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Erken Evre Meme Kanseri (EEMK)
Tiirkiye Istatistikleri

Meme — 24.6

11.6

W Kadin

Meme 45.9
Tiroid I 1.3 Tiroid
Kolorektal NN 15 3 Kolorektal
Trakea,Brong,Akciger NI 10.0 Trakea,Brong,Akciger
Uterus Korpusu RN 0.9 Uterus Korpusu
i B Kadin
Mide N 7.1 Mide
COver HIN 7.0 Over
-H i f
Non-Hodgkin lenfoma [l 5.3 Non-Hodgkin lenfoma
Beyin, sinir sistemi 1l 4.7 ,
§ Uterus Serviksi
Uterus Serviksi 1l 4.6
0.0 200 40,0 {
Sekil 8. Kadinlarda En Stk Gériilen 10 Kanserin Yasa Gore Stang 10%
Birlegik Veri Tabani, 2013) (Diinya Standart Niifusu, 100.000 Ki
m lokalize
B hdlgesel

100 150 200 250 300

uzak metastaz

Kadinlarda En Sik Gorillen Bazi Kanserlerin Bu Grup Igindeki
1k Veri Tabani, 2013)

Sekil 26. Meme Kansen1 Evrelerinin Yiizde Dagilimlan (Tirkiye Barlg




Meme Kanseri-Tiimor Ozellikleri-
Molekller Siniflama

Patoloji raporunda mutlaka bulunmasi
gereken bilgiler:

Histolojik tip

Tumor capl

Grade

LVI

Aksiller lenf bezlerinin durumu

ER, PR, HER2, Ki-67,TIL

Yuksek TIL* :

— NAKT’ye artmis yanit
— TNBC; uzun sagkalim
— HER2 pozitif ;sagkalim farki yok
— Luminal-HER2 (-): K6tu sagkalim

Better Worse
Prognosis Tumor Subtypes Prognosis
Luminal A | Luminal B | HER2+ | Triple negative
| \
' Basal | Cloudindow | mec |
%70 %15-20 %15
luminal  Luminal-HER2+  ER-negative-HER2+  Basal
e
5 yil MKSS %99  >%94 > %85
Less Cell Line Subtypes More .
Aggressive Aggressive
Nature 2000;406:747-52

Proct Natl Acad Sci USA 2001;98:10869-74
*Lancet Oncol 2018;19:40-50




EEMK- Adjuvan Tedavi Secenekleri

Kemoterapi

— HR+, HER2- Hastalik; KT kararinda ¢oklu gen testlerinin yeri
Hormonal tedaviler

— Tamoksifen

— Ovaryan ablasyon/ovaryan supresyon

— Al

— Uzatilmis adjuvan tedavi
Hedefe yonelik tedaviler

— Anti-HERZ2 tedaviler (trastuzumab, pertuzumab, neratinib, T-DM1)
NAKT sonrasi rezidiiel hastalik
Bisfosfonat tedavisi
Destek tedaviler

Diyet ve egzersiz



EEMK
ADJUVAN KEMOTERAPI



Comparisons between different polychemotherapy
regimens for early breast cancer: meta-analyses of long-term
outcome among 100 000 women in 123 randomised trials

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)

Niks riskinde Oliim riskinde
azalma orani azalma orani
CMF/AC vs KT yok %20-30 %10-30
Antrasiklin vs St CMF %10-20 %10-20
Taksan vs Nontaksan %10-20 %10
2p<0.00001

Yas, nodal tutulum, grade, tamoksifen kullanilmasi, tiimor ¢api, ER’den bagimsiz olarak
tim gruplarda etkili

Lancet 2012;379: 432-44.




I You get about a one-third reduction in mortality with
AntraS|kI|n/Ta ksan standard chemotherapy and then a highly significant
. additional reduction of 13% with dose-dense
Adjuvan KT chemotherapy, reducing mortality by about half
EBCTCG; Gray RG compared to no chemotherapy.”— Richard G. Gray, MSc

Ardisik vs Kombine kullanim; 11.028 hasta, 10 villik izlem
— Meme kanseri nuksleri %3.2 net yarar 2p=0.0006

— Meme kanserinden 6lum %2.1 net yarar 2p=0.03

Doz-dens (2 hafta) vs Standart (3 hafta) ardisik KT; 34.122 hasta, 10 vyillik izlem

* Meme kanseri nuksleri %3.6 net yarar 2p<0.00001
* Meme kanserine baglh 6lum %2.7 net yarar 2p<0.00001
e ER+; nuks %3.1 net yarar 2p<0.00001
* ER-; nlks %4.7 net yarar 2p<0.00001
Amerika Dd KT
Ingiltere Standart KT

SABCS 2017



EEMK- Adjuvan KT 2018

Figure 1. The Development of Modern Neoadjuvant/Adjuvant Chemotherapy Regimens in Breast Cancer

Timeline of the establishment of standard modern chemotherapy regimens in breast cancer

1976

Cyclophosphamide/methotrexate/

L-fluorouracil (CMF)

Adjuvant combination chemotherapy

(12 mo of CMF) shown to
significantly reduce recurrence
compared with no chemotherapy

1998

Adriamycin/cyclophosphamide
followed by paclitaxel (AC-T)
Addition of taxane after AC
shown to improve autComes
compared with AC alone

2006
Docetaxel/cyclophosphamide
=4 cycles (TC4)

TC4 shown to be superior to
AC4 for disease-free survival

and overall survival

1985

1990

=4 cycles (AC4)
AC4 demonstrated to be

Adriamycin/cyclophosphamide

equivalent to & mo of CMF

2003

Dose density

Better disease-free survival
and overall survival

with chemotherapy dosing
every 2 wk vs every 3 wk

2017

( Adriamycin/cyclophosphamide
| followed by paclitaxel (TaxAC)

J

TC6 demonstrated to be not
noninferior to various TaxAC
regimens (improved outcomes
seen with TaxAC)

JAMA 2019;321:288-300




HR+, HER2- Hastalik
Adjuvan Tedavi Se¢imi
Kemoterapi Verelim mi?

Mammaprint
Oncotype Dx
PAMS50
EndoPredict
Breast Cancer Index



Klinik risk Adjuvant
Online EORTC-BIG MINDACT TRIAL DESIGN

10 yil BCSS >%88 ER+; | 6,000 Node negative and 1-3 + lymph node breast cancer women
%92 ER-
Evaluate Clinical-Pathological risk and 70-gene signature risk

N=3300 (55%) N=2100 (35%) N=600 (10%)
Clinical- Discordant cases Clinical-

pathological and Clin-Path LOW Clin-Path HIGH pathological and
70-gene both HIGH 70-gene HIGH 70-gene LOW 70-gene 'both LOW
risk

Randomize

Use Clin-Path risk to A" | ne risk to
decide Chemo or not decide Chemo or not

Adjuvant
Chemotherapy
(+ endocrine Tx if ER+)

Adjuvant Endocrine
therapy only

The goal of this trial is to show that MammaPrint can
spare 20-30% of patients from adjuvant chemo

Dr Martine Piccart-Gephart JBI, Brussels

N Engl J Med 2016;375:717-29



The MINDACT tral {Microarray In Node negative Disease may Avold ChemoTherapy)

« MINDACT Primer sonuclar: C-high / G-low (MP Low) grup-

KT vs KT yok, Tium grup (%48 LN+; %58 22 cm;%71 grade I-1)

Distant Metastasis Free Survival
C-high/G-low
100
%0 - o >
80 -
70 -
60 —
50 - 5-year DMFS adjusted HR p-value
40 || 81.5% (95% ClI) (95% Cl)
30 || CT 95.9 (94.0, 97.2) 0.78 (0.50, 1.21)
20 || noCT 94.4 (92.3, 95.9) 1.00‘
10 -
0 : : | | : | | :  (years)
0 1 2 3 4 5 6 7 8 o
O N Number of patients at risk :
34749 714 698 677 611 346 145 41 3 ——CT
46 748 727 T08 696 655 424 160 41 4 — noCT

N Engl J Med 2016;375:717-29



The MINDACT trial {Microarray In Node negative Disease may Avold ChemoTherapy) |

Yuksek Klinik Riskli

Enrolled Hastalar

N =6.693

Genomik vs klinik risk

Genomic risk (g)

Clinical risk (c
lc) 70-gene signature or

Adjuvant Online!

