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Is(there(something(in(common(between(prostate((
cancer(and(lymphomas?(



!  Overall,( diseases(with( rela<vely( good( outcomes,( the( priority( in(
both(cases(is(that(of(selec<ng(pa<ents(with(good( (prognosis(for(
deMintensified(treatments(

!  In( both( cases,( the( beOer( combina<on( of( drugs( and( radia<on(
should(be(defined(

!  Finally,(many(new(drugs(became(available(in(the(last(few(years(
both( for( lymphomas(and(prostate( cancer( and( should(find( their(
place(in(the(therapeu<c(sequence(



Act$One:$
Lymphomas$



Radia%on(therapy(for(lymphomas(has(been(killed,(at(last,(…in(2015(
(or(not?)(





«Old»((risk(groups(are(no(more(sufficient(to(select(
pa%ents((categories(suitable(for((deEintensifica%on(((or(

intensifica%on)(strategies…(They(are(different(…(
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Fig. 1  
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Fig. 3  
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In( ( April( 2014,( the((
preplanned( interim(
analysis( of( the( H10(
study( (EORTCELYSAE
FIL)( was( published(
i n ( J C O(
(32:1188E1194).((
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Thus,(radiotherapy(for(Hodgkin’s(disease(is(…(



2.(Follicular(lymphomas(







Cancer,(2015;(121:3325M34.(

Na<onal(Cancer(Database(Data((1998M2012(
36,961(Stage(IMII,(Grade(1M2(follicular(lymphoma(





«RT(is(an(increasingly(underused(treatment(approach(in(the(era(of(modern(therapy(for(
pa<ents(with(earlyMstage(follicular(lypmhomas.(The(use(of(RT(appears(to(improve(OS(and(
should(remain(standard(prac<ce(as(encouraged(by(clinical(prac<ce(guidelines…»(



Thus,(radiotherapy(for(follicular(lymphomas((is(…(



3.(High(grade(lymphomas(in(the(postE
Rituximab(era(



! Open(issues(

! Redefining(indica%ons(ader(widespread(use(of(RECHOP(
! Role(in(advanced(stage((bulky(disease)(
! Role(in(early(stage(in(associa%on(with(less(chemotherapy(
! Selec%on(of(pa%ents(for(deEescala%on(with(early(PET(
! Dose((30(vs(40(Gy)(



Study#Details(
Depending(on(risk(factors,(pa%ents(received(4#or#6#consecuJve#cycles#of#RMCHOP14,(
followed#or#not#by(involvedMfield#radiotherapy#at#40#Gy#delivered(4(weeks(ader(the(last(
cycle(of(RECHOP.(All(pa%ents(were(evaluated(by(fluorodeoxyglucose–positron(emission(
tomography((FDGEPET)(at(baseline,(ader(4(cycles(of(RECHOP,(and(at(the(end(of(treatment.((
The(recommenda%on(was(that(paJents#in#parJal#response#(tumor#regression#>#50%#but#a#
persistent#posiJve#FDGMPET)#a[er#cycle#4#receive#an#addiJonal#2#cycles#of#RMCHOP#
followed#by#radiotherapy.(The(primary(objec%ve(was(eventEfree(survival(1(year(ader(the(last(
randomiza%on.(
There(were(301#evaluable#paJents#(median(age,(56(years),(of(whom(82%(had(normal(LDH(
levels,(96%(had(no(B(symptoms,(and(the(majority(had(an(Interna%onal(Prognos%c(Index(
score(of(1(to(2.(The(main(tumor(site(was(cervical(lymph(nodes,(and(40%(had(extranodal(
sites.(
(
No#AddiJonal#Benefit#of#Radiotherapy(
No#significant#benefit#was#observed#in#the#cohort#receiving#radiotherapy#a[er#RMCHOP#(n#=#
151)#compared#with#the#group#receiving#RMCHOP#alone#(n#=#150).#Complete#response#rates#
overall#were#84%,#and#14%#of#paJents#a`ained#parJal#responses#and#three#paJents#had#
stable#disease.#
In(the(intentEtoEtreat(analysis,(ader(51(months’(median(followEup,(eventEfree(survival(at(5(
years(was(88%,(with(88.4%(for(the(radiotherapy(arm(and(87.3%(for(the(RECHOP(alone(arm(
(P(=(.13).(Overall(survival(was(91%(for(the(whole(popula%on(and(92%(for(the(radiotherapy(
arm(and(90%(for(the(RECHOP–alone(arm((P(=(.33),(

