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m |n situ (Latince) — “Yerinde”

m Karsinoma in Situ === Orijin aldi§i yere
sinirli, komsu dokuyu isgal etmemis veya
vucudun baska bir bolgesine gitmemis tumor .



Non invaziv Meme
Karsinomalari

Duktal Karsinoma Lobule_r Karsinoma
in Situ in Situ

Paget Hastaligi




DCIS-Tanim

= Terminal duktal lobuler
unitedeki minor duktusun
lUmenini doseyen epitelin
proliferasyonu.

Hormal duktus

m Bazal membrani
asmadiql icin;

- Duktus i¢i anormal hc.ler

AJCC-TNM — “Evre 0O

Duktal karsinoma in situ




Buyume Paterni

Komedo

Major DKIS tipleri ve invaziv duktal karsinoma.

% 62 birden fazla patern bir arada



:l977-2007. Ya§_a Gore Diizeltilmis invaziv Meme Kanseri (mavi ¢izgi) ve Duktal Karsinoma
In Situ (DCIS) Insidansi..
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Rinaa S. Punglia et al. JNCI J Natl Cancer Inst
2013;105:1527-1533




DCIS

m Yas: 54-58

m Senkron invaziv kanser: %2-46

m % 40-80 multisentrik

m %10-20 bilateral



Dogal Seyir
= 25 DKIS olgusu —— 16 yi1l tedavisiz takip

= Invaziv kanser gelisimi —— %28
= Kontrollere gore 11 kat relatif risk artisi

m Kontralateral relatif risk —— 2-3 kat

Page et al Cancer 1985;55:2698-708



TEDAVI

Amac
!

“Invaziv meme kanseri
gelisimini onlemek™



Tedavi modaliteleri

s CERRAHI

= Radyoterapi

= Adjuvan endokrin tedavi



CERRAHI TEDAVI

Secilecek cerrahi tipinin en onemli belirleyicisi

b

lastaligin me}ﬁedeki yayginligi




Cerrahi Tedavi Secenekleri

= Lumpektomi + radyoterapi

= Total mastektomi + rekonstruksiyon

m Sadece lumpektomi ve gozlem



DKIS cerrahi tedavisinde mastektomi (yesil ¢izgi) vs meme koruyucu cerrahi (pembe kareler) trendleri.
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Cerrahi Tedavi Secenekleri

Total Mastektominin Rolu

Ashikari

Rosner

Farrow

Silverstein

Bradley

Yil

Olgu Sayisi % Mortalite

National Cancer Institute



Cerrahi Tedavi Secenekleri

Mastektomi:
m > %98 kuratif

m Lokal nuks %1-2

m Farkedilmemis invaziv odak
m Yetersiz cerrahi sinir
= Meme dokusunun inkomplet ¢ikariimasi

m Bircok kadin icin agresif tedavi

Ann Surg 1980;192:139.

Oncology 2003;17:1511.
J Clin Oncol 2009;27:1362.



Cerrahi tedavi secenekleri

MKC (lumpektomi, genis eksizyon, parsiyel mastektomi):
m Sagkalim farki yok

m Lokal nuks orani yuksek

m Cerrahi sinir negatifligi lokal nuks acisindan cok onemli

s Multisentrik DKIS kontrendike



Mastektomi vs MKC

m Randomize karsilastirmali calisma yok
m Dusuk lokal nuks mastektomi lehine

s Meme kanseri mortalitesi %1-2 (tedavi yaklasimindan
bagimsiz)



Prognostik Faktorler

]
= [Umor boyutu
m Patolojik degerlendirme
= Nukleer grade
= Komedo nekroz varlig!
= Yas
= Palpabil kitle



CERRAHI SINIR?



Cerrahi Sinir

| Tan Im. Negatif

s DKIS’nin kenari ile
murekkepli sinirlar
arasindaki mesafe

normal

= Murekkepli yuzeyde
tumor hucrelerinin
gorulmesi durumunda
cerrahi sinir pozitif.

o 3 Sao
B s I Ay

Alt resim: Kirmizi oklar cerrahi sinir.