MammaPrint®
! | }
Discordant | c-High/g-High |
c-Low/g-High c-High/g-L
N=2745 /g-Hig - C-rig [g-Low
RT  N=1550 N=1806

3.356 Klinik yuksek riskli hastanin 1.550

5yil UMS %97.6

%95
%90 MP/Genomik strateji olarak duguk riskli
saptanarak Kemoterapi almayabilirdi
(%46).

Toplamda hastalarin %64’unde adjuvan KT gerekli degil

N Engl J Med 2016;375:717-29



Prospective Validartion of a 21-Gene Expression Assay
in Breast Cancer

D Owverall Survival
1.0

Node-Neg, ER-Pos Breast Cancer
Oncotype DX® Assay

Probability of Survival

12

[
24
Months

RS <10 Hormone RS >25
Hormone vs Chemotherapy %93.8

Therapy >hemotherapy + E Meme kanseri uzak metastazsiz sagkalim

Invaziv DFS

Hormone %98.7

\w

| Primary study group

To determine whether adjuvant hormonal therapy is not inferior to adjuvant
chemohormonal for patients in the “primary study group”

Uzak metastazsiz sagkalim %87

N Engl J Med 2015:373:2005-14
N Engl J Med 2018;379:111-21




KT Karari/ RS 11-25 .

1.0
0.8 P = 0.064 h 2 0.8 P =0.28
Hazard Ratio Endocrine vs. Chemo/Endocrine (95% CI) E Hazard Ratio Endocrine vs. Chemo/Endocrine (95% CI)
E 0.6 1.14 (0.99,1.31) [=] 06 1.12 (0.91,1.38)
= M o .0
g %84.3 3
= |
o —— Chemo/Endocrine Therapy 0, @ —— Chemo/Endocrine Therapy
E 0.4-1  —-. Endocrine Therapy %683.3 c 0.4 —-- Endocrine Therapy %92.9
5 0,
- %92.2
0.2 x 0.2
0.0 0.0
T T T T T T T T T T T T
0 12 24 36 48 60 72 B4 96 108 0 12 24 36 48 60 T2 84 96 108
Number at risk Months Number at risk Months
2889 2817 2747 2647 2525 2352 2078 1580 994 463 2889 2827 2769 2694 2580 2402 2140 1630 1029 480
-—- 3822 3680 3551 3427 3277 3034 2688 2060 1333 597 -—-- 3822 3699 3592 3480 3341 3105 2763 2125 1392 631
1.0 1.0
et
=
S o8 P = 0.81 0.8 P=0.78
=1
E Hazard Ratio Endocrine vs. Chemo/Endocrine (95% Cl) =2 Hazard Ratio Endocrine vs. Chemo/Endocrine (95% Cl)
2 1.03 (0.80,1.33) = 0.97 (0.78,1.21)
2 0.6 = 0.6 —
I';-: [=]
2 o
@ —— Chemo/Endocrine Therapy I —— Chemo/Endocrine Therapy
E 0.4 - —- Endocrine Therapy %95 < 0.4 - —- Endocrine Therapy %93 8
- 5
o (o) v
= %94.5 %93.9
s 0.2 0.2 —
in
(]
0.0 0.0
T T T T T T T T T T T T
0 12 24 36 48 60 T2 B84 26 108 0 12 24 36 43 60 T2 84 96 108
Number at risk Months Number at risk Months
2889 2829 FANE] 2703 2600 2424 2162 1653 1050 489 2889 2858 2819 2771 2723 2632 2484 2036 1377 T22
—-——= 3822 3704 3606 3503 3368 3143 2807 2160 1414 646 -—=-= 3822 3749 3697 3633 3565 3412 3202 2656 1802 952

N Engl J Med 2018;379:111-21



TAILORX- Yasa Gore Sonuclar

0.25
RS 16-25: %2 yarar | |,
— AmB ET /
s | — amC cr+er | RS 21-25: %6 yarar |/ 0.25
- Age <= 50 J — AmB ET
1] —
g Adjusted for tumor size and grade S £ 0 Ame - CT+ET
I ] .

s Z Age > 50
5 ' E Adjusted for tumor size and grade
i S 0.15
£ 2
2 0.10 x
L) =
a 5 0.0 -
; :
o
% 005 ;

’ 0.05

&

0.00
||||||||||||°-"““IIIIIIIIIIII
121 %5 1% 17 1819202022325 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Recurrence Score Recurrence Score

RS 11-25 arasi, yasa gore 9 yillik uzak niiks riski
N Engl J Med 2018;379:111-21




-
2 score NI

gene a
gene b
gene c
gene d
gene e

Molecular subtyping

AJCC 8

HR+, HER2-, Lenf nodu negatif hastalik
Gen testi diisiik risk ise,
T boyutu ne olursa olsun

Endo Predict

level I

T1aT1lb NO MO prognostik

kategorisinde yer alir.

Oncotype level | ||"|||
Mammaprint level Il

BCI level Il

PAM50 level Il

o

Likelihood of
treatment benefit

Ajuvant chemotherapy
Extension of adjuvant
endocrine therapy

Gene / protein signature

|

J \

Cancer staging Patient prognosis

Hormone receptor + 1.00] —~—
HER2 - \
r - § O 75 \-\
Tany NO MO | | T1a-1b NO MO E o
» 050 e S

Stage 1A, 1B — -\ StagelA, B E
Stage lIA, 1IB .- = ) O 025 — Low score
Stage llIA \\—-\‘; e ’:,,/—-/ - High score

= I— 0.00

Low score o 48 96 144 192 240

OS survival (months)

FIGURE 1 | Clinical applications of multigene/protein signatures in breast cancer. Different multigene/protein assays may have distinctive applications. Molecular
signatures can be used to test prognosis, predict treatment benefit, determine tumor subtype or downstage select patients.

