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Aksiller Lenf Nodu Diseksiyonu

* Lokal kontrol
e Evreleme
¢ Sistemik tedavi
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Az sayida lenf nodunda
(15-20 yerine 1-3 LN)

« (Cok seviyede seri kesit

 Immunhistokimyasal
boyama

* Molekuler calisma
(Revers trankripsiyon
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> |1ZOLE TUMOR HUCRESI
> MIKROMETASTAZ

» MAKROMETASTAZ




SLNB pozitif
olan tum hastalara
ALND
gerekli midir?




Sunum Plani-
ALND Kararinda onemli faktorler

| | + |zole timor hiicresi
 Mikrometastaz
 Makrometastaz

« Non SLN metastazlari

g,

|
V4

 Nomogram




 ALND’ nun guvenli
bir bicimde ihmal
edilebileceqi
hasta grubu var
mi?




" MiIKROMETASTAZLARIN
ONEMI



* Survey of ASCO members on management
of sentinel node micrometastases in breast
cancer: variation in treatment
recommendations according to specialty.

 Wasif N, Ye X, Giuliano AE Ann Surg Oncol
2009 Sep;16(9):2442-9




SLN mikrometastazi olmasi sizce onemli mi?

Mikrometastazin klinik onemi olduguna inananlar ?

Mikrometastaz varliginda aksiller disseksiyon
onerenler ?

Izole tiimér hiicresinin klinik dnemi olduguna
inananlar ?




SLN Pozitif ise...

ASCO NCCN
V

SLNB (+) ise ALND yapilmali

Meta-analiz, 69 calisma, 2006
SLND+ ALND

8059 hasta,

Pozitif SLN %53 =» non-SLN’ da tutulum NCCN, 2008
Lyman G, J Clin Oncol, 2006

Kim T, Cancer, 2006




VOLUME 27 - NUMBER 18 - JUNE 20 2009

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 Y. Ko,
David P. Winchester, and David J. Winchester

SLNB for Stages I-ll Breast Cancer
(N =403,167)

= . 1998-2005
Node Positive No@e Negative .
(n=97,314) (nk 305,853) 63 ay ta ki P

acroscopic Nodal Disease Microscopic Nodal C§sease
(n=87,055) (n=10,259)

SLNB Alone SLNB + cALND SLNB Alone SLNB + cALND
(n = 16,543) (n=70,512) (n=3,674) (n = 6,585)
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Comparison of Sentinel Lymph Node Biopsy Alone and
Completion Axillary L.Lymph Node Dissection for

Node-Positive Breast Cancer

Karl Y, Bilimoria, David I, Benirem, Nora M, Hawsen, Kevin P. Bethke, Alfred W, Radermaker, Clilfovrd Y, Ko,
Dyaivid P, Winchester, and Exavid J. Winchesior

« Makroskopik = ALND
» Mikroskopik (%70) = ALND

Mikroskopik tutulum varliginda ALND sonugclari olumlu
yonde etkilememistir

Makroskopik tutulum varliginda ALND sonuclari
olumlu

yonde etkiler ( fark anlamsiz)




Non-SLN pozitiflik orani ve onemi

Sentinel node G

Primary tumor Lymphatic vessels Non-sentinel nodes

SLN pozitif hastalarin %40- 70’inde baska tutulmus lenf
nodu yoktur.

SLN pozitif hastalarin %40-70’inde gereksiz tamamlayici
ALND yapilmaktadir.

*Giuliano AE, Haigh PI, Brennan MB et al. Prospecve observaonal study of sentinel lymphadenectomy without further axillary
dissecin paents with senlnode-negave breast cancer. J Clin Oncol, 18: 2553-9, 2000.)

*Sachdev U, Murphy K, Derzie A, Jaffer S et al. Predictors of non-sentinel lymph node metastasis in breast cancer paents . Am J
Surg, 183:  213-7,2002.)

*Unal B, Gur AS, Kayiran O, Johnson R et al. Models of predic non-sentinel lymph node posivity in sentinel node positive breast
cancer: the importance of scorina system. Int J Clin Pract. 62: 1785- 91, 2008.)



