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Prostat Kanseri Patogenezi

Recent insights into the molecular landscape of advanced PC have identified the following potentially
actionable targets:

Molecular alteration Frequency of expression in advanced PC*

' B B B N B BN (>80%)-5
] PR D (63%-T1%)6
1 (49%)8

High levels of PSMA expression

AR pathway mutations/alterations

= =

PTEN-PI3K-AKT pathway alterations

= =3. =3 =D =D
== =3, =p. =D
=i

Cell cycle (CDK) pathway alterations 1 (21%)8
DNA repair pathway alterations r{ (19%-23%)°
WNT pathway alterations # f (18%)5
MSI-H, dMMR | (~3-5%)78

PSMA appears to be the most broadly applicable potential biomarker and actionable target in advanced PC*%

*Eaoch figure represents 10% of patients with odvanced PC.

1. Hope TA, et al. J Nucl Med. 2017;58(12):1956-1961; 2. Hupe MC, et al. Front Oncol. 2018;8:623; 3. Pomykala KL, et al. | Nucl Med. 2020,61(3):405-411;
4. Minner 5, et al. Prostate. 2011;71(3):281-288; 5. Bostwick DG, et al. Cancer. 1998;82(11):2256-2261; 6. Robinson D, et al. Cell. 2015,;161(5):1215-1228;
7. Abida W, et ol. JAMA Oncol. 2015; 5(4):471-478; 8. Lindh C, et al. APMIS. 20189; 12 7(8):554-560.

AKT, protein kinase B; AR, androgen receptor; COK, cyclin-dependent kinase, PC, prostate cancer; PI3K, phosphoinositide 3-kinase;

PSMA, prostate-specific membrane antigen; PTEN, phosphatase and tensin homolog, WNT, wingless int-1.
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Ipatasertib and the PI3K-AKT Pathway

RTH
PISK/AKT pathway biomarkers analysis SHIP-1/2
from the Phase Il IPATential150 trial of iR
ipatasertib plus abiraterone in metastatic & o o g *i'.' &
castration-resistant prostate cancer (= © z z
| ART (i e
A BlaK ‘\ FTEN INPPAB
"""f\\ PP2A
PHLPP1/2
Presented By Johann De Bono at 2021 Genitourinary Cancers J. 5. Brown, L. Banerji f Pharmacology & Therapeutics 172 (2017) 101=-115
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IPATential150 Study Design and Co-primary Endpoint Outcomes

/‘ g —.
Patients with asymptomatic or mildly symptomatic Ipatasertib {400 mg qd) +
mCRPC (no prior treatment for mCRPC) Abiraterone
(1000 mg qd)®
Stratification factors
Tumour FTEM loss status by IHCE =

Prior docetaxel in HSPC setting
Progression by PSA only

Presence of liver/lung metastases Placebo +
Geographic region Abiraterone

‘\ N=1101 _‘/ (1000 mg qd)®

Investigator-assessed rPFS in the ITT population

L] - L] -

L]

Post-treatment follow-up

Radiographically assessed
disease progression

|

Pba + abi Ipat + abl Pbo + abi Ipat + abi
= 261 n = 260 n = 554 n = 547
Patlents with event, n (%) 154 (59) . 124 (48) . | Patients with event, n (%) | 306 (55) 252 (48)
1-Year event-free rate 63.3 64,4 1-Year event-free rate
(95% CI), % (57.3,693) | (56.3,70.5) (95% CI), % BRI 1)) BE A8, )
Stratified HR [35% CI) 0.77 (061, 0.98); F= 0.0335° | Stratified HR (95% CI) ‘ 0.84 (0.71, 0.98); P = 004317

Fresented By Johann De Bono at 2021 Genifourinary Cancers Symposiem
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Improvement in rPFS by NGS Population

=
PTEN loss by NGS
Pba + aks I b
{amang PTEN NGS e iy PTEN WT by NGS :
n=103 n= 105 Pbo + abi Ipat + abi
evaiuabial {amang BFTEN NGS5 i i
1004 fPFS, median 14.2 19.1 | evaluable) =155 n =155
(95% C1), mo (109, 18.7) {13.8, NE} rPFS, median 16.8
80 Stratifiad HR [85% Cl) 0.85 (0.45, 0.93) -[;5".& cij, I'I': {13.7,_24.8) 16.4, HE
= 5 iratified H
{a5% CIj 0.85 (D82, 1.18)
£ 60-
......................................................................... A A AR S S hEEh‘y’“GE Pho + aba ||:|l1*'1'||:|i
famang PTEN NGS n= 258 n = 260
40 avaluabie)
rPFS, median
[95% CI}, mo {13.7,18.0)
20 Stratified HR
0.77 (0.60, 0.98
(5% Cl) : ’
0=
T T T T T T T T T T T T
o 3 L 12 15 18 21 24 i) k| 33
o, ot Riak Months
«ald 103 B4 &0 =] &5 40 b= 7 B 4 1
ipat +abl 108 a2 5] T4 2 45 b1 Fi 12 4

105 data were immature; however, the investigators noted an early trend showing survival favoring the

ipatasertib arm in the PTEN-loss group (HR, 0.91) and ITT population (HR, 0.93)