Phase#III#02M03#trial#from#the#Lysa/Goelams#group,#presented#at#
the#56th#American#Society#of#Hematology#(ASH)#Annual#MeeJng##



By(assignment(group,(complete#responses#were#observed#in#82%#a[er#RMCHOP#alone#and#85%#a[er#
RMCHOP#plus#radiotherapy;#parJal#responses#(PETMposiJve)#were#observed#in#16%#and#12%,(and(
stable(disease(was(noted(in(one(and(two(pa%ents,(respec%vely.(
At(the(end(of(treatment,(complete(responses(were(observed(in(93%(and(95%,(respec%vely.(There(
were(par%al(responses(in(seven(pa%ents(treated(with(RECHOP(alone(and(one(pa%ent(treated(with(RE
CHOP(plus(radiotherapy,(and(stable(disease(was(reported(in(two(pa%ents(in(the(RECHOP(arm.(
For(the(43(pa%ents(who(were(par%al(responders(ader(cycle(4,(37((86%)(received(2(addi%onal(cycles(of(
RECHOP(plus(radiotherapy,(whereas(6(pa%ents(were(treated(with(a(different(regimen,(with(or(without(
radiotherapy.(Of(these(43(pa%ents,(40(ul%mately(apained(a(complete(response.(Ader(complete(
response,(5Eyear(eventEfree(survival(was(89%(in(the(RECHOP–alone(arm,(and(91%(in(the(RECHOP(plus(
radiotherapy(arm.(
(
“A[er#4#cycles#of#RMCHOP,#adding#2#cycles#plus#radiotherapy#for#paJents#in#parJal#response#induced#
similar#outcomes#as#compared#to#paJents#who#obtained#a#complete#response”#
#

Relapses#occurred#in#12#paJents#(8%)#in#the#RMCHOP–alone#arm#and#8#paJents#(5%)#of#the#arm#
receiving#RMCHOP#plus#radiotherapy,#which#was#not#a#significant#difference.((
(
The(median(%me(to(relapse(was(21(months.(In#the#radiotherapy#arm,#none#of#these#relapses#
occurred#at#the#iniJal#tumor#site,(but(in(the(RECHOP–alone(arm,(5(of(12(relapses(occurred(at(that(site.(
Altogether,(nine(pa%ents(developed(progressive(disease.(



Role#of#radiotherapy#in#paJents#with#earlyMstage#diffuse#large#B#cell#lymphoma#who#had#achieved#complete#
remission#a[er#chemotherapy.#

2015#ASCO#Annual#MeeJng####M##J#Clin#Oncol#33,#2015#(suppl;#abstr#e19502)#

Author(s):#Yuan#Zhu,#Jianjiang#Liu,#et#al.,#Hangzhou,#China;#Zhejian#

(
Background:(In(the(rituximab(era,(results(of(randomized(trials(and(relevant(studies(focused(on(the(role(of(
consolida%on(radiotherapy((RT)(in(stage(I–II(diffuse(large(B(cell(lymphoma((DLBCL)(were(very(few.((
The(objec%ve(of(this(study(is(to(inves%gate(the(role(of(consolida%on(radiotherapy((RT)(in(pa%ents(with(stage(I–II(
diffuse(large(B(cell(lymphoma((DLBCL)(who(had(achieved(complete(remission(ader(chemotherapy.((
Methods:(Between(January(2005(and(December(2012,(data(for(376#paJents#with#early#stage#DLBCL#in#complete#

remission#a[er#CHOP#or#RMCHOP(for(at(least(three(cycles(were(analyzed(retrospec%vely.(The(median(age(was(53(
years.((
Pa%ents(were(divided(into(four(groups:(the(RMCHOP#group#(93#paJents),#the#RMCHOP+RT#group#(78#paJents),#the#
CHOP#group#(107#paJents)#and#the#CHOP+RT#group#(98#paJents).((
All(pa%ents(used(Involved(–field(radiotherapy(and(the(total(dosage(ranged(from(30(Gy(to(56(Gy.((
Results:(During(a(median#followMup#of#53#months#(range(4–128(months),(the(5Eyear(actuarial(rates(for(disease(free(
survival((DFS)(and(overall(survival((OS)(across(all(376(pa%ents(were(80.7%(and(87.6%,(respec%vely.((
The#5Myear#DFS#and#OS#of#the#RMCHOP+RT#group#were#be`er#than#the#RMCHOP#group#(5Myear#DFS:#94.9%#vs.#