Non-SLN pozitiflik oranlari

SLN non — SLN
Makrometastaz > %46 — 58
Mikrometastaz > % 20

|zole tUmor hicreleri > % 12

Kim T, Cancer, 2006
Cserni G, BrJ Surg, 2004
van Deurzen C, J Natl Cancer Inst, 2008



SLNB Poazitif ??
« Izole tim&r hicresi
 Mikrometastaz
 Makrometastaz

 ALND’ nun guvenli bir bicimde |hmal
edilebilecegi hasta grubu v




|IZOLE TUMOR HUCRESI

MIKROMETASTAZ




Tanimlama

Izole tiimor Mikrometastaz

hucresi pPN1 (mi)

pN 0(i+)
AJCC Tumor depositleri Tumor depositleri
6.versiyonu (2002) <0.2mm 0.2mm --2mm
AJCC Tek histolojik kesitte Tek histolojik kesitte
7.versiyonu ( 2009) 200°den az hucre 200°den fazla hicre

American Joint Committee on Cancer (AJCC)
Tumor Node Metastasis (TNM) evreleme sistemi




Izole tiimor hiicreleri

«Small clusters of cells not greater than 0.2 mm, or nonconfluent or nearly
confluent clusters of cells not exceeding 200 cells in a single histologic
lymph node cross section, are classified as isolated tumor cells and are
considered prognostically similar to node negative patients»

< 0.2 mm
“»*Tek bir lenf nodu kesitinde 200 hucreyi gecmeyen

“+pNO (i+) (AJCC 7t edition)

< lleri tedavi gerektirmez (aksiller diseksiyon, RT veya KT
gerektirmez)

Nod negatif hastalar ile ayni prognoza sahiptir.




Mikrometastaz
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« >0.2 mmve 2 mm'den kuguk
¢ Tek bir lenf nodu kesitinde 200 hicreyi gegen
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* PN1mi

* Prognostik onemi belirsiz
ASCO — —

ALND




Makrometastaz
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% Nod siniflandirmasi- 4 lenf nodu

T1, 3 LN met (pN1a) — Stage |IA
T1,4 LN met (pN2a) — Stage IlIA

N-sinifi |LN-1 LN-2 LN-3 LN-4
pPNO(i+) ITH ITH ITH ITH
PN1mi micro ITH ITH ITH
PN1mi micro mikro micro micro
pN1a makro ITH ITH ITH
pN1a makro mikro mikro ITH
pN1a makro makro makro ITH
pN2a makro mikro mikro miKro
pN2a makro makro makro mikro
pN2a makro makro makro makro




Dutch MIRROR 2009
- (Micrometastases and Isolated tumor cells:
Relevant and Robust or Rubbish?)

« SLND da izole tumor hucresi veya mikrometastaz

* (> 35 yas; tumor boyu 1-3 cm ve evre I-ll veya tumor boyu <1 cm
evreden bagimsiz olarak)

« Kohort I: pNO(i-), adjuvan sistemik tedavi yok
« Kohort Il: pNO(i+)/ pN1mi, adjuvan sistemik tedavi yok
« Kohort Ill: pNO(i+)/ pN1mi, adjuvan sistemik tedavi

“* SLND da mikrometastaz varliginda aksiller tedavi eklenmemesi
5 yillik bélgesel nliks oranini % 5,6 artmistir (HR of 4.39. )

* MKC nin bileseni olarak verilen sistemik tedavi ve meme RT lokal
nuksu dusurebilir.



Ann Surg Oncol (2012) 19:4140-4149 Annals of

| DOI 10.1245/510434-012-2490-4 SURGICAIL ONCOIL OGY

OFFICIAL JOURNAL OF THE SOCIETY OF SURGICAL ONCOLOGY

ORIGINAL ARTICLE — BREAST ONCOLOGY

Axillary Recurrence After a Tumor-Positive Sentinel Lymph
Node Biopsy Without Axillary Treatment: A Review
of the Literature

Claire M. T. P. Francissen, MD', Pim J. M. Dings', Thijs van Dalen, PhD?, Luc J. A. Strobbe, PhD>,
Hanneke W. M. van Laarhoven, PhD?, and Johannes H. W. de Wilt, PhD"'

