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e Start from clinics:

Uomo di 67 anni

28.03.2018 TC addome con mdc:

multiple linfoadenomegalie in sede retroperitoneale, lungo il decorso dell'aorta e degli assi
vascolari iliaci, il maggiore in sede para-aortica sinistra di circa 48 x 40 mm all'altezza della
vena renale.

Prostata aumentata di dimensioni (55 x 45 mm), disomogenea, con impronta sul pavimento
vescicale da parte del lobo medio.

A livello del secondo forame sacrale sinistro si apprezza formazione tissutale con densita'
dei tessuti molli disomogeneamente ipodensa, con dismogenea e minima impregnazione
post-contrastografica, lievemente maggiore in fase tardiva, di circa 45 x 35 mm. La
neoformazione descritta determina aumento del calibro del forame sacrale, senza tuttavia
deterqinare grossolani fenomeni erosivi sulla corticale ossea.

Comparsa di reazione allergica a mezzo di contrasto, con sintomi respiratori.

09.05.2018 biopsia prostatica: adenocarcinoma prostatico di alto grado, Gleason Score 10
(5+5)

PSA 2.29 ng/mL




e Start from clinics:

el

PET-colina:
» noduli polmonari

» multiple linfoadenopatie sovra e sotto-
diaframmatiche

« iperaccumulo del radiofarmaco a livello della
prostata con estensione alle vescichette seminali

* plurime lesioni ossee (ala iliaca, emisacro dx,
iIschio dx, grande trocantere sn)

05.06.2018 fibrobroncoscopial:> quadro compatibile con metastasi di adenocarcinoma

prostatico poco differenziato. -

@
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« Chemotherapy i i
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- Median OS was
Androgen-deprivation therapy alone or with docetaxel in w0 58.9 months

non-castrate metastatic prostate cancer (GETUG-AFU 15):
arandomised, open-label, phase 3 trial
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Androgen Deprivation Therapy (ADT) Plus Docetaxel Versus

0.2
ADT Alone in Metastatic Non castrate Prostate Cancer: 0.1
Impact of Metastatic Burden and Long-term Survival 0.0
Analysis of the Randomized Phase 3 GETUG-AFU15 Trial 0 1 2 3 4 5 3 7 8
Follow-up, yr
ADTY 193 W1 we 1 £ 76 3 3
ADTpsD 192 175 ®5 19 102 87 7”2 2
OVERALL
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 Chemotherapy
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-Visceral metastases or
Chemohormonal Therapy in Metastatic Hormone-Sensitive - 2 4 bone lesions with 21 beyond the
Prostate Cancer: Long-Term Survival Analysis of the

Randomized Phase 111 E3805 CHAARTED Trial vertebral body and pelvis
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 Chemotherapy

Addition of docetaxel, zoledronicacid, or both to first-line ~ @'y ®
long-term hormone therapy in prostate cancer (STAMPEDE): o
survival results from an adaptive, multiarm, multistage,

platform randomised controlled trial

Nicholus D fames, Motitew § Syshes, Noel W Givke, Maleatm O Masee, David # Deamiey, Melase B Spear, Alator W S Rtche, m
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Simon Chowshury, Auidrey Cook, Tony Elbote, Jomnn Gale, Stephanie Gibbs, Jofin () Geabam, Johe #ethermgton, Rebert Hughes.

Robert Luing. Fane Matinng, Soncan B Mclaren, Joe M O Scllvarg Omi Paek, Oive Peedefl, Andvew Irotharee, Angus | Robinson,
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for the STAMPEDE investijaton®
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—— SOC+Doc by Kaplan-Meier
----- SOC+Doc by flexible parametric model
0 T | | T T T | Y T T | | T T T
2 0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84
Number at risk
(events)
SOC 1184 (449) 712 (174) 493 (73) 291 (33) 162 (20) 88 (7) 46 (4) 19 1184 (73) 1093 (134) 876 (92) 538 (60) 322 (35) 166 (17) & (2) 43
SOC+Doc 592 (131) 441 (88) 324 (48) 189 (28) 106 (10) 5 (6) 30 (2 11 592 (33) 545 (52) 447 (35) 290 (22) 181 (12) 93 (13) 51 (6) 20

