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NCCN guidelines

T >1 cm
Grade 3

N +

ER -
C-erbB2 (+)

Breast Cancer. Version 3.2013. Available at
www.ncen.com

NCCN Clinical Practice Guidelines in Oncology.
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1. Evoeiéeic Emikovpikne XMO

ESMO guidelines

ER and PgR

Histological
grade

Proliferation*
Nodes

PVI
pT size

Patient
preference

Multigene assays

PgR level
Grade 3

High (ki-67
>30%)

>4 involved
nodes

extensive PVI
>5cm

Use all available
treatments

High score

Grade 2

Intermediate

1—3 involved
nodes

2.1-5 cm

Low (ki-67 <15%)

Node negative

No extensive PVI
<2 cm

Avoid
chemotherapy-
related

side effects

Cardodat€retediatenn Oncdlozosa@yz3:vii11-9.
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* Oncotype Dx™

» MammaPrint(®)

» Genomic Grade Index
» PAM50 (ROR-S)

» Breast Cancer Index

» EndoPredict

EGAPP kpimnpla

_ Key words: breast cancer, genamic signatures, prediction, prognosis
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Utility of prognostic genomic tests in breast cancer
practice: The IMPAKT 2012 Working Group
Consensus Statement’

H. A. Azim Jr', S. Michiels', F. Zagouri?, S. Delaloge®, M. Filipits*, M. Namer®, P. Neven®,
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Bac kground: \We critically evaluated the available evidence on genomic tests in breast cancer to define their
prognostic ability and likelihood to determine treatment benefit.
Design: Independent evaluation of six genomic tests [Oncotype Dx™, MarmmaPrint®, Genomic Grade Index, PAMS0
(ROR-S), Breast Cancer Index, and EndoPredict] was camied out by a panel of experts in three parameters: analytical
validity, clinical validity, and clinical utilty based on the principles of the EGAPP criteria.
Panel statements: The majority of the working group members found the avaiable evidence on the analytical and
clinical valicty of Oncatype Dx™ and MammaPrint® to be convincing. None of the genomic tests demonstrated robust
evidence of clinical utilty: it was not clear from the current evidence that modifying freatment decisions based on the
results of a given genomic test could result in improving clinical outcome.
Conclusions: The IMPAKT 2012 Working Group proposed the following recommendations: {) a need to develop
models that integrate clinicopathologic factors along with genomic tests; (i) demonstration of clinical utiity should be
made in the context of a prospective randomized trial; and (i the creation of registries for patients who are subjected

to genomic testing in the daily practice.




YAvOpaxvkiiveg

>Tataveg

*AvOpaxvkiiveg +
Tafaveg

H ypnon XMO oynuatwv Pacliopevov
OTIC avOpaKULKAIVEC OLOTIVETAL YA TIC
neproootepeg aobevelg & edka yia g
aoBeveig ue HER2 + vooo.

O1 tafaveg @atvetal 0Tl eival 101aitepa
amoteAeopatikeg oe aoBeveic pe ER-
apvntikn 11 HER2-0etikr) vooo .

O ovvdvaouogc CMF mpemel va yopnyettat
oe aofevelc yaunAov Kivovvov YA
VITOTPOTT. O1 Baoilopevor of>
avOpakvKAIvY) ovvovaouol YEVIKA
vneptepovv tov CMF.

H yopnynon eviatikomomuevov XMO
oynuatwv (+ G-CSF) etvar vmeptepn tTwv

OVUPATIKOV OYXNUATOV.
Aebi S, et al. Ann Oncol 2011; (Suppl 6):12-24.

NCCN Clinical Practice Guidelines in Oncology. Breast Cance

Version 3.2013. Available at www.ncen.com
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EFFECTS OF CHEMOTHERAPY AND HORMONAL THERAPY FOR
EARLY BREAST CANCER ON RECURRENCE AND 15-YEAR
SURVIVAL: AN OVERVIEW OF THE RANDOMISED TRIALS

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)

Lancet 365:1687-1717, 2005

Ta amoteAéopata g peAetng mponAbBav amd T peETA-avaAvon 194
TUYALOTIONUEV®V UEAETOV CUUTIAT POUATIKNG aywyng (14.000 acbeveig)

H XMO pe avBpakvkAivn (FAC 1 FEC) ywa mepimov 6 unveg eAATTWoE N
Ovntomnta ota 15 €t katd 38% oe acbevelc <50 ETWV KAl KATA 20% O€
YUVAIKEC >50 ETWV.

To oO@eArog ntav avefapmto anmo v ekppaon HR, Ttov vmoloinmwv
YOPAKTNPIOTIK®V TOL OYKOU KAl QIO T XOPTYNon 1 Oyl TauoEipevnc.

Ta Paociloueva oe avOpakvKAIVES OYTILATA T)TAV ONUAVTIKA VITEPTEPA TOV

CMF 1000 01N peimwon TwV LITOTPON®WV (2p=0.0001) 000 KAl 0TI UEIWOT
g Ovnoluotntag (2p<0.00001).




Intergroup Study 0102
Hutchins L et al. Proc Am Soc Clin Oncol 17a: 1a, 1998

MeAemOnkav 2.631 aocBeveic pe N- vooo, OTIC
omtole¢ yopnynOnkav eite 6 kvkAot CAF eite 6
kUkAol1 CMF.

To CAF ntav opraka vaeptepo tov CMF w¢ mtpog
1 OLVOAIKT) emiPiwon kat to DFS.

To CAF ntav meprocotepo Tolko.




NSABP B-23

Fisher B et al. J Clin Oncol 19: 931-942, 2001

MeAetnOnkav 2008 aoBeveig ue N- vooo kot HR-

210x01 NG upeAee ntav (a) va ovykpilBel o ovvovaouog
Soopovumkivig kot KUKAO-@wo@auidng (AC) pe 1o ovvovaouo
CMF xat (B) va efetaoBel n Opdaon g tapofipevng, otav
ovyyopnyeital ue XMO.

Agv O1amoTwOnkav 010¢popeS wE TPOC TN CUVOAIKT emPBlwon Kal
to DFS otnv 5etia.

All <49 years > 50 years All < 49 Yrs. > 50 Yrs.
100 - 100 100 —"*-C\E\&n -100
90 - - - - - 90 90 - == - - 90
% 1 % % - & :
80 - - s - 80 80 - - - 80
P=1.0 =1.0 P=0.7 1P=08 1P=09 1P=06
70 I | | 1 I I I I | I I I 1 I I 70 70 T T T T T T T T T T T T T T 70
yeart0 1 2 3 4 5 01 2 3 45 01 2 3 45 Year0 1 2 3 4 5 0 1 2 3 4 5 1 2 3 45
# Pts. # Events # Pts. # Events # Pts. # Events # Pts. # Deaths # Pts. # Deaths # Pts. # Deaths
CMF+Plac 498 54 0 272 32 O 226 22 CMF+Placd 498 51 0272 28 0O 226 23
CMF+Tamm 496 58 N 269 31 W 227 27 CMF+Tamm 496 49 W 269 25 W 227 24
AC+Plac O 494 54 0269 34 0225 20 AC+Plac O 494 43 0269 25 0225 18
AC+Tam @ 494 58 ® 270 35 ® 224 23 AC+Tam @ 494 48 ® 270 29 ® 224 19




