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Okkult Meme Kanseri

Memedeki primer odagin

bilinmedigi/bulunamadigi, aksiller bolgedeki lenf
bezi metastazi ile tani alan meme kanserleri

% 0,3-1 tum meme kanserleri icinde*
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* Toss A, Chin Clin Oncol. 2019,8. **Mnatsakanyan E, Cancer Causes Control. 2014.25.



Primer meme kanserinin radyolojik ve patolojik
degerlendirmesi ile ekarte edilmesi sonrasi
adlandirma,

Mamografi ve USG ile saptanamayan lezyonlarin
MRI ile degerlendirilmesi,*

Aksiller lenf nodunun kalin igne biyopsisi ile
degerlendirilmesi, patologun degerlendirmesi icin
yetersiz ise biyopsi tekrari, eksizyonel biyopsi, ..

Artmis ER/PR meme kanseri tanisi icin faydali,
HER2 calisiimal

Evreleme yapilmali? Metastaz taramasi? Kemik,
Akciger, Abdomen

*Qlson JA, Ann Surg Oncol. 2000 Jul;7



https://www.ncbi.nlm.nih.gov/pubmed/10894136

*T0, N1, MO 1) Mastektomi+ ALND+/-
Postmastektomi RT

2) ALND + tim meme RT+/- Aksilla Rt

Sistemik kemoterapi, hormonoterapi,
transtuzumab vb

*T0, N2, MO Neoadjuvan
kemoterapi+Mastektomi ile birlikte ALN+RT

Hormonoterapi

. *https://www.nccn.org/professionals/physician gls/pdf/breast.pdf



https://www.nccn.org/professionals/physician_gls/pdf/breast.pdf

Table 4

Prognostic factors for disease-free survival

Characteristics S-yr DFS (%) 10-yr DFS (%) Univariate Multivariate* HR (95% C1)
Age <50 (n=28) 89.1 718 058 - -
=50 (n=38) 944 81.0
Number of metastatic nodes <4(n=139) 973 841 0.19 - -
>4 (n=27) 852 745
Nodal location ALN only (n = 54) 96.1 87.7 0.02 001 59(14-255)
ALN + SCN/IMN (n = 12) 750 60.0
Surgery for breast Not performed (n =51) 91.7 821 092 - -
Performed (n=15) 933 718
Radiotherapy to breast Not performed (n =3) 100.0 0.0 002 - -
Performed (n =63) 91.7 89.5
HR + subtype No or unknown (n = 38) 916 737 030 - -
Yes (n=28) 906 029
Taxane-based CTx Not received (n = 14) 100.0 1000 0.15 - -
Received (n=52) 839 80.6

Abbreviations: DFS, disease-free survival; HR, hazard ratio; C1, confidence interval; LNs, lymph nodes; ALN, axillary lymph nodes; SCN, supraclavicular lymph nodes; IMN,

internal mammary lymph nodes; HR+, hormone-receptor positive; CTx, chematherapy.

* Variables with significance at p< 0.05 on univariate analysis were retained for multivariate analysis.

« *Kim H, The Breast, 2020, 49.



Occult breast cancer

Missing treatment data (n=15)

Missing survival data (n=123)

Mastectomy only

(n=1074)
Other treatment (n=270)
Metastatic disease (n=61)

XRT only Mastectomy + XRT

(n=190) (n=244)

(n=237)

;1 propensity score matched
comparison #1

1:1 propensity score matched

Mastectomy
F XRT
(n=173)

XRT
only
(n=173)

comparison #2
Mastectomy | | Mastectomy
t XRT only
(n=142) (n=142)

* Tsai C, Am J Surg. 2019 Nov 11

1:1 propensity score matched
comparison #3

Mastectomy XRT
only only
(n=130) (n=130)



https://www.ncbi.nlm.nih.gov/pubmed/?term=Tsai%20C%5bAuthor%5d&cauthor=true&cauthor_uid=31753317
https://www.ncbi.nlm.nih.gov/pubmed/31753317
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Treatment Groups Mastectomy Only XRT Cnly

0
S

Survival probability

p=0.872

) 12 2, 36 I!-.u_ &0 [
Time (months)
Humbar at risk

130 127 111 a6 69 52 35 22 11 T 5

130 127 109 a3 67 48 37 27 18 12 G

e Sag kalim acisindan fark yok,
 ALND sonrasi RT yeterli oldugunu,



* Duktal Karsinoma in Situ (DKIS) memenin
duktuslarindan kaynaklanan ve bazal
membrani asmamis (invazyon yapmamis),
morfolojik, genetik ve klinik davranis olarak
heterojen bir grubu temsil eden prekirsor
neoplastik hucre proliferasyonu

e DKIS: TisNOMO



Tissue invasion
(gain of function by malignant
cells vs. loss of function of
Abnormal response to growth factors Abnormal oncogene normal cells)
(e.g., estrogen receptor) expression (e.g., HER2/new)
Loss of tumor-suppressor function
(e.8. pS3) Stromal changes
(e.g., angiogenesis)
Failure to respond to normal (e G':sf:g;:.:::lbillly sity) I
signals for apoptosis i e Clinical phenotype
of tumor

determined
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* Metastatik olmadigi

