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¢ Qué Sabiamos?

QT + Trastuzumab es el
Tratamiento de Eleccion en
Primera Linea

The New England
Journal of Medicine

VOLUME 344 NUMBER 11

USE OF CHEMOTHERAPY PLUS A MONOCLONAL ANTIBODY AGAINST HER2
FOR METASTATIC BREAST CANCER THAT OVEREXPRESSES HER2

Slamon D. et al, NEJM 2001

A 100 4
Chemaotherapy plus trastuzumab
w &
= 50 Ny
% 20 Chemotherapy alone
[T
204
104
0 T T T T T T T T T 1
0 =) 10 1% 20 25 30 35 40 45 50
Months after Enrollment
Mo.at Risk
Chematherapy 235 214 192 165 134 114 Ll 47 1
plus trastuzumab
Chematherapy alonz 234 205 160 136 116 7 76 7 13
A 3‘9 1004
— 90
@ .
2 O
=
5 704
I 04 Chematherapy plus trastuzumab
@
‘g R0
& 40 P=0.001
Q
= 304
& 20 e
= Chematherapy alone
2 104
=1
=4 -
o [u] T T T T T T T T T ]
a & 10 5 20 25
Months after Enrollment
Mo, a7 Risk
Chemotherapy 235 152 63 15
plus trastuzumab
Chemotherapy alone 234 103 25 ]

CANCER DE-MAMA HER 2 POSITIVO. C.A.Rodriguez 2014




SIMPOSIO

CMM HER2 POSITIVO:
ESTRATEGIAS TERAPEUTICAS

¢ Qué Sabiamos?

QT + Trastuzumab es el
Tratamiento de Eleccion en
Primera Linea

Marty M. et al, JCO 2005
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¢ Qué Sabiamos?

QT + Trastuzumab es el
Tratamiento de Eleccion en
Primera Linea

Andersson M. et al, JCO 2010
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¢ Qué Sabiamos?

QT + Lapatinib es inferior a
QT + Trastuzumab en
Primera Linea

Gelmon K, et al. ASCO 2012
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¢ Qué Sabiamos?

QT + Trastuzumab es el
Tratamiento de Eleccion en

Primera Linea

‘ ORIGINAL ARTICLE ‘

Lapatinib plus Capecitabine
for HER2-Positive Advanced Breast Cancer

Tras Progresion a 1° Linea

Lapatinib +
Capecitabina
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Lapatinib plus 163 96 52 21 10 4 3
pecitabine
Capecitabine alone 161 78 33 14 4 1 0

Geyer CE. et al, NEJM 2006
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¢ Qué Sabiamos?

QT + Trastuzumab es el
Tratamiento de Eleccion en
Primera Linea

Tras Progresion a 1° Linea

Trastuz. +
Capecitabina

Lapatinib +
Capecitabina

Trastuzumab Beyond Progression in Human Epidermal
Growth Factor Receptor 2-Positive Advanced Breast
Cancer: A German Breast Group 26/Breast International
Group 03-05 Study
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¢ Qué Sabiamos?

¢ Qué Sabemos? : 2014

QT + Trastuzumab es el
Tratamiento de Eleccion en
Primera Linea

Tras Progresion a 1° Linea

Lapatinib +
Capecitabina

Trastuz. +
Capecitabina
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Pertuzumab plus Trastuzumab plus
Docetaxel for Metastatic Breast Cancer
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LAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ||

Pertuzumab plus Trastuzumab plus
Docetaxel for Metastatic Breast Cancer

Placebo + trastuzumab ][ PD]

Baselga J, et al, NEJM 2011

n =406
4 )
HERZ2-positive MBC :
. 1:1
centrally confirmed
(N = 808)
- J
n =402

= 6 cycles

Pertuzumab + trastuzumab

>
Docetaxel* ]

—
Docetaxel*
= 6 cycles
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The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ||

Pertuzumab plus Trastuzumab plus
Docetaxel for Metastatic Breast Cancer

Independently Assessed Progression-free Survival

Pertuzumab (median, 18.5 mo)
Control (median, 12.4 mo)
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Hazard ratio, 0.62
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Baselga J, et al, NEJM 2011
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Pertuzumab
GOOD SCIENCE
BETTER MEDICINE o .
ses P Final OS Analysis
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Swain S, et al, ESMO 2014
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¢ Qué Sabiamos?

