlu hastalarda uygulanabilir.
*Negatif cerrahi sinir ve/veya tam yanitla sagkalim kétiilesmez
Ataseven B. Ann Surg Oncol, 2015

Response to neoadjuvant treatment:

Concentric tumour Scattergun/Honeycomb
shrinkage Response

Fizibilite calismasi
Neoadjuvan KT sonrasi meme cerrahisi olmasin!!!

* 40 hasta, T1-3NO-3

* Tripple negative — HER2 positive

* TUmor yatag) biyopsisi (iiAB — Vakum)

* Tm gapi 3.3cm (1.2-7cm) >>>> 1.1cm (0-4.2cm)
* %40 aksilla pozitif

Kuerer HM, Ann Surg, 2017

St Gallen Consensus Conference 2017 - 2021

Table 2. Treatment recommendations for loco-regional therapy

Local therapy Theme De-escalation Escalation

4/6/22

Surgery after neoadjuvant  Surgery of the breast
chemotherapy in case of ginal tumor area
downstaging in breast  Margins
and axila unifocal residual disease

cases of refractory disease

tered remission

Curigliano G. Ann Oncol, 2017
Burstein HJ. Ann. Oncol, 2021

Fizibilite calismasi
Neoadjuvan KT sonrasi meme cerrahisi olmasin!!!

* Meme pCR...%48 (Aksilla ile uyum %98)

« iAB/Vakum
* Accuracy %98
* FNR %5
* NPV %95

« Vakum > iAB (p=0

* KT sonrasi Vakum/iAB ile tam yanit dngoriilebilir
* Prospektif calisma ile uygun hastalar belirlenecektir.

Resection of residual disease and not ori-  Resection of the original tumor area in

No tumor on ink in concentric shrinkage/  Consider re-excision (2mm margins) in
multifocal residual disease/scat-



What is the likely impact of this approach?

[1,000|breast cancer patients

Source:

12% TN 14% HER2+

260 NAC candidates

50-75% receive NAC

130-195 patients

49% N+
66-99 cNO

18% Imaging

Maximizes \
no surgery '\

B Y
Avoid surgery:  2.4-6.9% 0.9-1.3%

SEER

Estimated based on
NCDB rate of 27% in 2010

MSKCC NAC database

MSKCC NAC database
MD Anderson series

Killelea BK, JCO 2015;33:
Sun S, Ann Surg Oncol 2019; 26:

Barron AU, JAMA Surg 2018:153

esekkirler
hasankaranlik@yahoo.com

Sonug

* Molekdler alttiplere gore daha genis cerrahi sinir indikasyonu yoktur
* Multimodalite tedavisi 6nemli

 Daha genis cerrahi kotu biyolojiye ¢are degildir!

* pCR varliginda cerrahi yapmayalim... COK YAKINDA!!!

Neoadjuvan KT sonrasi MKC

* n=595 (1997-2005)
* Antrasiklin/taxane
* Trastuzumab yok

* pCR oranlari
« HR+HER2- %9
« HR+/HER2+ %18 e -om)
* HR-/HER2+ %36 FOHERDe -2
. HR-/HERZ- %38 HR-HER2- (N = 193)
P<0.001

Local-Regional Control

EXE) E)

Months after Diagnosis

Caudle A et al, Breast cancer Res, 2012
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