Table 1. Prevalence of occult DCIS in autopsy studies

. . Invasive
Population/ Median Occult DCIS
Study . Number Breast Cancer
Timeframe e
' Ag ] Y% 8 %
Kramer, 1973 Autopsy series before 1972 70 79 3 4.3 1 1.4
Nielsen, 1984'"  Autopsy series 1976-1977 if NR 11 14.3 1 1.3
Alpers, 1085 " Autopsy series before 1984 101 57 9 89 MR
Bhathal, 1985'"°  Autopsy series before 1985 207 B0 25 12.0 3 1.5
Bartow, 1987 Aulopsy series 1978-1983 490 39 1 <1 5 3.3
Nielsen, 1987’  Autopsy series 1983-1984 109 38 1 <1 5 1




Invaziv kansere progresyon olgularin %13- 50’sinde
gerceklesir*®

Tedavi de amac tedavi ile birlikte invaziv kanser
olarak nuksiin onlenmesi,

Tedavi planlanmasinda; Hangi DKIS lezyonunun
progresyon gosterecegini saptamak zor

Kiimilatif meme kanseri mortalitesi, DKIS tanisi
aldiktan 10 yil sonra % 2.3 <50vyas, 1,4 > 50 yas™*

* Page DL, Cancer, 1995.76.
** Elshof LE, Ann Surg. 2018, 267.



Insidans

 Tarama mamografisinin kullanimi ile son 20 vil
icinde insidansta artis

* 1994 yilinda 100.000°de 22.31 iken 2014
vilinda 34,43 olarak raporlanmis, mamografi

ile saptanan meme hastaliklarinin %15-30’u
DKIS*

 *Howlader N, SEER Cancer Statistics Review, National Cancer Institute.
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Figure 1. Change in age-adjusted incidence of invasive breast cancer (blue diamonds) and ductal carcinoma in situ (DCIS) relative to the number

of diagnoses in 1977, revealing the marked increase in DCIS diagnoses over the past 30 years and the relative stability of invasive breast cancer
diagnoses over the same period. Source: all registries of the National Cancer Institute Surveillance Epidemiology and End Results (SEER).

Rinaa S. Punglia, J Natl Cancer Inst;2013;105.



Figure 1. Trends in the incidence of DCIS and invasive cancer (1975-2005)"
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Clinical and Translational Oncology (2019) 21:891-899 895

APC <50y = 1.3 (-2.5; 5.3)
APC 5010 69y =41 (2.0:6.3)*
APC >69y = 0.1 (-41; 4.6)
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Fig.1 Age-standardized annual incidence rates of DCIS among women aged <50 (black diamond), 50-69 (black triangle) and> 69 years old
(white circle). Dotted lines for linear trend. *Significant trend (p value <0.03)



APC <50y =-3.2(-8.1; 2.0)
APC 50 to 69y = 9.0 (-12.1; -5.8)*
APC =69y =-6.2(-14.1; 2.6)

Age-standardized rates per 100,000 women
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ig.2 Age-standardized annual mortality rates of DCIS among women aged <50 (black diamond), 50-69 (black triangle) and > 69 vears old
white circle). Dotted lines for linear trend. *Significant trend (p value <0.03)



DKIS Radyolojisi, Histolojik Tani

DKIS tipik olarak mamografide atipik
alsifikasyonlar olarak tani almaktadir.

DKIS lezyonlarinin %44’Gnin hem mamografi
nem de USG, %46’sinin sadece mamografi,
%8’inin sadece USG ile ama %2’sinin hem
mamografi hem de sonografik
degerlendirmeler ile tani alamadigi*

Nukleer grade veya komedo nekrozun
viztalize edilmesine etkisi yok

X
Scggins ME, Am J Roentgenol, 2015.204.



Tani koyma sekli tedavi/cerrahi planlanmasini
etkiler,

DKIS nadir olarak multifokal ve tek segmente
sinirli olarak vurgulanirken™

DKIS %63 olgu da bliiyume paterni boyunca
bitisik olmayan buylime paterni
gosterebilecegi,**

Devamli patern %90 yuksek grade,

lyi diferansiye ve orta grade’li DKIS'de ise %30-
45***

* *Holland R, Lancet 1990.335
*  **Faverly DR, Semin Diagn Pathol, 1994.11
« ***Hong YK, The Am J Of Surg,2018



Biyopsi, tani ve tedavisinde tru-cut/kalin igne, tel isaretli biyopsi,

ROLL(Radioguded Occult Lesion Localisation), SNOLL (Sentinel Node

and Occult Lesion Localisation)