88.1%,#P#=#0.030;#5Myear#OS:#97.9%#vs.#86.0%,#P#=#0.026).##

No(significant(DFS(or(OS(benefits(were(observed(between(the(CHOP+RT(group(and(the(CHOP(group((5Eyear(DFS:(
74.2%(vs.(71.4%,(P(=(0.623;(5Eyear(OS:(74.2%(vs.(71.4%,(P(=(0.623).((
Conclusions:#Our(study(indicates(that(consolida%on(radiotherapy(can(only(improve(DFS(or(OS(of(the(pa%ents(with(
early(stage(DLBCL(in(complete(remission(ader(RECHOP(chemotherapy(not(CHOP(regimen.(All(early(stage(pa%ents(
are(recommended(to(undergo(rituximabEcontaining(chemotherapy(followed(by(consolida%on(radiotherapy.(
Relevant#randomized#trials#are#needed#to#tesJfy#this#quesJon.#





Thus,(radiotherapy(for(high(grade(lymphomas(is(…(



Is((chemotherapy((for((lymphomas((dying(?(



There(has(been(a( recent(emergence(of(novel# targeted#agents( for( treatment(of(
Hodgkin( and( nonEHodgkin( lymphoma.( In( par%cular,( anJbodies# and# anJbodyM
drug# conjugates# directed# against# surface# anJgens,# agents# that# block# immune#
checkpoint# pathways,# and# small# molecule# inhibitors( directed( against( cell(
signaling(pathways(have(shown(significant(promise(in(pa%ents(with(relapsed(and(
refractory(disease(and( in( the( frontline( serng.(With# the#development#of# these#
new# therapies,# cytotoxic# chemotherapy# may# be# avoided# enJrely# in# some#
clinical# serngs.( This( review(will( present( the( latest( informa%on(on( these( novel(
treatments(in(Hodgkin(and(nonEHodgkin(lymphoma(and(will(discuss(both(recently(
approved(agents(as(well(as(drugs(currently(being(studied(in(clinical(trials.(



Novel#AnJbodies#Directed#
against#Immune#Checkpoint#

Proteins#

Ipilimumab$(An78CTLA84)$
Pidilizumab$(An78PD1)$
Nivolumab$(An78PD1)$
Pembrolizumab$(An78PD1)#
#

Novel#Small#Molecule#
Inhibitors#

Ibru7nib$(BTK$Inhibitor)$
Idelalisib$(PI3Kd$Inhibitor)#
Duvelisib$(PI3Kgd$Inhibitor)$
TGR81202$(PI3Kd$Inhibitor)#
#
#



CD30#is#expressed#on#several#subtypes#of#
lymphoma,#most#notably#anaplasJc#large#cell#
lymphoma#(ALCL)#and#ReedMSternberg#cells#in#

classical#HL.#Because#its#expression#in#normal#
cells#is#limited#to#acJvated#B#and#T#cells,#it#is#a#

desirable#therapeuJc#target.#However,#iniJal#
studies#with#monoclonal#anJbodies#targeJng#
CD30#had#limited#success#[27].#Brentuximab#

vedoJn#(BV)#is#an#anJMCD30#monoclonal#
anJbody#which#is#linked#to#the#

anJmicrotubule#agent#monomethyl#auristaJn#
E#(MMAE).#BV#has#shown#remarkable#
effecJveness#in#both#ALCL#(as#well#as#other#

peripheral#T#cell#lymphomas)#and#HL.#Current#
phase#3#trials#are#in#progress#which#may#
dramaJcally#change#frontline#therapy#for#

both#of#these#agents,#similarly#to#rituximab#in#
BMcell#NHL.##

AnJ#CD#19,#20,#40#

Another# method# to# target# CD19#
e x p r e s s i n g# t umo r# c e l l s # i s # v i a#
blinatumomab,#which# is#a#bispecific#T#cell#

engager# anJbody# construct# which# has#
specificity# for# both# CD19# and# CD3#

anJgens,# with# the# goal# of# # engaging# the#
CD3Mexpressing# cytotoxic# T# cells# to# lyse#
CD19# e x p r e s s i n g# t umo r# c e l l s# .#

