Kapkivo¢ mpooTdrh:
EUVOUXOAVTOXO0C KAPKIVOC



2. UyKpouaoh CUHPEPOVTWYV

Travel grants and/or advisor/lecturer:

Aiov MnTpdTTOUAOC

Astellas, Amgen, Ferring, GSK,

Genekor, Eli Lilly, Sanofi-
Aventis, Specifar, Pfizer,
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TTpoUmoBEoeIc yid ToV XapdKTNPIOHO TOU
0TdOioU TNC VOOOU WG KEUVOUXOAVTOXOU»

6.11.2 Definition of progressing PCa after castration

Table 6.11.1: Definition of CRPC

Castrate serum testosterone < 50 ng/dL or 1.7 nmol/L plus either;

a) Biochemical progression: Three consecutive rises in PSA 1 week apart resulting in two 50% increases over
the nadir, and a PSA > 2 ng/mL or,

b) Radiological progression: The appearance of new lesions: either two or more new bone lesions on bone
scan or a soft tissue lesion using RECIST (Response Evaluation Criteria in Solid Tumours) [824].
Symptomatic progression alone must be questioned and subject to further investigation. It is not sufficient
to diagnose CRPC.
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Eivai id1ec oAec o1 mepimTwaoeic CRPC ;



NIaQOoPETIKEC “KATAOTAOEIC» TOU KAPKivou
TOU TTPOOTATN

Opuovoeuaiodntoc (Castration-Sensitive)

NeodiayvwoBeioa Mn peTaoTaTikog, MeTaoTarTikog,
Tomikn véooc Bioxnuikn urotponn hormone -naive

Euvouxoavroxoc

Mn HETAOTATIKGC MeTaoTaTikog



M, CRPC



PSA: Promoting Stress and Anxiety



Time of My, to M; and Death in
Progressive, Nonmetastatic CRPC
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E€cAikTikn opeia Tou M, CRPC

PSA PSA doubling time

= PSA <7.7 ng/ml == PSADT <6.3 months
=== PSA7.7-24.0 ng/ml === PSADT 6.3—-18.8 months
=== PSA >24.0 ng/mi = PSADT >18.8 months
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Smith MR, et al. J Clin Oncol. 2005;23:2918-25.




Using 6-Month PSADT to Guide Management Decisions
in MO CRPC

 Randomised, double-blind, PBO-controlled, multicentre study of denosumab in
patients (N = 1,432) with baseline PSA 28 ng/mL and/or PSADT <10 mo

Risk for Bone Metastasis or Death by PSADT

in Pts Receiving PBO
3.0

2.8 1
2.6 1

2.4 4 PSADT of <6 mo may be

290 considered a cut-off point to
determine patients at greatest risk

2.0 1

e for bone metastases®

1.6
1.4+ (n =716)

Relative Risk for Bone
Metastasis or Death

X
X .
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®
@
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20 18 16 14 12 10 8 6 4 2
PSADT, mo
—Shorter PSADT s

1. Smith MR et al. J Clin Oncol. 2013;31(30):3800-3806.
2. Smith M et al. J Clin Oncol. 2005;23:2918-2925.

Adapted from http://www.peercme.com/ol/pcrlé



O aoBevinc cival 65 eTwyv Kail utePARBN Tpo 4eTiac oe pilIkA
npooTaTekTopn (pT2aNO, 6S 4+4=8, PSA 11 ng/mL).
MeTeyxeipnTiko PSA 0,05 ng/mL. Eva xpovo petd augnbnke
oe 0,6 ng/mL omdTe kai umepARON o€ salvage akTivoBepamneia
Kdl avOpoYoVIKO AaTTOKAEIOUO TTOU ToV oUVEXIOE OIAAEINpATIKA
vid 3 xpovia. TTpooépxeTal oTo 1aTpEio 0dg UTTO avOPOYoVIKO
amokAgIopo6 pe PSA mou au€nnke améd Tipn vadip 0,1 ng/mL
oc 0,8 ka1 akoAoUBwc¢ oe 1,7 péoa oc 4 pnveg. H TeaTtooTepovn
oppou eivar 37 ng/dL. Eivar acupmTtwpaTikég xwpic kamoia
ouvod0 voonpoTnTd.

2.UoTaon via:

OAoowpo omivinpoypdpnpa ooTwy
MayvnTikh Topoypagia KATw KolAidag
TToAuTtapapeTpIkh payvnTikA Topoypagia
PET scan -DFG

PET scan -choline

1+2

OOl wWN



6.10.4.6 Guidelines for imaging in patients with biochemical failure

PSA recurrence after RP

PSA < 1 ng/mL: no imaging is recommended.

PSA > 1 ng/mL: choline PET/CT imaging is recommended.

Perform bone scan and/or abdominopelvic CT only in patients with PSA >10 ng/mL, or with
adverse PSA kinetics (PSA-DT < 6 months, PSA velocity > 0.5 ng/mL/month).

PSA recurrence after RT

Perform prostate mpMRI only in patients who are considered candidates for local salvage
therapy, use mpMRI to localise abnormal areas and guide biopsies.

Choline PET/CT imaging is recommended to rule out lymph nodes or distant metastases in
patients fit enough for curative salvage treatment.

Perform bone scan and/or abdominopelvic CT only in patients with PSA >10 ng/mL, or with
adverse PSA kinetics (PSA-DT < 6 months, PSA velocity > 0.5 ng/mL/month).
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Ta ameIkovIoTIKA €ival dpvnTIKA Yid dguTepoTtadOeic
evromioeic aAAd o PSADT civai 1,4 pnveg
Me To dcdopévo AUTO OUGTAVETE:

1. TlapakoAoUBnon pe PSA kai KAIVIKA eKTignon avd 3punvo
TTapakoAoUBnon pe PSA, KAIVIKA eKTiUNON Kai ameikovion avd 3punvo
TTapakoAoUBnaon pe PSA, KAIVIKA eKTipnon Kai aAKaAIkn ewaogardon
avd 3pnvo

TTpooBnkn 150 mg bicalutamide kai mapakoAouBnon 6mwg 1o (2)
TTpooBnkn Estracyt kai mapakoAolBnon 6mwg 1o (2)

TTapamopumn o€ oykoAdyo vid tepaiTépw Bepameia

TTpooOnkn abiraterone n enzalutamide

2 uvepyaoia pe akadnpdiko KEVTpo yid évraln Tou acBevoug ae
KAIVIKA OoKIURA

-

R R b



2 £ ouvepydaoia He Tov aoBevh emAECaATe TRV
TtapakoAouOnon avd 3pnvo pe PSA, aAkaAikn
pwopaTtdon Kai KAIVIKA EKTipnonN.