CA Cancer J Clin 2017; Frontiers in Medicine 2018;5:Article 248



HR+,HER2- Hastalik/Coklu Gen Testleri/ NCCN v3.2018

Test Prognostik | NCCN | NCCN Rekirrens risk
tercih | kanit

21 gen-Oncotype Dx/NO Evet Evet Tercih
26-30
>31
21 gen-Oncotype Dx /N1-3 RxXPONDER  Evet Diger 2A <18 dusuk risk
bekleniyor 18-30 ara risk
>31 yuksek risk
Mammaprint-70 gen/ Evet Diger Dusuk
NO ve N1-3 @ Yiksek
PAM 50 (Prosigna) -—-- Evet Diger 2A NO: 0-40: Duistk
NO ve N1-3 41-60: Ara
61-100: Yuksek risk
N1-3: 0-40: Duslik risk
41-100: Yiuksek risk
Endopredict (NO ve N1-3)  ----- Evet Diger 2A Disuk (<3.3287)
Yiksek (>3.3287)
Breast Cancer Index (BClI) ---- Evet Diger 2A Gec¢ nuks icin dusuk risk (0-5)

Gec niks icin yuksek risk (5.1-
10)



EEMK
ADJUVAN HORMONAL TEDAVI

Tamoksifen
Ovaryan ablasyon/ovaryan supresyon
Aromataz Iinhibitérleri
Uzatilmis adjuvan tedavi



Tamoksifen-EBCTCG* 2010

5 yil adjuvan Tamoksifen kullanilmasina karsi /Tamoksifen yok
Ortanca izlem siiresi 15 yil
Net yarar 2p

Meme kanseri nuksleri %38 azalma %13 <0.00001
Meme kanserinden 6lUm riski %30 azalma %9 <0.00001
Tum olumler %22 azalma <0.00001
Diger memede kanser riski %39 azalma <0.00001
Endometriyum kanseri riski 2,33 kat artis <0.00001

*EBCTCG: Early Breast Cancer Trialists’ Collaborative Groups;
Yarar tim hasta gruplarinda (grade, nod negatif veya pozitif, PR den bagimsiz,
timor capi) goriliyor. ER negatif, PR pozitif hastalikta yarar?

Lancet 2011;378:771-84




TEXT and SOFT Trials: Comparison of
Tamoxifen or Exemestane With OFS

Stratified by trial, use of chemotherapy, nodal status 5yrs

L-

TEXT

Premenopausal
Patients with HR+ BC
< 12 wks after surgery
(N=2672)

SOFT

Premenopausal
patients with HR+ BC
< 12 wks after surgery

(if no chemo) or
< 8 mos after chemo

(N =3066)

)
- =

\ ‘Tamoxifen 20 mg/day

Pagani O, et al. ASCO 2014. Abstract LBA1.

ER2 %10 pozitif

Joint Analysis

*OFS

* TEXT: triptorelin 3.75 mg IM every
28 days for 6 mos, then optional
bilateral oophorectomy or irradiation

* SOFT: choice of method

N Engl J Med 2014;371:107-18
J Clin Oncol 2016;34:2221-31




Tailoring Adjuvant Endocrine Therapy
for Premenopausal Breast Cancer

SOFT Calismasi; %34.5 N+, %84.9 HER2-/ 8 yillik Sagkalim Sonuglar1 %

Tamoksifen Tamoksifen + OS Eksemestan +
(01

Hastaliksiz Tiim grup 78.9 83.2 85.9
Sagkalim KT var 71.4 76.7 80.4

KT yok 87.4 90.6 92.5
Meme Tum grup 82 85.8 88.2
Kansersiz KT var 73.6 78.9 82.3
Sagkalim KT yok 91.4 93.6 95.4
Uzak Tam grup 88.4 89.4 91.2
Metastazsiz KT var 80 82.1 84.5
Sagkalim KT yok 97.8 97.8 99.3
Genel Tiim grup 91.5 93.3 92.1
Sagkalim KT var 85.1 89.4 87.2

KT yok 97.1 97.9 97.7
Grade % yan etkiler %24.6 %31 %32.3
Tedaviyi erken kesme %22.5 %19.3 %23.7
Osteoporoz %3.9 %7.2 %14.8

HS p=0.009 tam vs tam + OS; GS p=0.01 tam vs tam + OS

N Engl ) Med 2018;379:122-37.



SOFT/TEXT: Sagkalim Sonuclari

Ortanca izlem 8 yil

Tamoxifen plus ovarian Exemestane plus ovarian C Overall Survival
suppression (T-05) suppression (E-O5) 100
A Disease-free Survival 90
Net yarar %4 30- Absolute difference
1{)&\ 0.1 percentage points
90 10
80 — 2 g0l
Absolute difference - &-Yr
3 704 4.0 percentage points £ 504 Overall
T %0 5 S'Wﬁ 'E 40- No.of No.of Survival Hazard Ratio
E 307 isease-free = Patients Events  Rate 95% Cl
B 40— No.of No.of Survival Hazard Ratio 30 I o (95% €l)
2 Patients Events  Rate 95% Cl -
® 301 et Events - K¢ #3% ) 01605 2346 158 934 098 (0.79-122) P=0.34
20 [0S 2346 318 8368  0.77 (0.67-0.90) P<0.001 01 105 B4 162 93
10+ T-05 2344 402 828 G T T T T T T T T |
0 | | | , , , | | | o 1 2 3 4 5 6 7 & 9
o 1 2 3 4 5 & 7 8 9 _ o
) o Years since Randomization
Years since Randomization
No. at Risk No. at Risk
E-OS 2232 2073 1931 1391 361 E-0S 2289 2224 2101 1551 988
T-05 2257 2066 1366 1337 234 T-05 2308 2238 2123 1547 088

N Engl J Med 2018;379:122-37




SOFT Calismasi-SONUCLAR

<35 yas*
* Tam
e Tam + OA/OS
e Ekse + OA/OS

Ortanca izlem siiresi 5.7 yil ; 5 yil BCFS

KT alan hastalar**

Tam
Tam + OA/OBS
Ekse + OA/O

778 %7336
%82.5 %78.9
085.7 %8

olan hastalar; 5 ve 8 yillik sonuglar

*: Tum hastalarin %11.5’i ve %94’G kemoterapi almis (233 hasta).
**: Ortanca yas 40, daha bliylk timor, orta veya ylksek grade’li, daha fazla lenf nodu metastazi

* Kemoterapi almayan hastalarda 5 yillik BCFS >%95; Bu grupta >40 yas, kicuk timor, distk veya

orta grade, nod negatif timorler yer aliyor. Bu hastalarda tek basina tamoksifen ¢ok etkili bir
tedavi ve halen standart tedavi olarak kabul edilebilir.

N Engl J Med 2014;371:107-18, N Engl J Med 2015;372:436-46, J Clin Oncol 2016;34:2221-31, The Breast 2016;27:122-125,N Engl J Med 2018;379:122-37




Over Fonksiyonlarinin Supresyonu

Kilavuzlar

ASCO 2016*

Evre |, 11, Il KT alan hastalar

Yiksek riskli hastalar (genc yas, bliylik timor, nod pozitif veya yliksek grade)

0OS’ ye tamoksifen veya Al eklenebilir
Dusiik riskli hastalarda yalniz tamoksifen yeterlidir

NCCN v3.2018

Yuksek riskli hastalar (genc yas, nod pozitif, yliksek grade)
OS’ye tamoksifen veya Al eklenebilir

St Gallen 2017**

<35vyas

> 4 |lenf nodu metastazi

KT gerekiyorsa

OS’ye tamoksifen veya Al eklenebilir

0S/ ideal siire?
Uzatilmis HT ile karsilastirma?

