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Sunum Plani

*Triple negatif meme kanserinde prognoz ve tedavi yaniti

**Triple negatif meme kanserinde NAKT sonrasi RT (MKC, Mastektomi)
**Triple negatif meme kanserinde adjuvan RT(MKC, Mastektomi)
**Triple negatif meme kanserinde boost tedavi

**Triple negatif meme kanserinde hipofraksiyone RT

*Triple negatif meme kanserinde APBI

“*Sonuc ve Oneriler
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Patolojik ozellikleri

BRCA1 germline mutasyonu

P53 mutasyonu ~%80
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Triple negatif meme kanseri heterojen
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Prognosis

Candidate therapeutic
targets

EGFR, MET, EPHA2, mTOR

AR, Hsp90, PI3K, FGFR4

SRC, PI3K, MEK1/2, mTOR,
PDGFR, NFKB, IGF1R, FGFR,
TGFBRIII

JAK1/2, LYN, STATS, IRF1/7/8,

BTK, NFKB
SRC, PI3K and mTOR, IGF1R,
PDGFR, FGFR

PARP 1, TTK, PLK1,
CHEK1, AURKA/B, RAD51

PARP 1, TTK, PLK1, CHEK1,
AURKA/B, RAD51

+*Tum meme kanserlerinin ~% 9-20’i (yilda 200 bin

vaka)
** Genellikle <40y tani alir
+*~%20 BRCA mutasyonu + (BRCA1, tim meme ca <%6 BRCA+)

+* BRCA1 mutant meme kanserlerinin %75’i TN/bazal-

benzeri
**~%20 AR(+)—2>Anti-androjen tx

*»*Bazal benzeri # triple negatif (TNMK ~%71 bazal-
benzeri; bazal benzeri ~%77 TNMK)

Lehmann JNCI 2011 : 1 (BL1), basal-like 2 (BL2), immune modulatory (IM),mesenchymal (M), mesenchymal stem-like (MSL), and luminal androgen receptor (LAR)

Swain S. Triple-Negative Breast Cancer: Metastatic Risk and Role of Platinum Agents 2008 ASCO Clinical Science Symposium, 2008. June 3, 2008.
Trivers KF, Lund MJ, Porter PL, et al. The epidemiology of triple-negative breast cancer, including race. Cancer Causes Control 2009; 20:1071.
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Early stage triple negative breast cancer: Management and future n
directions ey

Lubna N. Chaudhary, MD, MS

Division of Hemartology/Oncology, Froedrert and Medical College of Wisconsin, Milwaukee, W1
* Triple negatif meme kanseri agresif seyirli, rekiirrens riski yuksek,
** UM erken (akciger ve beyin)=>3-5 yilda erken evrede %25-30 UM!

** Rekirrensler ilk 3 yilda 1, ilk 5 yil mortalite oranlari

¢ Neoadjuvan KT (2T1b/1c)>yanit degerlendirilmesi! (~ pCR %30-40)

«Principles of surgery and radiation for TNBC are the same as in all other breast cancers and there

are no TNBC-specific recommendations” for local management. Systemic chemotherapies have evolved over

time with improvement in responses and patient outcomes»
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ORIGINAL REPORT N= 1434 BCT medyan takip 7

MKC+RT

Age, Breast Cancer Subtype Approximation, and Local

Recurrence After Breast-Conserving Therapy

Nils D. Arvold, Alphonse G. Taghian, Andrzej Niemierko, Rita F. Abi Raad, Meera Sreedhara, Paul L. Nguyen,
Jennifer R. Bellon, Julia S. Wong, Barbara L. Smith, and Jay R. Harris
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") Check for updates
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@ Response to Radiotherapy After Breast-Conserving Surgery in .
Different Breast Cancer Subtypes in the Swedish Breast %*
Cancer Group 91 Radiotherapy Randomized Clinical Trial
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Per Malmstrom, Emma Niméus, Elisabeth Werner Ronnerman, Mdrten Fernd, and Per Karlsson
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Randomizasyon MKC % RT, Adjuvan sistemik tedavi %8
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Radiation therapy in the locoregional treatment of ®
triple-negative breast cancer

Meena 5 Moran
o o o o

This Review assesses the relevant data and controversies regarding the use of radiotherapy for, and locoregional iancetOncol 2015; 16: e113-22 TN M K r ady Osen s I tl Vi tes I
management of, women with triple-negative breast cancer (TNBC). In view of the strong association between BRCA1  vale University School of
and TNBC, knowledge of baseline mutation status can be useful to guide locoregional treatment decisions. TNBC is  Medicine, Department of
not a contraindication for breast conservation therapy because data suggest increased locoregional recurrence risks Ter@peutic Radiology, New

. . . . - Haven, CT, USA (M 5 Moran MDY}
(relative to luminal subtypes) with breast conservation therapy or mastectomy. Although a boost to the tumour bed o . A k t k 9 ’

- . . e . . . to:

should routinely be considered after whole breast radiation therapy, TNBC should not be the sole indication for post- Dr:‘f:::si::an Vale n Ca e ] n .
mastectomy radiation, and accelerated delivery methods for TNBC should be offered on clinical trials. Preliminary university school of Medicine,
data implying a relative radioresistance for TNBC do not imply radiation omission because radiation provides an Departmentof Therapeutic
absolute locoregional risk reduction. At present, the integration of subtypes in locoregional management decisions is E‘;‘;i:é“gzxﬁg:““- o
still in its infancy. Until level 1 data supporting treatment decisions based on subtypes are available, standard . \orn@yale edu
locoregional management principles should be adhered to.

konusunda veri yetersiz....

LRR (%) Absolute difference
“» TNMK radyorezistan mi radyosensitif mi? Dieeil bl ST
. : . .. . Lum A 32% 3% 29%
+*»* Danish 82b/c subgrup analizine gore radyorezistan \um B 48% 3% 28%
< Oxford meta-analizi 2011, radyorezistan L. 32% 1% 7%
HER2+ 33% 21% 12%
’0

» Ancak Danish ¢alismasi dikkatli incelendiginde PMRT ile

Greater relative benefit of radiation is suggested for luminal subtypes or those
with cestrogen receptors, than for those with the TNBC subtype. Data are from
Kyndi and colleagues™ (patients treated in the Danish post-mastectomy trials).

. . LRR=locoregional relapses. PMRT=post-mastectomy radiation therapy.
» BRCA1 mutant geneti k radyose nsitif Lum A=luminal A. Lum B=luminal B. TNBC=triple-negative breast cancer.

TNMK’de ~%50 LRR riski

*

TNMK’de RT uygulanmali, veriler yetersiz Table 2: Radiation treatment for patients of different breast cancer
subtypes who had a mastectomy
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NAKT TNMK'de rasyonel

+*ASCO 2021 TNMK i¢cin 2T1c, ve tm boyutundan bagimsiz cN+ icin NAKT Oneriri

+* St Gallen paneli evre Il ve lll tm’de, HER-2 pozitif ya da triple negatif kanserlerde, ve inflamatuar meme
kanserinde preop NAKT onermekte

*»* Tm downstaging—>cerrahi opsiyon (meme ve aksilla i¢in)

+ Yanit degerlendirme avantaji, prognostiktir ve ek adjuvan sistemik tx gereksinimini belirler
*TNMK’de pCR ~30-40% - DFS 1 (pCR @) =2 adjuvant Kapesitabin

**Dislik risk TNMK’de pCR elde edilen hastalarda tedavi yaniti RT endikasyonunu etkiler
mi?

s»*Sinirl sayida veri: KT yaniti & subtipin LRR’e etkisi???