¢ Qué Sabemos? : 2014

Tras Progresion a 1° Linea

Lapatinib +
Capecitabina

Trastuz. +
Capecitabina

Taxano + Trastuzumab +

Pertuzumab es Superior en
Primera Linea
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The NEW ENGLAND JOURNAL of MEDICINE

e — | T-DM1 Desarrollo Clinico.
Fase IIl. (EMILIA).

Trastuzumab Emtansine for HER2-Positive
Advanced Breast Cancer

HER2+ (central)
LABC or MBC T-DM1
(N=980) 3.6 mg/kg q3w IV

* Prior taxane and
trastuzumab

Capecitabine

Progression on 1000 mg/m2orally bid, days 1-14, q3w
metastatic tx or +

within 6 mos of

adjuvant tx Lapatinib

1250 mg/day orally qd

Verma S, et al, NEJM 2012
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T-DM1
“ ORIGINAL ARTICLE ”
Trastuzumab Emtansine for HER2-Positive P FS (I RC)
Advanced Breast Cancer
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T-DM1
Congress . . .
BEMD 2513 Overall Survival  Confirmatory Analysis
Median (months) No. of events
Cap + Lap 25.1 182
1.0 - T-DM1 30.9 149

0.8 -

0.6 -

0.4 -

0.2 -

85.2% Stratified HR=0.682 (95% CI, 0.55, 0.85); P=0.0006
Efficacy stopping boundary P=0.0037 or HR=0.727

64.7%

51.8%
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¢ Qué Sabiamos?

¢ Qué Sabemos? : 2014

QT + Trastuzumab es el
Tratamiento de Eleccion en
Primera Linea

Taxano + Trastuzumab +

Pertuzumab es Superior en
Primera Linea

Tras Progresion a 1° Linea

Tras Progresion a 1° Linea

Lapatinib +
Capecitabina

Trastuz. +
Capecitabina

T-DM1 es Superior a
Lapatinib + Capecitabina
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Trastuzumab emtansine versus treatment of physician’s
choice for pretreated HER2-positive advanced breast cancer
(TH3RESA): a randomised, open-label, phase 3 trial

lan E Krop, Sung-Bae Kim, Antonio Gonzdlez-Martin, Patricia M LoRusso, Jean-Marc Ferrero, Melanie Smitt, Ron Yu, Abraham CF Leung,
Hans Wildiers, on behalf of the TH3RESA study collaborators*

HER2-positive (central)

advanced BCa i

3.6 mg/kg q3w IV
(N=600) (n=400)

22 prior HER2-directed

therapies for advanced BC

Treatment of

Prior treatment with physician’s choice Lp?(l)\:;[l
trastuzumab, lapatinib, (TPC)® crossover)

and a taxane (n=200)

Krop IE, et al. Lancet Oncol 2014
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Trastuzumab emtansine versus treatment of physician’s
choice for pretreated HER2-positive advanced breast cancer
(TH3RESA): arandomised, open-label, phase 3 trial

lan E Krop, Sung-Bae Kim, Antonio Gonzélez-Martin, Patricia M LoRusso, Jean-Marc Ferrero, Melanie Smitt, Ron Yu, Abraham CF Leung,
Hans Wildiers, on behalf of the TH3RESA study collaborators*

T-DM1 Desarrollo Clinico.
Fase Ill. (TH3RESA).

TPC treatment category
Combination with HER2-directed agent, %
Chemotherapy® + trastuzumab

Lapatinib + trastuzumab
Hormonal therapy + trastuzumab
Chemotherapy® + lapatinib

Single-agent chemotherapy,? %

83.2
68.5
10.3

1.6/
2.7

16.8

2 Includes patients who received study treatment.

b The most common chemotherapy agents used were vinorelbine, gemcitabine, eribulin, paclitaxel, and docetaxel.

