Meme Kanseri:
Pratigi Degistiren Calismalar

Ne biliyorduk; Ne degisti??



e Endokrin tedavi
— Adjuvan
— Metastatik

e Hedefe yonelik tedavi

— HER-2 (+) hastalik
Pratik

= yaklasimimizdaki
e Adjuvan sistemik tedavi veriler giiclendi ©)

— Doz yogun tedavi



ADJUVAN KEMOTERAPI



2010’lara dogru nod negatif erken evre
meme kanserinde standartlar...

4 AC Diisiik riskli nod negatif hastalik
4 TC NSABP B15 & B23
USO 9735
JCO 1990; Fisher JCO 2001
Jones, JCO 2006
6 FAC Yiiksek riskli nod negatif hastalik
CM F 6 TAC Hutchinson JCO 2005

GEICAM 9805; Martin NEJM 2010

4 FAC-8 hft PAC  Geicam 2003/02; Martin Jco 2013

SWOG 8897;
6 FEC Hutchinson JCO 2005
Tm> 2 cm
NSABP B36; SABCS 2014 HR:
3-4 E/A —> 3-4 CMF Grad 2-3
Yas <35
UK-TACT;

Ellis, Lancet 2009




2010’lara dogru Her-2 negatif & nod pozitif
erken evre meme kanserinde standartlar...

4 AC + 4 PACdd,

4 AC
4 AC + 12 wk PAC
4 TC?
6 FAC 6 TAC
CMF
6 FEC 3 FEC100+ 3D

3-4 E/A - 3-4 CMF 3 A+3D+3CMF




GIM-2

2091 Nod + Hasta
%60: 1-3 +
7 yilhk takip

FEC-T g 21
n:544

FEC-Tqg 14
n:500

Cognetti, SABCS 2013



GIM-2

FEC-T q 14 H FEC-T q 21

n:500 n:544

EC-Tq21
n.545

EC-Tq 14
n:502

--ﬂ--ﬂ-

%81 %76 0.78; 0.002
OS %94 %89 0.69; p:0.0001

Doz yogun bazi alt gruplarda yararli olabilir:
ER, PR:-
>4 LN:+
Geng yas

Cognetti, SABCS 2013



E 1199: Triple Negatif Alt-grup

Log-rank P =0.032

i TNBC subset
10-yeac rabe (95% Gl

— P3 58.7% (52.1, 64.6)
------ P1 69.0% (63.0, 74.3)
— =+ D3 62.3% (556, 68.2
— D1 56.8% }5&.0_ sa.ﬂ

DFS probability
030405060708 091.0

0 2 4 8 8 10 12 %
Years since Randomization
Number at nsk

P3 281 207 166 138 126 102 47
P1 274 226 197 175 198 127 61
D3 248 185 160 134 120 108 v
D1 243 197 160 133 108 Ba 43

Sparanol, et al. SABCS 2014.



Her-2 negatif & nod pozitif erken evre

meme kanserinde standartlar: 2015
4 ACdd + 4 PACdd, Vv
4 AC
4 AC + 12 wk PAC VY
ATC? [X
‘ 6 FEC ‘ IREC100 +3D [

6 FAC ‘ 6 TAC
3-4 E/A — 3-4 CMF ™ 3 A+3D+3CMF




ADJUVAN HEDEFE YONELIK TEDAVI



Her-2 pozitif hastalik

e Tla,b timorlerde adjuvan trastuzumab

e Trastuzumab suresi

e Farkli ajanlar

— Neratinib




e Ik 5 yilda niks riski w) Hormon reseptora iligkili
— T1la: %2-10
— T1b: %5-15
— Tlc: %10-25

e Riski belirledik; Hangi Tedavi..??

Ciddi Kardiak Yan-etki AML
— AC-TH [> %2 %0.4
— TCH %0.4 %0.1

— Hormon + Trastuzumab
— Baska KT



EEEEEEEEEEEE

ER+ or ER-

Ncs’de Negative PACLITAXEL 80 mg/m? + TRASTUZUMAB 2 mg/kg x 12
<JChm

Age
<50
50-70
270
Size of Primary Tumor
T1a =0.5cm (£ 18] ...
T1b >0.5-51.0 124 3] 90
T1c >1.0-=2.0 169 42 50%
T2 >2.0-=3.0 36 gF
Histologic Grade
| Well differentiated 44 1
Il Moderately differentiated 131 32
lll Poorly differentiated 228 56
HR Status (ER and/or PR}
Positive 272 67 Tolaney, SABCS 2013
Negative 134 33



1.0

Qs
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3-year DFS 95% Conf. Interval

98.7% 97.6% to 99.8%

Poisson p-value: <0.0001
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02
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Cisease-Free Slrviva (Praoakility)
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o

. % HR + hasta orani; Uzun sureli takipte niksler ?7?

e Ozellikle T1a veya dusik riskli T1b hastalik icin uygun bir secenek
— Dusuk kardiyak yan-etki
— Uzun donem myeloid toksisite yok

e Yuksek riskli hastalar icin standart antrasiklinli KT halen dastnilmeli
— AC-TH vs TCH: %3 DFS farki
— TCH =TH (metastatik hastalik ekstrapolasyonu)



T1NO Her-2 (+) Hastalik

Adjuvan Tedavi

HR+

HR-

0.1-0.5cm

SECILMIS HASTA
GRUBUNA
ONERILEBILiR**

SECILMIS HASTA
GRUBUNA
ONERILEBILIR**

0.6-1.0cm

ADJ KT* + TRAST
iCIN
DEGERLENDIR

*: non-antrasiklin bazl KT
*%*:yas<35; grad 2-3

>1.0cm

KT + TRAST




Phare: 6 vs 12 ay trastuzumab

156 merkez, 3300 hasta
Hedef sonlanim: DFS; Non-inferiority; HR:1.15

12-month group &-month group Hazard ratio (95% Cl)

Events/ Disease-free survival  Events/ Disease-free sunvival
patients  at 2 years (95% CI) patients  atZyears (95% )

Total 1650 93-8% (92-6-949) 1690 011%(897-924) 128(1.05-1.56)
population

Oestrogen-receptor status

Negative 02/716  91.2% (88-8-93-1) 117/696 & 7%(850-899) 134(102-176)
Positive* 83/974 957%(94-3-96.9) 102/994 93-6%(91.9-950) 1.23(0-92-1.65)

Timing of administration of chemotherapy and trastuzumab

Sequential* 84720 92.5%(90-3-942) 117747 895%(87-0-915) 1.41(1-06-1.86)
Concomitant 91/961 94-8% (93-2-961) 102/943 92.5%(906-94.0) 1.15(0-87-153)
Destrogen-receptor status and timing of chemotherapy and trastuz umab

Negative— 46/312 89.8% (85.8-92.7) 69/314 845%(80-0-881) 157(1.08-228)

sequential
Positive— 38/417 94.5% (91-8-964) 48/433 931%(90-2-951) 1.25(0-81-1.91)
sequential
Megative— 46/404 923%(892-04.6) 48382 00-3%(86:8-92.0) 110(073-165)
COnComitant
Positive— 45/557  96-7% (94-8-97.9) C4/561 04.0%(91-6-957) 1.23(0-83-182)

