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Objetivos educacionais:

• Neoadjuvancia o que vem aí?

• Duração de endocrinoterapia adjuvante

• Duração de trastuzumabe adjuvante

• De-escalonamento de radioterapia em pacientes idosas
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Phase II Study Evaluating HER2 Heterogeneity as a Predictor of Response to Neoadjuvant T-DM1 and Pertuzumab<br />(Dana-Farber Harvard Cancer Center 14-409)<br />

Presented By Otto Metzger Filho at 2019 ASCO Annual Meeting



Background: HER2 Heterogeneity
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Study Hypothesis and Rationale
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Study Design 
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HER2 Heterogeneity: Method of Evaluation
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Objectives
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Statistical Considerations 
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Baseline Characteristics 

Presented By Otto Metzger Filho at 2019 ASCO Annual Meeting



Safety Profile 
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Results: Prevalence of Heterogeneity 
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Effect of Heterogeneity on pCR
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pCR by Hormone Receptor Status
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Exploratory Analyses: pCR by HER2 IHC
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Exploratory Analyses: pCR by HER2 IHC
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Translational Research: Digital Spatial Profiling 
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Conclusions
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Câncer de mama, Tamoxifeno e desfechos clínicos

Recurrence-free

benefit from TAM
}

Early Breast Cancer Trialists Group meta analyses

Resistance
(de novo)

Dormancy
(acquired resistance)

Adaptado de: Demicheli, et al., BMC Cancer, 2010

ER+

ER-

Resistance

Dormancy

Breast cancer mortality (ER+ vs ER-)

Varias mulheres com RE+ apresentam recidivas tardias.
Sendo este um desfecho importante de morte para pacientes com 

câncer de mama RE+





Estudo ATLAS
DESENHO DO ESTUDO

Lancet. 2013 Mar 9;381(9869):805-16



Estudo ATLAS
Recorrência Mortalidade por câncer de mamaRESULTADOS

Lancet. 2013 Mar 9;381(9869):805-16
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Benefit from letrozole as extended adjuvant therapy after sequential endocrine therapy: A randomized, phase III study of the Gruppo Italiano Mammella (GIM)

Presented By Lucia Del Mastro at 2019 ASCO Annual Meeting



GIM4 Study Design
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GIM4 end-points and study populations
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Beneficio absoluto em DFS (8anos) de 4%, HR: 0,77



Trial profile
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Slide 7
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Slide 9
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DFS first events by treatment
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Slide 12
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Slide 13
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Slide 14
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Extended adjuvant AI studies 
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Conclusions

Presented By Lucia Del Mastro at 2019 ASCO Annual Meeting

O estudo foi negativo, mas talvez em pacientes de alto risco.

Quem são os pacientes de alto risco?



Dowsett et all. J Clin Oncol, 2018;36:1941-1948. 

https://www.cts5-calculator.com/









Trans-aTTom: Breast Cancer Index predicts benefit of extended endocrine therapy in HR+ breast cancers treated in the Adjuvant Tamoxifen – To Offer More? (aTTom) trial

Presented By John Bartlett at 2019 ASCO Annual Meeting



Breast Cancer Index (BCI)
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aTTom Parent Study
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Study Objectives and Endpoints
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Trans-aTTom Case Flow
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Patient Characteristics
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Relative Benefit of Extended Tamoxifen by BCI (H/I) Status: Trans-aTTom N+ cases

Presented By John Bartlett at 2019 ASCO Annual Meeting



Benefit of Extended Tamoxifen is Dependent on the Classification of BCI (H/I) 
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Absolute Benefit of Extended Tamoxifen by BCI (H/I) Status
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Summary of BCI (H/I) as Predictive Biomarker for EET
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Summary of BCI (H/I) as Predictive Biomarker all trials
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Conclusions

Presented By John Bartlett at 2019 ASCO Annual Meeting
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RT vs HT EXCLUSIVA EM IDOSAS EC I RE+

ASCO 2019

HT
RT

HT+RT



Critérios de inclusão

≥ 70 anos

< 3,5 cm, N0

unifocal

IAV (-)

CDIS extenso (-)

Radioterapia intraoperatória com 

INTRABEAM, em pacientes ≥ 70 anos

542 pacientes

73% IORT

21% IORT+WBRT

5% WBRT

1% só CIR

ASCO 2019







ASCO 2019



Objetivos educacionais: Conclusões

• Neoadjuvancia o que vem aí? TDM1, como alternativa, na impossibilidade clínica 
de QT + Duplo bloqueio com trastuzumabe e pertuzumabe.

• Duração de endocrinoterapia adjuvante: Verificar fatores de risco, Utilizar TCS5 
(pos-menopausa) ou se possível BCI. Se axila +, com BCI alto, manter 10 anos.

• Duração de trastuzumabe adjuvante: Ainda 12 meses, porém, em casos de bom 
prognóstico, sem de-escalonamento de QT, 6 meses pode ser uma opção.

• De-escalonamento de radioterapia em pacientes idosas: Ainda não se tem uma 
ferramenta testada para omitir a radioterapia adjuvante. Nos casos de pacientes 
idosas, de bom prognóstico, a radioterapia intraoperatória com intrabeam é uma 
alternativa segura e com baixas taxas de eventos adversos.
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