Median OS
71 months (IQR 32 - not reached) for SOC-only
VS
81 months (41 - not reached) for SOC + Doc
(HR 0.78, 95% CI 0.66—0.93; p=0.006) T e
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* Hormone therapy

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

Abiraterone for Prostate Cancer Not
Previously Treated with Hormone Therapy

N.D. James, J.S. de Bono, M.R. Spears, N.W. Clarke, M.D. Mason,
D.P. Dearnaley, AW.S. Ritchie, C.L. Amos, C. Gilson, R.). Jones, D. Matheson,
R. Millman, G. Attard, S. Chowdhury, W.R, Cross, S. Gillessen, C.C. Parker,
.M. Russell, D.R. Berthoid, C. Brawley, F. Adab, S, Aung, A.. Birtle, |. Bowen,

S. Brock, P. Chakraborti, C. Ferguson, |. Gale, E. Gray, M. Hingorani, P.J. Hoskin,

J.F. Lester, Z.|, Malik, F. McKinna, N. McPhail, |. Money-Kyrle, J. O'Sullivan,
O. Parikh, A, Protheroe, A. Robinson, N.N. Srihari, C. Thomas, ). Wagstaff,

J- Wylie, A. Zarkar, M.K.B. Parmar, and M.R. Sydes, for the STAMPEDE Investigators®

Failure-free Survival in Patients with Metastatic Disease

= L0q
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i Combination therapy
® 06
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'.,; 0.44
: K
§ 0.2+ ADT
4 1 alone
o'c T T T T T T L) T A
0 6 12 18 24 30 36 42 48 54
Months since Randomization
No. of Patients
(no. of treatment-failure events)
Combination 500 (92) 399 (65) 326 (40) 202 (11) 63

therapy
ADT alone 502 (258) 236 (93) 139 (33) 383 (9) 23

3-year survival
83% in the ADT+ Abiraterone group
VS
76% in the ADT-alone group

(HR for death, 0.63; 95% CI 0.52-0.76;

p<0.001)

Overall Survival in Patients with Metastatic Disease
1.0+

0.8+

0.6

Combination therapy

Probability of Overall Survival
=)
>
I

0.0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54

Months since Randomization

No. of Patients

(no. of deaths)

Combination 500 (22) 469 (50) 415 (57) 256 (18) 8l
therapy

ADTalone 502 (35) 460 (80) 371 (73) 215 (23) 60

N Engl ] Med 2017;377:338-51,
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* Hormone therapy

> "y @ Abiraterone acetate plus prednisone in patients with newly
~ diagnosed high-risk metastatic castration-sensitive prostate
cancer (LATITUDE): final overall survival analysis of a
randomised, double-blind, phase 3 trial

Kanm Farazl NamPhuaoeq Tran, L Feln, Nobuokl Matsubara, Alfreds Rodriguez-Antalie, 8ot ¥ Alstaee Mustafo Ozgiveghe, Dingovd Ve

score =8
sence of 23 lesions on bone scan
- Presence of measurable visceral

S Fryvradend Andeew Prothene, Giel Sedine, Yesermo Lung, Soset L4 Sunedd Munde, Kl N Chi Ieslon
1004 —— Abiraterone acetate and prednisone plus ADT
—— Placebos plus ADT
Hazard ratio 0-66 (95% C1 0.56-078); p<0-0001
80
g
= 604
2
2
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7 .
40
i median OS 53.3 months vs 36.5
- months
c T T T T T T T T T T 1
V] 6 12 18 24 30 36 42 48 54 60 66
Time since randomisation (months)
Number at risk
(number censored)
Abiraterone acetateand 5697 565 528 479 425 389 351 311 240 124 40 0
prednisone plus ADT (14) (28) (34) (42) (46) (50) (57) (106) (205) (282) (322)

PlacebosplusADT 602 564 505 432 368 315 256 220 165 69 23 0
(7) (4 @) (58 (G0 @4 @9 Q4 (197) (237) (259)

Lancet Oncol 2019; 20: 686-700
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What i1s better for hormone-sensitive
patients?

Starting chemotherapy or hormone-
therapy?