> ¢ 3 pynveg 1o PSA avépxetal oe 5,1 ng/mlL
(PSADT 1,7 unvec) ue puaoioAoyiki aAkaAikn
pwogatdon kai ge dAoug 3 pAveg 15 ng/mlL
(PSADT 1,9 pnvec) pue maBoAoyiki aAkaAikn
pwoparaon. To didoTnua auTo givai
AOUUTITWHATIKOC.

Me paon Ta TeAcuTtaia 0cdopéva dievepyeiTal véd
AdTeEIKOVION TToU avadeikvUeEl 3 00TIKEC HETAOTAOEIC
0TO OTEPVO, ThV BWpPaKIKA Hoipa TRC 2.2.. KAl TO
Aayovio.



EUPAVION HETAOTATIKAC VOOOU HETA ATO
avOpoyoVIKO dTToKAEIOUO Yid PloxXnNUIKA UTTOTPOTIA
HeETA amod apXIkA pICIKA AVTIHETWTTION: 31GUETOC

XPOVOC UEXP! ThV eUpdvion pyetaotdoswy 37,8 HAVEC
Sharifi N et al. BJU Int 96:986-989, 2005

—— Xpovoc pexpl CRPC
—— Xpovocg HEXPp! pETAOTAON
OAIkn emipiwon
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OpOoVIKOI XEIPIOHOI OTNV KEUVOUXOAVTOX0» VOGO
(AiTioAoynon: n avelpeon auNUEVWY. ETTITTEOWY
avopoyovwy N EKPPAoNC TOU avOpoyoVviKkoU UTT000XEA Kdl
OX ETIKWY. YOVIOIWY 0Td KAPKIVIKA KUTTApA)
AIaKoTIA ToU avTiavepoyovou

ITpoaOnkn avriavopoyovou

AVTIKATAOTACN ThC YAOUTAUIONC HE
UTTIKaAouTapion Kai vice versa

Aucnon Tnc 000NC TNC UTTIKAAouTapiong



AIaKOTIA Tou avTiavepoyovou
(Anti-androgen withdrawal phenomenon)

In men treated with maximal androgen blockade, stop anti-
androgen therapy once PSA progression is documented.
Comment: Four to six weeks after discontinuation of flutamide or
bicalutamide, an eventual anti-androgen withdrawal effect will be
apparent.
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Antiandrogen withdrawal should be considered in most patients with CRPC, except
in symptomatic patients or in those who are showing rapid and aggressive
progression (level of evidence: |Ib; grade of recommendation: B).




TTpooOnkn avriavopoyovou

MeTd amo pooOnRkn avTiavopoyovou ae TTpo0o00 TNG
vOOooU UTIO povoBepareia pe avopoyoviko adTToKAEIOHO
UTTApXx€l, o€ KAmolou¢ aaBeveic, Ppaxuxpovn
avTamokpion He peiwon Tou PSA xwpic va uttdpxouv
amodeifelc yid Thv KAIVIKA afia Tou gpaivopévou.

Ryan C€J, Small EJ. Urology 2003; 62(suppl 6B).87-94
Fujii ¥, et al. BTU Int 2006,97 (6): 1184-9.



AVTIKATAOTAON TOU AvTIavOpoyovou

H avramokpion pe peiwon Tou PSA petd amo
aAMayn Tnc FLT oe BCL kupaiveTal amo 38,5 péxpi
42 9%

Sher HI, et al. J Clin Oncol 1997; 15: 2928-38.
Joyce R, et al. J Urol 1998, 159: 149-153

Kappia avramokpion oe ahhayn amé BCL o FLT
Lam JS, et al. J Urol 2006, 175: 27-34.

2 clpd peAeTwy £0ci1Cav avTamokpion ae aAAayn amo
BCL oe FLT.

Momozono H et al. Mol Clin Oncol 2016, 4:839-844



AUCnon Tng 060N¢ TG UTTIKAAoOUTANIONG O€
150 mg nuepnoiwg

> 50% peiwon Twv emmédwy PSA

0710 22% TwWV AdoOevWwV
Klotz L, et al. Prostate Cancer Prostatic Dis 2014 17:320-324

oto 20-24 % Twyv aoBevwy
Kucuk O, et al. Urology 2001; 58:53-58

oe 37/48 aoBeveic oupmepiAappavopévwy 18 pe 2 50 %
kat 19 > 85 % avramékpion. MeyaAUTepo 6@eAOC:
aoBeveic pe HiIkpoTeEPo Gleason score, pikpoTEPO PSA

Kdl ol oTtoiol gixav Tponyoupévwe AdPper pAouTtapion.
Qian SB, et al. Int Urol Nephrol. 2015, 47(3):479-84

AUEnon Tou Xpovou Xwpic petaotdoeic oto 44,7 /o

aoBevwyv pe Mo CRPC (peiwon PSA >50%).
Lodde M, et al. Urology 2010; 76:1189-1193



MmikaAouTapion vs. enzalutamide

TERRAIN- erGnaopog HEAETNC

BJUEVN i ’p)*n-;x PADUOKD PEALIN NG

375 oodovic e
MCRPC umé eEihkn
aaupTTwpaTing A
AmMa ouprspaTId
EZEAgn pord amd
ADT mpunang ypapprg
Xuwpig wponyoipevn

pig WROA YOV
XOpfynarn Avn-
avipoydvou

STRIVE: Ixebiaopoc peAétng

« [MoAukevrpixd, Paong 2, Tuxaomoinuevn, SITTAG TUQAR, HEAETN TS
QOoPAAEIOS Xal TNG aTTOTEAEOUATIKGTNTAg CE QoUPTTTWRaTKo0g f fma
ouprrrwpanxods aodeveic pe CRPC uttd e§EMgn mrapdin Tnv ADT

mmoquég
aofovuv

305 oBovdC pe
CRPC und cftisn
(M0 or M1)
Acwrneponenl 4
A0 oy prriepETeol
Naspic mpomyocpow
NS

Irepondd Gy
cmepoimo
Euveydhuowy ADT
Naspic mporyocpow
CELAEn umd
bicatamde

H Beparreia pe enzalutamide + ADT, évavti Tng bicalutamide + ADT,
OUOXeTICETAI HE:

— 56% peiwon Tou KIvdUvou e€ENIENS TNG vooou (p<0,0001),
O€ OAEC TIC TTPOKABOPICHEVES UTTO-OPABES aoBeEVWIV

ZnuavTika augnuévo xpoévo péxpl Tnv e€EANIEN Tou PSA (p<0,0001)
49% peiwon Tou KIvBUvou akTivohoyikig eEENIENS TNS vOoou
Augnuéveg avratrokpioelg oto PSA (82% évavt 21%)

ZnuavTik@ augnuévo Xpovo Péxpl TNV uTroBaduion Twy BaBuoAoyiwy TS
agloAdynong moiétnrag quric FACT-P (p=0,0067)

Augnuévec avtatrokpioelg oTnv ouada acBevwy We PETPHOIUN VOO O

H Enzalutamide+ADT ritav amoreAeopankdtepn 1ng bicalutamide+
ADT o€ aoBeveic ue MO 1 M1 CRPC, émwg amodeixbnke arro:

— Tn peiwon kar@ 76% Ttou Kivduvou egEAIgNS TNG vooou (p<0,0001)
— Tnv adgnon Tou Xpovou péxp! TNV e¢EAIEN Tou PSA

— YwnAdtepa TrooooTa avramokpiong PSA

— Augnuévn rPFS




+

Oa mpemel va Xphoigomoiouvral maAaloTEPO!
oOpLIoVIKoi XElplowoi we 27 ypaupunc Gcpanceieg,

For a patient who is not considered a candidate for chemotherapy, 52% of the panel

members felt that in the era of endocrine manipulations with proven overall survival
benefit, such as abiraterone and enzalutamide, these older agents are not
appropriate treatments, if abiraterone and enzalutamide are available. Nevertheless,
32% would use them in a minority of selected patients and 16% in the majority of

patients.

