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WhyWhy preoppreop systemicsystemic therapytherapy??????

LOCALLY ADVANCED 

OR INFLAMMATORY BC
OPERABLE BC



 earlier treatment of 
micrometastatic disease

 in vivo treatment sensitivity
assessment/prognostic information

 translational studies

 increased operability of 

inoperable tumors

 decreased extent of surgery

 time for genetic testing

PROS

 delay in local treatment (risk of tumor 

progression)

 loss of prognostic information from full

pathological assessment of untreated

tumor 

 risk of under/overtreatment

CONS



EfficacyEfficacy = = adjuvantadjuvant ChTChT

Wolmark, JNCI Monogr 2001, Mauri, JNCI 2005, EBCTCG, Lancet Oncol 2018



otherother measuresmeasures of of efficacyefficacy……

BCT rate EBCTCG, Lancet Oncol 2018



but…but…

EBCTCG, Lancet Oncol 2018



WhoWho benefitsbenefits from from 
preoppreop treatmenttreatment??

Cortazar, Lancet 2014



MeaningMeaning of pCRof pCR

surrogate for cure? selection of best prognosis
patients?



pCR pCR 
and and survivalsurvival? ? 
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DoesDoes pCR pCR translatetranslate intointo improvedimproved longlong--
term term outcomesoutcomes??????

AC AC->T preop AC->Tpostop

DFSoverall survival
Rastogi, JCO 2008



ALTTO

DoesDoes pCR pCR translatetranslate intointo improvedimproved longlong--
term term outcomesoutcomes??????

Piccart, JCO 2015



responders

DoesDoes pCR pCR translatetranslate intointo improvedimproved longlong--
term term outcomesoutcomes??????

GeparTrio

pCR

von Minckwitz, JCO 2013

non-responders



FDA metaanalysis 

DoesDoespCRpCR translatetranslate intointo improvedimproved longlong--
term term outcomesoutcomes??????

Cortazar, Lancet 2014



NeoadjuvantNeoadjuvant systemicsystemic
therapytherapytherapytherapy



Breast Breast cancercancer isis not a single not a single diseasedisease……

Breast cancer

ER+

HER2+ genomic
Breast cancer HER2+

TNBC

• genomic
grade/proliferation

• TNBC subtype

• BRCA mutations

• …….



pCR pCR prognosticprognostic valuevalue by by phenotypephenotype

Cortazar, Lancet 2014



TNBCTNBCTNBCTNBC



Role Role 
of of platinumplatinum??

GeparSixto

von Minckwitz, Lancet Oncol 2014;  Loibl Ann Oncol 2018
Sikov JCO 2015; Sikov, SABCS 2015

CALGB 40603



Luminal breast Luminal breast cancercancerLuminal breast Luminal breast cancercancer



Do luminal BC Do luminal BC patientspatients benefit from ChT?benefit from ChT?

endocrine

responsiveness

Colleoni, BCRT 2009

invasive ductal
carcinoma

invasive lobular
carcinoma



IsIs pCR pCR reallyreally importantimportant

in luminal BC?in luminal BC?

Cortazar, Lancet 2014



soso maybemaybe endocrineendocrine
therapytherapy??????therapytherapy??????



Semiglazov, Cancer 2007

328 postmenopausal pts
st. IIB-III



Semiglazov, Cancer 2007



neoPAL

letrozole + palbociclib v. 3x FEC  3x DXL

LET PALBO (n=53) CHEMO (n=53)

Best clinical

response

CR 16 (31,4%) 15 (30%)

PR 22 (43,1%) 23 (46%)

Cottu, ESMO 2017

response SD 13 (25,5%) 12 (24%)

NA 2 3

Breast surgery

Mastectomy 16 (30,8%) 16 (31,4%)

Conserving

surgery
36 (69,2%) 35 (68,6%)

NA 1 2



Neoadjuvant ET Neoadjuvant ET 
in in postmenopausalpostmenopausal patientspatients

Barroso-Sousa, Ecancermedicalscience 2016



Neoadjuvant ET Neoadjuvant ET 
in in premenopausalpremenopausal patientspatients

Masuda, Lancet Oncol 2012



How to How to predictpredict the the efficacyefficacy of NET???of NET???

POETIC

Robertson, SABCS 2017

tumor Ki67 expression

4486 postmenopausal
ER/PgR (+) BC



HER2+ breast HER2+ breast cancercancerHER2+ breast HER2+ breast cancercancer
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NOAH

PreoperativePreoperative trastuzumabtrastuzumab

Gianni, Lancet Oncol 2014
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52 weeks



Dual Dual blockadeblockade
–– trastuzumab + trastuzumab + lapatiniblapatinib
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Loibl, Lancet 2017
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Dual Dual blockadeblockade
–– trastuzumab + pertuzumabtrastuzumab + pertuzumab

NeoSphere
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pCR in HER2+ pCR in HER2+ breastbreast cancercancer

Loibl, Curr Opin Obstet Gynecol 2015



Dual Dual blockadeblockade
–– trastuzumab + pertuzumabtrastuzumab + pertuzumab

Gianni, Lancet Oncol 2016



CanCan we dewe de--escalateescalate??????

KRISTINE

Hurvitz, Lancet Oncol 2018



CanCan we we improveimprove the the outcomeoutcome in in 

poorpoor respondersresponders??????poorpoor respondersresponders??????



responders

ResponseResponse guidedguided treatmenttreatment????????

GeparTrio

von Minckwitz, JCO 2013

non-responders



ConceptConcept of postof post--neoadjuvantneoadjuvant
therapytherapy

pCRneoadjuvant
systemic

post-
neoadjuvant

surgery

No pCR

systemic
therapy

neoadjuvant
systemic
therapy



KATHERINEKATHERINE

residual 
invasive disease 
in the breast or 

axilla

HER2-positive 
early

breast cancer
surgeryPST

adjuvant
T-DM1

(743 patients)

adjuvant
trastuzumab
(743 patients)

von Minckwitz, NEJM 2018



KATHERINEKATHERINE

von Minckwitz, NEJM 2018

iDFS

freedom from

distant recurrence

OS



CREATECREATE--XX

residual 
invasive disease 
in the breast or 

axilla

HER2-negative 
early

breast cancer
surgeryPST

adjuvant
capecitabine
(443 patients)

no further ChT
(444 patients)

Masuda, NEJM 2017



CREATECREATE--XX

Masuda, NEJM 2017

all patients

TNBC
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