O pPOA0G TV Ta&avwv (Askaetia '90)

CALGB 9344

Cyclophosphamide 600 mg/m?2 = _<: Observation
Doxorubicin 60 mg/m?2 A Paclitaxel 175 mg/m?2
(4 cycles, 921 days) g (4 cycles, 921 days)
o
Cyclophosphamide 600 mg/m?2 ™M Observation
Doxorubicin 75 mg/m?2 1 <: Paclitaxel 175 mg/m?2
(4 cycles, 21 days) i (4 cycles, 21 days)
iF
Cyclophosphamide 600 mg/m?2 1 <: Observation
Doxorubicin 90 mg/m?2 2 Paclitaxel 175 mg/m?2
(4 cycles, 921 days) (4 cycles, 921 days)
B NSABP B-28°°
R
A
Cyclophosphamide 600 mg/m?2 N
Doxorubicin 60 mg/m?2 D > Observation
(4 cycles, 921 days) Sl
1
Cyclophosphamide 600 mg/m?2 z
Doxorubicin 60 mg/m?2 $ >  Paclitaxel 175 mg/m?2
(4 cycles, 21 days) 1 (4 cycles, 21 days)
o
N
C MDACC 94-002%1
R Paclitaxel 225 mg/m2 IV by 24-hr CI —® Fluorouracil 500 mg/m?2 days 1+4
A (4 cycles, 921 days) Doxorubicin 50 mg/m?2 72-hr CI
g Cyclophosphamide 500 mg/m?2 day 1
o (4 cycles, 21 days)
M
é Fluorouracil 500 mg/m?2 days 1+4
A Doxorubicin 50 mg/m?2 72-hr CI
A5 Cyclophosphamide 500 mg/m?2 day 1
(') (8 cycles, 21 days)
N The first 4 cycles of chemotherapy were given preoperatively to
patients who presented before surgical treatment.
D BCIRG0016253
R
ﬁ Fluorouracil 500 mg/m2 day 1
D Doxorubicin 50 mg/m?2 day 1
o Cyclophosphamide 500 mg/m?2 day 1
"l" (6 cycles, q21 days)
z
A Docetaxel 75 mg/m2 day 1
T Doxorubicin 50 mg/m2 day 1
o Cyclophosphamide 500 mg/m?2 day 1
N (6 cycles, 921 days)




H o@elera ano Tig ta&aveg

CALGB 9344: DFS, OS
NSABP B-28: DFS,-6S
MD Anderson: DFS, OS
BCIRG o001: DFS, OS
PACS o1: DFS, OS
NSABP B-27: DES, OS
ECOG 2197: BES, 6S
INT 1199: DFS, OS
VI T A=-ANANY 2,0
13 peAeteg (22.903 aoBeveic) amoAvto operoc 5etia (DFS:
5%, OS: 3%)




dvyvotepa ynueltobepamevtika oxnuata (;tTov oev
pnon Herceptin)

neprAaufavouv T

Mpoteivopeva XM@ oxnpara oe

HER2 — apvnmkn véoo [Il, A]

AANa XM@ oxnupata oge HER2 —

apvnTikA véoo [ll, B]

XMe

Aoon

KukAol

TAC

Docetaxel 75 mg/m? iv npépa 1
Doxorubicin 50 mg/m? iv nuépa 1

Cyclophosphamide 500 mg/m? iv nuépa 1

21 pépeg x 6 kKUKAOI

Dose dense AC— paclitaxel kaBe 2

cpBopadeg

Doxorubicin 80 mg/m? i.v. nuépa 1

Cyclophosphamide 600 mg/m?iv npépa 1
1

Paclitaxel 175 mg/m? iv npépa 1

14 pépeg x 4 kOkAo!
]
14 pEpEG X 4 KUKAOI

AC — paclitaxel epdopadiaia

Doxorubicin 60 mg/m? iv nuépa 1

Cyclophosphamide 600 mg/m? iv nuépa 1
I

Paclitaxel 80 mg/m? iv nuépa 1

21 pépeg x 4 KUKAOI
EpSopadiaia yia 12 B3

XM@ oxfipa AboEIg KukAol

FAC Cyclophosphamide 500 mg/m?iv day 1 21 days x 6 cycles
Doxorubicin 50 mg/m?iv day 1
5-Fluorouracil 500 mg/m?iv day 1 & 8

CAF Cyclophosphamide 100 mg/mZ2iv day 1 28 days x 6 cycles
Doxorubicin 30 mg/m?iv day 1 & 8
5-Fluorouracil 500 mg/m?iv day 1 & 8

FEC/ CEF 5-Fluorouracil 500 mg/m?iv day 1 & 8 28 days x 6 cycles
Epirubicin 60 mg/m?iv day 1 & 8
Cyclophosphamide 75 mg/m? per os day 1-14

CMF Cyclophosphamide 100 mg/m? per os day 1- |28 days x 6 cycles

14
Methotraxate 40 mg/m?iv day 1 & 8
5-Fluorouracil 600 mg/m?iv day 1 & 8

TC Docetaxel 75 mg/m? iv nuépa 1 21 pépeg x 4 kKUKAOI
Cyclophosphamide 600 mg/m?iv nuépa 1
AC Doxorubicin 60 mg/m? iv day 1 21 pépeg x 4 kOKAOI

Cyclophosphamide 600 mg/m?iv npépa 1

AC— docetaxel

Doxorubicin 60 mg/m?iv day 1

Cyclophosphamide 600 mg/m?2iv day 1
!

Docetaxel 100 mg/m?iv day 1

21 days x 4 cycles

!
21 days x 4 cycles

apvnTikn vooo [ll, B]

AAa XME oxrfjpaTta o HER2 —

XM

ASCEIG

KukAol

EC

Epirubicin 100 mg/m? iv day 1
Cyclophosphamide 830 ma/m?iv day 1

21 days x 8 cycles

() =cyelin

Doxorubicin — paclitaxel—

cyclophosphamide

Doxorubicin 60 ma/m? iv day 1

Paclitaxel 175 mg/m? iv day 1

Cyclophosphamide 800 ma/m? iv day 1
\With filgastrim support

14 days x 4 cycles
!

14 days x 4 cycles
1

14 days x 4 cycles

D=cnu
e

G Ck

degraded)

A cyding

FEC — docetaxel

5-Fluorouracil 500 mg/m?iv day 1
Epirubicin 100 mg/m?iv day 1
Cyclophosphamide 500 ma/m? iv day 1

Docitaxel 100 mg/m?iv day 1

21 days x 3 cycles
1
21 days x 3 cycles

K-phase
Promoting
Factor

G2

FEC — paclitaxel weekly

5-Fluorouracil 500 mg/m?iv day 1
Epirubicin 90 mg/m? iv day 1
Cyclophosphamide 600 ma/m? iv day 1

Paclitaxel 100 mg/m? iv day 1

21 days x 4 cycles
1
Weekly x 8 cycles

G1 cydlncj? — Go
M B G1

S-phase v
Promoting
Factor




dvyvotepa ynueloepamevtika oynuata (Tov
pnon Herceptin)

eprAaufavouv T

Mporteivopeva XMO oxrnupara ce HER2 —
BeTiIkn) vooo [, A]

Mpoteivopeva XMO oyfpata o
HER2 -8¢eTikr) vooo [ll, A] (cuvéyeia)

