DKIS: Radyoterapi

Dr. Melis Glltekin

Hacettepe Universitesi Tip Fakiiltesi
Radyasyon Onkolojisi Anabilim Dali



DKIS: TisNOMO

* Heterojen bir hastalik

* Sadece bx ile 10 yil icinde %14-53 hastada
invaziv kanser gelisir

- Tedavide amag: invaziv rekiirrens
riskini onlemek

Donker, J Clin Oncol 2013
Wapnir, J Natl Cancer Inst 2011



Tedavi

Mastektomi

MKC — *+ Hormonal tedavi
MKC + RT

—

Fazla tedavi/Eksik tedavi?



Tedavide neler degisti?
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Mastektomi Sonrasi Kime RT?



Postmastektomi RT

e Mastektomi sonrasi LR <%4

* Retrospektif seriler
— €S <1mm
— Yiiksek grad

— LR 2%10

RT

Carlson GW, J Am Coll Surg 2007
Rashtian A, JROBP 2008

Chan LW, [JROBP, 2011

Childs SK, I/ROBP, 2013



MKC Sonrasi RT Gerekli mi?



MKC vs MKC+RT

* 4 faz Ill randomize ¢alisma

N Izlem MKC MKC+RT
NSABP B-17 813 17 yil %35 %20
EORTC 10853 1010 15.8 yil %30 %17
UK/ANZ DCIS 1030 12.7 yil %19 %7
SweDCIS 1067 17.4 yil %32 %20

LR %50-60 |,



Overview of the Randomized Trials of Radiotherapy in Ductal
Carcinoma In Situ of the Breast

Early Breast Cancar Trialists' ColbBbomtive Gmoup (EBCTICGE)

Comespondence to: EBCTICG Secremariat Clincal Trial Servies Lnit (CTS UL Richard Gaoll Bdag Old Road Campos. Unieamsits of Cechopd, Oxchopd 003 7LE
Lnitsd Kingdom (Eqamail: boooverviese =@ s e ac. Ukl .

. ﬁ'i"nin lokal kontrol katkisi tim alt
gruplardd 122 = (S 1 6)

logrank 2P < 0.00001
* | Yas

¥’| cerrahi genisligi
BCS

2| Tmx kullanimi 55755,
&= . P
. Cerrah|1§|1n|_r_,..:

] Grad _ e

% TmJuoyutu """ BCS +RAT
12.9%

¢ > OyRTI(htk|5| daha P

.-"'_1-

« Sagkalimyararryoktyr 5

Years since randomization

EBCTCG, JNCI Monogr 2010



MKC Yapilan Bir Olguda Daima
RT Gerekli mi?



Risk Gruplamasi

* Nomogramlar
— VNPI
— MSKCC Nomogrami

* Genetik analiz
— Oncotype DX

* Klinik calisma sonuclari

— ECOG-ACRIN E-5194
— Harvard
— RTOG 9804



VNPI

* 949 hasta, retrospektif analiz
e Grad, cs, tm boyutu, yas (Skor: 4->12)
* Amac: 12y LR <%20

USC/VNPI Treatment 12-yr recur, %
I 4 S5orb Excision alone <B

/, margins =3 mm Excision alone 16

7, margins <3 mm Radiation 14

8, margins =3 mm Radiation 15

8, margins <3 mm Mastectomy 1

9, margins =5 mm Radiation 19

J, margins <5 mm Mastectomy 1

10, 11, or 12 Mastectomy 4

Silverstein, NEJM 1999
Silverstein, Am J Surg 2003
Silverstein, JINC| Monogr, 2010



MSKCC DKIS Nomogrami

1681 hasta

Age at diagnosis

* Cok.degiske phanalm

Initial presentation

Muclear grade

e Eksternal vahdasyonu Collins gt.al.Ann Surg Oncol 2015

Margins

Mumber of excisions
Year of surgery

Total points

5-year probability of IBTR
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Rudloff U, J Clin Oncol 2010



ECOG-ACRIN E-5194

Faz Il, 665 dustik riskli hasta
Diistik-orta grad, tm <2.5 cm (n= 561)
Yiiksek grad, tm <1 cm (n= 104)

cs 23 mm

Sadece MKC

%30 hasta Tmx

Hughes LL, J Clin Oncol 2009
Solin LJ, SABCS 2012
Solin LJ, J Clin Oncol 2015
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Hughes LL, J Clin Oncol 2009
Solin LJ, SABCS 2012
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ECOG-ACRIN E-5194

* 500 hastada merkezi patoloji degerlendirmesi

12y IBE (%) 12y inv. niiks (%)
Dusuk grad: 12.5 5.5
Orta dereceli: 15.1 6.7
Yuksek grad: 20.6 11.7

VNPI ve komedonekrozun prognostik onemi yok!!!!