Xavier Pivot, Lancet Oncol 2013; 14: 741-48



Phare: 6 vs 12 ay trastuzumab

156 merkez, 3300 hasta

12-momth group 6-month group Hazard ratio (95% CI)
Events/  Disease-free survival — Events/ Disease-free survival
patients  at 2 years (95% CI) patients  at 2years (95% )

Total 1690 03 8% (02.69490) 1600 011%(807-92.4) 1.28(105-1.56)
population

Oestrogen-receptor status

Negative 0X716  91.2%(88.8-031) 117/606 &7 7%(850-80.9) 134(1.02-176)
Positive* 83/974 957%(943-96.9) 102/994 93.6%(91.0-95.0) 1.23(0-92-1.65)

Timing of administration of chemotherapy and trastuzumab

Sequential* 84729 92.5%(90-3-94.2) 17747 805% (87.0-01.5) 1-41(1.06-1.86)
Concomitant 01/961 94-8% (93-2-96.1) 102/943 025%(90.6-940) 115(0-87-153)
Destrogen-receptor status and iming of chemotherapy and trastuz umab

Negative— 46/312 89-8%(85:8-927) 69/314 845%(80-0-881) 157(1.08-228)
sequential

Positive— 38417 94-5% (91-8-956-4) 48/433 931%(90-2-951) 1.25(0-81-1.91)
sequential

Negative— 467404 923% (89.2-04.6) 48382 903%(868-0929) 1.10(0-73-1.65)
concomitant

Positive— 45/557  06.7%(24-8-97.9) C4ME1  94.0% (01-6-957)  123(0-83-1.82)
Cconcomitant

ADJUVAN TRASTUZUMAB TEDAVISI 12 AY BOYUNCA
SURDURULMELI »




APHINITY Faz Ill Calisma

— Koll —R9k

Merkezi C
soguams  (R) B
HER2 durumu Pertuzumab

—> Kol 2 —R9%

Cerrahiden .- .
sonra 7 hafta 1 hafta icinde tedavi
. icinde rand. _ baslamasi

2011 2012 2013 2014-2024



Presenter
Presentation Notes
APHINITY/BIG 4-11/BO25126/TOC4939g:
A prospective, randomised, multi-centre, double-blind, placebo-controlled Phase III study in patients with HER2-positive primary breast cancer investigating adjuvant chemotherapy and trastuzumab and pertuzumab for 1 year

Estimated Enrollment: 3806 
Study Start Date: November 2011 
Estimated Study Completion Date: July 2024 
Estimated Primary Completion Date: July 2024 (Final data collection date for primary outcome measure) 

Arm 1 (experimental):
Pertuzumab 840 mg iv loading dose in Cycle 1, followed by 420 mg iv every 3 weeks, 52 weeks
Trastuzumab [Herceptin] 8 mg/kg iv loading dose in Cycle 1, followed by 6 mg/kg iv every 3 weeks, 52 weeks
Chemotherapy* 6-8 cycles of standard chemotherapy (non-anthracycline based or anthracycline-based)

Arm 2 (placebo):
Placebo iv every 3 weeks, 52 weeks
Trastuzumab [Herceptin] 8 mg/kg iv loading dose in Cycle 1, followed by 6 mg/kg iv every 3 weeks, 52 weeks
Chemotherapy* 6-8 cycles of standard chemotherapy (non-anthracycline based or anthracycline-based)

* Investigator’s choice of: FEC (or FAC)  TH or AC (or EC)  TH or TCH
A, doxorubicin; C, cyclophosphamide; E, epirubicin; F, 5-fluorouracil; H, trastuzumab; T, docetaxel or paclitaxel


Reference
www.clinicaltrials.gov. A Study of Pertuzumab in Addition to Chemotherapy and Herceptin (Trastuzumab) as Adjuvant Therapy in Patients With HER2-Positive Primary Breast Cancer. http://clinicaltrials.gov/ct2/show/NCT01358877. Accessed: 19 October 2011.





ADJUVAN HORMONAL TEDAVI



e Uzatilmis adjuvan endokrin tedavi

* Premenapozal hastada aromataz
inhibitérlerinin rolu

e Over supresyonunun rolu



Chemotherapy and Endocrine Therapy Prevents Early
Recurrence, But Late Recurrence Remains a Challenge

Despite Carryover Effect of Endocrine Therapy
ATAC trial 10 year analysis

HR+ pts
Anastrazole n= 2,618 ssm [amoxifen

Tamoxifen n = 2,598
msmm Anastrozole

Annual hazard rates (%)

Cuzick et al. Lancet Onc 2010 Follow-up (years)



Uzatilmis Al ¢calismalari

MAIT3.3 5,187 Postmenopausal HR+ EBC who had 068 (056, 083), p < 099 (079 1.24), p = 083
received 45 to 6 yr of adjuvant 0.001
T therapy
Double-Blind 64-mo IPCW 052 (045, 0.61), p < IPCW 061 (052, 0.1), p <
follow-up 0.001 0.00
L vs. Placebo SCC* 0.58 (0.47 -0.72), SCC* 0.76 (0.60, 0.96), p =
p < 0.001 0.02
ABCSG Trial 63°7 856 Postmenopausal HR+ EBC who had 0.62 (040, 096), p = 0.89 (059, 134), p = 057
received 5 yr of adjuvant T, with 0.03
or without AG, for the first 2 yr
of therapy
Open-Label 62.3-mo
follow-up
A (3 yr) vs. No Further Treatment
NSABP-33:s 1598 Postmenopausal HR+ Ti-3NIMO EBC 068, p = 007 NA
who were disease-free after 5 yr
of adjuvant T
Double-Blind 30-mo
follow-up

E (5 yr) vs. Placebo (5 yr)




MA 17

Froportion disease free

Tamoxifen for 4.5-6 yrs

Postmenopausal

N=5,187

100 e
o e -'--.""'_-...h‘-m-'.-------.---11
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. DFS
60 -
: Lenmnle Placeho
40 Mooth M 5 05T N 8 95%CT
{ 12 2425 85 (981,9%0.00 2400 970 (074.965)
24 1555 969 (D61, 97.6) 1330 054 (Odf 96.3)
% T8 957 (048,96T) 7 922 (90.9,916)
204 48 244 W4 (930,95F) pi)| B9.R (BT9 918
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4 3 TeE 976 (967, 984) iy url (962, ha.
04 48 253 954 (93.7,97.0) 230 830 (935,064
ﬂql T I ! I T | I I ’
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>

Cumulative incidence (%)

ATLAS: 5vs 10 YiIl Tamoxifen

Recurrence
501
5-9 yrs: RR 0.90 (0.79-1.02)
40 =10 yrs: RR 0.75 (0.62-0.90)
All yrs: log-rank P =.002
304
25.1%
- 21.4%
20 14.5% ’
10+ 13.1%
O | | | I
0 5 10 15
Diagnosis ATLAS EOT 10 Yrs
Entry Since Entry

=®- Continue tamoxifen to 10 yrs
Stop tamoxifen at 5 yrs

Breast Cancer Mortality

5-9 yrs: RR 0.97 (0.79-1.18)
=10 yrs: RR 0.71 (0.58-0.88)
All yrs: log-rank P = 0.01

15.0%

0
' o g
, 5.8%
o —

]
0 5 10 15
Diagnosis ATLAS EOT 10 Yrs
Entry Since Entry

Davies C, et al. SABCS 2012. Abstract S1-2. Davies C, et al. Lancet. 2012


Presenter
Presentation Notes
EOT, end of treatment; ER, estrogen receptor; RR, risk ratio; SE, standard error; O-E, observed-expected; V, variance.