L. ch= Bormo 5, Bracanca 5, Shernbeng CH, =i pl. IPATential 130 efficecy srd sedeby from the phase 8 sbady of |ped eserti plees pbiraienores w3 placebo plus abiraberone in
metastatic cpetraticerravisiaed prosiste cancer, Fresenbsd at: J030 ESMO Yirbua | Conpress; Sepbermier 19-21, 20020 Yirtual, Abetract LSEd

Fresenied By Johann De Bono at 2021 Genifourinary Cancers Symiposiam
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FUTURE PERSPECTIVES

Precision medicine in mHSPC

Intervention Control Arm Column C
TALAPRO-3 Talazoparib + :
NCT04821622 Enzalutamide Enzalutamide DDR gene mutated
CAPltello-281 . . . . .
NCT04493853 Capivasertib + Abi Abi PTEN deficiency




Evre IV Kastrasyona Direncli Prostat Kanseri

RATIONALE FOR TREATMENT IN PROSTATE CANCER v '

Androgen stimulation

Upregulation D-type cyclin

4 cb CDKi ity
4/6

Cell cycle disruption

Cancer Res (2020) 80 (16_Supplement): 4850 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m
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CYCLONE 2 v '
Phase Il/lll, RCT, placebo controlled

PART 1 - Lead-in (N=30) PART 2 - RP2D (N=150) PART 3 (N=170)

Abiraterone Acetate 1000mg QD
— Prednisone 5 mg BID
\ Abemaciclib 150 mg BID N=10
T 5 Abiraterone Acetate 1000 mg QD 3 Abiraterone Acetate 1000 mg QD
g Abiraterone Acetate 1000mg QD o Prednisone 5 mg BID "; Prednisone 5 mg BID
N - Prednisone 5 mg BID s Abemaciclib RP2D BID e S Abemaciclib RP2D BID —
o Abemaciclib 200 mg BID N=10 ﬁ =
T N N
N Abiraterone Acetate 1000 mg QD = E
g - Prednisone 5 mg BID 3 Abiraterone Acetate 1000 mg QD £ Abiraterone Acetate 1000 mg QD
g Placebo 150 mg BID N=S = Prednisone 5 mg BID Adapi & Prednisone 5 mg BID
@ v Placebo RP2D BID - PlVe e Placebo RP2D BID N=85
(e Abiraterone Acetate 1000 mg QD Interim
— Prednisone 5 mg BID Analysis*
Placebo 200 mg BID Ne5

* If prespecified adaptive expansion criteria are met
at an Adaptive Interim Analysis, Part 3 will open,
and 170 additional patients will be randomized

Maria T Bourlon Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m
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>1in 10 Men with mCRPC have Germline Mutations

Distribution of presumed pathogenic

* Inherited germline DDR mutations
* mCRPC: 11.8% (82/692)
* Localized disease: 4.6% (23/499)

germline mutations

RADSIC 1%
MSHS 1% MREI1A 1%
MSHZ 1% BRIP1 1% N .
GENT 2% FAM1754 1% Presumed pathogenic germline mutations
in metastatic cases (N = 692)

P52 2%
NBN 2% P

RADSID 4%
PALB2 4% — BRCAZ 37 5.35
AT 11 1.59
CHEKZ™ 10 1.87
BRCAI & 0.87

*n = 534; data censored for metastatic cases with inadequate sequencing

Using germline testing alone
~50% of patients with a BRCA1/2, or ATM mutation will be missed
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Patients with HRRm including BRCA2m are more likely to have poor
outcomes on standard of care therapies!-

Patients with germline HRRm including BRCAZ2m are more likely to Poor responses to standard therapy also seen for tumour
have poor outcomes on standard of care therapies!? HRRm?
Cancer specific survival in mCRPC patients Time to progression in mCRPC patients
with gBRCAZm* with HRRm?
1004
& Median CS5 (95%
roue eI}
F 80
= 33,2 months
T (29.0-37.4) _
i _ o M
E . 17,4 manthes Z 4 A& unguantifiable
@ (10.7-24.2) £ e R '
- Ll 1
T 4o Log-rank test p=0.0256 -] ks
# & .
w £ ¥
H 20 'ﬁ - T I T
S g
g - L
D 1 L; 1 T L T L) T e
& 12 1B 24 30 36 42 4B 54 4D e
Months . : .

12 16 20 24 28
Maonths

1 Castro E &t al, ) Clin Dacal, 201 5:6430-503; 2. Annala M, etal, B Ural, 2017723442, 3, Annala M, et 3l Concer D¥scovery, 201E D010, 1158/ 2 155-8290, 00-17-0337
CHUM
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PARP Inhibitor Trials and approvals in mCRPC

Q1 2017 Q4 20192 Q2 2020° Q4 2020™
PROfound study PROfound study * FDA approval of Health Canada
initiated results presented oclaparib approval of claparib

G 20154 o 2019e
TOPARP-A data TOPARP-B data
published published ‘

—

Q1 2017 Q2 20177 Q3 20204 Q2 20208 Q1 20227
TRITONZ P2 rucaparib ——' |  TRITON3 P3 rucaparib TRITONZ P2 rucaparib FDA approval of TRITONZ rucaparib study
study initiated study initiated study due to read out rucaparib due to read out
Q2 2017 ' Q2 2020¢
Q3 207 6™ — TALAPRO-1 P2 talazoparib Q3 2020 TALAPRO-1 P2 talazoparib
GALAHAD P2 niraparib study initiated GALAHAD P2 niraparib study due to read out

study initiated study due to read out

HLA, high lewel e e ; HAFM, homelogous rcecmbinsticnrepain mOARC, metaristic cartration- mtlntpn:lllhl:.n:!r F&AF, |::I||||7|DI'-| rl:m.r_u:n -.lrr-lru.r F. phea=s
1L dne Bores J et ml FER] 202028 33000 103; I Aatrelsnscs preaxre lesas, 7 Aunne 2005 = bl Ll I - no-d ek = 1 =
TP E1ADNT-TOE % Kiaieo 1ot el S O |:l.-|=||:||::|.'l,.|:r.i.h-|r1|:l:=._n. Wmm