Spesmenin isaretlenmesi, timor yataginin klips ile isaretlemesi

Patoloji ile intraoperatif konsulte edilmesi,

Comparison of different technigues to detect occult lesions

Technique Available | Negative Margin Adwvantages Disadwvantages
rate
WWire Yes, gold | 70-88% "% 19-<0.=1- Readily Wire
localisation standard available, displacement,
simple, transection,
carried out in | vasowvagal
radioclogy attack, radiology
expertise
neceded and
theatre
scheduling
reguired
Carbon Yes 81% Simple, Foreign body
marking cheap reaction, needle
occlusion while
administering
ROLL Yes 75-0491529 Performed Radioactive-
days before Muclear
surgery medicine, cost,
legislation etc
SMNOLL Yes 82 - 92% == Detects both Radioactive-

lesion and
sentinel node

MNMuclear
medicine, cost,
legislation etc

— Green M, Clinical Breast Cancer (2018),
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* SPAGS6 ve ITIH5 63% sensitivite/ DKIS 51% sensitivite, erken
invaziv timor (pT1, pNO) tespitinde 80% spesifite.

¢ 50% sensitivite DKIS tespitinde NKX2-6 ve ITIH5



Tedavi

* Meme Koruyucu Cerrahi/Onkoplastik cerrahi +
Tum meme RT

* ER(+)-- Hormonoterapi



Mastektomi

10 yilda %1-3’luk disik lokal rekirrens riski*
Multisentrisite,

Meme parankiminde yaygin tutulum ile MKC icin
kabul edilemeyecek kozmetik sonuclar

Meme Basi Koruyucu Mastektomi selektif
hastalar icin risk artmadan ** kulanilabilecegi, cilt
koruyucu mastektomi ile ise (%5,6 ile %0) ***

*Stuart KE, BMC Cancer. 2015, 10.
**de Alcantara Filho P, Ann Surg Oncol. 2011, 18.
***Timbrell S, Ann Surg Oncol. 2017, 24.



https://www.ncbi.nlm.nih.gov/pubmed/?term=stuart+ke,+long-term
https://www.ncbi.nlm.nih.gov/pubmed/?term=de%20Alcantara%20Filho%20P%5bAuthor%5d&cauthor=true&cauthor_uid=21847697
https://www.ncbi.nlm.nih.gov/pubmed/?term=de+alcantara+filho+ann+surg+oncol,+2011
https://www.ncbi.nlm.nih.gov/pubmed/?term=Timbrell%20S%5bAuthor%5d&cauthor=true&cauthor_uid=27837296
https://www.ncbi.nlm.nih.gov/pubmed/?term=timbrell+s,+ann+surg+oncol+2017

Meme Koruyucu Cerrahi ve Radyoterapi

Table 1. Summary of the effect of radiotherapy on breast conservation for DCIS

NSABP B-17[16], EORTC[17], UK/ANZ[ 18], Swedish Breast Cancer Group[19] trials demon-
strate the importance of reduction of ipsilateral breast cancer recurrence for patients who under-
go breast conservation therapy.

% lpsilateral Breast Cancer

Recurrence
Lumpectomy Lumpectomy + % Breast Cancer
Alone Radiotherapy Specific Survival
Median F/U L ct Lumpect
Trial N E:’a’:s} All  Invasive All Invasive "ﬂ'.':rl;“': omy +
1ETP B- 813 17.25 35% 20% 20% 11% 96.9% 95.3%
EORTC
10853 1010 10.5 26% 13% 15% 8% 96% 96%
UK/ANZ 1030 12.7 19% 9.1% 7.1% 3.3% 97 3% 98.5%
SweDCIS 1046 8.4 27% 12% 12% 7.2% 97 1% 96%

*



J Natl Cancer Inst Monogr, 2010:2010(41):162-77 . doi: 10.1093ncimonagraphs/lgql3s.

Overview of the randomized trials of radiotherapy in ductal carcinoma in situ of the breast.

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG), Correa C, McGale P, Taylor C, Wang Y, Clarke M, Davies C, Pefo R, Bijker N, Solin L, Darby 5.
@ Collaborators (610)

Abstract

Individual patient data were available for all four of the randomized trials that began before 1995, and that compared adjuvant radiotherapy vs
no radiotherapy following breast-conserving surgery for ductal carcinoma in situ (DCIS). A total of 3729 women were eligible for analysis.
Radiotherapy reduced the absolute 10-year risk of any ipsilateral breast event (ie, either recurrent DCIS or invasive cancer) by 12.2% (SE
1.6%, 12.9% vs 28.1% 2 P <.00001), and it was effective regardless of the age at diagnosis, extent of breast-conserving surgery, use of
tamoxifen, method of DCIS detection, margin status, focality, grade, comedonecrosis, architecture, or tumor size. The proportional reduction
in ipsilateral breast events was greater in older than in younger women (2P < 0004 for difference between proportional reductions; 10-year
absolute risks: 16.5% vs 29.1% at ages <50 years, 10.8% vs 27.6% at ages = 50 years) but did not differ significantly according to any other
available factor. Even for women with negative margins and small low-grade tumors, the absolute reduction in the 10-year risk of ipsilateral
breast events was 18.0% (SE 2.5, 12.1% vs 30.1%, 2P = .002). After 10 years of follow-up, there was, however, no significant effect on
breast cancer mortality, mortality from causes other than breast cancer, or all-cause mortality.