Joyce O’Shaughnessy, MD: 
The ATLAS trial results are important in looking at longer-term tamoxifen administration, as 5 years’ duration for tamoxifen was thought to be optimal. The data did show that in Years 5‑9 there was no additional benefit of continued tamoxifen, presumably because of the carryover effect that occurs with tamoxifen for 5 years. However, in Years 10‑plus, the hazard ratio (HR) was approximately 0.75 with a 25% reduction in the risk of recurrence, and there was also a 25% reduction in breast cancer death. Essentially, these results tell us that 10 years of tamoxifen is a viable option for premenopausal patients, whereas postmenopausal patients would benefit from an aromatase inhibitor after a few years of tamoxifen. Thus, the findings in this trial are more pertinent for premenopausal patients that have some residual risk.
 
Peter Ravdin, MD, PhD: 
There was some increase in toxicity, specifically in the incidence of endometrial cancer, in long-duration tamoxifen. So there are some risks and benefits that have to be weighed there. How I view it is this: If I have patients with low-risk, stage I breast cancer, I may not add the 5 additional years of tamoxifen, depending on their tolerance of the treatment. However, for patients with moderate to high risk of disease who are ER positive, it is very reasonable to treat them with tamoxifen for 10 years.



Yas, tm capi, nodal tutulum, TMX kullanim suresi, mastektomi gibi tim
alt gruplarda uzun tedaviden farkli yararlanan bir grup gosterilemed.....

Site of first recurrence (p=0-24)

ksolated local 793428 (2%)
ksolated contralateral 109/3428 (3%)
Distantt 429/3428 (13%)
Period of endpoint (years since diagnosis) (p=0-30)
-4 (not applicable before ATLAS entry)

-6 196/3428 (6%)

7-9 232/3110 (7%)

=10 1B9/2605 [7%)
.Tnhl 61773428 (18%)

- 99% 1 or<=T= 95% I
Global heterogeneity p=0-8

106/3418 (3%)
1413418 (4%)
4643418 (14%)

2133418 (6%)
258/3073 (B%)
240/2526 (10%)

71173418 (21%)

-157
-311

559

462
625
2232

102-2
125
1071

—
_._|_
—E.-— 0-92(0-09)
_._
_._|_
==

= 073 (0-13)
075 (011)
| 0-90 (0-06)

- 0-88 (0-08)
075 (0-08)

0-845 (0-051)
p=0-002

Christina Davies, Lancet 2013; 381: 805-16



aTTom & ATLAS Kombine Analiz

- Breast Cancer Mortality “

10 yrs tam, vs 5: | 10 yrs tam. vs 10 yrs tam. vs 10 yrs tam. vs

aTTom trial 5: ATLAS trial® 5:allom & 5:allom &
(n=6934 ER+/UK) (n=10,543 ATLAS ATLAS
ER+/UK] combined combined
(n=17,477 (n=17477
ER+/UK) ER+/UK)
e : 0.97 (0.84- 0.99 (0.89-
years 5-9 1.08 (0.85-1.38)  0.92 (0.77-1.09) 1.15) 1.10)
. 0.758 (0.63- 0.75% (0.65- 0.84% (0.77-
T - .
years 10+ 0.757 (0.63-0.90) 2:90) 0.26) 0.93)
All years 0.88% (0.74-1.03) 0.83% (0.73-0.94) 0.85% (0.77- 0.91% (084
0.94) 0.97)
tp=0.007 §p=0.002 1p=0.00004 tp=0.0007
$p=0.1 $p=0.004 $p=0,001 $p=0.008

*Inverse-variance-weighted estimate of the effect in ER+.[ATLAS, Lancet 2013)




Uzatilmis Adjuvan ET icin yuksek riskli grubun

belirlenmesi: Genomik Analizler

Group at high risk

References Endocrine treatment Patient population Nodal status Biomarker assessed
for late relapse

Dubsky et al, | Tamoxifen or tamoxifen ABCSG06 MNode negative and EndoPredict [EP) High EP
2013 followed by anastrozole ABCSG08 positive (6% G1 or GZ) | EPciln (including tumour size High EPclin

and nodal status)
Bianchini Tamoxifen Public data sets Meode negative and Combination of proliferation High-preliferation/
etal, 2013 positive (MKS, GGI) and estrogen- high ERS

related Low-proliferation/low

genes (ERS) markers ERS
Zhang et al, Tamoxifen (2 or 5 years) Stockholm TAM and Mode negative Breast Cancer Index (BCI) Intermediate/high
23 institutional cohorts (linear combination model) BCI
Sgroi et al, Tamoxifen or anastrozole ATAC Mode negative BCl (linear combination model) | Intermediate/high
2013b HOXB13/IL17BR (H/) BCI

MGl High HOXB13/

IHC4 IL17BR (H/1)

RS
Sgroi et al, Tamoxifene MA.17 MNede negative and HOXB13/IL17BR (H/) High HOXB13/
2013a positive IL17BR (H/1)
Sestak et al, Tamoxifen or anastrozole ATAC Mode negative and IHC4 High ROR
2013 positive RS

ROR {from PAMS0)

G Bianchini

www.bjcancer.com|DO

110.1038/bjc.2013.707



MAKSIMAL HORMON BLOKAIJI:
OVER SUPRESYONU + TMX/AI



Tamoxifen +/- OFS: ECOG E3193

Premenopausal
ER andl/or PR + Tamoxifen X 5 yr

T< 3 cm, NO
ﬁ;;“‘ Tamoxifen + OFS X 5 yr

Median followup = 9.9 yr

A- A ; — E - -.-‘_‘__-"—q._
[ W
= * =
i Eymar e B2 % 5 AT % K~ I——L WY
= Py dEE B B = LS N T
E & quﬂ"’r‘ll’ _g & Ll il A
= L pafpapimed HF PP C0 1 TRORURE B TTTY = L e pplge]] HIF POV, 00 D VRS e OO
= dllapinef FR FVOOR, I 0 VE 0O o TR El. el apie BN PSR LT DS g 1T
i ] — 1A
= =
az s
— " grmm et |11 dhed b TS padoevin | — [ arrman et | 51 [5G e T g e
F acima b 1 ."'I'..-Illh.iln.'l':hd-rrlil Fwimiabs. o JFR o B0F5R e | T e eiai
g 1T F F F-F B F BT MWAMNDRAD g 1T & 7 & 5 @8 °'7F 0@ 1 MM ERO
Tims Since Aandom Assignmant (wears| Tima Sinca Aandom Assignmaent |years|
L e Ao m
I eranrie T ST W OPAL TED MR R D S TR ™ 3T 3 i T irereeid Ir B TEE PR T BT 1M 1A L TR & HOO3 il
Taranakss « (FF 110 = 0T 66 W % 168 14T U9 116 & 5§ 1 Tenaaakiss « OFE 170 SN TEE VRS W i 930 1533 tTe 156 & 5 [ i