Retrospektif literatlir derlemesi

30 calisma

Pozitif SLN olan 7151 kadin

ALND tamamlanmiyor

45 Ay takip

Mikrometastazda aksiller niiks orani % 0.3
Makrometastazda aksiller niiks orani % 0.7

\




Axillary Dissection vs No Axillary Dissection
in Women With Invasive Breast Cancer

and Sentinel Node Metastasis

A Randomized Clinical Trial American College of Surgeons Oncology Group
ACOSOG Z0011

e A DI85

Peter D. Beitsch, MD

Pat W. Whitworth, MD
Peter W. Blumencranz, MD
A. Marilyn Leitch, MD
Sukamal Saha, MD

Linda M. McCall, MS
Monica Morrow, MD




Axillary Dissection vs No Axillary Dissection
in Women With Invasive Breast Cancer

and Sentinel Node Metastasis
A Randomized Clinical Trial

SLND SLND P
+ALND (tek basina)
5-yillik toplam sag %91.9 %92.5 NS
_ kalim
5-yillik hastaliksiz %82.2 %83.9 NS
yasam
NUks %0.5 %0.9 NS
(2 nuks) (4 nuks)

6,3 yillik takip suresi




ACOSOG 20011

T1-T2 invaziv meme kanseri
Klinik olarak nod negatif
< 3 pozitif SLN
MKC
Tidm meme isinlamasi
Sistemik terapi




Axillary dissection versus no axillary dissection in patients >
with sentinel-node micrometastases (IBCSG 23-01):
a phase 3 randomised controlled trial

Viviana Galimberti, Bernard F Cole, Stefano Zurrida, Giuseppe Viale, Alberto Luini, Paolo Veronesi, Paola Baratella, Camelia Chifu,

Manuela Sargenti, Mattia Intra, Oreste Gentilini, Mauro G Mastropasqua, Giovanni Mazzarol, Samuele Massarut, Jean-Rémi Garbay,

Janez Zgajnar, Hanne Galatius, Angelo Recalcati, David Littlejohn, Monika Bamert, Marco Colleoni, Karen N Price, Meredith M Regan,

Aron Goldhirsch, Alan S Coates, Richard D Gelber, Umberto Veronesi, for the International Breast Cancer Study Group Trial 23-01 investigators

Lancet Oncol 2013; 14: 297-305

Patients with

» Clinically node-negative breast cancer
» Size of largest tumor lesion <5 cm

+ Sentinel node biopsy

2001-2010 + SN micrometastases < 2 mm

27 merkez

* Avrupa Randomize
* Guney Amerika

« Avustralya / \
(»)y 1 (8)

IBCSG: International

Breast Cancer Stud Pr—— No adilary yrnph

G rou p node dissection node dissection



Axillary dissection versus no axillary dissection in patients >
with sentinel-node micrometastases (IBCSG 23-01):

a phase 3 randomised controlled trial

¥iviana Gallmbertl, Bernard F Cole, Stefano Zurrida, Givseppe Viale, Alberto Luinl, Pacla Veronesi, Paola Baraiella, Camelia Chifu,

Manvela Sargenti, Mattia Intra, Oreste Gentlini, Mavro G Mastropasqgua, Giovanni Mazzarol, Samuele Massarut, Jean-Rémi Garbay,

Jonez Zgajnar, Hanne Galaotius, Angelo Recaleatl, David Littlgjohn, Monika Bamert, Marco Colleon!, Karen N Frice, Meredith M Regan,
Aron Geldnirsch, Alon S Coates. Richard D Gelber, Umbarto Yeroresi, for the international Breast Cancer Study Group Trial 23-01 investigators

*Sentinel mikrometastaz (< 2 mm ), primer tumor < 5 cm
*931 hasta randomize edildi

— Hedef olarak 1960 hasta alinmasi planlanmisti

— Calisma erken kapatildi

— 464 hasta aksiller diseksiyon grubu
\ — 467 hasta aksiller diseksiyon yapilmayan grup