* Yas, cerrahi genislik, tamoxifen kullanimi, grade, komedonekroz, timor
boyutu, tani yontemi, cerrahi sinirdan bagimsiz

* 10 vilhk takiplerde sagkalima etkisi yok



Sentinel Lenf Nodu Biyopsisi

* SLNB (%5,3) 5 yillik lenfodem riski ile iliskili, RT
alinca artmis risk*

* Tru-cut biyopsi ile patoloji spesmeni arasindaki
farklar ve patolojik sonuclar arasindaki farklar
(underestimation/overestimation) 19-1 (171
to 21:3) and 9:3 (7-7 to 11:4) sirasi ile**

» 470 yuksek riskli DKIS hastasinda 43 (%9)
hasta da pozitif SLN.***

*  *Nguyen TT, Ann Surg Oncol. 2017, 24.
e **Knuttel FM, BrJ Surg. 2016, 103.
e *** Moore KH, Ann Surg Oncol. 2007 Oct;14



https://www.ncbi.nlm.nih.gov/pubmed/28766228
https://www.ncbi.nlm.nih.gov/pubmed/?term=knuttel+fm,+br+j+surg+2016
https://www.ncbi.nlm.nih.gov/pubmed/17597346

Mastektomi,
>5cm DKIS olgulary,
Multisentrik hastalik,

Invaziv kanser stiphesi tasiyan radyolojik
olarak kitlesel lezyon veya palpable lezyonlari
olan DKIS olgularinda SLNB,

DKIS olgularinda rutin aksiller rnekleme
onerilmiyor ama yuksek riskli DKIS
hastalarinda, invaziv kanser riski tasiyan
olgular veya mastektomi planlananlar®

 *Hong YK, Am J Surg. 2018 Nov;216



https://www.ncbi.nlm.nih.gov/pubmed/?term=hong+yk,+ductal+carcinoma+in+situ+2018

Cerrahi Sinir

 DKIS; invaziv rekiirrenslerini yeterli cerrahi
sinir lokal reklrrensi azaltmak icin 6nemli,

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

Relapse v = 5 mm

Megative Mo. of % of Patients
Margin Width Patients With IBTR OR 95% CI P
Mo cells on ink 914 94 2.56 1.1Mt07.3 < .05
1-mm margin 1,239 104 2.89 1.3t0 8.1 < .05
2-mm margin 207 5.8 151 051t0b50 = .05
= B-mm margin 154 3.9 1

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




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

USC/VNPI Treatment 12-yaar recur (%)
4 5 orf Excision alone =B
7, margins =3 mm Excision alone 13
7, margins <3 mm Radiation 19
8, margins =3 mm Radiation 13
8, margins <3 mm Mastectomy 0
9, margins =5 mm Hadiation 17
9, margins <5 mm Mastectomy 0
10, 11, or 12 Mastectomy 8

Figure 4. Local recurrence-free survival for
116 patients with USC/VNPI scores of 10,
11, or 12 analyzed by treatment: 56 excision
plus radiation therapy (red, top line) versus

Lagios MD, Silverstein
MJ.Breast J. 2015,21.

60 excision alone (blue, bottom line).
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MARGIN STATUS RECOMMENDATIONS FOR DCIS AND INVASIVE BREAST CANCER

= Margins should be evaluated on all surgical specimens from DCIS
breast-conserving surgery (BCS). Requirements for optimal margin  « For patients with pure DCIS treated by BCS and whole breast
evaluation include: radiation therapy (WBRT), a quantitative description of any tumor
» Orientation of the surgical specimens close to margin resection width of at least 2 mm is associated with
» Description of the gross and microscopic margin status a reduced risk of ipsilateral breast tumor recurrence (IBTR) relative
» Reporting of the distance, orientation, and type of tumor (invasive to narrower negative margin widths, while the routine practice of
or DCIS) in relation to the closest margin. obtaining margins greater than 2 mm to further improve outcomes is
= For mammographically detected DCIS with microcalcifications, not supported by the evidence. When there is only minimal or focal
complete resection should be documented by analysis of margins DCIS involvement near the margin, clinical judgment can be applied

and specimen radiography. Post-excision mammography could also  to determine if re-excision might be avoided in individual cases.
be performed whenever uncertainty about adequacy of excision For patients with DCIS treated with excision alone (no WBRT),