Tevaarwerk et al, J Clin Oncol, 2014




TEXT & SOFT Calisma Kurgusu

AMOXITERXAND E XEMESTANE TRIAL (N=2672)

Enrolled: Nov03-Apri11 R
A
N IS . -
» Premenopausal D Tamoxifen+OFS x 5y
+ =12 wk after surgery 0 - -
» Planned OFS ':" —> | Exemestane+OFS x 5y Joint Analysis
+ Planned chemo 7 (N=4690)
=
Tamoxifen+OFS x 5&/
- Premenopausal R SUPPRESGIBW OF OVARIAN I=UNCTION TRIAL (N=30066)
» =12 wk after surgery ﬁ Exemestane+OFS x 5y
» No chemo s - Tamoxifenx Sy
OR 0 Median follow-up 5.7yr
Ll —> | Tamoxifen+OFS x 5y
+ Remain premenopausal 'Z
=8 mo after chemo - | Exemestane+OFS x 5y _ _ _
- OFS=ovarian function suppression

Olivia Pagani N Engl ) Med 2014;371:107-18.




100

60

Percent Alive and Disease-Free

Difference 3.8% at 5 years

20 -

Mo. Patients

E+OFS T+OFS

S5-yr DFS
ﬁ—.:________’iﬁ‘;_— All Patients 2346
87 3% Cohort
No chemotherapy, TEXT 526
Exemestane+OFS (N=2346) MNo chemotherapy, SOFT 470
— mestane+ =
Tamoxifen+OF S (N=2344) Chemotherapy, TEXT 806
Prior chemotherapy, SOFT 544
Lymph MNode Status
Events HR 95%Cl P Negative 1362
E+OFS 216 072 0.60-0.85 0.0002 Positive 984
T+OFS 298
1 2 3 4 5 6

Years since Randomization

5.7 years median follow-up

HR (95% Cl)  5-yr DFS %
E+OFS T+OFS
2344 i— ; 911 873
527 ———t— 961 930
473 ' 958 931
801 : 898 846
543 —HB-- 843 806
1350 —dH 951 916
994 - 856 814
25 50 72 10 20 4.0
< >

Favors E+OFS Favors T+OFS

Olivia Pagani N Engl ] Med 2014;371:107-18.



KT Uygulanan Hastalarda DFS Yarari

Chemotherapy, TEXT Prier Chemotherapy, SOFT Chemaotherapy, TEXT Prior Chemotherapy, SOFT
Breast Cancer-Free Interval Breast Cancer-Free Interval Distant Recurrence-Free Interval Distant Recurrence-Free Interval
S-yr BCFI Syr DRFI
100 | 91.5% 100 SyrBCA 21004 91.8% 8100 eyt GIRES
. _% § 86 1% E _—‘—ﬁn_-—__ta: g 88 0%
g - 1 5 89.2% E
?‘f =] 86.0% ?ﬂ; 80 32.‘2’}3\ E =] E &0 84 6%
] W v s
2 g Exemestane+OFS (N=806) 2 a0 Exemestane+0FS (N=544) g B0 Exemestane+0F S (N=806) g 60 Exemestane+0F5 (M=544)
o — Tamoxifen+OFS (N=801) @ Tamoxifen+0OFS (N=543) a Tamoxifen+0FS (N=801} 2 Tamoxifen+OFS (N=543)
a -
£ 40 £ 40 3 40 5 40
z = 'Eg £
§ 20 Events HR  95% CI E 20 Evenls  HR 95% £l = 20 Events HR 85% Cl = 20 Events HR  95%Cl
5 E+OFS 78 0.64 0.48-085 £ E+OFS 72 082 060112 ] E+OFS B9 077 058108 g E+OFS  #1 081 058113
= ol _T#OFS 118 & plTeoFs %0 & il JoFs g8 & ol Tors m
0 1 2 3 4 5 8 0 1 2 i i g 0 1 2 3 4 5 8 0 1 2 3 4 g
Years since Randomization Years since Randomization Years since Randomization Years since Randomization
| 66% N+ 53% T-size =2eny 30% <3 vears | | 57% H+; 47% T-size =2cng 49% <40 years ‘

Absolute improvement with exemestane+OF S
9-yr freedom from breast cancer: 5.5% in TEXT and 3.9% in SOFT

o-yr freedom from distant recurrence: 2.6% in TEXT and 3.4% in SOFT

Olivia Pagani N Engl ) Med 2014;371:107-18.



SOFT & TEXT Kombine Analiz

Medyan takip suiresi: 5.7 yil

Oucome R GENC) P

0.72 (0.60-0.85) 0.0002

BCFI 0.66 (0.55-0.80) <0.0001
DDFI 0.78 (0.62-0.97) 0.02
0S 114 (0.86-1.51) 037 °

Olivia Pagani N Engl ) Med 2014;371:107-18.



San Antonio Breast Cancer Symposium, December 9-13, 2014

SOFT: SUPPRESSION of OVARIAN FUNCTION TRIAL

Premenopausal ER+ve and/or PR+ve Breast Cancer

3047 Patients Randomized in ITT, Dec 2003 - Jan 2011 Primary Analysis (n= 2033)
Median follow-up 5.6 years

Two Patient Cohorts (stratified)
No Chemotherapy (47%)

Premenopausal, within 12 weeks of surgery
(Median time since surgery = 1.8 months)

—> | Tamoxifen x 5y (n=1018)

Tamoxifen+OFS x 5y  (n=1015)

Prior Chemotherapy (53%)
Premenopausal® after completing chemotherapy;
Randomization within 8 months of completion
(Median time since surgery = 8.0 months)

—» Exemestane+OFS x 5y (n=1014)

mMN—-—-=S00Z>» 2320
)

OFS=ovarian function suppression
(GnRH triptorelin, cophorectomy or irradiation)

“According to locally-determined Elevel in premenopausal range

This presentation is the intelleciual property of the presenter. Contaphue frapcisd®petepmiar prgfior permission to reprint and/or distribute




Primary Analysis: Patient Characteristics

No chemo Prior Chemo Overall
47% (n=949) | 53% (n=1084) ] (n=2033)

