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Plan

* <50 yas hastalarada hipofraksiyone RT kozmetik sonuclar
e Tm =5cm NO, PMRT nin LRR etkisi-metaanaliz sonucu

* Meme kanser biyolojisi
* Erken evre Her2+ meme ca da LRR? Adj Paklitaksel Trastuzumab calismasi (APT)
* Erken evre meme ca da gen analizi ile LRR ongorulebilir mi?

* Erken evre yasli meme ca hastalarda MKC sonrasi RT reddetme-anket
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* ASTRO guideline da hipofraksiyone RT >50 yas dnerilmemektedir
 Randomize calismalarda <50 yas hasta sayisi az
* START B %21
 START A %23
* OCOG %25
* Genc hastalarda IBTR riski yuksekligi
* Uzun dénem kozmetik sonuc endisesi




Metod

e 2003-2015, 1303 <50 yas hasta
* Evre I-ll, MKC, marjin >1mm
 RT 40.5Gy/15fr + 7.5Gy/15 veya 40.5Gy/15fr + 6Gy/3fr)

e Konnektif doku hst
e Daha once RT alanlar Galisma dis

e Sagkalim degerlendirmesi (OS, DFS, LRFS)

* Kozmetik sonuc¢ degerlendirmesi
* doktor degerlendirmesi (LENT SOMA)
* hasta degerlendirmesi (BCTOS)



Sonuclar
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Kozmetik sonuc¢: Dr degerlendirmesi
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<40 yas kozmetik sonuc¢: Dr degerlendirmesi

P=0.3446

Percent of Patients
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Kozmetik sonuc: hasta degerlendirmesi
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< 40 yas: hasta degerlendirmesi
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Toksite

Pigmentation Changes

> grade 2 toksite %13.6
> grade 3 toksite %2.9

Dimpling

Telangiectasia
Retraction
Fibrosis

Skin thickening

Edema
Symmetry
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OCOG-Kanada calismasi ile karsilastirma

Present Present
Study Study
clinician- patient -
rated rated
[Excellent 57% 30% 36%
Good 37% £6% 4,2%6
Fair 6% 12% 19%
|Poor 0.4%0 2% 3%




START B ile karsilastirma

Current study (39 months) Start B (5 years):
Moderate or marked events

Symmetry/Breast shrinkage 8% 11%
Telangiectasia 6% 2%
Breast Edema 0.4% 5%



Sonug

* <50 yas da hipofraksiyone RT, gtivenli ve etkili olup, gec yan etkiler ve
kozmetik sonuclar blayuk randomize calismalara benzer gorinmektedir

* Uygun hastalarda her yasta hipofraksiyone tiim meme RT
uygulanabilir

* ASTRO guideline icin degisiklik teklif edilmis
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* pT3 NO (tm>5cm) olgularda post mastektomi RT'nin lokal-bélgesel
reklirrense etkisi (LRR)

!

metaanaliz




Method

Hasta secim metodu
* |Ik tedavi cerrahi
 Aksiller diseksiyon (level 1-2, >10 LN)
* Aksiller ornekleme
*TM =5cm, NO
* Neoadj KT alanlar disarda birakiimis

* Toplam 6 ¢alisma, 445 hasta
* PMRT n=276 vs Kontrol n=169




Sonuclar: tum grup

{LRR PMRT 9 (%3.3) vs  Kontrol 21 (%12.4)

| Pooled analiz: PMRT ile LRR azalmakta p<0.0001).
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Sonuclar: Aksiller Ornekleme

Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Weight Peto, Fixed, 95% CI Peto, Fixed, 95% ClI
4.3.1 RCT ~ Axillary Sampling
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Sonuclar: Aksiller Disseksiyon

Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
4.4.1 RCT - Axillary Dissection
EBCTCC 11.9% 9.23[0.18, 474.33] . ’
Klefstrom, 1987 50.9%  0.08[0.01, 0.54] #
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« PMRT 127 hastada e S ' '
n=4 (%3.1) LRR Heterogeneity. Chi2 = 4.53, df = 1 (P = 0.03); 12 = 78%

Test for overall effect: Z = 1.86 (P = 0.06)

e Kontrol 56 hastani n=8

4.4.2 Retrospective - Axillary Dissection
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Test for overall effect: Z = 251 (P = 0.01)

Test for subgroup differences: Chi® = 0.04, df = 1 (P = 0.84), I = 0%
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Sonug

* PMRT ile TM =2 5 cm, NO olgulara LRR anlamli oranda azalmistir

e AD (+) veya aksiller 6rnekleme yapilanlar ayri analiz edildiginde
PMRT ile LRR azaltmaktadir.

* Bu grup hastalarin tedavi kararinda géz oninde bulundurulmalhdir!!!