Harvard Serisi

Faz Il, 158 hasta, tm <2.5 cm, Gr 1-2, cs 21 cm

Sadece MKC
Tmx yok

Ortanca izlem: 11 yil

10y LR: %15.6
— %68 DKIS
— %32 invaziv

Wong JS, Breast Cancer Res Treat 2014
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Low nuclear grade Intermediate/High nuclear grade
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Oncotype DX DCIS Score

Proliferation group Reference grou
Ki6T i L ACTB {ﬁ-ag.:rfmp
STK15 GAPDH
Survivin RPLPO
CCNBT1 (cyclin B1) GUS
MYBL2 GSTM1 TFRC
Kanser ile ilgili genler Referans genler

DCIS Score, = +0.31 x proliferation group score

—0.08 x PR —0.09 x GSTM]I.
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A Multigene Expression Assay to Predict Local Recurrence Risk
for Ductal Carcinoma In Situ of the Breast

e ECOGE5194
e 327 hasta Oncotype DX RS

10y LR Riski
DKIS risk skoru N ipsilat niiks Invaziv niiks
(DKIS+invaziv)
Diisiik (<39) 246 %10.6 %3.7
Orta (39-54) 45 %26.7 %12.3
Yiiksek (255) 36 %25.9 %19.2
p degeri 0.02 0.01

Solin J, J Natl Cancer Inst 2013



Journal of Surgical Oncology 2015;111:935-940

The Impact of Genomic Testing on the Recommendation for Radiation Therapy
in Patients With Ductal Carcinoma In Situ: A Prospective Clinical Utility
Assessment of the 12-Gene DCIS Score™ Result

MICHAEL ALVARADO, mp," DENNIS L. CARTER, mp,” J. MICHAEL GUENTHER, mp,*

JAMES HAGANS, mp,* RACHEL Y. LEI, Bs, ma,> CHARLES E. LEONARD, mp,” JENNIFER MANDERS, mp,°
AMY P. SING, mp,”* MICHAEL S. BRODER, mp,® DASHA CHEREPANOV, php,®* EUNICE CHANG, php,®
MARIANNE EAGAN, msc,® WENDY HSIAO, ss,” ano MICHAEL J. SCHULTZ, mp'®
ﬁ' University of California, San Francisco, California

B: Changes in Recommendation for XRT based on Ductal
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Characteristic

Age (median years)

BCS alone (N = 571)

61

Age category”

<50 vears

110 (19.3 %)

|>50 years

459 (80.7 %)

Multifocality
Absent/not reported

457 (80.0 %)

e 718 hasta, sadece MKC
e 571 cs (-)

* izlem: 9.6 yil

10 yilhk LR %19.2

Present
Nuclear grade
Low
Moderate
High
Comedo necrosis
Absent
Present
Tumor size category
Missing
=10 mm

<10 mm

114 (20.0 %)

55 (9.6 %)
332 (58.1 %)
184 (32.2 %)

221 (38.7 %)
350 (61.3 %)

281 (49.2 %)
140 (24.5 %)
150 (26.3 %)

DCIS Score group
Low
Intermediate
Hi Eh

355 (62.2 %)

95 (16.6 %)
121 (21.2 %)

ER status
Negative
Positive

HER?2 Status
Negative
Equivocal

Positive

30 (5.3 %)
541 (94.7 %)

420 (73.6 %)
51 (8.9 %)
100 (17.5 %)
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A Large Prospectively-Designed Study of the DCIS Score:
Recurrence Risk After Local Excision For Ductal Carcinoma in
Situ Patients With and Without Irradiation

BCS alone, N=1658
BCS+RT, N= 1662

¥
10
Available tissue blocks

BCS alone, N=828
BCS+R’_T, N= 923

Exclusions

No tumor (N=20)

Invasive carcinoma (N=9)
Insufficient RNA (n=108)

Poor gPCR Sample Quality (N=49)

YV
Study Cohort
BCS alone: N=718
N= 571 (clear margins)
BCS+ RT: N=846
N=689 (clear margins)

Rakovitch E, ASTRO 2015



A Large Prospectively-Designed Study of the DCIS Score:
Recurrence Risk After Local Excision For Ductal Carcinoma in
Situ Patients With and Without Irradiation

* Ortancaizlem 9.6 yil

10 yillik LR:
— Yalniz MKC %19.2
— MKC+RT %12.7

* DCIS skoru LR icin prediktor

— Dusuk riskli grupta daha faydali

— Yuksek riskli grupta; 50 yas alti, >2.5 cm tm,
multifokalite ve +/yakin cs da dikkate alinmal
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TmXx RT’nin Yerini Alabilir mi?
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UK/ANZ DCIS