Median age 40y

Lymph Node +ve

Tumor >2cm

Grade 1

Grade 3

HER2+ve

Median time since surgery




SOFT: DFS

:
_/

Pts Events 5yr% HR 95%ClI P

T 1018 160 847
T+OFS 1015 139 866 83 .66-1.04 .10

S & 8 8

Percent Alive and Disease-Free

ﬂiil_l_l_l_l_l_f
0 1 2 3 4 5 6

Francis, N Engl J Med 2014



KT sonrasi premenapozal hastalarda yarar

Pnor Chemotherapy Prnor Chemotherapy
Breast Cancer-Free Interval Distant Recurrence-Free Interval
100 100
g K—
80| Teors —— o—— : go{ I P
O | EsoFS — g T+OFS —
1=
E 60 § 60
E 40 E 40
= Pts Events 5-yr % HR 95% Cl E
201 T 542 116 | 78.0 > 21T
E T+OFS 542 97| 825 78 60-1.02 g T+OFS
Q. . E+OFS 544 B80Y 857 65 49-087 & | E*OFS
Y ¥ o ¥ * . v 1
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years since Randomization Years since Randomization

T+OFS v T: Absolute improvement in 5-yr BCFl of 4.5%

E+OFS v T: Absolute improvement in 5-yr BCFl of 7.7% and 5-yr DRFI of 4.2%




SOFT: 35 yas alti hastalarda yarar

» 350 patients

T+OFS ——
E+OFS

Pis Evenis 5yr% 9% Cl

M2 M &7 573-T60
fB9 &98-855
E+OF5 117 15 B34 7T45-89.1

8 & 8 &

T+0FS 121

Pearcent withoul Breast Cancer

i

(11.5%) under
age 35

94% received
chemotherapy
in this age
group

Francis et al, N Engl ] Med, 2014




Premenapozal Hastada Adjuvan Tedavi

Secenekleri

e TMX 5-10 yil
e TMX5vyil +Al3-5yil (MA 17)

. @TMX/ E%

e Henuz uzun dénem takip olusmadi
e OS farki gosterilemedi
e Farklh toksisite profili ve “drop-out”
— Endokrin
— Osteoporoz
— Kardiyak
— Psikolojik
e Yarar-zarar dengesi iyi gozetilerek karar verilmeli




HR Pozitif Premenapoze Hastalarda

Adjuvan Endokrin Tedavi :

Kiaguk tm capi Dusiik gradli ve; Blylk tm capi

Nod negatif Daha biiyiik tm cap! Nod Pozitif
Grad 1 Veya Coklu nodal tutulum
Yas >40 (?) Nod Pozitif Grad 3

Yas <35

v

KT + OS+ TMX / EXE ?

TMX 5 yil

10yl ?

KT + OS + EXE




METASTATIK HASTALIK



TEDAVI ALGORITMASI

Organ met (-),kemik,

YD, lenfatik met (+)
HR (+) PROG

\ Organ met (+), HER-2 + /

hizh ilerleyen kontrolsiiz hastalik

———> ENDOKRIN TEDAVI

ENDOKRIN TEDAVI(I) ENDOKRIN TEDAVI(Z)
P PROG / PROG
v YANITL] FIASTALIK \ YANITLI FASTALIK \
KEMOTERAPI (1) KEMOTERAPI (2) KEMOTERAPI (3)

?ROG ?ROG



Post-menapozal ER (+), HER 2 (-) Hastada HT seg¢enekleri:
2011

Non-syeroidal Aromataz
Inhibitorleri

<

Exemestane

Yan etki profiline
gore degerlendirme

TMX

FULVESTRANT

MPA ==) ANDROJEN / YD-OSTROJEN




CDKA4/6 in Breast Cancer

» Resistance to endocrine therapy
presents a major clinical challenge

Mitogenic
signalling
» The growth of HR+ breast cancer is
dependent on cyclin D1, a direct W
transcriptional target of ER. wf&
B i~y
» Cyclin D1 activates CDK 4/6 N bt
resulting in G1-S phase transition — g @
and entry into the cell cycle.’ oo

i. Asghar U, et al. Naf Rev Drug Drscow, 2015;14:130-46

CDK=cyclin-dependent kinase. ER=esirogen receplor, 2 Thangavel C, et al. Endocr Relat Cancer 2011,18:333-45
HE+=homone recepior-posilive



PALOMA-1: Randomized open-label phase |l trial

Both cohorts
100 44— Palboci liby plus letrorole

— Lietrosoke

Letrozol NI
etrozole plus <] | Median PFS 10.2 \=. 20.2 mo.
Palbociclib S HR 0.49, p=0.0004

7

* HR+, HER2-ABC

Procprosan fasesmwa (%)
i
=1
1

40
!_ﬂ -4
20 - )
10+
LEtI"ﬂZO"E HR 0 488 (95% (10 319-0 748, one-sided p« 0.0004) LL‘
'J I | ] ] || ] | | | | |
0 4 B 12 16 20 24 B 32 16 40
MNumbser at risk
Palbocichb plus letrozcle B4 &0 &7 16 28 n 13 8 5 1
6 28 19 14 b 3 3 1

Finn et al. San Antonio Breast Cancer é‘»::;ﬁ';?osl:;m é‘&tz ]
Finn et al. AACR, 2014; Finn et al. Lancet Oncol, 2015 e AGCESS Apsel

L Twsl PSRN ET ¥ " el SR L L,



Fostmenopausal womsenwith HR+
ABC

EFECT™!

Progressed after NZAlIn adjuvant
or first=line metastatic setiing

Postmenopausal wornen with MR+
ARC
SoFEA3?
srogressed after N3Al therapy in
gdjuvant or first-line metastatic

setting

Postmeenopausal wormen vwith ER+
ABC
CONFIRM?33
Progressed after ET in adjuvant or
first-line metastatic setting

ri:ustmenopawal womanwith EFI:?\'H
HERZ- ABC refractory to letrozole
or anastrozole
BDLEHD'241 Racurrands durding or s 12 mo
after end of adjuvant treatrent;
or prograssion duringor = 1 mo
after end of treatment for

'l.\__ gdvanced disease v,

R A AR

Fulvestrant [S00 mg = 250 mg, d 14, 28 =
250 mg/mo)

]

Exemestane 25 mg/fd

l

Fulvestrant (SO0 mg =+ 250mg, d 14, 28 =
250 mg/mao]

l

Anastrozole 1 mg/d

Fulvestrant (500 mg =* 250mg, d 14, 28 =
250 mg/fmo}

)

Exernestane 25 mgd

Fulvestrant 500 mg/mo

"

Fulvestrant 250 mg,/mo

Exemestane 25 mgd

Placebo +
Exemestane 25 mg,/d




BOLERO-2: PFS (18-Aylik Takip, Merkezi)

100 - HR=0.38 (%95 CI: 0.31-0.48)
Log-sira P degeri: < .0001

80 :
—~ Kaplan-Meier medyanlari
§ EVE 10 mg + EXE: 11.01 ay
D 60 PBO + EXE: 4.14 ay
s
o
> 40
L
o

207 Sansurleme zamanlari

EVE 10 mg + EXE (n/N=188/485)
0 PBO + EXE (n/N=132/239)

O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108

Zaman (hafta))
Halen risk tagiyan hasta sayisi

EVE10mg + EXE 485 427 359 292 239 211 166 140 108 77 62 48 32 21 18 11 10
PBO + EXE 239 179 114 76 56 39 31 27 16 13 9 6 4 1 0 0 0

o ;
o o




Steroidal aromataz inhibitorleri
— Exemestan

SERD
— Fulvestrant

EFECT
SOFEA
CONFIRM mmm) FUL 500 > FUL 250
BOLERO 2 mmm) EXE + EVE > EXE

Deleo et al, S1-4, SABCS 2012 and J Clin Oncol. 2010 Oct 20;28(30):4594-600.
J Clin Oncol 26:1664-1670. © 2008

