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1. Erken evre meme kanserinde MKC’de uygun
sinirlar

Appropriate margins for breast-
conserving surgery in patients with
early stage breast cancer:

A meta-analysis

Frank Vicini, Vivek Verma, Harlan
Sayles, Abram Recht, Chirag Shah

University of Nebraska Medical Center, Dept. Biostatistics
Cleveland Clinic Taussig Cancer Institute
Beth Israel Deaconess Medical Center, Harvard Medical School,
UCLA Medical School, Radiation Oncology



Uygun Sinir Genisligi
(Guncel durum)

MKC’de daha genis sinirlar yerel yinelemeyi azaltabilir;

— Morbidite T

— Kozmezis |

— Maliyet 1 (re-eksizyon)
Houssami et al. (Onceki meta-analiz. 2014) - Daha genis sinirlar dnemli
bir yerel yineleme (YY) yarari saglamiyor

SSO - ASTRO kilavuzlari (Moran et al. 2014): Lumpektomi yapilan invazif
meme kanseri: “no ink on tumor”

Dogru mu?



Yontem

* Sistematik literatlir derlemesi (1995-2016)
— Minimum izlem: 50 ay
— Ayrintih sinir durumu

— Sinir durumuna goére YY

e 38 calismadan 55,302 hasta;
— Onceki meta-analizdeki 31/33 calisma) + 20.000 ek hasta
— 1 ¢alisma glincellendi
— Izlem < 50 ay olan bir ¢alisma cikarildi

* Ortancaizlem - 7.2 yil



Sinir tanimlamalari onceki analize benzer

Methods

Margin definitions similar to previous analysis

"Positive" = invasive cancer or DCIS at the surgical
margin

"Negative" = no tumor within specified distance
from margin

"Close" = no tumor on ink but there was tumor less
than specified distance from the margin

Series of models developed based on cut-point
desired



Yontem

* Yeni analizde, onceki meta-analizdeki 2 model yerine 3 model kullanildi;

— Model 1: Negatif sinir vs yakin/pozitif sinirlar karsilastiriimisti

— Model 2: Sinir ayari yerine, sinir genisligi araliklarinin (0-2, 2-5, > 5 mm) 6nemi

degerlendirildi (eski modelde yok)

— Model 3: Negatif, yakin, pozitif sinirlar karsilastiriimisti;

* Sinir uzakligi 3 kesim noktasina boélindg;

* 1mm,2mm,5mm



Sinir araligindaki tim
hastalar diger sinir
araligindaki tim
hastalarla
karsilastirildi

Bu 4 grup hastalarin
%66’sInI kapsar

Model 2

* All patients within
a given margin
range were
compared against
all patients within
other margin
ranges

* 4 groups included
66% of all cases

<0mm

0-2 mm

2-5 mm

>5 mm

Margin range

classifications

<0
0-1,1-2,0-2
25

>5



Genis sinir yarari en fazla 1 mm’de gozlendi (%6.7) , fakat
tum negatif sinirlarda benzer yineleme oranlari vardi (%3.2-3.8)

Crude Local Recurrence- Model 1
Negative vs close/positive

Numbferof Total number| Total
studies

i of number LR %
P e 5 observations of LR

<0 28 3416 352 10.3
>0 38 46178 1758 3.8

<1 29 3988 405 10.2
>1 27 33565 1161 3.5

<2 32 5978 519 8.7
>2 23 31757 1053 3.3

<5 38 9781 659 6.7
>5 8 19059 604 3.2

Benefit to wider margins observed with greatest difference (benefit) seen at 1 mm (6.7%),
but similar rates of recurrence with all negative margin definitions (3.2-3.8%)




Sonuclar

* Model 1: Yakin/pozitif vs negatif sinirlar yiksek yerel yineleme oranina
eslik eder;
«  Onceki analizdekine benzer
e Ancak negatif sinirlarda kaba YY oranlari cok yakin;
* >0 %3.8
* >1mm—> %3.5
* >2mm > %3.3
* >5mm > %3.2

