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Osnova

* Novinky v diaghostice — PSMA a MR
* ' mHSPC |

. [nmCRPC]
* mCRPC

* Novinky v |écbé CaP 2023
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* Per rektum (dulezité pfri stagingu!)

* TRUS (posouzeni siteni do okolnich struktur, cileny odbér bioptickych vzork() a biopsie prostaty

* MR prostaty DWI

e Zakladem vysetreni je CT trupu a scinti skeletu dle rizika

* Ve vybranych pripadech PET/CT choliQ_Ga-PSMA PET/CT




PI-RADS (Prostate Imaging Reporting And Data System)

Co to je? Strukturované a standardizované posouzeni a popis nalezu MR prostaty

Cil?  +zlepsSeni diagnostiky/stagingu
+ usnadnéni pripadné cilené biopsie
+ upresnuje doporuceni k intervenci vs. observaci

Co obsahuji doporuceni?

- Stanoveni minimalnich akceptovatelnych parametri pro MR vysSetreni prostaty

- Stanoveni jednoduché a standardizované terminologie v popisu radiologického nalezu

- Edukace radiologU v psani nalezu a redukce pfrilisSné variability v interpretaci obrazu, zlepseniinterdisciplinarni
komunikace s kliniky

PI-RADS verze 1 vznikla v roce 2007
PI-RADS verze 2 vznikla v roce 2015

--- BI-RADS 1-5 u MMG prsu



PI-RADS klasifikace, verze 2

e PI-RADS v.2 pouziva 5 bodovou Skalu rizika pritomnosti karcinomu prostaty, ziskanou kombinaci
zjisténych zmén pri multiparametrickém vysetreni MR, v kazdé podezrelé |ézi v parenchymu Zlazy

o PI-RADS kategorie:
> PI-RADS 1 - velmi nizka (riziko pfitomnosti CaP je vysoce nepravdépodobné)
> PI-RADS 2 - nizka (CaP je pravdépodobné nepfitomen)
> PI-RADS 3 - stredni (pfitomnost CaP je nejasna)
> PI-RADS 4 - vysoka (CaP je pravdépodobné pfitomen)
> PI-RADS 5 - velmi vysoka (CaP je vysoce pravdépodobny)



Dle PI-RADS klasifikace doporucujeme dalsi postup — sledovani Ci biopsie

PI-RADS Riziko pro signifikantni CaP Co délat Carate
1 vyrazné nizke - 0,0-1,3% risk Ca
2 nizkeé - 0,0-1,3/ risk Ca
3 neurcité MR kontrola za 9-12 15%

mésicu
4 vysoké biopsie 27%
5 vyrazné vysoké brzka biopsie 88%

o Kategorie jsou zalozeny jen na MR znacich a nemély by se sluovat s jinymi faktory (PSA, fyzikalni nalez, klinicka
historie, vybér lécby)

o Biopsie je doporucovana pro kategorie PI-RADS 4 a5



Staging zobrazovaci metody

S narustajicim rizikem stoupa pravdépodobnost vzdalené diseminace a
dle toho bychom meéli indikovat zobrazovaci stagingova vysetreni:

» U pacient( s nizkym rizikem nepouzivat dalsi zobrazovaci metody (CT, scintigrafie)

» Se stfednim rizikem od ISUP > 3 (> GS 4+3) je vhodné CT bficha a panve a scintigrafie skeletu

» S vysokym rizikem by mélo byt provedeno CT tryg
zobrazovaci metody: 18F-cholin PET/CT neb@ ®®

1, ev. moderni



Ga-PSMA PET/CT indikace

* Od jara 2021 dostupné standardné/SLP

 Od ledna 2023 rozsSireni indikaci

68Ga-PSMA PET/CT je indikovano:

1) u pacientu s vysoce rizikovym karcinomem prostaty k upresnéni stagingu pred
planovanou kurativni |écbou