remains. regardless of margin width, there is a substantially higher rate of

* The NCCN Panel accepts the definitions of negative margins after IBTR than treatment with excision and WBRT, even in predefined,
breast conservation therapy from the 2014 SSO/ASTRO Margins low-risk patients. Although the optimal margin width for treatment
Guideline! for Stage l/ll Invasive Cancers and the 2016 SSO/ASTRO/ with excision alone is unknown, it should be at least 2 mm, with
ASCO Guideline for DCIS.2 For patients with stage | or Il invasive some evidence suggesting improved IBTR rates with margin widths
cancers after BCS, a positive margin is defined as “ink on tumor” wider than 2 mm.
(any invasive cancer or DCIS cells on ink). These patients generally « DCIS with microinvasion (DCIS-M), defined as an invasive focus
require further surgery—either a re-excision to achieve a negative 21 mm in size, should refer to the DCIS margin definition when
margin or a mastectomy. If re-excision is technically feasible to considering the optimal margin width (>2 mm), given that the
allow for BCS to achieve “no ink on tumor,” this can be done with majority of DCIS-M is comprised of DCIS and systemic therapy
resection of the involved margin guided by the orientation of the utilization for this lesion more closely reflects the treatment pattern
initial resection specimen or re-excision of the entire original for DCIS than for invasive carcinoma.

excision cavity. There may be select patients with stage lll invasive
cancers who may be eligible for BCS. For these patients, the margins
status would be accessed with similar definitions.

e Cerrahi sinir pozitifligini; «TUmor Gzerinde mirekkep»

* TUmor tzerinde murekkep olmamasi

* Sadece eksizyon icin yeterli CS bilinmiyor, artmis lokal rekurrens ile iliskili
* >2mm
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MARGIN STATUS RECOMMENDATIONS FOR BOTH DCIS AND INVASIVE BREAST CANCER

Invasive Breast Cancer

» For invasive breast cancers that have a component of DCIS, regardless of the extent of DCIS, the negative margin definition of “no ink on
tumor” should be based on the invasive margin guideline. In this setting, “no ink on tumor” is recommended for either DCIS or invasive
cancer cells, primarily because the natural history, treatment, and outcomes of these lesions are more similar to invasive cancer than DCIS.
Clinical judgment should be applied in specific cases for which following discussion with the patient, re-excision may be prudent.

« These margin recommendations cannot be applied directly to patients undergoing APBI, where data regarding local recurrence are more
limited. Furthermore, individualized clinical judgment should be utilized on a case-by-case basis, using postoperative mammography to
identify residual calcifications and clinical-pathologic factors such as quantitative extent of disease near margin, presence of extensive

intraductal component (EIC), young age, or multiple close margins to assist in identifying patients who may have an increased risk of IBTR
and therefore may be selected to benefit from re-excision.

« For patients with invasive breast cancer, after BCS if margin is microscopically focally positive, in the absence of an EIC,® the use of a

higher radiation boost dose to the tumor bed should be considered. A boost to the tumor bed is recommended in patients at higher risk for
recurrence. Typical doses are 10-16 Gy at 2 Gy/fx.

 DKIS rekirrensleri invaziv kanser olarak ortaya ciktigi icin CS negatifligi
saglanmasi 6nemli



Tedavi hastaligin biyolojisini anladikca yillar
icinde degisim gdstermeye basladi.

Buglin gelinen nokta da soru?

Dusuk riskli DKIS hastalarini nasil tedavi
edecegiz?

Tedavisiz takibi bir secenek olarak
hastalarimiza sunacak miyiz?

Hangi DKIS hastasi invaziv kansere progresyon
gosterecek?

Hangi DKIS hastalari riskli?



Risk Gruplamasi
* Nomogramlar --- Van Nuys, MSKCC
* Oncotype Dx---Genetik analiz
* Klinik calisma sonuclarina gére



cancer-specific
survival

Feature Score 1 Score 2 Score 3
Size (mm) <15 16—40 =40
Margins (mm) =10 1-9 <1
(Grade and Low or Low or High grade
Necrosis intermediate intermediate with/without
without necrosis with necrosis Necrosis
Age (years) =G0 4060 <40
Low score (4-6) Intermediate (7-9) High (10-12)|
% patients 32.6% 56.7% 10.8%
[Treatment Wide-local WLE + radiotherapy  Mastectomy
recommendation excision (WLE) (RT)
10 year recurrence- 97 % 73% 34%
free sursaval®
10 year breast 100% Q8% 98%

"After WLE + R1T, mastectormy excluded (<0).

M.J. Silverstein ,Am J of Surg, 2003,186.
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1973 1976 1979 1982 1985 1988 1991 1994 1997
Year
—&— |psilateral mastectomy —&— Lumpectomy
— &= Regional Lymph Nodes Removed — A- - External Beam XRT
---%--- Contralateral mastectomy - -@- - Sentinel Lymph Node Biopsy

Treatment of DCIS, 1973 to 2002. Source: SEER (Surveillance, Epidemiology, and End

Results).