AIOM Giovani 2019



« Abiraterone or Docetaxel?:
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ORIGINAL ARTICLE

M. R Sydes', M R Spears', M. D, Mason’, N W, Clarke”, D. P. Deamaley’, 1 5. de Bono*, G Attard”,
S Chowdhury®, W, Crons”, 5, Gllessen™ ', Z | Malix!!, R Jones'™"7, . C Parker'!, A WS Ritchie,
5 M. Rugsad7 ) Mllman', D. Mstheson . C Amos’, C Gllson', A_ Birde'®, & 8rock'’, L Capaldl™,
P.Chakraboeti'?, A. Choudhury™™' L Bvans™, D, Ford™, 1 Gale™, & Gibbs™, D, C. Gibert™,
R.Hughes™, D. McLaren™, 4.F_Lester™, A Nikapota®', L O'Sultvan™"", O Parkh™, C Faedall™,

A Protheroe™, S M Rudman”, R Shaffer’”, D, Sheehan™, M, Simms™, N Srihan™, R Strebes™*

5. Sundar®®. 5 Tolan'!, D, Tsang™, M, Varughesa®, |, Wagstalf*, M K 8. Parrmar’™!, N, 0. Jamest™™!
AT SIRNPELE Inesgars STAMPEDE: Docetaxel vs abiraterone -- direct comparison
,2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025 2026
ISl Standard-of-care (SOC) = ADT (+/RT) (+/-docataxsl) - A
B S0C+zoledronicacid =000 EEEEEETE Lp
CH [eee e e toet----———-JJ}------- Lc
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EH S0C+zoledronic acidsdocetaxel 0900 Eekkiabeketetd LE
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G4 . LG
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iTE" 1 | i SO+ E A . | ml
J | i SOC+metiommin ekttt -. —dJ
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_—
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O Pts in comparison A Abiraterone |
[ Pts not in comparison # S0C+enzalutamide+abiraterone

'006 2007 2008 2000 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025 2026

C =S0OC+doc --> 189 pts I
G = SOC+abi --> 377
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« Abiraterone or Docetaxel?:

Worst adverse events

Favours Favours SOC + Doc SOC + AAP
SOC+AAP SOC+DocP (n=189) (n=377)
Failure-free | L : Safety population
survival |- . Number of patients included in analysis® 172 373
Patients with an adverse event—no. (%)
Grade 1-5 adverse event 172 (100) 370 (99)
: Grade 3-5 adverse event 86 (50) 180 (48)
Progressmn-freel } & } Grade 3-5 adverse events—no. (%)

e Endocrine disorder 159 49 (13)
Febrile neutropenia 29 (17) 3(1)
Neutropenia (neutrophils) 22(13) 4(1)
Metastatic General disorder 18(10) 21 (6)
progression-f_ree —@ Fatigue 7 (4) 8(2)
survival Oedema 1(1) 20)
Musculoskeletal disorder 9(5) 33 (9)
Cardiovascular disorder 6(3) 32(9)
Symptomatic skeletal . PY . Hypertension 0(0) 12(3)
events : J Myocardial infarction 2(1) 4(1)
Cardiac dysrhythmia 1(1) 5(1)
Gastrointestinal disorder 9 (5) 28 (8)
» Hepatic disorder 1(1) 32(9)
Ca“se‘s"ec,'ﬁ‘: 'S " Increased AST 0(0 6(2)
Sl Increased ALT 1) 23(6)
Respiratory disorder 12(7) 11 (3)
Dyspnoea 42 1(1)
) Renal disorder 5(3) 20 (5)
Overall survival t 2- i Lab abriormalities 9(5) e
Hypokalaemia 0(0) 3(1)

05 1.0 2.0

*The safety population includes patients who started their allocated
treatment.

Hazard ratio

This is not a true randomized trial (only a part) sk of Oy 217351208 0

dot 1 108V annoncsmayl? 2
Putiisned onine 26 February 2016
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: . — 50C+DocP
 Abiraterone or Docetaxel — 5982
104 0S 04 metastases-free
survival
084 ).8
= 8
£ o06- £ 08
2 f/
€ 04 5
o o 0.4
o a
0.2+ g 02
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0- T T T T T 2 0..
" % & % = 0 12 o4 36 45
. Nm; Tane:om sudomisation (mock ) Nt Time from randomisation (months)
SOC+DocP 189 (1) 183 (7) 175 (5) 168 (7) 158 (7) 146 (4) 130 (10) 112 (2) 74 patients (events)