2) u pacientl s biochemickou progresi po kurativni [é¢bé pri hodnoté PSA nad 0,2ug/!
nebo perzistujici hodnotou PSA po RP ev. po selhani primarni hormonalni [éCby, u
pacientl u nichz prichdzi v ivahu kurativni zachranna lécba, ev. je zvazovana cilena
radionuklidova terapie s ligandy PSMA.
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Karcinom prostaty - prehled stadii

* Nove dg. karcinom prostaty

 Lokalizovany nizce rizikovy
stredné

vysoce

* Lokalné pokrocily

* Diseminovany (mHSPC) High Risk
High Volume
OligoMTS

* Nemetastaticky kastracné rezistentni CaP (nmcrrc, CRPC M0)
* Metastaticky kastracné rezistentni CaP (mcrpc)
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Lokalizované onemocneéni — lécba nizce rizikového onem

= RP * panevni lymfadenektomie (dle nomogramu — Partin, Briganti, MSKCC)

= kurativni radioterapie * hormonoterapie neoadjuvantni/konkomitantni/adjuvantni

sQaktivni sledovani (active surveillance), mebo peclivé vyckavani (watchful waiting)

.......
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Aktivni sledovani

= Cotoje?

Aktivni pristup s cilem oddalit kurativni zakrok: RP ¢i RT

= Koho sledujeme?
Majoritné pacienty s nizkym rizikem

» Zavisi na celkovém stavu, komorbiditach,
postoji pacienta k |é¢bé (vék!, sexualni aktivita)
a predpoklad preziti!

» Nomogramy rizika,
napf.:. www.mskcc.org/nomograms/prostate

= Jak sledujeme?
Dle protokolu: MR, PSA a re-biopsie
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Treatment intent
Follow-up

Assessment/markers
used

Life expectancy

Aim

Comments

Active

surveillance

-
Curative

Pre-defined schedule

DRE, PSA, mpMRI, re

DI10p Sy

> 10 years

Minimise treatment

. : y st
reiated toxicity without

COMPromising sur

Low-risk patients

vival

' Watchful waiting

Palliative

Patient-specific

Not pre-defined, but
dependent on
development of
symptoms of progression

< 10 years

Minimise treatment

related toxicity

Can apply to patients with

all stages


http://www.mskcc.org/nomograms/prostate

Aktivni sledovani

PRECISE score — vyvoj zmén na MR

Pri AS vyuzivame napr. PRECISE score k posouzeni pravdepodobnosti

klinicky vyznamné radiologické progrese

PRECISE score Assessment of likelihood of radiological progression

1

2
3
4
5

Resolution of previous features suspicious on MRI

Reduction in volume and/or conspicuity of features suspicious for prostate cancer
Stable MRI appearance: no new focal /diffuse lesions

Significant increase in size and/or conspicuity of features suspicious for prostate cancer

Definite radiologic stage progression (ECE, SV involvement, LN involvement, metastasis)

ey oy
D



Hormon senzitivni diseminovany CaP

High Volume (Chaarted, Stampede)

> 4 kostni MTS (alespor 1 mimo patef, 2015
panev) a/anebo

visceralni metastazy (plice, jatra)

High Risk (Latitude)

Pfitomnost minimalné 2 ze 3 kritérii:
1.GS> 8 2017
2. 23 kostni metastazy
3. viscerdlni metastazy

Hussain M, et al. J Clin Oncol 2006;24:3984-3990;
Millikan RE, et al. J Clin Oncol 2008;26:5936-5942.



Hormon senzitivni diseminovany CaP

L ARTA

(apalutamid, enzalutamid)

2019

Hussain M, et al. J Clin Oncol 2006;24:3984-3990;
Millikan RE, et al. J Clin Oncol 2008;26:5936-5942.