St Gallen paneli 2019 &2021
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Response to Neoadjuvant Therapy and Long-Term Survival

in Patients With Triple-Negative Breast Cancer

Cornelia Liedtke, Chafika Mazouni, Kenneth R. Hess, Fabrice André, Attila Tordai, Jaime A. Mejia,
W. Fraser Symmans, Ana M. Gonzalez-Angulo, Bryan Hennessy, Marjorie Green, Massimo Cristofanilli,
Gabriel N. Hortobagyi, and Lajos Pusztai

NACT uygulanmis N= 1118, MDACC, prospektif data 1985-2004
TNBC 23%

TNBC’da anlamli pCR (%22 vs %11, P =.034),

Buna ragmen 3y PFS ve OS anlaml |,

PCR +2>TNBC= non-TNBC
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TNMK’de NAKT sonrasi pCR sagkalimda gtclii bir prediktorddir...
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ORIGINAL ARTICLE - BREAST ONCOLOGY

: . % NAKT->MKC; HER2+ = Trastuzumab
Locoregional Control According to Breast Cancer Subtype

and Response to Neoadjuvant Chemotherapy in Breast Cancer R . . .
Patients Undergoing Breast-conserving Therapy «  Subtipe gore pCR :

J

0 o
Shannon K. Swisher!, Jose Vila, MD', Susan L. Tucker, PhD?, Isabelle Bedrosian, MD', Simona F. Shaitelman, MD, % 16-5 /) (H R+/ HE RZ');
EdMJ, Jennifer K. Litton, MD*, Benjamin D. Smith, M[f', Abigail 8. Caundle, MD, MPH', Henry M. Kuerer, MD,
PhDY', and Elizabeth A. Mittendorf, MD, PhD' &

% 45.7 % (HR+/HER2+),

'Department of Breast Surgical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX;

_ % 72.4% (HR-/HER2+),
s &  42.0 % (HR-/ HER2-) (P=0.001).
g £ &  HR-/ HER2- LRR-free sag kalim pCR % 98.6 %
£ vs no pCR 89.9 %
]
5
i S HR+/HER2+ (N = 105)
3 =044 HR JHER S (N = 38) Molekiiler subtip ve NAKT’ye yanit LRR icin prognostik
= g HR—/HER2- (N = 219)
. > 4 6 8 10

Years After Diagnosis

LRR-free survival by constructed subt



Collaborative Trials in Neoadjuvant Breast Cancer Group (CTNeoBC): LRR After NAC

Lancet 2014; 384: 164-72

Articles

12 ¢alismada n= 11955

NAKT’ye pCR GSvs EFS 1 iliskili

@™ ® Pathological complete response and long-term clinical (ypT0 ypNO ya da ypT0/is ypNO)
~ benefit in breast cancer: the CTNeoBC pooled analysis Agresif subtiplerde daha belirgin

Patricia Cortazar, Lijun Zhang, Michael Untch, Keyur Mehta, Joseph P Costantino, Norman Welmark, Hervé Bonnefoi, David Cameron,

Luca Gianni, Pinuccia Valagussa, Sandra M Swain, Tatiana Prowell, Sibylle Loibl, D Lawrence Wickerham, Jan Bogaerts, Jose Baselga,

Charles Perou, Gideon Blumenthal, Jens Blohmer, Eleftherios P Mamounas, Jonas Bergh, Viadimir Semiglazov, Robert Justice, Holger Eidtmann,
Soonmyung Paik, Martine Piccart, Rajeshwari Sridhara, Peter A Fasching, Leen Slaets, Shenghui Tang, Bernd Gerber, Charles E Geyer Jr,

Richard Pazdur, Nina Ditsch, Priya Rastogi, Wolfgang Eiermann, Gunter von Minckwitz
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NAKT sonrasi meme kanserinde RT

NAKT sonrasi MKC sonrasi RT

NAKT oncesi

cT1/2 cN1+ ypT1l+yadaypN1l+ §+ + +
(pCR @)
cT1/2 cN1+ ypTO/is ypNO + Relaps riski***
cT1/2 cNO ypTO/is ypNO + - _
13-4 ya da N2-3

**Standart: ok k Relaps riski yiiksek olgular:

+*MKC sonrasi

++cT3-T4, cN2-N3: Yanittan bag larak WBRT/PMRT + RNI . v .
¢ € anittan bagimsiz ofara / *+*pNO Premenopozal: Santral/medial timar ve (grad 2-3 ve ER/PR negatif)

“»Tanida ¢T1-2 NO - NAKT sonrasi ypTO/Tis NO “*NAKT 6ncesi pN1a ya da cN+:
“*PMRT ya da RNI @

¢ Santral/medial timor ve (grad 2-3 ya da ER/PR negatif)

**Tanida cT1-2 N1 - NAKT sonrasi ypT1+ya da ypN+ +* Premenopozal: Lateral tiimér ve (grad 2-3 ya da ER/PR negatif)
<+ WBRT/PMRT + RNI
AGO/DGGG Guideline 2021



Ann Surg Oncol (2021) 28:1328-1335 Annals of )

https://doi.org/10.1245/510434-020-09136-8 SURGICAIL ONCOLOGY Chack fog ,:, CT 1 -T 3 N O ve y p N 0 ( n= 2 2 7 )

OFFICIAL JOURNAL OF THE SOCIETY OF SURGIC AL ORCOLOGY

ORIGINAL ARTICLE - BREAST ONCOLOGY 0:0 NAKT sonrasl memede ypTis_T3

\/
Does Failure to Achieve Pathologic Complete Response <* PMRT ve RNI (-) / MKC sonrasi WBRT +
with Neoadjuvant Chemotherapy Identify Node-Negative Patients % TN (n=82): 3-y LBR %10 (HR+%2.8, HER2+ %2.7)

Who Would Benefit from Postmastectomy Radiation or Regional o . . _
Nodal Irradiation? +* LVI+ %11.9 vs. LVI- %5, p=0.10

Angelena Crown, MD', Mithat Gonen, Pth, Tiana Le, BA", and Monica Morrow, MD'

TABLE 2 Patients with locoregional recurrence
- e

Age, Surgery Type cT ypT LVI Differentiation  Pattern of  Degree Adjuvant  Site Time to Distant  OS
years tumor of relapse (months)
Tesponse treatment (months)
effect
42 Mastectomy | TN c¢T2 ypT2 No  Poor Scattered Minimal None Chest wall 13 Yes 36
33 Mastectomy | HR+/ c¢T2 ypT3 No  Poor None None Al Internal 10 No Alive at 15 TN hastalarda PMRT!
HER2— MAmmary months
nodes
34 Lumpectomy | TN c¢T2 ypTl No  Poor Concentric  Unknown  None Supraclavicular, 22 No Alive at 38
axillary, months I I I e k
nd LVSI p anlamli olmasa da 2x ris
subpectoral
nodes
42 Lumpectomyl HER2+ ¢Tl  ypTl Yes Moderate Scattered Unknown  None Breast 22 No Alive at 27
months Diger risk fx varliginda anlamli
41 Mastectomy | TN cT2  ypT2 Yes Poor Unknown Unknown  Cape Internal 6 Yes 8
mammary
nodes
31 Lumpectomyl TN ¢T3 wypTl No  Poor Concentric  Marked None Supraclavicular 14 Yes 29 I b 'I 4
) ’ : nodes olabilir (genc yas, LVSI+..
61 Lumpectomyl] TN ¢T2 ypTl No Poor Scattered Minimal None Internal 26 Yes Alive at 32
mammary months
nodes
44 Lumpectomy | HR+/ cT2 ypTl Yes Poor Scattered Marked Tam Chest wall 12 No Alive at 70
HER2— months
62 Lumpectomy ] TN ¢T3 ypTl No  Moderate Scattered Minimal None Internal 30 No Alive at 72 NA KT 9PMRT son uglar’ farkl’
mammary months
nodes calismalarda heterojen

LVI lymphovascular invasion, O overall survival, HR hormone receptor, Al aromatase inhibitor, HER2 human epidermal growth factor 2, TN triple-negative



Wang et al. BMC Cancer (2021) 21:728
https://doi.org/10.1186/512885-021-08423-1

@ | 12 ¢alisma, n=17747 hasta

The role of postmastectomy radiation in
patients with ypNO breast cancer after
neoadjuvant chemotherapy: a meta-
analysis

Ke Wang'", Xiaoyan Jin"*", Weilan Wang'~", Xiuyan Yu' and Jian Huang'

A Impact of PMRT on LRR (Overall population) B Impact of PMRT on LRR (Stage less than I11)
Study Risk Ratio RR  95%-ClWeight Study Risk Ratio RR  95%-ClWeight
Huang 542/134 0.38 [0.25; 0.58) 16.3% Huang 91/66 — 0.22 [0.06; 0.76] 28.9%
Nagar 119/43 0.14 [0.05;0.39] 12.8% McGuire 10120 ———— 2.00[0.14;28.76] 1.8%
McGuire 72/34 0.44 [0.12;1.65] 10.8% Nagar 119/43 e 0.14 [0.05; 0.39] 41.0%
Bae 56742 0.74 [0.16;3.45] 8.4% Qinlin 35/66 —_— 0.26 [0.01; 481] 6.7%
Shim 105/46 0.28 [0.05;1.61] 8.3% Cao 75113 —&— 0.08 [0.02; 0.48] 14.0%
Qinlin 89/96 014 [0.02,1.15] 6.9% Scodan 39/44 —_— 0.36 [0.04; 3.31] 7.6%
Cao 44/9 017 [0.03;1.00] 8.1% i
Scodan 77/56 0.41 [0.10;1.65) 10.3% Fixed effect model 0.21[0.12; 0.40]100.0%
Miyashita 183/1114 1.27 [1.01;1.59] 17.0% Heterogeneity: Pe 0%, A= E 4,55 @ :'0.43)
0105 2 10
Random effects mmie!2 0.38[0.19; 0.77]100.0% Lower LRR  Higher LRR
Heterogeneity: /° = 83%, 1" = 0.7409, 42(p=<001)
01 0512 10
Lower LRR  Higher LRR
C Impact of PMRT on LRR (Stage 1IT)

