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1. Tratamento Adjuvante

Duração da Adjuvância

2. Tratamento NeoAdjuvante

3. Tratamento da Doença Metastática
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versus
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Evidence-based 1 year  



HERA 2 years vs 1 year - DFS  
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HERA 2 years vs 1 year - SG  



1ano 
versus

6 meses



PHARE 1 year vs 6 months  



PHARE 1 year vs 6 months  



PHARE 1 year vs 6 months  



PHARE 1 year vs 6 months DFS  



PHARE 1 year vs 6 months DFS  



PHARE 1 year vs 6 months  OS  



PHARE 1 year vs 6 months  OS  



PHARE 1 year vs 6 months  OS  



PHARE 1 year vs 6 months  OS  



NSABP B31& 
NCCTG 9831
8 anos seguimento











Treatmento

Significado da Resposta
Patológica Completa

Duplo Bloqueio da via do 
HER2 



Estudo TECHNO 

n= 217

E90C600 x 4 ciclos
Paclitaxel175 x 4 + Trastuzumab (1 ano)

RCpatol 38,7% (22,6%-45,2%) 

J Clin Oncol 29:3351, 2011
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88,1%

71,4%

p=0,0033

Estudo TECHNO 
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88,1%

71,4%

96,3%

85,0%

p=0,007

Estudo TECHNO 



Duplo Bloqueio

2

7

HER2 HER3

Phosphorylation of the tyrosine kinase 
domain initiates intracellular signaling

Ligand-activated HER2:HER3 dimer

Yarden et al. Nature Rev Mol Cell Biol. 2001;2:127-137. Holbro et al. Proc Natl Acad Sci USA. 2003;100:8933-8938. Tzahar et al. Mol Cell Biol. 1996;16:5276-5287.



Neadjuvant Treatment
Nome Autor Data Esquema N Desfecho 

primário
Resultados Cardiotoxicidade

NA Buzdar 2005 Paclitaxel x4  -> 4 FEC 
+/- Tmab por 24 sem 

42 pCR pCR 65,2% 
vs 26% 
(p=0,02)

Nenhum caso 
de ICC

NOAH Gianni 2010 Doxo + Paclitaxel x3> 
Paclitaxel q21d x4 -> CMF 
x3 +/- Tmab 
concomitante

235 SLE tpCR 38% vs 
19% 
(p=0,001). 
Relação com 
EFS

2% casos de 
ICC sintomática 

GQuinto Untch 2012 EC -> Doectaxel + Tmab 
ou Lapatinib por 24 
semanas

620 pCR pCR 30,3% 
(Tmab) e 
22,7% 
(Lapatinib)

NI

NeoALTTO Baselga 2010 Paclitaxel + 
Lapatinib/Tmab-> Cx -> 
FEC x 3 -> 
Lapatinib/Tmab

450 pCR tpCR 27% 
(Tmab) 20% 
(Lapatinib)

Sem 
toxicidades 
cardíacas G3 ou 
4

GQuattro Untch 2010 ECx4->docetaxel x4  + 
Tmab concomitante 24  
sem +/- capecitabina 

445 pCR pCR 31,7% 1 caso ICC 
sintomática

TECHNO Untch 2011 ECx4  -> Paclitaxel x4 
+Tmab por 12 sem (braço 
único)

217 pCR pCR 38,7%. 
Relação com 
DFS e OS. 

Cardiotox.  
3,7% (6 casos 
de decréscimo 
de FE)



Baselga J et al. Cancer Res 2010

Baselga J et al. Lancet Oncol 2012
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Baselga J et al. Lancet Oncol 2012

Trastuzumab & Lapatininb



 Primary endpoint – pCR

Baselga J et al. Cancer Res 2010

Baselga J et al. Lancet Oncol 2012

Trastuzumab & Lapatininb



 pCR and ER expression

Baselga J et al. Cancer Res 2010

Baselga J et al. Lancet Oncol 2012

Trastuzumab & Lapatininb
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Baselga J et al. Lancet Oncol 2012

Trastuzumab & Lapatininb



Gianni L et al. Lancet Oncol 2012

Randomized phase II trial

HER2 positive

T2-4  N0-3 or inflammatory

Trastuzumab & Pertuzumab



Doc + Tmab x 4

(n = 107)

Cirurgia

Doc + Tmab + Pmab

(n = 107)

Tmab + Pmab

(n = 107)

Doc + Pmab

(n = 96)

Tmab x 13

FEC  x 3

Tmab x 13

FEC  x 3

Tmab x 17

FEC x 3
Tmab x 13

Doc x 4 

FEC x 3

CirurgiaCirurgiaCirurgia

R

Gianni L et al. Proc SABCS 2010. 

