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Neoadjuvant chemotherapy* + dual HER2
blockade (Pertuzumab+ Trastuzumab)
*Standard chemotherapy regimens are Taxane-AC/EC
or Taxane-Carboplatin

Complete 1 year of Trastuzumab TDM-1 Weekly Paclitaxelx12 + 1 Adjuvant chemotherapy® +
(consider Pertuzumab if N+)' (14 cycles) year of Trastuzumab 1year dual blockade if pN+
or Trastuzumab if pNO

‘ After 1 year completed of Trastuzumab consider Neratinib during 1 year in RH+ and high risk (node positive)’ |

Fig. 2 HER2-positive early breast cancer algorithm. CT: chemotherapy. pCR: pathologic complete response. (1) This treatment is still awaiting
financial approval from the health authorities in Spain
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o Patients with HER 2-positive tumors > 2 cm tumor size and/or node-positive disease should be treated with NST including ILA
dual HER2 blockade with trastuzumab and pertuzumab and CT with sequential taxanes/anthracyclines or taxane/carbopl-
atin combinations

Selection of neoadjuvant regimens without anthracyclines may be used if seeking to avoid cardiotoxicity II.B
HER2Dx may be used to provide estimates of the likelihood of achieving pCR and of the risk of recurrence II, B

Addition of standard 12-month adjuvant trastuzumab to CT is recommended for HER2 positive breast cancer both in node- ILA
positive and in node-negative tumors with a tumor size> 1 cm

Addition of adjuvant trastuzumab to CT may be considered in cases of node-negative HER2 positive breast cancer with II,B
tumor size of 0.5-1.0 cm

For adjuvant CT of HER2 positive breast cancer, 4 cycles of AC or EC followed by 3 months of paclitaxel (P) or docetaxel LA
(D) or both in combination with trastuzumab (AC/EC P/D + H) or docetaxel, carboplatin and trastuzumab (TCH) are the
preferred regimens

é In node-negative, stage [, HER2-positive tumors single-agent weekly paclitaxel and trastuzumab for 12 weeks followed by II,B
single-agent trastuzumab (to complete one year) should be considered
Adjuvant dual HER?2 blockade with trastuzumab and pertuzumab for 18 cycles may be considered in patients with node- II,B
positive, HER2-positive breast cancer. In clinically node-positive patients that have received neoadjuvant treatment, up to
18 cycles of pertuzumab may be continued after surgery

Extended adjuvant treatment with neratinib after one year of trastuzumab may be considered in patients with node positive ILB
and HR-positive HER2-positive breast cancer
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FIG 2. Disease-free survival (DFS). (A) Kaplan-Meier plot of DFS in the intention-to-treat population. (B) DFS according to hormone-receptor status.
Abbreviations: neg, negative; Point est, point estimate; pos, positive.



) 4
foro debate oncologia

Seven-Year Follow-Up Analysis of Adjuvant
Paclitaxel and Trastuzumab Trial for
Node-Negative, Human Epidermal Growth Factor

Receptor 2-Positive Breast Cancer

Sara M. Tolaney, MD, MPH!; Hao Guo, MS!; Sonia Pernas, MD, PhD?; William T. Barry, PhD'; Deborah A. Dillon, MD3;

Lauren Ritterhouse, MD, PhD34; Bryan P. Schneider, MD®; Fei Shen, MD%; Kit Fuhrman, PhD®; Michele Baltay, MS3; Chau T. Dang, MD7%;
Denise A. Yardley, MD®; Beverly Moy, MD, MPH!?; P. Kelly Marcom, MD!!; Kathy S. Albain, MD'?; Hope S. Rugo, MD3;

Mathew J. Ellis, MB, BChir, PhD#; luliana Shapira, MD5-16; Antonio C. Wolff, MD'7; Lisa A. Carey, MD'2; Beth Overmoyer, MD?!;
Ann H. Partridge, MD, MPH?; Clifford A. Hudis, MD’-1°; lan E. Krop, MD, PhD'; Harold J. Burstein, MD, PhD?; and Eric P. Winer, MD!