Cerrahi Sinir

m Lokal nuks icin en onemli risk faktoru

m Yakin veya pozitif ise re-eksizyon veya gerekirse
mastektomi

m RT uygulanamayacak hastalarda cok oneml

Silverstein MJ 1999

Bolant GP, Br J Surg 2003
Wang SY, Natl Cancer Inst 2012
Van Zee KJ, Ann Surg 2015



Cerrahi Sinir

m Yakin cerrahi sinir - lokal nuks fazla

m Genis cerrahi sinir - kozmetik sonuclar ??7?

= En uygun sinir ne kadar ?7?



Cerrahi sinir
MKC+RT - 22 calisma, 4660 hasta-metaanaliz
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Dunne C et al, JCO 2009



Cerrahi sinir
MKC+RT - 22 calisma,4660 hasta-metaanaliz

Table 2. Optimum Margin Threshold for DCIS Resection (n = 2,514)

_ ) . elapse v = 5 mm
Megative Mo. of % of Patients ————
Margin Width Patients With IBTR OR 95% ClI
Mo cells on ink 914 94 - 1.1t07.3
1-mm margin 1,23C 104 2.8! 1.3t0 8.1
2-mm margin 5. L 051t050

= B-mm margin 154 39

Abbreviations: DCIS, ductal carcinoma in situ; IBTR, ipsilatera breast tumor
recurrence; OR, odds ratio.

Sonuc:

MKC+RT ile tedavi edilen hastalarda negatif cerrahi sinir
saglanmasi altin standarttir.

=22 mm cerrahi sinir, daha genis sinirlara esdeger lokal
kontrol saglar.

Dunne C et al, JCO 2009



Sadece MKC vs MKC+RT
21 calisma, 7564 hasta-metaanaliz (median takip 43-132 ay)

Minimum cerrahi sinir ne olmah?

Table 2. Multiple treatment comparisons amaong groups with different margin threshold in breast-conserving surgery (BCS) with or
without radiotherapy™

With RT adjustment only With covariate adjustmentt

Frequentist Bayesian Frequentist Bayesian

Margin threshold Mean DR Probability of Mean OR Probability
and treatment Mean OR (95% CI) {95% best option Mean OR (95% Cl) [95% Crl) of best option

0.45(0.38 to 0.53)5

TUum negatif sinirlar pozitif sinira gore IBTR riskini azaltiyor
10 mm cerrahi sinir 2 mm.den daha Ustun

RT, cerrahi sinirdan bagimsiz olarak tek basina MKC.den Ustin

Wang et al, J Natl Cancer Inst 2012



21 calisma, MKCxRT, 7564 hastanin metaanalizi-
minimum cerrahi sinir ne olmalhi?

Table 3. Predicted probabilities of IBTR stratified by margin threshaold and treatmant™®

Margin threshold

Positive margin, 0 mm, mean 2 mm, mean 5 mm, mean 10 mm, mean
Treatment mean (95% Cl) 195% Cl) 195% Cl) (95% CI)

BCS plus AT
BCS alone

| . The pre
wied controlling for threshold rment statug. All statistcal tests

10 mm cerrahi sinir iki grupta da en dusuk IBTR oranina sahip

Wang et al, J Natl Cancer Inst 2012



Cerrahi Sinir
21 calisma, MKC*RT, 7564 hastanin
metaanalizi

Sonuc:

m RT'den bagimsiz olarak negatif cerrahi sinir
saglanmall

m Lokal nuks acisindan 10 mm > 2mm

s Kozmetik sonuclar, RT gibi tedavi secenekleri
goz onune alinarak hastaya en uygun yaklasim
degerlendiriimel

Wang et al, J Natl Cancer Inst 2012



Cerrahi sinir

National
Comprehensive: - NCCN Guidelines Version 1.2016 NCCN Guidelines Index
: Ductal Carcinoma in Situ (DCIS) e

-\]\‘f\\'\\rk
MARGIN STATUS IN DCIS

Substantial controversy exists regarding the definition of a negative pathologic margin in DCIS. Controversy arises out of the heterogeneity of
the disease, difficulties in distinguishing the spectrum of hyperplastic conditions, anatomic considerations of the location of the margin, and
inadequate prospective data on prognostic factors in DCIS.

Margins greater than 10 mm are widely accepted as negative (but may be excessive and may lead to a less optimal cosmetic outcome).