Study Risk Ratio RR 95%-ClWeight

Huang 35111 0.08 [0.01; 0.66] 25.9%

McGuire 62/12 0.14 [0.04; 0.45] 37.4%

Qinlin 54/30 0.12 [0.01;1.04] 28.6%

Scodan 38/12 —r—E—' 0.61 [0.06;6.12] 8.2%

1
Fixed effect model > 0.16[0.07; 0.37]100.0%

Heterogenetty: 1= 0%, 7 = 0, 3= 184 (» L 061)"
001 01 1 10 100
Lower LRR  Higher LRR
Fig. 2 Forrest plot of RR used to evaluate the association between PMRT and LRR. A Overall population; B Stage less than Il breast cancer; C
Stage |Il breast cancer. RR values with 95% confidence intervals for survival are associated with PMRT group versus no PMRT group; RR less than 1
represents a lower risk of recurrence. The pooled results showed that PMRT was associated with reduced LRR. Abbreviations: PMRT,
L postmastectomy radiation therapy; LRR, local-regional recurrence

BMC Cancer

NAKT sonrasi ypNO

PMRT ile LRR, ancak GS >

Table 1 Selected characteristics of studies in the meta-analysis

Study Country Year No. of patients Patholo-gical stage Type of surgery NAC Outcome Median follow up (Months)
Huang American 2004 676 - Mastectormy ATVACP LRR, 69
MeGuire American 2007 106 &l Mastectormy AT LRR, 0% 62
Scodan France 20010 134 I-l Mastectormy AT LRR, DF5, 05 91
Magar American 2011 162 Il Mastectormy AT LRR 75
Bae Korean 2012 98 a-1m Mastectomy NR LRR, DF5, 05 42
Shim Korea 2013 13 I-n Mastectormy AT LRR, O5, DFS 59
Liu American 2015 1580 - Mastectormy MR 05 56
Rusthove-n  American 2016 3040 -1 Mastectormy NR 05 41
Kantor American 2016 83N &l Mastectomy MR 05 &9
Qinlin China 2017 185 -1 Mastectormy AT LRR, DF5, 05 70
Cao China 2017 88 &l Mastectormy AT LRR, DF5, 05 &7
Miyashita  Japan 2019 3226 -l Mastectormy NR LRR, DDF5, 05 > &0

Abbreviations: NAC Neoadjuvant chemotherapy, A Anthracycline-based chemotherapy, A/T Anthracycline- or taxane- based chemotherapy, NR No report, LRR Local-
regional recurrence, DFS Ddisease-free survival, 05 Overall survival



A Randomized Phase lll Clinical Trial Evaluating Post-Mastectomy Chestwall
and Regional Nodal XRT and Post-Lumpectomy Regional Nodal XRT in Patients
With Positive Axillary Nodes Before Neoadjuvant Chemotherapy Who Convert

to Pathologically Negative Axillary Nodes After Neoadjuvant Chemotherapy

A Randomized Phase lll Trial Comparing Axillary Lymph
Node Dissection to Axillary Radiation in Breast Cancer
Patients (cT1-3 N1) Who Have Positive Sentinel Lymph

Node Disease After Neoadjuvant Chemotherapy

ALLIANCE A11202 Schema January 2024

ALLIANCE A11202 Schema

Clinical T1-3 N1 M0 BC

Neoadjuvant Chemotherapy

BCT or Mastectomy
Sentinel Lymph Node Surgery

. | o |
? SLN Negative SLN Positive

°
| Stratify: Mastectomy v lumpectomy

Histologic subtype
| Randomization | cT stage before NAC

I Adjuvant chemotherapy

I | !

ALND & No further axillary surgery. |
Breast/chest wall and nodal Breast/chest wall and
XRT (no Axillary RT) nodal XRT (incl. Axilla)

NSABP B-51/RTOG 1304 Schema

NSABP B-51/RTOG 1304 (NRG 9353) Schema

Clinical T1-3 N1 M0 BC
|

Axillary nodal involvement
(FNA or core needle biopsy)

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

Definitive surgery with histologic documentation of
negative axillary nodes (either by axillary dissection
or by SLNB = axillary dissection

Stratification
e of surgery (mastectomy vs lumpectom
ER status (+ vs -). HER-2 status (+ vs -}

pPCR in breast (yes vs no)
|
Randomization
I
I 1

" No Regional Nodal XRT
with breast XRT if BCS &

No chest wall XRT if
mastectomy

with breast XRT if
BCS and chest wall

XRT if mastectomy

Regional Nodal XRT |

August 2028

Stratify: Mastectomy v lumpectomy

ER or PR status

HER2 status

Adjuvant chemotherapy
Breast pCR



m e ANNALS o
ONCOLOGY

SPECIAL ARTICLE

Customizing local and systemic therapies for women with early breast

cancer: the St. Gallen International Consensus Guidelines for treatment of
early breast cancer 2021

H. J. Burstein® ', G. Curigliane® ', B. Thiirlimann®, W. P. Weber®, P. Poortmans®, M. M. Regan’, H. J. Senn®, E. P. Winer'
& M. Gnant’, Panelists of the St Gallen Consensus Conference’

+** T2 klinik NO: triple negatif ya da HER2+ NAKT—>pCR: RNI 6nerilmez

+** Klinik N+ aksilla NAKT pCR—>RNI onerilmektedir

St. Gallen 2021:

cN+ - pCR olsa da RNI onerilir
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OPERABLE DISEASE:

SURGICAL TREATMENT AND ADJUVANT THERAPY AFTER PREOPERATIVE SYSTEMIC TREATMENTY

SURGICAL TREATMENT

BCS with surgical

axillary staging! (see
BINV-D)

BCS possible

Mastectomy and surgical

axillary staging' (see BINV-D)
+ reconstruction (optional)P
BCS not possible ——»

i See Considerations for Surgical Axillary Staging (BINV-D).

P See Principles of Breast Reconstruction Following Surgery (BINV-H).

n See Principles of Radiation Therapy (BINV-I).
PP See Principles of Preoperative Systemic Therapy (BINV-M).

—

ADJUVANT THERAPY

Adjuvant systemic therapyPP:¥V (see BINV-16) + post-lumpectomy

adjuvant RT"

+ cN+ and ypNO: Adjuvant RT to the whole breast * boost to the tumor
bed;""¥ and strongly consider comprehensive RNI with inclusion of
any portion of the undissected axilla at risk.

« Any ypN+: Adjuvant RT to the whole breast * boost to the tumor
bed;"""W¥ and comprehensive RNI with inclusion of any portion of the
undissected axilla at risk.

« Any cNO, ypNO: Adjuvant RT to whole breast * boost to tumor bed

Adjuvant systemic therapyPP:¥V (see BINV-16) + post-mastectomy adjuvant

RTM

= cN+ and ypNO: Strongly consider RT to the chest wall and
comprehensive RNI with inclusion of any portion of the undissected
axilla at risk.

« Any ypN+: RT is indicated to the chest wall + comprehensive RNI with
inclusion of any portion of the undissected axilla at risk.

or

Adjuvant systemic therapyPP:¥V (see BINV-16) without adjuvant RT for any

cNO,ypNO if axilla was assessed by SLNB or axillary node dissection/

YUY The accurate assessment of in-breast tumor or regional lymph node response to preoperative systemic therapy is difficult, and should include physical examination
and performance of imaging studies (mammogram and/or breast ultrasound and/or breast MRI) that were abnormal at the time of initial tumor staging. Selection of
imaging methods prior to surgery should be determined by the multidisciplinary team.

W Complete planned chemotherapy regimen course if not completed preoperatively.

ww Strongly consider RT boost for high-risk features (eq, high-grade disease, age <50 years).