Hormon senzitivni diseminovany CaP

ADT +
Docetaxel
”Hvll
ADT +
Abirateron — ARTA 2023
+ DOCETAXEL

”HRII

ADT + RT
OligoMTS

Piecel trial, Arasens trial



studie CHAARTED

studie Ill. faze, 790 pacient(

ECOG 0-2

ADT max 4 més pred randomizaci
Docetaxel bez prednisonu

Stratifikace na High-Volume a Low-Volume

> 4 kostni MTS (alespon 1 mimo pdter a pdnev)
a/anebo viscerdlni MTS (plice, jatra)

Rameno A:
ADT + Docetaxel
75mg/m? 3w, 6 cykl(

mHSPC L

Rameno B:
pouze ADT
Rozdilna kohorta pac. ve srovnani s Latitude:

Gleason Score = 8 60% pac,
28% meélo primarné RP Ci RT

Sweeney CJ, et al. Chemohormonal Therapy in Metastatic Hormone-Sensitive Prostate Cancer. N Engl J Med. 2015 Aug 20;373(8):737-46.



A All Patients
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No. at Risk
ADT+docetaxel
ADT alone

397
393

333
318

Hazard ratio for death with ADT+docetaxel,
0.61 (95% Cl, 0.47—0.80) P<0.001

ADT+docetaxel
(median overall survival, 57.6 mo)

ADT alone
(median overall
survival, 44.0 mo)

189
168

Rozdil 16,8m



Studie LATITUDE

Nové diagnostikovani (n=1199) pacienti
s high-risk mHSPC

R
2 ze 3 kritérii: A ADT +

N Abirateron 1000mg
* Gleason > 8 > —_— + Prednisone 5mg
* > 3 kostni MTS na scinti 0 (n=597)
» Mé&Fitelné visceralni MTS '\I/|

Z
* ECOG PS (0-2) n

C
Vylucovaci kritéria: E ADT +
* Low risk onemocnéni, —> Placeba

11 (n = 602)

* Predchozi |Ié¢ba docetaxel ¢i lokalni
|écba (RP, RT)

* Primarni cil: OS, rPFS
e Sekundarni cile: doba do PSA progrese, do vzniku bolesti, do zapoceni CHT, do skeletalni prihody

Fizazi K, et al. LATITUDE Investigators. Abiraterone plus Prednisone in Metastatic, Castration-Sensitive Prostate Cancer. N Engl J Med. 2017 Jul 27;377(4):352-360.



Celkove preziti

100

a0 ADT +AA+P, 53.3m

O\o V4 A4

= rozdil 16,8meés

2 60

2

= 40

S ADT + placebo, 36.5 m

3

20
HR 0.66 (95% Cl: 0.56—0.78)
P<0.0001
0
0 6 12 18 24 30 36 42 48 54 60 66
No. at risk Months
ADT+AA+P 597 565 529 479 425 389 351 311 240 124 40
ADT + placebos 602 564 505 432 368 315 256 220 165 69 23

Median doby lé¢by: Bez nezadouci udalosti: Celkové preZitive 3 letech:
ADT + AA + P: 25.8 m ADT + AA + P: 275 (46%) ADT + AA + P: 66%
ADT + placebo: 14.4 m ADT + placebo: 343 (57%) ADT + placebo: 49%

Kim N. Chi: Final analysis of phase 3 LATITUDE study in patients (pts) with newly diagnosed high-risk metastatic castration naive prostate cancer (NDx-HR mCNPC) treated with abiraterone
acetate + prednisone (AA+P) added to androgen deprivation therapy (ADT), oral presentation ASCO GU 2019



Doba do radiologické progrese

Statistically significant 53% risk reduction of radiographic
progression or death

Hazard ratio, 0.47 (95% CI, 0.39-0.55)
P<0.0001

ADT + AA + P, 33.0 mo

* rPFS 33 vs. 14,8m
 Doba do elevace PSA: 33,2 vs. 7,4m


https://www.google.cz/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiCpITu0f_XAhWBrRQKHRBBDKIQjRwIBw&url=https://twitter.com/docdanmorel/status/871456168153055232&psig=AOvVaw0ebu50WTlmiHjcVeIrudmm&ust=1513001369446755

Studie TITAN

Klicova vstupni kritéria

ECOGPSO-1

Studijni poZzadavek
Podavani ADT

Povoleno

Predchozi docetaxel

ADT < 6 mésici pro mHSPC nebo < 3 roky pro
lokalizované onemocnéni

Ukoncena lécba lokalizovaného onemocnéni pred
vice nez rokem

Stratifikace

Gleason score pfi diagndze (<7 vs 2 8)

Predchozi docetaxel (ano vs ne)

Chi KN, et al. N EnglJ Med. 2019;81(1):13-24.