T. beacsiel i rcn Er e e ekl vah oo TR B S5 59 8. i Q- [
= Wlﬂwll LlTl!'HIﬂllPlrﬁll:lrlld-lFrﬂdﬂl h'l'-lml'l'\-lli‘l

& Maieo 1ot sl MERA 2005
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PROfound Secondary Endpoint: Significant Improvement in OS in
mCRPC with BRCA1/2 or ATM Mutations (Cohort A)

31% Reduction in Risk Of Death with Olaparib vs. Physician’s Choice

Cohort & Cohort & with adjustment for crossover®

100 = 100 =
" g SRR HR=0.69 (95% C1 0.50, 0,57} M
T . ", HR=0.42 [95% C1 0,19, 0.91)
Median 05: 19.1 ws, 14.7 months;
80 = P=0.02 80 — ‘“-'h& Crossover rate: 67% [G6/83)
F 60 - B 60 -
f - s -
= . a
=E a0 — M‘;ﬂhﬂ § an -
=] [=]
on Ydi'e o
20— 20 —
0 I 1 1 1 1 I | | I 1 1 1 1 1 I I | 0 I I ] ] ] 1 I I I I I 1 1 1 1 I |
o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 M4 o 2 4 6 8 10 12 14 16 18 20 22 24 26 FE O30 3¢ 34
Fac. at risk: Time frem randomisation [months) Faa. at risk Time frem randomisation [months)
D pgpea i LEZ 135 130 143 138 L34 LOF LOo g1 TL = =4 30 LE ] I 1} i O s ris LEZ I35 190 143 138 134 LOF LOC g1 ! = =4 T 14 ] I 1 [
Phy=sian's ax k- T4 5] B4 3B 50 42 ar v 13 13 Il -] ] -] 1} i Phy=scan's az TE EE | 13 =3 &7 - L= -] = [ [ [ [ 1] 1] 1] [
rhoice rhoice

Median follow-up duraticon for censored patients | olapanit, 21,9 months; control, 21,0 months, *Re-censoned; comnducted wsing rank-presendng strisciural failue time rmodel (RPSFTR) to demors inate Che —_—
imgact on 05 of crassoer of patients from the comtral anm Do receive claparib as a first subseguent anticances theragy, T, confidence interval; HR, hazard ratio] 05, overall siendval, 1. Hussain M, et al, NER LM

ZOR0; 0w line; i 10, 1056 MEIMOa 20 2 455
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PROpel

Randomized, double-blind, placebo-controlled Phase Il trial

Patient population Primary endpoint

« 1L mCRPC * Radiographic progression or death (fPFS)
+ Docetaxel allowed at by investigator assessment
mHSPC stage

+ No prior abiraterone |

= Dthgr MNHASs allowed if itk d ol sl
stopped 212 months prior
to enrolliment

+ Ongoing ADT

+ ECOG -1

« OQverall survival (alpha control)

Additional endpoints
« [ime to first subsequent therapy or death (TFST)
« Time to second progression or death (PF52)

Placebo + Objective response rate (ORR)
+

abiraterone 1000 mg qd*

atratification factors
+ Site of distant metastases:
bone only vs visceral vs other
+ Prior taxane at mHSPC:
YES VS No n=397¢

— HREm® prevalence (retrospective testing)
= Health-related quality of life
« Safety and folerability

Full dean of abirsterans wasd

HRRm status! |
Baseline demographics: HERm, 111 {278 118 {20.0)
Man-HRRAm 278 (69.9) 273 (6R8)
HRRm status HRtRm unknown 842.3] 8423
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PROpel

Primary endpoint

rPFS by investigator assessment rPFS by blinded independent central review”

109 12-month rate
= T3.B%
2.8 . BO.E% Zd-month rate
- 53.7%
g '“h...__., 2l
o ““'*h._ 34.1%
t =
% [l iy Ewenin, n %] BE7 (3R] .l FEEE]
Mgl oy 1 PP E
E Evarts, h %) BRI T | Eh E' o5 RS ne B4
B Madan BF S
B4 ] A AT
£ fmontha a s 3 W OO it 3201
= a2
R I |
— o ' TFER iprreesient of 103
- 21 | INeEid dBpurii & BEALN b Cae]
MHEW“HMH |.-||.|:| ) | B S s T : ] L R B W ) ) LA B
——T . O S 0 2 4 & & 3 13 w4 16 @ 2 ¥ M 2 o B
6 2 4 B B 10 W2 14 M A W RN N OM M M Tima from mndomicstion jmonb)
R Tirel Irads dindemiistion (menth] e o S AN S8 Y15 11 5] S0 BT U 0% 0 5S T39 Y- AR T 1A BN B N ML M W M B K A @
o ) s A i ] i G i (0 O sl ) ik T i e i ek B B B e e B B om 4 B Fikials = s NI HIGEIDINHIN DI AT EEH IT T E TN INE T T O 2 N N W 3 7 1 &