Triple negatif meme kanserinde NAKT sonrasi RT

MKC sonrasi tiim hastalara WBRT
Tanida cT1-2 NO - NAKT sonrasi ypT0/Tis NO
***PMRT ya da RNI @

Tanida cNO- 2NAKT sonrasi yp NO RNI @
Klinik N+ aksilla NAKT pCR -2RNI énerilmektedir

***Y(JKSEK RISK preoperatif Evre Il — PMIRT-MDACC-UC Athena Network énerileri
» >2 cm rezidiiel primer, <40y, LVSI, ECE, yakin cerrahi sinir, >20% + LN , ileri klinik ve patolojik evre ve
TNBC

» Diisiik risk preoperatif Evre Il - risk/yarar




Sunum Plani

*Triple negatif meme kanserinde prognoz ve tedavi yaniti

**Triple negatif meme kanserinde NAKT sonrasi RT (MKC, Mastektomi)
**Triple negatif meme kanserinde adjuvan RT(MKC, Mastektomi)
**Triple negatif meme kanserinde boost tedavi

**Triple negatif meme kanserinde hipofraksiyone RT

*Triple negatif meme kanserinde APBI

“*Sonuc ve Oneriler



TNMK’'de erken evrelerde MKT vs Mastektomi

Treatment Survival estimates

Study ID, Study design Study size, Age Follow-up Stage of
country/region TNBC cases (years) time (years) disease
Abdulkarim et al,** Retrospective cohort 768, 468 Median: 56 Median: 7.2 TI-3, N0O-2 BCT vs M
Canada study (T1-2N0) MKC>M
Wang et al,* Meta-analysis 4,364, 962 Median: 55 Median: 5.8  0-IV BCTvs M
China (one RCT and (stages I-II) MKC>M
the remaining
are retrospective
observational studies)
Zumsteg et al,* Retrospective cohort 646 Median: 59 Median: 6.5 TI-2, N0 BCTwvs M
USA study MKC=M
Bhoo-Pathy et al,”’ Retrospective cohort 1,138, 775 Median: 53 Median: 3.6  TI—4, N0O-3 BCT vs M
Asia study (T1-2N0- MKC=M
IM0)
Ly et al,”® USA Retrospective cohort 62 NR Median: 3.3  TI-2,NO-I BCTvs M
study MKC>M
van Maaren et al,”® Retrospective cohort 37,207 NR Median: 11.4 TI-2NO- BCTvsM
the Netherlands  study (all types) MO MEKC>M

Five-year LRR-free survival for
TI1-2NO: 96% vs 90% (P=0.022)
OS: NR

ILRR: 16.9% vs 21.9% (P<<0.0001)
DM: 23.6% vs 34.4% (P<<0.00001)

S-year LRR: 4.2% vs 5.4% (P=0.05)
S5-year DM: 8.2% vs 8.1% (P=0.92)
OS: P=0.762

5-year RSR: 90.8% vs 94.7%
(P=0.05)

7-year LRR: 19.7% vs

17.5% (P=0.465)

7-year RFS: 77.6% vs

60.2% (P=0.193)

7-year DM: 2.63% vs 22.4%
(P<<0.0001)

10-year OS: 77% vs 60% (P<<0.05)

Erken evre TNMK icin MKT>Mastektomi veriler mevcut: MKT ile lokal-bélgesel rekiirrens ~%6,
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Locoregional Recurrence—Free

Survival (%)

Increased Risk of Locoregional Recurrence for Women With
T1-2NO Triple-Negative Breast Cancer Treated With
Modified Radical Mastectomy Without Adjuvant Radiation
Therapy Compared With Breast-Conserving Therapy

Bassam S. Abdulkarim, Julie Cuartero, John Hanson, Jean Deschénes, David Lesniak, and Siham Sabri

100
-r‘;._'_h‘_‘_\_‘-
"‘1
90 it L
B0
70 - BCT
sod 0-- MRM
— -— - MRM +RT
&0 4
4{]-
30 4
20 L T L] T L) T T
0 1 2 3 4 5 6 7

Time (years)

T1-2No triple negatif meme kanseri, n=768

MRM vs MKC adj RT

Medyan takip 7.2 yil; LRR %10

5y LRR olmadan sag kalim %96 vs %90 (p=0.027) (MKC vs MRM)
Multivaryan analiz: MRM (vs MKC), LVSI, LN+ ile LRR riski 1
Adj KTile LRR 4

Overall Survival (%)

30 4

20 . T T
0 1 2 3 4 5 6 7

Time (years)

MKC+RT>Mastektomi
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ORIGINAL RESEARCH

Radiotherapy after surgery has significant survival benefits for

patients with triple-negative breast cancer

Yi Yao |

>
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TNMK’'de MKC sonrasi adjuvan RT

NCCN Guidelines Index

National : - i
comprehensive NCCN Guidelines Version 2.2022
NCCN IS Invasive Breast Cancer

Table of Contents

Discussion

LOCOREGIONAL TREATMENT OF c¢T1-3, cNO or cN+, M0 DISEASE:?
BREAST-CONSERVING SURGERY (BCS) FOLLOWED BY RT

RT AFTER COMPLETION OF BCS AND AXILLARY STAGING

Negative
axillary nodes

BCS with
surgical axillary 1=3 positive
staging axillary nodes

(category 1)idkl

24 positive™
axillary nodes

or

or

Yes to
Meets ALL of the following all
criteria:
» cT1-T2, cNO
— |« No preoperative chemotherapy
» 1-2 positive sentinel lymph

node (SLNs)
« WBRT planned No ——

WBRT * boost" to tumor bed (category 1) + comprehensive RNI with

WBRT * boost" to tumor bed, and consider comprehensive regional nodal
irradiation (RNI) in patients with central/medial tumors, pT3 tumors, or pT2 tumors
with <10 axillary nodes removed and one of the following high-risk features: grade
3, extensive lymphovascular invasion [LVI], or ER-negative.

Consideration of APBI in selected low-risk patients."°

Consider omitting breast irradiation in patients 270 y of age with
ER-positive, cNO, pT1 tumors who receive adjuvant endocrine therapy (category 1)

WBRT * boost (use of
comprehensive RNI with or

—|without intentional inclusion of

axilla is at the discretion of the
radiation oncologist) (category 1)

WBRT with inclusion of any
portion of the undissected axilla
at risk * boost" to tumor bed
(category 1). Stron?ly consider
comprehensive RNL.

inclusion of any portion of the undissected axilla at risk (category 1)

4

4

4

4

L)

4

4

L)

\/
0’0

ER+, 270y cNO, pT1 adjuvan endokrin
tedavi alabilecek hastalarda WBRT
omit edilebilir.

Ancak tek basina klinik ve patolojik
ozellikler farkh IBR oranlarina neden
olur

Multigene assay, RNA gene assay:
«dustik risk» liminal hastalan
belirleyebilir

Triple negatif meme kanserinde MKC

.onras: adj RT onerilir!




OncoTargets and Therapy Fengxia Chen' Dove

Feifei Pu?

2017
3

REVIEW

Role of postmastectomy radiotherapy in early-

stage (T 1-2NO-1MO0) triple-negative breast

cancer:a systematic review

Table 2 Mastectomy versus mastectomy + PMRT

Study ID, Study Study size, Age Follow-up, Stage of Treatment Survival estimates
country/region design TNBC cases  (years) time (years) disease
*Chen et al,* Retrospective 553,416 (TI-  Median: 52  Median: 5.4 TI-4,N0-3 M+PMRTvsM DFS:HR 16.41; 95% CI,
China cohort study 2NO0-1M0) 1.61-167.11; P=0.018
*Kong and Hong,*  Retrospective 14 Median: Median: 7 TI-2NI M+PMRTvs M NR
Korea cohort study 48.6
*Gabos et al,® Retrospective 74 NR Median: 4.8 NR M +PMRT vs M NR
Canada cohort study
skWang et al,* RCT 681 NR Median: 7.2 TI1-2, NO-3 M +PMRT vs M Five-year RFS: 88.3% vs
China 74.6% (P=0.02)
Five-year OS: 90.4% vs
78.7% (P=0.03)
Jagsi et al,* Retrospective ~ NR Median: 64  Median: 8.3 TI-3NO M 10-year LRR: 6.0%
USA cohort study
4 Truong et al,® Retrospective ~ NR Median: 62 Median: 7 TI1-2N0 BCS and M 10-year LRR: 7.8%
Canada cohort study DM: 11.7%
10-year BCSS: 88.4%
10-year OS: 74.7%
%kShen et al,* Retrospective 167 Median: 50  Median: 6.1 TI-2NI M+PMRTvs M LRR:34% vs 19.2%

China

cohort study

Abbreviations: M, mastectomy; PMRT, postmastectomy radiotherapy; TNBC, triple-negative breast cancer; DFS, disease-free survival; HR, hazard ratio; Cl, confidence
interval; NR, not reported; RCT, randomized controlled trial; RFS, relapse-free survival; OS, overall survival; LRR, locoregional recurrence; BCS, breast-conserving surgery;
DM, distant metastasis; BCSS, breast cancer-specific survival.