) 4
foro debate oncologia

Breast Cancer Research and Treatment (2019) 173:247-254
https://doi.org/10.1007/510549-018-5001-x

REVIEW

@ CrossMark

One year versus a shorter duration of adjuvant trastuzumab for HER2-
positive early breast cancer: a systematic review and meta-analysis

Alessandro Inno' - Sandro Barni® - Antonio Ghidini® - Alberto Zaniboni* - Fausto Petrelli*

Received: 31 July 2018 / Accepted: 8 October 2018 / Published online: 13 October 2018
© Springer Science+Business Media, LLC, part of Springer Nature 2018




) 4
foro debate oncologia

Breast Cancer Research and Treatment (2019) 173:247-254
https://doi.org/10.1007/510549-018-5001-x

REVIEW
@ CrossMark

One year versus a shorter duration of adjuvant trastuzumab for HER2-
positive early breast cancer: a systematic review and meta-analysis

Alessandro Inno' - Sandro Barni® - Antonio Ghidini® - Alberto Zaniboni® - Fausto Petrelli®

Received: 31 July 2018 / Accepted: 8 October 2018 / Published online: 13 October 2018
© Springer Science+Business Media, LLC, part of Springer Nature 2018

Fig. 4 Meta-analysis of hazard Hazard Ratio Hazard Ratio

ratios for disease-free survival Study or Subgroup  log[Hazard Ratic] ~ SE Weight IV, Fixed, 95%Cl Year IV, Fixed, 95% CI
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Fig. 2 Meta-analysis of hazard

Hazard Ratio

Hazard Ratio
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Fig.5 Pooled results of risk Experimental  Control Risk Ratio Risk Ratio
ratios for cardiac events com- Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
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Table 3 Subgroup analysis for
OS and DFS in 1 year versus
shorter duration of adjuvant
trastuzumab

Subgroups Number of HR (95% CI) 12(%) P for het- Test for interaction
studies erogeneity

Overall survival 5 1.22 (1.07-1.39)* 0 0.59 P=0.003
Duration of exp arm 2 1.22 (0.95-1.56) 0 0.39 0.99
9 weeks 3 1.22 (1.04-1.42)* 0 0.33

6 months

Disease-free survival 5 1.19 (1.08-1.3)* 29 0.23 P <0.001
Duration of exp arm 2 1.27 (1.09-1.49)* 26 0.24 0.3
9 weeks 3 1.15 (1.03-1.9)* 36 0.2

6 months
ER status 4 1.14 (0.99-1.3) 22 0.28 0.29
ER+ 4 1.25 (1.11-1.4)* 50 0

ER—
Nodal status 4 1.2 (0.99-1.47) 17 0.31 0.32
pNO 4 1.37 (1.17-1.6)* 0 0.81

PN+
Stage 2 1.18 (0.87-1.62) 54 0.14 0.54
1 2 1.32 (1.09-1.6)* 1 0.39

11111
Grade 1 - - - -
1-2 1

3
Histology 1 — — — -
Ductal 1

Lobular
Menopausal status 1 - - - -
Premenopausal 1

Postmenopausal
Tumour size | - - - -
<2cm 1

>2cm
Age 4 1.36 (1.15-1.61)* 0 0.43 0.34
> 50 4 1.21 (1.02-1.44)* 0 0.71

<50
Sequence of treatment 2 1.08 (0.65-1.79) 88 0.004 0.48
Sequential 2 1.33 (1-1.76)* 51 0.15

Concomitant

Bold indicate statistically significant values
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Neoadjuvant chemotherapy* + dual HER2
blockade (Pertuzumab+ Trastuzumab)
*Standard chemotherapy regimens are Taxane-AC/EC
or Taxane-Carboplatin

/ N / .
oy vt 257
| | | !

Complete 1 year of Trastuzumab TDM-1 Weekly Paclitaxelx12 + 1 Adjuvant chemotherapy® +
(consider Pertuzumab if N+)' (14 cycles) year of Trastuzumab 1year dual blockade if pN+
or Trastuzumab if pNO

‘ After 1 year completed of Trastuzumab consider Neratinib during 1 year in RH+ and high risk (node positive)’ |

Fig. 2 HER2-positive early breast cancer algorithm. CT: chemotherapy. pCR: pathologic complete response. (1) This treatment is still awaiting
financial approval from the health authorities in Spain
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Neoadjuvant chemotherapy* + dual HER2
blockade (Pertuzumab+ Trastuzumab)
*Standard chemotherapy regimens are Taxane-AC/EC
or Taxane-Carboplatin

| | |

|

Complete 1 year of Trastuzumab TDM-1 Weekly Paclitaxelx12 + 1 Adjuvant chemotherapy® +
(consider Pertuzumab if N+)! (14 cycles) year of Trastuzumab 1year dual blockac'- = ~*"" s
or Trastuzumab 0
‘ After 1 year completed of Trastuzumab consider Neratinib during 1 year in RH+ and high risk (node positive)’ L