Blinatumomab# is# now# primarily# being#
studied# and# used# in# paJents# with# ALL,#

promising# results# in# relapsed/refractory#
aggressive# lymphomas.# Chimeric# anJgen#
receptor# (CAR)# TMcell# therapy,#which# uses#

autologous# infusion# of# geneJcally#
engineered# T# cells# that# express# chimeric#
anJgen# receptors# targeJng# surface#

anJgens,# like# CD19,# is# being# invesJgated#
for# lymphoma# treatment# with# promising#

preliminary#data#



..(Not((yet,(too….(



Act$Two:$$
Prostate$Cancer$





»  RCT with novel multi-arm, multi-stage design 
»  Patient population: men with hormone-naïve PCa  

»  High-risk N0 M0 with ≥2 of: stage T3/4; PSA ≥40ng/ml; GS 8-10 
»  N+ PCa 
»  M+ PCa 

»  ≥1 of: PSA ≥4ng/ml and rising with doubling time <6 mo; PSA 
≥20ng/ml; N+ PCa; M+ PCa 

»  4 arms are presented (pts recruited 2005-2013) 

James ND. J Clin Oncol 2015:33(15S):269s(abs.5001) 

Docetaxel ± ZA added to standard of care for 
hormone-naïve PCa: STAMPEDE results 

(1/3) 



»  Survival outcomes at median FU 42 mo 

James ND. J Clin Oncol 2015:33(15S):269s(abs.5001) 

Adding docetaxel to ADT ± RT improves OS by average of 10 mo. 
Adding ZA to ADT ± RT does not improve OS. 

Adding ZA + docetaxel to ADT ± RT does improve OS, but there is no 
obvious benefit over adding docetaxel alone 

Docetaxel ± ZA added to standard of care for 
hormone-naïve PCa: STAMPEDE results 

(2/3) 

Data from oral presentation 



»  Outcomes in M+ (61% of pts) and M0 (39% of pts) subgroup: ADT±RT vs ADT±RT
+D:  

 
»  Adverse events 

James ND. J Clin Oncol 2015:33(15S):269s(abs.5001) 

Docetaxel should be considered for routine practice in fit men with newly 
diagnosed M+ PCa. It is too soon for a recommendation in men with high-risk 

M0 PCa 

Docetaxel ± ZA added to standard of care for 
hormone-naïve PCa: STAMPEDE results 

(3/3) 

Data from oral presentation 





»  Multi-centre phase III trial; N=385 hormone-sensitive M+ PCa pts randomised 
to ADT alone vs ADT +  D (75 mg/m² q3wk up to 9 cycles) 

»  Median FU: 83 mo 

Gravis G. J Clin Oncol 2015:33(Suppl 7S):abs.140 

ADT alone vs ADT + docetaxel (D) for hormone-naïve 
M+ PCa: long-term results of the GETUG-AFU 15 trial 

Data from oral presentation 

(1/3) 



»  Retrospective application of “extent of disease” criteria of CHAARTED to 
GETUG 15 data 

Gravis G. J Clin Oncol 2015:33(Suppl 7S):abs.140 

ADT alone vs ADT + docetaxel (D) for hormone-naïve 
M+ PCa: long-term results of the GETUG-AFU 15 trial 

(2/3) 



»  Multivariable analysis for OS: 

»  80% of pts in the ADT arm and 45% of pts in the ADT + D arm received 
docetaxel beyond PSA progression 

»  The differences in outcomes between GETUG & CHAARTED will need to be 
further examined before practice can be changed. The outcomes of additional 
trials such as STAMPEDE (ASCO 2015) are awaited to further define the role 
of chemotherapy in hormone-naïve metastatic PCa 