‘ EXE =FUL (500/250)



ENDOKRIN <6 ay adj NSAl <12 ayadj ET <24 ay adj ET <24 ay adj ET
DIRENCLI sonrasl sonrasl icinde icinde

1. Secim NSAI 1. Secim NSAlI 1. Secim NSAI 1. Secim NSAI
6 ay icinde P 6 ay icinde 6 ay icinde P 6 ay icinde P

BASLANGICTA:
=%30 hasta primer endokrin direngli
Digerleri ilk secimden sonra sekonder direng gelistirir



Reference Regimen Prior ET Sensifivity te prior ET Progression-free survival
(study name)
Definition Proportion Prior Prior
*a) Sensitivity resistance
Fulvestrant
Chia et al, 20083 Fulvestrant 250 mg NSAI =6 Months before 6164 HE- 090 HR- 1.01
(EFECT) vs. exemestane TECUITENCE 0T PrOgTession (95% cx 0.73 (95% c1: 0.79
to 1.08)2 to 1.350
(TP, n=434) (TTP, N=2350)
Johnston et al, 2012  Fulvestrant250mg ~ NsAT =1 Year before 1-2 Years: HR- 1.27
{SOFEA) Vi, eXxemestane PIOESTess1on 26-35 (037 e 0.54 (95% cr- 0.84
=2 Years: to 1.06) to 1.91)°
27-31 _
(1-2 years, (n=1007
n=149)t
HR- 1.06
(95% cax 0.75
to 1.50)
(=2 years,
n=130)t
Di Leo et al, 20103 Fulvestrant 500 mg Tamoxifen =2 Years before 6367 HR: (.86
{ COMFIEM) vs. fulvestrant 250 mg or Al TECUITENCE (95% cx: 0.72 (95% cT: 0.57
=6 Months before to 1.05)2 to 0.93)24
progression
Everolimus
Baselga ef al , 201241 Everolimus plus NSAI =2 Years before 84 ER: 0.43 ER: 0.49
(BOLERD-2) exemestane [eCUITEDnCE m
_— ; o CI0 L o CIC L.
=6 Months before to 0.54)2 to 0.81)*

(n=610)

(n=114)



PALOMA 3: ikinci secim ET-Faz Il

%85 hasta daha 6nce Al uygulanmis;
%60 organ metastazi mevcut

Fulvestrant plus = 100

Palbociclib Z 90 - w
E B0 =

~ HR+, HER2-ABC £
§ 50 =
% A0~
\ E 30 = e

"E an; Median PFS 3.8 vs. 9.2 mo.

Fulvestrant plus 5 i0ie HR 0.42, p<0.000001

Placebo a °'D T T I I T

B
Time (Month)

Els smabn e ol mnblambs b ele s

Turner, ASCO 2015



Menopoz Durumuna Gore PFS

Pre-Peri-Menopausal” Postmenopausal
Pisietin ¥ Pulbod i = Flageln = Prigs et bl 4
Fulwnatiinl  Fuleswtasd F v il anl Fulbveulian

e =2 Lot =) g | = ITY
o &
i Mosrsioes o Everin (W] 10 (30 0 s ' Wumber of Evesis (%) TSE) B2
>100 . Vedian PR monite. 56 88 3. 1080 - Medion PFS. monthe 47 82
= 9% 9 £ ML (7.2HE) = e £ AL FLEE
‘: 1 Hapsrd Rubo (9% CF 6035 @ 19, 3030 .E " f ‘ g Rt (55% C) ol 0750 0360
-: 8 2-3kied Fealue LT & 80 | Taeded Pt )
e o k
2 79 ] I o 70 -
= = he,

"
2 60 4 Y = 60 \
e 4 > 1
2 50 4 S 5 \
w o .
= a0 - 40 ) \
: et : \
u.' 3"- w38 -
= &
=N o 20
= —
e -
a 10 J o 10 -
; =

@
e 04 o 04
o T T T T T T E 1 T T T

o 2 4 & B 10 12
Time [Month) Time (Manth)

=
1]
-
L]
[=-3
-k
=
o
L]

» Menopausal status interaction test P=0.94

Turner, ASCO 2015



Post-menapozal ER (+), HER 2 (-) Hastada HT secenekleri:
2015

Non-steroidal Al

" Al+CDKinh

PALOMA 1

T EXE + EVE " EXE + Entinostat
BOLERO 2 (HDAC)

PALOMA 3

FULVESTRANT 500 " Hastalik durumu &

EFECT & . o
CONFIRM EXE Y?n e;klupr?fllzir!e
CONFIRM ore degerlendirme
TMX +/- EVE & g

U TAMRAD

MPA ==m) ANDROJEN / YD-OSTROJEN

*: endokrin duyarh hastalik



HER 2 POZITIF HASTALIK



EMILIA: Faz Il

Cape<itabine
2 ) vy Ty Il S 1-14 §w

&

Lapatinib

1. ll'I;', |'q.|-r| .ll,*.'. ll'l

e 991 hasta

* %16 hasta adjuvan trastuzumab sonrasi 6 ay
icinde progresyon

N Engl | Med 2012;367:1783-91.



Genel Sagkalim

Median No. No. of
of Mos Events

1001 85.2% (95% CI: 82.0-88.5) Lapatinib-capecitabine 25.1 182
I T-DM1  30.9 149
i Stratified HR: 0.68
807 i 64.7% (95% Cl: 59.3-70.2) (95% Cl: 0.55-0.85;
| P <.001)
I Efficacy stopping
S ] : P =.0037 or HR: 0.73
0 | I
© 401 ] |
: 51.8% (95% CI:;45.9-57.7)
| |
207 : :
| I
! I
O ] : ] ] | | | | | | | || ] ] |

r rr T 1
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

Pts at Risk, n Mos
Lapatinib- 496 471453 435403368 297 240 204159133110 86 63 45 27 17 7 4

capecitabine
T-DM1 495 485474 457 439418 349 293 242197164136111 86 62 38 28 13 5

Data cutoff July 31, 2012; median follow-up: 18.6 mos.

Verma S, et al. N Engl J Med. 2012;367:1783-1791.



CLEOPATRA-1. Se¢cim Tedavi Faz Ill

N:808 hasta; %80 organ metastazi

%10 hasta adjuvan Trastuzumab kullanmis;12 ay sonrasinda progresyon olanlar dahil
edilmis

Pertuzumab + Trastuzuzmab + - Placebo + Trastuzumab +

s L Docetaxel Docetaxel
-‘-\‘_‘-_- —

- &E 95% (1

" N 0_5&-0 K4
. N P 02
N
| 565
1 .

‘ 40.

