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Lokal Ileri Evre Meme Kanseri

Survival According to Treatment

No. of 5-Yr.
Treatment Patients Survival
%
Surgery only 2,453 36

Radiation only 2,386 29
Surgery plus radiation 4,249 33

Chemotherapy, surgery, 1,923 63
and radiation

Gilordiano SH. Oncolo
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CLINICAL WORKUP

a
PRESENTATION * History and physical exam by multidisciplinary team

* CBC

* Comprehensive metabolic panel, including liver M
function tests and alkaline phosphatase %ﬁy—

* Pathology review® ﬁ

* Determination of tumor ER/PR status and cer
HER2 status® nmatory)

* Bilateral diagnostic mammogram, ultrasound as Preoperative systemic
necessary therapy,' anthracycline +

* Breast MR (optional) ——| taxane [;:wrefna-rre-:i]l.i If tumor

* Fertility counseling if premenopausald HER2 positive, HER2-

» Bone scan or sodium fluoride PET/CT (category 2B)*® targeted th.=-,r'.':||:-:,.lfj

* Chest/abdominal/pelvic diagnostic CT with contrast
(category 2B)

* Chest diagnostic CT with contrast (if pulmonary
symptoms are present)

* Genetic counseling if patient is high risk for
hereditary breast cancerf

* FDG PET/CTEh (optional)

Clinical
pathologic
diagnosis of
inflammatory
breast cancer
(IBC)




Early Breast Cancer

v

v

v

~

No wish for breast
conservation or
breast conservation
not possible
(e.g. multicentricity)

.

'

Mastectomy
+ reconstruction

N

Postoperative ChT
+ frastuzumab,
if applicable

v

~

Postoperative RT,
if applicable
(mandatory after BCS)

N

Tumour <2 c¢m and/or
optimal surgery feasible

Unsatisfactory
response
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- N ™

Tumour >2 ¢cm or
optimal surgery not feasible
and wish for breast
conservation and breast
conservation potentially
feasible after down staging

~ o

v

R N N
Systemic induction therapy
(if ChT planned,
should all be given
as neoadjuvant)

Satisfactory
response
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conserving surgery
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Postoperative ET,
if applicable




Neoadjuvan Kemoterapi

Tumordn kugultilmesi
Inoperabl Operabl
Mastektomi MKC
= MKC orani artar

Tedavi yaniti ile 6nemli prognostik bilgi (TN,
HER2+)

Rekonstriksiyon planlamasi igin zaman tanir

Tedavi ile negatiflesen aksiller tutulum
durumunda SLN sansi tanir



Neoadjuvant Kemoterapi

Avantajlar:

Ilag duyarlihiginin in vivo
testi

Etkisiz tedavi
kullaniminin engellemesi

Kozmetik sonuglar daha
iyi

Prediktif biyobelirtecler
ve yeni tedaviler

acisindan bir arastirma
platformu

Dezavantajlar
Primer timorin biyolojik
6zelliklerinde degisme
Sistemik overtreatment

Lokal rekirrensin
artmasi (lokorejyonel
undertreatment)

Preop tedavi siirecinde
hastalik progresyon riski
agisindan dikkatli takip

Psikolojik bariyer




Preoperative chemotherapy for women with operable breast
cancer (Review)

van der Hage JH, van de Velde CCJH, Mieog SJSD

14 calisma ve 5500 hasta

MRM oraninda neoadj ile %29 luk azalma
Lokal rekiirens riskinde artis (HR:1.21)
DFS ve OS ler benzer (HR:0.97 ve 0.98)

Survival rates in research and control arm after 5 and 10 years median follow-up

E5 yrs precp 05 yrs postop H 10 yrs preop 010 yrs postop ‘

Overall survival (%)




NSABP B-18(16 yillik) ve B-27
(8,5 yillik) update

>

HR =099 P=.90

Surviving (%)
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Trt M Events
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== Pre-Op AC + Post Op T 777 286

1
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HR =098 P=.78
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Events
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Fig 1. (A) Overall survival (OS) in National Surgical Adjuvant Breast and Bowel Project (NSABP) Protocol B-18. (B) Disease-free survival (DFS) in NSABFP Protocol B-18.

(C) Relapse-free interval (RFI) in NSABP Protocol B-18. (D) OS in NSABP Protocol B-27. (E) DFS in NSABP Protocol B-27. (F) RFl in NSABP Protocol B-27. HR, hazard
ratio; Post-Op, postoperative; Pre-Op, preoperative; AC, doxorubicin and cyclophosphamide; T, docetaxel.

Rastogi P, JCO, 2008



Long-term outcomes for neoadjuvant versus adjuvant
chemotherapy in early breast cancer: meta-analysis of
individual patient data from ten randomised trials

Early Breast Cancer Trialists” Collaborative Group (EBCTCG)*

4756 won 4756 women 4756 women, 1604 deaths

15 year los 15 year loss 0 15 year gain 0-3% (95% Cl-3-2 to 3-8)
RR1-02 (9 RR 1-06 (95% RR 1-04 (95% C1 0-94-1-15)

Log-rank y Log-rank p=0 Log-rank p=0-45

Adjuvant
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Lancet Oncol, 2018




Long-term outcomes for neoadjuvant versus adjuvant
chemotherapy in early breast cancer: meta-analysis of
individual patient data from ten randomised trials

Early Breast Cancer Trialists” Collaborative Group (EBCTCG)*

A756 women, 63 wmtq

Log- rank p=0-0001

8- NACT
- Adjuvant

Med f/u:9 yil

Local recurrence (%)

Neoadj tedavide %28 cCR; %41 cPR

Lancet Oncol, 2018



Neoadjuvan tedavide
prognostik ve prediktif faktorler??



Pathological complete response and long-term clinical
benefit in breast cancer: the CTNeoBC pooled analysis

Patricia Cortazar, Lijun Zhang, Michael Untch, Keyur Mehta, Joseph P Costantina, Norman Wolmark, Hervé Bonnefoi, David Cameron,
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HR 0-48 (95% C1 0-43-0-54) HR 0-36 (95% C1 0-31-0-42)

g
g
=
=
c
-
Wi
al
@
g
LV -
o
]
=
[(WE)

—— Pathological complete response
— Mo pathological complete response

[ [ [ [ [ [
3 b6 9 6 9 12

Time since randomisation Time since randomisation (years

Lancet, 2014




Event-free survival (%)

Pathological complete response and long-term clinical
benefit in breast cancer: the CTNeoBC pooled analysis

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

Event-free survival

Overall survival (%)

Overall survival

=

—— ypTOYpNO (n=1554); HR 0-44 (95% Cl 0-39-0-51)
—— ypT0/isvpNO (n=2131): HR 0-48 (95% ] 0-43-0-54)

