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Treatment(End(Points(



MBC(:(Treatment(End(Points(

•  Prolonga/on(of(Survival(
•  Improvement(of(Quality(of(Life(

•  And(Cure?(



Overall(Survival(
according(to(response(to(front(line(CT(in(MBC((

Median(FU:(16(years(

2%(

PA(Greenberg,(JCO(1996(



Effect(of(Tumor(Response(on(Survival(

•  Tumor(response(is(a(highly(significant(predictor(of(survival!(p!<0.0001)!
•  Compared!with!no!response:!

–  CR,!HR!0.48!(95%!CI,!0.40!to!0.57)!
–  PR,!HR!0.69!(95%!CI,!0.62!to!0.77)!

•  Median!survival!Hme:!
–  CR,(28.8(months((95%(CI,(25.4(to(45.3)(
–  PR,(21.3(months((95%(CI,(19.2(to(22.4)(
–  No(response,(14.6(months((95%(CI,(13.9(to(15.4)(

P(Bruzzi,(JCO(2005(



Is(MBC(Survival(improving(?(

S(Giordano,(Cancer(2004(



•  Is(so(unexpected(to(find(a(5%(10`yr(OS((from(
relapse)(?((among(

– HR+/HER2`((independently(from(extension(and(
achievement(of(CR)(

– HER2+(responding((even(<CR)(to(an/`(HER2+(



Guide(Lines(



Wai/ng(for….(

•  Chemotherapy(prolongs(survival(for(isolated(
local(or(regional(recurrence(of(breast(cancer.(
The(CALOR(trial((Chemotherapy(as(Adjuvant(
for(Locallly(Recurrent(Breast(Cancer);(IBCSG(
27`02;(NSABP(B`37;(BIG(1`02(
– S(Aebi(
– Scheduled(at(San(Antonio,(December(6(



Metasta/c(Breast(Cancer(

•  Is#s$ll#valid#the#paradigm#that#MBC#is#
uncurable?#

•  Is#oligometasta$c#disease#(aggressively#
treated)#uncurable?#



NCCN(Guidelines(v3_2012(

NCCN#Guidelines#v2_2012,#Breast#Cancer7#www.nccn.org#



F(Cardoso,(The(Breast(2012(



Results((



EO(Hanrahan,(Cancer(2005(

259(pts( 26(pts(



EO(Hanrahan,(Cancer(2005(



EO(Hanrahan,(Cancer(2005(



T(Kobayashi,(BCRT(2012(



Decision(Making(
Process(



Decision(Drivers(

•  Extent(of(Disease(
•  HER2(
•  ER(and(PgR(
•  Life(Expectancy((age(and(comorbidi/es)(
•  Pretreatments(



Decision(Drivers(

•  Extent(of(Disease(
•  HER2(
•  ER(and(PgR(
•  Life(Expectancy((age(and(comorbidi/es)(
•  Pretreatments(



Process(

•  Staging(
•  Local(Therapy(
•  Systemic(Therapy(
– “Adjuvant(Style”(
– “MBC(Style”(



Believing(in(Local(Therapies(

O(Pagani,(The(Breast(2012(



Believing(in(Local(Therapies(
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Believing(in(Local(Therapies(



Rela/ve(and(Absolute(Risk(Reduc/on!

Deaths 
without 
Adjuvant 

Red RR 20% Deaths in 
spite of 
Adjuvant 

100 40 -8 32 

NNT:  100/8 = 12.5 



Rela/ve(and(Absolute(Risk(Reduc/on!

Deaths 
without 
Adjuvant 

Red RR 20% Deaths in 
spite of 
Adjuvant 

100 80 -16 64 

NNT:  100/16 = 6.25 

Selec/ng(pts(on(the(base(of(individual(risk!



Which(Systemic(Therapy?(



List(of(Agents(
•  Hormonotherapy(

–  Tamoxifen(
–  Anastrozole(or(Letrozole(
–  Exemestane(
–  Fulvestrant(HD(

•  An/`HER2(
–  Trastuzumab(
–  Lapa/nib(
–  TDM1(
–  Pertuzumab(

•  Chemotherapy(
–  Anthracycline((incl(liposomial)(
–  Taxane((incl(nab`paclitaxel)(
–  Capecitabine(
–  Vinorelbine(
–  Eribulin(
(

•  Bevacizumab(



Since(the(risk(is(high…..(
•  HER2+((
–  Trastuzumab(+(CT(!(Trastuzumab(+(HT(
(

•  TNBC(
–  “Adjuvant(Style”(POLICT((anthra(!(Tax)(
– Other(CT((MonoCT,(Cape`Vin,(Carbo`Gem)(
–  Pac(+(Beva(

•  HR+(/(HER2`(
– HT((+/`(CT(



And(the(Bio(Shins?(

•  HER2+((!(HER2`((((((Hold(Trastuzumab(
•  HER2`(((!(HER2+ (Add(Trastuzumab(

•  HR+((!(HR` ( (Hold(HT(
•  HR`((!(HR+(((((((((((((((Add(HT(



How(long?(

•  The(answer(is(easy(at((least(apparently)(for(
–  (HT(
–  (“Adjuvant(Style(CT”(

•  The(answer(is(difficult((or(no(answer)(for((
– Trastuzumab(
– Other(CT(
– Bevacizumab(



Tempta/ve(algorythm(1(

HER2+((

Previous!adjuvant!
T!>1!year!or!no!
Adjuvant!T!!

<!1year!adjuvant!T!

Taxane(+(Trastuzumab(!(
(HT*)(+(Trastuzumab((

Vinorelbine+(Trastuzumab(!(
(HT*)(+(Trastuzumab((

*!Change!from!NSAI!to!Exemestane!and!vice!versa;!change!from!Tam!to!AI!in!postm!



Tempta/ve(algorythm(2(

TNBC((

Previous!adjuvant!
CT!!>1!year!or!no!
CT!

<!1year!adjuvant!CT!

Taxane(based(CT( Change(CT,(considering:(Cape(
(+/`(Vino),(CMF,(Carbo`Gem,((



Tempta/ve(algorythm(3(

HER2`/(HR+((

Previous!adjuvant!
CT!!>1!year!or!no!
CT!

<!1year!adjuvant!CT!

Taxane(Based(CT(and(HT*( Capecitabine((+/`(Vino)(and(
HT*(

*!Consider!concomitant!HT!andChange!from!NSAI!to!Exemestane!and!vice!versa;!
change!from!Tam!to!AI!in!postm!



A(Role(for(“Neo”?(
YES(



MR!StraWon!et#al.#Nature!458,!719X724!(2009)!doi:10.1038/nature07943!

.!



C(Liedtke,(JCO(2008(



Conclusions(



The(reasonable(approach(

•  Consider!!“True”!OligometastaHc!Disease!as!a!
story!apart!

•  A_er!Local!Treatment,!Consider!an!“Adjuvant!
Style”!Systemic!Treatment!based!on!HER2/HR!
and!pretreatments!

•  If!Systemic!Treatment!is!started,!Consider!at!a!
point!the!Local!Treatment!and!a!susbequent!
Systemic!also!on!the!basis!of!a!Response!