Krop IE, et al. Lancet Oncol 2014
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Trastuzumab emtansine versus treatment of physician’s
choice for pretreated HER2-positive advanced breast cancer
(TH3RESA): arandomised, open-label, phase 3 trial

lan E Krop, Sung-Bae Kim, Antonio Gonzdlez-Martin, Patricia M LoRusso, Jean-Marc Ferrero, Melanie Smitt, Ron Yu, Abraham C FLeung,
Hans Wildiers, on behalf of the TH3RESA study collaborators*

T-DM1 Desarrollo Clinico.
Fase Ill. (TH3RESA).
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(@)
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' Stratified HR=0.552 (95% CI, 0.369, 0.826); P=0.0034
Efficacy stopping boundary HR<0.363 or P<0.0000013
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¢ Qué Sabiamos?

¢ Qué Sabemos? : 2014

QT + Trastuzumab es el
Tratamiento de Eleccion en
Primera Linea

Taxano + Trastuzumab +

Pertuzumab es Superior en
Primera Linea

Tras Progresion a 1° Linea

Tras Progresion a 1° Linea

Lapatinib +
Capecitabina

Trastuz. +
Capecitabina

T-DM1 es Superior a
Lapatinib + Capecitabina

T-DM1 es activo
en Politratadas
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trastuzumab
"
HER2 ./ VOLUME 30 - NUMBER 21 - JULY 20 2012
JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Overall Survival Benefit With Lapatinib in Combination
With Trastuzumab for Patients With Human Epidermal
Growth Factor Receptor 2—Positive Metastatic Breast
Cancer: Final Results From the EGF104900 Study

Kimberly L. Blackwell, Harold |. Burstein, Anna Maria Storniolo, Hope S. Rugo, George Sledge, Gursel Aktan,
Catherine Ellis, Allison Florance, Svetislava Vukelja, Joachim Bischoff, José Baselga, and Joyce O’Shaughnessy

o\ lapatinib
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Lapatinib + Trastuzumab

JOURNAL OF CLINICAL ONCOLOGY

Overall Survival Benefit With Lapatinib in Combination
With Trastuzumab for Patients With Human Epidermal
Growth Factor Receptor 2—Positive Metastatic Breast
Cancer: Final Results From the EGF104900 Study

Key Inclusion R
« HER2+(FISH+/ IHC3+) MBC A Lapatinib 1500 mg/day PO
» Progression on N / N=148
« Anthracycline D
- Taxane (0] )
. Trastuzumab M Crossover if PD after
) 4wk therapy
» Progression on most recent |
trastuzumab regimen y4
A
N T ~ —
Stratification Factors Lapatinib 1000 mg/day PO
. Visceral Disease I Trastuzumab 4—2 mg/kg IV gqw
O N=148
« Hormone Receptor N
Primary Endpoint:
Blackwell KL, et al. JCO 2012 — PFSInITT population by Investigator
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JOURNAL OF CLINICAL ONCOLOGY

Overall Survival Benefit With Lapatinib in Combination
With Trastuzumab for Patients With Human Epidermal
Grow! ctor Receptor 2—Positive Metastatic Breast
nal Results From the EGF104900 Study

;i " 5

imberly L. Blackwell, Harold J. Rugo, jursel Aktan,
Catherine Ellis, Alison Florarce, Sverislava Viukelja, Joachim Bischaff, José Baselga, and Joyce O'Shaughnessy

77 (52%) of patients randomized to lapatinib
crossed over to receive dual HER2 blockade: 20

) L (27%) at wk 4; 20 (27%) at wk 8; 37 (46%) after wk 8
Patient and Tumor Characteristics

Study Arms L L+T
ITT Population N = 148 N = 148
Median age, y (range) 51 (29-78) 52 (26-81)
ECOG performance status 0/1/2, % 47/49/4 54/41/5
Median prior chemotherapy regimens 4 5

- Patients = 6 prior regimens, % 28 34
Median prior trastuzumab regimens for MBC 3 3

