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Optimizando el tratamiento del cáncer de mama Her2 
positivo en estadios tempranos. ¿A quiénes más y a quiénes 

menos?





Edith A. Perez et al. JCO 2014;32:3744-3752
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Escalation(increasingefficacy)

De-escalationof treatment (reducingtoxicity)

ÅIncreasingdurationof trastuzumab
ÅAdditionof lapatinib
ÅAdditionof neratinib
ÅAdditionpertuzumab
ÅAdditionof T-DM1

ÅShorteningadjuvanttrastuzumab
ÅLesstoxicchemotherapy
ÅAvoidingtreatmentƻŦ άlow riskέ patients
ÅOptimizingtrastuzumabadministration
ÅEconomictoxicity (biosimilars)
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Surgery

pT1N0

HER2 + stage I-III Breast Cancer

TolaneyS, JCO 2019

APT Trial: StudyDesign
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HER2 + stage I-III Breast Cancer

T + paclitaxel

TolaneyS, JCO 2019

APT Trial: StudyDesign



Surgery

pT1N0

HER2 + stage I-III Breast Cancer

T + paclitaxel

pTÓ2 or pN+



Arm 2

Surgery

Arm 1

R

Central 
confirmation of 

HER2 status
N ~ 4800

Trastuzumab

Pertuzumab

Chemotherapy

6ς8 cycles

Trastuzumab

Placebo

Anti-HER2 therapy for a total of 1 year (18 cycles)

10-year 
follow-up6ς8 cycles

Chemotherapy

ω Primary endpoint: IDFS 

ω Secondary endpoints: IDFS including second non-breast cancer, DFS, OS, recurrence-free interval, distant recurrence-free interval, cardiac and overall 
safety, HRQoL

Aphinity Trial: Design



iDFSafter 45.2 months of FU (2017)

von MinckwitzG, NEJM 2017; PiccartM, JCO 2021

Updated descriptive iDFSanalysis after 74.1 
months of FU (2019)

Aphinity Trial: Results



IDFS in the node-positive cohort IDFS in the node-negative cohort

Aphinity Trial: Results

PiccartM, JCO 2021



Surgery

pT1N0

HER2 + stage I-III Breast Cancer

T + paclitaxel
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Å Primary endpoint: invasive disease-free survival (iDFS)

Å Secondary endpoints: DFS-DCIS, time to distant recurrence, distant DFS, CNS metastases, OS, safety 

Å Other analyses: biomarkers, health outcome assessment (FACT-B, EQ-5D)

Å Stratified by: nodes 0, 1ï3 vs. 4+, ER/PR status, concurrent vs. sequential trastuzumab

Å Study blinded: Until primary analysis; OS remains blinded

ÅHER2+ breast cancer

ςIHC 3+ or ISH amplified 

(locally determined)

ÅPrior adjuvant trastuzumab + 

chemotherapy

ÅLymph node +/ï, or residual 

invasive disease after 

neoadjuvant therapy

ÅER/PR +/ï(endocrine 

therapy permitted)
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ExteNET phase III trial: Studydesign

1. Chan et al. Lancet Oncology201. 
2. Martin et al. Lancet Oncology2017. 

3. Chan et al. ClinicalBreastCancer 2020. 
4. Holmes et al. SABCS 2020 PD3-03



ExteNETPrimary Endpoint: 
iDFSIntention-to-treat Population 2-Year Analysis and 5-Year Analysis

Neratinib

Placebo

CI, confidenceinterval; HR, hazardratio; 

iDFS, invasive disease-freesurvival; ITT, intentionto treat.

Neratinib

Placebo
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HR (95% CI): 0.66 (0.49ï0.90)

Two-sided p = 0.008

Median follow-up 24 months

97.9%

95.6%

94.2%

91.9%

æ 2.3%

HR (95% CI): 0.73 (0.57ï0.92)

Two-sided p = 0.0083
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No. at risk

Neratinib 1420 1288 1257 1227 1188 1150 1108 1033 662

Placebo 1420 1367 1323 1291 1242 1206 1161 1089 704

No. at risk

Neratinib 1420 1316 1272 1225 1106 978 965 949 938 920 885

Placebo 1420 1354 1298 1248 1142 1029 1011 991 978 958 927

æ 2.5%

Months after randomisation Months after randomisation

1. Nerlynx(neratinib) EPAR Public Assessment Report. European Medicines Agency. 13 July 2018. EMA/CHMP/525204/2018. Availableat: 
https://www.ema.europa.eu/en/documents/assessment-report/nerlynx-epar-public-assessment-report_en.pdf; 2. Martin M, et al. Lancet Oncol. 
2017;18:1688ς1700. 

ITT iDFS 2-year analysis1 ITT iDFS 5-year analysis2

https://www.ema.europa.eu/en/documents/assessment-report/nerlynx-epar-public-assessment-report_en.pdf


ExteNET2-year Analysis: 
the absolute iDFSadvantage with neratinib in the HR+ subgroup is up to 4.1% 

Å NerlynxEPAR Public Assessment Report. European Medicines Agency. 13 July 2018. EMA/CHMP/525204/2018. Availableat: 
https://www.ema.europa.eu/en/documents/assessment-report/nerlynx-epar-public-assessment-report_en.pdf;

HR+ HR-

Neratinib

Placebo

No. at risk

Neratinib 816 735 719 697 677 653 629 591 380

Placebo 815 784 760 740 715 697 668 621 401

No. at risk

Neratinib 604 553 538 530 511 497 479 442 282

Placebo 605 583 563 551 527 509 493 468 303
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CI, confidence interval; HR, hazard ratio; HR+, hormone receptor positive; 
HR-, hormone receptor negative; iDFS, invasive disease-free survival.

HR (95% CI): 0.49 (0.31ï0.75)

p < 0.001
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HR (95% CI): 0.93 (0.60ï1.43)
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AssociationbetweenpCRand EFS (patient level)

BroglioKR et al. JAMA Oncol. 2016; Cortázar P. LancetOncol2014

HR negative: HR 0.29 (0.24-0.36) HR positive: HR 0.52 (0.40-0.66)

pCR

RD



Gianni L, et al. Lancet Oncol 2012; 13:25ς32

NeoSphere: Design

Neoadjuvant treatment
q3w x 4 Adjuvant treatment
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Trastuzumab + docetaxel (n = 
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Pertuzumab + trastuzumab 
+ docetaxel (n = 107)
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96)
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H, trastuzumab; P, pertuzumab; T, docetaxel

Neosphere: pCR rate (breast )

p = 
0.0141

50

40

30

20

10

0
TH THP HP TP

p
C

R
, 
%

 °
9
5

%
 

C
I

p = 0.0198

p = 

0.003

29.

0

45.8

16.8

24.0
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Gianni L, et al. Lancet Oncol2012; 13:25ς32

Neosphere: pCRrate (breast)
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docetaxel x 3 plus

trastuzu/ pertuzu

FEC x 3 Č docetaxel x 3 
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Trastuzumab
to 1 year

Trastuzumab
to 1 year

Docetaxel / carboplatin

Trastuzumab /pertuzumab

(TCH) X 6

Trastuzumab
to 1 year

FEC X3

Additional chemoRx 
if required

Schneeweiss, et al. SABCS 2011

SchneeweissA, et al. SABCS 2011 
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Gianni L et al. Lancet Oncol 2016; van MackelenberghMT. JCO 2023 

HER2+EBC:Whichfactorspredict relapseafter pCR?

NeoSphere: DFS  according pCR
(No adjuvant pertuzumab)

pCR15%

In pCR+ patients, cTand cNwere significant
independentprognosticfactorsfor EFS 