(Gillessen, Ann Oncol 2015 from St. Gallen 2015 Consensus on advanced PC)

12 14 MARCH 2015




TTpooOnkn eoTpapouaTivng

H mpooBnkn eoTpapouaTtivng oe CRPC éxel
HeAeTnOei/peAeTdral o ocuvduacopo pe XMO,
kKupiw¢ docetaxel, mitoxantrone Kai
epirubicin

2.To TapeAOOV £xel XpnolpotolnOei kai oav
HovoOeparteia



2 Uvéxion ThC povoBeparmeiac pe
avdhloyo LHRH n avri-LHRH

6.11 Treatment: Castration-resistant PCa (CRPC)

6.11.4 Androgen deprivation in castration-resistant PCa
Eventually men with PCa show evidence of disease progression despite castration. In this situation continued

testicular androgen suppression in CRPC is debatable [839].

Two trials have shown only a marginal survival benefit for patients remaining on LHRH analogues
during second- and third-line therapies [840, 841]. However, in the absence of prospective data, the modest
potential benefits of a continuing castration outweigh the minimal risk of treatment. In addition, all subsequent

treatments have been studied in men with ongoing androgen suppression and therefore it should be continued
indefinitely in these patients.




2 Uvéxion Tn¢ povoOepameiac pe avdaAoyo

LHRH n avTi-LHRH

H apgpiopnTnon:

J Clin Oncol. 1988 Sep;6(9):1456-66.

Androgen priming and chemotherapy in advanced prostate cancer: evaluation of determinants of clinical
outcome.

Manni A', Bartholomew M, Caplan R, Boucher A, Santen R, Lipton A, Harvey H, Simmonds M, White-Hershey D, Gordon R, et al.

Am J Clin Oncol. 2011 Apr;34(2):140-4. doi: 10.1087/COC.0b013e3181d2ed7d.

Role of androgen deprivation treatment in patients with castration-resistant prostate cancer, receiving
docetaxel-based chemotherapy.

Lee JL', Eun Kim J, Ahn JH, Lee DH, Lee J, Kim CS, Hyuk Hong J, Hong B, Song C, Ahn H.

Opiakd opeAo¢ oTnv emipiwon:
J Clin Oncol. 1994 Sep;12(9):1868-75.

Effects of continued androgen-deprivation therapy and other prognostic factors on response and survival in
phase Il chemotherapy trials for hormone-refractory prostate cancer: a Southwest Oncology Group report.

Hussain M', Wolf M, Marshall E, Crawford ED, Eisenberger M.

J Clin Oncol. 1993 Nov;11(11):2167-72.

Importance of continued testicular suppression in hormone-refractory prostate cancer.
Taylor CD', Elson P, Trump DL.

OAecg o1 KAIVIKEC HEAETEC TWV VEWTEPWY PAPHAKWYV
vid Tov mCRPC éxouv mpaypatomoin©ei umé ADT
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MCRPC
Shared Decision-Making

e Values
* Expectations
Preferences

Benefits (overall survival, QOL)

Therapy Risks

Goals of care

Family concerns

Context Health (eg, comorbidities)
Financial issues

Real-world patients differ from patients in clinical trials

Basch E, et al. J Clin Oncol. 2014;32:3436-3448.15



The three Ps

* Preserve

— Quality of life
— Performance status

* Prevent
— Pain
— Complications (e.g. SRESs)
— Decline in performance status

* Prolong
— Life



MCRPC Disease States and Agents
Tested in Phase 3 Trials

Metastatic Castration-Resistant

4. Chemo-naive, J
Asymptomatic/min sx symptomatic Prior docetaxel

Sipuleucel-T Docetaxel Cabazitaxel

Abiraterone

Enzalutamide

Strontium-89 Abiraterone

Docetaxel Samarium-153 Enzalutamide

Mitoxantrone Sipuleucel-T

. Extends survival time
. Pain palliation only



Treat patients with mCRPC with life prolonging agents.
Base the choice of first line treatment on the performance status, symptoms, comorbidities

and extent of disease (alphabetical order: abiraterone, docetaxel, enzalutamide, radium-223,
sipuleucel-T).
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Figure 6.11.1: Flowchart of the potential therapeutic options after PSA progression following hormonal
therapy in metastatic patients.

Asymptomatic
Monitoring
Conventional
anti-androgens
» PS2+
With evidence of
progressive
> disease
v Radium-223
Good performance status 0 or 1
\ J \ 4
Mildly symptomatic or Men with symptomatic
asymptomatic men with disease and/or visceral
no evidence of visceral metastases
metastasis
Abiraterone
Sipuleucel T
Enzalutamide
? Docetaxel No visceral Visceral mets
mets
A 4 v A 4
Second line therapies Docetaxel Docetaxel
(dependent on previous ¢ Radium-223
treatments)
Docetaxel
Abiraterone
Enzalutamide
Cabazitaxel

Radium-223




O aoBevng eival aoupmTwyuartikog pe PSA 15 ng/mlL kai 3
OO0TIKEC HETAOTAOEIC OTO OTEPVO, ThY BwPAKIKA Hoipd TG
2..2.. Kdi To Aayovio.

Aappdver avdpoyoviko amokAsiopd pe avdhoyo LHRH ava
3unvo.

TToiéc cival o1 BepameuTikéC emiAoyEC (TTapdAAnAa pe Tov ouvexI{OpEVo
avdpoyoviKO ATTOKAEIOHO) ;

Docetaxel

Abiraterone + prednisone
Enzalutamide
Radium-223

Docetaxel + Radium-223

AN A R



Asymptomatic or
minimally-symptomatic,
MCRPC without prior
docetaxel chemotherapy

v | Index Patient 2

Good performance status O or 1

STANDARD

(A) Abiraterone + prednisone, (A) enzalutamide,
(B) docetaxel, or (B) sipuleucel-T to patients with
asymptomatic or minimally symptomatic mCRPC
with good performance status and no prior
Mildly symptomatic or docetaxel chemotherapy
asymptomatic men with OPTION
no evidence of visceral
metastasis
Abiraterone
Sipuleucel T
Enzalutamide
? Docetaxel

First- generation anti-androgen therapy,

ketoconazole + steroid or observation to patients

with asymptomatic or minimally symptomatic mCRPC
with good performance status and no prior docetaxel
chemotherapy who do not want or cannot have one of
the standard therapies




Management of mCRPC: Chemotherapy

- The standard of care for CRPC changed from
mitoxantrone/prednisone to docetaxel/prednisone
based on TAX-327 and SWOG 99-16 studiesl!-?]