MONTHS oswain et al, NEJM 2015
Lancet Oncol 2013; 14: 461-71




MARIANNE: 1. Se¢im Faz Il

« HER2-positive (central) LABC*
or MBC

* No prior chemotherapy for
LABC/MBC

» >6 months from prior
(neojadjuvant vinca alkaloid or
taxane chemotherapy

N = 1085

* Primary end point: PFS by independent review facility (IRF), non-inferiorityar "% 1
« Key secondary end points: OS, PFS by investigator, ORR, Safety, Patient-re %0 1

BD +

Ellis P, ASCO 2015

Trastuzumab + docetaxel
(8 mg/kg LD then 6 mg/kg + 100 or 75 mg/m? q3w) OR
Trastuzumab + paclitaxel
{4 mg/kg LD then 2 mg/kg + B0 mg/m? qw)

T-DM1 + placebo”
(3.6mg/kg + 840 mg LD then 420 mg gq3w)

T1-DM1 + pertuzumab
(3.6mg/kg + 840 mg LD then 420 mg q3w)

70 4

Pabents. %

a0 4

30 4

20 4

10 1

o J

60 4

50 4

Objective Response Rate

67.0%
59.7%

HT T-DM1 T-DM1+P



Progression-Free Survival by IRF
HT  T-DM1  T-DM1+P

Median PFS§ 137 14.1 15.2
(mo.)
Events (no.) 231 236 217

100
Stratified — 0.91 0.87
HR vs HT (0.73- (0.69-
# 1.13) 1.08)
g P=0.31 P=0.14
|- — 0.91
H (0.73-
& 1.13)
-
2
o4
o o Time: [ma )
T-Lm - > " a
Tue S M1 ome  om e W i. )
b L] 241 1rr 135 108 rs i | 5 1


HasanBasri
Yeşim Eralp


HER 2 (+) Hastada Hastalik Yonetimi:
2015

HR (-) / (+) HR (+)

+ o o
Trastuzumab Lapatinib+Letrozol

Pertuzumab+ Trastuzumab + TMX / Al

Taksan

CLEOPATRA HER2 + Hastalikta ET ile GS

@ ' avantaji gosterilemistir
- Hastalik durumu &

TDM-1 Yan etki profiline
gore degerlendirme !
! | EMILIA .

Kullanilmadiysa Pertuzumab + Taksan @
veya TDM-1

Lapatinib+ Kapesitabin HR (-) hastalik yonetimi

Lapatinib+Trastuzumab

Trastuzumab+VNR / Gem



HasanBasri
Yeşim Eralp


NEOADJUVAN TEDAVI


HasanBasri
Yeşim Eralp


e Sitotoksik ajanlar
— TN hastalikta Carboplatin

e Biyolojik ajanlar
— Her-2
e Pertuzumab
— Anjiogenez

e Bevacizumab


HasanBasri
Yeşim Eralp


TNBC & Carboplatin: pCR oranlari

_ Galisma kollan — PR (YpT0/is NO) %

CALGB 40603 PAC-ddAC
PAC+CARBO-ddAC 221 54*
GEPAR-SIXTO PAC-LIP DOX+ Bev 157 37.9
PAC-LIPDOX- 158 58.7*

CARBO + Bev


HasanBasri
Yeşim Eralp


.. | Prediction of Carboplatin Effect on pCR

PM PMCb OR p

% (N=146) (N=149)

No risk factor 34.5 46.0 1.61 0.13
A11.5

Family history of BC/OC 30.8 57.5 3.04 0.02
without alteration A 26.7

dBRCA/RAD alteration 43.5 66.7 2.60 0.13
with/without family history A 23.2

.J AGO B ?gzﬁ Presented at;heil'lﬂ ?SICD.ﬂnlnlmIMeeting t!}({é}{gnterliglﬂltllianckuﬂtz. M.D.. GB G ]

Presented By Gunter Von Minckwitz at 2014 ASCO Annual Meeting


HasanBasri
Yeşim Eralp


Triple Negatif Hastalikta Carboplatin Yarari: Alt-
grup Analizi

Minckwitz: A1004 ypTO0/is ypNO
HR non-deficient HRD score high
e, tBRCA mutant
tBRCA intact
OR 2.75(0.85-8.94) OR 2.97 (1.19-7.42) OR 1.64 {0.5145?)
100% P=0.086 100% P=0.018 100% P=0.406
20.0% 40.7% 36.6% 63.2% 61. 9'}.-’, ?’2 7%
80% ;I—f 80% L Y J 80% |
Mean 29.8% Mean 49.4% Mean 68,
B80% A 20.7% 60% A 26.6 60% | A10.8
405 40% 40%
20% 20% 209
0% . 0% 0%
P PM+Ch FM PM+Cb PM+Chb

Anmual 15

Meer g


Presenter
Presentation Notes
Homologous recombination deficiency


Triple Negatif Hastalikta Carboplatin Yarari:

* Giderek artan sayida calismada secilmis TN
hastalikta platin yarari mevcut

— BRCAm & RAD51C
— Kuvvetli aile hikayesi

— HRD +

Riskli Hastalikta Degerlendirilmeli
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Presentation Notes
Homologous recombination deficiency


Background
NeoSphere: Study design

and main results

TH (n=107)
docetaxel (75—100 mg/m?) >
trastuzumab (8—6 mg/kg)

THP (n=107)

docetaxel (75—100 mg/m?)
trastuzumab (8—>6 mg/kg)
pertuzumab (840—420 mg)

HP (n=107)
trastuzumab (8—6 mg/kg) >
pertuzumab (840—420 mg)

< XX m &6 X C wn

TP (n=96)
docetaxel (75100 mg/m?) p—>
pertuzumab (840—420 mg)

Study dosing: q3w x 4

Gianni L, et al. Lancet Oncol 2011 DO1:10.1016/51470-2045(11)70336-9

p=0.0141T

507
_ 40
o B
=
B 301 46 W
H
X201 |+ T J
S 2 l
o
107 9 ; 24
0
TH THP HP TP
70 1
0 ER or PR positive
601 O ER and PR negative
O 501 ) 1
ame 63
o A01 . —_
+ :
=R .
o 30 T
) 1
a 201 J 37 NN
L - 30
10° 26 all J
0 20 6 17
TH THP HP TP



PFS and DFS for PTD vs TD, ITT population

100 100
2w '&. i a0
" [ EE] ™
» B0 - e 20
of JOd  cosess 1 f 70
o 0
;: © #1D ©
ric? 3P ” — - _ _l-ﬂT _n-ﬂr_
20 Bysr PR NG (T4 TR W o ors st T T
l: L i e L0 (B34 140 10 ;I.“‘m
0
0 12 24 3% 4 6 ? 2 N B & o6

'rTriaIisundurw for this analysis but results are suggestive of a benefit from
truld:liﬁmdputumlb to docetaxel + trastuzumab




TRYPHAENA" Phase || Nepcadjuvant Trastuzumab and Pertuzumab in HERZ2-Positive

EBC: Study Design

Cycles 1-3 4-6
Docetaxel

Pertuzumab + trastuzumahb

HER2-positive
EBC, centrally
Fertuzumab +
trastuzumab

confirmed
(n=2235)