*Primer ¢ikarim
— S yillik hastaliksiz yasam suresi

Ikincil ¢cikarim

— Toplam sagkalim

— Nuks yeri

— Aksiller diseksiyon sonrasi komplikasyonlar

*Ortalama takip suresi 5 yil
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Axillary dissection versus no axillary dissection in patients =» 'k

with sentinel-node micrometastases (IBCSG 23-01):
a phase 3 randomised controlled trial

Vrwrna Gl mbertl Bermard | ¢ ok, Stefame Arrida, Sduseppe Viale, Allwrte ]l uind Poala Veranew), Panin Baratelin, ¢ amnlin € hifu,

Monuela Sergent], Mettle fbia, Ores te Genhilin, Mavro G Mastropasgue, Glovans Mazsanal, Samusie Mossarut, joan Bémi Geobay,

Janer Fgomar, Hannye Geietis, Angelo Recohor, Dewd § Etkgohn, Moruke Bomert, More € o leor, Karen N Price, Meredieh M Sogea,

Avon Goldhirsch, Alan 5 Coater, Richard I Gedbor, Umberto Veranes!, for the interncetional Reeanr Cancer Stuely Group Trial » 3-01 lnvestiga tors

9-yillik hastaliksiz sagkalim

. é%(Szil)ler diseksiyon yapilmayan grubunda % 87-8 (95% CI 84-4—

» Aksiller diseksiyon grubunda % 84:4% (80-7—-88-1)
« Dusuk SLND tutulumu > ALND vyapilmayabilir
« ALND bagimli komplikasyon ortadan kaliyor

» Toplam ve hastaliksiz yagsam suresine etkisi yok

(log-rank p=0-16; HR for no axillary dissection vs axillary dissection was 0-78,
95% CI 0-55—1-11, non-inferiority p=0-0042).




EORTC- AMAROS

(After Mapping of the Axilla: Radiotherapy or
Surgery?)
» 2001-2010, Klinik T{1928422023)

 SLNB pozitif
— ALND
— Aksiller RT

* Primer ¢ikarim
— 5-ylllik aksiller nuks orani

« |kincil cikarimlar

— Toplam sagkalim

— Hastaliksiz sagkalim

— Yasam kalitesi (QOL)

— 1 ve 5. yillardaki omuz hareketleri ve lenfodem



\

| EORTC - AMAROS calismasi

ALND Aksiller RT p
n:744 n:681
5-yillik toplam sag %93,3 %92,5 NS
kalim p=0.34
5-yillik hastaliksiz %86,9 %82,6 NS
yasam p=0.18)
Nuks %0.54 %1.03 NS
(4 nuks) (7 nuks)

SLNB (-) olan hastalarda nuks
Ortalama 6,1 yil takip

0.8% (25 /3131 hasta)



EORTC - AMAROS calismasi

ALND Aksiller RT ALND+AKsiller
RT

Birinci yil % 25.6 % 15 % 59

Ugtinci yil % 21 % 13,4 % 44,8

Besinci yil % 20,8 % 10,3 % 58,3




Positive Sentinel Lymph Node: Observation vs.
Clearance or Radiotherapy (POSNOC)

Randomize ¢ok merkezli calisma
Kasim 2013 son versiyon- Subat 2014 duyuru

SLNB ‘de 1 veya 2 makrometastazi olan MKC veya mastektomi
*Aksiller Tedavi (ALND veya Aksiller RT) verilen
*Aksiller Tedavi verilmeyen

Primer ¢ikarim:
Gozlem / tedavi

Sekonder cikarim:
Toplam sagkalim
Hastaliksiz sagkalim
Yasam kalitesi (QOL)
Anksiyete
Lokal-bogesel nuks
Aksiller nukse kadar gecgen sure
Aksiller nuks olmadan gecgen sure
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Patients with early stage breast cancer
assessed for eligibility

Not meeling
v ®| inclusion criteria
Consent obtained
Baseline assessments
Questionnairests
Recording of baseline data

Adjuvant therapy alone” according to
standard care

l

L4

Adjuvant thEl'Ep}"f according to
standard care
plus axillary treatment




. SLNB (+) = ALND ???