Gravis G. J Clin Oncol 2015:33(Suppl 7S):abs.140 

The addition of ADT to docetaxel in hormone-naïve M+ PCa pts does not 
significantly improve OS in the GETUG-AFU 15 trial 

ADT alone vs ADT + docetaxel (D) for hormone-naïve 
M+ PCa: long-term results of the GETUG-AFU 15 trial 

Data from oral presentation 

(3/3) 



»  Patient population in 3 trials 

 
»  These are not men with slowly progressive disease who develop metastases 

several yrs after diagnosis and local tx 

Based on presentation Tannock I at ASCO 2015 

Until longer FU of GETUG-AFU12, RTOG 0521 and STAMPEDE is available, 
men with M0 PCa who are to receive RT+ADT should not be offered 

additional docetaxel 

The role of chemotherapy in hormone-naïve PCa 



»  Phase III RCT; N=563 high-risk PCa pts 

 
»  Median FU: 6 yr 

Sandler HM. J Clin Oncol 2015:33:(abs.LBA5002) 

RT + ADT ± docetaxel for  high-risk localised 
PCa: results from RTOG 0521 

(1/2) 

Data from oral presentation 



Sandler HM. J Clin Oncol 2015:33:(abs.LBA5002) 

Adj docetaxel to ADT + RT for pts with high-risk localised PCa might improve 
OS, however longer FU is needed and this is not the new standard of care 

RT + ADT ± docetaxel for  high-risk localised 
PCa: results from RTOG 0521 

(2/2) 

Data from oral presentation 



»  Multi-centre, phase III, randomised PCS III trial; N=600 intermediate-risk PCa 
pts randomised to 1 of 3 arms: 

»  Median FU: 6.5 yr; 21.7% pts died; 1.2% pts died from PCa 

Nabid A. J Clin Oncol 2015:33(15S):273s(abs.5019) 

6 mo ADT + RT (70 Gy and 76 Gy) improved DFS compared with RT (76 
Gy); longer FU is needed for OS 

RT ± short-term ADT in pts with intermediate-risk 
PCa 

Data from poster 



»  French, multi-centre, randomised, open-label, phase III trial; N=742 pts with 
undetectable PSA for ≥6 mo after RP who had a PSA relapse, randomised to 
RT alone (66 Gy prostate ± 46 Gy pelvis) or RT + 6 mo ADT (2006-2010) 

»  Median FU: 63 mo 
»  Survival outcomes 

»  QoL outcomes: evolution between inclusion and yr 1 (% of pts) (by QLQ-C30) 

Carrie C. J Clin Oncol 2015:33(15S):270s(abs.5006) 

Short-term ADT + RT as salvage tx for PSA-relapse 
after RP: results from GETUG-AFU 16 trial  

(1/2) 



»  Toxicity outcomes 

Carrie C. J Clin Oncol 2015:33(15S):270s(abs.5006) 

Short-term ADT + RT as salvage tx for PSA relapse 
after RP: results from GETUG-AFU 16 trial  

RT + short-term ADT vs RT alone as salvage tx for PSA relapse after RP 
significantly improved PFS without increasing grade ≥3 toxicity. After 63 mo 

median FU, there was no difference in OS 
Data from oral presentation 

(2/2) 





Post RP p2-3 
pN0  

psa >0.2 <4 

64.8 Gy + 24 
mos casodex 

64.8 Gy + 
placebo 



#From#3/98#to#3/03,#761#eligible#paJents#(median#age#65)#were#randomized#to#RT#+#
AAT#(384)#or#RT#+#placebo#(377).#248#paJents#(33%)#were#pT2pN0#and#513#paJents#

(67%)#were#pT3pN0.# #671#paJents# (88%)#had#a#PSA#nadir#a[er#RP#of#<#0.5#ng/ml.##
649#paJents#(85%)#had#an#entry#PSA#value#of#<1.6,#112#paJents#(15%)#had#an#entry#

PSA#of#1.6M4.# #Median#follow#up#was#12.6#years.#The#actuarial#overall#survival#at#10#
years#was#82%#for#RT#plus#AAT#and#78%#for#RT#+#placebo#and#a#hazard#raJo#of#0.75#