 Model 2: (CDA); Daha genis sinirlar - YY {

— Sinir araliklari kullanildiginda; Sinir > = Rekirrens
— Sinir genisligi yerel yinelemeye anlamli olarak eslik eder



Cikarimlar

e Meta-analizin sinirliliklari uygun sinirin ne oldugunun kesin ¢ikarimini
onllyor

*  “Noink on tumor” iin 6tesindeki bir sinir genisligi YY’i daha da
dusurebilir;
— DCIS’deki 2 mm ile uyumlu olarak

* Dahaileri prospektif randomize calisma yapilmali

Sorular: Negatife gore 1-2 mm cerrahi sinir mi saglamaliyiz?
— Lokal kontrol yarari vs morbidite, zaman, maliyet

— “No ink on tumor” olan hastalardan hangileri daha fazla cerrahi
gerektirir?



2. Lokal-bdlgesel nuksin cerrahi tedavisi



Yerel Bolgesel Yineleme (YBY)'nin cerrahi
tedavisinde guclukler

e Memorial Sloan Kettering San Antonio Breast Cancer Symposium
— | Cancer Center.. San Antonio, TX

5 December 2017

Challenges in the Surgical Management

of Locoregional Recurrence

Monica Morrow, MD
Chief, Breast Surgery Service
Anne Burnett Windfohr Chair of Clinical Oncology
Memorial Sloan Kettering Cancer Center



Giris
(Guncel durum)

* SLNB sonrasiizole aksiller yineleme {, (Giderek { { );
— SLN (-) = %0.6
— SLN (+) + WBRT = %1.1
— SLN yanlis negatifligine bagh olabilir
— ALNDXx sonrasi yinelemeden prognoz olarak farkhdir**;

**Eskiden YBY ile es zamanli uzak met. sikhgi - %50

e SLNB sonrasi nodal yinelemenin T(x);

— ALNDx uygun yaklasim
— ALNDx ve ilk tedavi bulgusuna gore - RT ()

— izole SKF (+): Nadir - Lokal + Sistemik T(x)



MKC + SLNB sonrasi Yerel Yineleme (YY)'de
Reoperatif SLNB

* MSKCC deneyimi;
117 hastada, ilk cerrahide SLN (-) veya < 10 LN c¢ikarilmissa - Reoperatif
SLNB;

— %55 hastada SLN bulundu;

— Bulunanlarin %16’sinda SLN metastazi vardi



Reoperatif SLNB Basarisi

ALNDx dan sonra - %38 (Literatir: %52) p=0.0002
SLNB den sonra - %74 (Literatir: %81)
RT verilmisse - %50 p=0.07

RT yok > %72
MKC + RT = (Literatiir: %66)

Onceki cerrahide cikarilan LN sayisi T - Reoperatif SLN basarisi |,



Reoperatif SLN yerlesimi ve aksilla disi drenaj

114 lenfosintigrafi;
— Aksiller drenaj - %70
— Non-aksiller drenaj - %30;
* Ml - 11/19 (%58)
» Karsi aksilla = 5/19 (%26)

Sistematik gozden gecirme: Anormal drenaj yerleri (6z. ALND sonrasi
%43);

— Ml > %46

— Karsi aksilla - %34

— Supra-infraklavikiler > %14

— Inframammari - %2

— Interpektoral > %2



Kontralateral aksiller metastaz

AJCC’ye gore uzak metastaz (Primer tm & YBY)

Tedavi edilmemis aksillada nadir, ancak SLNB veya ALNDx yapilmissa cok
daha sik

Heterojen bir grup, metastaz arastirmasi yapilir
Mamografi ve MRG ile primer meme tm. ekarte edilir

Operable ve lokal ileri degil ise; ALND



Cikarimlar

Teknik olarak uygulanabilir

SLNB basarisi, onceden ¢ikarilan LN sayisina bagli, primere yapilana degil !!
Yanhs negatiflik orani? (Oz. mastektomi sonrasi)

Anormal drenaj sik - Lenfatik haritalama !!