SLN pozitif meme kanserli bazi
hastalarda ALND yapilmayabilir mi?

Bu hastalari nasil secebiliriz?

Hastaya ya da tumore ait bazi veriler
bi_z?e NSLNM saptamada faydali olabilir
mi’

* SLN pozitift meme kanserli bir
hastada, non-SLNM ongoren prediktif
faktorler var mi?

n
o/

i)



Primary tumor Lymphatic vessels Non-sentinel nodes

* Metastatik non-SLN prediktorleri

* Primer tumore ait ozellikler.
+» Metastatik SLN’larina ait ozellikler .




NOMOGRAM...



Sentinel olmayan lenf nodu metastazinin (NSLNM), hem timorde
hem de metastatik sentinel noddaki bazi Ozelliklerden etkilendigi
bilinmektedir1,2,3,4,5.

« Tumor capl

Metastatik SLN capi
Lenfovaskuler invazyon
Ekstrakapsuler yayilim
Grade

Reseptor Durumu

SLN inceleme yontemi
Pozitif ve negatif SLN sayisi

Reynolds C, Mick R, Donohue JH et al. Sentinel lymph node biopsy with metastasis: can axillary dissection be avoided in some patients in breast cancer? J Clin Oncol
1999; 17:1720-6.

Weiser MR, Montgomery LL, Tan LK et al. Lymphovascular invasion enhances the prediction of non-sentinel node metastases in breast cancer patients with positive
sentinel nodes. Ann Surg Oncol 2001; 8: 145-9.

Wong SL, Edwards MJ, Chao C et al. Predicting the status of the nonsentinel axillary nodes: a multicenter study. Arch Surg 2001; 136: 563-8.

Rahusen FD, Torrenga H, van Diest PJ et al. Predictive factors for metastatic involvement of nonsentinel nodes in patients with breast cancer. Arch Surg 2001; 136:
1059-63.

Degnim AC, Reynolds C, Pantvaidya G et al. Nonsentinel node metastasis in breast cancer patients: assessment of an existing and a new predictive nomogram. Am J
Surg 2005; 190:543-550.



Non-SLN metastazlari icin en guclu
bagimsiz prediktor faktorler

= Primer tumor capi ve SLN metastazinin capidir.

= Tumor capl >2cm olan hastalarda non-SLN metastaz riski tumor ¢api
< 2cm olan hastalardan daha yuksektir

= Tumor capina gore literaturde ongorulen non-SLN metastaz olasilik
oranlari ;

— T1 timorler icin % 0- 50
— T2 tumorler icin % 20- 50
— T3 timorler icin %50- 80

Reynolds C, Mick R, Donohue JH et al. Senl lymph node biopsy with metastasis: can axillary
dissec be avoided in some patients in breast cancer? J Clin Oncol, 17: 1720- 6, 1999)

Turner RR, Ollila DW, Krasne DL, Giuliano AE. Histopathologic validaon of the senl lymph node
hypothesis for breast carcinoma. Ann Surg 226: 271-8, 1997.)

Unal B, Gur AS, Kayiran O, Johnson R et al. Models of predictor of non-sentinel Ilymph node
posivity in sentinel node positive breast cancer: the importance of scoring system. Int J Clin
Pract, 62: 1785- 91, 2008.)



Sentinel nod pozitif hastalarda
Non SLN Metastaz olasiligini saptamaya
yarayan formuller ve skorlama

sistemlerine nomogram denmektedir.

Sentinel node 1
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Primary tumor Lymphatic vessels Non-sentinel nodes




Memorial Sloan Kettering Cancer Center
MSKCC (ABD,2003)

www.mskcc.org/nomograms,
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Tenon (Fransa,2005)

Varuable Point value  Mulovariate
analysis (p)
Macrometastasis in the SN po=0nz —
N ITC=0
Yes 2
Histological mmor size (mom) po= 0006 Mikr0=1 5 puan ve NSLNM
=110 0 : .
= 20 3
Proportion of involved po= 003 Makr0=3 puan ve NSLNM
SNs among all removed SMNs ] .
<05 0 riski=73.7
Berween 0.5 and 1 1
1 2

SMN: Sentinel Iyvmph node.