*J Clin Oncol 2016;34:1689-1701
**Ann Oncol 2017;28:1700-12
Curr Oncol 2018;25:5151-5160




HR+; Postmenopozal Meme Kanseri-Adjuvan Al

Calisma Niiks Meme kanserine bagh éliim
5 yil tam vs %19.1 %12.1
5 yil Al %22.7 %14.2

Net yarar: %3.6 (10 yil) Net yarar %2.1 (10 yil)
9.885 hasta 2p<0.00001 2p=0.009
2-3 yil Tam—AI %13.8 %9.3
5 yil Al %14.5 %8.2

Net yarar: %0.7 (7 yil) Net yarar: %1.1
12.799 hasta 2p=0.045 2p=0.11
2-3 yil Tam—AI %17 %8.7
5 yil Tam %19 %10.1

Net yarar: %2 (10 yil) Net yarar. %1.5
11.798 hasta 2p=0.0001 2p=0.01

Lancet 2015,;386:1341-52




Adjuvan Tedavi Almis Olan Opere Meme Kanserli Hastalarda
Hormon Reseptor Durumuna Gore Yillik Niiks Olasiligi

Recurrence Hazard Rate

S

L=

0.20

0.10

0.0

Pos
Meg

Fig 4. Annual hazard of re-

currence of 3,542 patients sepa- _ER pﬂﬁ

rated by ER status, The mean fal-
low-up times for ER-positive and
ER-negative patients were B.1

% and B.0 years, respectively. (ER

S o = H'E'g

status was missin g for 23 pa-
fients.)

o 1 2 3 4 S5 6 7 8 9 10 11 12

Years
Number at Risk
2257 2096 1857 1642 1462 1313 1166 961 717 506 319 193
1305 1108 910 784 711 647 562 457 361 290 203 130

J Clin Oncol 1996;14:2738-46




5 yil Adjuvan Hormonal Tedaviden Sonra Nuiks-
Prognostik Faktorler

Table 4. Prognostic Factors for Recurrence After 5 Years of Adjuvant Endo-
crine Therapy

Factor Relationship

Anatomic stage

Nodal status N+ = N—"1

Tumor size Risk increase with increased T
Tumor pathology

Higher grade Higher grade = lower grade11'12

Lower levels of ER expression Higher ER =< lowwer ER
Genomic assay

Intrinsic subtype Luminal A < B'=

21-gene recurrence score Lower << higher'#

PAM 50 ROR score Lower << higher'= "’

Breast cancer index score Lower << higher'&20

EndoPredict clinical score Lower << higher’21

Abbreviations: ER, estrogen receptor; PAM, prediction analysis of microarray;
ROR, risk of recurrence.

N Engl J Med 2017;377:1836-46; St Gallen 2017



DeFacto | .o Exposed
Trial Treatments Egmparisﬂng or to Al
DFS Years
(years)
0-5, %
Yearafter |y )2 |3 |a|s5|6 |7 |89 |10]16s
iagnosis
Studies of tamoxifen after 5 years of tamoxifen
0.75-

#

ATLAS 5v10 0.991 0
0.75-

*
ATTOM 5v10 0.991 0
Studies of Al after 5 years of tamoxifen
MA.1T * 5v10 0.57 0
NSAPE B-33 * 5v10 0.68 0
ABCSG 6Bat # 5vi 0.62 0
Studies of extended Al after 5 years therapy that included Al
DATA * Bv9 0.79 100
NSABP B-42 * 5v10 0.85 100
MA.1TR g 1M v 15 0.66 100
Studies of optimal duration or dosing in years 5 to 10
BOOG
2006-05 T75v 10 0.92 B8
IDEAL
ABCSG 16 Tv10 1.007 49

Continuous
SOLE v 1.08 21
intermittent

Tamoksifen
Yesil: Tam veya Al
Mavi: Ai

Fg 1. Schema for trials of extended ad-
juvant endocrine therapy. ABCSG, Austrian
Breast Cancer Study Group; Al, aromatase
inhibitor; ATLAS, Adjuvant Tamoxifen
Longer Against Shorter; ATTOM, Adjuvant
Tamoxifen—To Offer More; BOOG,
Borstkanker Onderzoek Groep; DATA,
Different Dumtions of Adjuvant Anastrozole
Therapy; DFS, disease-free survival, HRE,
hazard ratio; IDEAL, Investigation on the
Curation of Extended Adjuvant Letrozole;
MAT7, Extending Aromatase-Inhibitor
Adjuvant Therapy to 10 Years; MA7R,
Extending Aromatasednhibitor Adjuvant
Therapy to 10 years; NSABP, Mational
Surgical Adjuvant Breast and Bowel Proj-
ect; SOLE, Study of Letrozole Extension.
{*) Time of random assignment. (t) The
frials of extended tamoxifen therapy
showed a timedependent HR. After 10
years (ig, b years after random assign-
ment), the HR was 075, but it was lower in
earlier years of follow-up. () Some pa-
tients in ABCSG 6 received tamoxifen =
aminoglutethimide, a firstgeneration Al
(&) Patients in MA.IYR were randomlby
assigned after & years of letrozole with or
without having received 5 years of 1z
moxifen. Gold, tamaoxifen; green, Al or ta
moxifen; blue, Al Striped years denote
timing of randomized intervention versus
no treatment or placebo.

J Clin Oncol 2018;36..




Uzatilmis Adjuvan Al Calismalari

Tablo 6: Aromataz Inhibitorleri; Adjuvan Tedavide 5 Yildan Uzun Kullanilan Calismalar 94-100

Calisma

MA 17R

Hasta
no

1.918

Calisma gruplari

4,5-6 yil adjuvant tamoksifen
tedavisinden sonra, 4,5-6 yil Al
tedavisini tamamlamis olan
hastalar tedavi bitiminden
sonraki 2 yil icinde (ortanca 6 ay)
5 yil letrozol 2,5 mg/giin veya
placebo kollarina randomize

edildiler

5 yillik GS

o L:%93

e P:%94
p=0.83

HS

e L:%95

e P:%91

e p=0.01

Sonug¢

A Discase-free Survival
100

20

&0

404

Patients 3]

20—

Mo. at Risk
Letrozole 935 943 925 899 7

50 &52 324 207 86 14
Placebo 959 936 917 890 5 1

641 302 188 77 12

B Overall Survival
100

204 g

&0

Patients (5)

40
— | atrozole

2049 e o= Placebo

T T T T T T T T 1
2 3 4 5 [ 7 3 9 10
Years

Mo. at Risk

Letrozole 959 952 941 921 903 8B0 &BO 343 221 93 14
Placebo 953 953 943 923 895 874 &R0 327 204 84 20

Figure 1. Kaplan—Meier Curves for Disease-free and Owverall Survival.

L kolunda diger memede kanser riskinde azalma

(HR:0.42; p=0.007); osteoporoz, kemik agrilari ve

kirik fazla

HS: Hastaliksiz sagkalim GS: Genel sagkalim L: Letrozol HR: Hazard Ratio

N Giiler, MHDF 2018
N engl J med 2016;375:209-19



Uzatilmis Adjuvan Al Calismalari
AERAS Calismasi

1683 postmenopozal hasta, HR pozitif

* 5yl adjuvan HT tamamlamis (5 yil anastrozol veya 2 yil tamoksifen sonrasi anastrozol);

Randomizasyon;

* +5vyildevam (1. kol) veya ilacgsiz izlem (2. kol)

1. kol 2. kol HR p degeri
5 yil HS % 91.9 84.4 0.548 0.0004
5vilGS % 99.5 99.6 1.389 0.665
5 yil UMS % 97.2 94.3 0.514 0.0077
Lokal niiks % 1.8 3.8
Uzak metastaz% 2.7 5.6
Diger memede kanser %0.7 %0.8
2. Kanserler %1.5 %4.3
Osteoporoz %0.3 %0.1

Ohtani. SABCS 2018. Abstr GS3-04.