* 1701 hasta, MKC, cs .(-_) .
Timeme fpsilat.  Iptilat ipntriat
S5y olay °%‘é'2 5/“?(32“’ Q’J‘ ‘!_;)5 JEme

nuks nuks olayi
RT 0.41 0.32 0.38 NSD
Tmx 0.71 0.95 0.70 0.44

Houghton J, Lancet 2003
Cuzick et al., Lancet Oncol 2011



RESEARCH ARTICLE

Open Access

Long-term outcomes of ductal carcinoma @
in situ of the breast: a systematic review,
meta-analysis and meta-regression analysis

Kirsty E. Stuart’, Nehmat Houssami®, Richard Taylor'=, Andrew Hayen™ and John Boyvages'”

LR (%)

MKC

MKC+Tmx
MKC+RT 14.1
MKC+RT+Tmx 9.7

BMC Cancer 2015



Anastrozol vs Tmx

NSABP B-35
IBIS-2

Postmenopozal

ER pozitif DKIS

Lumpektomi + RT

Anastrozol 1 mg/giin vs Tmx 20 mg/giin
5 yillik tedavi



Anastrozole versus tamoxifen in postmenopausal women
with ductal carcinoma in situ undergoing lumpectomy plus
radiotherapy (NSABP B-35): a randomised, double-blind,
phase 3 clinical trial

Richard G Margolese,
Patrick W Whitworth
Timothy F Wozniak,”

Breast
=60vye
=6b0ve

B

Diseas
<6b0vye
=60ve

4

Table 3:

Lancet, December 2015

Tamoxifen  Anastrozole Hazard ratio (95%Cl) pvalue
(n=1538) (n=1539)
All breast cancers
Total 122 90 073 (0-56-0.96) 0-0234
Invasive 69 43 0-62 (0-42-0.90) 0-0123
Ductal carcinoma in situ 53 47 0-88 (0-59-1-30) 0-52
Ipsilateral recurrence
Total 55 46 0-83 (0.56-1.22) 034
Invasive 22 17 076 (0-40-1-43) 039
Ductal carcinoma in situ 33 20 0-87 (0-53-1-43) 0-59
Contralateral breast cancer
Total 60 30 0-64 (0-43-0-96) 0-0322
Invasive 40 21 0-52 (0-31-0-88) 0-0148
Ductal carcinoma in situ 20 18 0-90 (0-47-1-69) 0.73
Breast cancer at distant sites 7 4 0-57 (0-17-1-95) 0-37
Breast second primary cancer” 1] 1

*Angiosarcoma in the ipsilateral breast.

Table 2: Breast cancer first events

HE=hazaru:l ratio.

in,
bacher, Keren Sturtz,




Anastrozole versus tamoxifen for the prevention of >@ R ®
locoregional and contralateral breast cancer in
postmenopausal women with locally excised ductal

carcinoma in situ (IBIS-11 DCIS): a double-blind, randomised

controlled trial Lancet, December 2015
John FForbes, lvana Sestak, Anthony Howell, Bernardo Bonanni, Nigel Bundred, Christelle Levy, Gunter von Minckwitz, Wolfgang Eiermann,
Patrick Neven, Michael Stierer, Chris Holcombe, Robert E Coleman, Louise Jones, lan Ellis, Jack Cuzick, on behalf of the IBIS-Il investigators® m
Tmx Anastrozol
* 5y rekurrens: %3 %2.5
* 10y rekiirrens: %7.3 %6.6

* Anastrozol, Tmx’den ustiin degildir (p=0.49)



Hipofraksiyone RT’nin Rolu?



RT Semasi

» Standart yaklasim: 50 Gy/25 fr

* Erken evre invaziv Ca: Hipofraksiyone RT
— Lokal kontrol, HS ve kozmetik sonu¢ benzer

Whelan TJ, New Engl J Med, 2010
Haviland JS, START, Lancet Oncol 2013
Spooner D, J Clin Oncol 2012



journal homepage: www.thegreenjournal. com

Contents lists available at ScienceDirect

Radiotherapy and Oncology

Sysemaric review

The role of boost and hypofractionation as adjuvant radiotherapy
in patients with DCIS: A meta-analysis of observational studies