» 34% risk reduction for progression or death with olaparib + abiraterone (HR 0.66; 95% Cl 0.54-0.81; P<0.0001)
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MAGNITUDE

Randomized, double-blind, placebo-controlled Phase Il trial

Study start: February 2018 Prescreening for
BM status®

Patient eligibility
s L1 mCRPC

= =4 maonths prior AAF allowed
for mCRPC

« ECOGPS0Oor1
= BPI-5F worst pain scora =3

Stratifications

= Prior faxane-based chama for e
mCSPC

= Prior ARi for nmCRPC or
mCsRC

» Prior 8AF for L1 mCRPC

= HRR B+ cohort only:

« BRCATS? vs other HER
CpEn e alterations

Clhimbzal data cut-off was October B, 2021 Torthe final PFS analysis.

HRR B+
panal:
ATA
arRca
gRLAz
gt
CowT2

FARGA
HOAC2
FALE2

Allocation
to cohort

HRR BM+

Planned N = 400

= Planned N = Tuu

i

L

1:1
randomization

Niraparib + AAP

Placebo + AAP

Miraparib + AAP

Fatlenis ware prospactivaly tested by plasma, tissue andior sallvalwhole blood. Patlents negative by plasma only were required

to tast by tissee to confirm HRR BM= status,

Primary endpoint
= PFS by ceniral review

Secondary endpoints

= Time to cylotoxic chemotherapy
« Time to symplomatic progression
+ 5

Other prespecified sndpoints
= Time to PSA progression
= ORR
FF52
= Time to pain progresson
= Patent-reported outcomes

Note: Patients could requestte be
unbslindad by the study stearng commitmae
and go on to subsequent therapy of the
investigator's choice.
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MAGNITUDE

Primary endpoint: rPFS by central review

BRCA1/2-mutated All HRR BEM+
100 4 100 H
L]
E E
% il NIRA + AAFP: 16.6 mo E Bl NIRA + AAP: 16.5 mio
5 _____________________________ i — T N . . o, R
£ 40 % 40 1
20 - PBO + AAP: 10.9 mo O . PBO + AAP: 13.7T mo
:?: HR: 0.53 (95% CI, 0.36-0.79) E :;"f‘lf'u?i;gs% CL, 0.56-0.96)
n D P = Dlﬂnlq ﬂ _ l- L T L T T Lj L T L}
a 3 M a 15 48 18 21 4 57 3 0 3 & % 12 15 18 M 24 ¥ W
i ek Months frorm randomization T— Months from randomizaticn
HFAA & AAPR 1% 03 i) a5 45 i 18 0 4 i V] MIRA + &AF 212 152 L -Ti 128 95 L 45 21 1] F Q
FEO + 8P 112 &7 77 43 28 20 e} 5 2 o o FEQ =AM 211 12 W iR T 5 34 13 L 2 9

= 47% improvement in rPF5 in patients with BRCA1/2 alterations (HR 0.53; 95% Cl 0.36-0.79; P=0.0014)

= 27% improvement in rPFS across all HRR BM+ patients (HR 0.73; 95% C1 0.56-0.96; P=0.0217)

L]
CHUM

Chi KN, =t al. Dral presentation at the 2022 500 GU Sympasiemn; F=h 17, 2022, Ahstract #12
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TALAPRO-2: Phase Ill Trial Design — Talazoparib + Enzalutamide

Patients
Key eligibility
DMNA repair gene defects (DRD) status
Cohort 1 (N=750): Unselected for
DDR status
— Cohort 2 (N=268): Harboring DDR
deficiencies
-~ Stratification:

1) Prior treatment NHT/taxanes yes
or no

2) DDR mutation status: deficient vs
non-deficient/unknown

Progressive mCRPC

Asymptomatic/mildly symptomatic
mCRPC (< 4 on BPI-5F)

ECOGP5=1

Mo prior systemic therapy for CRPC

Prior taxane or abiraterone allowed in
mCSPC

www.clinicaltrials.gov: (NCT03395197)

Talazoparib
0.5 mg qd
+

Enzalutamide
160 mg qd
(N=5009)

R
A
N
D
o]
M
|
Z
E
D

Placebo
+
Enzalutamide
160 mg qd
(N=509)

—
—

Efficacy end points
Primary:

— rPFS per RECIST 1.1 and PCWG3
in Cohort 1 and Cohort 2

Secondary;
Overall survival
Soft tissue OR per RECIST 1.1

Duration of soft tissue response
per RECIST 1.1

Proportion of patients with PSA
response 2 50%

Time to PSA progression

Time to initiation of cytotoxic
chemotherapy

Agarwal,..Fizazi. TALAPRO-2 Phase lll study design, Future Oncology 2022.