Blackwell KL, et al. JCO 2012
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Lapatinib + Trastuzumab

JOURNAL OF CLINICAL ONCOLOGY

Overall Survival Benefit With Lapatinib in Combination

With Trastuzumab for Patients With Human Epidermal
Growth Factor Receptor 2—Positive Metastatic Breast
Cancer: Final Results From the EGF104900 Study

B Seore S

Kimberly L. Blackwell, Harold J. Hope S. Rug
Catherine Ellis, Allison Florance, Sverislava Viukelja, Joachim Bischoff, José Baselga, a

<
i
i
F

Alive Without Progressid;;

(cumulative %)

100 Lapatinib +
Lapatinib  trastuzumab
80 - n=145 n=146
Progressed or died, n 128 127
Median, weeks 8.1 120
60 - Hazard ratio (95% CI) 0.73(0.57 t0 0.93)
P 008
40- 28
6-month PFS
200 o7
L 13 I
0 10 20 30 40 50 60

Time From Random Assignment (weeks)

MNo. of patients at risk

L

L+T

21
42

148
148

653
713

13 5 0
27 8 2

Blackwell KL, et al. JCO 2012
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JOURNAL OF CLINICAL ONCOLOGY

Overall Survival Ben ﬁlV\(th[ b Cmb atior
rastuzumab for Pati Epd ]

— -L L L+T
100 (n=145) (n=146)
\ Died, n (%) 113(78) 105 (72)
. 802 Median, months 9.5 14
o 80- HR (95% Cl) 0.74 (0.57 10 0.97)
- Log-rank P 026
T 70%
5 60+ 56%
5 6-month OS
95
= 407 41%
L
o 12-month os"n\_'_
O 20- B, ¥
L+T Sy
- |
0 5 10 15 20 25 30 35
Time Since Random Assignment (months)

Blackwell KL, et al. JCO 2012
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EGF104900: Survival Benefit by Hormone

Receptor Status
HR-positive HR-negative
5 1.0 Itggc-Tras — .g 1.0 Il::gc-Tras —
< <
S 08 5 08
t £
8 06 S 06
o =)
a &
0.4 0.4
=z 2
= =
= 02 S 02
3
= £
o 0.0 3 00
0 5 10 15 20 25 30 0 5 10 15 20 25 30
. Time from Randomization (Months) Time from Randomization (Months)
Number at Risk
Lap+Tras 71 58 30 26 10 10 Lap+Tras 75 62 48 37 23 15 1
Lap 70 50 36 26 12 8 Lap 75 50 28 20 16 7

Lap+Tras Lap
N=75 N=75

0.84 . 0.62
(0.5-1.23) Median OS, mos 17.2 8.9 (0.430.90)

Lap+Tras Lap

Ne71 Ne70 OSHR (95% Cl)

OSHR (95% Cl)

Median OS, mos 12.0 11.2

CANCER DE-MAMA HER 2 POSITIVO. C.A.Rodriguez 2014




SIMPOSIO

CMM HER2 POSITIVO:
ESTRATEGIAS TERAPEUTICAS

¢ Qué Sabiamos?

¢ Qué Sabemos? : 2014

QT + Trastuzumab es el
Tratamiento de Eleccion en
Primera Linea

Taxano + Trastuzumab +

Pertuzumab es Superior en
Primera Linea

Tras Progresion a 1° Linea

Tras Progresion a 1° Linea

Lapatinib + Trastuz. +
Capecitabina || Capecitabina

T-DM1 es Superior a
Lapatinib + Capecitabina

Lapatinib + Trastuzumab | | T-DM1 es activo
es activo sin QT en Politratadas
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Role of mMTOR in
HER2* Breast Cancer

mTOR
inhibitor

’Erowtﬁ and
proliferation

Higgins MJ and Baseiga J. J Clin Invest. 2011121(10).
&oscv2008133906-3912;ﬂwglt0nPJC§n anc