—— pTOYpNO (n=1554); FR 0-36 (95% C1 0.30-0.44)
—— ypT0/isvpNO (0=2131): HR 0.36 (95% 1 0.31-0.42)

—— ypT0/is (n=2598); HR 0-60 (95% Cl 0-55-0-66)

| | |
5 10 15

Time since randomisation (years)

—— ypT0/is (n=2598); HR 0.51 (95% Cl 0-45-0-58)

| | |
5 10 15

Time since randomisation (years)

Lancet, 2014




VOLUME 28 - NUMBER B - MAARCH 10 2ZOODB

Response to Neoadjuvant Therapy and Long-Term Survival
in Patients With Triple-Negative Breast Cancer

Cornelia Liedrke, Chafika Mazouni, Kenneth R. Hess, Fabrice Andre, Attila Tordai, laime A. Mejia,

N:1118; neoadj KT almis evre I-IIT hastalar; 255'i TN

pCR oranlar:;
%22 vs 711 (pOO34)

5‘ ‘. -

FP= 0001

pCR durumunda;

rekiirens ve 6lim oranlari benzer(p:0.24,

pCR/non-TNEC i Rezidiel hastalik+ ise;

== pCR/TNBC . ° _ °
— BCATNEC TN %68 vs Non-TN %88 (p<0.0001)
=== RD/TNBC

Probability Being Alive

Time After Surgery (years)
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Froportion Disease Free

ORIGINAL REPORT

Definition and Impact of Pathologic Complete Response on
Prognosis After Neoadjuvant Chemotherapy in Various
Intrinsic Breast Cancer Subtypes

Greanter vorr Mindowitz, Michael Urich, Jens-Uwe Blobmer, Serban D). Costa, Holger Eidtrrarmn, Peter A. Fasching,

T,
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Log-rank
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Pathological complete response and long-term clinical
benefit in breast cancer: the CTNeoBC pooled analysis

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

Hormone-receptor-positive, Hormone-receptor-positive, Hormone-receptor-positive,
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HER2-positive HER2-positive, hormone-receptor-positive HER2-positive, hormone-receptor-negative

Triple negative
100

Event-free survival (%)

80+

HR 0-39 (95% C1 0-31-0-50) -18-0-34)

60+

40

Event-free survival (%)

HR 0-24 (95% Cl1 0-18-0-33)
| | | | | | |

1 2 3 4 5 6 7
Time since randomisation (years) Lancet, 2014




Pathological complete response and long-term clinical
benefit in breast cancer: the CTNeoBC pooled analysis

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

HR (95% CI)

Clinical tumour stage
T1(n=785)
T2 (n=7328)
T3 (n=2493)
T4a-c(n=781)
T4d (n=482)
Clinical nodal status
Megative (n=6320)
Positive (n=5487)
Histological type
Ductal (n=8567)
Lobular (n=1221)
Mixed (n=475)
Tumour grade
1(n=426)
2(n=4392)
3 (n=3217)
Clinical tumour subtype
Hormone-receptor-positive, HER2-negative, grade 1/2 (n=1986)
Hormone-receptor-positive, HER2-negative, grade 3 (n=630)
HER2-positive, hormone-receptor-positive, trastuzumab (n=385)
HERZ2-positive, hormone-receptor-negative, trastuzumab (n=364)
HER2-positive, hormone-receptor-negative, no trastuzumab (n=47
Triple negative (n=1157)
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Overall survival better with
pathological complete response

1

T
1.5

0-64 (0:39-1.05)
0-34 (0-27-0-42)
0-32 (0-23-0-45)
0-47 (0-28-0-78)
0-46 (0-27-079)

0-39 (0-31-049)
035 (0-28-0-43)

0-40 (032-049)
0-93 (0-50-170)
030 (0-14-0-65)

0-48 (012-1-96)
0-55 (0-40-0-75)
029 (0-22-0:37)

0-47 (0-21-1.07)
029 (0-13-0-65)
0-56 (0-23-1-37)
057 (0:31-1.04)
0-08 (0-03-0-22)
0-29 (0:17-0-50)
016 (0-11-0-25)

.

L

Overall survival better without

pathological complete response

Lancet, 2014




Biomarkers Phase Screening Phase Confirmatory Phase

"+ Find biomarkers | { I-SPY 2 | [+ Neoadjuvant+

* Validation + Neoadjuvant Adjuvant

correlation - * DFS to predict
* pCR to predict
0CR/RFS Bre T 0S

CISPY1 - ISPY3

/o

Accelerated Full
approval approval




Pathologic Complete Response Predicts Recurrence-Free
Survival More Effectively by Cancer Subset: Results From
the [-SPY 1 TRIAL—CALGB 150007/150012, ACRIN 6657

Laura J. Esserman, Donald A. Berry, Angela DeMichele, Lisa Carey, Sarah E. Davis, Meredith Buxton,

Anthracyclina- Optional Taxanea-
Basad Chamotherapy EBased Chemotharapy

- Postsurgical Treatmeant
= SUMQATY =P ot Physician Discretion

HEEE

e I

MRIt MREI, Core Biopsy, MRI, Tissue
SerumyPlasma Marmmogram,
Core Biopsy™ SerumyPlasma

MEI, Core Biopsy, Mammogram, SerumdPlasma

| Outcomes: Early Intermediate

MR Volume A pCR, MR Volume A

Neoadj tedavi alan »3 cm meme ca
pCR ve RFS agisindan prediktif belirtegler (pCR/RCB??)
cok merkezli calisma; N:221

JCO 2012




I-SPY Trial: pCR Rates According to
IHC and Intrinsic Subtypes

Distribution PCR e
(n =190) (n =190)
IHC
HR+ HER2- 48% 10%
HR+ HER2+ 12% 32%
HR- HER2- 28% 33% NR
HR- HER2+ 12% 50%
Intrinsic Subtypes Di{s:'lh;':i;;" {niﬁL] P value
Luminal A 29% 2%
Luminal B 19% 15%
HER2-enriched 15% 52% <.0001
Basal 32% 34%
Normal-like 5% 43%

Esserman et al. J Clin Oncol 2009; 27 (suppl): 18s (abstract LBAS15).



I-SPY Trial: pCR Rates According to

RNA Classifiers
Distribution PCR T
(n = 149) (n =144)
21 Gene Recurrence Score
Low 22% 3%
Moderate 10% 0% <.0001
High 68% 36%
70-Gene Signature
Good signature 9% 0% o
Poor signature 91% 27%
Wound Healing Signature
Quiescent 23% 6%
Activated 77% 30% 0049
P53 Mutation
Wild 50% 11%
Mutat:;:: 1A 38% 0004

Esserman et al. J Clin Oncol 2009; 27 (suppl): 18s (abstract LBAS15).