N = 1052
Prosinec 2015 — Cervenec 2017

Apalutamid

240 mg denné + ADT
(n =525)

Placebo + ADT
(n=527)
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ECOG PS, Eastern Cooperative Oncology Group
performance status;

PSA, prostaticky specificky antigen; rPFS, preziti bez
radiografické progrese.

Dualni primarni cil:
*0S
rPES

o

Sekundarni cile

» Cas do cytotoxické chemoterapie Cas do
progrese bolesti

« Cas do chronického uZivani opioidd

« Cas do skeletalni udalosti

Exploratorni cile

+ Cas do PSA progrese

» Cas do progrese na sekundarni linii 1é¢by
(PFS2)

+ Cas do symptomatické progrese




TITAN: Apalutamide for mCSPC

Median OS, Mo

Radiographic PFS Overall Survival
Median PFS, Mo
Events (95% Cl) Events
Apalutamide + ADT (h =525) 134 NE (NE-NE) Apalutamide + ADT (n =525) 83
231 22.1(18.5-32.9) 117
100 1~ L 82%
\l_lxl_'—lel_‘_l_
68% :
75 1 — 75 1 :
_ 4 <75 :
g o
&) 50 S P .- ......................... @) 50 ..........................................................................
% =
201 HR:0.48 (95% CI: 0.39-0.60; 201 HR:0.67 (95% ClI: 0.51-0.89;
P <.001) P = .005)
0 ; ; r y y 0 ; ; ; Y ; 1
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Mo Mo

Chi. NEJM. 2019;381:13.

NE
NE



TITAN: Final OS Analysis

100
X 60
7 T e i i e i Rttt By Hali i
© 404 oS Apalutamide
Events, n (%) 170 (32.4) 235 (44.6)
20 Median, mo (95% Cl) NR 52.2 (41.9-NR)
HR (95% ClI) 0.65 (0.53-0.79)
P value <.0001
0 I I I I | I I I 1
0 6 12 24 30 36 42 48 54 60
Mo
Events, n/N Median OS, Mo
Subgroup Apalutamide  Placebo Apalutamide Placebo HR (95% Cl)
Prior docetaxel use
= Ves 21/58 17/55 NR NR —— 1.12 (0.59-2.12)
= No 149/467 218/472 NR 48.7 o= 0.61 (0.50-0.76)
BEEE RIS 134/325  175/335 NR 38.7 - 0.70 (0.56-0.88)
= Low 36/200 60/192 NR NR —— 0.52 (0.35-0.79)

Chi. JCO. 2021;39:2294.




nmCRPC (CRPC MO)

 pacienti po primarni lécbé (RT/RP)
bézi trvald ADT
elevace PSA

Pti PSA > 2ng/ml a PSA DT < 10 més

CT trupu a scinti skeletu, pokud neni potvrzena vzdalena diseminace ... vysoce
rizikovy nmCRPC

e od 1/2021 apalutamid (Erleada) — Spartan
* od 6/2021 darolutamid (Nubeqga) — Aramis
e od 5/2023 enzalutamid (Xtandi) — Prosper



NnMCRPC

Negativni radiologicky Bez pfiznakd nadorového

nalez metastatického onemocnéni vyjma nezadoucich trom
onemocnéni podle uc€inkud souvisejicich s pfedchozi < months 33 7 0 0 0 0
eni bo probihajici 1é&bou Cidmums 8 m 2 v 8
konvencnlCh nebo pro J 215 months 210 163 122 ” L1 bk~

zobrazovacich metod* karcinomu prostaty?