XMO

[AboEIg

KUKAoI

AC— paclitaxel + trastuzumab

Doxorubicin 80 mg/m? iv day 1
[Cyclophosphamide 600 mg/m? iv day 1
)
Paclitaxel 80 mg/m? iv day 1
[Trastuzumab 4 mg/kg iv with first dose off
paclitaxel
!
[Trastuzumab 2 mg/kg iv
(as an alternative, trastuzumab 6 mg/kg every

3 weeks)

21 days x 4 cycles
!
Weekly x 12 cycles
!
Weekly to complete 1 year

Dose dense AC— paclitaxel + trastuzumab

Doxorubicin 60 mg/m? iv day 1
ICyclophosphamide 800 mg/m? iv day 1
!
Paclitaxel 175 mg/m? iv day 1
ITrastuzumab 4 mg/kg iv with first dose off
paclitaxel
!
[Trastuzumab 2 mg/kg iv
(as an alternative, trastuzumab 6 mg/kg every

3 weeks)

14 days x 4 cycles
!
14 days x 4 cycles
!
\Weekly to complete 1 year

Regimens

Doses

Schedule

TCH

Docstaxel 75 mg/m? iv day 1

Carboplatin 6AUC iv day 1

Trastuzumab 4 mg/kg iv day 1 (loading
dose), afterwards 2 mg/kg iv

|

Trastuzumab 6 mg/kg iv

21 days x 6 cycles

Every 7 days and at the end
of chemo for 1 year every

21 days.

[AAa XM@ oxnparta o HER2

BzTIKN Vooo [Il, B]

I've lost my appefh‘e;
I've lost my hair;
T've lost

€ hemotherapy

T've losT my family time; Geez. T
T've lost my work time; fhought T

had a |ot
of baggage.

XMe

ASOEIg

KUkAo!I

Docetaxel + trastuzumab— FEC

Docetaxel 100 mg/m? iv day 1
Trastuzumab 4 mg/kg iv (with first dose of
docetaxel)

1
Trastuzumab 2 mg/kg iv
1
5-Fluorouracil 600 mg/m? iv day 1

Epirubicin 60 mg/m? iv day 1
Cyclophosphamide 600 mg/m? iv day 1

21 days x 4 cycles
1
\Weekly to complete 9 weeks

1
21 days x 3 cycles

AC— Docetaxel + trastuzumab

Doxorubicin 60 mg/m? iv day 1
Cyclophosphamide 600 mg/m? iv day 1

1
Docetaxel 100 mg/m? iv day 1
Trastuzumab 4 mg/kg iv week 1

1
Trastuzumab 2 mg/kg iv

Trastuzumab 6mg/kg iv

21 days x 4 cycles

3
21 days x 4 cycles
Week 1

1
\Weekly for 11weeks

1
Every 21 days to complete 1 year
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Avadpouikn peAetn: 3941 acBeveig mov
ehafav 6oopovfikivn

2VVOAIKT) emmtwor heart failure 2.2% 1 1 1

K\ivikeg exkdnAmoeig

' 8 X
IO_XU p (1 O OO 8 (1 pT(.l) HSV I I LELETL L Early Toxicity Late Toxicity
Dayghtlg ‘;23:50?1 %) Weeks to months 1- 20 Years
ventricular dysfunction (1.6-2.1%) (2.1-3.8%)
EKG abnormalities, | Ventricular dysfunction, Ventricular dysfunction,
pericarditis-myocarditis, heart failure, heart failure,
transient, not dose related dose-related dose-rel lated

<400 mg/m?* 0.14%

~400 mg/m? 3%

~550 mg/m? 7%

~700 mg/mz 18% Shevchuk OO, et al. Exp Oncol 2012;34:314-22.

Volkova M, Russell R 3rd. Curr Cardiol Rev 2011;7:214-20.




2vvooa voomuata (2)

O

Puylatpikd VOOT|LATA — QITOPUYT] XOPTYNONC
taéavwv (Aoyw ovyyopnyong kopti{ovne)
NevpomaBela — amouyr) Yopnynong tasavwy

Alatapayn nNaTkng froynuiag — TpoToTOIN o
000NC

AlaTapayT) VEPPIKNC ASITOVPYLAC — TPOITOITOLNOT)
000TNC

ANYP1N AVTITTNKTIKNE AYWYT)C — TPOITTOITOINGOT) O00TC
2VvVo0d VOOT|UATA UE | TPOTOOKIUO (WNC

Gelman et al, J Clin Oncol 1984;2:1406-14
Hurria et al, Cancer Control 2007;14:32-43




I'mplratipkeg
KATUOKEC

Comprehensive geriatric
assessment

Activities of daily living

Instrumenal activities of
daily living

VES-13

(AerTovpyIKI] KATAOTAOT),
OLVOOA VOOT|LATA,
YV@OTIKT] KATAOTAOT),
oLvvaleONUATIKD
KOTAGTAOT, YN PLATPIKA
OLVOPOLLA, OLATPOPIKT)

KOTAOTOOT),
TTOAVPAPLLAKIQL,
KOIVWOVIKOL JTOPOYOVTEGS)

o
| o/

Metd TNV NAIKIA T®V 70 ETOV TPETEL VA
kaBopidetar n PoAoyikn nAlkia e
YT PLATPIKEC KAIUAKEC.

Old and fit — 101a XM©®
Frail — ka0oAov XMO

Vulnerable — tpomomoinon doong
XMO




Eidikég opadeg- Konon Egh%og \_

O

AvOpaxvkAiveg — standard of care
CMF — oyt
Ta&avee — var (mpoopata)

trastuzumab — peTa TOV TOKETO

Breast Cancer Res Treat (2013) 137:349-357
DOI 10.1007/s10549-012-2368-y

REVIEW

Taxanes for Breast Can(;er During P regnancy; Trastuzumab administration during pregnancy: a systematic
: : review and meta-analysis
A Systematic Review '

Flora Zagouri » Theodoros N. Sergentanis *
1 - R P . 2 . . . o T
Flora Zagouri, Theodoros N. Sergentanis,” Dimosthenis Chrystkos, Dimosthenis Chrysikos + Christos A. Papadimitriou -
~ . c -3 e 3 A : v r 2 Meletios-Athanassios Dimopoulos + Rupert Bartsch
Constantine Dimitrakakis,” Alexandra Tsigginou,” Constantine G. Zogtafos, b P

Meletios-Athanassios Dimnpuu]mJ Christos A. P;lpadimitrimﬁ

Clinical Breast Cancer, Vol 13, No. 1, 16-23 © 2013 Elsevier Inc. Allghts resarved. ,
. Zagouri F, et al. Breast Cancer Res Treat 2013;137:349-57.
Keywords: Breast cancar, Docataxd), Pacitaxel, Pragnancy, Tavanes Zagouri F, et al. Oncology 2012;83:234-8.

Zagouri F, et al. Clin Breast Cancer 2013;13:16-23.
Zagouri F, et al. J Thorac Dis 2013;5:562-7.
Zagouri F, et al. Obstet Gynecol 2013;121:337-43.




Evnuepwon acBevouc- BovAnomn acBevouc

O

AntwAgla paAAlwv/ ToElkoTnTA

Makubate B, et al. Br J Cancer 2013;108:1515-24.
Font R, et al. Br J Cancer 2012;107:1249-56.
Huiart L, Ferdynus C, Giorgi R. Breast Cancer Res Treat 2013;138:325-8.