PMRT ile yiiksek risk fx olan hastalarda LRR ,

(CS+, LN+, tm boyutu!)
GS katkisi???

PMRT DFS

PMRT {, LRR TNMK

PMRT {/ LRR TNMK

PMRT 5y RFS ve GS TN TNMK

PMRT gerekli
PMRT gerekli

PMRT ek katki@
Bu calismada ~%95 hasta KT +



Erken evre TNMK'de PMRT?

Radiotherapy and Oncology 100 (2011) 200-204

Contents lists available at ScienceDirect

¢ Prospektif faz lll, Evre I-1l N=681 TNMK, 2001-2006

Radiotherapy and Oncology

journal homepage: www.thegreenjournal.com

% N=315 KT vs N=366 KT+PMRT; NO 82%, N1 16%

Phase 11l randomised trial

Adjuvant chemotherapy and radiotherapy in triple-negative breast carcinoma: +* Mastektomi eadjuva nt KT (FEC ya da CM F)

A prospective randomized controlled multi-center trial

Jianhua Wang®', Mei Shi®**!, Rui Ling ™!, Yuesheng Xia®!, Shanquan Luo?, Xuehai Fu?, Feng Xiao?,

\¢ T -
Jianping Li?, Xiaoli Long?, Jianguo Wang €, Zengxia Hou?, Yunxia Chen®, Bin Zhou?, Man Xu? ”0 M edya n ta kl p . 86' 5 ay

4 Department of Radiation Oncology: ® Department of Breast Surgery, Fourth Military Medical University, Xi'an; © Department of Radiation Oncolegy, Shanxi Province Tumor Hospital,
Taiyuan;  Medical Technical Group, Second Military Medical University, Shanghai; and * Department of Rodiation Oncology, Fifth Hospital, Shanxi Province, China

5y OS: - PMRT 79% .... + PMRT 90% p=0.03 5y RFS: - PMRT 75% .... +PMRT 88% p=0.02
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Ann Surg Oncol (2022) 29:460-466 Annals of ()

nitpsldotorg/10 IZ4SRIOBE021031 -2 SURGICAL ONCOLOGY it BEATRICE prospektif faz Il galismanin retrospektif
analizi:

OFFICIAL JOURMAL OF THE SOCIETY OF SURGICAL 0MCOLOGY

ORIGINAL ARTICLE - BREAST ONCOLOGY

Post-mastectomy Radiation Therapy in Triple-Negative Breast N=940 (%38:2 PMRT + & %68.1 PMRT -)
Cancer Patients: Analysis of the BEATRICE Trial Medyan takip=5yil

<,
Majd Kayali, MD', Joseph Abi Jaoude, MD', Mohammed Mohammed, MD', Joanne Khabsa, MPH?, % NO->LRR arasi fark @

Arafat Tfayli, MD", Philip Poortmans, MD, PhD*®, and Youssef H. Zeidan, MD, PhD"*
< N1>%96 v %91 (HR=0.46)

Modern ST fark eski cahismalar kadar belirgin degil
N1 hastaliktaki fark anlamh @ ** N2->PMRT ile 5y LRR-siz sagkalim %76
Yeni prospektif calismalar gerekli!

BEATRICE Trial'
o o Triple Negative Breast Cancer
(ﬂ) S Amm 4 (b) S iy g — ' Nc—kliiﬁll'aritms
. iR
fl{"-: = r‘q _ Manmdumy:‘ Brc:hn.i‘-t‘mls-:l\ing Surgery
) “|  1-3 LN+ hastalar T~ —
: tliim hastalar o
. Ly
= = PMRT ‘ [ NoPMRT
359 Patienis 3£1 Patients
n i
=] o4 Flow diagram of the study cohort. 'BEATRICE Trial:
- Bevacizumab Containing Adjuvant Therapy Trial. *Mastectomy
2 _ included radical mastectomy, modified radical mastectomy, and
= = simple mastectomy. “PMRT: Post-Mastectomy Radiation Therapy
= T T T T T -
0 20 40 60 80 0 20 40 0 %0
Time to LRR (months) Time to LRR (months)
Number at risk ] -
S Number at risk
No madiotherapy 395 350 307 135 0 Noradiotherapy 156 136 116 49 0
Radiotherapy 99 87 73 38 0 Radiotherapy 119 109 08 49 0

No radiotherapy Radiotherapy

No radiotherapy Radiotherapy




T1-2N1MO triple-negative breast cancer patients from
the SEER database showed potential benefit
from post-mastectomy radiotherapy

XUEYING WANG!", YINGYING XU?", SHANSHAN GUO'?", JIAXIN ZHANG', MASANOBU ABE",

HAOSHENG TAN'!, SHAOJUN WANG?, PING CHEN' and LIANG ZONG'

IDcpartmcm of General Surgery, Northern Jiangsu People's Hospital; 2Dcpartmcm of General Surgery,
Yizhen People's Hospital, Yangzhou University, Yangzhou, Jiangsu 225001 ]’Dcpartmcnt of Oncology,
Graduate School of Medicine, Dalian Medical University, Dalian, Liaoning 116044, P.R. China;
“Division for Health Service Promotion, University of Tokyo Hospital, Tokyo 113-0033, Japan

Breast cancer-specific survival

Percent survival (%)
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< T1-2N1MO (n=7466)
+* SEER veri tabani
+» Mastektomi vs. Mastektomi + PMRT

** TN (n=887) meme kanserlerinde PMRT ile BCSS 1 (p=0.025)

** PSM analizinde sadece triple negatifte anlamli
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SPECIAL ARTICLE

Customizing local and systemic therapies for women with early breast

cancer: the St. Gallen International Consensus Guidelines for treatment of
early breast cancer 2021

H. J. Burstein' |, G. Curigliano® ', B. Thiirlimann®, W. P. Weber’, P. Poortmans®, M. M. Regan’, H. J. Senn®, E. P. Winer"
& M. Gnant’, Panelists of the St Gallen Consensus Conference’

* T1-2N1MO meme kanserlerinde PMRT rutin olarak 6nerilmemelidir.
¢ Olumsuz risk faktorleri olan olgularda yararl olabilir.
¢ Yuksek risk faktorleri:

% <40-45 yas, grad 3, HER2+, triple negatif, LVI+



TNMK’'de PMRT sonrasi adjuvan RT

National

Comprehensive NCCN GUidElineS VeI'SiDI'I 2.2022

Wiy Cancer .
Network® Invasive Breast Cancer

NCCN Guidelines Index
Table of Contents
Discussion

LOCOREGIONAL TREATMENT OF cT1=3, cNO or cN+, M0 DISEASE:9
MASTECTOMY FOLLOWED BY RT

>

>

L)

RT AFTER COMPLETION OF MASTECTOMY AND AXILLARY STAGING

>

Negative axillary nodes *

and tumor <5 c¢cm and
margins 21 mm

L)

-+ No RT®

Y

X/
0’0

Negative axillary

Consider RT" to chest wall. For patients with additional high-risk

nodes and tumor o

—|features,S consider addition of comprehensive RNI (including any A X4
<5 cm and negative ' .
margins but <1 mm portion of the undissected axilla at risk).
<
Negative axillary nodes __ |Consider RT" to chest wall * comprehensive RNI (including any See ¥
Total mastectomy and tumor >5 cm portion of the undissected axilla at risk). BINV-4
with surgical . ‘:’
axillary staging' 1-3 positive Strongly consider RT" to chest wall + comprehensive RNI (including
(category 1) £ axillary nodes' any portion of the undissected axilla at risk).
reconstructionP

24 positive

RT" to chest wall + comprehensive RNI (including any portion of the
axillary nodes™

undissected axilla at risk) (category 1)

Re-excision to negative margins is preferred. If not feasible, then
strongly consider RT" to chest wall + comprehensive RNI (including
any portion of the undissected axilla at risk).