I-SPY 2: An Adaptive Breast Cancer Trial Design
in the Setting of Neoadjuvant Chemotherapy

AD Barker!, CC Sigman?, G] Kelloff!, NM Hylton?, DA Berry* and L] Esserman?

drugs in com dard therapy alone

ADAPT for new patients

. Doxorubicin 60 mg +
Paclitaxel 80 mg + trastuzumab + newdrug(12 T o, Eme

weekly cycles) 600 mg (4 cycles) |

Doxorubicin 60 mg +
Paclitaxel 80 mg + new drug (12 weekly cycles) T cyclophosphamide - [_. Surgery

600 mg (4 cycles)

T MRI T

MRI MRI

Primary end point = pCR at time of surgery (5 months after initiation of chemotherapy)

43

Clin Pharmacol Therap, 2009




Tumour-infiltrating lymphocytes and prognosis in different
subtypes of breast cancer: a pooled analysis of 3771 patients
treated with neoadjuvant therapy

Carsten Denkert, Gunter von Minckwitz, Silvia Darb-Esfahani, Bianca Lederer, Barbara | Heppner, Karsten E Weber, Jan Budczies, Jens Huober,

1 Low (0-10%)
[ Intermediate (11-59%)
[ High (=60%)

T T
All patients Luminal-HER2-negative HER2-positive

Breast cancer subtype

TIL seviyeleri arttikga bitin alttiplerde pCR da artiyor Lancet Oncology, 2018




NSABP B-18-Pivotal calisma

Operabl Meme kanseri
I
Stratifikasyon

* Yas
« Klinik tumor boyutu
» Klinik nodal durum

|

N: 742
Operasyon | | . Xt N: 751
+ TAM eger >50 yas
ACx 4 |
+ TAM eger >50 yas OPEI'HEYDH

= Evre I/II (T1-3NO-1MO0) n=1523
= 50 yas ustu Tamoksifen
HR bakilmadan tim hastalar Fisher B, J Clin Oncol, 1998



NSABP B-18 neoadj group
Klinik ve patolojik yanitlar

| 3

i

p Complete
— (n=63)

Non-
“ Duagve
(n=26)

CPR. 4 3 0/ \ p Invasive
(296 patients) (n=160)

cSD + cPD
WML 5 o),

Clinical responses

cCR — 0
(249 patients) 36%

(number of patients=658)



NSABP B-18

-
5Y Oran Postop Preop P
(n=752) | (n=743)
GS 80 79.6 0.83
HS 67.3 66.7 0.99
Uzak HS /3.2 /3.3 0.7
Lokal niks 5.8 /7.9 0.23
MKC 60 67 0.002

Preop KT vs postop KT'den kotii degil

Fisher B, J Clin Oncol, 1998



NSABP B-18
Cevaba Gore HS ve GS

1=

mil

100

80 -

60 -

40j — pINV — PINV

20{— PR p—p.0001 |{—CPR 0=0.06
% o= CNR_ . — CcNR '

Yii 2 6 2 4 6 8

Fisher B, J Clin Oncol, 1998



Prospective Evaluation of Paclitaxel Versus Combination
Chemotherapy With Fluorouracil, Doxorubicin,

By Aman U. Buzdar, 5. Eva Singlefary, Richard L. Theriault, Daniel J. Booser, Vicente Valero, Nuhad Ibrahim,

and Cyclophosphamide as Neoadjuvant Therapy in Patients
M D A nd erSo n With Operable Breast Cancer

T1-3NO-1MO meme Ca (TINO grubu dahil degil)

Neoadj 4 FAC(n:87) vs 4 paklitaksel(n:87);
takiben cerrahi;

adj 4 FAC ve RT;

HR+ ise tamoksifen

cCR+PR: %79 vs %80

PCR: %17 vs %8 Anlamli fark yok
MKC %35 vs %46

Buzdar AU, JCO 1999



Tax301 (Aberdeen ) calismasi

O IE
mlll

Birinci evre

Tkinci evre

Dosetaksel X4 J
CVAP X4

yok

Tim hastalar o

CVAP X4

IYDJJ2) /2WJIpUa|J2b2Qq uog

UOASDZIWOPUDY

T>3cm / T3-4, N2

162 hasta
Smith AC. JCO 2002



Pathological
Non-
Response

Pathological
Complete
Response

Tax301 (Aberdeen ) calismasi

Grade of
Pathological Response*

CVAP Docetaxel
(n=47)

(n=50)

Docetaxel
CVAP

Conservation

Conservation surgery P < 0.01

Mastectomy

Heys SD; 2002



Tax301 (Aberdeen ) calismasi

Docetaxel
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30 40
Time (Months)

3 yillik OS dosetaksel lehine anlaml:

Heys SD; 2002



Sequential Preoperative or Postoperative Docetaxel Added
to Preoperative Doxorubicin Plus Cyclophosphamide for
Operable Breast Cancer: National Surgical Adjuvant Breast
and Bowel Project Protocol B-27

Opere Edilebilir Meme Kanseri
(T1c-3NO/T1-3N1) (n=2411)

Randomizasyon

AC x 4 AC x 4 AC x 4
Tam X 5 Yl Tam X 5 Yl Tam X 5 Yil

Cerrahi Dosetaksel x 4

Dosetaksel x 4
| I1 I11

Bear HD, JCO 2006




NSABP B-27

26.1%" [J DCIS only

[ No tumor

cRR: %91 vs 786

14.4%"

Group1
n= 768

pCR oranlari *p<0.001

Bear HD, JCO 2006



NSABP B-27.
= PCR agore DFS ve OS
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Group N Events HR P Group N Deaths HR P

~

501 @ Non-pCR 1,899 674 501 ¢ Non-pCR 1,899 420
LI 40 76 045 <.0001 MLL 40 33 033 <.0001

0 1 2 3 4 5 6 3 4 5 6
Years After Surgery Years After Surgery

Bear HD, JCO 2006



NSABP B-18(16yillik) ve B-
27 (8,5 yillik) update

14

Rastogi P, JCO, 2008




Breast Cancer (2017) 24:63-68
DO 10.1007/s12282-016-0666-7

ORIGINAL ARTICLE

Docetaxel and cyclophosphamide as neoadjuvant chemotherapy
in HER2-negative primary breast cancer

- - 1 - - - 2 > = = =2 <P - - =2
Katsuhiko WNakatsukasa - Hiroshi Kovama“® - Yoshimi Qouchi® - Seiichi Imanishi~ -

T1-3NO-1 HER2- meme ca(N:52)
TC (dose 75 mg/m2+siklofosfamid 600 mg/m2 q3wx4)
Tim grupta pCR 7%16.3 ve 7/8 tanesi TN grupta

Total Luminal Luminal Triple p value™
(n =49) A-like B-like negative
(n =12) (n = 23) (n = 14)

pCR 8(16.3) 00 %) 1 (4.3 %) 7 0.017
n (%) (50.0 %)