MeM\OVTIKT KUNoT): St pnon woOnKikng
}\ngOU pyiag Zagouri F, et al. Obstet Gynecol 2013;121:1235-40.

Kivouvocg / opelog amo ANy emkovpikne Oepasmeiag

Barcenas CH, et al. Oncologist 2012;17:303-11
Sedjo RL, Devine S. Breast Cancer Res Treat 2011;125:191-200.




2. Evoei&eic yopnynonc emkovpikne OPM

v Tapo&upaivn

v AVOOTOAEIC APWUAT

Apaon g TapoSipaivng

Analsia twv HSP,
PWoPopLNiTT],
Sypepropog

®-

Alayig Srapdppwong

Metaypapr)

“ﬂﬂd . Ayovionog

Tovifia Tomov I

‘O petaypagr)

“ Aviayovionog
co-act

Tovidwa thmov I1

O

» >1% IHC exgppaon ER n/xar PR

ApAon TwV avaoToAE®V NS APWUATACTC
(arooTEpnOn TV 010TPOYOV®V)

P . Oyt petaypagij

Tovidia timov I

o)

*-

‘O pevaypagry

macl.

Tovida thxov I1

Aebi S, et al. Ann Oncol 2011; (Suppl 6):12-24.
NCCN Clinical Practice Guidelines in Oncology. Breast Cancer.
Version 3.2013. Available at www.ncen.com

Mnyaviopog 8paoeng TV avaoToAE®V

™me ap%ardong
- -

A8pavomoutég
A)SooTepovy W mG apepatior)
Al\ = £

Avactoleigmg

apepatac
Olll'tp(')w] Om'tpnlilbh]




E16oc emikovpikne OPM

O

[Ipoeuunvomavolakec aocOeveic—
Tapo&paivn yia 10 etn (LOE I)

Ol10KOIN EUUNVOV PpLOEWC Yia 2-3 £11 (YooepeAivn,
TpUITTOoPEAIVT), AevmpopeAivn) (LOE III)

MeTtepuunvomavolakeg acfevelc — avaoToAELC
apwuataong ywa 5 €t 5 et OPM (LOE I1IB)
AvaotpadoAn
AetpolOAN
Eepeotavn

Aebi S, et al. Ann Oncol 2011; (Suppl 6):12-24.
NCCN Clinical Practice Guidelines in Oncology. Breast Cancer.
Version 3.2013. Available at www.ncen.com




> uvood voonuata

BIG 1-98 adverse events

* O0TEOMOPWON

Night sweats

» ApOpaiyieg

Cardiac event
Arthralgia

» OpopfoeuPorka cvpPapata L

Bone fracture

Thromboembolic B Tamoxifen

Letrozole
CVAITIA
0 10 20 30 40 50
BIG, Breast International Group . o,
! 1 CVA, cerebrovascular accident Incidence {%)
MA.17 AV(I?\UOT] aocpa)\elag TIA, transient ischaemic attack The BIG 1-98 Collaborative Group. NEJM 2005
O Alaxotr aywynig Adyw
QVETTIBUHINTWY EVEPYEIWV
KoAmikr aipéppoia
A T
OcTeoTépwIoT IES AvemObunteg evepyeieg
Muahyieg
. EmimrTwon otroloudiimote Babpolt(%
ApBpalyieg n n Pabpol(%)
Hot flushes Egepeotdvn  Tapofigpeévn
r T T T T T 1 OTTIKEG BlaTAPAYEG 7.4 57
. '3, -2 i -1 I]’ 1 . 2 3 R 4 ; OoTeomépwon 74 57
Alagopd peTagl OTATIOTIKG ONUAVTIKG SIAQEPOVTWY aveTTIBUNATWY EVEPYEIWV (% )
ApBpalyieg 5.4 3.6
AEeTpOgZOAN Placebo kaAUtepa AIGppoIEC 4.3 2.3
KaAuTepa .
©popposppoMKl| vOoog 1.3 24

Goss PE et al. J Natl Cancer Inst 2005

T Koy

KoAmikn aipépporia 4.0 55
AlAa yuvaikoAoyikd evoyAfjpara 5.8 9.0

IES, Intergroup Exemestane Study Coombes RC et al. N Enil J Med 2004




E101kec opaoeg

Avopikog Ca paotov
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Clynes et al Nat Med 2000
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Repka et al, Clin Cancer Res 2003
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Trastuzumab recommended across international guidelines

Adjuvant Recommended patient groups Administration with
therapy chemotherapy
HER2-positive tumours =1 cm Preferred: concurrent use of

St. 1 year of HER2-positive node-negative tumours trastuzumab with chemotherapy

Gallent trastuzumab 0.5-1.0 cm (pT1b) Acceptable: sequential use of

Excludes: HER2-positive node-negative trastuzumab with chemotherapy

tumours 0.1-0.5 cm (pT1la)

HER2-positive tumours =1 cm Trastuzumab may be started in
. . arallel with a taxane
ESMO2 1 year of Use of trastuzumab should be discussed with P
trastuzumab patients with small nhode-negative Trastuzumab should not be given
HER2-positive breast cancers concurrently with an anthracycline
outside the context of a clinical trial
Category 1 recommendation: patients with Preferred: AC followed by concurrent
HER2-positive tumours =1 cm administration of trastuzumab with
. . . t
Category 2A recommendation: patients with axane
NCCNS3 1 year of HER2-positive node-negative tumours Preferred: TCH

0.6-1.0 cm

trastuzumab Acceptable: chemotherapy followed
(HER2-positive node-negative pTla or pT1lb by trastuzumab sequentially
tumours: use of trastuzumab to be based on

individual benefit:risk) Goldhirsch A, et al. Ann Oncol 2011: 22:1736-1747.
Aebi S, et al. Ann Oncol 2011; 22 (Suppl. 6):vil2-vi24.




Emkovpikn Oepameia pe trastuzumab
(>13,000 acOevelg ue 4 HeyaAeg
KAWVIKEC LUEAETEC)  BCIRG 006
HERA
Observation FISH ::
IHC/FISH_»IIIIII_» n=3,222
n=5,090 N
NCCTG N9831 (USA) NSABP B-31 (USA)
THC/FIS i HHHH HHHH HHHH _ IHC/FISH<
H n=2,030
n=3.505 ™ OO0 000 00
oxorubicin ocetaxel
E Standard H chclophospha-:nid D Docetaxe El cDarb(:plati; D Paclitaxel
CTx € Piccart-Gebhart MJ et al. N Engl J Med 2005; 353: 1659-1672.

Romond EH et al. N Enil J Med 2005" 353: 1673-1684.



AmtoteAeopatikotnta trastuzumab

O

1. Mewwvel Tov KivOuvo TOJITIKTG VITOTPOINC KATA 52%
. Mewwvel Tov KivOuvo aTopaKpUOUEVNC LETAOTAOTC KATA 53%
. 2TATIOTIKA OTUAVTIKT O1a@opd 0TV 5e1n emPimon pe opelog 33%.