Margins less than 1 mm are considered inadequate.

With pathologic margins between 1-10 mm, wider margins are generally associated with lower local recurrence rates. However, close surgical
margins (<1 mm) at the fibroglandular boundary of the breast (chest wall or skin) do not mandate surgical re-excision but can be an indication
for higher boost dose radiation to the involved lumpectomy site (category 2B).

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Veerson 1.20% 1118150 Nasensl Compretwrare Cancer Network, Inc. 2015, Al sgfvis reserved. The NOCN Gucheines® and s Suatration fray not be reproduced in sy form withoo the eesrcs eriflen permtiaen of NCON®.




Cerrahi sinir

= >10 mm sinir negatif sinir
® <1 mm sinir yetersiz sinir
m 1-10 mm sinir tam bir konsensus yok.

(daha genis sinir daha dusuk lokal rekurrens)

m Deri veya gogus duvarinda yakin cerrahi sinir (<1 mm);
reeksizyon zorunlu degil, ancak lumpektomi sahasina
daha yuksek boost radyasyon dozu i¢in bir endikasyon
olabilir.

NCCN Guidelines Version 1.2016, Breast Cancer Updates



MKC + RT ILE TEDAVI CALISMALARI

Randomize kontrollu RT calismalari:

m 5 RCT, toplam >4000 hasta

= NSABP B-17 (1993)

= EORTC 10853 (2000, 2013)
= UK/ANZ (2003)

= SweDCIS (2006, 2014)

= RTOG 9804 (2015)



MKC + RT ILE TEDAVI CALISMALARI

Oxford Overview of Randomized Trials of BCSxRT for DCIS
(4 RCT Metaanalizi, median takip 8.9 yil)

DCIS: BCS + RT vs. BCS DCIS: BCS + RT vs. BCS DCIS: BCS + RT vs. BCS
Ips. BREAST RECURRENCE (CIS & Inv) Ips. BREAST RECURRENCE (Inv only) Ips. BREAST RECURRENCE (CIS only)

01 01 0
3723 women 3723 women 3723 women
5-year gain 10.5 % (SE 1.2) 5-year gain 5.4 % (SE 0.8) 5-year gain 5.8 % (SE 0.9)

10-year gain 15.2 % (SE 1.6) 1 10-year gain 8.5 % (SE 1.3) 1 10-year gain 8.4 % (SE 1.2)
logrank 2p < 0.001 logrank 2p < 0.001 logrank 2p < 0.001

BCS+RT
12.9%
BCS+RT BCS+RT
6.8% 47 6.5%

3 3.1
5 10 15 5 10 S 10 15
Years since randomisation Years since randomisation Years since randomisation
17:41:28 9 Sep 2009
ults: subject to revision
sc_rt_rlili_all_0]

)

17:42:38 9 Sep 2009
resuits; subject to revision

EBCTCG, J Natl Cancer Ins Monogr 2010




MKC + RT ILE TEDAVI CALISMALARI

EBCTCG metaanaliz sonuglari:

291 hastalik alt grup analizinde;

Dusuk riskli (negatif sinir, kuguk boyut ve dusuk grade),
RT almamis

= 10 yilda ipsilateral rekurens orani %30, 1

s Bu oran olduk¢a anlamli ve RT'nin yararini dusuk risk
grubu bile olsa tekrar teyid eden bir sonug.



Dusuk risk grubu?

RISK: HIGH
More Aggresive Treatment

DCIS (Stage O) Breast Cancer




Modifiye Vun Nuys Prognostik Indeksi
(USC/Van-Nuys)

Skor 1 puan 2 puan 3 puan
Boyut (mm) <15 16-40
Sinir genisligi 210 1-9 <1
(mm)
Patolojik Grade 1-2 Grade 1-2 + Grade 3
stniflama Nekroz
Yas >60 40-60 <40
Toplam skor
4-6 lumpektomi
7-9 lumpektomi+RT
10-12 mastektomi

Silverstein MJ, Am J Surg 2003



Modifiye Vun Nuys Prognostik Indeksi
(USC/Van-Nuys)