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

Final Study Design

(after 400 patients recruited)

n'

e~ @,
& g
B B

@
5_::3 b
o
1

i,
15

N=60 N=1200 B B BB

(HERZ2 positive)
Arm A

12 weeks 12 weeks >

\ IIIIIIIIIIII' 111

N -
6 weeks ) ) Core biopsy Core biopsy
*Centrally confirmed: optional optional

- Subtypes HER 2/ HR
- Ki67
- SPARC

*

(before study entry)
Core biopsy*
(after anti-HER2 treatment/
before study entry)

Core biopsy*

w
£
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:Eng
2
SEq
xHe
4% ;
=E8

If HER2 positive:

Paclitaxel nab-Paclitaxel | Epirubicin 90 mg/m? Fgﬁg&gg?&%?ﬂggkg (loading dose)

" 2
Core biopsy ooy 125 mg/m Cyclophosphamide 600 mg/m%y pertyzumab (absolute dose per

weekly
weekly [_JIFllcatlon) 840 mg (loading dose)
* Randomizations carried out simultaneously ollowed by 420 mg

pCR: %38 vs %29 nab-pakli lehine; Unteh M et al




Survival analysis of the prospectively randomized
phase Il GeparSepto trial comparing neoadjuvant
chemotherapy with weekly nab-paclitaxel with solvent-based
paclitaxel followed by anthracycline-cyclosphosphamide for
patients with early breast cancer - GBG69

Median follow-up of 49 months(IQR 44.6- 52.9)
k\:«:f,' HR (nP-EC vs. P-EC) = 0.69 (95% CI 0.54-0.89)

\v'i | . -
3 yrs WL‘ Numberneededto treat (NNT; 3yrs) = 16 pts

| Log rank p=0.0044 DFS rates (estimated):

Time | P-EC | 95%Cl, P-EC 95% Cl, nP-EC |

:
-
L
v
L)
Q
@
°
[ —
S
t
o
Q
o
~
a

P-EC 141/600 events 3yrs | 80.7% (77.2-83.7) (84.1-89.6)
nP-EC 103/606 events + Censored |

4yrs | 76.2% (72.3-79.5) (80.2-86.4)

P:0.0044

nP-EC 606

SABC 2017




Antrasiklin ve taksan
disi ilaclar??



GeparQuattro ¢alismasi

HERZ2-positive breast cancer HER2-negative breast cancer
(IHC 3+ or FISH+) (IHC 0/1+ or FISH-) N: 1 (] 5
n=456 n=1054

£ RNCILSe: Chy S SO S LA NG ol Epirubicin + cyclophosphamide
e x s 3w x4
+ Herceptin g3w x 4 2

~ : ﬁ;a:ne:i Docetaxel
Docetaxel 75 mg/m= Docetaxel

WX Q3w x 4 +

Xeloda m2 M2
Days 1-14 RULLETIGAT Xeloda DR

q3w x 4 Q3w x 4 Days 1-14 q3w x 4
+ Herceptin Q3w x 4

Q3w x 4

Xeloda
Days 1-14
g3w x 4
+ Herceptin
g3w x 4

Xeloda
Days 1-14
q3w x 4

Herceptin Herceptin Herceptin
continued continued continued
a3w until Q3w until q3w until

1 year total 1 year total 1 year total

aFollowed by radictherapy and tamoxifen/aromatase inhibitor if endocnne-responsive disease

Von Minckwitz G, JCO 2010



GeparQuattro ¢alismasi

Von Minckwitz G, JCO 2010



Bevacizumab Added to Neoadjuvant
Chemotherapy for Breast Cancer

Harry D. Bear, M.D., Ph.D., Gong Tang, Ph.D., Priya Rastogi, M.D.,
mll

A Breast B Breast and Nodes
40— P=0.69 by chi-square test 40—

eklemenin [ I SRR, -
>pCR
»DFS ve OS
katkisi yok

P=0.51 by chi-square test

23.2
T
I

204 204

Percent pCR

154 154

Percent pCR

0
T-AC TX-AC TG-AC T-AC TX-AC TG-AC
(N=395) (N=398) (N=393) (N=392) (N=393) (N=390)

D Breast and Nodes
P=0.02 by chi-square test 40+ P=0.08 by chi-square test
34.5

T 35
1

28.2
T 304
I

27.6
I
25+

23.0
T
L

20

Percent pCR

154

Percent pCR

0
Without Bevacizumab  Bevacizumab Without Bevacizumab  Bevacizumab
(N=595) (N=591) (N=591) (N=584)

Bear HD, NSABP-B40, NEJM 2012




Neoadjuvant carboplatin in patients with triple-negative
and HER2-positive early breast cancer (GeparSixto; GBG 66):
a randomised phase 2 trial

Gunter von Minckwitz, Andreas Schneeweiss, Sibylle Loibl, Christoph Salat, Carsten Denkert, Mahdi Rezai, Jens U Blohmer, Christian Jackisch,

Overall * 1.33(0-956-1-85)

subbipe
TNBC 1.94 (1.24-3.04)

0-015

HERZ postive ° ° 0041 (0b1I-1:30)
cropaiTN - e /o§3 vs /fth 005
Carboplatin AUC2-0 1.01(0-652-1.57) 0.059
Carboplatin AUC1.5 259 1.93(116-3-21) }

Age

A <40 years 129 m— 1310649265 |
40 years or older 459 —— 133 (0-917-1.94) 969
cT

——

[ [
I
I
[ [
[
I
[ [ >

T1-3 552 1 134 (0-954-1-89) 0366
T4 34 0636 (0-129-3-14)
cN

2 R A
|
INRNEREND S Jo
B N+ 285 1.08 (0-663-175)

Oestrogen,u’progesterone

I I I I I I I I I Negative 424 152 (1.04-2-23) } 0207
Positive 164 0-907 (0-447-1-84)

ARNRRNRNNRNNNERENR | Q=

=20% 126 1.09 (0-490-2-40)
Il Carboplatin Bl Bevacizumab (TNBC) 220% 462 ] 1.40 (0-968-2.02) 0569

I Non-pegylated liposomal doxorubicin [l Lapatinib (HER2 positive)
I Paclitaxel A Trastuzumab (HER2 positive)

[ >
[ >

Grading

1-2 207 0776 (0-432-140) |
3 381 173 (115-2-60) 0027

[
012

More pCR(ypTO yNO) without carboplatin -~ More pCR(ypTO yNO) with carboplatin

Lancet Oncol, 2014




Impact of the Addition of Carboplatin and/or Bevacizumab
to Neoadjuvant Once-per-Week Paclitaxel Followed by
Dose-Dense Doxorubicin and Cyclophosphamide on
Pathologic Complete Response Rates in Stage II to III
Triple-Negative Breast C:

cer: CALGB

40603 (Alliance)