Margins positive ———»

s Postmastectomy RT may be considered for patients with multiple high-risk recurrence
factors, including central/medial tumors or tumors 22 cm with <10 axillary nodes
removed and at least one of the following: grade 3, ER-negative, or LVI.

CS <1mm, <5 cm, LN (-)

>5 cm tm, LN (-)

24 LN metastazi

Fasya-cilt tutulumu (T4)

T1-2, 1-3LN+

Yiiksek riskli NO
** Medial/santral tm ya da
s T22 cm ve <10 ALND olup 3 kriterden

en az bir tanesi mevcut

¢ Grad 3tm

< ER-

s LVSI




Regional Nodal Irradiation (RNI): Improved Local Regional Control,
Distant DFS, DFS

Local Reg. Recurrence Distant Disease Free Disease Free Surv.
Trial n % No RNI RNI p No RNI RNI p No RNI RNI p
N1

NCIC

MA.20 1832 85 6.8% 43% .009 82.4% 86.3% .03 77% 82% .01
EORTC 4004 43 9.5% 8.3% 75% 78% .02 69.1% 72.1% .04
22922

§ 1.9% 134% 5%

Whelan et al. NEJM 2015;373(19):1878-1879

Poortmans et al, NEJIM 373: (4):317-327 2015



MA-20: Preplanned Subset Analysis

| . Disease-free Survival at 10 Years, According to Subgroup. |
Subgroup i Hazard Ratio (95% CI)  10-y7 DFS (%) p Value
i WBI  WBIRMI forInteraction
Al patients —— 0.76(0.61-0.94) o 80
Node +ve Pts: :
0 — 056 (0.28,1.09) 4 87 065
1 L, 0.85(0.61,1.18) 809 85
23 | 0.74 (0.53,1.04) 676 748
gt 1
3 ! 0.71(0.34,4.48) 603 698
Node Removed: i
10 yl I I | k <10 | 088 (0.62,1.27) "o 168 029
>=10 4 0.70 (0.54,0.90) 742 81.2
sonugclar R |
Negative + T 0.56 (0.39,0.81) 61.6 76.2  0.04
Positive T 0.88 (0.68,1.15) 78.6  80.8

i zo I e LR R % 6 . 8 %4 . 3 o . 009 P':l:egative _'_:' 0.57(0.41,0.80) 70.5 819  0.03

Positive 0.91(0.69,1.20) 76.7 78.5

DFS %77 %82 0.01 T - wonim  ns oms om

Central T 083 (0.53,1.30) 87 820
Lateral —— 0.7 (0.59,1.01) 0 T84
: \

LRFS %92 2 %95 2 0.009 025 05 1 2 4 Overall Survival at 10 years, According to Subgroup.

No. of Paterts No. of Pasents

with Evenia 10year O5 (%) 1 vatue for
Subgroup WBI WERRNI  WEI WEI-RNI Hazan Rallo (95% GO WS WHEISRNI intiracion
:
DMFS %82.4  %86.3 0.03 . T e
L] L
i
Positive Nodos: |
Q a9 L 16 13 = Il 078 (0.37, 162) TeB 83.9 088
0 0 1 447 460 73 TS —l— 099(0.72 136 843 845
0OS %81.8 %82.8 0.38 W omom W oW e ooy
>3 a7 S0 13 12 - 070(0.35 173 T14  TES
]
Hodes Removed: E
<0 308 204 54 55 — 1.03(0.71, 1500 E18 814 037
10 812 622 14 100 — 0.83(0.64, 1.00) E1.2 841
ER: :
Hegative: 234 231 B4 45 . 0E9 (047, 1000 7i9 813 oos
. Positive 582 685 104 110 R 1.03(0.78, 1.34) 840 835
1
Etki ER- PR- subgrupta en fazla - 5
Negate 365 360 a6l — O.76(0.55 1.08 78O 815 020
Pesitve 540 553 a7 n —_— 1.01(0.75, 135 €20 82.8
1
Tumor Location: '
Medial 136 125 25 23 — W 095(054168 03 811 047
Central 202 18 32 21 _;——._ 113 (0.7, 1.7 Ea 814
Lateral 578 864 1w ome 081(0.61, 1.0 €10 843
|

Whelan, T NEJM 2015;373:307-16 o 0s : .

+—— WBI*RNI| Battar WE| Better—»



Triple negatif meme kanserinde adj RT

Erken evre TN meme kanserlerinde
MKT 2 Mastektomi
MKC sonrasi WBRT

PMRT: Hasta bazinda karar verilmelidir




Sunum Plani

*Triple negatif meme kanserinde prognoz ve tedavi yaniti

**Triple negatif meme kanserinde NAKT sonrasi RT (MKC, Mastektomi)
**Triple negatif meme kanserinde adjuvan RT(MKC, Mastektomi)
**Triple negatif meme kanserinde boost tedavi

**Triple negatif meme kanserinde hipofraksiyone RT

*Triple negatif meme kanserinde APBI

“*Sonuc ve Oneriler



MKC Sonrasi Rekiirrens Paterni

**TN: Siklikla gercek rekiirrens

** Lumpektomi kavitesinin 3 cm icinde

**Rezidu invaziv hastalik riski mevcut

**HR+: Siklikla ikinci primer
**Primer timor yatagindan uzakta
Arvold ND, et al. J Clin Oncol 2011

Sioshansi S, et al. Cancer 2012
Machiels et al. Cancer J, 2021



REVIEW ARTICLE

(Cancer J2021;27: 32-40)

Local Treatment of Triple-Negative Breast Cancer

Melanie Machiels, MD, PhD,*7 Orit Kaidar-Person, MD, [
Isabel T. Rubio, MD, PhD,§ and Philip Poortmans, MD, PhD*7

Rationale and Effect of a Tumor Bed Boost in the Framework of BCT for TNBC Patients

No. Patients
Study TNBC  Typeof Study Endpoint Question Answer
Fastner et al. (2016)"" 71 Observational OS/LRR at 5 y Survival and LRR difference between OS: no (39 vs. 32%; P = 0.40)
TNBC subtypes classified as LRR: yes (15 vs. 32%;
5-marker negative and core basal? P <0.001)
Sioshansi et al. (2012)% 46 Observational NA Analysis of re-excision specimens,  TNBC significantly correlated
to assess residual tumor cell with higher residual disease

(51% vs. 30% other subtypes)

0S8, overall survival.




RT boost-ASTRO kilavuzu 2018

+*<50y tiim gradlarda her hastaya

**51-70y
— Boost tedavi diistiniilmelidir
¢ Yiksek gradli ya da

s CS (+)

.

>70y HR+, diisiik-orta grad, CS (22mm): boost tedavi verilmeyebilir

+*Bu kosullarin disinda hasta bazinda karar verilmelidir

Practical Radiation Oncology (2018)

————
practical radiation oncelogy
————————————————

Radiation Therapy for the Whole Breast:
An American Society for Radiation
Oncology (ASTRO) Evidence-Based
Guideline
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SPECIAL ARTICLE

Customizing local and systemic therapies for women with early breast

cancer: the St. Gallen International Consensus Guidelines for treatment of
early breast cancer 2021

H. J. Burstein’, G. Curigliano®"’, B. Thiirlimann’, W. P. Weber", P. Poortmans’, M. M. Regan’, H. J. Senn®, E. P. Winer
& M. Gnant’, Panelists of the St Gallen Consensus Conference'

«* Boost énetrilir:

s Yiksek gradli (Grad 3)

*

EIC (extensive intraduktal kompanent)
< TNMK
< HER2+

s <50y



Triple negatif meme kanserinde boost

Grad 3, EIC+, TN/HER2+ ya da <50 yas

olgularda uygulanmali!