J

—

\&

J

LL

BCIRG 006:
OS at 5 years of follow-up HERA: DFS at 4 years of follow-up HERA: OS at 4 years of follow-up

100
\\\ ACSTH
- Trastuzumab 1 year
80 ACST
Trastuzumab 1 year .
‘Observation
£ oo Observation }
£
< 404
m  Events HR 95%CI  Pvalue »
20 = AC3>TH 1074 94 0.63 0.48-0.81 <0.001 4Dy:;r HR 95% CI Pvalue 4-year
TTTTT 75 113 0.77 0.60-0.99 0©.038 os HR 95% val
= AC>T 1073 141 1(ref) - - 78.: 0.76 0.66-0.87 <0.0001 89.3 0.85 oo °
T T T T T 1 72 —_— 7.7
o 1 2 3 4 5 6
ii i I - ° 48

Combined analysis: OS at 4 years of follow-up HERA: Patient crossover
to trastuzumab

100 = _
SEE— 7%
: = 1% | 93.0 ACHTH
96.1% : - oo Switched to
trastuzumab

92.7% -
9 35.6

to trastuzumab
©o o ©
€

Alive (%)

Probability of crossover




KapolotoSikotnta- trastuzumab

EUXV(')Tr]To:{:ZKA:be HEAETEG PUE EIMKOVPIKN H}\lKi(l > 60 ST(bV
xoptiynon Jrastuzumab -

ApTtnplaxn vrepTao

KapSioAoyikda voorpata

Performance Status

[Tponyovuevn Oepameia e
TTERY avOpakuvkAlveg

SVVUITAPYOVOA VOOT|POTNTA

Prediction Model for Cumulative Incidence of
Cardiac Events with AC—PTX + H

Risk Factors: Age, HTN Meds, Baseline LVEF Baseline LVEF

Cardiac Risk Score=

[7 .4 + {0.03xAge) - (0.1xLVEF) + {0.68 if on BP Meds}] x100 Fsv STlKOi H O}\U “O p (plo l’lOi
I HER2 [Tle655Val]

Rastogi et al, ASCO 2007
Bird BR, Swain SM. Clin Cancer Res 2008;14:14-24.




Emxovpikn AKO

O
« ESMO

radiation after mastectomy: PMRT in node-positive patients
reduces the local recurrence risk fourfold, which translates into
5% reduction in 15-year breast cancer mortality [48]. It is always
recommended for patients with positive deep margins and four
or more positive axillary nodes [I, A], and is indicated for
patients with T3-T4 tumours independent of the nodal status
[1I, B]. The evidence supporting the use of PMRT for patients
with one to three Eusitive axﬂlaﬂ 1@2}1 nodes is at least as
strong as for patients with more involved lymph nodes, however
less accepted [20, 49]. It should, however, be considered,
especially in the presence of additional risk factors such as
zuung aﬁe, vascular invasion and a low number of examined
axillary lymph nodes. The value of PMRT in such patients is
being investigated in clinical trials.

regional irradiation: Most older randomised trials have used
large comprehensive locoregional RT encompassing the chest
wall and all regional lymph nodes. Therefore, although clinically

Senkus E, et al. Ann Oncol 2013;24:vii7-23.
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LOCOREGIONAL TREATMENT OF CLINICAL STAGE |, lIA, OR 1IB DISEASE OR T3, N1, MO

Postchemotherapy radiation therapy to chest wall
(category 1) + infraclavicular and supraclavicular
areas.P Strongly consider radiation therapyP:9 to
internal mammary nodes (category 2B).

=4 positive
axillary nodes?®

Strongly consider postchemotherapy radiation therapy to
1-3 positive chest wall + infraclavicular and supraclavicular areas;P if
axillary nodes radiation therapy is given, strongly consider internal
mammary node radiation therapyP:9 (category 2B).

Total mastectomy with gsgit:r‘:]eof’glsli'% nodes Consider radiation therapy to chest wall * infraclavicular See
surgical fx:llary oF el and supraclavicular nodes. Strongly consider radiation BINV-4
staging!' (category 1) therapyP to internal mammary nodes (category 2B).

margins positive

+ reconstruction”

Negative axillary nodes
and tumor <5 cm and —— > Consider postchemotherapy radiation therapyP to chest wall.

close margins (<1 mm)

Negative axillary nodes
and tumor <5 cm and T No radiation therapy

margins =21 mm

iSee Surgical Axillary Staging (BINV-D).

kSee Axillary Lymph Node Staging (BINV-E) and Margin Status in Infiltraling Carcinoma (BINV-F).

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

oConsider imaging for systemic staging, including diagnostic CT or MRI, bone scan, and optional FDG PET/CT (category 2B) (See BINV-1).

PSee Principles of Radialion Therapy (BINV-I).
dRadiation therapy should be given to the internal mammary lymph nodes that are clinically or pathologically positive, otherwise the treatment to the internal mammary
nodes is at the discretion of the treating radiation oncologist. CT treatment planning should be utilized in all cases where radiation therapy is delivered to the internal

mammary lymph nodes.

Note: All recorr 1ati are v 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patientis in a

* and this ion may nol be in any form without the G*U'N%N"@limal Practice Guid@m& in
Oncology. Breast Cancer. Version 2.2014.

linical trial. Participati in trials is esp y er g

Varsion 2.2014, 03/06/14 ® National Comprehensive Cancer Nelwork, Inc. 2014, All rights reserved. The NCCN




APBI (Accelerated partial breast irradiation

ESMO

for APBI [46]. Nevertheless, APBI might be considered an
acceptable treatment option in patients at least 50 years old with
unicentric, unifocal, node-negative, non-lobular breast cancer

up to 3 cm in size without the presence of an extensive
intraductal component or lymphovascular invasion, and with

negative margins of at least 2 mm [1II, C] [47].

NCCN

Senkus E, et al. Ann Oncol 2013;24:vii7-23.
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_LES OF RADIATION THERAPY

east Radiation:

finition includes the majority of the breast tissue, and is

e by both clinical assessment and CT-based treatment

. A uniform dose distribution and minimal normal tissue

re the goals and can be accomplished using compensators
vedges, forward planning using segments, intensity-

d radiation therapy (IMRT), respiratory gating, or prone

ng. The breast should receive a dose of 45-50 Gy in 1.8-2 Gy
on, or 42.5 Gy at 2.66 Gy per fraction. A boost to the tumor
commended in patients at higher risk (age <50 and high-
sease). This can be achieved with brachytherapy or electron
photon fields. Typical doses are 10-16 Gy at 2 Gy/fx. All dose
s are given 5 days per week.

[l Radiation (including breast reconstruction):

t includes the ipsilateral chest wall, mastectomy scar, and

s where possible. Depending on whether the patient has
onstructed or not, several techniques using photons and/or

, are appropriate. CT-based treatment planning is

jed in order to identify lung and heart volumes, and minimize
 of these organs. Special consideration should be given to

f bolus material when photon fields are used, to ensure the

> js adequate.

Otherwise the treatment to the internal mammary nodes is at the
discretion of the treating radiation oncologist. CT treatment planning
should be utilized in all cases where radiation therapy is delivered to
the internal mammary lymph node field.