"Isc1/2

CMM HER2 POSITIVO:
ESTRATEGIAS TERAPEUTICAS

i S @9 g
ol 2 & . @
g tG ‘e 4 HERZtargeted agents

: ree > i“ ;dEompliﬁed[

y __ overexpressed
o g i o} (* o
, Rt

Inactivated
suppressors

mTOR inhibition

blocks downstream
tumorigenic effects

of aberrantly activated
PI3K/AKT/mTOR pathway

\ thio’genesls

/ Metabolism

BeMerLMandanuR.F:wlt
,%‘ 57479-7491
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07 / SIMposio

SEOM

CMM HER2 POSITIVO:
Everolimus

BOLERO-3: Study Design

/ N = 572*

*Locally advanced or

cancer
*Prior taxane required
*Resistance to
trastuzumab requiredt
*Measurable disease

\inly

metastatic HER2* breast

N

J

Key Endpoints:
Primary: PFS

Randomize .
1:1 Placebo (PO daily) +
Vinorelbine (25 mg/m? weekly) +
TRAS (2 mg/kg weekly*)

(n=285)

+ Stratification by prior lapatinib use (yes/no) . IR \\
b

Secondary: OS, ORR, time to deterioration Primary endpoint:
of ECOG PS, safety, DoR, CBR, and QoL Progression-free

O'Regan RM, et al. ASCO 2013.

"“ Survival (PFS)
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Sanosio CMM HER2 POSITIVO:

Everolimus

BOLERO-3: Primary Endpoint
Progression-Free Survival by Local Assessment

100 - Hazard ratio = 0.78; 95% CI [0.65, 0.95]
Log-rank P value = .0067
80 - Median PFS
Everolimus: 7.00 months; 95% CI[6.74, 8.18]
© Placebo: 5.78 months; 95% CI [5.49, 6.90]
:E'; 60 -
%
I Censoring times
S 40- <
o — Everolimus (n/N = 196/284)
Placebo (n/N = 219/285)
20 -
0 —
1 1 1 1 1 1 | I 1 1 I 1 | 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
Time, weeks

O'Regan RM, et al. ASCO 2013.
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Sanosio CMM HER2 POSITIVO:

ESTRATEGIAS TERAPEUTICAS

¢ Qué Sabiamos? ¢ Qué Sabemos? : 2014

QT + Trastuzumab es el Taxano + Trastuzumab +
Tratamiento de Eleccion en Pertuzumab es Superior en
Primera Linea Primera Linea

Tras Progresion a 1° Linea Tras Progresion a 1° Linea
Lapatinib + Trastuz. +

T-DM1 es Superior a
Capecitabina || Capecitabina Lapatinib + Capecitabina
Lapatinib + Trastuzumab | | T-DM1 es activo Everolimus +
es activo sin QT en Politratadas Trastuzumab
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el CMM HER2 POSITIVO:
Crosstalk

Nucleo

’

independiente de hormonas

Crecimiento

Proliferacion celular
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S CMM HER2 POSITIVO:

HT + Trastuzumab

JOURNAL OF CLINICAL ONCOLOGY

Trastuzumab Plus Anastrozole Versus Anastrozole Alone for
the Treatment of Postmenopausal Women With Human
Epidermal Growth Factor Receptor 2—Positive, Hormone
Receptor—Positive Metastatic Breast Cancer: Results From
the Randomized Phase I TANDEM Study

Bell:
Sen

—>Pacientes Diseﬁo EStUdiO TAn DEM

posmenopausicas con

CMM

>HER2+ (IHC 3+ ylo Anastrozol 1 mg diario +

FISH+) Trastuzumab 4 mg/kg (carga)

. - 2 mg/kg/semana hasta

QRE positivo y/ o RP HER2-positivo, progresion de la enfermedad

positivo RH-positivo CMM

- Permitido Tamoxifeno (n=208) |

en adyuvancia y 12 linea ~ Anastrozol

de CMM 1 mg diario hasta progresion de la
enfermedad

—>No QT previa para CMM

-> Ofrecido cruce a trastuzumab a todas las pacientes que progresaron a
—>ECOG 0-1 anastrozol en monoterapia
—>FEVI basal >50%,
RH, receptor hormonal; CMM, cancer de mama metastasico; R, randomizaciéon
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O3 / SIMPOSIO