TAX-327: Docetaxel improved survival and SWOG 99-16: Docetaxel/estramustine

rates of response in terms of pain, PSA level,  improved median survival by 2 mos vs
and quality of life vs mitoxantrone/ mitoxantrone/prednisonel?]
prednisonel!] v
100 =~ .
™\ P= 02
80 - = 80+ 53
- J e Docetaxel + estramustine
{\: 60 - Docetaxel L\t 60- (217 deaths; median: 17.5 mos)
) q3w 7))
O 40+ Weekly O 4071  Mitoxantrone
8 docetaxel 5 + prednisone
. '-'—-l 1 (235 deaths;
median: 15.6 mos)
O ] ] 1 O ] ] ] 1

0 3 6 9 12 15 18 21 24 27 30 33 0 12 24 36 48
Mos Mos

1. Tannock TF, et al. N Engl J Med. 2004,351:1502-1512.
2. Petrylak DP, et al. N Engl J Med. 2004;351:1513-1520,



Phase 3 Clinical Trial: Cabazitaxel

* FIRSTANA

— Cabazitaxel (25 vs 20 mg/m?) + prednisone
vs docetaxel + prednisone

— N =1,170, chemotherapy-naive
— Primary outcome: OS
— Expected results: 2015

http://clinicaltrials.gov/ct2/show/NCT01308567.

PeerView

http://www.peerviewpress.com/o1/d59
Press



Current Treatment Paradigm is Evolving

Androgen deprivation
therapy (ADT)

Therapies after
ADT

mCRPC mCRPC mCRPC

asymptomatic #=  mildly S post-
(failed ADT) symptomatic U docetaxel

Abiraterone Moving definition Abiraterone
Enzalutamide — Enzalutamide

Docetaxel Cabazitaxel




AUTTIpATEPOVN: avaaToAéag auvBeaong
ETTIVEPPIOIAKWY AVOPOYOVWY

Abiraterone inhibits CYP17:
17a-hydroxylase/17,20-lyase

l(with prednisone)




Abiraterone acetate plus prednisone versus placebo plus
prednisone in chemotherapy-naive men with metastatic
castration-resistant prostate cancer (COU-AA-302):

final overall survival analysis of a randomised, double-blind,
placebo-controlled phase 3 study

—
x
N
2
e
5
%
™=
=
-

MNumber at nsk

Abiraterone G

acetate phas
prednisone

Placebo phus 5

prednisone

Meedian overall sureival
—— Abimterone acetate plus prednisone $4-F monthes (95% O 32-7-36-8)
— HFacebao plus prednisone 30-3 months (95% O 733 1}

HR 0-E1 (95% O 0-70-0-93)

p= 00033

T T T
F I 33

Time {monthes)

Ryan CJ, et al. Lancet Oncol. 2015;16(2):152-60.



EvCalouTapidn: akopn £€va avriavopoyovo;

antiandrogen

Enzalutamide:

@ inhibits Cell
binding of cytoplasm
androgensto AR

nhibits
AR nuclear

translocation
Cell

Inhibits nucleus
AR-mediated

~ —~— .
DNA binding <1<




H PREVAIL eivai pia @aong 3, ruxaiorroinuévn, SITTAG TUQAL, EAEYXOUEVN HE EIKOVIKG QAPUaKO
UEAETN yia Tnv agloAdynon TG ac@aAciag kal Tng amoreAeopaTikérnrag g enzalutamide oe
aoBeveic ye mMCRPC ol omroiol dev eixav AdBel xnueioBeparreia o1o TTapeABov

AoBeveig:
1717 aoBevelg pe
mCRPC
Aev eiyav Mapa
XnueoBepareia oo
TapeABov
Acuptrrwparixoil
Ama cupTTwpanxoi*
Luppereiyav xai
aoBeveig pe
omAayxvikég
pETAOTAOTEIG
ECOG PS 0-1
EGEMEN PSA R
amexowioTiks e§EMEN A
xa Ta 80 of 0oTd A
pohakd pdpia uré ADT
T opod 50 ng/dL
Emrpenérav n xpfion
oTepoaibiv, GANG
Xwpis va eivar
UTIOXDEWTIKS
ELuvexfic ADT

CooPExX<-

TmxO0

-
-

H Enzalutamide peiwoe Tov Kivduvo Bavarou

Kara 29%

HR=0,71 (95% CI: 0,60-0,84); p<0,0001

Enzalutamide
32,4 pfiveg

Placebo: 31.3 prjveg

Placebo
30,2 priveg

ZuvoAikr EmiBiwon (%)
Zuvohikr EmiBiwon (%)

9 12 15 18 21 24 27 6 9 12 15 18 21 24 27 30 33
Mriveg ) Mrijveg
Enzalutamide,n 872 883 850 824 797 745 566 395 244 128 Enzalutamide, n 872 863 B850 824 798 758 710 665 507 441 289 174 @6
Placebo,n 845 835 781 744 701 644 484 328 213 102 Placebo,n 845 835 782 745 702 657 612 551 504 365 254 153 72

Beer TM, et al. N Engl J Med 2014.;371:424-33.
Tombal B. EAU 2015. Late-breaking abstract.



First-Line Chemotherapy Options: Considerations in
the Abiraterone/Enzalutamide Era

e With abiraterone and enzalutamide approved in the
pre-chemotherapy setting...

— Are there any patients who might benefit from
chemotherapy first?

e Clinical prognostic/predictive models
e Biomarkers
* Neuro-endocrine differentiation




The Effect of Time to Castration Resistance on
Outcomes With Abiraterone and Enzalutamide in
Metastatic Prostate Cancer

Jonathan Hung,' Andrew R. Taylor,” George W. Divine,” Jason M. Hafron,’
Clara Hwang’

Clinical Genitourinary Cancer, Vol. 14, No. 5, 381-8 © 2016

i e e e e CONClusion:
A rapid time to

Androgen Deprivation Therapy (ADT). (Log-Rank 2-Degrees of Freedom P Value for Any Strata Effect)
Bt e progression during

‘ primary ADT was
associated with poor
outcomes but was not
an independent
predictor of the
response to
enzalutamide or
abiraterone.




Emerging Biomarkers

* Quantify AR-V7 levels to identify patients less likely to
respond to AR pathway inhibitors!?]