Accelerated Partial Breast Irradiation (APBI):

Preliminary studies of APBI suggest that rates of local control in
selected patients with early-stage breast cancer may be comparable
to those treated with standard whole breast RT. However, compared
to standard whole breast radiation, several recent studies document
an inferior cosmetic outcome with APBI. Follow-up is limited and
studies are ongoing. Patients are encouraged to participate in clinical
trials. If not trial eligible, per the consensus statement from the
American Society for Radiation Oncology (ASTRO), patients who may
be suitable for APBI are women 60 y and older who are not carriers of
BRCA 1/2 mutation treated with primary surgery for a unifocal T1NO
ER-positive cancer. Histology should be infiltrating ductal or a
favorable ductal subtype and not associated with EIC or LCIS, and
margins should be negative. Thirty-four Gy in 10 fractions delivered
twice per day with brachytherapy or 38.5 Gy in 10 fractions delivered
twice per day with external beam photon therapy is prescribed to the

Breast Cancer Table of Contents
Discussion
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Oepameia
MeTaoTATIKNG
VOO OV

luminal subtype
HER2+

TRIPLE
NEGATIVE

[Ipotipavtan ot Bepanevtikeg emioyeg pe
LKPOTEPT) TOSIKOTNTAL.

[Ipotipatan n povobepaseia, €KTOG AO_TG
TEPUTTOOELS VITAPENG ATENNTIK®V Y1a 1) {01
LETAOTACEWV.

H XMO 1" ypauurng Utopel va ovvexietat

LEYPL mv EMTEVEN LEYIOTNG
QTOTEAEOLATIKOTNTAS, QITALYOPEVTIKIG
TOEIKOTNTAC T) ﬂp0080v VOOOU.

OoTikeg HETAOTAOEIG: Xo pnyn on

Cohavopevikov 0&€og, 1) enosumab. Meypt
KAl HETA TA 2 €T €POCOV TO TPOCOOKILO
emPlwong elval > 3 UIVEG KA1 OEV LITAPXEL
TOEIKOTITAL.

Evoei&eig drakomnec XMO:

1. Amotuyla va 87‘[1’[81))(981 avwatOKplon TOV
OYKOV 0€ 3 ovveyoueva XMO oynuata

2. ECOG performance status < 3.




Luminal subtype

O

1. AVOOTOAEIC ApOUATAOTG
b. Tauo&ipaivn

c. oVAPeoTpavn

d. mTOR avaoTtoAeig
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FOLLOW-UP THERAPY FOR ENDOCRINE TREATMENT OF RECURRENT OR STAGE IV DISEASE

No clinical benefit after 3
Continue endocrine consecutive endocrine
therapy until Ly therapy regimens
progression or — Progression" —* or

unacceptable toxicity

I

Symptomatic visceral
disease No

Yes ———

—_—

ChemotherapyPP
(As in BINV-1T)

Trial of new
endocrine therapy™"




Fulvestrant

O

» Postmenopausal women
» Blocks the estrogen

receptor
» Administered
intramuscularly once
§ LODEX per month

nmhbvrp’t N Arvestiun

» Side effects: hot flashes,
headache, back pain, GI,
all generally mild
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AvaotoAeic tov mTOR
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BOLERO-2: Everolimus os mpoywpnpnevo Ca pactou

N =724 l\

= Postmenopausal ER+

= Unresectable locally R
advanced or metastatic BC

2:1
- Recurrence or progression
after letrozole or
anastrozole

Stratification: Sensitivity to prior hormone
therapy and presence of visceral metastases

Endpoints
Primary: PFS (local assessment)
Secondary: OS, ORR, QOL, safety, bone markers, PK

- ER+ = = r = » EWE = i EXE = [T response rave; OS5 = owerall surdival;

s fon-free sur PE = p inetics; UOL = of life.

Gynecologic Oncology 127 (2012) 662-672

Contents lists available at SciVerse ScienceDirect

Gynecologic Oncology

journmal homepage: www.elsevier.com/locate/ygy no

Review

mTOR inhibitors in breast cancer: A systematic review

Flora Zagouri **, Theodoros N. Sergentanis ¥, Dimosthenis Chrysikos P, Martin Filipits ®, Rupert Bartsch =




AmtoteAeopatikotnta BOLERO-2

PFS Based on Central Review at 18-mo Follow-up in PFS subgroup analysis: patient characteristics
BOLERO-2 Confirms Earlier Reports and Local Assessment
and hormone receptor status.
Median PFS, mo

HR = 0.38 (95% Cl: 0.31 -048) N HR _ EVE+EXE PBO+EXE

Log-rank P value: <.0001 Al 724 0.45 7.82 3.19
Age group

<65 449 0.38 831 2.92

265 0.59 6.83 4.01

EVE 10 mg + EXE: 11.0 months Region

Asia 0.60 8.48 4.14
PBO + EXE: 4.1 months Europe 275 0.45 7.16
North America 274 0.38 8.41
Other 38 0.40 4.53
Japan vs. other regions
Japan 106 0.58 8.54
Non - Japan 618 0.42 7.16
Race
4 Asian 143 0.62 8.48
o - Censoring times Caucasian 547 0.42 7.36
=== EVE 10 mg + EXE (n/N = 188/485) i Oﬂli_ef oG e e 34 0.25 6.93
= aseline performance status
PBO + EXE (n/N = 132/239) o 435 0.48 8.25
T T T T T T T T T T T T T T T T T T 1 0.39 6.93

1,2

PgR status
0 6 12 18 24 30 36 42 48 54 60 €6 72 78 84 90 96 102 108 e o vt e
Time (week) Positive 0.41 8.08

Number of patients still at risk

o 0.2 0.4 0.6 0.8
EVE10mg+EXE 485 427 359 292 239 211 166 140 108 77 62 48 32 21 18 Hazard ratio
PBO + EXE 239 179 114 76 56 39 31 27 16 13 9 6 4 1 0 Favors EVE + EXE Favors PBO + EXE

Abbreviations: ECOG, Eastern Cooperative Oncology Group; EVE, everolimus; EXE, exemestane; HR, hazard ratio; PBO, placebo; PFS,
; PER,

Probability (%) of Event

1.2 14

ons: CL, interval: EVE, i HR, hazard ratio; PBO. placebo
Piccart M, et al. ASCO 2012; abstract 559 (poster).

BOLERO-2 (18 mo f/up): Response Rates & Clinical BOLERO-2 (18 mo f/up): Overall Survival
Benefit Were Significantly Higher in the Everolimus Arm Was Numerical |y Better With Everolimus

Everolimus + Exemestane PES PES PFS
Placebo + Exemestane Interim? Update? Final®
(7 mo follow-up) (12 mo follow-up) (18 mo update)

B 1.0001 Cut-off Date 11-Feb-2011 8-Jul-2011 15-Dec-2011

26.4% OS events 83 137 200
(EVE vs PBO%) (10.6 vs 13.0%) (17.3vs 22.7%) (25.4 vs 32.2%)

126 T roaent A OS events 2.4% 5.4% 6.8%

_! 1.7%

Response Clinical Benefit

Abbreviations: EVE, everolimus; mo, month; OS, overall survival; PBO, placebo; PFS, progression-free survival; vs, versus
BaselgaJ, et al. N Engl J Med. 2012;366(6):520-529.

Hortobagyi G, et al. SABCS 2011; abstract S3-7 (oral).

Piccart M, et al. ASCO 2012; abstract 559 (poster)

Piccart M, et al. ASCO 2012; abstract 559 (poster).