Local-Regional Recurrence in Women
with NO/N1mi, HERZ2-Positive Breast
Cancer: The APT Trial

Jennifer R. Bellon, M.D., FASTRO

Dana-Farber Cancer Institute
Brigham and Women'’s Hospital
Harvard Medical School




LRR de subgrubun prognostik onemi

* Tumor biyolojisi, tm davranisini
ongormede klinikopatolojik
faktorler kadar onemli

* LRR de biyolojik subtiplere gore
degisiklikler gostermektedir
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LRR de subgrubun prognostik onemi

Study MedFU n  LumA (%) LumB (%) HER2* (%) TN (%)

Nguyen S5yr 793 0.8 1.5 8.4 7.1
Arvold 5yr 1434 0.8 253 10.8 6.7
Millar 5yr 498 1.0 4.3 7.7 9.6
Voduc 10yr 1461 8 10 21 14

* No adjuvant trastuzumab




APT Calismasi
Adjuvant Paclitaxel (T) and Trastuzumab (H)

* Prospektif tek kollu calisma:
« HER2 pozitif tm (3+ IHC ve/veya FISH ratio >2)
* Tm <3cm
« NO veya N1mi (<2 mm)

e Sistemik tdv

12 hf { Haftalik T (80 mg/m?)
- Haftalik H (4 mg/kg hf 1, sonra 2 mg/kg)

- Ek olarak H 1 yila tamamlaniyor (haftalik veya 3hf da, 6 mg/kg)

« Her2 (+) adj H (trastuzumab) ve T (paclitaxel) alan hastalarda LRR
degerlendirilmesi




Hasta Karekteristikleri

N %

Yas (median 55)

<50 132 33
50-70 233 57
>70 41 10
Primer Tumor
Tla 77 19
T1b 124 31 %91
Tlc 169 42
T2 36 9
Grade
| 44 11
[l 131 32
I 228 56
ER ve/veya PR
Positive 272 67
Negative 134 33
Node (mi+)
Positive 6 1

Negative 398 99



RT Detaylari

« Mastektomi (n= 162)
- RT kayitlart 160 (99%) mevcut
- Hic¢biri PMRT almadi

« MKC (n=244)
- RT kayitlart 217 (89%) mevcut
* 9 (4%) APBI
« 208 (96%) tum meme RT,; bunlarin da, 202 (97%) boost (+)
* Nodal RT yok
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Lokal-bolgesel rekurrens

« Mastektomi (n=162)

- 3 aksilla nuksu (1.9%)
- Birinde HR (-), 2’sinde (+)

« MKC (n=244)
- Iki (0.8%) hasta meme de niiks
- 46.0 Gy / 23 fr tum meme RT + 14 Gy/ 7 fr boost

- 42.72 Gy /16 fr tum meme + 9 Gy /3 fr boost
- Ikisi de HR (+)



Sonug¢

Erken evre meme ca da HER2 ya yonelik effektif tedavi alindiginda
LRR oranlari oldukca dusuk bulunmustur

\ 4

7-yil LRR 9%0.8-1.9




lokal tm kontrolunun sagkalim uzerinde hipotetik yarari ile sistemik
tedavi etkinliginin artisi

\

Benefit of Local Therapy on Survival

Danish
calism. /,
\ HER2+
NSABP hastalarda
B-04 burda

miy1z??7?

_»

Increasing Effectiveness of Systemic Therapy

Punglia RS et al. N Engl J Med 2007;356:2399-2405



Gelecek de...

Effektif anti -HER2 tedavisi alan bu grup hastalarda lokal tedavilerde yavas
yavas sinirlamaya gidilebilir mi??
« MKC de boost RT den vazgecilmesi??7??
« PMRT de sinirli nodal tutulumda LN isinlamasindan vazgecilmesi
gibi....



The 21-Gene Assay Recurrence Score as a
Predictor of Local-Regional Relapse in
Early Stage Breast Cancer




* MKC sonrasi RT den vazgecebilir miyiz?
e RT katkisinin minimal oldugu bir grup var mi?

* Erken evre ER (+) hastalar da kliniko-patolojik 6zelliklere dayanan
calismalar basarisiz!!!!



NSABP B21

* 1009 hastatm <1 cm (T1la/b) NO
* Lumpektomi sonrasi randomizasyon

e 8-yil IBTR
*Tam  %16.5
* RT %9.3
* Tam +RT %2.8




Kanada calismasi

* T1-2 NO, >50 vyas

Tamonfens
radiotherapy

=
-
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* MKC sonrasi randomizasyon
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8 yl I % 1 8 VS %4 Years to First Treatment Failure

No. at Risk
Tamoxifen 386 354 282 157 51
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Tamoxifen 38 J44 264 138 3

e 611h, T1ve HR (+) IBTR 8y %15 vs %4




CALGB 9343

Hastalar
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21-Gen analizi ile Rekurrens Skor (RS)

« 21 gen analiziile RS: HR (+) Her2 (-) meme ca da uzak met riskini belirlemede valide
bir prognostik yontem

« Sistemik tedaviden faydalanimi ongormek igin siklikla kullaniimakta!!