SOC+DocP 189 (8) 176 (12) 163 (13) 148 (5) 142 (8) 130 (10) 117 (8) 95 (4) 64

SOC+AAP 377 (3) 371 (9) 358 (16) 339 (17) 320 (12) 307 (24) 278 (9) 240 (12) 161
SOC+AAP 377 (11) 363 (21) 338 (21) 314 (20) 202 (9) 282 (17) 261 (8) 225 (10) 150

skeletal-related

1.0 PF 1.04
- events
£ o084 S 0.8-
S X
a
0.6 Y
g g 08
& %
“% 0.4 £ 04-
g 0.2 1 024
O- T T T T o- T ., T T v T T
0 12 24 36 48 0 12 24 36 48
Time from randomisation (months) Time from randomisation (months)
Number of Number of
patients (events) patients {events)
SOC+DocP 189 (8) 175 (13) 161 (14) 145 (6) 138 (10) 124 (6) 113 (7) 91 (6) 59 SOC+DocP 180 (4) 179 (8) 167 (9) 155 (4) 145 (2) 137 (6) 124 (0) 104 (3) 69

SOC+AAP 377 (12) 362 (23) 334 (22) 307 (15) 287 (Q) 275 (9) 250 (5) 224 (7) 140 SOCHAAP 377 (7). 365:(11):347 (13) 324 (10) 301 (10) 286 (6) 265. (3] 228 (2) 154

Annai of Onoology 26. 1235-1M3 X018
dot 140 108V annoncmayl? 2
Pubiisties! onlne 26 February 2018
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 mMmHSPC trial
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enrollment

* No prior chemo
for metastatic
disease

randomization and
no progression

-PSA 24 ng/mL
and PSADT <6
months
- PSA 220 ng/mL
nodal/metastatic
relapse
-ADT exposure <
12 months total
and > months
without treatment

adjuvant up to 24
months and
progression > 12
months after
completion

*Up to 2cycles
Docetaxel

SETUG-AFU 15 CHAARTED STAMPEDE (arm LATITUDE ENZAMET
©)
DRUG Docetaxel Docetaxel Abiraterone Abiraterone Enzalutamide Apalutamide
PATIENTS 385 790 1917 1199 1125 1052
INTERVENTI ADT+ DOCE ADT+ DOCE ADT+ ABI/P ADT+ ABI/P ADT+ ENZA ADT+ APA
ON (1:1) Vs VS Vs Vs VS Vs
ADT ADT ADT + placebo ADT + placebo ADT+ NSAA ADT + placebo
KEY I/E * Newly diagnosed < Newly diagnosed * Newly * Newly * Newly + Newly diagnosed
(de novo) and (de novo) and diagnosed (de diagnosed (de § diagnosed (de (de novo) and
metastatic (prior metastatic (prior novo) and novo) only novo) and metastatic (prior
local therapy) local therapy) metastatic (prior metastatic (prior local therapy)
local therapy) * High risk: local therapy)
* ADT or chemo » ADT for adjuvant -GS28 *ECOGO0-1
for up to 24 months * High risk locally -Bone lesions * ADT for met
neoadjuvant/adjuv  and progression > advanced: 3 disease, if *21bonelesion
ant discontinued = 12 months after -T3or T4 -Measurable initiated: <12
12 monthspriorto ~ completion -GS 8-10 visceral weeks prior to * ADT exposure <3
enrollment - PSA 240 ng/mL metastasis randomization months
* ADT for and no PSA
* ADT initiation for metastatic disease, * High risk * ADT progression * Up to 6 cycles of
metastatic disease  if initiaded, < 120 relapsed exposure<3 Docetaxel within 2
<2 months before  days prior to disease: months * ADT for months of

enrollment (SD
post-docetaxel)

* RT, surgery and
up to 6 months
ADT allowed for
met disease

* ADT for
neoadjuvant/adjuva
nt <36 months of
duration and =212
months before
enrollment