%" @neerajaiims

Presented by: Neeraj Agarwal, MD H&Wﬁ 1

LMIVIRETY OF UTAH
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@Pﬁzer Q =

® TALZENNA® first PARP inhibitor to
demonstrate clinical benefit in combination
with XTANDI® in metastatic castration-
resistant prostate cancer (mcacRPC)

® Study achieves primary endpoint of
radiographic progression-free survival

® Robust, highly consistent efficacy
demonstrated in mCRPC both with or
withouthomologous recombination repair

gene mutations
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Ongoing trials investigating PARPi in advanced PC

Primary 9| Adjuvant

Biochemical

Recurrence (BCR)

mHSPC
(incl de novo)

1L mCRPC

P

2L mCRPC [P

3L mCRPC

Prostate Specific Antigen

C

_—_

TALAPRO-33

Talazoparib + enza
All Comers / HRRm

AMPLITUDE®
Niraparib + abi
HRRm

Met

nmCRPC

PROfound™

Olaparib mono, BRCA / ATM and other HRRm, post-NHA

PROpel?
Olaparib + abi
all-comers

TALAPRO-24

Talazoparib + enza
All Comers / HRRm

MAGNITUDE?
Niraparib + abi
Primary endpoint:
HRRm
7———|———

CASPAR?*
Rucaparib + enza
All Comers / HRRm

TALAPRO-1% (PII)
Talazoparib mono, HRRm / BRCAmM
Post-NHA, post-taxane

N\ i

S~

GALAHADS (PII)
Niraparib mono, HRRm / BRCAm
Post-NHA, post-taxane

TRITON-310

Post-NHA, BRCAm / ATM

|
Rucaparib mono, ]

TRITON-2'" (PII)

Rucaparib mono
HRRm / BRCAm't
Post-NHA, post-taxane

-
L

i

Non-metastatic
Hormone-sensitive

Asymptomatic

Please see slide notes for references

Metastatic

Castration-resistant

Symptomatic.

*As a result of the data from PROfound, olaparib monotherapy was approved for treatment of mCRPC in patients with HRRm (FDA approval) or for patients with mutations in only BRCA1/2 (EMA approval) after progression on a NHA213
*As a result of the data from TRITON2, rucaparib monotherapy was approved by the FDA only for the treatment of mCRPC in patients with a BRCA1/2m who have disease progression after treatment with prior AR-directed therapy and prior taxane!?
Abi=abiraterone; BCR=biochemical recurrence; enza=enzalutamide; FDA=US Food and Drug Administration; HRRm=homologous recombination repair mutation; mCRPC=metastatic castration-resistant prostate cancer; met=metastasis;

mono=monotherapy; mHSPC=metastatic hormone-sensitive prostate cancer; NHA=new hormonal agent; nmCRPC=non-metastatic castration-resistant prostate cancer; P2=Phase II; P3=Phase |II.
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EAU » | *’“;,, AMSTERDAM
& £ | 1-4 July 2022

100 1 477 . pSMA-617 + SOC (n = 333)

3
= 75
<T,
w
Q@

< 50
£
2
s 25
£

2

= 0
n
=
(1]
5 -25
4]
(=]
bl
S =50
O
&
S -75
Leh]
aa]

-100

Sartor et al., NEJM 2021

www.eau22.org

Confirmed decrease
= 50%:177/385 (46.0%)

2 80%: 127/385 (33.0%)

(a)
% of
Maximum
Response

(b)
% of
Maximum
Response

PSMA ekspresyonu
Synergism: Holy Grail

100 1
75 + AsB Additive
e B 1+3 =4
25 1T A
L | L L L
] ] ) ] ]
Relative Dose
100 T A+B
75 4 Synergism 1 I 3 > 4
50 1+ B
25 1T A

lllll
L] Ll

Relative Dose

https://biology-forums.com/index.php?action=gallery;sa=view;id=28366
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Association
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AMSTERDAM .
EAU 1-4 July 2022 Candidates
* Checkpoint Inhibitors
* PARP Inhibitors
* ARDT
* Chemotherapy

* SBRT
e Others?
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PSMA-Lutetium Radionuclide Therapy and ImmuNotherapy
for Prostate CancEr (PRINCE) Trial Schema

Metastatic CRPC (N=37)

« Post enzalutamide, abiraterone Co-Primary
+ orapalutamide Endpoints:
= Patient can have had docetaxel PSA = 50%
*+ ECOG 0-1 H response (PSA-RR)
Pembrolizumab 200mg 1TLu-PSMA-617 & - Follow up
Bmeldy 6 cycles Safety (e for
l " :?5 wecky g 5 GBaq, - W I PFs, Os

8BGa-PSMA-11 + FDG PET/CT WSGquﬂhead'ltyde gen:om_:!:trsy
= PSMA SUVmax > 20 at site points:

& SUVmax > 1Data|:l'|a:.';&a — PFS, PSA-PFS,

of disease =10mm ORR & OS
* No FDG positive/PSMA

negative sites of disease

g_g_g_g_t_z_z

PSMA PET scan: serial scans at baseline and 12 weekly

g & Simaecinen 4 Bone scan and CT chest/abdomen/pelvis scan: serial scans at baseline and 12 weekly

Collection € PBMC, ctDNA, CTC, plasma: serial samples baseline, every 12 weeks and at disease
progression

Tumour biopsies: mandatory at baseline, week 3-4 and at radiological disease progression

Sandhu S et al. ESMO 2021;Abstract 5770.
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PRINCE: PSA Response Rate (Primary Endpoint)

Swimmers Plot

PSA = 50% response

Hot responded

Responded
s
£
S
g -40
& 60
o ¥ On study treatment
5 -80 4 PSA z 50% response
g R e e 1 + Radiological progression