Synergistic Potential of Dual Inhibition in HR+ BC
CDKs: LY2835219, LEEO11, paiociclib

@)

In ER+ breast cancer, estrogen
signaling increases the activity of the
cyclinD1-CDK4/6-RB pathway,
ML s n resulting
Wt LT in a loss of proliferative control4°
il ER activation leads ¥
R v s In preclinical models, the dual
e L, T inhibition of CDK4/6 and ER has been

kinases 4 and 6

< (CDK4/6)2 found
I to be synergistic*
Cyclin D1-CDK4/6

Gl phase to the
S phase of the
cell cycle.?

_Ref:1. Lukas J, Bartkova J, Bartek J. Mol Cell Biol. 1996;16(12):6917-6925; 2. Prall OWJ, Saroevic B, Musgrove EA, Watts CK, Sutherland RL. J Biol Chem. 1997;272(16):10882-
‘%0894; 3. Ji J-Y, Dyson NJ. In: Enders GH, ed. Cell Cycle Deregulation in Cancer. New York, NY: Humana Press; 2010:23-42; 4. Rocoa A, Farolfi A, Bravoccini S, Schirone A,




Palbociclib Plus Letrozole Demonstrated Significant
PFS Improvement in Advanced Breast Cancer

7\

= 100

<100 ——— Palbociclib+Letrozole (N=84)

2 A Median PFS=20.2 months

= 20 95% Cl (13.8, 27.5)

T g0 — Letrozole (N=81)

-8 Median PFS=10.2 months

S 70 95% Cl (5.7, 12.6)

S 60-

2

= 50 -

v

$ 407 ]

"':' 30 |—-o—v—¢»

2 20-

2 Hazard Ratio=0.488

= 107 95% CI(0.319, 0.748)

o 0- 1-sided p=0.0004

o T T T T T T T T T T

0 4 8 12 16 20 24 28 32 36 40

Number of patients at risk Time (Month)
PAL+LET 84 67 60 47 36 28 21 13 8 5 1
LET 81 48 36 28 19 14 6 3 3 1

nua

eeting; April 5-9, 2014; San Diego,

. strac 101.
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Palbociclib
)
Palbociclib in HR+/HER2—- BC: Phase 3 Studies

Menopausal
tatus

No. patients

reatment arms

1023
(PALOMA-3)

Endocrine
resistant

1008
(PALOMA-2)

Endocrine
sensitive

Pre-
menopausal +
post-
menopausal

417

Palbociclib +
fulvestrant
vs. placebo +
fulvestrant

Post-
menopausal

450

Palbociclib +
letrozole
vs. placebo +
letrozole

PFS PFS

PEARL

Endocrine
resistant

Post-
menopausal

348

Palbociclib +
exemestane
VS.
capecitabine

PFS

PENELOPE

High risk

Pre-
menopausal +

post-
menopausal

800

Palbociclib
vs. placebo

IDFS

FFPV, first patient first visit; iDFS, invasive disease-free survival, PFS, progression-free survival
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Review

Pertuzumab in Breast Cancer:
A Systematic Review
Flora Zag(}uri,]‘z Theodoros N. S-:I‘g-:nl:anis,3 Dimosthenis (:hr}--'sik(}s,3

- . -~ B A Mt il ] 1
Constantine G. Zogratos,” Martin Filipits,” Rupert Bartsch,

. . - 2 4
Meletios-Athanassios Dimopoulos,” Theodora Psaltopoulou™

J Clin Oncol. 2013 Mar 20;31(9):1157-63. doi: 10.1200/JC O 2012 44 9594, Epub 20132 Feb 4.
Phase Il randomized study of trastuzumab emtansine
versus trastuzumab plus docetaxel in patients with
human epidermal growth factor receptor 2-positive
metastatic breast cancer.

Hurwvitz S, Dirix L, Kocsis J, Bianchi G%, Lu J. VWinholes J. Guardine E. Song
. Tong B, Mg %W, Chu YWV, Peraz EA.

Source

University of California, Los Angeles Jonsson Comprehensive Cancer Center and
Translational Oncology Research International, Los Angeles, CA LISA
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IL.apatinib for Addvanced or Metastatic Breast Cancer

EFrans L. OPDAM,. ™" HENK-JAN GUCHELAAR.,"” Jos H. BELINEN,T Jan HLOM. SCHELLENSS

“Department of Clinical Pharmacology. The MNetherlands Cancer Institute, Amsterdam, The Netherlands:
"Department of Clinical Pharmacy and Toxicology. Leiden University Medical Hospital, Leiden., The
MNetherlands:; “Department of Pharmacy and Toxicology. Slotervaart Hospital, Amsterdam. The MNetherlands:
I Ttrecht University, Faculty of Science. Department of Pharmaceutical Sciences, Section of Biomedical
Aanalysis, Division of Drug Toxicology & Pharmaco-epidemioclogy and Clinical Pharmacology.
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Pertuzumab
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« CLEOPATRA: A landmark trial
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CLEOPATRA: Phase III trial of trastuzumab plus
docetaxel with or 6{hout pertuzumab

Placebo + trastuzumab J PD
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Docetaxel*
. >6 cycles recommended

Patients with
HER2-positive
MBC

centrally o \}
Pertuzumab + trastuzumab Y8
(n=808) L . A "

n = 402 | Docetaxel*
{_>6 cycles recommended

« Randomisation was stratified by geographic region and prior treatment status
(neo/adjuvant chemotherapy received or not)
« Study dosing q3w:
- Pertuzumab/placebo: 840 mg loading dose, 420 mg maintenance
- Trastuzumab: 8 mg/kg loading dose, 6 mg/kg maintenance
- Docetaxel: 75 mg/m?, escalating to 100 mg/m? if tolerated

M5 > 3 . s .




CLEOPATRA: significantly prolonged PFS
with per"uzumal@ld___tmsmz_u_m_ab
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ANTIBODY-DRUG CONJUGATES (ADCS)

» ADCs are designed to target
cancer cells while minimising
effects on normal tissue

+ Improving the therapeutic window
of the cytotoxic component

x AnADC is a unique combination
of:

+ Atargeted monoclonal antibody
(mADb)

+ A stable linker

+ A potent cytotoxic agent

DM1:
A POTENT CYTOTOXIC AGENT

x» DM1 is a maytansinoid, one of
several derivatives of the anti-
mitotic drug maytansine'

% Maytansinoids are:
+ 24- to 270-fold more potent than
paclitaxel’
+ 2 to 3 orders of magnitude more
potent than doxorubicin’
x DM1 inhibits microtubule
assembly, leading to apoptosis'-2
+ Binds directly to microtubules to
inhibit polymerisation, causing cell
cycle arrest and cell death?

Gerber HP, et al. MAbs 2009; 1:247-25

1. Junttila TT, et al. Breast Cancer Res Treat
2011; 128:347-356; 2. Barok M, ef al.

_ Cancer Letf 2011; 306:171-179.
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Trastuzumab Emtansine for HER2-Positive
Advanced Breast Cancer

Sunil Verma, M.D., David Miles, M.D., Luca Gianni, M.D., lan E. Krop, M.D., Ph.D.,
Manfred Welslau, M.D., José Baselga, M.D., Ph.D., Mark Pegram, M.D.,
Do-Youn Oh, M.D., Ph.D., Véronique Diéras, M.D., Ellie Guardino, M.D., Ph.D.,
Liang Fang, Ph.D., Michael W. Lu, Pharm.D., Steven Olsen, M.D., Ph.D.,
and Kim Blackwell, M.D., for the EMILIA Study Group




EMILIA - Trastuzumab emtansine vs lapatinib + capecitabine

Trastuzumab emtansine
(3.6 mg/kg q21d)

Primary
endpoints:
OS, PFS and

HER2 + MBC
Prior T failure
(Target n=978)

+ capecitabine
(1000 mg/m2 q12 hr x

----------------N
----------------’

Verma et al, N Engl J Med. 2012; 367: 1783-91.