William M. Sik Ine

JCO 2015

Paclitaxel 80 mg/m* onca per week x 12 ddAC = 4
Paclitaxel 80 mg/m® once per week x 12 ddAC = 4

Bevacizumab 10 mg/kg once every 2 weeks x 9

random assignment Packitaxal B0 mgim® anca per wesk x 12 4dAC x 4

Arm 3 Carboplatin AUC & once every 2 weeks = 4

Paclitaxel 80 mg/m?® once per week x 12 ddAC = 4

Arm 4 Carboplatin AUC 6 once every 3 weeks = 4
Bevacizumab 10 mg'kg once every 2 weeks = 9

Hes=arch biop=ies
frozen and fixed

Surgery*t
XRTt

¢ Mo adjuvant
systamic
treatmant
plannadt




Impact of the Addition of Carboplatin and/or Bevacizumab
to Neoadjuvant Once-per-Week Paclitaxel Followed by
Dose-Dense Doxorubicin and Cyclophosphamide on
Pathologic Complete Response Rates in Stage II to III
Tr1plr: Ntmtnfe BI‘E(Ibt{ ancer: CALGB 40 "'H'*r (Alliance)

. |rr| TCTONE,

JCO 2015

F'H:Iltmmlﬂ]rrnfm onca per waak x 12 ddAC = 4
Bevacizumab 10 mg/kg once every 2 weeks x 9

l:]: Paclitaxel 80 mg/m* onca per week x 12 ddAC = 4

random u::lgnrnEcrur Paclitaxel 80 mg/m? onca per wesk x 12 ddAC = 4

Arm 3 Carboplatin AUC & once every 2 weeks = 4

Paclitaxel 80 mg/m?® once per week x 12 ddAC = 4

Carboplatin AUC 6 once every 3 weeks = 4
Bevacizumab 10 mg'kg once every 2 weeks = 9

Hes=arch biop=ies
frozen and fixed

M Mo bevacizumab
M Bevacizumab

Il Mo carboplatin
Carboplatin

41% {35% to 48%) | 54% (48% to 61%)

Surgery*t

XRTt

¢ Mo adjuvant

systamic
treatmant
plannadt

44% {38% to 51%) | 52% (45% to 58%)

Ddds ratio

1-sided P = 0570

©
=
T
_-e
[ =
> .2
=]
o —
e o
o=
o

= 221




Impact of the Addition of Carboplatin and/or Bevacizumab
to Neoadjuvant Once-per-Week Paclitaxel Followed by Arm 1 g Paciitaxel 80 mgim* once per wesk x 12 [EELTE
Dose-Dense Doxorubicin and Cyclophosphamide on
Pathologic Complete Response Rates in Stage II to III

Paclitaxel 80 mg/m® once per week x 12 ddAC = 4

Arm 2 T
v " - N - 5 L
Triple-Negative Breast Cancer: CALGB 40603 (Alliance) Bevacizumab 10 mg/kg once avery 2 wesks x 9 mtr
2=
'illiam M. Sikov, Denald A. Berry, Charles M. Perou, Baljit Singh, Constance T. Cirrincione, . :
William M. Sikov, Donald A. Berry, Charles M. u, Baljit Singh, Constance T. Cirrincion random assignment Paclitaxel 80 mg/m?® onca per wesk x 12 ddALC = 4 » Mo adjl_!'.rant
systemic
‘ - Arm 3 * Carboplatin AUC 6 once every 3 weeks = 4 traatmant
plannadt

Paclitaxel 80 mg/m?® once per week x 12 ddAC = 4
Arm 4 * Carboplatin AUC 6 once every 3 waeks = 4

Table 3. Grade 3 to 4 Treatment-Related Toxicities

Bevacizumab 10 mg'kg once every 2 weeks = 9

Arm Four:

Arm Two:  Arm Three:  Control +
Armn One:  Control +  Contral + Bev and
Control (%) Bev (%) Carbo (%) Carbo (%)

Leukopenia 12 13 13 25
MNeutropenia 22 27 56 67

Hes=arch biop=ies
frozen and fixed

Thrombocﬁopenia 4 3 20 2‘_3 B Il Mo carboplatin B No bevacizumab
Hemoglobin 0 2 4 2 Carboplatin M Bevacizumab
Febrile neutropenia 7 9 12 24
Nausea 4 4 2 s 41% (35% to 48%) | 54% (48% to 61%) | | 24% (38% to 51%) | 52% (45% to 58%)
Vomiting 2 2 2 4 - -
Mucositis 2 0 1 a ﬂd_{djslga;m: 1m ﬂd_iscrla;m:wﬁ
Diarrhea 0 3 2 3 1-sided F=.0029 1-sided F = 0570
Hypertension 2 12 0 10°
ALT elevation 0 3 0 o
Hypokalemia 3 1 6 =32 504
. > o
Peripheral neuropathy 2 6 7 = —
ati =2
F Tlgue 10 12 10 = A0 4
Pain 3 B 3 e .
[ b 4
=5 304
o=
e o
5 o O = 204
=
RFS ve OS verisi??
JCO 2015

n=221

n=218 n=215



Breast Cancer Res Treat (2014) 147:401-405
DOTI 10.1007/s10549-014-3100-x

EPIDEMIOLOGY

Pathologic complete response to neoadjuvant cisplatin
in BRCAI1l-positive breast cancer patients

T. Byrski - T. Huzarski - R. Dent - E. Marczvk - M. Jasiowka -

>N:107 evre I-IIT BRCA 1 mut+ olan meme ca

> %85 HR neg; % 98 HER2 neg
»Neoadjuvan Sisplatin 75 mg/m2 q3wx4 sonrasi op ve konvansiyonel KT

pCR %61 fakat OS verileri sunulmadi



Veliparib : Brightness Study

N:634
T2-4+/-N+
BRCA mut bakilmaksizin -~

<

Arm A: Active Comparator

>

Veliparib
+ Carboplatin
+ Paclitaxel

W
followed by AC

Primer sonlanim pCR

Q Triple negative Breast Cancer

Placebo
+ Carboplatin
+ Paclitaxel

NP
followed by AC

* AC : doxorubicin/cyclophosphamide

Placebo
+ Placebo
+ Paclitaxel

NP
followed by AC

ASCO 2017




Veliparib : Brightness Study

* AC : doxorubicin/cyclophosphamide

Q Triple negative Breast Cancer

Arm A: Active Comparator

Veliparib Placebo Placebo
+ Carboplatin + Carboplatin + Placebo
+ Paclitaxel + Paclitaxel + Paclitaxel

v v v
followed by AC followed by AC followed by AC

pCR: %53.2 pCR: %57.5 pCR: %31

p<0.001 ASCO 2017



Randomised., open-label, phase Il study comparing the
cefficacy and the safety of cabazitaxel versus weekly
paclitaxel given as ncoadjuvant treatment 1n patients witl
operable triple-negative or luminal B/HER2-negative
breast cancer (GENEVIEVE)

o

-

.. a, b c .
Sherko Kiimmel ™%, Stefan Paepke 7, Jens Huober “, Christian Schem

Treatment until surgery, disease pregression, unacceptable toxicity,
or withdrawal of consent