Kumar AS, 2005, Breast Cancer Res
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Cgmprehgnsiue NCCN GUIdEhneS VBI'SIOH 3.2019 NCCNTglL]JIlgi:ang;r:{]Edniz
g Ve Ductal Carcinoma in Situ (DCIS) Discusin
DIAGNOSIS ~ WORKUP PRIMARY TREATMENT
Lumpectomy® without lymph node surgery’
+ whole breast radiation therapy (nataﬂory 1)
+ History and physical exam with or without boost to tumor bed?
* Diagnostic bilateral mammogram or
+ Pathology review? Total mastectomy with or without sentinel node
DCIS  __ |+ Determination of tumor estrogen . biopsy™! + reconstruction (optional)® ,. See Postsurgical
Tis,NO,MO receptor (ER) status or Treatment (DCIS-2)
» Genetic counseling if patient is at Lumpectomy® without lymph node surgery! + .
risk? for hereditary breast cancer accelerated partial breast irradiation (APB)%1i
+ Breast MRI¢ as indicated or
Lumpectomy® without Iymﬁh node surgery!
without radiation therapy®"! (category 28)




National

(60l Cancer
Network®

comprehensive NCCN Guidelines Version 3.2019

NCCN Guidelines Index
Table of Contents

Ductal Carcinoma in Situ (DCIS) Discussion

DCIS POSTSURGICAL TREATMENT

Risk reduction therapy for ipsilateral breast following breast-
conserving surgery:
» Consider endocrine therapy for 5 years for:

» Patients treated with breast-conserving therapy (lumpectomy)
and radiation therapy™ (category 1), especially for those with ER-
positive DCIS.

» The benefit of endocrine therapy for ER-negative DCIS is uncertain

) Patients treated with excision alone'

» Endocrine therapy:

» Tamoxifen™ for premenopausal patients

» Tamoxifen™ or aromatase inhibitor for postmenopausal patients
with some advantage for aromatase inhibitor therapy in patients
<60 years or with concerns for thromboembolism

Risk reduction therapy for contralateral breast:
» Counseling regarding risk reduction
See NCCN Guidelines for Breast Cancer Risk Reduction

SURVEILLANCE/FOLLOW-UP

* Interval history and physical exam every 6-12 mo for 5y,
then annually

* Mammogram every 12 mo (first mammogram 6-12 mo, after
breast conservation therapy, category 2B)

+|f treated with endocrine therapy, monitor per
NCCN Guidelines for Breast Cancer Risk Reduction




Surgical Excision Without Radiation for DCIS of the Breast

A 0.5 Loww
= Intermediate
= High
0.4
a P=.186
=
as 0.3
=
[
=
L 0.2
==
0.1
T T T T L T
0 2 4 6 a8 10 12
Time (years)
Mo. at risk
Low 63 59 56 52 46 38 21
Intermediate 268 246 228 206 187 162 a5
High 169 159 150 134 118 100 [=3:]
B 0.5 Low
=== [ntermediate
@ — High
£ 044
@ P=.19
=
o
= 0.3 4
i
e
@ 0.2 4
=
7]
g —
= 0.1+
= —
T T T T T
0 2 a4 6 8 10 12
Time (years)
Mo. at risk
Low 63 60 57 53 48 40 4l
Intermediate 268 248 230 210 192 168 100
High 169 161 1582 137 121 104 72

Fig Al. Ipsilateral breast events (IBEs) according to grade as scored using current College of American Pathology guidelines. Analyses exclude cases not evaluated.
The numbers at risk are given beneath the x-axis. (A} Any IBE. (B) Subset of invasive IBE.
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Overdiagnosis and overtreatment of breast cancer

Rates of ductal carcinoma in situ: a US perspective
Anjali S Kumar, Vinona Bhatia and | Craig Henderson
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The Changing Paradigms for Breast Cancer Surgery: Performing Fewer and Less-Invasive
Operations.

Ollila DWW, Hwang ESZ, Brenin DR3, Kuerer HM*, Yao K%, Feldman S%.

# Author information

Abstract

Historically, through the conduct of prospective clinical trials, breast cancer surgeons have performed less radical breast and axillary
surgeries with no survival decrement to our patients. Currently, other opportunities exist for the treating breast surgeon to do less.
Possibilities include active surveillance Tor ductal carcinoma in situ, ablative therapy for small primary breast cancers, selective omission of a
sentinel node biopsy, and selective elimination of breast surgery after necadjuvant systemic therapy. Breast surgeons must be leaders in the
development and testing of effective therapy with the least intervention possible.