Kombine yontem daha uygun

Peritimoral enjeksiyon ile sonuclar daha iyi

Klinik seyir/sonu¢ - YY’nin biyolojisi ile ilgili, LN'nun cerrahi evrelemesi
ile degil



Ayni taraf gégis duvari nuksleri

* Ayni taraf YY'de tekrar lumpektomi (Literatir: %7-29) - Standart T(x)
degil, tekrar YY yliksek;

— ikinci primer timor oldugu goésterilenler

— ilk tiimdre gore farkh kadranlarda yerlesenler
— Uzun hastaliksiz dénemi olanlar

— Yuksek komorbiditesi olanlar



Cikarimlar

GuUndmuzde MKC sonrasi YBY, gecmiste oldugu gibi senkron uzak metastaz
riski tasimaz

Cerrahi karari verirken sistemik tedaviye yanit hesaba katiimal
Kombine yerel ve sistemik tedavi ile iyi seyir/sonuclar alinabilir

Onceki aksiller cerrahi, karsi aksillaya lenf akisini artirir > Bunun zorunlu
olarak uzak metastaz olmasi gerekmez

En iyi tedaviyi saptamak icin daha iyi verilere gerek var



3. SLNB’de mikrometastaz. (IBCSG 23-01
calismasinin 10 vyillik sonuclari)



Axillary dissection vs. no axillary dissection
in patients with cT1-T2 NO breast cancer and

micrometastases only in the sentinel node:
ten-year results of the IBCSG 23-01 trial

Viviana Galimberti, MD
for the
International Breast Cancer Study Group



Giris

SLNB(+) - ALND standart yaklasim

IBCSG 23-01 ¢alismasinin 5 yillik, Z001 ¢alismasinin ise 10 yillik sonuglari
yayinlandi;

— Orta diizey aksilla tutulumunda - ALNDx’nun GSK ve HSK katkisi yok
— Aksilla basarisizlik oranlari {,

IBCSG 23-01 calismasinin %83 izlem basarisi ile 10 yillik sonuclari



Calisma dizayni

Study Design
= Eligible consenting patients — who could be scheduled for mastectomy or
conservative surgery — were registered before surgery
= |f tumor/nodal eligibility criteria met, randomized:-

— Prior to amendment (June 2006): Tumor size < 3 cm; unicentric; one
micrometastatic (€2 mm) sentinel node; no extracapsular extension or
macrometastatic involvement

— After amendment: Tumor size < 5 cm; uni or multicentric; one or more
micrometastatic (€2 mm) sentinel nodes

A Axillary lymph node dissection

N No axillary lymph node dissection



Hasta ve tumor ozellikleri

Patient and Tumor Characteristics

AD (n=464) | No AD (n=467) | Total (n=931)

Menopausal status

260 (56%) 260 (56%) 520 (56%)

No 287 (62%) 286 (61%) 573 (62%)

Sentinel node disease

1.1-2.0 mm 131 (28%) 135 (29%) 266 (29%)
———_
1(<1%) 1(<1%)



Patient and Tumor Characteristics
Characteristic AD (n=464) No AD (n=467) Total (n=931)

316 (68%) 322 (69%) 638 (69%)

35 (8%) 28 (6%)

Tumor grade

214 (46%) 241 (52%) 455 (49%)

3 (<1%) 1(<1%) 4 (<1%)




Patient and Tumor Characteristics

Characteristic \ AD (n=464) | No AD (n=467) Total (n=931)
_———
51 (11%) 40 (9%) 91 (10%)
——_—
4 (<1%) 2 (<1%) 6 (<1%)
————
108 (23%) 115 (25%) 223 (24%)

4 (<1%) 2 (<1%) 6 (<1%)



Lokal tedavi

Local Treatment

Treatment AD (n=464) | No AD (n=467) | Total (n=931)

420 (91%) 425 (91%) 845 (91%)

Radiotherapy (BCS)

Yes  410/420 (98%) 413/425 (97%) 823 (97%)

42/44 (95%) 39/42 (93%) 81 (94%)




Sistemik tedavi

Systemic Treatment

AD (n=464) No AD (n=467)

Hormonal therapy only 292 (63%) 315 (67%)