<TIMOITC o

Perturzumab + trastuzumab

Carboplatin
« All 3 arms were expearimental s Stratification:
i = |'-'I =] |'|'_. (" = LT :‘|'.'l|' il - i
+ Study dosing g3w. T
FEC: 500 mg/mZ2, 100 mg/m?, 600 mgim? III;' "-””,” c_“f" w r “”r:,dh"_l_ 3 &rhTr
Eamnplatin: AUCH Qrmane recaplir POty

Trastuzumab: 8 mgkg loading dose, 6 mg/kg maintenance
Pertuzumab; 840 mg loading dose, 420 mg maintenance
Docetaxel: 75 mo/m= (escalating to 100 mag/m* If tolerated, in Arms A and B only)

EBC=early-stage breast cancer; FEC=5-fluorouracll, epirubicin, cyclophosphamide
Schneeweiss A, el al, Ann Oncol, 2013 May 22 [Epub shead of print).
WL i Eardy Crac 8T £ 30 3 Ganentach, Inc. All ighits reserend. *Canentech/Roche Sponsored Study 29



TRYPHAENA™ Phase || Neocadjuvant Trastuzumab and Pertuzumab in HERZ2-Positive

EEC: Pathologic Complete Response by Hormone Receptor Status

-

= 100 B ER and PR negative BB EX and/or PR positive

wn 5

= 83.8

& 80 9.4

= -

E 70 Eﬁ.i']

E 60 1

. 20.0

[+ ‘:.|:| 1 45.? 4HE

-

2 40 1

£

5 30 1

L

7] 20

=]

E 10 4

o

¥ =

= 0

o FEC+HP x 3 FEC x J TCH+P = 6
» THP = 3 » THP = 3 (n=7T)
(n=73) (n=T75)

C=carbopletin; EBC=early-stage breast cancer; ER=estrogen receptor; FEC=5-fluorouraci, epirubicin, cyclophosphamide;
H=trastuzumab; P=peruzumab; PR=progestarana receptor; T=docetaxel
Schreeweiss A, el al, Ann Oneol, 2013 May 22 [Epub ahead of print).

W i Early Crw F2 5 201 3 Genentach, Imc. &l righits nesnrved "CanentachPocha Ep.:ﬂgnr.ed 5|L|'ﬂ'=.' J1]



Acclerated FDA Approval

(Product Information Brochure)

Approved Regimens: Pertuzumab ... every 3 weeks for 3 to 6 cycles as part of one
of the following ... regimens ... ;

- 4 preoperative cycles (of pertuzmab).. with trastuzumab and docetaxel
followed by 3 postoperative cycles of ... FEC.. in Study 2 (NeoSphere)

« 3 preoperative cycles of FEC alone followed by 3 preoperative cycles of
pertuzumab in combination with docetaxel and trastuzumab .... in Study
3 (Tryphaena).

» & preoperative cycles ... with ...TCH ... Study 3 (Tryphaena)

« Following surgery, .. Continue ... trastuzumab to complete 1 year of treatment.
....insufficient evidence to recommend continued use of pertuzumab for
greater than 6 cycles...

« Limitations of Use:

« The safety ... as part of a doxorubicin-containing regimen has not been
established....




2014 yilina girerken neoadjuvan KT:
Standart nedir ? Ne degisti?

e Her-2 + hastalikta sl es-zamanli Trastuzumab
— Sagkalim pCR ile iliskili i2¢ onay prosediri
— Dual blokaj pCR’1 arttirir; EFS ve GS avantaji
saglayabilir =) pertuzumab+trastuzumab

e TN hastalik:

— herkese Carboplatin eklenmeli mi?

e (GEPARSIXTO & CALGB 40603)

e Secilmis hastada neden olmasin? (doz yougunlugu !!)
— Bevacizumab: TN hastalikta artan pCR

 CALGB 40603
e Sagkalim yarari acisindan konfirmasyon gerekli



	Meme Kanseri:�Pratiği Değiştiren Çalışmalar��Ne biliyorduk; Ne değişti??
	Slide Number 2
	Adjuvan kemoterapi
	2010’lara doğru nod negatif erken evre meme kanserinde standartlar…
	2010’lara doğru Her-2 negatif & nod pozitif erken evre meme kanserinde standartlar…
	GIM-2
	GIM-2
	E 1199: Triple Negatif Alt-grup
	Her-2 negatif & nod pozitif erken evre meme kanserinde standartlar: 2015
	Adjuvan hedefe yönelİk tedavİ
	Her-2 pozitif hastalık
	 
	APT Çalışması
	Slide Number 14
	T1N0 Her-2 (+) Hastalık�Adjuvan Tedavi
	Phare: 6 vs 12 ay trastuzumab
	Phare: 6 vs 12 ay trastuzumab
	APHINITY Faz III Çalışma
	Adjuvan hormonal tedavi
	Slide Number 24
	Slide Number 25
	Uzatılmış AI çalışmaları
	MA 17
	ATLAS: 5 vs 10 Yıl Tamoxifen
	ATLAS
	aTTom & ATLAS Kombine Analiz
	Uzatılmış Adjuvan ET için yüksek riskli grubun belirlenmesi: Genomik Analizler
	Maksimal hormon blokajI:�over supresyonu + tmx/AI
	Slide Number 33
	TEXT & SOFT Çalışma Kurgusu
	Exemestane+OFS vs TMX + OFS: �DFS yararı
	KT Uygulanan Hastalarda DFS Yararı
	SOFT & TEXT Kombine Analiz
	Slide Number 38
	Slide Number 39
	SOFT: DFS
	SOFT: �KT sonrası premenapozal hastalarda yarar
	SOFT: 35 yaş altı hastalarda yarar
	Premenapozal Hastada Adjuvan Tedavi Seçenekleri
	HR Pozitif Premenapoze Hastalarda Adjuvan Endokrin Tedavi :
	METASTATİK HASTALIK
	TEDAVİ ALGORİTMASI
	Slide Number 47
	Slide Number 48
	Slide Number 49
	Slide Number 50
	BOLERO-2: PFS (18-Aylık Takip, Merkezi)
	Slide Number 52
	Slide Number 53
	Slide Number 54
	Slide Number 55
	Menopoz Durumuna Göre PFS
	Post-menapozal ER (+), HER 2 (-) Hastada HT seçenekleri:�2015
	HER 2 POZİTİF HASTALIK
	EMILIA: Faz III
	Genel Sağkalım
	CLEOPATRA-1. Seçim Tedavi Faz III
	MARIANNE: 1. Seçim Faz III
	Slide Number 63
	HER 2 (+) Hastada Hastalık Yönetimi:�2015
	Neoadjuvan tedavi
	Slide Number 66
	TNBC & Carboplatin: pCR oranları
	     Prediction of Carboplatin Effect on pCR 
	Triple Negatif Hastalıkta Carboplatin Yararı: Alt-grup Analizi
	Triple Negatif Hastalıkta Carboplatin Yararı:
	Slide Number 71
	Slide Number 72
	Slide Number 73
	Slide Number 74
	Slide Number 75
	2014 yılına girerken neoadjuvan KT: �Standart nedir ? Ne değişti? 