& 5 10 15 20 25 30 35 0 Ceased pembrolizumab for toxicity

PSA = 50% response = 73% (27/37 95% CI:56-86)
ORR by RECIST 1.1 = 78% (7/9)

Sandhu S et al. ESMO 2021;Abstract 5770.
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# Jowrre PARP Inhibitors

Combination with Olaparib
LUPARP Trial

Phase 1 trial of 177Lu-PSMA-617 therapy and Olaparib (PARPi)

*  Metastatic CRPC

*  Progressed after 2" generation
AR-targeted agent

= Post taxane chemotherapy

PSMA + FDG PET/CT Prostate Cancer

/ 8 Foundation
s< nnnnnnnnnnnnn

% A\ ANSTO

o Olaparib day 2-15 @) ENDOCYTE

B + 3+3 dose escalation design BaCT__-

7.4 GBq 50mg to 300mg bd ol i

& (6 levels of increment) 0

Foter Mac

Hofman et al., Twitter 2019
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EAU 22 [ 55020 ARDT

ENZA-p Trial PSMAaddition

Enzalutamide G 3 Enzalutamide +

ot A F PSMAddition: a randomized, phase 3 study of 177Lu-PSMA-617
160 mg 160 mg + 7.5 GBg in patients with untreated or minimally treated mHSPC

= PSMAddition aims to assess the efficacy and safety of """Lu-PSMA-617 RLT plus SoC’ vs SoC in men with
untreated/minimally treated mHSPC (NCT04720157)"

Study design’

Crossaver Primary endpoint
after BIRC-
L u-PSMA-E17 determined * PFS
(I¥ 7.4 GBq qbw, progression [ Other second atory P
& cycles) o~ . 0S5
Men with untreated or +SoC’ /-
/ ©1 - PFSandPFS2
minimally treated 1:1 }_-’ E « ORR
A = DCR (per PCWG3-modified RECIST 1.1)
- . . : E = DOR and TTR
PSA or rod|o|og|cg| f Pl PSA or rﬂd|o|og|cc]| = Prostate-specific antigen 90 (PSAS0) response
i B " Stratification faclors: = Proportion with PSA <02
progression progression = Disease volume (low vs high per CHAARTED definitions) = Time to events ’“"""F‘_"".
(whichewver occurs first) . (whichevear occurs first) = Age * Safety (CTCAE v4.03)
= Prior or planned treatment o primary tumor = HRGol. (BPLSF, FACT-R, EQ-5D-5L)

*optional

Emmett et al., BJUI 2021

European
www.eau22.0rg a8l -
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EAU22 | =500 Chemotherapy

UpfrontPSMA (NCT04343885)

men with i v vih
prostate cancer @, v I
e — 3 ‘:_ * TLu-PSMA617, 75 68 1 2 vies
§ Lo d TEmg/ kO
iy
.‘ / 3

CL) £ 12 weeks ; Sﬁﬁs
: , 5|mecﬁagm35$ x3
L
metastases on . PSMAPET-
J.) CT and/or '  ehigh ; A A
\‘-—_/-l e | . doceta:elwf.;;.w
. PSA > 10ng/mi
3=/ (preAdn ABPMLA
Dt ADT gron B BOTH Srm s

Azad et al., ASCO 2021; Azad et al., Twitter 2021; Hofman et al., Twitter 2020
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EAU22 |10 20 SBRT

Combining SBRT and PSMA RLT

A Study of Stereotactic Body Radiotherapy and 177Lu-PSMA-617 for the Treatment of Prostate Cancer

ClinicalTrials. gov ldentifier. NCT0S0T9698 5pon50r:
Recruitment Status @ - Recruiting Memorial Sloan Kettering Cancer Center
First Posted @ : October 15, 2021
Last Update Posted @ : June 6, 2022 Collaborator:
See Contacts and Locations Novartis Pharmaceuticals

Rationale of ,,adding” SBRT in patients with few,
disease dominant but PSMA-negative or PSMA-low
uptake lesions very appealing..

Kuo et al., SNMMI 2022

Association
www.eau22.org ppioy



Evre IV Kastrasyona Direncli Prostat Kanseri
PSMA ekspresyonu

EAU22 |10 20 Others

Current Lu-PSMA combination trials

TLUPSMA-617 + Pembrelizumab

"TLuPSMA-617 + Pembrolizumab

"Lu-PSMA-617 + Ipilimumab + Nivolumab

#5A¢-J591 + Pembrolizumab + ARPI (eg. enzalutamide)

NCTO03874884 Olaparib + '""Lu-PSMA-617
NCT05113537 Abemaciclib + '""Lu-PSMA-617

. Radio- - 4
NCT05340374 Cabazitaxel + "Lu-PSMA617 . P t M
sensitizer eter viac

NCT00916123 Docetaxel + '"Lu-J591 ;
NCT04343885 '"'Lu-PSMA-617 - docetaxel (HSPC) " zf;f;ﬂa:f;”r‘mca"ce’ Caitry

(T (FEETEE Tl 225A0-0591 + 177Lu-PSMA-1AT ;
Radio-

i i 77|
AlphaBiot Mt s T AT nuclides Enzalutamide + ""Lu-PSMA-617

Hofman et al., ASCO 2022
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Immune checkpoint blockade

\\%\Jﬁ\ »Z\"&%‘K m% %\“‘\H\

ég p [(| oo O S s
! _ R
i : 3
PO s R 5 B B R B
X i H
Eg 0.1} :
5 1
0.01}4

Alexandrov et al, Nature 2013 o
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IMPACT: Phase lll Trial of Sipuleucel-T

Treated at Physician
Discretion

Sipuleucel-T :
(N=341)

Asymptomatic Q2 weeks x 3
or Minimally
Symptomatic
Metastatic
CRPC
(N=512)

Cryopreserved
Immunotherapy
(n=109)

-+

SURVIVAL

CONTROL*
Q2 weeks x 3

Discretion

No
Immunotherapy
(n=62)

Treated at Physician

Primary endpoint: Overall survival
Secondary endpoint: Time to objective disease progression

'64% of patients in the control group, following progression, crossed over to receive autologous immunotherapy made from
cryopreserved cells.