4 Zahajeni lécby ARTA Radiologicka
progrese

Chemoterapie

Hladina PSA roste i pfi ADT,;
. vl Progrese
nutna je dalsSi IéCba pro PSA
oddaleni progrese

40 MESicUs.10-12

LokéIni onemocnéni/ < >
biochemicky relaps!8

@nptomat@ Symptomaticky
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Primarni cilovy ukazatel:
» * Preziti bez metastaz
Darolutamid + ADT?*
Hlavni sekundarni cilové
ukazatele:
« Celkové preziti

Zarazeni pacienti: 1 509

* NnMCRPC

* PSADT < 10 mésicl
* PSA = 2 ng/ml

« ECOG PS 0-1

* Doba do zahajeni prvni
chemoterapie
* Doba do progrese
bolesti/pFiznaku
Placebo + ADT  Doba do prvni
symptomatické skeletalni
pfihody

Randomizace
2:1




MEDIAN PREZITI BEZ METASTAZ (MFS)

1.0
0,9
0,8
0,7
0,6
0,5
0,4
0,3
0,2
0,1
0,0

Pravdépodobnost preziti

Pocet pacientu v riziku
Darolutamid
Placebo

Darolutamid + ADT

Placebo + ADT

HR 0,41 (95% CI 0,34-0,50)

p< 0,001

snizeni rizika o 59 %

Darolutamid: 40,4 mésict (median)

24

0 4 8 12 16 20 24 28 32 36 40 44 48
Mésice
955 817 675 506 377 262 189 116 68 37 18 2 0
554 368 275 180 117 75 50 29 12 4 0 0 0

Rozdil 22 meés
bez metastaz



HR 0,38 (95% CI 0,32-0,45) |
p< 0,001 . HR 0,16 p< 0,000001

Darolutamid: 36,8 mésicu (media Darolutamid: 29,5 mésict (median)

Placebo: 14,8 mésicl (median) Placebo: 7.2 mésict (medidn)

Pravdepodobnost preziti

R
o
o
1]
o
c
a
g.
[
T
3
o

___ Darolutamid + ADT 1 | __ Darolutamid + ADT
. Placebo + ADT '

; - Placebo + ADT
0 4 8 12 16 20 24 0 4 8 12 16 20 24
Pocet pacientl v riziku Mésice Pocet pacientti v riziku Mésice
Darolutamid 955 808 663 49 364 251 179 ! Darojutamid 955 802 586 406 281 186 127
Placebo 554 345 252 160 104 66 45 Placebo 554 249 98 44 18 10 6







Metastasis-Free Survival (MFS)

Apalutamide: SPARTAN ! Enzalutamide: PROSPER 2 Darolutamide: ARAMIS *

HR (95% CI): 0.29 (0.24~ Kaplan-Mere: Ay | et froe Survived
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g p <0.0001 28! Veustaisbee

T p < 0.0001 T : ENZA, 366 ST
W AN E e o)y — e mo
' 'f:):r L I M —N (medSan)
- ./" . .'i . - +\ .

.

.

=

Swdctmits 004 M0AN
Pacbs B4 2A

Phanrd =y29, 143 1998 O, § 260508
rea0m

. (5] -

=3
- a8 w
) S W\

.

=
-

|~ i -

b = L L
- \AF_I_._L_..‘_A__
-

-

Frubiaitity of Survval
wrhout Mataitsal
=)

:
o
.
4
5
2
v
3
*
3
»
=

. Tt T—r"=
U 2NN R %8 un
Nt

Desitome 5 0 M 05 WV IR I 8 " U 21 12
L MWD Y DR 4200

* 72% reduction of distant * 71% reduction of distant 59% reduction of distant mets or
progression or death progression or death death

* Median MFS: APA 40.5 monthsvs * Median MFS: ENZA 36.6 months vs Median MFS: DARO 40.4 months vs PBO
PBO 16.2 PBO 14.7 18.4 (22 m)

* 24-month increase in MFS « 22-month increase in MFS 22-month increase in MES

1. Smith MR, et al. NEJM 2018. 2. Hussain M, et al. NEJM 2018 3. Fizazi K, etal. NEIM 2019
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Zoledronova kys.
J SRE risk

1968 1984 2004 2011 2013 2017 2019
cyproteron || leuprorelin | | docetaxel abirateron || radium?23 || Latitude | mHSPC ARTA