Patients responding to treatment (%)

AR-V7 positive AR-V7 negative
Abiraterone (n = 31) 0 68

Enzalutamide (n = 31) 0 53

Sequence plasma DNA for biomarkers of therapeutic
resistancelP]

Defects in DNA repair genes were associated with a
response to PARP inhibitor olaparib!c]

a. Antonarakis ES et al. N Engl J Med. 2014;371:1028-1038; b. Azad AA et al. Clin Cancer Res.
2015;21:2315-2324. c. Mateo J et al. N Engl J Med. 2015;373:1697-1708.




AR-V7: An Important Possible Mechanism of
Resistance

e Most abundant AR-spliced
variant

e Constitutively active and
cannot be blocked by
LBD-targeting drugs

* Expression increased around  [oooier
20-fold in CRPC

— Still minority compared to
FL-AR

CRPC contain variants which
lack the LBD

No current therapies can
inhibit because they work
through the LBD

NTD DBD Hinge LBD

FL-AR: full-length AR; LBD: ligand-binding domain.

http://www.peerviewpress.com/01/d59 Pee rvlg fe \S'\S’



AR-V7 Detection From CTCs and Subsequent

Response to Abiraterone

100 _ * * ok k

— t M AR-V7 Negative
[) 0 AR-V7 Positive
(o)}
c
£ 50
(W)
3 t
o t
Z
s O
Q.
wv
Q
o
< t
¥ -50-
%
Q
(4]

-100- P=.004

AR-V7 Negative: 17/25 = 68.0% (95% Cl, 46-85%)
AR-V7 Positive: 0/6 = 0% (95% Cl, 0-46%)

* Increase of more than 100% in best PSA response.
T Patients who had previously received enzalutamide.

CTC: circulating tumor cell.
Antonarakis E et al. N Engl ) Med. 2014;371:1028-1038.

http://www.peerviewpress.com/01/d59
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Y 04-
HR: 16,1 (95% C, 3.9-66.0)
Log-rank P=.001
0.2 - .
== AR-V7 Negative
AR-V7 Positive
0 14 1
0 6 9
No. at Risk Time, mo
AR-V7 Negative 25 10 5 0
AR-V7 Positive 6 1 0 0

1.0
0.8 4
0.6 4
w
T
a
044
HR: 16.5 (95% CJ, 3.3-82.9)
Log-rank P < .001
0.2 9 ,
== AR-V7 Negative
‘ ~= AR-V7 Positive
0 L " L) 1
0 6 9
No. at Risk Time, mo
AR-V7 Negative 25 n 5 0
AR-V7 Positive 6 2 0 0

Press



AR-V7 Detection From CTCs and Subsequent
Response to Enzalutamide

101 = AR-V7 Negative
t++1 AR-V7 Positive
1 00 - * * ,* 1’ 0_8 e
HR: 7.4 (95% Cl, 2.7-20.6)
- M B AR-V7 Negative ¥ 064 Log-rank P <.001
g T+ ' AR-V7 Positive °<-
= + L 044
©
_6 50 - "
0.2 -
2 tre |
o 0 1 L) 1 1
& ‘ I_’f_ 0 3 6 9 12
S 0 No. atRisk Time, mo
o 1t AR-V7 Negative 19 12 2 1 0
) AR-V7 Positive 12 1 0 0 0
] t
(+'4 1.0+
= AR-V7 Negati
§ 50 T+t 0. | | ARN7 Postive.
) 7 HR: 8.5 (95% C), 2.8-25.4)
g " 0.6 1 Log-rank P <.001
T & |
0.4
-1004 P=.004 !
AR-V7 Negative: 10/19 = 52.6% (95%Cl, 29-76%) 0.2+
AR-V7 Positive: 0/12 = 0% (95%Cl, 0-26%) 0
* Increase of more than 100% in best PSA response. 0 3 6 9 12
. . . . No. at Risk Time, mo
T Patients who had previously received abiraterone. AR-V7 Negative 19 14 s 1 0
AR-V7 Positive 12 3 0 0 0
Antonarakis E et al. N Engl J Med. 2014;371:1028-1038.
http://www.peerviewpress.com/01/d59 PECI’VICW

Press



TTpoyvwon resistance oc abiraterone

Sci Transl Med. 2015 Nov 4;7(312):312re10. doi: 10.1126/scitransimed.aac8511.
Plasma AR and abiraterone-resistant prostate cancer.

Romanel A'!, Gasi Tandefelt D2, Conteduca V3, Jayaram A*, Casiraghi N', Wetterskog D?, Salvi S°, Amadori D®, Zafeiriou Z*, Rescigno P*, Bianchini D*, Gurioli
G®, Casadio V°, Carreira S?, Goodall J2, Wingate A%, Ferraldeschi R*, Tunariu N*, Flohr P2, De Giorgi U®, de Bono JS*, Demichelis F€, Attard G’.

+ Author information

Abstract

Androgen receptor (AR) gene aberrations are rare in prostate cancer before primary hormone treatment but emerge with castration
resistance. To determine AR gene status using a minimally invasive assay that could have broad clinical utility, we developed a targeted
next-generation sequencing approach amenable to plasma DNA, covering all AR coding bases and genomic regions that are highly
informative in prostate cancer. We sequenced 274 plasma samples from 87 castration-resistant prostate cancer patients treated with
abiraterone at two institutions. We controlled for normal DNA in patients’ circulation and detected a sufficiently high tumor DNA fraction to
quantify AR copy number state in 217 samples (80 patients). Detection of AR copy number gain and point mutations in plasma were
inversely correlated, supported further by the enrichment of nonsynonymous versus synonymous mutations in AR copy number normal as
opposed to AR gain samples. Whereas AR copy number was unchanged from before treatment to progression and no mutant AR alleles
showed signal for acquired gain, we observed emergence of T878A or L702H AR amino acid changes in 13% of tumors at progression on
abiraterone. Patients with AR gain or T878A or L702H before abiraterone (45%) were 4.9 and 7.8 times less likely to have a 250 or 290%
decline in prostate-specific antigen (PSA), respectively, and had a significantly worse overall [hazard ratio (HR), 7.33; 95% confidence
interval (Cl), 3.51 to 15.34; P = 1.3 x 10(-9)) and progression-free (HR, 3.73; 95% CI, 2.17 to 6.41; P = 5.6 x 10(-7)) survival. Evaluation
of plasma AR by next-generation sequencing could identify cancers with primary resistance to abiraterone.