HR + EEMK/ Adjuvan Hormonal Tedavi

e Sure: 5-10 yil
— Nod negatif, disuk riskli hasta 5 yil hormonal tedavi
* 5 yil tamoksifen
 Svyil Al
— Nod pozitif, yiksek riskli hastalik: Uzatilmis tedavi

* 10 yil tamoksifen

e 2-3 yil tamoksifen---5-7 yil Al
* 5vyil Tam—5 yil Al

* 5vyil Al---5 yil Tam: Verisi yok
10 yil Al

* Toplam 15 yil?

NCCN v3.2018
J Clin Oncol 2018;36..



EEMK
ADJUVAN ANTI-HER2 TEDAVILER



HERA (ex-USA)
(n=5090)

Adjuvan Herceptin ¢alismalari
HER-2 pozitif hastalik (IHK +++ veya ISH pozitif)

TAKIP

=23 Any CT £ RT <Hq3wx12ay
Hq3w x 24 ay

NSABP-B31 (USA)
(n=2030)

ACx4
ACx4

—> Pq3wx4orqwix12
—> Pqgq3wx4orqwx12 +Hqw x 52

NCCTG N9831 (USA)
(h=3505)

ACx4
ACx4
ACx4

—> Pqwx 12
—_— P qwx 12 > Hqw x52
—_— Pgqwx12 +H qw x 52

NVANVANE)

ACx4 —_—> Dq3wx 4
:30:2(;2306 (global) ACx4 —_— Dq3wx4+Hqwx 12 —> H 3w x 13
n=

D+ Carbog3wx6+Hqwx 18 —  H Q3w x 11
FinHer (Finlandiya) Dg3wx3orVqwx38 —> CEFq3wx 3
(n=2322) Dg3wx3orVqwx8+Hqwx9 —> CEFqg3wx3

AaHER2+ altgrup

H, Herceptin; A, doxorubicin; P, paclitaxel; Carbo, carboplatin;
E, epirubicin; V, vinorelbine; D, docetaxel



Adjuvan Trastuzumab-SONUC

Sonug RR P degeri

HS 0.60 <.0001
Oliim 0.66 <.0001
Lokal-bolgesel nuks 0.60 .0002
Uzak metastaz 0.62 <.0001
Kalp yetmezligi 7.32 <.0001
SVEF de dusme 2.09 <.0001
Ilk metastaz olarak SSS 1.66 ?

Hangi KT rejimi?Antrasiklin-taksan veya Dosetaksel-Carboplatin; Dosetaksel-

Siklofosfamid (St Gallen 2017)

Ardisik-kombine kullanim? Kombinasyon-taksanla
Kullanma siiresi ? > 1 cm tumor 1 yil; 2 yilin yarar yok; Kisa kullanim?

10 yilda net yarar %9

X
FDA onayi : 2005

The Oncologist 2008;620-630
Cochrane review 2012
St Gallen 2017




Farkh Trastuzumab Tedavi suireleri- Sonuclar

Calisma Trastuzumab HS, % Yorumlar
1 yil standart. Tim gruplarda kalp yan etkileri
[1] .
F;Tgogg) Lyl (_\;;;Z:l Vo 69 vslg9y3.s 63* az, ancak 2 yil kullanimda daha fazla (2 yilda
- 5 %7.3 vs 1 yilda %4.4). Gézlem kolunda %0.9
PHARE!?! 6 ay 2 yil: 1 yil tedavi standart, non-inferiorite
(N = 3384) veya 12 ay 91.1vs93.8, P =.29 gosterilemedi
Yiiksek riskli hastalarda 1 yil kullanim istiin:
stage lll, 2 4 pozitif nod
- [3] .
(Sll\l'lo_r;;ISE; 3Shfftﬁ 85 45\2/5” é7 c Diisiik riskli hastalarda (evre /11, <3 lenf nodu
- Y ' ' pozitifligi) benzer sonucglar; kalp toksisitesi
%5.1 vs %14.4 (HR:0.32)
KT protokolu 9 hafta dosetaksel + trastuzumab
soLDi 9 hafta 5 yil: takiben = 3 kiir FEC
(N =2147) vs 1 il 88.0% vs 90.5%; Kalp toksisitesi fazla (%2 vs %3.9); Dosetaksel
dozu 6nemli (100 mg/m?); 1 yil td standart
PERSEPHONE! By ayil: 6 ay tedavi non-inferior
] vs12 3 894 vs 89 8. P= 01 ER- hastalik, antrasiklinsiz taksan alan hastalar
(N = 4088) Y ' A ve NAKT alanlarda 12 aylik tedavi daha iyi .

* Gozlem kolundaki hastalarin %52’si trastuzumab koluna ge¢mislerdi.

1. Cameron D, et al. Lancet. 2017;389:1195-1205. 2. Pivot X, et al. Lancet Oncol. 2013;14:741-748. 3. Conte P, et al.
Ann Oncol. 2018;[Epub ahead of print]. 4. Joensuu H, et al. JAMA Oncol. 2018;4:1199-1206. 5. Earl HM, et al. ASCO
2018. Abstract 506.



Persephone Calismasi- HS ve GS

Landmark DFS

88.3500.1%
88.20)

~ 12 Months
~ 6 Months

o )

0.92-1.24 0.03

[P ——

Im«m’ HR

Disease-Free-Survival (%)

234
49

12 months
6 months

1.07

i
2 3

Years after 6 months of Trastuzumab
No. at Risk

il months 2009
§ months 2000

1663
1647

8 ]
1313

PRESINILD A 2018 ASCO .vy"_':,':‘,_ylﬂ.w.‘m PRLAENTED BY
ANNUAL MEETINC b tv it e A

Landrk OS

E%‘ 5%

Overall Survival (%)

I e N R

12 months 146 113 0.94-1.36 0.01
6 months 166

i

L]

2 3

Years after 6 months of Trastuzumab
No. at Risk

12 months 2009
6 months 2000

1730
124

1373
180

i3 14
Hazard Ratlo

Prof Helena Earl MD PhD

hitps. (Avarwick ac ukfacmediesearch/c

tutnalsicancerperses

e Non e




Persephone Calismasi

Cardiotoxicity

05

0

Random effects modelling Stopped trastuzumab hecause
predicted lines and 95%Cls of cardiotoxicity
-1n 8% of 12-month patients :
65 - in 4% of 6-month patients Pre'defl ned
: L B\ ooy subgroup analysis
é ~\\- _-"‘

o e ' Cardiac function recovers post-
trastuzumab (p<0.0001)

: 4  -month patients had a more
—12 month patients = -6 month patients

55 rapid recovery (p=0.02)