1941 1982 1989 2010 2012 2015 2018 2020
OE estramustin || bicalutamid || kabazitaxel | enzalutamid | Chaarted || nmCRPC PARPI

Lul77

orchiektomie
leuprorelin
@ orchiektomie
‘ docetaxel
kabazitaxel
abirateron, enzalutamid
radium
mHSPC
apa-/darolutamid

PARPI

ggggg
111111111
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Prognodza pacientu s diseminovanym karcinomem prostaty

medidn preziti:

e rok 2004: 30 mésicu (ADT)

* rok 2014: 44-54 mésicut® (ADT + Docetaxel + kabazitaxel +
ARTA + mCRPC Radium?%3 u mCRP(C)

 rok 2016: 53-60 mésictt3 (... + docetaxel ¢i ARTA u mHSPC)

* rok 2023: nad 60 mésica (... triplet, PARPi, Lul77...)

1. Gravis et al, Lancet Oncol 2013; 2. Sweeney et al, NEJM 2015; 3. James et al, Lancet Oncol 2016.
ADT — androgen deprivacni |[é¢ba; ARTA — |écba cilena na androgenni receptor; mCRPC — metastaticky kastracné rezistentni karcinom prostaty; mHSPC — metastaticky hormon senzitivni karcinom prostaty.



Budoucnost v lecbe CaP
* PARPI

* triplet terapie u mHSPC

* teranostika

* nove lécebné metody



Prehled studii s PARPI: monoterapie a kombinace

MmHSPC nmCRPC 1L mCRPC 22L mCRPC >23L mCRPC

PARPi PROfound/ olaparib GALAHAD/ niraparib paresented
monoterapie .
TRITON3*/ rucaparib TRITON2/ rucaparib [Fuplished
Primary completion: 2020

SR TALAPRO-1/ talazoparib (e

Lancet Oncol
2021

TOPARP/ olaparib Published

NEJM
2015

PARPi
kombinovana
lécba

TALAPRO-3* PROpel Study 08/ olaparib Published
talazporaib+enzalutamide olaparib+abiraterone Published NEJM

Primary completion: 2022
AMPLITUDE* Leg i TALAPRO-2*

talazoparib+enzalutamide (RN
Mar 2022

Lancet Oncol 2018
Updated publication
eCancers 2021

niraparib+abiraterone

Primary completion:
Nov 2024

MAGNITUDE*

niraparib+abiraterone

Phase Il Phase Il

Data available

CASPAR*
rucaparib+enzalutamide

AstraZeneca trials

Primary completion:
\E\lepk

*Clinical trial ongoing
Not all ongoing clinical trials in advanced prostate cancer have been included here.




PROpel: Studie faze III hodnotici efektivitu, bezpeCnost a toleranci kombinace
olaparib + abiraterone u pacientti v prvni linii 1éCby mCRPC.

Primary endpoint
» Radiographic progression or death
(rPES) by investigator assessment?*

Olaparib 300 mg PO BID

Patient population + abiraterone 1000 mg QDt

=399
* 1L treatment at mCRPC stage "

Key secondary endpoints:
* Overall survival (alpha control)

- Docetaxel allowed MHSPC stage* Full dose of olaparib and abiraterone

used
« No prior abiraterone 11 » .
Additional endpoints:
» Other NHAs allowed if stopped =212 Time to first subsequent therapy or death
months prior to enrolment N=796 Placebo Time to second progression or death
» Ongoing ADT + abiraterone 1000 mg QD' Objective response rate

Prostate-specific antigen (PSA) response
Time to PSA progression

I d t abi q HRRmS gene mutation status (by tissue
Full dose of abiraterone use and CtDNA testing)

n=397

« ECOG performance status 0-1

Health-related quality of life
Stratification factors: Safety and tolerability

1. Site of distant metastases: bone only vs. visceral vs. other
2. Prior taxane at mMHSPC: yes vs. no

First patient randomized: Nov 2018; Last patient randomized: Mar 2020; DCO1: July 30, 2021, for interim analysis of rPFS and OS.

Multiple testing procedure is used in this study: 1-sided alpha of 0.025 fully allocated to rPFS. If the rPFS result is statistically significant, OS to be tested in a hierarchical fashion with alpha passed on to OS.