13 ¢calisma

* CFRT vs HFRT
— LR farki yok

ARG, AT Country | Mo ol | Mladian Taostal dosefiraciion  Total dose)lracton
patiens  follow-up | (standard) A paliacianaled)
Hathaist L 2013 Canada | 44 dd yrs - 425 Gy 16 fr
Julian TE, 2011 LISA 158 142 yrs il Gy 25 1 -
Kim JH, 2014 Kirrea T8 B2 mo Fild (28 fi -
Lalami M, 2014 Canada | 1609 92 yrs Bl Gy 25 I -4 Gy /16 fr
Mle attim 1, 20013 ILaly 3189 T.7yrs il Gy 25 I -
Omlin A, 2006 LISA 373 T2 ma Bl Gyf25 fr -
Rakawvitch E, 2013 Canada || 1895 10 yrs il Gy 25 I =l Gy /16 fr
Tndi-de-Lara C, 2010  Framoe [ 160 il Gy (25 Ir -
Widali C, 2012 ILaly 586 136 mo iy Gy25 i =
Wai B, 2011 Canada | 482 93 yrs il Gy 25 1 il Gy 16 fr
Willia s D, 200 Canada | 266 3.76 yrs Bl Gy 25 424 Gy 16 fr or a0 Gy 16 Iy
Wong P, 2012 Canada 220 45 Mo Bl Gy 25 I 45 G20 fr or £2.5 Gy 16 Iy
Yerushalmi K, 2606 Lerael 75 B1.5 mx il Gy 25 I -

Nilson C, Radiother Oncol 2015



Tm Yatagina Ek Doz Gerekli mi?



Tm Yatagina Ek Doz

* Yayinlanmis prospektif randomize ¢alisma yok

— Fransiz BONBIS
— TROG 07.01

* Retrospektif calismalar:
— Geng yas
— Yiiksek grad/komedonekroz

— Yakin/+cs varliginda yarari olabilir

Omlin A, Lancet Oncol 2006
Julian TB, J Clin Oncol 2008
Wong P, JROBP 2012
Rakowitch E, JROBP 2013



Contants lists awvailable at SciencelDirect

Radiotherapy and Oncology
E el K o

journmnal homepage: www . thhegreanjournal.com

Swstemartic review
The role of boost and hypofractionation as adjuvant radiotherapy
in patients with DCIS: A meta-analysis of observational studies

Ek dozun katkisi yok

ANCAK .......

Cerrahi sinir pozitifliginde rekiirrens riskinde anlamh

azalma saglar!
Risk %50 |

Nilson C, Radiother Oncol 2015



RT’ve bagh yan etkilerden korkmali mi?



Overview of the Randomized Trials of Radiotherapy in Ductal
Carcinoma In Situ of the Breast
Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)

Correspondence to: EBCTCG Secretariat, Clinical Trial Service Unit (CTSU), Richard Doll Bldg, Old Road Campus, University of Oxford, Oxford OX3 7LF,
United Kingdom (e-mail: bc.overview @ ctsu.ox.ac.uk).
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Cardiovascular Morbidity and Mortality After Treatment for
Ductal Carcinoma In Situ of the Breast

Maomi B. Boekel, Michael Schaapvald, Jourik A. Giatama, Emiel J. T. Rutgers, Michel |. M. Verstaagh, Otto Visser,
Barthe M. P Aleman, Flora E. van Leauwen

Manuscript received January 2, 2014 ; revised April 21, 2014; accapted May 8, 2014,
Comespondence in: Flora E. ven Leeuwen, PhD, Metherdznds Cancer Institute, Fleemanlaan 121, 1088 CX Amsterdam, The Metherdands (e-mail: fyvlasrweang@nkinl,

Background Recent concerns about potential overdiagnosis and overtreatment of ductal carcinoma in situ of the breast (DCIS)
render evaluation of late effects of treatmant, such as cardiovascular disease (CVD), of great importance. We stud-
ied cardiovascular morbadity and mortality in a large population-basaed cohort of DCIS patients.

Methods Data on all incaident DCIS case patients in the Netherlands between 1989 and 2004 who were diagnosed befora the
age of 75 years were obtained (n = 10468). CVD data was ascquirad through linkage with population-based ragis-

10 yillik izlemde, RT:
Kardiyovaskiiler morbidite/mortalite riskini arttirmaz.

between treatment groups {left-sided vs nght-sided radiotherapy: HE = 0.94; 85% Ll = 0.68 to 1.29).

Conclusions After a median follow-up of 10 years, we did not find an increased risk for cardiovascular morbidity or mortality
after radiotherapy for DCIS when companng surgery and radiotherapy vs surgery only, nor when companng
radiotherapy for left-sided ws nght-sided DCIS. Compared with the general population, DCIS patients have a
decreased nsk of cardiovascular death, independent of treatment.

JHNCI J Natl Cancer Inst (2014} 106(8): dju156 doi:10.1093/ncr'dju 156




Ozetle...

Standart tedavi: MKC + Tim meme RT

MKC sonrasi RT almayacak grubu belirlemede klinik ve
patolojik faktorler yetersiz

Oncotype DX: Dusuik riskte sadece MKC olabilir ancak
faz Ill calismalar ve uzun izlem gerekli

Tmx RT’nin yerini alamaz
ER+ - Adjuvan Tmx/Anastrozol

Risk/yarar analizi ve hasta tercihine gore tedavi karari
verilmelidir
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