*EXCLUDED if

only site of
metastasis




* Hormone therapy: latest '
2019 ASCO
ENZAMET Treatment ANNUAL MEET'NG

STRATIFICATION
ARM A: Evaluate CRPC therapy at

Testosterone Suppression - every * investigator’s

" + standard NSAA 12 weeks discretion at
progression

Volume of metastases*
High vs Low
Planned Earty Docetaxel
Yes vs No
ECOG PS

D1vs2
Anti-resorptive therapy
<Yes vs No

Follow for time
. Lo progression

and overall

survival

ARM B: Evaluate
+ Testosterone Suppression > every
+ Enzalutamide (160 mg/d) 12 weeks

R
A
N
)
« 0
M
|
z
E

Study Site
Prior to randomizatio

weeks and 2 ¢
Intermittent A
NSAA: bicalut
4 or more bone

vertebral column)

2019 ASCO

Primary endpoint: Overall survival

Enzalutamide
1.00- NSAA

0.754
Proportion alive at 36 months (95% Cl)

0.50 - NSAA Enzalutamide
0.72 (0.68 to 0.76) 0.80 (0.75 to 0.83)

2
=
8
=
g
a

0.25+ Hazard ratio= 0.67 (95% Cl: 0.52 to 0.86}
Log-rank p=0.002

0.00

T

6

Number at risk
NSAA 562 551 531 501 452 311
Enzalutamide 563 558 541 527 480 340

2019 ASCO

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting




* Hormone therapy: latest
news

2019 ASCO

ANNUAL MEETING

TITAN Study Design

“All-comer” patient population

Key Eligibility Criteria N = 1052 Dual primary end points
Castration sensitive Dec 2015 - «0S
Distant metastatic disease by 2 1 lesion Jul 2017

on bone scan
ECOGPSOor1

On-Stud ui
Continuous ADT

Permitted

Prior docetaxel

ADT <6 mo for mCSPC or < 3 yr for local disease
Local treatment completed 2 1 yr prior

ratification
Gleason score at diagnosis (€7 vs 2 8)
Region (NA and EU vs all other countries)
Prior docetaxel (yes vs no)

ANNUAL MEETING

Presented By Kim Chi at 2019 ASCO Annual Meeting

=
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PRESENTLD 8Y: Kim N, Oy

MD

Apalutamide

240 mg daily + ADT
(n = 525)

Placebo + ADT

(n=527)

*rPFS

Secondary end points

* Time to cytotoxic chemotherapy
* Time to pain progression

* Time to chronic opioid use

* Time to skeletal-related event

Exploratory end points

* Time to PSA progression

* Second progression-free survival
(PFS2)

* Time to symptomatic progression

ECOG PS, Eastern Cooperative Oncology Group performance status;

NA, North America; PSA, prostate-specific antigen; rPFS, radiographic progression-free survival




« Hormone therapy: latest '
o 2019 ASCO
S ANNUAL MEETING

Results

* Blinded Independent centrad imaging review confirmed investigatos

assessment of radiographic progression [concordance, 85%)
Apalutamide « ADT

Apaiutamide « ADT

Placsbo « ADT

{n = 525} {n ~ 527}
Median, mo (93% Q) NE (NE-NE) NE (NE.NE)
ety (1] 17
M (95% Q) 0.67 3 )
P vales

£E
i
BE'
o

£k
23
3£
£z

Medgian, ma (35% 01} NE (NE-NF)
Everas 134
MR 195N 0

Patients Who Were Alive (%)

12

No, at risk

» 20% difference in rPFS at 2 years 8% difference in OS at 2 years
« Reduced risk of radiographic progression by 52% Reduced risk of death by 33%

More rash, fatigue, hypothyroidism, fracture with apalutamide

PRESENTED 8. CelestiaS. Higano, MD, FACP

Sides ax M proverty of

2019ASCO

Presented By Celestia Higano at 2019 ASCO Annual Meeting




 Clinical practice

National . . .
comprehensive NCCN Guidelines Version 2.2019
Weleivll Cancer Linee guida
vl Prostate Cancer
CARCINOMA DELLA PROSTATA
Qualita Forza della
ADTY and docetaxel 75 mglmz for dell’evidenza Raccomandazione raccomandazione
6 cycles®® (ca orv 1 SIGN clinica
or y ( teg o ) Nei pazienti metastatici alla diagnosi. specie in quelli con
u malattia ad alto rischio, dovrebbe essere presa in considerazione
ADT" and abiraterone with Alta la possibilita di associare alla terapia androgeno-deprivativa Paositiva forte
prednisone (category 1 ) upfront. un trattamento con Abiraterone acetato ¢ prednisone o

prednisolone -,

or

M1dd.ee.qq —» [ADTY and EBRTY to the primary
tumor for low-volume M1

or

ADTY.""

or

ADTY and abiraterone with
methylprednisolone (category 2B)

TACCH

RACCOMANDAZIONE:
Nei pazient: con malatia m ica (M1) or -sensibile. “high volume™ alla diagnosi secondo i criteni
CHAARTED. I'associazione up-front di Docetaxel (6 cicli) alla terapia androg ppressiva dovrebbe
©ssere presa in considerazione.