*Docetaxel during neoadjuvant/adjuvant treatment for localised prostate cancer and the mHSPC stage of disease was permitted. tIn combination with prednisone or prednisolone 5 mg bd *Using Response Evaluation Criteria in Solid Tumours [RECIST1.1]2
for soft tissue lesions and Prostate Cancer Working Group-3 [PCWG-3]3 criteria for bone lesions), unacceptable toxicity, or withdrawal of consent.® HRRm testing conducted after randomisation and before primary analysis, including a 14-gene panel, using
the FoundationOne®CDx test and FoundationOne®Liquid CDx test. The gene panel included the following genes: ATM, BRCA1, BRCA2, BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, RAD51B, RAD51C, RAD51D, and RAD54L

1L=first line; ADT=androgen-deprivation therapy; BID=twice daily; ECOG=Eastern Cooperative Oncology Group; HRR=homologous recombination repair; mMCRPC=metastatic castration-resistant prostate cancer; mHSPC=metastatic hormone-sensitive
prostate cancer; NHA=new hormonal agents; OS=overall survival; PARP=poly (ADP-ribose) polymerase; PARPi=PARP inhibitor; PSA=prostate-specific antigen; QD=once daily; rPFS=radiographic progression-free survival

1. Clarke N, et al. New EnglJ Med Evid 2022.doi:https://doi.org/10.1056/EVID0a2200043; 2. Eisenhauder EA, et al. EurJ Cancer 2009;45:228-247; 3. Scher HI, et al. J Clin Oncol 2016;34:1402-1418



Data cut-off 1

Prodlouzeni rPFS u pac. s HRRm 1 non-HRRm

rPFS u HRRm podskupiny rPFS u non-HRRm podskupiny
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time from Randomization (months) Time from Randomization (months)
No. at Risk No. at Risk
OIaparib + Abiraterone 111 111103 96 94 94 90 88 87 79 78 74 72 71 66 65 64 52 52 49 34 33 28 14 14 8 8 8 2 1 1 0 0Iaparib + Abiraterone 279 275 255 249 238 235 216 214 207 192 190 185 175 169 157 152 151 115 112 111 69 66 59 45 43 20 18 18 3 3 3 0
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*The HRRm status of patients in PROpel was determined by prespecified HRRm testing conducted after randomisation using tumour tissue and plasma ctDNA HRRm tests. Patients were classified as HRRm if (one or more) HRR gene mutation was detected Fam
by either test; patients were classified as non-HRRm patients if no HRR gene mutation was detected by either test; patients were classified as unknown HRRm if no valid HRR test result from either test was achieved. 18 patients did not have a valid HRR

testing result from either a tumour tissue or ctDNA test and were excluded from the subgroup analysis w
1. Saad F, et al. Supplemental. Presented at ESMO 9th—13th September 2022, Paris, France. Abstract #13570, Sensitivity analysis rPFS by blinded independent central review:!




Benefit v rPFS byl potvrzen v rameni s ola+abi jak ve skupiné BRCAm,

tak 1 non-BRCAm

0.23 (0.12-0.43)
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Events, n (%)

Data cut-off 1

Median rPFS (mos)

Olaparib +
abiraterone
(n=343)
148 (43.1) 194 (55.4)
24.1 19.0

HR (95% CI)

0.76 (0.61-0.94)

rozdil rPFS 5 mésicu

I I I I I I I I I I I
0 2 4 6 8 10 12 14 16 18 20 22
Time from randomization (months)

343 314 289 266 254 230 211 190 183 137 87 73
350 318 301 277 270 242 214 183 172 132 80 66

BRCA2m: HR 0.25, 95% Cl 0.12-0.48. Non-BRCA2m: HR 0.74, 95% Cl 0.60-0.92. Patient enrolment was not based on HRRm status; however, the HRRm and BRCAm status of patients in PROpel was determined after randomization
and before primary analysis using aggregated results from tumour tissue and plasma ctDNA HRRm tests. This subgroup analysis is post hoc exploratory analysis. A circle indicates a censored observation