Choice of abiraterone vs enzalutamide®®

PREVAIL: Most Common Adverse Events? and

COU-302: Adverse Events Adverse Events of Interest

Abiraterone- Prednisone Abiraterone- Prednisone

AE of Grade 1-4 in in

Prednisone Alone . Prednisone Alone All Grades Grade 3+ Events
(n=582)  (n=540) [EEherGroup,n) = e gp0) (- 540)
Enzalutamide  Placebo Enzalutamide Placebo

Any A€ 537(99) | 524097 | | ratigue 212(39) | 185(34) (n=871) | (n=844) (n=871)  (n=844)

Grade3or 4 AE | 258 (48) 225 (42) e 173 (32) 173 (32) Fatigue 356 55 8 18 19

Any serious AE 178 (33) 142 (26) Arthralgia 154 (28) 129 (24) S pain — — 5 6

AE leading to - - i -

Nausea 120 (22 118 (22 . .
treatment 55 (10) 49 (9) (22) (22) Constipation 22.2 17.2 0.5 0.4
discontinuation Constipation 125 23) 103 (19) Arthralgi 20.3 16.0 14 11
raigia 3 : d o
AE leading to 20 (4) 12(2) Hot flush 121 (22) 98 (18) 5
death? Cardiac AEs 10.1 7.8 2.8 21
e Diarrhea 117 (22) 96 (18)
Bonelpain 106 (20) 103 (19) Hypertension 13.4 4.1 6.8 2.3
2 The most common AEs leading to death were general Fluid retention 150 (28) 127 (24) ALT increased 0.9 0.6 0.2 0.1
disorders, including disease progression, a decline in N : b b
physical health, and infections including pneumoniaand | Hypokalemia 91 (17) 68 (13) Seizure 0.0 0.1 0.0 0.0
respiratory tract infection. Hypertension 118 (22) 71(13) S e N
. . eas! on enzalutamide an more than placebo.
AE: adverse event; ALT: alanine aminotransferase; Cardiac disorders 102 (19) 84 (16) b One seizure occurred after the data cut-off date.
AST: alanine transaminase.
Ryan CJ et al. N Engl J Med. 2013;368:138-148. ALT/AST elevation 63 (12) 27 (5)
Beer TM et al. J Clin Oncol. 2014;32(suppl 4):Abstract LBA1A.
DD o "‘ |
www.peervie Pe er

* Avoid abiraterone in patients with diabetes or heart
failure (required steroid use may exacerbate diabetes
and edema)

* Avoid enzalutamide in elderly, frail patients (due to
concerns over fatigue secondary to enzalutamide)

a. Small EJ et al. Clin Cancer Res. 2015;21:3862-3869. b. Quinn DI et al. J Clin Oncol. 33, 2015
(suppl; abstr 5040).




6.11.7 Monitoring of treatment
Baseline examinations should include history and clinical examination as well as baseline bloods (PSA, FBC,

renal function, LFTs, ALP), bone scan and CT of chest abdomen and pelvis [852]. Prostate-specific antigen
alone is not reliable enough for monitoring disease activity in advanced CRPC, since visceral metastases may
develop in men without rising PSA [847]. Instead PCWG2 recommends a combination of bone scintigraphy and
CT scans, PSA measurements and clinical benefit in assessing men with CRPC [842]. A majority of experts at
a recent consensus meeting suggested regular review and repeat blood profile every 2-3 months with bone
scintigraphy and CT scans at least every 6 months even in the absence of a clinical indication [852]. This
reflects that the agents with a proven OS survival benefit all have potential toxicity and considerable cost and
patients with no objective benefit should have treatment modified. This panel stressed that such treatments
should not be stopped for PSA progression alone. Instead at least two of three criteria (PSA progression,
radiographic progression and clinical deterioration) should be fulfilled to stop treatment.

Guidelines on
Prostate Cancer
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Treatment Options by Disease
State

Metastatic Castration-Resistant

Chemo-naive, o N
symptomatic rior docetaxe

Asymptomatic/min sx

Antiresorptive bone therapy: zoledronic acid or denosumab

Sipuleucel-T* Docetaxel Cabazitaxel
Abiraterone Radium-223* Radium-223*
Enzalutamide Strontium-89 Abiraterone
Docetaxel Samarium-153 Enzalutamide
Second line ' Sipuleucel-T*
*No visceral disease Docetaxel
rechallenge
Extends survival fime . Pain palliation only

No evidence based data Other chemo




Comparison of Antiresorptive Therapies

Zoledronic Acid? Denosumab?
Route Intravenous Subcutaneous

Monoclonal antibody
to RANK ligand

Dose and schedule 4 mg gq3-4w* 120 mg g4w
Renal toxicity Yes No
Acute phase reactions Yes, 18% Some, 8%
Osteonecrosis of the jaw Yes, 1% Yes, 2%

MOA Bisphosphonate

Hypocalcemia Some, 6% Yes, 13%

Calcium and vitamin D Yes Yes
Survival benefit No No
FDA approved indication CRPC bone mets Bone mets

*Dose adjust for renal insufficiency.
1. Zoledronic acid [package insert]. 2016. 2. Denosumab [package insert]. 2016.




Recommendation

Offer bone protective agents to patients with skeletal metastases to prevent osseous
complications. However, the benefits must be balanced against the toxicity of these agents,
and jaw necrosis in particular must be avoided.

Offer calcium and vitamin D supplementation when prescribing either denosumab or

bisphosphonates.

Treat painful bone metastases early on with palliative measures such as external beam
radiotherapy, radionuclides, and adequate use of analgesics.

In patients with spinal cord compression start immediate high-dose corticosteroids and
assess for spinal surgery followed by irradiation. Offer radiation therapy alone if surgery is not
appropriate.

Critical issues of palliation must be
addressed when considering additional
systemic treatment, including management
of pain, constipation, anorexia, nausea,
fatigue and depression, which often occur.



2 Tov doBevh xopnynBnke abiraterone+prednisone Tig
OTToieC avéXONKe IKavoToINTIKA HE KAAR avTamokpion yvia 18
LUAVEC OTTOTE ONHEIWONKE €K VEou auénon Tou PSA.
Aedopévou 0TI dev oNUEIWVETAI ATTEIKOVIOTIKA TTPO0S0C TNC
vOOOU Kdl TTdpdpéVEl ACUPTITWHATIKOC, h Bepameia
ouvexileTal yid dAAouc 6 pnvec omoTe 1o PSA avépxeTtal oe
45 ng/mL kai n véa ameikovion avadelkvuel VEEG 00TIKEC
LHETAOTACEIC VW aITIATal TTOVo oTn BwpakIkh poipa ThG 2.2.
pe évraon 4 oc 10paBpia kAipaka. O movocg avrigeTwTi(eTal
IKAVOTTOINTIKA UE PN OTEPOEION avTIPAEyHOVWON.

TTo16 cival To emoépevo OepameuTikO PAKA;

1. Cabazitaxel

2. Docetaxel + prednisone
3. Enzalutamide

4. Radium-223 + docetaxel



Mildly symptomatic or
asymptomatic men with
no evidence of visceral
metastasis

Abiraterone

Sipuleucel T

Enzalutamide

? Docetaxel

\ 4
Good performance status O or 1

\ 4

Second line therapies
(dependent on previous
treatments)
Docetaxel
Abiraterone
Enzalutamide
Cabazitaxel
Radium-223




What Should | Do After Progressing on One Hormonal
Agent? Switch to the Next One? Chemotherapy?