Combination therapy 107 (23%) 103 (22%)



Dis

Disease-free survival (%)

Hastaliksiz sagkalim

ease-Free Survival
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Meme kanseri iliskili olaylar

Cumulative Incidence of Breast Cancer Events

N
|

Svear?h  10-vear%
No AD 5.3% 17.6%
s D 10.8% 17.3%

HR {no ADAD)I=D.58 (55% CI 0.71-1.36;, p=0.92

— - ™~
o « o
'y ' s

a
"

Cumulative incidence af breast cancer events (%)

o
o N

1 2 3 4 8 S 7 3 G 10 N
Years from randomization



HSK olaylari ve élimler

Disease-Free Survival Events and Deaths

AD No AD
(n=464) (n=467)

Total DFS events 21.6%

Ipsilateral axillary events

Contralateral breast

Second (non-breast) primary

Death with unknown cancer status




DFS olaylarinin ameliyat tipinde goére dagilimi

Disease-Free Survival Events According to Type of Surgery

Mastectomy (n=86) Breast(;c::::r)vatlon

Total DFS events 23 (26.7%) 195 (23.1%)
Breast cancer events 17 (19.8%) 132 (15.6%)
Ipsilateral axillary events 2 8
AD No AD AD No AD
1(1.2%) 1(1.2%) 1(0.1%) 7* (0.8%)
Non-breast cancer events 6 (7.0%) 63 (7.5%)

Deaths 14 (16.3%) 89 (10.5%)

*Five received intraoperative radiotherapy



Overall survival (%)

Genel sagkalim

Overall Survival
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Sonuclar

Median 9.8 yil takipte;
HSK (Primer sonlanim) = Fark yok
GSK (Sekonder sonlanim) = Fark yok

ALNDx yapilmayan hastalarda aksiller basarisizlik > %1.7
— MKC vyapilanlarda - %0.8

Sonuglar Z0011 calismasi sonugclari ile timuyle uyumlu
Mastektomi yapilanlarda da ALND yapilmayabilir

Erken evre meme kanserinde, SLN min. tutulu ise > ALND yapilmamasi
ginumuzun standart tedavisidir



4. Aksilla tedavisinin bireysellestirilmesi



) 2017 San Antonio Breast Cancer Symposium
B

( Henry B. Gonzalez Convention Center
( ; IQS?A%1AEX?£|E% San Antonio, Texas
TSYMPOSIUM' December 5-9, 2017

Individualizing Management
of the Axillary Nodes

Tari A. King MD FACS
Chief, Breast Surgery, Dana-Farber/Brigham and Women’s Cancer Center
Associate Chair for Multidisciplinary Oncology, Department of Surgery, BWH

Anne E. Dyson Associate Professor of Surgery in the Field of Women’s Cancers
Harvard Medical School

DANA-FARBER/BRIGHAM AND WOMEN'S

I CANCER CENTER &Y




Neoadjuvan T(x) ve SLNB

e SLNB cNO hastalarda standart tedavi yontemi
* SLNB’de aksiller yineleme - %0.4 (NSABP B-32, 10. yil)

 cNO’da, Neoadjuvan T(x) ve SLNB;

SLN basarisi FNR
NAKT oncesi %96 %7.3
NAKT sonrasi %90 %12

cNO’da NAKT sonrasi SLNB - ALNDx uygulanmasi



cT1-2NO ve SLN 1-2 (+)’de klinik calismalar

ALNDx ile diger tedaviler (Gozlem ya da Aksiller RT) arasinda aksiller
yineleme oranlari agisindan farki yok

ALND ile gozlem (Z011, IBCSG 23-01, AATRM) ya da aksiller RT (AMAROS,
OTOASAR) arasinda HSK, GSK farki yok

cT1-2NO ve SLN 1-2 (+) - Mikrometastatik £ AXRT +PMRT alacaksa ALNDx
yapilmayabilir