‘the 5” eaSt Soxvnal o

Treatment Selection for Patients with Ductal Carcinoma
In Situ (DCIS) of the Breast Using the University of
Southern California/Van Nuys (USC/VNPI) Prognostic
Index

rsteam, MDL* a0 1

Silverstein MJ et al, Breast J 2015



Modifiye Vun Nuys Prognostik indeksi
(USC/Van-Nuys)

Table 2. Minimum Treatment Recommendations
to Achieve a Local Recurrence Rate <20% at
12 years Using the USC/VNPI Scoring System

USC/NNPI Treatment 12-year recur (%)

.5, 0r6 Excision alone <8
, margins >3 mm Excision alone 13
, margins <3 mm Radiation 19

, margins <3 mm Mastectomy 0
, margins =5 mm Radiation 17
margins <5 mm Mastectomy 0

4
7
7
8, margins =3 mm Radiation 13
8
9
9,
10, 11, or 12 Mastectomy 8

Silverstein MJ, Breast J 2015



Tek Basina MKC Yapilabilir
Grup?



ECOG E5194 Calismasi (Gok merkezli)

(Eastern Cooperative Oncology Group)

670 hasta, sadece genis eksizyon,
=3 mm negatif sinir, tamoksifen opsiyonel

ki kol (non-randomize)
Grade 1-2, nonkomedo, boyut <2,5 cm
Grade 3, komedo, boyut <1,0 cm

Diasuk/intermediate grade Yuksek grade
Tm boyut (median) 6 mm 5 mm
Negatif sinir
=5 mm %69,2 %82,9
=210 mm %48,5 %53,3

Hughes LL et al, JCO 2009



ECOG E5194: SADECE EKSIZYON (+/-TAM)
(median takip 6,2 yil)

S Yuksek grade
Dusuk/intermediate grade

__ lpsilateral (43 olay/ 565 hasta)
———  Kontralateral (18 olay/ 565 hasta)

15,3%
L 4%
0 2 4 6 8

Hughes LL et al, JCO 2009



Tek Basina MKC ile Tedavi Caligsmalari

ECOG E5194 Calismasi

Sonug:
s Dusuk/intermediate grade grubundaki nuks orani, RT'yi
elimine etmek icin kabul edilebilir bir orandir.

® Ancak uzun donem sonuglari?? Takip...

Hughes LL et al, JCO 2009



Tek Basina MKC ile Tedavi Calismalari
@ 2015 by American Society of Clinical Oncology [=

Surgical Excision Without Radiation for Ductal
Carcinoma in Situ of the Breast: 12-Year Results
From the ECOG-ACRIN E5194 Study

Lawrence .J. Solin™, Robert Gray, Lorie L. Hughes, William C. Wood,

Mary Ann Lowen, Sunil S. Badve, Frederick L. Baehner, James N. Ingle,

S
B
S
=
=]
B
4
=
=
e

Edith A. Perez, Abram Recht, Joseph A. Sparano and Nancy E. Davidson

Median takip 12,3 yil.

Ipsilateral memede toplam olay oran:;
Dusuk grade grubunda %14 ,4
Yuksek grade grubunda %24,6 (p<0,003)

Invaziv olay orani;
Dusuk grade grubunda %7,5
Yuksek grade grubunda %13,4 (p<0,08)

Solin J et al, JCO 2015



Tek Basina MKC ile Tedavi Caligsmalari
ECOG-ACRIN E5194 CALISMASI

Sonuc:

m Sadece genis eksizyon ile tedavi edilen dusuk
risk grubundaki hastalar icin 12-yillik takip
suresince, Ipsilateral toplam nuks ve invaziv
nuks orani plato yapmaksizin artmaktadir.

Solin J et al, JCO 2015



Aksilla ?