PSA-PFS Clinical or Radiographic Progression
1.07 1 — Enzalutamide 1.0 — Enzalutamide
Docetaxel , Docetaxel
0.8 - Log-rank P = .327 0.8 - | Log-rank P = .252
il
X !
. 0.6- o 06
ek L, ° L
a | ¥
ﬁ 0.4 4 "-.-'LL‘ a. 0.4 - iy
v ,
0.2 - + 0.2 1
0 1 1 | L | 0 ] 1 1 T 1
0 3 6 9 12 15 0 3 6 9 12 15
Time, mo Time, mo
Enzalutamide 30 16 7 4 2 0 Enzalutamide 30 19 8 5 2 0
Docetaxel 31 19 3 1 1 0 Docetaxel 31 20 3 2 1 0
Suzman DL et al. Prostate. 2014;74:1278-1285.
PeerView
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PSA Decline on Enzalutamide Relative to Prior Therapy

100  Abiraterone + Docetaxel-Naive 100~ Prior Abiraterone
(N = 36) (N =79)

2
2 Tumw N =37 5%
£
g -301--N - A 2724 (67%)
T T A =37 (58%)
-
w
§ Jor+35 It Eeii 7B 2%)
=4
£ 1007 Prior Docetaxel 100+ Prior Abiraterone + Docetaxel
: (N =30) (N = 165)
wv
a.
£
=
E
x
- o-puee .
= n=16(53%)

-301--- - ERERCELA)

B [ " 29 (30%)

o35 I E— =4 (T3%)

Cheng HH et al. [published online ahead of print January 20, 2015]. Prostate Cancer Prostatic Dis.
doi: 10.1038/pcan.2014.53.
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Prostate. 2016 Aug 16. doi: 10.1002/pros.23246. [Epub ahead of print)

Comparing Sequencing of Abiraterone and Enzalutamide in Men With Metastatic Castration-Resistant
Prostate Cancer: A Retrospective Study.

RESULTS: Eighty-one patients who satisfied our entry criteria were identified: 65 in the abiraterone-to-enzalutamide group and 16 in the
enzalutamide-to-abiraterone group. There were no significant baseline differences between groups. Multivariable analysis suggested a
difference between groups favoring the abiraterone-to-enzalutamide sequence with respect to combined PFS (HR 0.37, 95%CIl 0.22-
0.64, P <0.001). There was no statistical difference in OS between the groups after multivariable adjustment (HR 0.57, 95%CI 0.29-
1.11, P =0.098), although OS was numerically superior in the abiraterone-to-enzalutamide group.

CONCLUSIONS: We observed differences suggesting improved outcomes favoring the abiraterone-to-enzalutamide sequence in men
with mCRPC, with statistical confirmation in terms of PFS but not OS. Prospective studies are required to verify these hypothesis-
generating findings. Further evaluation of biomarkers to inform optimal treatment sequencing in men with mCRPC is urgently needed.




Subsequent Chemotherapy and Treatment Patterns After
Abiraterone Acetate in Patients with Metastatic Castration-
resistant Prostate Cancer: Post Hoc Analysis of COU-AA-302

Johann S. de Bono®*, Matthew R. Smith”, Fred Saad‘, Dana E. Rathkopf 4 Peter FA. Mulders®
Eric J. Small’, Neal D. Shore?, Karim Fizazi", Peter De Porre’, Thian Kheoh’, Jinhui Li*,
Mary B. Todd', Charles J. Ryan’, Thomas W. Flaig™
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Patients with mCRPC
l-llll who progress with
AA treatment may
S still derive benefit
from subsequent

docetaxel therapy.

w
)
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Rate of post-treatment PSA decline 250%

o

AA, then docetaxel as
first subsequent therapy
(n = 100)

Fig. 2 - Unconfirmed PSA declines among patients treated with abiraterone acetate who received docetaxel as first subsequent therapy. (A) Maximum
PSA decline from baseline. (B) Total and confirmed post-treatment PSA decline. Waterfall plot with maximum PSA change and PSA response rate for
patients with available baseline PSA within 30 d of subsequent docetaxel therapy and at least one post-baseline PSA value. PSA = prostate-specific

antigen; AA = abiraterone acetate plus prednisone. E U r Ur' 0 / 2 0] 6 I'n p r' es S




Docetaxel Activity in the Era of Life-prolonging Hormonal
Therapies for Metastatic Castration-resistant Prostate Cancer

Edoardo Francini“”*, Christopher J. Sweeney”

EUROPEAN UROLOGY 70 (2016)410-412

Table 1 - Patient characteristics and results

Variable TAX 327 (2] SWOG Templeton Mezynski Azad Aggarwal Ueda et al. [6]
9916 [1] et al. [3] et al. [5] et al. [8] et al. [9]

Type of study Phase 3 Phase 3 Hospital Hospital Hospital Hospital Hospital
+rial +rial rogictmr rool 1 1 i
e Amistoe reeustew rteoistow  reaictnue

I After abiraterone No No No Yes Yes Yes
atients, n 335 Sb% 314 35 a3b 23

Age, yr, median 68 70 71 71 71 67
Cleason score, n (%)
<6-7 141 (42) = 105 (43) 14 (40) 27 (31) 6 (26)
8-10 104 (31) N 142 (58) 18 (51) 46 (53) 17 (74)
PS, %
Poor 137 10~ 29 9" 347
Median PSA, ng/mL 114 84 164 232 184
Sites of disease, n (%)
Bone 301 (90) 324 (84) 273 (87) 33 (94) 81 (94) 12 (80)
Lymph nodes - 93 (24) 159 (51) 10 (31) 46 (53) 6 (40)
Visceral 74 (22) 69 (18) 60 (19) 4(11) 17 (20) 3(8)

0S, mo
Median 19.2 17.5 13.6 12.5 11.66
% 17.56-21.3 - 12.1-15.1 510, 0.4-13.¢

ecline >50%,
Rate 45 50 45
95% Cl 40-51 - 39-51 13-43

CI = confidence interval; OS = overall survival; PS = performance status; PSA = prostate-specific antigen.
" Karnofsky PS <70.

~ SWOG PS >2.

* Eastern Cooperative Oncology Group PS >2.




ALSYMPCA: Phase lll Trial of Radium-223
in Symptomatic Prostate Cancer

Stratified by total ALP, previous docetaxel,
and bisphosphonate use; randomized 2:1

l Up to 6 treatments at 4-wk intervals
Patients with symptomatic ey
CRPC and 2 2 bone Radium 223355co kBq/kg +
metastases with no /
known visceral

metastases, either

post%ro%etaxel o unfit =~ Placebo (saline) +

(N =921) BSC

Primary endpoint: OS

Secondary endpoints: time to first SRE, time to total ALP progression,
total ALP response, ALP normalization, time to PSA progression, safety,

QoL




Alpha Bone Marrow

Relative particle mass 7000

Range in tissue (um) 40- 100

Stromal Targeting With Radium-223

Radium-223

Alpha range /

(2-10 cell diameters?)