EMILIA: PFS survival by IRF

Cap + lap

- T-DM1

Cap +lap 496 404 310 176 1290 73 53 35 25 14 9 8 5 1 o



EMILIA: Overall survival (confirmatory analysis)

Cap + lap

T-DM1
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78.4% ™

51.8%

Cap +lap 496 471 453 435 403 368 297 240 204 159 133 110 86 63 45 27 17 7
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PREFERRED CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC BREAST CANCER

PREFERRED CHEMOTHERAPY_C_OMNAT
CAF chemotherapy’

+ Cyclophosphamide 100 mg/m2PO.days 1-14
+ Doxorubicin 30 mg/m? IV days i & 8
+5-Fluorouracil 500 mg/m2 IV days 1 & 8
Cycled every 28 days.

1ON:

i

FAC chemotherapy?

+5-Fluorouracil 500 mg/m2 1V days 1 & 8 or days 1 & 4
+ Doxorubicin 50 mg/m? IV day 1

+ Cyclophosphamide 500 mg/m?IV day 1

Cycled every 21 days.

FEC chemotherapy®

+ Cyclophosphamide 400 mg/m? IV days 188
+ Epirubicin 50 mg/m2IV days 18 8
«5-Fluorouracil 500 mg/m2 IV days 1 & 8
Cycled every 28 days.

AC chemotherapy*

« Doxorubicin 60 mgim?IV day 1

+ Cyclophosphamide 600 mg/m21V day 1
Cycled every 21 days.

EC chemotherapy®

« Epirubicin 75 mg/m2 IV day 1

« Cyclophosphamide 600 mg/mZIV day 1
Cycled every 21 days

AT chemotherapy®

+ Doxorubicin 60 mg/m? IV day 1

« Paclitaxel 125-200 mg/m? IV day 1
Cycled every 21 days

AT chemotherapy’
«Doxorubicin 50 mg/m? IV day 1
+Docetaxel 75 mg/im? IV day 1
Cycled every 21 days

CMF chemotherapy®

+ Cyclophosphamide 100 mg/m? PO days 1-14
+Methotrexate 40 mg/m21V days 1 & 8

+ 5-Fluorouracil 600 mg/m2 IV days 1 & 8
Cycled every 28 days.

D 1/ b h " 9

+ Docetaxel 75 mg/m?2IV day 1
+ Capecitabine 950 mg/m? PO twice daily days 1-14
Cycled every 21 days.

GT chemotherapy 1

+ Paclitaxel 175 mg/m2 IV day 1

+ Gemcitabine 1250 mg/m2 IV days 1 & 8 (following paclitaxel on day 1)
Cycled every 21 days.

OTHER COMBINATIONS
Ixabepilone/capecitabine (category 2B)
+Ixabepilone 40 mgim? IV day 1

+ Capecitabine 2000 mg/m? PO days 1-14
Cycled every 21 days.

PREFERRED CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC BREAST CANCER

PREFERRED SINGLE AGENTS

Anthracyclines:

Doxorubicin 60-75 mg/m2 IV day 11
Cycled every 21 days

OR

« Doxorubicin 20 mg/m2 1V weekly!2

+ Epirubicin 60-90 mg/m? IV day 113
Cycled every 21 days.

+ Pegylated liposomal encapsulated doxorubicin 50 mg/m?2 IV day 114
Cycled every 28 days.

Taxanes:

+ Paclitaxel 175 mg/m? IV day 1
Cycled every 21 days.

OR

+ Paclitaxel 80 mg/m? IV weekly®

«Docetaxel 60-100 mg/m? IV day 11718

Cycled every 21 days.

OR

+ Docetaxel 40 mg/m?2 1V weekly for 6 wks followed by a 2 week rest, then repeat'?

» Albumin-bound paclitaxel 100 mg/m2 or 150 mg/m? days 1, 8, and 15 [V 20.21
Cycled every 28 days.

Albumin-bound paclitaxel 260 mg/m? V20
Cycled every 21 days.

Anti-metabolites:
» Capecitabine 1000-1250 mg/m? PO twice dally days 1-14 22
Cycled every 21 days.

» Gemcitabine 800-1200 mg/m2 |V days 1, 8 & 1523
Cycled every 28 days.

Other microtubule inhibitors:
+Vinorelbine 25 mg/m?2 IV weekly24

«Eribulin 1.4 mg/m21V days 1, 8
Cycled every 21 days.

OTHER SINGLE AGENTS
¢+ Cyclophosphamide

« Mitoxantrone

« Cisplatin

« Etoposide (PO) (category 2B)

«Vinblastine

« Fluorouracil Cl

« Ixabepilone

PREFERRED AGENTS WITH BEVACIZUMAB
Paclitaxel plus bevacizumab25

« Paclitaxel 90 mg/m2by 1 h IV days 1, 8 & 15
« Bevacizumab 10 mg/kg IV days 1 & 15

- —— ==~ every 28 days.
PREFERRED CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC BREAST CANCER
PREFERRED FIRST-LINE AGENTS WITH TRASTUZUMAB FOR HER2-POSITIVE DISEASE TRASTUZUMAB COMPONENT
COMBINATIONS SINGLE AGENTS Trastuzumab 4 mg/kg IV day 1

PCH chemotherapy26é
« Carboplatin AUC of 6 IV day 1
« Paclitaxel 175 mg/m?2 IV day 1
Cycled every 21 days.

OR

Weekly TCH chemotherapy??
« Paclitaxel 80 mg/m?2 IV days 1, 8 & 15
« Carboplatin AUC of 21V days 1, 8 & 15 OR

« Paclitaxel 175 mg/m2 1V day 128
Cycled every 21 days.

« Paclitaxel 80-90 mg/m? IV weekly2?

« Docetaxel 80 to 100 mg/m?21V day 130
Cycled every 21 days

Followed by
2 mg/kg IV weekly?28.37
OR

Trastuzumab 8 mg/kg IV day 1
Followed by
6 mg/kg IV every 3 wks38

Cycled every 28 days. » Docetaxel 35 mg/m?2 [V infusion weekly31
= Vinorelbine 25 mg/m2 IV weekly32

- Capecitabine 1000-1250 mg/m2 PO twice daily days 1-14 33
Cycled every 21 days

PREFERRED AGENTS FOR TRASTUZUMAB-EXPOSED HER2-POSITIVE DISEASE TRASTUZUMAB COMPONENT

Capecitabine plus lapatinib34 Trastuzumab 4 mg/kg IV day 1

« Capecitabine 1000 mg/mZ2 PO twice daily Days 1 - 14 ;ollox:ec:‘:)y Kly 28,37

» Lapatinib 1250 mg PO daily Days 1-21 0::9 g1V weekly <

Cycled every 21 days Trastuzumab 8 mg/kg IV day 1
Followed by

Trastuzumab + other first-line agents 6 malkg IV every 3 wks3®

Trastuzumab + capecitabine 35

Trastuzumab + lapatinib36
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