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. M
Kantoff PW et al. N Engl J Med 2010;
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Sipuleucel-T: Impact Phase 3 trial

A first « negative-positive » trial '

4.1 month survival benefit
Reduction in risk of death: 22.5%
HR = 0.775 (95% CI: 0.614, 0.979
P=0.032

Survival, %
0]
o
1

=%

251
— Sipuleucel-T (n=341)
— Control (n=171)
0 I 1 I I Ll 1
0 12 24 36 48 60 72

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. EVII
Kantoff PW, et al. N Engl J Med 2010;363:411-22 P P ponsbity ¢
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The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE ‘

PD-1 Blockade in Tumors
with Mismatch-Repair Deficiency

D.T. Le, J.N. Uram, H. Wang, B.R. Bartlett, H. Kemberling, A.D. Eyring,
A.D. Skora, B.S. Luber, N.S. Azad, D. Laheru, B. Biedrzycki, R.C. Donehower,
A.Zaheer, G.A. Fisher, T.5. Crocenzi, ). Lee, S.M. Duffy, R.M. Goldberg,
A. de la Chapelle, M. Koshiji, F. Bhaijee, T. Huebner, R.H. Hruban, L.D. Wood,
N. Cuka, D.M. Pardoll, N. Papadopoulos, K.W. Kinzler, S. Zhou, T.C. Cornish,
J.M. Taube, R.A. Anders, J.R. Eshleman, B. Vogelstein, and L.A. Diaz, Jr.

2% of prostate cancers with MMR mutations

i A Progression.-free Survival in Cohorts with Colorectal Cancer B Owerall Survival in Cohorts with Colorectal Cancer
B iographic -
Radiographic Response 1.0+ P<0.001 by log-rank test 10 P=0.03 by log-rank test
100 W Mismatch repair—proficient colorectal cancer i 3
T 0.8~ 0.8~
W Mismatch repair—deficient eolorectal cancer E 5
E B Mismatch repair—deficient noncolorectal cancer _ = Mismatch repair—deficient
A 50 £ 0.6 Mismateh repair—deficient § 067
2& a2 é
= Ba 04 ° 04
] ! 20% increase (progressive disease) = &
E E B i Mismatch repair-proficient
g 5 1} i 0.2+ Mismateh repair—proficient £ 0:2+
-
52 T T T T %
gj 30% decrease (partial response)
5 -50 Menths Months
£ No. at Risk No. at Risk
v Mismatch repair— 1 i 6 2 0 1] Mismatch repair— 11 9 7 5 1 [1]
deficient deficient
Mismatch repair— 21 2 1 o 0 0 Mismatch repai— 21 12 5 1 1 0
- 100 proficient proficient
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Inactivation of CDK12 Delineates a Distinct
Immunogenic Class of Advanced Prostate Cancer

Yi-Mi Wu,'-%2° Marcin Cieslik,'-22° Robert J. Lonigro,” Pankaj Vats,' Melissa A. Reimers,® Xuhong Cao,' Yu Ning,’
Lisha Wang, Lakshmi P. Kunju,'-?4 Navonil de Sarkar,® Elisabeth I. Heath,%7 Jonathan Chou,? Felix Y. Feng,®.9.10.11
Peter S. Nelson,*'%73 Johann S. de Bono,'*° Weiping Zou,'-*'® Bruce Montgomery,'%'" Ajjai Alva,"* PCF/SU2C
International Prostate Cancer Dream Team, Dan R. Robinson,’*" and Arul M. Chinnaiyan':#:4.18.19,21,*

Biallelic
CDK12 mutations
distinct class of PrCa

Immune
checkpoint inhibitors

Tcell
CDK12

* 6.9% [4.6%, 10.2%] of mCRPC
* Focal tandem duplications.!

#f&

>

RISl A _Q’;nh-F‘DJ

...{{

Cancer cell

p |
Genome | @ Immune Cell
Instability | Metastatic Infiltration
|1/ |Prostate

Extensive
tandem duplications

Neoantigen Burden (All)

100 X0 500 W00 000 S0 Wo0D XOh

Iincreased levels
of necantigens

Ill | )C-#ilncer
I'._ .u'l

MNormal |
ABclbDETF -..”,.:' 11_'\', ATM CDK12 HRD MMRD Other SPOP
Tumor
ABBCCBDEF »
ABCEB DEEFF nge
Fusions

b e

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. M
Wu et al., Cell 2028
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Pilot Clinical Study to Determine CDK12 Mutant Prostate Cancer