Axillaya Yaklasim

m [eorik olarak aksiller lenf nodlarina metastaz
mumkun degil

m HE ile pozitit SLN orani %1-2

= Cogu mikrometastaz ve izole tumor hucreleri
s [HC(+) SLN klinik onemi?
= SLN cikarilmasa bile 5-yillik sagkalim %95

Saf DKIS icin aksiller disseksiyon dnerilmemekte



DCIS-DCISM SLN

Table 9. Incidence of SLN metastases among patients with aither DCIS or DCISM

DCIS DCIS e
Author Country ~ ‘s
(N with positive nodes/N tested)] (0 with positive nodes/N lested)

Wilkie 20057 United States 5% (27. 59% 14% (7151)
Wang 2C .'_:Y Untes Siates st deterrine A IIN(824)
Kelly 2003° United States 2% (3. 1354) MNOT St e M
intra. 2003° maly N 10% (4; 41
Farkas 20047 United States 0% (O; 48 NOt determuned
Treal 2004 D (O 18 NOt matarm mnad

> - ru s o3
m—tvegre et

-———
Mutenoort 2008

Untes “tates
aly

United States

1% (1, 102)
1% )

Not determuned

NOt Steormined

Comp, -'.C‘.'_v United States A AR Not determined
Katx 2000° United Sitates % (8 110) 109% (2: 21)
Maftuz 2000° Merico o% (0, 14) <O (2. 7)
Ledenius. 20007 Finiana T (5. 7S #% (1. 11)
Fradle, 2000 == GF &N 111, v o% 11.189)
Lavagno 2007 " aly Nt determined 14 4

Tan 200 - Canada 13% (4. 33) MNOot Cetermined
Barros, 2007° Braxs J% (O 16 NOt Seterm ined
Centa, 2007 aly %N (2. 34) Nt determined
Moran 20077 1 @land 0% (O, 15) MNOT Cet e e
Gray, 2007° Unted States NE O 158 77)
intra, 2008°™ Curope 1% (12 Asg) MOt Sete e

i JO08R"
Moore 2007° ¥
Domm nguex. 2008

“Owerall (95% C1)

France

r: D MO

Tamwan
'.""\O'L\ \.’\
Uniteo Sates

-
United States

1% 14170
0% (7. 110)

0% (0. 15
2% (0. 3270)
2% (43 _470)

———

A% (3.4 6.7)

I sQuared 41%*

4% (2 45)
A% (2 24)

,VQ r‘_'ii'uivr i 7
MNOT et et

UIOT
NOt deterrhm o nend
P P P

9.3% (6.0, 14.0)
I sQuared 33"

Minnesota Evidence-Based Practice Center DCIS Evidence Report 2009




KIME SLNB?

s Mikroinvaziv komponenti olan hastalarda
s Mikroinvaziv odak <1 mm (AJCC TNM T1mi)

s Mastektomi planlanan hastalarda
m Genis Ust-dis kadran eksizyonu planlanan hastalarda

s MKC + kotu prognostik faktoru olan hastalarda
m YUksek grade/komedo histoloji
mE >5CMm

Patani N, Breast Cancer Res Treat 2007

Ansari B, Br J Surg 2008
Silverstein MJ, J Natl Cancer Inst Monogr 2010



DCIS — SLN+

m Aksiller diseksiyon gerekli mi?

= Adjuvan tedavi gerekli mi?



| OKAL NUKS?



Rekuren Hastaliga Yaklasim

m [edavi yaklasimindan bagimsiz yarisi
Invaziv

m Rekuren DCIS tedavisi;
= Genisligi
= Lokalizasyonu
= Onceki cerrahi yaklasima bagli

Kerlikowske K et al, J Natl Cancer Inst 2003
Allred DC et al, J Natl Cancer Inst Monogr 2010



Rekurren Hastaliga Yaklasim

Ik tedavisi:
s MKC+RT : Mastektomi
m Sadece MKC: Reeksizyon+RT/mastektomi

s Mastektomi: Eksizyon £RT

Laura C et al, UpToDate 2015
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Comprehensive - NCCN Guidelines Version 1.2016 NCCN Guidelines Index

Ductal Carcinoma in Situ (DCIS) Discussion

Merwork

DIAGNOSIS WORKUP PRIMARY TREATMENT

Lumpectomy’ without lymph node

* History and physical exam surgery™ + whole breast radiation

= Diagnostic bilateral mammogram thurapyu-k-““ (category 1)

* Pathology review?” or

* Datermination of tumor estrogen Total mastectomy with or without .
receptor (ER) status sentinel node biopsy™* + — %ﬂmum

= Genetic counseling if patient is reconstruction” éggr?nl
high-risk for hereditary breast or e
cancer® Lumpectomy’® without lymph node

+ Breast MR19-2 (optional) surgery" without radiation tharapy'*\m

(category 2B)

See

35ee NOCN Guidelines for Breast Cancer Screening and Diagnoses.