0 3 b 9 12
MONTHS FROM START OF TRASTUZUMAB

Ref: Earl ctal. Brtish Joural of Cancer (2016) 115, 1462-1470

DeathsPatents “Hazard Rato & CI
6 mihs 12 mins (6 mihs - 12 mins)
|
ER
Negative wer 6263
(44 6%) (98%)
Positve arman 1412
0% 10.7%) |
Stratihed 1TWM) 1 54/204
. ’ (B8%) (16%) ?
Interaction between 2 groups ¢*,=5.5; p=0.02 ‘
CT Type ‘
Anthracycine based TV Tt
%) 2% l
Taxane based 220 10200
(99%) (A.0%)
Antheacycine slaane Bwen 750580
wow (16%) ‘ 1
Neither w3 7 1
00%) (50.0%) ilb
. Stratihed 1192043 152044
% 76%)
Heterogeneity between 4 groups 45,0, ps0.17 ‘
CT Tevng ‘
Aduvant 1V 1
(T6%) 7%)
Neo-aduvant “wan W08
(15.4%) B
. Stratined 1792043 1562048
%) (T6%)

Interaction between 2 groups 17,#2.4; pe0.12

Trastuzumab Timing

Concurrent (with CT) 152
7™
Sequenrbal (afer CT) 1041001
95%)

. Stratifed 1792043

now)

(10.0%)
1502045
(7.0%)
Interaction between 2 groups 47,#5.7, p0.02 1

. Unstratified 1792043
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- B0l < B%Rel

s
4% !
10W0M
|
15672045 ¢
(row) " |

L

{2348 | 2345 w0
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HRAC!
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1.15{093,142)

1000071, 1.39)
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1.04 (081, 1.52)
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APHINITY: Study Schema

N
Central
confirmation
of HER?2
status
e,

11
. : I L8
Randomization Start Anti-HER2 therapy for a total of 1 yr (52 wks)
within 7 wks treatment /
of surgery Wi Radiotherapy and/or endocrine therapy may be started

b at the end of adjuvant chemotherapy

ClinicalTrials.gov Identifier: NCT01358877

N Engl J Med 2017; 377:122-131




APHINITY Calismasi-Sonuclar

(Ortanca izlem 45.4 ay)

Trastuzumab *Trastuzumab + HR P degeri
N=2405 Pertuzumab
N=2364
3 yillik IDFS %
* Tum grup 90.6 92.3 0.81 0.045
* N(+) 86.7 89.9 0.77 0.02
e N{(-) 96.2 96.7 1.13 0.064
* HR (+) 91.6 93 0.86 0.277
* HR(-) 88.7 91 0.76 0.085
3 yilhik GS % % 3.7 (89) % 3.3 (80) 6luim 0.89 0.467
olum
SSS metastazi % 1.8 % 1.9
Kardiyak yan etki (NYHA IlI-1V) % 0.2 % 0.6
Grade % yan etki-ishal % 3.7 % 9.8

*FDA onayi: Aralik 2017; yiksek riskli HER2 + hastalikta (N + veya HR-) trastuzumab’la birlikte

. . ) % N Engl J Med 2017; 377:122-131
adjuvan tedavi; NCCN 2017; ASCO 2018 J Clin Oncol 2018;36:2433-43*




ExteNET Trial: Study Schema

HER2+ breast cancer (local) PartA PartB PartC

Prior adjuvant trastuzumab "
and chemotherapy Neratinib x 1 year =

/ 240 mg/day
Completed trastuzumab < 1
year prior to study entry

- O =)

Lymph node positive
or non-pCR after \

adjuvant therapy

Placebo x 1 year

2-year follow-up for IDFS
5-year follow-up for IDFS

ER/PR status unknown

Primary analysis: IDFS in ITT population (n = 2840)

IDFS at 2 years: hazard ratio = 0.67 (0.50, 0.91); P =.0091

HR positive (n = 1631, 57.4%); hazard ratio = 0.51; P =.0013

Centrally confirmed HER2-positive 60% (n = 1463; 51%); hazard ratio = 0.51; P =.002

a. Martin M, et al. Ann Oncol. 2017;28(Suppl 5): Abstract 1490. Reproduced with permission from Dr. Miguel Martin.
b. Chan A, et al. Lancet Oncol. 2016;17:367-377.




ExteNET Calismasi-Sonuclar

Ortanca izlem 5,2 yil

Neratinib (1420) | Plasebo (1420) | Net yarar HR P degeri
5 yil DDFS % 91.6 89.9 % 1.7 0.78 0.065
5 yil IDFS
 Tim grup 90.2 87.7 % 2.5 0.73 0.0083
* HR(+) 91.2 86.8 % 4.4 0.60 0.002
e HR(-) 88.9 88.8 0.95 0.762
* N{(-) 97.2 96.5 % 0.7 0.72
* N(+) 94.4 92.4 % 2 0.68
e Tras<1yil 93.8 90.9 % 2.9 0.63
e Tras 1-2 yil 95.8 95.7 % 0.1 0.92
Oliim Tim grupta % 10
Beyin met % 1.3 % 1.82
Grade 3 ishal % 40

FDA onayi: Temmuz 2017;
HER2 pozitif, 1 yil adjuvan Trastuzumab’i tamamlamis olan hastalar
ASCO 2018*: HR+, N+, HER2+, trastuzumabdan sonra 1 yil icinde

Lancet Oncol 2017;18:1688-1700.
*J Clin Oncol 2018;36:2433-43



NEOADJUVAN KEMOTERAPI
SONRASI REZIDUEL HASTALIK



NAKT/ Pathological complete response and long-term clinical benefit

in breast cancer: the CTNeoBC pooled analysis.

TY: ypTO/Tis yp NO pTY: ypTO/Tis yp NO
1007 pTY: ypTO/Tis yp 100 7.

804
60+

S

w0~

o

20 - HR 0.48 204 HR 0.36
(%95 GA = 0.43, 0.54) (%95 GA = 0.31, 0.42)
0 | | | 0 | | |
0 18 0 18

. 2 12
Siire (yll} Sure (yil)

12 ¢alisma, 11.955 hasta

HER2 pozitif ve HR negatif grup (EFS HR: 0.15) ve,

Ucll negatif grupta (EFS HR: 0.24) NAKT yarari en fazla

NCCN v3 2018; Evre 2 TNBC ve HER2 (+) hastalikta NAKT onerilebilir

Lancet 2014,;384:164-72



CREATE-X: Trial Design

HER?- Control:
Pathology [ a8l Standard therapy

Surgery I Non-pCR \

ornode + Standard therapy
(n=900) + Capecitabine

Stratification factors: Standard therapy:
ER, Age, NAC, ypN, HR+: Hormone therapy
5FU and institution HR-: No further systemic treatment




REATE-X Calismasi

A  Disease-free Survival in Full Analysis Set

— 1.0
o
= N .
= Capecitabine
S 0.8-
£
& 0.6 Control
E ontro
w
= 1) 0, . -
5 oai|> yil DFS %74.1 vs %67.6; p=0.01
-y
% 0.2 Hazrard ratio for recurrence,
-E second cancer, or death, 0.70
o 95% Cl, 0.53—-0.92
0‘0 T T T T T
] 1 2 3 4 5
Years since Randomization
Mo. at Risk
Capecitabine 443 385 359 286 175 34
Control 444 366 328 255 158 19