Sunum Plani

*Triple negatif meme kanserinde prognoz ve tedavi yaniti

**Triple negatif meme kanserinde NAKT sonrasi RT (MKC, Mastektomi)
**Triple negatif meme kanserinde adjuvan RT(MKC, Mastektomi)
**Triple negatif meme kanserinde boost tedavi

**Triple negatif meme kanserinde hipofraksiyone RT

*Triple negatif meme kanserinde APBI

“*Sonuc ve Oneriler



HF-WBI, 2011 ve 2018 ASTRO kilavuzlari

Yas =50 Tiim yaslar

Evre T1-2NO Tuim evreler, WBRT, lenfatik i1sinlama @

KT 1) Tum KT

Doz homojenitesi Santral axis £ %7 Doz-fraksinizasyondan bagimsiz olarak tiim memenin

recetelenen dozun >%105’ini alan hacmi azaltilmali

ASTRO Consensus on Hypo Fractionated WBI HF-WBRT:

| Tiimor gradindan ve histolojisinden
The New Standard Hormon reseptor durumundan
Hastaligin lateralitesinden
KT'den
Hasta yasindan, bagimsizdir

K/
0.0

K/
* 0.0

o
*¢

/7
0‘0
\/
0’0

Total: 20-21 Fractions

Whole breast: 40 - 42.56 Gy / | 15-16 Fractions Boost: hasta bazinda karar verilir: CS+, geng hasta ve
yakin CS

Smith BD, Bellon JR, Blitzblau R, et al. Radiation therapy for the whole breast: Executive summary of an American Society for Radiation Oncology (ASTRO) evidence-based guideline.
Pract Radiat Oncol 2018; 8:145.



Articles Lancet Oncol 2013; 14: 1086-94

START-A; 50 Gy/25 fx/5hf vs 41.6 Gy ya da 39 Gy/13 fx/5 hf 2 n= 2236

START-B; 50 Gy 25 fx/5hf vs 40 Gy /15 fx/3 hf 2 n=2215

>R M The UK Standardisation of Breast Radiotherapy (START)
trials of radiotherapy hypofractionation for treatment of
early breast cancer: 10-year follow-up results of two

CruzsMiark

randomised controlled trials

Joanne 5 Haviland, | Roger Owen, John A Dewar, Rajiv K Agrawal, Jane Barrett, Peter | Barrett-Lee, H Jane Dobbs, Penelope Hopwood,
Pat A Lawton, Brian | Magee, Judith Mills, Sandra Simmons, Mark A Sydenham, Karen Venables, Judith M Bliss*, John R Yarnold*, on behalf of the

START Trialists” Groupt

Konvansiyonel=hipofraksiyone: Yas, primer cerrahi tipi, aksiller nodal durum, tm

. w w
gradi, adj KT ve tm yatagi boost ‘tan bagimsiz olarak
Number of Hazard ratio
events/patients (95% C1)
Age (years)
=40 60/343 079(0-47-1-34)
40-49 116/1046 — 0-88 (0-60-128)
50-59 154/2226 —_— 103 (074-1-44)
=60 114/2246 _— 111(075-1-63)
Primary surgery
Breast conservation surgery  409/5348 —_—— 0-97 (0-80-119)
Mastectomy 35/513 0-91(0-46-1.81)
Axillary nodes (pN)
Negative 289/4318 —t— 110 (0-86-1-40)
Pasitive 149/1421 — 0-80(0-57-111)
Tumour grade
1 41/1213 0-96 (0-51-1.82)
2 108/2398 — 107 (072-1:59)
3 114/1272 I 0-86 (0-59-1-25)
Tumour bed boost radiotherapy
Na 199/2749 _ 099 (0.74-132)
Yes 241/3071 _— 0-99 (0-76-1.29)
Adjuvant chemotherapy
Na 303/4346 _ 1.09 (0-86-1.38)
Yes 129/1480 — 0.81(0.57-1.14)
T T T L
04 06 0-8 10 12 14 161820
Faw:uurs‘flaction sizes >2.0 Gy Favours fractio n:ize 2.0Gy

A
0-10- 50 Gy
— 41-6Gy

. 009 __ 39y l{
= 008 —
® i
S 007 — _
E 0-06 —_ ——r
= e
E 005 — —
- IJ'_
£ 004 =il
4 ] ~
B 003 :
3; 002 -7
s =
* o1 _Ff!f/r’_,:'n" 416 Gy vs 50 Gy HR 0-91, 95% (1 0-55-1.38; p=0-65

ok - 35 Gy vs 50 Gy HR 1-18, 95% C10-79-1-76; p=0-41

0 1 2 3 45 6 7 8 8 10

MNumber at risk
500Gy 749 725 702 674 645
416Gy 750 732 710 689 662
Gy 737 724 702 668 631

B
010~ — 500Gy
0.09 — 400Gy
008+
007
006
005
0-04 4
002 Ve

002 — P

0-01- H_,_,_Hf_’

Risk of local-regional tumaur relapsa

6oy 563 534 470 168 196
623 574 547 501 408 206
583 540 500 452 362 184

40 Gy vs 50 Gy HR 077, 95% Cl 0-51-1-16; p=0-21

0 T T T T
0 1 2 3 4

MNumber at risk
500Gy 1105 1077 1047 1002 952
40Gy 1110 1085 1055 1016 982

s & 7 8 3 10

Time from randomisation (years)

893 816 749 688 620 388
927 843 772 f10 639 412

Median follow-up: 9-3 years START A and 9.9 yea

rs STARTB

Figure 1: Cumulative risk of local-regional tumour relapse
In START-A (A) and START-B (B).




CLINICAL INVESTIGATION

Disease Control After Hypofractionation Versus

INTERMATIONAL JOURMAL OF

RADIATION ONCOLOGY - BIOLOGY - PHYSICS

Received Sep 10, 2021; Accepted for publication Oct 15, 2021

www.redjournal.org

=538, 307 CF, 231 moderate HF WBRT
%93.3 hasta boost+

Check far .
. . . . . G Medyan takip 5 yil
Conventional Fractionation for Triple Negative ) Iy P>y
. . . Triple negatif LN (-) ?WBRT HF=CF
Breast Cancer: Comparative Effectiveness in a P 9
-
Large Observational Cohort
Reshma Jagsi, MD, DPhil,* Kent A. Griffith, MS, MPH,” Frank A. Vicini, MD,” Eyad Abu-lsa, MD,**
Derek Bergsma, MD,** Amit Bhatt, MD, PhD,’ Joshua T. Dilworth, MD, PhD,? Michael Dominello, DO,™'
Stephen Franklin, MD,’ David K. Heimburger, MD," Isaac Kaufman, MD,' Paul G. Kocheril, MD,™
Annette E. Kretzler, MD," Peter Paximadis, MD,” Jeffrey D. Radawski, MD,” Eleanor M. Walker, MD," and
Lori Pierce, MD®
F From Local Recurrence-Free Survival Overall Survival
Wi Number of Subjects at Risk and 95% Hal-Welner Band With Number of Subjects at Risk and 85% Hal-Welner Band With Number of Subjects at Risk and 95% Hall Wellner Band
e ' ‘*""ﬂ;mm h w—_ M T [ Censored Observations|
H"J—H—U—U—U—J—U—H
s W
0. 0.8 0.8
i 0.6 ; 0.6 % 0.6
; ! ;
E oed g 0.4 8 04
0.2 0.2 0.2+
0.0 0.0 0.0+
AwEl - “ e R " - - . " " v e | = a . - . . - .
L .- - - . ; — . . - : CWBI 2 L) 2 " = cwal s 2 s ED = e es s :
o 1 2 3 . 5 6 T 8 9 0 1 2 3 A s . 7 H s 0 1 2 3 4 5 6 8 9
Years Years Years
[ Eractionation AWEI_— — cwsi] [Eractionation AWBl — — CwBl] [Fracuonation AWBl — — owel
Fig.1.  Freedom from local recurrence—inverse probability of treatment weight adjusted. Fig. 2. Recurrence-free survival—inverse probability of treatment weight adjusted. Fig.3. Overall survival—inverse probability of treatment weight adjusted.
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SPECIAL ARTICLE

Customizing local and systemic therapies for women with early breast

cancer: the St. Gallen International Consensus Guidelines for treatment of
early breast cancer 2021

H. J. Burstein® ', G. Curigliane® ', B. Thiirlimann®, W. P. Weber®, P. Poortmans®, M. M. Regan’, H. J. Senn®, E. P. Winer'
& M. Gnant’, Panelists of the St Gallen Consensus Conference’

** Moderate hipofraksiyone tedaviler standart olarak onerilmekte (15-16 fx)

*» Tumor subtipinden, hasta yasindan, tedavi alani (PMRT, MKC, RNI, rekonst) bagimsiz olarak



Triple negatif meme kanserinde hipofraksiyone RT

Her ne kadar triple negatif hastalarda hipofraksiyone RT ile ilgili
yeterli veri olmasa da,

Grad, molekiiler alt tip HF yanitini predikte etmez

Triple negatif meme kanserinde hipofraksiyone RT uygulanabilir...