ALNDx’yi Onlemenin Yarari > Lenfédem

San Antonio Breast Cancer Symposium, December 5-9, 2017

Benefits of Avoiding ALND
Lower Rates of Lymphedema

ALMANAC (12 mos) 13% 5%
NSABP B32 (36 mos) 14% 8%
ACOSOG Z2010/11 (6 mos) 11% 7%
IBCSG 23-01 (60mos, median) 13% 3%
I T T
AMAROS (5yrs) 28% 14%
OSOTAR (1yr) 15% 5%

Donker M, Lancet Oncol 2014; Savolt A. EJSO 2017; Krag et al. Lancet 2010

This presentation is the intellectual property of the presenter. Contact tking7@bwh.harvard.edu for permission to reprint and/or distribute.



cT1-2NO hastalarda calisma verilerini klinik
pratige uyarlama

Klinik calismalari kabul etmek = Bazi hastalardaki pozitif LN’larinin
cikarilmayarak yerinde birakilmasini kabul etmek

llave (+) LN aramak icin nomogramlara veya PET’e gerek yok
ITH veya mikrometastaz aramak icin rutin iHK’ya gerek yok

Hicbir calismada rutin aksiller ultrasonun normal olmasi sarti yoktu;
(20011 icin negatif aksiller muayene yeterlidir):

— Aksiller USG’nin normal oldugu hastalarda - SLNB vs aksiller gozlem;
*  SOUND calismasi: T <2 cm, MKC, 1560 planlandi
* INSEMA calismasi: T <5 cm, 5940 hasta planlandi



cN+ Hastalarinda NAKT nin Rasyoneli

Rationale for NAC in cN+ Patients

' NodalpcR oram > 4a0iss-4o) IR

ACOS06 Z4071 (2014 %

. ER+/HER2- S %21 SN FNAC (2015) 145 35%
Mamtani et al (2016)* 195 49%

DF/BWCC 169 38%

* ER-/HER2+ - %97

+*Ranges from 21% in ER+/HER2- patients to 97% in ER-/HER2+ patients

Boughey J et al, JAMA 2013; Boileau J et al, JCO 2015; Mamtani A et al. Ann Surg Onc 2016,

This presentation s the intellectual property of the presenter. Contact thing@bwh harvard.edu for permission to reprint and/or distribute.



NAKT sonrasi SLN; cN1 - cNO

e Evre ll-lll, ikili yontem, > 3 SLN - cNO dénusim: %75-85
* FNR: = < %10 (= 3 SLN cikarilmis ise)

e ALNDx %50 hastada onlenir



Nodal degerlendirme ne zaman atlanabilir?

e CALGB 9343 (RT’nin atlanmasi) calismasi;
— 270vyas, TINO, ER+, MKC + Tmx
— 392 (%62) hastada aksiller evreleme ve tedavi yok;

Genel Tmx RT+ Tmx
— 10 yilhk aksiller basarisizlhik %1.5 %3 %0

* Sonug¢: HSK, eme kanserine bagli mortalite ve GSK farki yok



NAK sonrasi aksillanin Yonetimi, cN1 -cNO

[ALLIANCE A11202 (2014-2024) ve NSABP B-51/RTOG 1304 (2013-2023)]

San Antonio Breast Cancer Symposium, December 5-9, 2017

Management of the Axilla after NAC, cN1 -> cNO

[ Clinical T1-3 N1 M0 BC [

Axillary nodal involvement

(FNA or core needle biopsy)
|

| Neoadjuvant chemo (+ Anti-HER-2 therapy for HER-2 neu ® pts) |

Definitive surgery with histologic documentation of

negative axillary nodes (by axillary
dissection or by SLNB + axillary dissection

Randomlutlon

wnhbroastXRTlfBCS&No wl!hbfestxm'lfscs
chest wall Xm’lfmamchomy and d‘“‘ wall XRT if

This presentation is the intellectual property of the presenter. Contact tking7@bwh.harvard.edu for permission to reprint and/or distribute.




Buradan nereye gidecegiz?

« ALNDx ile SK artmaz
* Sistemik T(x) kararinda anatomiye karsi biyolojinin artan roli

e Aksiller evrelemenin atlanmasina artan ilgi...