B ©Owverall Survival in Full Analysis Set

1.0+ Capecitabine
=
= 0.8 Control
—1
v
S 0.6
5 0, 0, . -
S ..l | 5yl GS %89.2 vs %83.6; p=0.01
=y
=
= 0.2
E Hazard ratio for death, 0.59
952 Cl, 0.39—-0.90
0.0 T T T T T
(0] 1 2 3 4 5
¥Years since Randomization
Mo. at Risk
Capecitabine 443 408 391 321 197 43
Control A44 406 375 297 130 27

C Disease-free Survival among Patients with Triple-Negative Disease

1.0+
o
=
g 0.8
l: ] Capecitabine
y
& 0.6
E o o Control
2 o4 5 yil DFS %69.8 vs %56.1
E
% 0.2 Hazard ratio for recurrence,
= second cancer, or death, 0.58
= 95% Cl, 0.39_0.87
0'0 T T T T T
0] 1 2 3 4 5
Years since Randomization
Mo. at Risk
Capecitabine 139 109 96 76 A2 11
Control 147 a5 B4 [+1=] A7 [53

D Owerall Survival among Patients with Triple-Megative Disease

1.0+
T:: Capecitabine
2 0.8
-
w1
E 0.6 Control
ke [v) 0,
S 04 5 yil GS %74.1 vs %67.6
::;
= 0.2
& Hazard ratio for death, 0.52
95%¢ Cl, 0.30—-0.90
O‘o T T T T T
(4] 1 2 3 4 5
Years since Randomization
MNo. at Risk
Capecitabine 139 124 116 91 50 11
Control 147 125 108 &2 52 =]

Figure 2. Kaplan—Meier Estimates of Disease-free Survival and Owverall Survival.

N Engl ] Med 2017;376:2147-59.




KATHERINE (BO27938/NSABP B-50-1/GBG 77)

Faz lll randomize, acik etiketli adjuvan c¢alismasi
Ortanca izlem siuiresi 41.4 ay

= Centrally confirmed HER2-positive breast cancer

= ¢cT1-4/NO-3/MO at presentation (cT1a-b/NO excluded) T-DM1
= Received neoadjuvant therapy consisting of 3.6 mg/kg IV Q3W
- 14 cycles
— Minimum of 6 cycles of chemotherapy
» All chemotherapy as neoadjuvant therapy
+ Minimum of 9 weeks of taxane N=1486 Trastuzumab
» Anthracyclines and alkylators allowed 6 mg/kg IV Q3W
— Minimum of 9 weeks of trastuzumab 14 cycles

+ Second HER2-targeted agent allowed

= Radiation and endocrine therapy per

2 : : 5 ; : rotocol and local guidelines
= Pathologic residual invasive tumor in breast or axilla 4 _ J

= Switch to trastuzumab permitted if
= Randomization within 12 weeks of surgery T-DM1 disconlinued due 1o AES

Stratification factors:
= Clinical presentation: Inoperable (stage cT4 or cN2—-3) vs operable (stages cT1-3NO-1)
= Hormone receptor: ER or PR positive vs ER negative and PR negative/unknown
= Preoperative therapy: Trastuzumab vs trastuzumab plus other HER2-targeted therapy
= Pathological nodal status after neoadjuvant therapy: Positive vs negative/not done

Primer sonlanim noktasi: IDFS
Kilit sekonder sonlanim noktalari:

» IDFS (ikinci primer meme digi kanserler dahil edilmigtir),
 DFS, OS, DRFI, Guvenlilik

DOI: 10.1056/ NE]Moal 814017




Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*
Trastuzumab Group T-DM1 Group

Characteristic (N=743) (N=743)
Median age (range) — yr 49 (23-80) 49 (24-79)
Race or ethnic group — no. of patients (%)

White 531 (71.5) 551 (74.2)

Asian 64 (3.6) 65 (8.7)

Black 19 (2.6) 21 (2.8)

American Indian or Alaska Native 50 (6.7) 36 (4.8)

Multiple or unknown 79 (10.6) 70 (9.4)
Clinical stage at presentation — no. of patients (%)

{Inoperable breast cancer (T4 veya N2 veya N3 hastalik) 190 (25.6) 185 (24.9) ]

Operable breast cancer§ (T1-3, NO-1 hastalik) 553 (74.4) 558 (75.1)
Hormone-receptor status — no. of patients (%)

Estrogen-receptor—negative and progesterone-receptor— 203 (27.3) 209 (28.1)

negative or status unknown
Estrogen-receptor—positive, progesterone-receptor— 540 (72.7) 534 (71.9)
positive, or both

Previous use of anthracycline — no. of patients (%) 564 (75.9) 579 (77.9)
Neoadjuvant HER2-targeted therapy — no. of patients (%)

Trastuzumab alone 596 (80.2) 600 (80.8))

[Trastuzumab plus pertuzumab 139 (18.7) 133 (17.9) ]
Trastuzumab plus other HER2-targeted therapy| g (1.1) 10 (1.3)

DOI: 10.1056/ NE]Moal 814017



KATHERINE Calismasi

5 8 3

Survival (%)
S

Invasive Disease—free

Pl
T

T-DM1
Trastuzumab
G—‘I’r Invasiv;
No. of Mo.of |Disease—free
Patients Events (%) | Survival, %
T-DM1 743 91 (12.2) 88.3
Trastuzumab 743 165 (22.2) \_77.0 _J
Unstratified hazard ratio for disease recurrence or death,
0.50 (95% Cl, 0.39-0.64)
P=0.001

No. at Risk
T-DM1 743
Trastuzumab 743

707 681
676 635

| | | | |
6 12 18 24 30 36 42 48 54 60

Months since Randomization

658 633 561
394 5535 501

409 255 142 44
342 220 119 38

B

First IDFS

Event, % T-bMi T
Any 12.2 22.2
Distant 10.5* | 15.9'
recurrence

Locoregional 11 46
recurrence

Contralateral 0.4 13
breast cancer

De.ath without 0.3 04
prior event

CNS events: *5.9% vs '4.3%.

DOI: 10.1056/ NE|Moal 314017




KATHERINE Calismasi

100+
X T-DM1
Tt &0
5 _ Trastuzumab
a8
Eﬁ 60 3-Yr Freedom
‘*E-?_ No.of No.of from Distant
E S 40 Patients Events (%) Recurrence, %
3 8 T-DM1 743  78(10.5) 89.7
E 20- Trastuzumab 743 121 (16.3) 23.0
Unstratified hazard ratio for disease recurrence,
0.60 (95% CI, 0.45-0.79)
0 [ [ [ [ [ [ [ [ [ [
0 ) 12 18 24 30 36 42 48 54 &0
Months since Randomization
No. at Risk
T-DM1 743 707 682 66l 636 564 412 254 143 45 4

Trastuzumab 743 679 643 609 577 520 359 233 126 41 4

C
1007 T-DM1
_ 80- Trastuzumab
3
=
2 604
2 No. of No. of
@ Patients  Events (%)
3 T-DM1 743 42(57)
g Trastuzumab 743 56 (7.5)
0 4 Unstratified hazard ratio for death,
0.70 (95% CI, 0.47-1.05)
P=0.08
0 | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60
Months since Randomization
No. at Risk
T-OM1 743 719 702 693 668 643 508 345 195 6 12
Trastuzumab 743 695 677 657 635 608 471 312 175 71 8

DOI: 10.1056/ NEJMoal 814017




KATHERINE Calismasi

Subgroup

no. of patients with an invasive-disease

All patients
Age group
=40 yr
40—-64 yr
=65 yr
Clinical stage at presentation
Inoperable breast cancer
Operable breast cancer
Hormone-receptor status
Megative (ER-negative and progesterone-receptor—negative or unknown)
Positive (ER-positive, progesterone-receptor—positive, or both)
Preoperative HER2 -directed therapy
Trastuzumab alone
Trastuzumab plus additional HER2-directed agent or agents
Pathological nodal status after preoperative therapy
MNode-positive
MNode-negative or NE
Primary tumor stage at definitive surgery
ypT0, ypTla, ypTlb, ypTlmic, ypTis
¥pTl ypTlc
ypT2
¥pT3
ypT4
Regional lymph-node stage at definitive surgery
ypNO
ypN1
ypN2
ypN3
¥PNX

T-DM1 Trastuzumab

event/total no.