Immediately before surgery:
I I I I Presurgical core biopsy (optional)
Cabazitaxel ] -
25 mg/m?, q3w ' -

If no
N=333 pCR and

_ cCRin breast no EC
\ and nodes \ before:
no e.qg.
\l' 4xEC
Core neg >

—
Biopsy \\ e.g.
pos —> 4xEC —

A A A A

before after at surgery
rando 2 cycle if pPCR/cCR

Paclitaxel
80 mg/m?, q1w

Inclusion criteria; A , ,
TNBC or HR+/HER2-, ¢T2-3 or ¢T1c and cN+ or Core biopsy/ blood collections
cT1c and pNSLN+

Eur J Cancer 2017




Randomised., open-label, phase Il study comparing the
cefficacy and the safety of cabazitaxel versus weekly
paclitaxel given as ncoadjuvant treatment 1n patients witl
operable triple-negative or luminal B/HER2-negative
breast cancer (GENEVIEVELE)

- e A, o N ~ b fad — . - . va |
Sherko Kiimmel ™%, Stefan Paepke 7, Jens Huober “, Christian Schem

-

Table 2

Comparison between different definitions of patholog complete responses and selected secondary end-points.

End-points Cabazitaxel N ( ClI) Paclitaxel N ( T Overall N ('

Primary end-point (pCR = vpT0/is ypNO/+) N = 166 N = 167
Overall 2(1.2: 0.0=2.9)

p Value®

N = 333
18 (10.8; 6.1—15.5) 0.001"

ORR (CR or PR) 0.002

Eur J Cancer 2017



Arandomised phase lll trial comparing two intense dose-dense approaches (ETC and PM(Cb))
for neoadjuvant treatment of patients with high-risk early breast cancer (GeparQcto)

Schneeweiss A", Mobus VA, Tesch H, Hanusch C*, Deniert C*, Libbe KE, Huober J”, Kiare P, Kimmel S, Untch M, Kast K™, Jackisch G2, Thomalla J", Ingold Heppner B%, Blohmer J L, Rezal M, Frank M, Nekljudova ', von Minckwifz G'%, Lobl §'

N=950 N:4g1  PMI(Ch)

A A 4o & a B Paclitaxel 80 mg/m2qlw (PM(Ch) arm) or 225 mg/m2q2w (ETC arm)
TNBC

i [ [ [ | [
N EERRRRRRRRRRNNNNEN | | Mepicubicin 150 mgfm2qau

t NPLD 20 mg/m2qlw
HERZ R EEEEEEEEEEEEEEEEERE ne/m=q

or i Cyclophosphamide 2g/m?q2w

high risk HER2+ A Trastuzumab (8), 6 mg/kg 3w

A A A A
A B B BN
HR+/HER2: I I I I I I I I I B Pertuzumab (840), 420 mg q3w
ETC

N:480 TNBC W Carboplatin AUC 1.5 q1w

Surgery

PM(Cb) acisindan bir non-inferiorite calismasi (TN de carbo eklenmis)
Primer sonlanim pTO/isNO pCR oranlari

ASCO 2017



Arandomised phase lll trial comparing two intense dose-dense approaches (ETC and PM(Cb))
for neoadjuvant treatment of patients with high-risk early breast cancer (GeparOQcto)

Schneeweiss A", Mobus VA, Tesch H, Hanusch C*, Denkert C¥ Libbe K€, Huober J7, Klare P, Kmmel S, Untch M, Kast K", Jackisch C*% Thomalla J", Ingold Heppner 8%, Blohmer J U, Rezal M", Frank M, Nekljudova V', von Minckwifz G'%, Lobl §'6

p:[l545

ETC HPM (Cb) .
p=0.584

f):1.0[:|'0

‘ 14,6%
N=12

HER2-/HR+

PM(Cb) de daha yiiksek oranda pnomoni ve pnomonit
Istatistiki olarak non-inf gosterilemedi

ASCO 2017



Pembrolizumab plus standard neoadjuvant therapy for high-risk breast cancer (BC): Results from [-SPY 2.

Current raw data: Estimated pCR rate
pCR/n (95% prob interval)
[total assigned] [equivalent n]

Signature Pembro Control Pembro Control

HR+/HER2- 7125 13/88 34.2% 13.6%

[(28.0%) (14.8%) } (17-51%) (6-21%)
140] 199] [29.4] 172 4]

15/21 16/83 62.4% 22.3%
[ (71.4%) (159.3%) ] (45-80%) (12-33%)
[29] [89] [28.6] [58.4]

Rita Nanda et al, ASCO 2017




Neoadjuvan Endokrin

1 Tedavi



Chemotherapy (CT) and hormonotherapy (HT)
as neocadjuvant treatment in luminal breast cancer
patients: results from the GEICAM/2006-03,

a multicenter, randomized, phase-Ill study
E. Alba'™, L. CalvoZz, J. Albanell®, J. R. De la Haba?, A. Arcusa Lanza®, J. |. Chacon®, P. Sanchez-

daily (plus goserelin 3.6

mg SC every 28 days if 0/057 Vs 0/052 (pO78)
premenopausal) x 24

weeks

*Nodal status

Epirubicin 90 mg/m?+
Cyclophosphamide
R 600 mg/m? (q 21 daysx 4
Stratification A courses) followed by
] N Docetaxel 100 mg/m’ Yanit oranlari (KT vs ET)
Tumor size (<1 cm : (q 21 daySX4 courses’ 0/066 VS °/04'8 (p:o.o75)
v:;suv: :s-uz’sc:’rg )vorsus 2-5 ' Pr. emen:
Z o o
«Tumor grade (I versus A /075 vs 744 ( )
It versus Iil) T Exemestane 25 mg PO POS'rmen :
0
N

(NO versus N1/N2).