CMM HER2 POSITIVO:
HT + Trastuzumab

Trastuzumab Plus Anastrozole Versus Anastrozole Alone for
the Treatment of Postmenopausal Women With Human
Epidermal Growth Factor Receptor 2—Positive, Hormone
Receptor—Positive Metastatic Breast Cancer: Results From

Supervivencia libre de progresion
Probabilidad1.0 "\ Events Median PFS 95%Cl pvalue
0.8 7
0.6 T
0.4 7

0.2

00T~—r—T—TT""T""T T T T T T

0 5 10 15 20 25 30 35 40 45 50 55 60
Meses
No. at risk

— A+H 103 48 31 17 14 13 11 9 4 1 1 0 O
A 10436 22 9 5 4 2 1 0 0 0 0 O

Cl, confidence interval
PFS =time from randomisation to date of progressive disease or death

Supervivencia global

Probabilidadl.o-,.‘_“ Events Median0OS  95%Cl pvalue
0.8 1
0.6
0.4
0.2 4

0.0 — T T T T T T T T T T

0 5 10 15 20 25 30 35 40 45 50 55 60

Meses

No. at risk

— A+H 103 91 83 76 63 49 36 24 12 4 3 0 O
2 58 42 34 22 5 2 1 1 0

A\ 0/ oTA

73/104 pacientes (70%) recibieron H p@teriormente

Kaufman B, et al. JCO 2009

CANCER DE-MAMA HER 2 POSITIVO. C.A.Rodriguez 2014




05/ el CMM HER2 POSITIVO:
HT + Lapatinib

Lapatinib Combined With Letrozole Versus Letrozole and
Placebo As First-Line Therapy for Postmenopausal
Hormone Receptor—Positive Metastatic Breast Cancer

100 + == | gtrozole 2.5 mg + lapatinib 1,500 mg
(88 events; median PFS, 8.2 mo)
— 80 - Letrozole 2.5 mg + placebo
= == (89 events; median PFS, 3.0 mo)
o "“E" P=.019
-
= .© 60+
’;_:: w
W
o P i
> 5 Y
< 2
n_ 20 n L=,
e,
-—_

0 5 10 15 20 25 30 35 40 45 B0

Time Since Random Assignment (months)

J Clin Oncol 27.© 2009 by American Society of Clinical Oncology )
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JLifl CMM HER2 POSITIVO:

ESTRATEGIAS TERAPEUTICAS

¢ Qué Sabiamos? ¢ Qué Sabemos? : 2014
QT + Trastuzumab es el Taxano + Trastuzumab +
Tratamiento de Eleccion en Pertuzumab es Superior en

Primera Linea Primera Linea

Tras Progresion a 1° Linea Tras Progresion a 1° Linea
Lapatinib + Trastuz. + T-DM1 es Superior a
Capecitabina || Capecitabina Lapatinib + Capecitabina
Lapatinib + Trastuzumab | | T-DM1 es activo Everdlimus +
es activo sin QT en Politratadas Trastuzumab

CANCER DE-MAMA HER 2 POSITIVO. C.A.Rodriguez 2014
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O3 / SIMPOSIO

SEOM

DEBATE: NUEVOS TRATAMIENTOS EN CANCER DE MAMA
POSICIONAMIENTO Y ALGORITMO TERAPEUTICO

CANCER DE MAMA HER 2 POSITIVO

TRATAMIENTO ADYUVANTE
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Sanosio CMM HER2 POSITIVO:

TRATAMIENTO ADYUVANTE

Relative risk meta-analysis plot (fixed effects)

Disease-Free Survival

¢ Qué Sabemos? "W [ewenen

B-31/N9831 —.— 0.56 (0.48, 0.65)

Tra St u Z u m a b + QT BCIRG 006 —— 0.67 (0.54, 0.82)

Adyuvante incrementa la
SLE y la SG (en N+ vy N-)

FinHER - 0.44 (0.24, 0.82)

lcombined [fixed] v 0.62 (0.56, 0.68)

