
!!
Programmi(terapeu-ci(per(la(neoplasia(prosta-ca:(EBM(e(appropriatezza!

!

!
!

Standard!clinici!della!mala-a!in!progressione!!

!

!

Stefano!Pergolizzi!
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Mala7a(localizzata(

Solo(incremento(del(PSA(

Mala7a(metasta-ca(

Morte  

Progressione!del!carcinoma!prosta?co!
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Prevalenza!in!Italia!



Quadri!clinici!

Recidiva!biochimica!dopo!chirurgia!

Recidiva!Locale!dopo!RT!

!

Recidiva!Regionale!!

!

Progressione!“oligometasta?ca”!!

!

Progressione!con!metastasi!plurime!

!

Progressione!durante!ADT!

!

Mala-a!resistente!alla!castrazione!

A!

B!

C!

D!
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Padova,!8811!Novembre!2014!

Quadri!clinici!

Recidiva!biochimica!dopo!chirurgia!

!

!

Recidiva!Locale!dopo!RT!

rTX!!rN0!!rM0!



Definizione!

Recidiva!biochimica!dopo!chirurgia!

!

PSA!>0.2ng/ml!(due!incremen?!consecu?vi)!

!

!

Recidiva!locale!dopo!radioterapia!

!

PSA!2ng/ml!al!di!sopra!del!nadir!postRT!

Stephenson!!AJ!
JCO!2006!

Roach!III!M!
IJROBP!2006!

Padova,!8811!Novembre!2014!



Recidiva!biochimica!dopo!chirurgia!

! ! !!!!Terapia!

PSA!<0.5! !Radioterapia!sola !DT!64866Gy

!!

!

PSA!>0.5! !!!

!

PSA!DT!<12!mesi!

!

GS!>8!

!

pT3b!

Padova,!8811!Novembre!2014!

Radioterapia!DT!64866Gy!

!

+!

!

ADT(

Heidenreich(A(Eur(Urol(2014(



Recidiva!biochimica!dopo!chirurgia!

Risulta?!a!6aa!(BiR8FS)!

!!

PSA!Val. ! !! !%!

!

<0.5! ! ! ! !48 !!

!

>0.51!!<1! ! ! !40!!

!

>1.01!<1.5 ! ! !28!

!

>1.5 ! ! ! !18!
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Stephenson(A((JCO(2007(
Swanson(GP(SWOG(8794(JCO(2007(



Recidiva!locale!dopo!radioterapia!

!!!!!!!!!!!!!!!!!!!!!!!Terapia!!
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Prostatectomia!radicale!
No(comorbidità ( (AspeP.vita(>10aa(
rT1T2 ( ( (GS(≤7 ( (PSA(<10(
(
Criochirurgia ( ( (Se(chirurgia(non(indicata(
(
HIFU ( ( ( (No(standard(
(
RT(Retreatment ( (Standard(?? ((
(EBRTTBrachiRT)((
(

ADT( ( (nel(93%(dei(casi(
(



Recidiva!locale!dopo!radioterapia!

!!!!!!!! ! !Risulta?!
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!
Prostatectomia(radicale(

! ! !5aa!(%) ! !10aa!(%)!

BiR8FS ! ! !47882!!!!!!!!!!!!!!28853!

OS ! ! !70883!!!!!!!!!!!!!!54889!

! ( ( (Chade((Eur(Urol(2012(
( ( ( ((

Criochirurgia(
! ! !5aa!(%) ! !!

BiR8FS ! ! !21850!

OS ! ! !85!

! ! ! !Eisenberg(Urology(2008(
( ( ( (Pisters(J(Urol(2008(
( ( ( (Chade((Eur(Urol(2012(

((((((((
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Recidiva!Regionale! ! ! !!

!

Oligorecidiva ! ! ! !!

!

Progressione!“oligometasta?ca” !!

Quadri!clinici!

rT0!!rN081!!rM081a8b!



Yuzuru!Niibe*!and!Kazushige!Hayakawa!

Jpn!J!Clin!Oncol!2010;40:107–!1110!
!!
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Mala-a!in!stadio!rIV!ormono8sensibile!

!

Deprivazione!androgenica!!

!

Analogo!LH8RH!+/8!an?androgeno!non!steroideo!

!

standard(aPuale((
!
!

!

American!Society!of!Clinical!Oncology!prac?ce!guideline.!
J!Clin!Oncol!25:159681605,!2007!



Although!no!randomised!trials!are!available!

comparing!MDT!with!no!treatment!or!other!

therapeu?c!op?ons,!these!treatment!op?ons!

are!rou?nely!offered!to!pa?ents!based!on!the!

promising!data!of!large!registries!and!case!series……!!

Treasure!T,!Milosevic!M,!Fioren?no!F,!Macbeth!F.!
Pulmonary!metastasectomy:!what!is!the!prac?ce!and!

where!is!the!evidence!for!effec?veness?!
!Thorax!2014;69:946–9.!!

!
Garden!OJ,!Rees!M,!Poston!GJ,!et!al.!Guidelines!for!

resec?on!of!colorectal!cancer!liver!metastases.!!