(95%#CI:# 0.58M0.98)#with# a# 1Msided# pMvalue# of# 0.018# (2Msided# pMvalue# =# 0.036).# PSA#

progression#was#defined#as#a#PSA#>#0.5#ng/ml#in#paJents#whose#treatment#resulted#
in#an#undetectable#PSA#or,#if#not,#when#the#PSA#rose#0.3#ng/ml#above#the#entry#PSA.#

Freedom#from#PSA#Progression# (FFP)#esJmated#at#10#years#was#46%# for#RT#+#AAT#

and#30%#for#RT#+#placebo#(p#<#0.001).#The#12Myear#incidences#of#PC#centralMreviewed#
deaths#were#2.3%#for#RT#+#AAT#and#7.5%#for#RT#+#placebo#(p<0.001).The#cumulaJve#

incidence# of# metastaJc# PC# at# 12# years# was# less# in# the# RT# +# AAT# arm,# 14%# (51#
paJents),vs#23%#(83#paJents)#in#the#RT#+#placebo#arm#(p<0.001).#Late#Grade#III#and#

Grade# IV# toxicity# were# similar# in# the# AAT# and# placebo# arms.# By# category# the#

combined#Grade#III#plus#Grade#IV#toxiciJes#for#RT#+AAT#and#RT#+placebo#were:#for#
bladder#7.0%#vs#6.7%,#bowel#2.7%#vs#1.6%.#GynecomasJa#(mostly#all#Grades#I#and#II)#

differed#significantly#by#treatment#arm,#70%#and#11%.#In#the#RT#+AAT#arm#Grade#III#
was#the#highest#liver#toxicity#observed#which#occurred#in#<1%#of#paJents.##



»  Multi-centre phase IIIb trial 
»  N=932 pts with relapsing M0 or locally advanced PCa  
»  N=701 pts with PSA ≤1 ng/ml after 6 mo of induction HT randomised to IAD or 

CAD with leuprorelin for 36 mo 
»  Median number of injections during randomised phase:  

»  CAD: 12 injections vs IAD: 3 injections 
 
 
 
 
 
 
 

 
»  No differences in mean PSA levels over time and QoL outcomes between both 

groups 

Schulman C. J Urol 2015:193(4S):e938(abs.MP73-20) 

Intermittent vs continuous ADT in relapsing or locally 
advanced PCa: results from the ICELAND study 

(1/2) 

Data from poster 



Schulman C. J Urol 2015:193(4S):e938(abs.MP73-20) 

IAD and CAD seem to result in comparable efficacy, tolerability and QoL 
outcomes in pts with non-metastatic locally advanced or relapsing PCa 

Intermittent vs continuous ADT in relapsing or locally 
advanced PCa: results from the ICELAND study 

(2/2) 

Data from poster 



»  Multi-centre phase II trial (2012-2014) 
»  N=396 pts with asymptomatic/mildly symptomatic progressive M0 or M1 CRPC 

randomised to ENZ (160 mg/d) or BIC (50 mg/d) 

Penson D. J Urol 2015:193(4S):e499(abs.Pll-LBA10) 

Enzalutamide (ENZ) vs bicalutamide (BIC) in M0 
or M1CRPC: results from the STRIVE trial 

(1/3) 

Data from oral presentation 



»  Results by baseline population (M0 and M1 CRPC subgroups) 

Penson D. J Urol 2015:193(4S):e499(abs.Pll-LBA10) 

Enzalutamide (ENZ) vs bicalutamide (BIC) in M0 or 
M1CRPC: results from the phase II STRIVE trial 

(2/3) 

Data from oral presentation 



Penson D. J Urol 2015:193(4S):e499(abs.Pll-LBA10) 

ENZ for M0 or M1 CRPC seems more effective than BIC in terms of PFS, 
rPFS, time to PSA progression and PSA response rates  

Enzalutamide (ENZ) vs bicalutamide (BIC) in M0 or 
M1CRPC: results from the phase II STRIVE trial 

(3/3) 