DCO1: 30 July 2021

1. Saad F, et al. Supplemental. Presented at ESMO 9th—13th September 2022, Paris, France. Abstract #13570
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PROpel: OS u HRRm a non-H

Rm podskupiné

HRRm (28.4% of ITT population)

Non-HRRm (69.3% of ITT population)
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ARASENS: ADT + Docetaxel + Darolutamid/placebo u mHSPC

= |nternational, randomized, double-blind phase Ill trial in 286 sites across 23 countries

Stratified by metastasis stage (M1a vs M1b vs M1c),
alkaline phosphatase level (< vs > ULN)

Darolutamide 600 mg PO BID +

; ADT +
, , / Doceta?(el 75 mg/m= on Until symptomatic PD,
Patients with newly D1 x six 21-day cycles change in neoplastic tx
diagnosed metastatic (n=651) unacceptable toxicity ’
CSPC; ECOG PS 0/1 Placebo PO BID + patient—physician ,
(N =1306) \ ADT + decision, or nonadherence

Docetaxel 75 mg/m? on
D1 x six 21-day cycles
(n = 655)

®= Primary endpoint: OS

= Secondary endpoints tested hierarchically in this order: time to CRPC, time to pain progression,
SSE-free survival, time to first SSE, time to initiation of subsequent anticancer therapy, time to worsening

of physical symptoms, time to first opioid use, safety

Smith. NEJM. 2022;[Epub]. Smith. ASCO GU 2022. Abstr 13. NCT02799602.




ARASENS: OS (Primary Endpoint)
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Smith. NEJM. 2022;[Epub].



ARASENS: Time to CRPC and Time to Pain Progression
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Smith. NEJM. 2022;[Epub].
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ARASENS: Overall Survival by Disease Volume
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Hussain. JCO. 2023;[Epub].



ARASENS: Overall Survival by Risk Group
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Hussain. JCO. 2023;[Epub].
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ARASENS VOLUME and RISK Subgroups:
Other Key Secondary Efficacy Endpoints

Number of events/ . -
Number of patients Median (95% ClI), months >
HR (95% ClI)
DARO PBO DARO PBO

Patient
subgroups

Secondary
endpoint

222651 248/654  NE(305-NE) 27.5(22.0-36.1) g 0.79 (0.66-0.95)
161/497 192/508  NE(26.7-NE) 24.4(16.8-333) o 0.75(0.61-0.93)
E¥Ra 10 poi 61/154 56/148  46.1(250-NE) 39.5(248-NE) ’ 0.94 (0.66-1.36)
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155/452 173/460  354(25.0-NE) 25.0(18.2-359) — 0.81(0.65-1.01)
67/189 75/194 NE (38.2-NE) 28.8(19.3-NE) — 0.76 (0.55-1.06)
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erapy
46/199 96/194 NE (NE-NE)  39.0(31.8-NE) —— 0.36 (0.26-0.52)
0,00 0.50 1.00 1.50 200
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aBased on unstratified Cox regression model.

blncludes-allrandomized-natients-accordina-to-nlanned-treatment.
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MHSPC: treatment indivualization!
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{prior local therapy)
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volume
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continuous ADT

>

&' AL frailty, functional status, ECOG PS, comorbidities, age, life expectancy

_ Reference: Templeton et al. Swiss Post APCCC Nov 2022, Swiss Med Wkly submitted.



Zaver — co se udalo za poslednich 10 let v Iécbe CaP

" nove Ga-PSMA-PET - u lokalizovaného rizikového CaP, biochem. relapsu
" trend v preferenci aktivniho sledovani, rutinni uziti MR prostaty
= podani docetaxelu a ARTA u mHSPC vyznamné prodluzuje OS

= u HR nmCRPC jsou velmi efektivni ARTA v oddaleni vzniku MTS

= u mCRPC nove PARPi: olaparib+abi, niraparib+abi
* triple terapie doce+darolutamid/abirateron u mHSPC CHT ,fit“
" nastup radioligandu do 1é¢by mCRPC (teranostika)
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