Gut!2006;55(Suppl!3):iii1–8.!!
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Terapia!“direpa!alle!metastasi”!

!

Chirurgia!(rN1)!

!

Radioterapia!(rN1,!rM1a8b)!

!

Recidiva!Regionale!

Oligorecidiva!

Progressione!“oligometasta?ca”!
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Recidiva!Regionale!

Chirurgia!(rN1)!
!

Fapori!prognos?ci!

!

! ! ! !PSA!<2.1 ! !GS!<8!

!

PFS ! !3aa ! !5aa ! !8aa!

!

! !43864! !52 ! !38!
!
!

! ! ! ! !Suardi!N! ! !Eur!Urol.!In!press.!!

! ! ! ! !Jilg!CA ! !J!Urol!2012!
!

LND(rPD(alone(in(47T59%(
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PFS!at!1–3!yr!of!follow8up!!

for!studies!with!>15!pts.!!
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Recidiva!IV!stadio!

RT!(rN18rM1a8b)!
!
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!

!

!

!

Progressione!con!metastasi!plurime!

Quadri!clinici!

Sintoma?co! Asintoma?co!

rTX!!rNX!!rM1c!



Men!with!prostate!cancer,!no!bone!
metastases,!and!rising!PSA!despite!androgen!

depriva?on!therapy!have!a!rela?vely!indolent!
natural!history!

Only!one!third!of!men!developed!bone!
metastases!at!2!years,!and!the!median!

metastasis8free!survival!was!approximately!30!
months.!

Baseline!PSA!and!PSA!velocity!independently!
predicted!?me!to!first!bone!metastasis,!overall!

survival,!and!bone!metastasis–free!survival.!

Padova,!8811!Novembre!2014!



Mala-a!resistente!alla!castrazione!

!

Definizione((
!

8Testosteronemia!<!50ng/ml!o!<!1.7!nmol/l!

!

83!incremen?!consecu?vi!PSA!(a!distanza!1!se-mana)!
!2!incremen?!del!50%!oltre!nadir!con!PSA!>2!

!

8Terapia!androgeno8depriva?va!è!stata!!conver?ta!in!BAT;!

!
8La!monoterapia!con!an?androgeno!puro!è!stata!conver?ta!in!BAT;!

!

8BAT!già!conver?to!con!stop!an?androgeno!

!

8!Ulteriore!PD!OSS!!o!LYM!o!OTH!!
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Phase(III(COUTAAT301(Study(
1195(pts(

Fizazi!K!et!al.!Lancet'Oncol'2012;13(10):983892.!

OS(Mediana:(15.8(vs(11.2(months(

2:1 
•  mCRPC!

•  PD!dopo!docetaxel!

•  PSA!progression!
R(

Abiraterone((
+(Prednisone((

(n(=(797)(

Placebo(+(Prednisone(

((n(=(398)0(
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! ! ! !Berthold!DR!et!al.!J'Clin'Oncol'2008!
! ! ! !Tannock!IF!et!al.!N'Engl'J'Med'J'Med'2004;351:1502812.!

OS(Mediana:(19.2(vs(17.8(vs(16.3(mesi(

50%(decremento(PSA:(45%(vs(48%(vs(32%(

Riduzione(dolore:(35%(vs(31%(vs(22%(

Miglioramento(QoL:(22%(vs(23%(vs(13%(

R(

Phase!III!TAX8327!Study!of!Docetaxel!!

1006!pts!

!

•  Pazien-(con(mCRPC(
•  PSA(in(aumento(

Docetaxel(ogni(3(wk((
+(Prednisone(

Docetaxel((se7manale((
+(Prednisone(

Mitoxantrone((
+(Prednisone(
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! ! ! !www.clinicaltrials.gov;!April!2013!(NCT00417079)!

! ! ! !De!Bono!JS!et!al.!Lancet!2010;376(9747):114781154.!!

OS(Mediana:(15.1(vs(12.7(mesi(

PFS(mediana:(2.8(vs(1.4(mesi(

Tossicità(Grado(3(aumentata(con(cabazitaxel:(neutropenia,(diarrea(

1:1 

Phase!III!TROPIC!Study!of!Cabazitaxel!!

755!pts!

!

Pazien?!in!PD!durante!o!dopo!terapia!

con!docetaxel!
R(

Cabazitaxel((
+((

Prednisone(
(n(=(378)(

Mitoxantrone((
+((

Prednisone(
(n(=(377)((
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Currently,!there(is(lack(of(evidence(on(a(specific(sequence(
of(therapy.!!
!

…..physicians!should!adhere!to!the!inclusion!criteria!of!the!

various!clinical!trials!when!trea?ng!realTworld(pa-ents!with!
CRPC.!!
!

Furthermore,!the!EAU!guideline!panel!on!PCa!believes!that!

any(pa-ent(with(Pca(and(especially(CRPC(is(on(a(clinical(
trial(
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Nella!mala-a!prosta?ca!in!progressione!la!radioterapia!

!

ha!ruolo!in!TUTTI!i!quadri!clinici!
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