Data from oral presentation 



»  Double-blind, phase II trial 
»  N=375 chemo-naïve pts with asymptomatic or mildly symptomatic, progressive 

mCRPC randomised to ENZ (160 mg/d) or BIC (50 mg/d) 

Shore N. J Urol 2015:193(4S):e496(abs.PII-LBA4) 

Enzalutamide (ENZ) vs bicalutamide (BIC) in 
mCRPC: results from the TERRAIN trial 
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»  Median duration on ENZ: 11.7 mo – on BIC: 5.8 mo 

Shore N. J Urol 2015:193(4S):e496(abs.PII-LBA4) 

ENZ seems associated with greater efficacy vs BIC in pts with asymptomatic 
or mildly symptomatic mCRPC  

Enzalutamide (ENZ) vs bicalutamide (BIC) in 
mCRPC: results from the TERRAIN trial 
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»  Australian, phase III RCT (VCOG, PR 01-03 / TROG, 03.06 trial); N=293 PCa 
pts with PSA relapse following ≥1 curative tx (N=261) or newly diagnosed 
asymptomatic PCa unsuitable for curative tx (N=32) enrolled (2004-2012) 

»  Randomisation: 

»  Median FU: 5 yr  
»  Delayed ADT arm: 35% pts started ADT before 2 yrs; 41% pts did not start ADT 

within study period 
»  ADT-related symptoms: 47% pts in delayed arm; 78% pts in immediate arm 
»  Immediate ADT improved OS by approximately 10% at 5 years (median not yet 

reached in both arms) 

Duchesne GM. J Clin Oncol 2015:33(15S):270s(abs.5007) 

Timing of ADT in PCa pts with biochemical relapse 
following ≥1 curative therapy: TOAD trial results 
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»  Efficacy outcomes (Cox regression analysis, immediate ADT vs delayed ADT) 

Duchesne GM. J Clin Oncol 2015:33(15S):270s(abs.5007) 

Timing of ADT in PCa pts with biochemical relapse 
following ≥1 curative therapy: TOAD trial results 

Immediate ADT might improve OS in selected men with PSA relapse after ≥1 
primary tx or in men ineligible to curative tx.  
Longer FU is needed for clear conclusions 
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T1c-2a 
GS <7 
PSA <10 

73.8 Gy/41 Fx 

70 Gy/28 Fx 

RTOG 0415 Schema 

n=800 
Endpoint is 5 Year BFFF  
Non-inferiority margin 7% (Control 85%, Exp 78%) 
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ASCO GU 2015- RTOG 0126 

Stage cT1b-T2b with 
Gleason Score (GS) 2-6 
and PSA ≥ 10 and <20 
or GS 7 and PSA <15  

79.2 Gy 

70.2 Gy 

1,532 men were 
randomized 

median of 7.0 years 
follow up 





Results:# #5#and#10Myr#rates#of#OS(are(88%(and(67%(with(79.2Gy(and(89%(
and(66%(with(70.2Gy((p=0.87;(HR((95%CI)=0.98((0.79,1.21).((
(
BF#rates#at#5#and#10#yr(are(25%((16%)(and(30%((26%)(with(79.2Gy(and(40%(
(21%)(and(45%((43%)(with(70.2Gy((both(p<0.0001).((
LP# rates#at#5#and#10Myr#are(1%(and(4%(with(79.2Gy(and(2%(and(8%(with(
70.2Gy((p=0.0059;(HR((95%CI)=0.46((0.27,0.81)).((
DM#rates#at#5#and#10#yr#are(2%(and(5%(with(79.2Gy(and(3%(and(8%(with(
70.2Gy((p=0.026;(HR((95%CI)=0.57((0.35,0.94)).((
The# high# dose# arm# had# lower# rate# of# salvage# therapy,( 13.5%( vs( 21%,(
p=0.0002.((
The#10#yr#rates#for#Jme#to#late#grade#≥#2#GI/GU#are(22%/15%(with(79.2Gy(
and(16%/10%(with(70.2Gy((p=0.0063/p=0.001).((
#

Conclusions:# Despite# significant# improvement# in# BF,# DM,# and# LP# rates,#

dose# escalaJon# did# not# improve# OS.# PaJents# receiving# high# dose#
radiaJon#experience#more#late#toxicity.##
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