Skor 0-7 arasinda, total skor 3.5 ve alti ise
NSLNM negative olma olasiligi %97.3.



Cambridge (Iingiltere, 2008)

1
D e - 062 x G~ 011 x OMS - 25 x )

Pal ve arkadaslarinin 2008 yilinda tanimladiklari Cambridge modelinde
ise bircok parametreye bakildi ve 3 prediktor faktor iceren bir formul
gelistirildi.

— Tumor Grade

— En genis oOlgulen SLN metastaz ¢api

—P: Metastatik SLN sayisi/ Cikarilan toplam SLN sayisi

Bu modelde primer timor capi kullaniimamaktadir.



Stanford model (ABD,2008)

(https://www3-hrpdcc.stanford.edu/nsln-calculator/).

« Son olarak Kohrt ve arkadaglari tarandan tanimlanan
Stanford modeli, degerlendirmesi en ayrintili, formulu
Ise en basit olan modeldir.

13 predik faktor degerlendirildi. 8 faktor oldukca yuksek
oranda prediktor bulundu.

— Tumor cap!

— AJCC klasifikasyonuna gore tumor cap!
— Tumor grade

—  ER durumu

— PR durumu

— Anjiolenfatik invazyon

— Metastatik SLN capi

— Patolojik tespit yontemi (HE veya IHC)

\
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Katz Model (2008)

To predict the likelihood of four or more axillary nodes positive add up the
corresponding numbers:

The likelihood of four or more axillary lymph node positive as a function of Total Score

Primary tumor size (cm) x 2.6
+{Number of positive sentinel nodes x 9.2)
+11 if lymphovascular space invasion is present

+11 if lobular histology

+11 if extranodal extension is present

+16 if the largest sentinel node metastasis is a macrometastasis (> 2 mm)
-8.6 if one or more sentinel nodes are negative

-58

Total Score

TOTAL SCORE | -53 45| 39| 29 |-22|-14| 8| 4| O 4 8| 14| 22 | 29 39 45
Likelihood 0005| 001|002, 005|0.1|02|03|04|05|06|]07|08|09|085]|098| 0.99
Example 1:

Primary tumor size 0.8 cm, one positive SLN, negative lymphovascular space invasion and extranodal
extension, ductal histology, microscopic SLN, one negative SLN:
0Bx26+1x92+0+0+0 +0-86-58=55

Therefore, the likelihood of having four or more positive axillary nodes is < 0.5%.

Example 2:

Primary tumor size 2.4 cm, three positive SLNs, positive lymphovascular space invasion and extranodal

extension, lobular histology, macroscopic SLN, no negative SLNs:

24x26+3x924+11+11+11 +16-0-25=25
Therefore, the likelihood of having four or more positive axillary nodes is > 90%.




MD AnderSOn (2008) Neoadjuvant tedavi
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Mikrometastaz Nomogram

F

0 10 20 3 40 50 60 70 8O %O 100

mixted
Histologic tumor type P 4
other HES
‘;_‘= method of micrometastasis detectionp b
\ . IHC
\_ yes
N\ lymphovascular invasion p 4
no
11-20mm >20mm
tumor size P & &
<=10mm
sum total I t t t t t t t t t i

0 20 50 70 100 130 150 180 210 230 260

Involment probability —_—
0.4 0.05 0.07 0.09 0.12 0.16 0.2 0.27 035 04 049




Nomogramlar uygun mu??

SLN pozitif hastalarda non-SLN tutulumunu
gosterecek prediktor faktorlerin anlami calismadan
calismaya degismektedir.

*Hasta sayisi
*Hasta secimi
*Heterojenitesi

Metastatik SLN, metastatik non-SLN ve
mikrometastazlarin tespit yontemi




Nomogramlar kesin sonuc¢ verir mi?

« Sadece NSLNM icin ihtimal vermektedir.
* Kesinlik yoktur!

+ Kilinik yargi ve tahminlerden daha objektif
sonuclar vermektedir.

* Bize ne yapacagimizi soylememektedir.