PMID: 288965033 DO 10.1245/510434-015-6618-=

Bj C B 1C home AOP Current issue @ Submit article

British Journal of Cancer

Br.J Cancer. 2019 Aug 13; 121(4): 285—-292. PMCID: PMCGE89T179
Published online 2019 Jul 9. doi: 10.1035/s41416-019-0475-& EMSID: EMSS837T33
PMID: 21285590

Ductal carcinoma in situ: to treat or not to treat, that is the question

Maartie van Seijen,®' Esther H. Lips, ¥ Alastair M. Thompson,? Serena Nik-Fainal,® Andrew Futreal,®
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* Biyopsi sonuglari benign olarak raporlanan ve
villar sonrasinda rekonsulte edildiginde DKIS
gosterilen hastalarin %39-53 oraninda ayni taraf
memesinde invaziv kanser gelismis*

* DKIS icin yeterli tedavi sonrasi ayni taraf memede
4 kata varan meme kanseri insidansi olmasi
gercek oncu lezyon™

*Barrio AV, Advances in Surgery, 53, 2019.



LORIS [14] LORD [13] COMET [15]
Age, y >46 >45 >40
Presentation Screen-defected Screen-detected Screen-detected
calcifications calcifications calcifications
DCIS grade Non-high grade Pure low grade Non-high grade
Comedo No No No
necrosis
Hormone — — ER and/or
receptors PR >10%
Endocrine Allowed Not allowed Allowed
therapy
Primary 5 ipsilateral 10y ipsilateral 2y ipsilateral
endpoint invasive breast invasive breast invasive breast
cancerfree cancer-free cancer-free
survival survival survival

Abbreviations: COMET, Comparison of Operative to Monitoring and Endocrine Therapy; DCIS, ductal car-
cinoma in situ; ER, esirogen recepior; LORD, low-risk DCIS; LORIS, surgery versus active monitoring for low-
risk DCIS; PR, progesterone receptor.
Data from Youngwirth LM, Boughey JC, Hwang ES. Surgery versus monitoring and endocrine therapy for
low-risk DCIS: The COMET Trial. Bulletin of the American College of Surgeons 2017;102(1):62-63.

Cerrahi vs aktif izlem



Cerrahi eksizyon uygulanan; LORIS calismasina uygun
hastalarda %20 oraninda tru-cut biyopsinde invaziv
kansere rastlanmis*

DKIS tedavisinde biyopsi ile kanitlanmis tiim olgularda
cerrahi eksizyon kesin onerilmektedir.**

DKIS rekiirrensinin invaziv olarak olmasi, sadece MKC
sonrasi %12 LR olmasi ve %6’sinin invaziv olmasi

Biopsi olarak kanitlanmis tiim DKIS olgularina cerrahi
eksizyon

*Pilewskie M, Ann Surg Oncol 2016;23-11.
**Barrio AV, Advances in Surgery, 53, 2019.
***Pilewskie M, Ann Surg Oncol 2016;23-13.



e DKIS nedeni ile tedavi edilen 108,196
hastanin (SEER) sonuclari
degerlendirildiginde uygulanan cerrahiden
veya adjuvan tedaviden bagimsiz olarak 20
villik meme kanserine bagli 6lim riskini %3,3
olarak sunmugslar. *

* DCIS, temel olarak, “olumcul olmayan” bir
hastaliktir. ®*

. *Narod SA, JAMA Oncol. 2015,1.
. **Barrio AV, Advances in Surgery, 53, 2019.


https://www.ncbi.nlm.nih.gov/pubmed/26291673/

Tedavi evrimi mastektomi---MKC+RT---- dustk
riskli DKIS sadece MKC?

Komplet eksizyon, cerrahi sinir negatifligi invaziv
okal reklrrensi minimize etmek icin 6nemli,

okal risk, klinik ve patolojik faktorlerden
etkilenen bir degisken, risk analizi yapiimali

RT; lokal rekirrensi MKC sonrasinda azaltiyor ama
sagkalima faydasi yok, yan etkiler acisindan da
degerlendirilmeli

Adjuvan endokrin tedavi lokal reklrrensi ve
kontralateral kanser insidansini da azaltiyor ama
yan etkileri ile degerlendirilmeli
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Predictors of an Invasive Breast Cancer Recurrence after DCIS: A Systematic Review
and Meta-analyses

Lindy L. Wisser, Emma J. Groen, Flora E. van Leeuwen, Esther H. Lips. Marjanka K. Schmidt. and Jelle Wesseling
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DOI: 10.1158/1055-9965.EPI-18-0976 | M) Chesk for updates

Clim Breast Cancer. 2019 Feb;19(1x35-46. doi: 10.1016/.clbc.2018.07.018. Epub 2018 Jul 29.