2-10—cell diameter .
range of 3 y Medscape

alpha particle : ) Henriksen G, et al. Cancer Res. 2002;62:3120-3125.1*7 EOUCATION

Alpha Beta

Relative particle mass 7000 1 Bone Marrow

Range in tissue (um) 40-100 50-12,000

Halperin EC et al. Principles and Practice of Radiation Oncology. S5th ed. Lippincott Williams & Wilkins; 2008.

Beta emitter

Peer'
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Q Henriksen G, et al. Cancer Res. 2002;62:3120-3125.17 Medscape
Speer TW. Targeted Radionuclide Therapy. 2011.1*#) PEPaATIeN




“"ALSYMPCA: Overall Survival

NLANYLAL WARL T ITWVIYS

Patients with symptomatic CRPC and 2 2 bone metastases with no
known visceral metastases, either post-docetaxel or unfit for docetaxel

[y

HR: 0.695 (95% CI: 0.552-0.875; P = .00185)

Radium-223 (n = 541)
Median OS: 14.0 mos

0S (%)
SLLLLELEER

-
-t
-
-
-

0 3 6 9 12 15 18
Pts at Risk, n Mos
Radium-223 541 450 330 213 120 72 30
Placebo 268 218 147 89 49 28 15

Parker C, et al. 2012 ASCO GU Cancers Symposium. Abstract 8.



Radium-223 and concomitant therapies in patients with
metastatic castration-resistant prostate cancer:

an international, early access, open-label, single-arm
phase 3b trial

Fred Saad, Joan Carles, Silke Gillessen, Axel Heidenreich, Daniel Heinrich, Jeremy Gratt, Jérémy Lévy, Kurt Miller, Sten Nilsson, Oana Petrenciuc,
Marcello Tucci, Manfred Wirth, Judith Federhofer, Joe M O’Sullivan, for the Radium-223 International Early Access Program Investigators*

R

\}W_\\_‘F\—
il
Concomitant use of novL

. Concomitant use of denosumab
endocrine agents

Overallsurvival (%)

g
E
:
E
E
3

— Yes —— No — Yes ——No

" . - Patients (n) 136 560
Patients (n) 189 507 . . .

. . . . Number of events (%) 34 (25%) 172 (31%)
Nurr{aer of evgn:s[f:) 42(2%) 264(32%) Median overall survival, NA(15-NA) 13 (12-NA)
Median overall survival, NA (16-NA) 13(12-16) months (95% C1)
months (95% CI) T

T T T
T ; 6 12 18
- Time from start of treatment (months)

Interpretation Our findings show that radium-223 can be safely combined with abiraterone or enzalutamide, which
are now both part of the standard of care for patients with metastatic castration-resistant prostate cancer. Furthermore,
our findings extend to patients who were asymptomatic at baseline, unlike those enrolled in the pivotal ALSYMPCA
study. The findings of prolonged survival in patients treated with concomitant abiraterone, enzalutamide, or

denosumab require confirmation in prospective randomised trials.
Lancet Oncol 2016; 17: 1306-16




Cabazitaxel After Abiraterone/Enzalutamide

% Patients Objective Median | Median

PFS, mo 0S, mo

Prior Prior AA
Docetaxel or ENZA

With PSA Response
Decline 250% Rate, %

Pezarol 37 Y Y 39 14 4.6 15.8

Sella? 23 Y Y 30 - - 8.2

1. Pezaro CJ et al. Eur Urol. 2014;65:270-273. 2. Sella A et al. J Clin Oncol. 2013;31(suppl 6):Abstract 186.




2 ToV adoBevh xopnynbnke docetaxel. MeTd amo 2
unvec Bepameiac 1o PSA peiwdnke katda 20 % aAAd
0 aoOevAC TTapaTmoveiTdl yid onpdavTikA veupomtdBeida
Kdl koTtwon. H véa ameikovion dsv avadeikvUEl
TTP0000 TNC VOOoOU dAAd o TTovog Oev eAEYXETAI

TTAEOV IKAVOTTOINTIKA

TTo16 cival To emoépevo OepameuTiko PAKA;

1. Mceiwon Tn¢ d6onc Tne docetaxel kar TpoaOnkn

Radium-223
2. MAiakomA Tn¢ docetaxe
3. Aiakomh Tn¢ docetaxe
4. AiakoT Tnc docetaxe

kal €évapln cabazitaxel
kal évapfn Radium-223
kal évapn ipilimumab



2 Tov agBevn xopnynbnke Radium-223 avd pnva.
MeTa amo 3 pyAvecg o movocg £xel HelwOei oe Evraon
1-2/10 ka1 avTipeTwTileTal e pn oTePocIdn
avTipAsypovwon. AITIATdl TTEPIOTACIAKEC ATTIEC
pivoppayiec. Ta aipomeTdAia evw TIpIv Thy €vapin
TnC Oeparmeiac NTav IKAvoToINTIKA €ival Twpd
/75.000

TTo16 cival To emoépevo OepameuTiko PAKA;

1. AiakomA Tou Radium-223 kai évapén cabazitaxel 6tav To
ETUTPEYEI N AIHATOAOYIKA €IKOVA
2. Kapypia Bepameia mapd povov tapnyopnTikA



MeTa amo 1,5 pyava n aiparoAoyikh eikova PeATIWONKE Kai
dpxioe Bepameia pe cabazitaxel. Metd amé 1 pAva epgavioe
Eapvika JeydAn aipaToupia Kal VE@PIKA aveTdpKeld.

O ameIKoVIOTIKOC €AeyXxoC £0¢cICe aupoTEPOTTAEUPN aTTOPpaAln
TWV OUPNTAPWY OTO UYOC TWV KUOTEO-0UPNTNPIKWY
oupPpoAwy Tou amedoOn ge TOTIKA UTTOTPOTTH TG VOOOU EVW
OTh KUOTEOOKOTINON UTTAPXAV EUpAHATA oupparta pe
HETAKTIVIKA digoppayYIikA KUCOTITIOA.

2. Tov aogBevh TomoOeTHONKAV VEQPPOOTOHIEC AUPW KAl EYIVE
euPpoAiopoc Twy €ow Aayoviwv yid ThV AVTIHETWTION TG
ouvexI1{OHEVNC aipoppayidc amo TV KUOTh Xwpic Opwe va
gival duvaTn n amedapTnon amo cuvexeic TAUOEIC.

O aoBevnc cival KAIvApNE Kai yid TNV avTIHETWTION TOU
TTOVOU ATtaITEITAI HopWivh.