Faz IT ¢ok merkezli calisma

Luminal meme ca Ann Oncol 2012
N:95 (51 )



original Investigation

Neoadjuvant Endocrine Therapy for Estrogen
Receptor-Positive Breast Cancer
A Systematic Review and Meta-analysis

Laura M. Spring. MD; Arjun Gupta. MD: Kerry L. Reynolds, MD: Michele A. Gadd. MD; Leif W. Ellisen, MD. PhD;

[£] clinical response
Favors | Favors
Source OR {953% CI) Endocrine ;: Chemotherapy
Albaetal 30 2012 2.11(0.92-4.82) -
Palmierl et al 3! 2014 0.34 (0.06-1.98) :
somiglazov et al, 3 2007 0.92 (0.55-1.57) —.—
Tatal 1.08 (0.50-2.35) -
Heterogeneity: x3=4.47 (P=.11), ?=55% T
Test for overall effect: 2= 0.19 (P=_85) 0.01 0.1 1.0 10 100
OR (95% CI)

;EE|D.DQIEE|TE"S|:IEII'ISE" Klinik yaan Or.anlar‘l
Meme koruyucu cerrahi

Source OR {95% CI) Endocrine { Chemotherapy
Alba et al,*v 2012 2.11(0.92-4.82) —

PEIrr!IrrI :tEL"—EE-'A_ 0.83(0.25-2.74) —l-— RGdYOlO\jik yan'T OPG”IGP'
Semiglazov et al, 3 2007 1.28 (0.77-2.14) -

Total 138 (0.92-2.07) < BENZER FA KA T-
Heterogeneity: Y3=1.77 (P=.41), I?=0% ’

Test for overall effect: 2= 1.54 (P=_12) 0.01 . 10 10 100
OR (95% CI)

Fathologlc complete response 3 Tane gal |§ma Sad ece

Favars | Favors

: d h he L4 . .
?b“arc:tal,“z:u: g.rtli?lgl-lre.n} i ‘ m—m e HT VS KT degel"lendlf‘ml$

Palmierl et al 3! 2014 Not estimabla

semiglazov et 21,3 2007 1.84 (0.53-6.47) $
Total 1.99 (0.62-6.39) ;

Heterogeneity: x4=0.00 (P=_76), *=0% —— ————————
Tost for overall effect: z = 1.1& (P=_25) 0.01 0.1 1.0
OR (95% CI)

IE‘ Breast comservation surgery
Favaors - Favors
Source OR {95% CI) Endocrine { Chemotherapy
Albaetal 2012 0.68 (0.30-1.54) ——
Semiglazov et al, 3 2007 0.63 (0.36-1.11) -
Total 0.65 (0.41-1.03) <
Heterogeneity: Y{=0.03 (P=_87), ?=0% T — T — T —T—

st for overall effect: z= L. =.07 1 0. .
Test for owara ect: 7 83 (P=.07) 1 DH{;SII;; o 10 100 JAMA, 2016




original Investigation

Neoadjuvant Endocrine Therapy for Estrogen

Receptor-Positive Breast Cancer
A Systematic Review and Meta-analysis

Laura M. Spring. MD; Arjun Gupta. MD: Kerry L. Reynolds, MD: Michele A. Gadd. MD; Leif W. Ellisen, MD. PhD;

[&] cunical respanse

Source

Klinik yanit oranlar
" ; " Meme koruyucu cerrahi
: Radyolojik yanit oranlar

AI ile tmx e gére anlamh istiin

Patholo

Source

IE' Breast conservatlon surgery

Source

JAMA:; 2016




Breast Cancer Res Treat (2007) 105:33-43
DOI 10.1007/510549-007-970

REVIEW

Letrozole in the neoadjuvant setting: the P024 trial

Matthew J. Ellis - Cynthia Ma

Patients enrolled

Patients excluded (N=337)

3.9 from GCP
non-compliant sites;
1 did not take

ication; 3 did not

cytological

of breast Pelients in the inten

population (n =

l—‘—l

Letrozole
(n=154)

Discontinued (n = 41)
(Progressive disease = 21)

Discontinued (n = 23)
(Progressive disease = 13)

Cerrahi 6ncesi 4 ay tedavi
T2-4a-cNO-2
Primer sonlanim:ORR



Breast Cancer Res Treat (2007) 105:33-43

DOI 10.1007/510549-007-9701-x

REVIEW

Letrozole in the neoadjuvant setting: the P024 trial

Matthew J. Ellis - Cynthia Ma

Cases in each category (%)
70 15 15 30 22 70 214 565

0 Tamoxifen
B Letrozole

_—
=X
S
[ 1]
(7]
=
=]
Q.
w
[ 1]
o

ER Allred score

Letrozol vs tmx
>ORR %55 vs 7%636*
>BCS 0/045 VS 0/035*

v'HER2+ grupta 7%88 vs %21*
v'HER2- grupta %55 vs %42



Comparison of Anastrozole versus Tamoxifen as
Preoperative Therapy in Postmenopausal Women with

Hormone Receptor-Positive Breast Cancer
The Pre-Operative “Arimidex” Compared to Tamoxifen (PROACT) Trial

Preop 12 hafta sire ile

Postmenopausal patients with large

operable or potentially operable, locally
advanced ER+ and/or PR+ breast cancer

T2-4bNO-2MO

R ization 1:1 ORR:
740 ve®
%40 vs%35 (NS)

Preoperative anastrozole 1 mg od Preoperative tamoxifen 20 mg od
+ tamoxifen placebo + anastrozole placebo
(£ chemotherapy) (£ chemotherapy)

Response evaluation and surgery
at 3 months or on progression

Cancer 2006



Randomized Phase II Neoadjuvant Comparison Between
Letrozole, Anastrozole, and Exemestane for Postmenopausal
Women With Estrogen Receptor—Rich Stage 2 to 3 Breast
Cancer: Clinical and Biomarker OQutcomes and Predictive
Value of the Baseline PAMD50-Based Intrinsic
Subtype—ACOSOG Z1031

Muarthew I. Ellis, Viera I. Swman, Jerermy Hoog, Li Lin, Jacguelivne Snider, Aleix Pras, Toel 5. Parker, Jinggin Luo,

Evre II-TIT ER kuvvetli + meme ca; 16-18 hafta HT planlanmig

Table 1. Clinical Response Using WHO Critena Based on ITT Population

Exemestane Letrozole Anastrozole
in = 124) in = 127} in = 123]

Response Mo, Fh Mo, = Mo

Clinical response at week 16
WMVHO critena with caliper
measurements)

Complete response
Partial response

Mo change

Disease progression

Off treatment because of
toxicity/refusal

Measurements not done
ITT clinical response rate, %

BCS oranlari benzer JCO 2011




Breast Cancer Res Treat (2009) 113:145-151
DOI 10.1007/s10549-008-9915-6

CLINICAL TRIAL
Increase in response rate by prolonged treatment
with neoadjuvant letrozole

J. Michael Dixon - Lorna Renshaw - E. Jane Macaskill - Oliver Young -

Neoadjuvant
letrozole 3 months

letrozole

n=16
(99%)

Mastectomy ‘ ‘ Continued on ‘

-~ - ~
Mastectomy Breast conserving
surgery
n=3 n=1

»>182 neoadj letrozol kullanan hasta; 63'U 3 aydan
uzun kullanim

»24'l 2 yildan uzun kullanmis (med yas 83)

>RR 7%69.8 den 7%83.5; MKC %60 dan %72



Original article

21-Gene expression profile assay on core needle biopsies predicts responses to

neoadjuvant endocrine therapy in breast cancer patients

Sadako Akashi-Tanaka®*, Chikako Shimizu® Masashi Ando"®, Tatsuhiro Shibata ©, Noriyuki Katsumata ®,

1 87 postmen meme ca, HR+, tm>3 cm (T2-4NO0-3),
—— neoadj tmx vs anastrazol (4 ay)
Core bx ten Oncotype Dx

Clinical response rates and 21-gene recurrence score by neoadjuvant treatment.