I T
0.2 0.5 1

relative risk (95% confidence interval)

A Relative risk meta-analysis plot (fixed effects)
Overall Survival

HERA —— 0.65 (0.47, 0.90)
B-31/N9831 I 0.70 (0.57, 0.85)
BCIRG 006 —— 0.61(0.43, 0.86)
FInHER . 0.43 (0.17, 1.04)
lcombined [fixed] @ 0.66 (0.57, 0.77)

U U U 1

0.1 0.2 0.5 1 2

relative risk (95% confidence interval)
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SIMPOSIO

CMM HER2 POSITIVO:
TRATAMIENTO ADYUVANTE

¢ Qué Sabemos?

Trastuzumab + QT

Adyuvante incrementa la

SLE y la SG (en N+ vy N-)

Trastuzumab Plus Adjuvant Chemotherapy for Human
Epidermal Growth Factor Receptor 2—Positive Breast
Cancer: Planned Joint Analysis of Overall Survival From
NSABP B-31 and NCCTG N9831

100 s,

84%
= 80+ !
o 75.2%
% 604
= HR, 0.63; 95% CI, 0.54 to 0.73
ol P<.001
= 40
o
@
=
o 204

AC - TH (286 events)
== AC -+ T (418 events)
1 1 1 1 1 1 1 1 1 1
0 1 2 3 4 5 6 7 8 9 10

Time Since Random Assignment (years)

Published Ahead of Print on October 20, 2014

100 -
=
TU 80 73.7%
= [
e
& 801 62.2%
@ HR, 0.60; 95% CI, 0.53 to 0.68
[55] P<.001
- 40
o
w
4]
@ 20-
i) AC = TH (473 events)
= == AC = T (680 events)
I 1 I I I I 1 I I 1
0 1 2 3 4 5 6 7 8 9 10
Time Since Random Assignment (years)
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Sanosio CMM HER2 POSITIVO:

TRATAMIENTO ADYUVANTE

(',QUé Sabemos? Disease Free Survival Y&

1.00

Trastuzumab + QT

0.504 Events HR 95%Cl p-value

T12m 176

Adyuvante incrementa la o Ton ms 120 (os-ise o
SLE y Ia SG (en N+ vy N-) ool [ vm )

T
0 12 24 36 48 60

Meonths
Trastuzumab
T-12m 1690 1613 1350 980 544 18
T-6m 1690 1586 1353 939 526 23

* Cox model stratified by ER status and concomitant chemotherapy

PHARE Trial

La duracion optima del
tratamiento es de 1 ano

oy
£
©
2
>
5
0 Trastuzumab 2 years = = =
© -
o Trastuzumab 1year ==
u 40 -
8
g = Pts Events HR(2vs1) 95%Cl p-value
o 20 = 2years 1553 367 099  (0.851.14) 0.86
a . 1 year 1552 367
0 1 1 T T T 1 1 T 1

0 1 2 3 4 5 6 7 8 9

Years from randomization
No. at risk

Trastuzumab 2 years 1553 1553 1442 1361 1292 1223 1153 1051 633 194
Trastuzumab 1 year 1552 1552 1413 1319 1265 1214 1180 1071 649 205

HERA Trial
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SIMPOSIO

CMM HER2 POSITIVO:
TRATAMIENTO ADYUVANTE

@

¢ Qué Sabemos? 100
E}? ool 000000 ——Cmemeee—- -
$“; 70 -
Trastuzumab + QT <£ o] T
Adyuvante incrementa la | |58 §]  swos
SLEylaSG (en N+ vy N-) [T o] =7 Gaegs o7 oo o
0 1 2 3 -‘fll» 5 6 7
La duracién optimadel |p ,
tratamiento es de 1 afo =TT
E 704
e R e
Trastuzumab concurrente 2 o |
5 s 307 %S-szgssfoc HR 95% ClI P
con QT es prefe”ble d Ia B 20+ ----;1.; go.nmsla.? 078  058t01.05  .102
L ., . - 40- 89.7 87.7t091.8
administracion secuencial 0 ——————T—————

NCCTG N9831
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SEOM

DEBATE: NUEVOS TRATAMIENTOS EN CANCER DE MAMA
POSICIONAMIENTO Y ALGORITMO TERAPEUTICO

CANCER DE MAMA HER 2 POSITIVO

TRATAMIENTO NEOADYUVANTE
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SIMPOSIO

CMM HER2 POSITIVO:
TRATAMIENTO NEOADYUVANTE

¢ Qué Sabemos?