« Cerrahlar genel olarak %10 altinda riski
olanlarda ALND’ yi inmal etme egilimindedir.

 Nomogram ile beraber diger faktorlerin (yas,
komorbidite, anksiyete seviyesi, sistemik terapi
kararinda etkili diger faktorler vb) birlikte
degerlendirilmesi faydali olabilir.




* AUC degeri 0.7-0.8 arasinda olan nomogramlar
lyi, 0.8 den fazla olanlar cok iyi, 0.9 Uzeri olan
degerler ise mukemmel NSLNM Dbelirleme

kapasitesine sahip olarak kabul edildi .

Comparing ROC Curves
* Yazi-tura 0.5 1.0
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Dort Nomogram Icin AUC Degerleri

ROC Curve
Source of the Curve
and AUC values
1.0 — —
———— MSKCC: 0.70
————Cambridge: 0.69
>
E 0.8 — ~ Stanford: 0.64
%; ——enon: 0.69
c
$ Reference Line
0.6 —
04 —
02 —
0.0 T T T T T
0.0 0.2 0.4 0.6 0.8 1.0
1 - Specificity

Diagonal segments are produced by ties.

Gur AS, Unal B, Johnson R, Ahrendt G,Bonaventura M, Gordon P, Soran A. Predictive probability of
four different breast cancer nomograms for nonsentinel axillary lymph node metastasis in positive
sentinel node biopsy J Am Coll Surg. 2009 Feb;208(2):229-35




/ Nomogram her iilkede ayni mi?

MSKCC hala en ¢cok denenen model.

Gelistirilen formuller orjinal hasta grubunda iyi calissa da baska
hasta gruplarinda galismayabilir.

Bir model secilmeden once o hasta populasyonunda caligip
calismadigi denenmelidir.

Gur AS, Unal B, Ozbek U, Ozmen V, Aydogan F, Gokgoz S, Gulluoglu BM, Aksaz E,
Ozbas S, Baskan S, Koyuncu A, Soran A; Turkish Federation of Breast Disease
Associations Protocol MF08-01 investigators.

Validation of breast cancer nomograms for predicting the non-sentinel lymph node
metastases after a positive sentinel lymph node biopsy in a multi-center study.

Eur J Surg Oncol. 2010 Jan;36(1):30-5. doi: 10.1016/j.€js0.2009.05.007. Epub 2009 Jun
16.
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Validation of breast cancer nomograms for predicting the non-sentinel lymph node metastases after a positive Sz
sentinel lymph node biopsy in a multi-center study.

GurA3" Unal B, Ozbek U, Ormen V, Avdogan F, Gokgoz 8, Gulluoglu BM, Aksaz E Ozbas S, Baskan 8, Koyuncu A Soran & Turkish Federation of Breast
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Table 4. Results of the Validation Studies of the

= MSKCC Nomogram (Adapted from the Study by Unal
?-é and Gur (11)
'_==_§ First author  Year Country n AUC
A
% Smidt 2005  Netherlands 222 0.78
= Soni 2005 Austria 149 075
|- Dengim 2005 USA 89 086
= Dauphine 2007 USA 51 063
A\ Cripe 2006 USA 92 082
m\_ Lambert 2006 USA 200 071
I Zgajnar 2007 Slovenia 276 0.72
— Ponzone 2007 Italy 186 0.71
— Arlan 2007 France 588 072
: Eviensel 2007 USA 233 073
= Klar 2008  Germany 98 058
= Pal 2008 England 182 068
Gilr 2010 Turkey 607 070
i Owstudy 2010 Turkey 170 071
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A Newvw and Simple Predictive Forrmula for Non-Sentinel
Lymph Node IVietastasis in Breast Cancer Patients wvwith
Positive Sentinel Lymph Nodes, and Validation of

=2 Different Nomogram's in Turkish Breast Cancer Patients

Levent Yeniay
Ulkemm Yararbas

Erderm Carti Can Karaca Osman Zekioglu
Rasih Yilmaz Murat Kapkac

Ege University School of Medicine, Izmir, Turkey

Table 2. Summary of
our ROC results

-

Table 3. Histo-
pathologic evaluation
of axillary lymph
node dissection
specimens (p=0)