Sunum Plani

*Triple negatif meme kanserinde prognoz ve tedavi yaniti

**Triple negatif meme kanserinde NAKT sonrasi RT (MKC, Mastektomi)
**Triple negatif meme kanserinde adjuvan RT(MKC, Mastektomi)
**Triple negatif meme kanserinde boost tedavi

**Triple negatif meme kanserinde hipofraksiyone RT

**Triple negatif meme kanserinde APBI

“*Sonuc ve Oneriler



APBI: hasta secimi ABS, ASBS ve ASTRO

T S R [T

>45 (invaziv hastalik)
>50 (insitu hastalik)

Histoloji Tum subtipler ve DCIS Invaziv ve DCIS Invaziv duktal ve diger olumlu histolojiler
(misinoz, tabiler ve kolloid)
Tm boyutu <3cm <3cm <2.5cm
CS - - Mikroskopik CS - (en az 2mm)
Aksiller LN - (ALND ya da SLN) - (ALND ya da SLN) - (ALND ya da SLN)
LVSI - N/A N/A
En uygun hasta; Geng hastalarda ipsilateral meme kanseri rekiirrens riski WBRT sonrasinda 4
> >0 2005 (EBCTCG) meta-analizinde >60 y diisiik IBTR ve boost tedaviden daha az fayda
=oUy
» £2cm
> LN -
» CS-



Faz 3 PBI calismalar-TNMK dahil edilen

Study (Med fu) PBI Method 5-yr IBTR

0
= ELIOT* 651
= Intraoperative e- 14.9%
> (5.9y) (10% ER-) g ’
(al
© _ *
= GEC-ESTRO 055 Interstitial(lS) NR
s (6.6) (5% ER-PR-)
K
= Pashtan et al. 98
= 0
'§ (5.9y) (10% TN) External Beam (EB) 33%
e .
x| William Beaumont 202 Intracavitary, IS, EB 0%
(4.1y) (10% TN) P
“ER negative is “cautionary” in e et o Loncet 015

ASTRO PBI Consensus Guidelines o ron 2011



Special Article Practical Radiation Oncology (2017) 7, 73-79

Accelerated Partial Breast Irradiation: Executive W) et
summary for the update of an ASTRO Evidence-
Based Consensus Statement

Candace Correa MD ?, Eleanor E. Harris MD °, Maria Cristina Leonardi MD ¢,
Benjamin D. Smith MD ¢, Alphonse G. Taghian MD, PhD ¢, Alastair M. Thompson MD ¥,
Julia White MD 9, Jay R. Harris MD "* BRCA1/2 mut,

Table 1 Comparison of patient groups in original and updated consensus statements

<40 yas,

Patient group Risk factor Ornginal Update

——— e o0 50y NAKT uygulanan hastalar uygun degil
Margins Negative by at least 2 mm No change
T stage Tl Tis or Tl
DCIS Not allowed If all of the below:
® Screen-detected
(i Low to intermediate nuclear grade ] E R-’

® Size <2.5 cm
® Resected with margins negative at =3 mm

Cautionary Ape 50-59 y ® 40-49 vy if all other criteria for "suitable™ are met 40_49
® =50 y 1f patient has at least | of the pathologic factors yl
below and does not have any "unsuitable™ factors
Pathologic factors:

P Sue i3 0ems Grad 3 dikkatli olunmali

® Close margins (<2 mm)

® Limited/focal LVSI

* ER()

® Clinically unifocal with total size 2.1-3.0 cm L

® Invasive lobular histology

® Pure DCIS =3 cm if criteria for “suitable™ not fully met

® EIC =3 em
Margins Close (<2 mm) No change
DCIS <3 cm =3 cm and does not meet criteria for “suitable™ . .
TR —ryen —— Triple negatif hastalar

® 40-49 v and do not meet the criteria for cautionary

Margins Positive No change dlslanamaz; ancak dikkat!

DCIS >3 cm No change

* The size of the invasive tumor component.
® Microscopic multifocality allowed, provided the lesion is clinically unifocal (a single discrete lesion by physical examination and ultrasonography/
mammography) and the total lesion size (including foei of multifocality and intervening normal breast parenchyma) falls between 2.1 and 3.0 cm.
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SPECIAL ARTICLE

Customizing local and systemic therapies for women with early breast
cancer: the St. Gallen International Consensus Guidelines for treatment of
early breast cancer 2021

H. ). Burstein®", G. Curigliano® ', B. Thiilimann®, W. P. Weber”, P. Poortmans®, M. M. Regan’, H. J. Senn®, E. P. Winer'
& M. Gnant’, Panelists of the St Gallen Consensus Conference’

Strahlenther Onkol (2020) 196:749-763
https://doi.org/10.1007/500066-020-01613-z

REVIEW ARTICLE

The Breast Cancer Working Group of the German Society for Radiation Oncology "™
DEGRO practical guideline for partial-breast irradiation

V. Strnad’ - D. Krug? - F. SedImayer? - M. D. Piroth* - W. Budach® - R. Baumann® . P. Feyer’ - M. N. Duma® -

W. Haase® - W. Harms' - T. Hehr'' - R. Fietkau' - J. Dunst? - R. Sauer’ - Breast Cancer Expert Panel of the German
Society of Radiation Oncology (DEGRO)

*» APBI duslk riskli ve yash hastalarda onerilir
% Onerilmeyen durumlar:

s LVSI+

/

% <40y

+* Herediter meme ca (BRCA)

The following should be considered as contraindications
for APBL:

1. Stage IIB-IV breast cancer.

. Resection margins that cannot be microscopically as-
sessed.

. Extensive intraductal component (EIC).

. Paget’s disease or pathological skin involvement.

. Age <40 years.

. Triple-negative or HER2-positive phenotype.

. Neoadjuvant chemotherapy in treatment history.

o

~N N s W

PBI KONTRAENDIKE!



E ESTRO Guidelines
ESTRO IORT Task Force/ACROP recommendations for

i i diati h ith el IOERT) in b RadiOtherapy
ESTRO IORT Task Fome/ACROP | intraoperative radiation therapy with electrons ( ) in breast &anol‘ogy
recommendations for Intraoperative cancer e
radiation therapy with electrons (IORT)
i breast cancef Gerd Fastner!’, Christoph Gaisberger!, Julia Kaiser', Philipp Scherer', Antonella

Ciabattoni2, Anna Petoukhova?, Elena Sperk#, Philip Poortmans®E, Felipe A. Calvo’s,
District Breast In 2020 ESTRO IORT Task Force/ACROP published their Felix Sedlmayer‘, Maria Cristina Leonardi®
recommendation for intraoperative radiation therapy
Treatment Sing|e Dose with electrons in breast cancer. The review provides a
Boost comprehensive overview of the role of intraoperative radiation
therapy with electrons (I0eRT) in breast conserving therapy criteria according to APBI gUideIines:

(BCT), both as partial breast irradiation (PBI) as well as

anticipated boost (I0eRT boost). 30 April 2020

* Age 250 years; https://doi.org/10.1016/j.radonc.2020.04.059

* ductal and other favourable histologies;

APBI donerilmeyen:

* unicentric and unifocal;

> Tm boyutu >2 cm * positive receptor status;

> Aksiller LN + (24) * pNO (i-/i+);
> Grad 3 to integrate with:

Criteria according to ASTRO/GEC-ESTRO criteria:

» Triple negatif

* grade 1/2;
* tumour size £2 cm;

e Luminal A.



APBI: Triple negatif meme kanseri

Kilavuz bilgilerine gore énerilmemekte/dikkat edilmesi gerekli

Klinik calisma kapsami disinda kullanilmamalidir...



Sonuc ve dneriler

*Triple negatif meme kanseri agresif, genc yas, kotl prognozlu
**NAKT sonrasi yaklasim tani anindaki evreye gore hasta bazinda
**Erken evre TNMK’de MKC sonrasi WBRT standart, APBI 6nerilmiyor
**Boost tedavisi rutin (ER+’lere gére niiks orani 1)

**Hipofraksiyone RT uygun

**PMRT —>Yuksek riskli NO (i) Medial/santral tm (ii) T>2 cm ve <10 ALND olup 3

kriterden en az bir tanesi mevcut (Grad 3 tm, ER-, LVSI)

**TNMK hastalari klinik calismalara dahil edilmeli



Erken Evre Triple Negatif Meme
Kanserinde Tedavi Yontemi:
Radyoterapi

Tesekkiir ederim...

ANKARA ..
MEME HASTALIKLARI DERNEGI 2021-2022 EGiTiM DONEMI ALTINCI TOPLANTISI

S .31 Mart 2022, Ankara