Forza della mecomandazione: POSITIVA FORTE

nandabiie I'assocazione del Docetaxel up-front 3l

a8l

European Association of Urology
Offer surgical or medical castration (luteinizing-hormane-releasing hormone agonist or antagonist) as androgen deprivation Strong
therapy
Offer castration combined with chematherapy (docetaxel) to all patients whose fisst presentation is M1 disease and who are Strong
fit enough for chemotherapy
Offer castration combined with abiraterone acetate + prednisone to all patients whose first peesentation 15 M1 disease and Strong
who are fit encugh for the regimen
Offer castration, with or without an antiandrogen, to patients unfit for a combination with docetaxel or ablraterone Strong

acetate + prednisone, or who are unwilling to consider it

AIOM Giovani 2019




e Clinical
characteristics:

- Newly diagnosed metastatic prostate

cancer
 Gleason Score 10

* 5bone lesions

‘ e visceral lesions

High volume and high risk disease

: N
o




e Start from clinics:

11.06.2018 avvio di Enantone 11.25 mg ogni 3 mesi + Bicalutamide 50 mg per 1
mese

Dal 10.07.2018 effettuati 6 cicli di Docetaxel 75 mg/mq, con ottima tolleranza

23.11.2018 PSA 1.28 ng/mL

05.12.2018 PET- colina




e Start from clinics:

* riduzione del gradiente
metabolico in corrispondenza
delle lesioni polmonari e

linfonodali;
* lieve riduzione nella
p" captazione di alcune lesioni
e, scheletriche, persistenza di
altre

3

Follow-up con:

- esame clinico

- dosaggio periodico di PSA e
testosterone

- PET-colina (paziente allergico a mdc
TC)

31/05/2018 24/11/2018




e Start from clinics: follow-
up

28.01.19 PSA 0.45 ng/mL , testosterone 0.09 nmoli/L

05.02.2019 rialzo della creatinina (1.57 mg/dL) con successivo riscontro
ecografico di idroureteronefrosi sinistra

13.02.2019 posizionamento di nefrostomia sinistra

29.03.2019 PET-colina




e Start from clinics:

31/05/2018 24/11/2018 29/03/2019

AIOM Giovani 2019



e Start from clinics:

10.04.2019 PSA 1.1 ng/mL, testosterone 0.09 nmoli/L
12.04.2019 visita oncologica:

comparsa di dolore a livello del’emibacino sinistra, con necessita di avviare terapia con
Ossicodone

g
o

AIOM Giovani 2019
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- Castration resistance: D:: ADn

Linee guida

CARCINOMA DELLA PROSTATA

La definizione di malattia resistente alla castrazione si applica a un
gruppo di pazienti piuttosto eterogeneo, sia dal punto di vista clinico che
biologico:

- affetti prevalentemente da malattia localmente avanzata o metastatica,

* in progressione dopo un trattamento di prima linea con deprivazione
androgenica (ADT),

* purche sia presente una condizione di soppressione gonadica
“ottimale” (testosterone < 0.5 ng/mL)

...decidiamo di iniziare una nuova
terapia...

What about sequences? 7




« What about sequences?

available at www.sciencedirect.com
journal homepage: www.europeanurology.com

LR
eal .