Hazard Ratio for Invasive-Disease Event (95% CI)

91/743  165/743 —

20/143 37/153 I -

64/542  113/522 ——

7/58 15/68 = |

42/185  70/190 ——

49/558  95/553 ——

38209  61/203 —a—

53/534  104/540 ——

78/600  141/596 ——

13/143 24/147 : |

62/343  103/346 —a—

29/400 62/397 ——

40/331 527306 0

14/175 42/184 - o——

25/174 44185 —.

9/51 21457 - - i

3/12 6/11 =i i

28/344  56/335 —a—

29/220 504213 —a—

16/86 38/103 O— !

17437 15/30 I ] = i

1/56 6/62 = : ]
I T T T T T T T T ]
0.20 0.50 1.00 2.00

T-DML1 Better

Trastuzumab Better

3-Yr Invasive Disease—free
Survival Rate

T-DM1  Trastuzumab
%
0.50 (0.39-0.64) 88.3 770
0.50 (0.29-0.86) 86.5 749
049 (0.36-0.67) 88.8 77.1
0.55 (0.22-1.34) 87.4 811
0.54 (0.37-0.80) 76.0 60.2
0.47 (0.33-0.66) 92.3 828
0.50 (0.33-0.74) 82.1 66.6
048 (0.35-0.67) 90.7 807
0.49 (0.37-0.65) R7.7 759
0.54 (0.27-1.06) 90.9 818
0.52 (0.38-0.71) 83.0 677
044 (0.28-0.68) 92.8 84.6
0.66 (0.44-1.00) R&.3 83.6
0.34 (0.19-0.62) 91.9 759
0.50 (0.31-0.82) 88.3 743
0.40 (0.18-0.88) 79.8 61.1
0.29 (0.07-1.17) 70,0 300
046 (0.30-0.73) 91.9 839
0.49 (0.31-0.78) R&.9 758
0.43 (0.24-0.77) 8l.1 58.2
0.71 (0.35-1.42) 52.0 40.6
0.17 (0.02—-1.38) 98.1 B&7

Figure 2. Subgroup Analysis of Invasive Disease—free Survival.

Five patients with aypTl tumor stage had ypT1 disease without further subspecification. The ypT4 category includes all patients with ypT4 and one patient with ypTX. The size of
the black squares corresponds to the number of patients. ER denotes estrogen receptor, and HER2 human epidermal growth factor receptor 2.
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Table 2. Summary of Adverse Events in the Safety Population.*

Event

Trastuzumab
Group
(N=720)

T-DM1
Group
(N=740)

no. of patients (%)

Any adverse event 672 (93.3) 731 (98.3)
Grade =3 adverse event 111 (15.4) 190 (25.7)
Adverse event leading to deathy 0 1(0.1)
Serious adverse event 58 (8.1} 94 (12.7)
E\d\.rerse event leading to discontinuation 15 (2.1) 133 (18.0) ]
of trial drugi
Grade =3 adverse event that occurred in
=1% of patients in either group
Decreased platelet count 2(0.3) 42 (5.7)
Hypertension 9(1.2) 15 (2.0)
Radiation-related skin injury 7 (1.0) 10 (1.4)
Peripheral sensory neuropathy 0 10 (1.4)
Decreased neutrophil count 5 (0.7) 9 (1.2)
Hypokalemia 1(0.1) 9 (1.2)
Fatigue 1(0.1) 8 (1.1)
Anemia 1(0.1) 8 (1.1)
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Adjuvant bisphosphonate treatment in early breast cancer:
meta-analyses of individual patient data from randomised
trials (Lancet 2015;386:1353-61---24 calisma; 18.766 hasta)
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Adjuvan Tedavide Bisfosfonatlar

San Antonio Breast Cancer Symposium, December 5-9, 2017

Adapted disease-free survival (DFS) "Sgggg_%}
and overall survival (OS) by
zoledronate treatment arm
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Body mass index and survival in women with breast
cancer—systematic literature review and meta-analysis
of 82 follow-up studies | annoncol 2014;25:191-14

e 82 calisma; 213.075 hasta
 41.477 6lim; 23.182 meme kanserine baglh 6lim

BKi versus Mortalite RR %95 Giliven Araligi
Normal viicut agirhgi
BKi>30 vs Normal kilo 1.41 1.24-1.53
BKi 25 - <30 vs Normal kilo 1.07 1.02-1.12
BKi <18.5 vs Normal kilo 1.10 0.92-1.31
Premenopozal obesite 1.75 1.26-2.41
Postmenopozal obesite 1.34 1.18-1.53
BKi; her 5 kg/m? Tanidan Tanidan <12 ay | Tanidan >12 ay
artma once sonra sonra
Mortalitede artma %17 %11 %8
Meme kanserine bagli %18 %14 %29
mortalitede artma




SONUC

HR pozitif, HER2 negatif hastalik:
— Yuksek risk gruplarinda KT onerilir

— Yuksek riskli hastalarda uzatilmis adjuvan endokrin
tedavi 6nerilir

— Yuksek riskli premenopozal hastalarda
OS + Tamoksifen veya Al tedavisi 6nerilir.

Uclii negatif hastalik
— <0.5 cm timorde tedavi 6nerilmez
— Evre Il hastalikta NAKT onerilebilir
— Adjuvan tedavide platin?

Adjuvan KT’de ardisik antrasiklin/taksan tedavisi tolere
edebilen yuksek riskli hastalarda 6nerilen tedavi
yaklasimidir. Dd KT tiim hastalara mi, yuksek riskli
hastalikta mi?

HER2 pozitif hastalik:

<0.5 cm timorde tedavi 6nerilmez.
Evre Il hastalikta NAKT onerilebilir

Bir yil trastuzumab tedavisi halen standart olarak
énerilmektedir. ideal trastuzumab tedavi siiresi?
Diisiik riskli hastalikta kisa tedavi énerilebilir. Hi¢
almamaktansa herhangi bir siire trastuzumab
kullanilmasi yarar saglamaktadir.

Yiksek riskli hastalarda trastuzumab+pertuzumab
kombinasyonu veya trastuzumab sonrasi neratinib
tedavisi IDFS avantaji saglamaktadir.

NAKT sonrasi rezidiiel hastalikta T-DM1 ¢ok
anlamli IDFS avantaji saglamaktadir.

Saglikli beslenme ve egzersizin 6nemi vurgulanmali

Cok sayida yeni ajan klinik kullanima girmektedir.
Gelecek daha umut vericidir.




Tesekkur ederim.