Including the Ductal Carcinoma-In-Situ (DCIS) Score in the Development of a Multivariable
Prediction Model for Recurrence After Excision of DCIS.
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Ductal Carcinoma In Situ (DCIS) at Breast MRI: Predictors of Upgrade to Invasive Carcinoma.
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Table X. List of facbors that were assessed im the HG studies

Mumber of HQ studies:
Statistical significanit

Factor Assessed factor ﬂn:linE
Age at DCIS diagnosis
Calcification
Calgramnulin stabus
COX-2 status
Cywclin DX status
DCIS architecture
Detecticon method
ER status
Focaliiy
Grade, histologic
HERZ status
Kia7 status
Lesion size
Margin status
Menropau=al status
MHecrosis
pls status
P2l status
pS3E status
FPeriducktal fibrosis
Periductal Ilvmphocytes
PR status
P=oriasin status
Race and//or ethnicity
Subtypes, imtrinsic
Year of DS diagnosis

i b b o o o W = b BN RS MWY= WS D= =D
CO=000=00=0N00QQO0=0D0NNO=0=4

e *VisserLL, et al. Cancer Epidemiol Biomarkers Prev; 28. 2019.
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Front Immunol. 2019 Jun 13:10:1401. doi; 10.3389fimmu.2018.01401. eCollection 2019,

Circulating Myeloid Derived Suppressor Cells (MDSC) That Accumulate in Premalignancy Share
Phenotypic and Functional Characteristics With MDSC in Cancer.

Ma P'% Beatty PL', McKolanis J', Brand R®, Schoen RE® Finn 0J'.
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Abstract

Myeloid derived suppressor cells (MDSC) are a heterogeneous population of immature myeloid cells that accumulate in circulation of cancer
patients and at tumor sites where they suppress anti-tumor immunity. We previously reported that in a colon cancer prevention trial of a
MUC1 vaccine tested in individuals at increased risk for colon cancer, those who did not mount immune response to the vaccine had higher
pre-vaccination levels of circulating MDSC compared to those who did. We also reported that individuals with pancreatic premalignancy,
Intraductal Papillary Mucinous Neoplasm (IPMN), had increased circulating levels of MDSC that inversely correlated with spontaneous
antibody responses against the pancreatic tumor associated antigen MUC1, abnormally expressed on IPMN. Accumulation of MDSC in
cancer and their immunosuppressive role had been well established but their presence in premalignancy was unexpected. In this study we
compared MDSC in premalignancy with those in cancer with the hypothesis that there might be differences in the composition of various
MDSC subpopulations and their immunosuppressive functions due to different lengths of exposure to disease andior different tissue
microenvironments. In cohorts of patients with premalignant polyps, colon cancer, premalignant IPMN, and pancreatic cancer, we confirmed
higher levels of MDSC in premalignancy compared to healthy controls, higher levels of MDSC in cancer compared to premalignancy, but no
difference in their subpopulation composition or immunosuppressive capacity. We show that levels of MDSC in premalignancy correlate
negatively in vivo with spontaneous MUC1-specific antibody responses and in vitro with polyclonal T cell proliferation and IFN-y secretion.
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Figure 2. Characteristics of breast carcinoganesis in vitro and in at-risk breast tissues. (A) The molecular and cellular characleristics of disease-frea
HMECs observed in vitro are indicated for each life cycle growth phase $3.22-2412-122 |B) The genomic changes observed in normal breast tisswe at normal
risk and at high risk for breast cancer (as described in Part | and Part ll, respectively, of this review) are indicated. The phases of the HMEC life cycle to
which the genomic changes in normal risk and high-risk breast tissues correspoand are shown. (C) The growth curve of HMEC in vitro is depicted (adapted
from Tisly et al, ™27 Romanoy el al, = and Movak el al).®® Progression through the carcinogenic pathway is accompanied by increased prolifaration,
genomic instability, mutations, and breast cancer risk. (D) The histologic phenotypes which have been proposed to comaspond to the HMEC phases are

indicated.™s

Abbreviations: LOH, loss of haterozygosity; Al, allalic imbalance; P16, p1&"Wa




Figure 1. Development of cancerized fields within the breast. Acquisition
of initial genomic changes results in clonal expansions of celis to form

a field of altered celis with increased genomic instability (rose field, 1°).
Acquisition of additional molecular changes in altered cells within this
field leads to focal clonal expansion and the sequential development of
additional cancerized fields (orange 2° and yellow 37), with a continued
increase in genomic instability and the ultimate transition to cancer in a
tertiary field (3°). The presence of multiple cancerized fields with different
patterns of genomic alterations may contribute to genomic heterogeneity
within the breast. Clonal expansion is accompanied by displacement

of surrounding normal breast tissue (often with irregular boundaries),
which may contribute to varying frequencies of mutational changes with
increasing distance from the center of a developing tumor. Figure 1 is
after the concept of Rivenbark and Coleman.*2
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DKIS, invaziv kansere progresyon gosterirken
Fibronektin ve izoformlarinin (EDA ve EDB)
dizeyinin artmasi timaor hicrelerinin sagkalimi ve
progresyonu ile iliskilendirilmis

Meme kanseri mikrocevresinde fibronektin-
integrin etkilesimi tumor hlcrelerinin adezyonu,
sag kalimi, cogalmasi

Mikrogevrede miyeloid hicreler/monositler
tarafindan IL1Betanin timor hicrelerinde FN
EDA artirmasi

STAT3 -IL1Beta- Fibronektin aracil pozitif geri
besleme mekanizmasi meme kanseri
mikrocevresindeki inflamasyon
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