Primary endpoint - pCR

Trastuzumab & Pertuzumab



Doc  + Tmab
Doc + Tmab

+ Pmab

Tmab + 

Pmab
Doc + Pmab

pCR in breast 29.0% 45.8% 16.8% 24.0%

pCR in breast and node 

negative at surgery
21.5% 39.3% 11.2% 17.7%

pCR in breast and node 

positive at surgery
7.5% 6.5% 5.6% 6.3%

Gianni L et al. Lancet Oncol 2012

Trastuzumab & Pertuzumab



Doc + Tmab
Doc + Tmab

+ Pmab

Tmab + 

Pmab
Doc + Pmab

pCR (ER- or PR-positive) 22.0% 26.0% 5.9% 17.4%

pCR  (ER- and PR-negative) 36.8% 63.2% 29.1% 30.0%

Gianni L et al. Lancet Oncol 2012

Trastuzumab & Pertuzumab



Doc  + Tmab
Doc + Tmab + 

Pmab
Tmab + Pmab Doc + Pmab

Grade 3-4 neutropenia 57.0% 44.9% 0.9% 55.3%

Febrile neutropenia 7.5% 8.4% 0.0% 7.4%

Grade 3-4 diarrhea 3.7% 5.6% 0.0% 4.3%

Grade 3-4 rash 1.9% 1.9% 0.0% 1.1%

Grade 3-4 increased ALT 2.8% 0.0% 0.0% 1.1%

Serious adverse events 16.8% 10.3% 3.7% 17.0%

Gianni L et al. Lancet Oncol 2012

Trastuzumab & Pertuzumab



Gianni L et al. Lancet Oncol 2012

Cardiotoxicidade



Gianni L et al. Lancet Oncol 2012

Cardiotoxicidade



Olson EM, et al. J Clin Oncol. 2012;30:1712-1714. 

HER2 HER3
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Estudo CLEOPATRA

Baselga J et al. N Engl J Med 2012;366:109



Estudo CLEOPATRA

Baselga J et al. N Engl J Med 2012;366:109



Bloqueio HER2/HER3 Novo standard

CLEOPATRA



Estudo CLEOPATRA

Baselga J et al. N Engl J Med 2012;366:109



Estudo CLEOPATRA

Baselga J et al. N Engl J Med 2012;366:109



Estudo CLEOPATRA
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Estudo CLEOPATRA



Blocking HER2/HER3 New Standard

CLEOPATRA



Mantenha a via do HER2 bloqueada

Cameron D, et al. Oncologist. 2010;15:924-934.

TTP With 1 Previous 

Trastuzumab Regimen

TTP With > 1 Previous 

Trastuzumab Regimen

Capecitabine

Lapatinib/capecitabine
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Capecitabine

Lapatinib/capecitabine

Patients with HER2-positive progressive MBC or stage IIIB/IIIC LABC with T4 lesion

PD after treatment with regimens that included, but were not limited to, a taxane an 

anthracycline and trastuzumab

Lapatinib/Capecitabine: TTP



Mantenha a via do HER2 bloqueada
Xeloda/Trastuzumab: TTP

von Minckwitz G, et al. J Clin Oncol. 2009;27:1999-2009.
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clinicaloptions.com/oncology

Optimal Testing and Treatment of Patients With HER2-Positive Breast Cancer

OS 
(ITT population)

OS
(Adjusted for ECOG PS, disease site, 

number of metastatic sites, time from 

diagnosis to randomization)

EGF104900: OS With Lapatinib±
Trastuzumab

Blackwell KL, et al. J Clin Oncol. 2012;30:2585-2592.
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Log-rank P

9.5             14.0

0.74 (0.57-0.97)

.026

Pts at Risk, n

L + H

L

O
S

 (
%

)

100

80

60

40

20

0
0 5 10 15 20 25 30 35

Mos Since Random Assignment

146

145

120

100

87

64

63

46

42

28

25

13

1

L + H

L

HR: 0.71 (95% CI: 0.54-0.93; 

P = .0116)

Mantenha a via do HER2 bloqueada



TD M1

Highly potent cytotoxic agent

Cytotoxic agent: emtansine (DM1)

Monoclonal antibody: trastuzumab

Target expression: HER2

Systemically stable

Linker: SMCC
T-DM1

Average drug:antibody 
ratio ≅ 3.5:1

Trastuzumab

MCCDM1



TD M1

Adapted from LoRusso PM, et al. Clin Cancer Res. 2011;17:6437-6447.

Emtansine 

release

Inhibition of 

microtubule 

polymerization

Internalization

HER2

T-DM1
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Estudo EMILIA

 Primary endpoint: PFS by IRF, OS, safety

 Secondary endpoints: QoL (FACT B), DOR, PFS by investigator 
assessment

Blackwell KL, et al. ASCO 2012. Abstract LBA1.

T-DM1 3.6 mg/kg by IV every 3 wks

(n = 495)

Capecitabine 1000 mg/m2 orally twice daily

on Days 1-14, every 3 wks +

Lapatinib 1250 mg/day orally continuously

(n = 496)

Patients with
HER2-positive

locally advanced
or MBC*
(N = 980)

PD

Stratified by world region, number of previous 

chemotherapy regimens for MBC or unresectable 

locally advanced breast cancer, presence of 

visceral disease

*All pts received previous

taxane and trastuzumab



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

Estudo EMILIA
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Estudo EMILIA