Trastuzumab + QT es el
Tratamiento Estandar

Gianni, Lancet 2010

Probability, 1.00 =
DFS
0.75 =
0.50 =
025 =
0.00

Patients Events HR@ 25% Cl p-°

H+CT115 36 0.56 0.36-0.850.006
CT 112 52

1 1 1 1 1 1 /
é 12 18 24 30 36 42
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O3 / bl CMM HER2 POSITIVO:
TRATAMIENTO NEOADYUVANTE

LUME 38 . NUMBER 25 . SEFTEMBER 1 2011

; Qué s o e
¢ Qué Sabemos?

Pathologic Complete Response After Neoadjuvant
Chemoth Plus Trastuzumab Predicts F ble Survival
Trastuzumab + QT es el in Human Bpidermal Growth Factor Receptor
2-Overexpressing Breast Cancer: Results From the TECHNO
° ’ Trial of the AGO and GBG Study Groups
Tratamiento Estandar et T T

and Sibylle Lot

Ses accomparying editorial on page 3344

La pRC predice mejor PFS y OS
100 K g T, 4
a0 o 1] -IIIIIIIII..I..
£ -
‘™
=
g a0 —pea
L2 . o pCR
20
Liosg - rank P = 0074
0 1Il:]I EIIII 5;}! ﬂlﬂ EII:]' -E:I[I
Overall Survival by pCR {months)
Mo, 3t rsk
pCR 34 ) 62 &2 47 17 T
nopCR 133 11e BE& 24 65 33 14
Fig 3. Orvarall sundval in patients with pathologic complete responss ([pCH; blue)
and without pCR (gold].
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SIMPOSIO

CMM HER2 POSITIVO:
TRATAMIENTO NEOADYUVANTE

¢ Qué Sabemos?

Trastuzumab + QT es el
Tratamiento Estandar

La pRC predice mejor PFS y OS

El doble bloqueo HER2
incrementa la tasa de pCR

PCR, % + 95% Cl

50 1

40

30 -

20 -

10 A

p =0.0198
p =0.0141 p = 0.003
M
45.8
29.0 J L
24.0
16.8
TH THP HP TP

Neosphere Trial

CANCER DE-MAMA HER 2 POSITIVO. C.A.Rodriguez 2014




Sanosio CMM HER2 POSITIVO:

TRATAMIENTO NEOADYUVANTE

¢ Qué Sabemos?

Trastuzumab + QT es el
Tratamiento Estandar

La pRC predice mejor PFS y OS

El doble bloqueo HER2
incrementa la tasa de pCR

SIN_EMBARGO: No existenf:  NeoAltto: No dif. en PFSni OS
datOS maduros que permitan ..........................................

recomendar el doble bloqueo| . . .. . . ... ...
como tratamiento estandar. : NeoSphere: pte
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03/ JLisl CONCLUSIONES

'DEBATE: NUEVOS TRATAMIENTOS N
EN CANCER DE MAMA 4SALA MADRID 4

POSICIONAMIENTO Y ALGORITMO TERAPEUTICO

Moderador: Dra. Ana Lluch Hernandez. H. Clinico Universitano. Valencia

Introduccion: Dra. Eva M? Ciruelos Gil. H. Unnersitario 12 de Octubre. Madnd
Debate:-

¢ Dr. Juan R. de la Haba Rodriguez. H. Universitario Reina Sofia. Cordoba
¢ Dr. Pedro Sanchez Rovira. Complejo Hospitalano de Jaén

\' Dr. Cesar A. Rodriguez Sanchez. H. Clinico Universitano. Salamanca
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