PROLIFE ERATION ESTROGEN
Ki-67 ER
STK15 PR
Survivin Bcl2
Cyclin B1 UE
MYBL2 SC E2
INVASIOIN HER?2
Stromelvsin 3 GRB7
Cathepsin 1.2 HER?2
mmm | oW Risk (RS <18)
IGSTM1|| CD68 |[BAG1 | === |ntermediate Risk (RS 18 - 30)
== High Risk (RS = 31)
REFERENCE GENES
Beta-actin. GAPDH. RPILPO
GUS. TFRC

The 21-genes used for Distant Relapse-free Survival
determining Recurrence Score (RS) Paik S, et al: N Engl J Med, 2005



21-Gen analizi RS ve LRR

21 gen RS’nun LRR prognostik dnemini gosteren veriler sinirli

Ten-year local-regional relapse rates by RS (B-14/B-20, n=895)

RS = 18

- Mamounas ve ark. LN (-), HR (+) meme
cada LRR ile RS arasinda anlamli iligki
gosterilmistir

P<0.0001

6 10

Time in Years



Amac

* LN (-), HR (+) erken evre meme ca da 21 gen analizi RS ile
LRR riski arasinda iligkiyi belirlemek

* LRR ve uzak met insidansini degerlendirmek

« MKC + RT Ile tedavi edilen hastalarda subgrup analizi yapmak



Method

* Evre |-l

* ER (+), LN ()

 Unilateral

« 21 gen-analizi olan 1355 hasta

* Minumum takip 2 vyl

¥

792 hasta calismaya aliniyor



Hasta karekteristikleri (n= 792)

Yas: median (range) 56y (25-84 yil)
<50y 30%
>50y 70%
T-size: <2.0cm 81.4%
>2.0cm 18.6%
Tedavi:
Mastektomi 26.5%
Lump +RT 73.4%
Sistemik tedavi:
Hormonal tdv 96.9%
Kemoterapi 33.2%




Hasta karekteristikleri (n= 792)

21-gene RS: Low <18 53.8%
Intermediate 18-30 37.4%
High >31 8.8%
Histologic grade:
G1 26.0%
G2 52.7%
G3 15.8%
Lenfatik Inv:
Var 14.3%
Yok 85.8%
Path marjin:
Negative 90%

Yakin/pozitif 9.3%




Sonuclar

Median takip 55 ay (range 24-137 ay)

Overal Survival . Disease Free Survival
cf S
(e}
[To] l\ -
g B o
(o) 4
= 1 0 < (o)
< 99.1% < 93.6%
8
?° @
2 S
9 2 |
o (@]
3 S |
O T T T T T T T O T T T T T T T
0 20 40 60 80 100 120 140 0 20 40 60 80 100 120 140
Months Months




Multivaryan regresyon analizi-uzak met

Risk Faktorleri Hazard Ratio (95% Cl) p
Yas 1.06 (0.43, 2.58) 0.896
T-size 6.60 (2.82, 15.44) <0.001
Grade 0.95 (0.84, 1.09) 0.495
Lenfatik. Inv. 1.62 (0.65, 4.03) 0.299
21-gene RS 218 4.48 (1.65, 12.10) 0.003




Multivaryan regresyon analizi-LRR

Risk Faktor Hazard Ratio (95% Cl) p
Yas 0.82 (0.32, 2.10) 0.680
T-size 2.28 (0.87, 6.02) 0.094
Grade 1.0 (0.98, 1.02) 0.940
Lenf. Inv. 2.85 (1.09, 7.42) 0.032
21-gene RS >18 2.82 (1.08,7.36) 0.034
Tedavi Tipi 1.05 (0.39, 2.86) 0. 900




Multivaryan regresyon analizi-LRR

Lumpektomi +RT

Risk Factors

Hazard Ratio (95% CI)

Age

0.84 (0.26, 2.73)

T-size

3.12 (1.00, 9.71)

Grade

0.97 (0.85, 1.09)

Lymph. Inv.