NO FINANCIADO

Fig. 2 HER2-positive early breast cancer algorithm. CT: chemotherapy. pCR: pathologic complete response. (1) This treatment is still awaiting
financial approval from the health authorities in Spain
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Neoadjuvant chemotherapy* + dual HER2
blockade (Pertuzumab+ Trastuzumab)
*Standard chemotherapy regimens are Taxane-AC/EC
or Taxane-Carboplatin

Complete 1 year of Trastuzumab TDM-1 Weekly Paclitaxelx12 + 1 Adjuvant chemotherapy® +
(consider Pertuzumab if N+)' (14 cycles) year of Trastuzumab 1year dual blockade if pN+
or Trastuzumab if pNO

‘ After 1 year completed of Trastuzumab consider Neratinib during 1 year in RH+ and high risk (node positive)’ |

Fig. 2 HER2-positive early breast cancer algorithm. CT: chemotherapy. pCR: pathologic complete response. (1) This treatment is still awaiting
financial approval from the health authorities in Spain
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HER2DX pCR score groups

Liow 53 28.3%
Medium 54 70.4%
High 48 75.0%

Figure. Association of HER2DX Pathologic Complete Response (pCR) Groups With Response to Pertuzumab
in a Combined Patient-Level Analysis (N = 282)
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Neoadjuvant chemotherapy* + dual HER2
blockade (Pertuzumab+ Trastuzumab)
*Standard chemotherapy regimens are Taxane-AC/EC
or Taxane-Carboplatin

pCR Non-pCR pT1pNO | Any pT1pN+|or >pT1NO

Complete 1 year of Trastuzumab TDM-1 Weekly Paclitaxelx12 + 1 Adjuvant chemotherapy® +
(consider Pertuzumab if N+)' (14 cycles) year of Trastuzumab 1year dual blockade if pN+
or Trastuzumab if pNO

-
| After 1 year completed of Trastuzumab consider Neratinib during 1 year in RH+ and high risk (node positive)’ U
T

Fig. 2 HER2-positive early breast cancer algorithm. CT: chemotherapy. pCR: pathologic complete response. (1) This treatment is still awaiting
financial approval from the health authorities in Spain
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ExteNET Trial: Study Schema

* HER2+ breast cancer (local) Part A PartB PartC

* Prior adjuvant trastuzumab - e
and chemotherapy s a5

/ 2 = 2 =
* Completed trastuzumab < 1 2 2
year prior to study entry % %

" 2 2 8

* Lymph node positive = 2

or non-pCR after \ e . 2 — 2 p—
adjuvant therapy acebo x 1 year s s
> >
* ER/PR status unknown o b

Primary analysis: IDFS in ITT population (n = 2840)
IDFS at 2 years: hazard ratio = 0.67 (0.50, 0.91); P =.0091

HR positive (n = 1631, 57.4%); hazard ratio = 0.51; P=.0013
Centrally confirmed HER2-positive 60% (n = 1463; 51%); hazard ratio = 0.51; P =.002

a. Martin M, et al. Ann Oncol. 2017;28(Suppl 5): Abstract 1490. Reproduced with permission from Dr. Miguel Martin.
b. Chan A, et al. Lancet Oncol. 2016;17:367-377.
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CONCLUSIONES

La Cirugia inicial seguida de una adyuvancia basada en Paclitaxel x 12
semanas Yy Trastuzumab x 12 meses continla siendo el abordaje estandar en
pacientes con Cancer de Mama HER2-positivo T1 NO.

En los casos de afectacion axilar (N+) evidenciada tras la cirugia, la
administracion adyuvante de Pertuzumab + Trastuzumab ha demostrado que
disminuye de manera significativa el riesgo de recaida (no financiado)

En los casos de afectacion axilar (N+) y Receptores Hormonoales positivos,
debe considerarse la adyuvancia extendida con Neratinib.

Es necesario identificar pacientes (especialmente T2 NO) en las que el uso de
Neoadyuvancia con doble bloqueo puede suponer un sobretratamiento y que
pueden seguir estrategias de Cirugia primaria y adyuvancia en desescalada

- Utilidad de herramientas Gendmicas (HER2DX) en la valoracion del
riesgo de recaida y la probabilidad de alcanzar pCR en neoadyuvancia.
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