Neoadjuvant n Intermediate p-Value by
Treatment (RS < 18) (18 < RS < 30) trend test

Tamoxifen
Anastrozole
All

RFS %100 vs %84 vs %73

Breast 2009

8 (year)



Ki67 prediktif olabilir mi?;
IMPACT
a

=« ER/PR (+), T2 (22cm)-T4b, NO-2 (n=330)
= Tamoksifen x 3 ay vs

= Anastrazole x 3 ay vs

= Anastrazole + Tamoksifen x 3 ay

= OR % 36.1vs 37.2 vs 39.4 (fark @)

s 2. haftada Ki-67'deki azalma "/0.59 vs 76 vs
64 AMA YANITLA ANLAMLT ILISKI
GOSTERILEMEDI

Dowsett M, J Natl Cancer Inst 2007



Perioperative aromatase inhibitor treatment in
determining or predicting long term outcome in early breast
cancer - the POETIC trial.

TTR by baseline Ki67 — peri-op Al patients
TTR by baseline and 2-week Ki67 — Peri-op Al

~J
8
1

In patients with Ki67g210%
HR for KiB7-.210% is 2. 22 (95¢

O year absolute risk
Ki67 -y TTR events/Total % 95% CI

L 31/743 4.5 (3.1, 6.6)

L 101 /1202 8.9 7.2, 1

)
(8 )
1

3
=
(1))
i
o
[ 50-
N
=
=
>
-
w
R

T T Al L]

1 2 3 4
Time post randomization (years)

SABC 2017




EGFR/HER2/HERS inhibitors FGFR inhibitors IGFR inhibitors

Estrogen di e
) EGFR/HER3 FGFR IGFR

SRC inhibitor

—>

D=2 ?
hibitors —
’I;ﬁ o - AKT inhibitors

mTOR inhibitors
verolimus

HDAC inhibitors




National
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Netrwork®

Invasive Breast Cancer

NCCN Guidelines Version 1.2018

NCCN Guidelines Index
Table of Contents
Discussion

PREOPERATIVE/ADJUVANT THERAPY REGIMENS12.3.4.5

HER2-Negative®
« Preferred regimens:
» Dose-dense AC (doxorubicin/cyclophosphamide) followed by
paclitaxel every 2 weeks”
» Dose-dense AC (doxorubicin/cyclophosphamide) followed by
weekly paclitaxel”
» TC (docetaxel and cyclophosphamide)

« Useful in certain circumstances:
» Dose-dense AC (doxorubicin/cyclophosphamide)
» AC (doxorubicin/cyclophosphamide) every 3 weeks (category 2B)
» CMF (cyclophosphamide/methotrexate/fluorouracil)
» AC followed by weekly paclitaxel

« Other recommended regimens:
» AC followed by docetaxel every 3 weeks
» EC (epirubicin/cyclophosphamide)
» TAC (docetaxel/doxorubicin/cyclophosphamide)

HER2-Positive

« Preferred regimens:

» AC followed by T + trastuzumab?®
(doxorubicin/cyclophosphamide followed by paclitaxel plus trastuzumab,
various schedules)

» AC followed by T + trastuzumab + pertuzumab?®
(doxorubicin/cyclophosphamide followed by paclitaxel plus trastuzumab
plus pertuzumab)

» Paclitaxel + trastuzumab®

» TCH (docetaxel/carboplatin/trastuzumab)

» TCH (docetaxel/carboplatin/trastuzumab) + pertuzumab

* Useful in certain circumstances:
» Docetaxel + cyclophosphamide + trastuzumab

« Other recommended regimens:

» AC followed by docetaxel + trastuzumahb®
(doxorubicin/cyclophosphamide followed by docetaxel plus
trastuzumab)

» AC followed by docetaxel + trastuzumab + pertuzumah®
(doxorubicin/cyclophosphamide followed by docetaxel plus trastuzumab
plus pertuzumab)

1Retrospective evidence suggests that anthracycline-based chemotherapy regimens

may be superior to non-anthracycline-based regimens in patients with HER2-
positive tumors.

2Randomized clinical trials demonstrate that the addition of a taxane to
anthracycline-based chemotherapy provides an improved outcome.

3CMF and radiation therapy may be given concurrently, or the CMF may be given
first. All other chemotherapy regimens should be given prior to radiotherapy.

4Chemaotherapy and endocrine therapy used as adjuvant therapy should be given
sequentially with endocrine therapy following chemotherapy.

SNab-paclitaxel may be substituted for paclitaxel or docetaxel due to medical
necessity (ie, hypersensitivity reaction). If substituted for weekly paclitaxel or

docetaxel, then the weekly dose of nab-paclitaxel should not exceed 125 mg/m=.

5The regimens listed for HER2-negative disease are all category 1 (except where
indicated) when used in the adjuvant setting.

7t would be acceptable to change the administration sequence to paclitaxel
followed by dose-dense AC.

STrastuzumab given in combination with an anthracycline is associated with
significant cardiac toxicity. Concurrent use of trastuzumab and pertuzumab with an
anthracycline should be avoided.

9Paclitaxel + trastuzumab may be considered for patients with low-risk T-1,NO, MO,
HER2-positive disease, particularly those not eligible for other standard adjuvant

gimens due to comorbidities.

* Preoperative endocrine therapy alone may be considered for patients with
ER-positive disease based on comorbidities or low-risk luminal bioclogy.




Take home..
.

s Lokal 1ler1, potansiyel operabl, MKC
tercihi, genc hastalarda, ozellikle TN
ve HER2+ alt grupta neoadjuvan KT

s pCR elde edilirse OS katkis:
= Halen antrasiklin+taksanl rejimler

s Postmen cerrahi yapilmayacak
luminal tip neoadj HT (4-6 ay siire 1ile)

= Yenl gelismeler devam etmekte...



- Peki ya..

s HER2+ alt grup???
» Hedefe yonelik diger tedaviler??

= pCR elde edilmeyen hastalarda
tedavi???



Tesekkiirler. .