Nomogram AUC 95% CI

MSKCC for SLN metastases (n = 736) 0.744 0.70-0.78
MSKCC for non-SLN metastases (n = 153) 0.727 0.64-0.80
Tenon score (n =239) 0.665 0.59-0.73
MHDF MF 08 predicted probability (n = 143) 0.696 0.59-0.79
Ege University predicted probability for SLN metastases (n = 895) 0.759 0.72-0.79
Ege University predicted probability for non-SLN metastases (n = 143) 0.722 0.63-0.81

SLN = Sentinel lymph node; AUC = area under the curve; 95% CI = 95% confidence interval.

Ege UTF

Metastasis size Patients, n (%)

. - Nomogrami
total negative NSLN  positive NSLN
Micrometastasis 61 52 (85.2) 9(14.8)
Macrometastasis 183 92(503) 91 (49.7)

NSLN = Non-sentinel lymph nodes.
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Figure 3. Receiver Operating Characteristic (ROC)

Curve. The area under the curve (AUC) was 0.814 using our
formula




Table 4. Number of Patients and False Negative Rates
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 + Guncel konu SLN de mikrometastaz saptanan
hastada ALND veya adjuvan tedavinin gerekli
olup olmadigidir.

* Lenf nodu metastazinin multifaktoryal oldugu
artik bilinmektedir.

* Bu nedenle bu faktorlerin kullanildigi skorlama
sistemleri ve nomogramlarin bu kararda etkili
olmasi mumkun gorunmektedir. 0
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Kanita dayali tip

» |zole timor hicresi olan hastalar prognostik
olarak nod negatif olarak degerlendirilir ve
ALND tamamlanmasi endikasyonu yoktur (
Evre 1A).

G N

 Uc veya lizeri pozitif SLNB'de standart H&E
Ile mikrometastaz veya makrometastaz tespit
edildi ise evreleme amacli ve lokal kontrolu
saglamal i~in Al N tamamlannagel onerilir (

Evre 1A) ":‘ F_‘I y _




- ALND tamamlanmali

* Preoperatif lenf nodu palpe edilen ve [IAB ile
aksiller metastaz oldugu kanitlanmis
hastalarda,

« Radyoterapi almayacak mastektomi
hastalarinda pozitif SLNB varliginda,

» Uc ve Uzeri pozitif SLNB varliginda

(17 calisma, en az 2 yillik takip )
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CAL AXILLARY STAGING - STAGE |, lIA, IIB and IIIA T3, N1, M0

FNA or core

Axillary dissection level l/ll

biopsy positive
Clinically node
positive at time

» See Axillary Lymph Node

Staging (BINV-E

No further surgery (category 1)

of diagnosis’ FNA or core Sentinel node -
biopsy negative negative® »
|
1, IA,
A
, MO
Clinically node Sentinel node : M_tra;ats A_\rlil_tof the following criteria:
negative at time| —> | mapping and Sentinel node __, |* I'7|or ]2 tumoy
of diagnosis excision % positive ¢ 1 or 2 positive SLNs

¢ Breast-conserving therapy
e Whole-breast RT planned

Sentinel node

¢ No neoadjuvant chemotherapy

»
»

Axillary dissection level l/lI
See Axillary Lymph Node

Staging (BINV-E) or

Consider no further surgery

No

not identified

A

<Yes to all

N

Axillary dissection level I/l

See Axillary Lymph Node

Staging (BINV-E)




« Survey of ASCO members on management of
sentinel node micrometastases in breast cancer:
variation in treatment recommendations according
to specialty.

\ Wasif N, Ye X, Giuliano AE Ann Surg Oncol 2009
Sep;16(9):2442-9




ASCO-
SLN mikrometastaz olmasi sizce onemli mi?

Mikrometastazin klinik onemi olduguna inananlar %98.5

Aksiller disseksiyon onerenler: %22

Cerrahlarin %230
Medikal onkologlarin %23’G
Radyasyon onkologlarin %15’'i aksiller disseksiyon

\

Izole timor hiicresi varhgr : %18.8 klinik olarak 6nemli

L )