2.94 (0.95, 9.08)

21-gene RS >18

2.97 (0.92, 9.49)




Rekurrens skor ve LRR riski

Lumpektomi + RT

Hasta sayisi Node RS ve
durumu LRR risk iligkisi
Mamounos et al, 2010 390 Node negatif | <oy 0.057
(NS&RP-B14, B20) ssoyl 0,663
Chadhaet al, 2017 582 Node negatif 0.067

* Evaluation of the 21-gene recurrence score as a continuous variable showed a statistically significant hazard ratio for local-
regional recurrence (hazard ratio 2.66; P = 0.03)



Sonug¢

« 21-gen analizi ile RS ‘ uzak met riski ile anlamli olarak iligkili
bulunmustur

« Hormon (+), node negatif hastalarda RS ‘ LRR icin prediktordur

« Ancak subgrup analizinde lump + RT, RS LRR i¢in anlamli bir prediktor
olarak bulunmamistir.
 RT'nin LRR'i azaltma etkisi, 21 gen RS'un prognostik onemini azaltmis olabilir
« Dusuk risk grubu, uzun takip
* RT ile ek calismalar gerekli!!!



Patient Views and Correlates of
Radiotherapy Omission:

A Population-Based Survey of Older Women with Favorable
Prognosis Breast Cancer

Dean Shumway, Kent Griffith, Sarah Hawley, Kevin Ward, Ann
Hamilton, Steven Katz, Monica Morrow, and Reshma Jagsi

September 24, 2017

P0o1CA163233

University of Michigan
Medical School




Amac

* Yasli erken evre iyi prognozlu meme ca | hastalararin penceresinden
radyoterapiyi almak istememe kararinin populasyon-tabanli anket
calismasi



Metod

* 951 MKC yapilmis, yas 265
e Evre I-ll unilateral meme ca

* RT istememe nedenleri ile ilgili anket calismasi
* RT istememe rasyoneli
* Tedaviye karar verme yaklasimlari
* Rekirrens riski ile ilgili 6ngorileri




Sonuclar

* 951 hastadan 137 hasta RT yi kabul etmemis
* En sik neden %54 yonlendiren cerrahin rolu
» Hastanin kendi istegi %41



RT istememe - multilevel logistik regresyon model

Patient characteristics
ER Status [(Neg. ws Pos. )

Tumor Grade: Yas 275, ER {+), lyi difr tm anlamli iliski

Moderately differentiated ws well
e dierened e el ! Multipl komorbidite varligi anlamli degil
FO-74 vs 64-69

5+ ws 64-69

stage (11 vs 1) Cerrah yénlendirmesi etkili 1!
Comorbidities:

DOne ws None

Two or more vs None
Ciistance to BT site (minutes)
<15 ws 16-30

31-60 vs 1630

B0+ vws 16-30

Momn-English speaker [(Yes vs Na)
Surgeon effects:

(per 5.0.)

0.1 1 10 100




10-y LRR riski icin hastalarin algisi




Sonug

* Yasli, erken evre meme ca li hastalar MKC sonrasi RT almak istemeyebiliyor
* Bu kararda hasta yasinin ileri olmasi ve ER (+) etkili iken multipl komorbidite etkisiz




TESEKKURLER






Endocrine Therapy Alone After BCS for
Selected Biologically Low-Risk Tumors?

NOT THE STANDARD OF CARE BUT AN

AREA OF ONGOING INVESTIGATION

LUMINA IDEA PRECISION
Prospective multicenter * Prospective multicenter - Prospective
' cohort study in US .
cohort study in Canada oo MSKCX’ Haokims. multicenter
Age 60+ MGt Nt BIOMG cohort study in

ECU, UTSW, CINJ/Rutgers)
Unifocal Stage | (pNO), . T Boston
lumpectomy, negative Age 50-63 (DFCI/BWH)
margins (2 mm), no lobular, e Unifocal Stage | (pNO), Age
no EIC, no LVI, no Grade 3 lumpectomy, negative -
margins (2 mm) - Criteria
ER+/PR+/Her2-
ER+/PR+/Her2-

Luminal A tumors (by IHC;

centralized Ki67 not >13%) Low Oncotype-DX RS

(<18)



Influence of CALGB 9343 on Practice Patterns
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Rekurrens skor ve LRR
Node negatif meme ca

Mamounas et al Chadha et al
n=895 n=792
Yas (> 50 vs. < 50) 0.0002 0.681
Lenf. Inv. 0.032
21 Gene 6l¢. RS 0.005 0.034
0.047 0.90

Mast. vs. Lump. + XRT




Taillor RT

Patients with 1-3
positive axillary
nodes™® post-BCS or

mastectomy that are
ER +ve biomarker low ®
risk** MNo Regional RT
Rx with endocrine s BCS — WEBI
therapy x 5 years * Mastectomy — no RT

Stratification
Mastectomy or BCS
Axillary dissection — yes/no
Adjuvantchemo —vyes/no
Oncotvpe DX recurrence score (0-10, 11-17)
* Patients may be treated with axillary dissection with 1-3 positive nodes or SLNB
alone: post-BCS with 1-2 positivesentinel nodes or post-mastectomy with only 1

pPWNE

positive SN
**Defined as Oncotvpe DX recurrence score < 18