Platinum Pronty — Prostate Cancer
s I S

EUROPEAN

Anticancer Activity and Tolerance of Treatments Received Beyond
Progression in Men Treated Upfront with Androgen Deprivation
Therapy With or Without Docetaxel for Metastatic
Castration-naive Prostate Cancer in the GETUG-AFU 15 Phase

3 Trial
A Docetaxel rechallenge in ADT + docetaxel arm
o i (GETUG 15)
. First-line: 20 pts, 250% PSA decline in 20%
£ § 3 “l“ First+second-line: 29 pts, 250% PSA decline 14%
£ -
é 2§ "Illl.. - P
...uu|||||||||“|‘mu -y ‘
31 : i ‘ 1. |
... B )
3 7]
Docetaxel in ADT alone arm (GETUG 15) 2 wl
First-line: 66 pts, 250% PSA decline in 38% . . 44.8% . < 55.2% .
First+second-line: 80 pts, 250% PSA decline in
45%

EUROPEAN UROLOGY 73 (2018) 696-703

AIOM Giovani 2019



« What about sequences?

available at www.sciencedirect.com
journal homepage: www.europeanurology.com UROLIKY

(ttlfrl ‘.)"kl
" =

Eurcpean Associofion of Uralogy

Anticancer Activity and Tolerance of Treatments Received Beyond
Progression in Men Treated Upfront with Androgen Deprivation
Therapy With or Without Docetaxel for Metastatic
Castration-naive Prostate Cancer in the GETUG-AFU 15 Phase

3 Trial

15.8% 84.2% -

ABI/ENZA in ADT+docetaxel arm (GETUG 15)
First+second-line: 19 pts, 250% PSA decline in 53%

In pts treated upfront with
ADT+docetaxel for mHSPC,
docetaxel «rechallenge» in mCRPC
did not give unexpected toxicity but
limited efficacy (250% PSA decline
14%)

preliminary data about the use of
AA/ENZA for mCRPC support
maintained efficacy

Is there any room for cabazitaxel as
first-line treatment in this sub-group
of pts?

EUROPEAN UROLOGY 73 (2018) 696-703




« What about sequences?

hypotesis
Metastatic Metastatic Metastatic Metastatic
" Castration- Castration- Castration-
Hormone-Sensitive . ) :
resistance prostate resistance prostate resistance prostate
prostate cancer Li ! ~ i
Riutilizzo di una terapia attiva (? . .
Vs Docetaxel Abiraterone Abi/Enza
Stessa strategia con un farmaco ¢
piu potente 3
. Enzalutamid .
Cabazitaxel o Cabazitaxel
ADT
+
Docetaxel 9
Abiraterone . Abi/Enza Cabazitaxel
Strategia -
differente Enzalutamid _ _
e Cabazitaxel Abi/Enza

U




« What about sequences?

hypotesis

Metastatic

prostate cancer

Hormone-Sensitive

ADT
+

Abiraterone**

ivietastatiC VietastatiC VietastatiC
Castration- Castration- Castration-
resistance prostate resistance prostate resistance prostate
—cancer-line cancer-l-ine cancerl-line—
Enzalutamid .
e Cabazitaxel
Docetaxel
. Enzalutamid
Cabazitaxel o
?
Enzalutamid :
o Docetaxel Cabazitaxel

** Abiraterone non e al momento rimborsato in Italia per tale

indicazione!




* The best choice...

» Al momento, nessuna evidenza supporta la
superiorita di un farmaco rispetto all’altro

 La scelta dipende da:

sintomi
ECOG PS
comorbidita
gualita della vita
aspettativa di vita

tumor burden

localizzazione delle metastasi




e Start from clinics:

23.04.2019 avviata terapia con:
» Enzalutamide 160 mg/die
« Acido zoledronico 4 mg g28

Effettuata inoltre valutazione multidisciplinare di osteo-oncologia:
- non indicazione ad ortesi
- non indicata radioterapia

A breve in programma rivalutazione strumentale, tuttavia possiamo dire
di aver ottenuto, ad oggi:

-beneficio clinico: riduzione del dolore con successivo, graduale
svezzamento da oppiacei

- PSA stabile




« Take home message

* Docetaxel and Abiraterone improve survival in hormone naive newly
diagnosed patients with metastatic high volume disease

* Enzalutamide and Apalutamide also improve survival in hormone naive
newly diagnosed patients with metastatic disease in phase 3 studies

» Docetaxel should be considered for routine practice in suitable men with
newly-diagnosed high volume metastatic disease

 Abiraterone should be considered for routine practice in suitable men with
newly-diagnosed high risk metastatic disease

* Treatments should be tailored on patients’ characteristics
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