EThe panel endorses the College of American Pathologists Protocol for pathelogy reporting for all invasive and noninvasive carcinomas of the breast. htlp: s cap.org.

tSea NCCHN Guidalines for Ganalic/Familial High-Risk Assessment: Breast and Ovarian

dSae Principles of Dedicated Breast MR Testing (BINV-E).

EThe uze of MBI has not been shown bo increase likelihood of negative margins or decrease conversion fo mastectory. Data to suppod improved long-lerm outcomes are lacking.

lRe-resection(s) may ba parformead in an effort to oblain negative margins in patients desiring breast-consenving therapy. Patients not amenable to margin-frea
lumpactony should have lotal mastecionmy.

B5ea Margin Status in DCIS (DC1S5-A).

hComplate axillary lymph node dissection should not be performed in the absence of evidence of invasive cancer or proven axillary metastatic diseass in waman with
apparant pura DCIS or mammographically detected DCIS wilh microcalcifications. However, a small proportion of patients with apparent pure DCIS will be found 1o
have invasive cancer at the time of their definitive surgical procedure. Therefore, the performance of a sentinel lymph node procedure should be strongly considered if
the patient with apparent pure DCIS is to be treated with mastectomy or with excision in an anatomic location compromising the performance of a future sentinel lymph

_ node procedure.

'See Principles of Radiation Therapy (BINV-1).

IComplete resection should be documented by analysis of margins and specimen radiograpiny. Post-excision mammography could also be performed whanever
uncertainty about adequacy of axcision remains.

kPatients found to have invasive disease al total mastectomy or re-excision should be managed as having stage | or stage || disease, including lymph node staging.

ISee Special Considerations o Breast-Conserving Therapy Requiring Radiation Therapy (BINV-G).

mAhole-breast radiation tharapy following lumpectormy reduces recurmence rates in DCIS by about 50%. Approximately half of the recumences are invasive and half are DCIS. A
number of faciors determine local recurmence risk: palpable mass, larger size, higher grade, dose or invahlwed mangins, and age <50 years. If the patient and physician view the
individual risk as Tow,” some patients may be treated by excision alone. Data evaluafing the three local treatments show no differences in patient swrvival.

NSee Principles of Breas! Reconstruction Following Surgery (BINY-H].

Mote: All recommendations are category 24 unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials = especially encouraged.

Ve 1,200 11N 6150 G x, Ing. 2015, Al aghits nicserend. The HOSH Gustelinas ™ and St Buitration rreny ol b resroducisd in irm o withael B seprics srifen permbicion of RCCRE.




Oneriler- Ozet

m [edavide amag;
= Invaziv meme kanseri gelisimini onlemek

MKC’nin (genellikle RT ile) lokal nuks orani
mastektomiden yuksek, meme kanseri-spesifik
sagkalim oranlari benzer



Oneriler- Ozet

s MKC adaylari;

= negatif cerrahi sinir

= bir kadrana sinirli,

= lezyon/meme boyutu orani
= kabul edilebilir kozmezis

s Komplet eksizyon;
= sinirlarin incelenmesi ve spesmen radyografisi
m yetersiz eksizyon kuskusu
m posteksizyon mamografi
m eksizyon sinirlarina kliplerle isaret
m Yakin ya da pozitif cerrahi sinir
= reeksizyon, mastektomi veya radyasyon boost'u




Oneriler- Ozet

m Kucuk odak, dusuk grade DCIS;

= ideal olarak 10 mm negatif cerrahi sinirla, RT vermeden sadece

eksizyon bir secenek
= Ancak secilmis dusuk risk grubu hastalarda bile RT’siz tedaviyi

destekleyen prospektif randomize kanit sinirli

m Cogu hastada aksiller degerlendirme i¢in cerrahi
onerilmez.

s Ancak mastektomi gerektiren hastalarda SLNB onerilir.



USUAL CARE ACTIVE

Lumpectomy SURVEILLANCE |
Radiation Regular Checkups |

L Mastectomy - Treatment IF )
Invasive Cancer
Develops