Response to Checkpoint Inhibitor Inmunotherapy

11 pts -5 tt anti PD1
* 1ptexcluded
« 2 pts +++PSA decline

A MO _1674 MO_1941
— " 800 ~
- il ]
L] M [}
M ‘I. 00 | N i
4000 = B \ ! et b
’a L] 400 Foal |
i \, A
E w0 ¢ ,t 200 ===
E] 0 b=n 0
] T T T I' - ’I T T 2
E 150 100 50 o s0 150 100 =50 o
- MO_1975 MO_2017
o 1000
1% A
y 8O0 (' -
5 B L4 % ey S oy
a I L] ! x
JJEE e o A e
i ! 400 <
4 4 L7
2 i\ 200
-
0 h o Prior to anti-PD-1 immunotherapy After 4 doses of anti-PD-1 immunotherapy
o ——— 0 =20 r r T — Right external iliac LN, 2.4 cm, PSA 8.9 ng/mL Right external iliac LN, 1.1 cm, PSA 0.9 ng/mL
=180 =100 =50 o S0 190 =150 =100 =50 a 50

Days from initial anti-PD-1 checkpoint inhibitor immunotherapy

Wu et al., Cell 2028
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Metastatic Castration-resistant Prostate Cancer Drug: Atezolizumab

Detailed Description:
This is a multi-center, open label Phase |l study of patients with metastatic castration resistant prostate cancer (NCRPC) who will be treated with abemaciclib and atezolizumab alone or in combination.

The U.S. Food and Drug Administration (FDA) has not approved abemaciclib or atezolizumab alone or in combination for use in prostate cancer. Abemaciclib is an orally administered molecularly targeted chemotherapy
drug called a cyclin-dependent kinase inhibitor, which acts to block the ability of cancer cells to divide and thus prevents tumars from growing. In the laboratory setting, this drug is effective in prostate cancer models that
have become resistant to standard hormonal treatments, and this drug is currently being studied for its effectiveness in prostate cancer in other clinical trials. Atezolizumab is an intravenously administered drug called an
immune checkpoint inhibitor, which acts to activate the immune system to kill cancer cells. Atezolizumab is ineffective on its own in most patients with prostate cancer, but is being tested in combination with other drugs for
prostate cancer in other clinical trials. Multiple research groups have demonstrated in laboratory model systems that abemaciclib can may make immune checkpoint inhibitors more effective.

The research study procedures include screening for eligibility and study treatment including evaluations and follow up visits.

The study design divides study participants into two separate cohorts. The first cohort is a set of subjects whose tumoars are not known to have mutations in the CDK12 gene (the "biomarker unselected cohort") - either
because tumor tissue never underwent genetic profiling, or because genetic profiling was performed but did not demonstrate a mutation in the CDK12 gene. In this "biomarker unselected cohort," this study will be testing
whether abemaciclib alone or in combination with atezolizumab is an effective treatment strategy.

The second cohort of participants is a set of subjects whose tumors are known to have mutations in the CDK12 gene based on genetic profiling of the tumor that occurred prior to enroliment on this study. Prior studies
suggest that cancers with mutations in the CDK12 gene can shrink in response to immune checkpoint inhibitors. This study will be testing in study participants whose tumors are known to have mutations in CDK12 whethe
atezolizumab alone or in combination with abemaciclib is an effective treatment strategy.

In addition, the trial is testing the safety of the combination of the two drugs in both cohorts.
Participants will receive study treatment for as long as they do not have serious side effects and their disease does not get worse. Participants will be followed after completion of study treatment for up to 24 months
It is expected that about 75 people will take part in this research study.

Eli Lilly and Company is supporting this research study by providing funding for research and the study drug abemaciclib. Genentech, Inc. is supporting the study by providing the study drug atezolizumab.
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Keynote 365 — Cohort B: Pembrolizumab +

Enzalutamide

100

80

60

40

20

* PSA decrease from baseline
(confirmed and unconfirmed)
in total population: 72/101 (71.3%)°
— Decrease 250%: 30/101 (29.7%)°

| 25%

m RECIST measurable

| I | %
H RECIST nonmeasurable

Conter et al., ASCO 2020
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From Baseline

PSA Percentage Change
L
[=]

Keynote 365 — Cohort B: Pembrolizumab +

Docetaxel

* PSA decrease from baseline
(confirmed and unconfirmed)
in total population: 73/103 (70.9%)"

— Decrease 250%: 39/103 (37.8%)°

80

40

20 25%

e .

|
[.*]
o o

® RECIST measurable
B RECIST nonmeasurable

Sridhar et al., ASCO 2020
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COSMIC-021 phase 1b: Atezolizumab + Cabozantinib‘ '

Best change per Investigator

Change from Baseline

-----

Agarwal et al., ESMO 2021

Regression in 77% of 128 evaluable pts

Probability of PFS

Probability of OS
o o o

Investigator-Assessed
(All patients)

0.84
061 PFS 5.5mo (4.3-6.6)
0.4-
2
0.0
0 3 6 o 1z s s 2
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CHECKMATE 9KD: Nivolumab + Rucaparib

Median r PFS Median OS
1.0 Medtan rPFS (93% Cl), menths 1.0 Median OS (95% Cl), months
: == HR Do 58{3.7-8.4) ] --ehe-- HRD+ [ 15.4 (11.4-18.2)
0.9 —o—1RD-/NE | 3.7(1.8-5.%) 0.9 1 o —e—HRD-/NE | 9.4(7.2-14.7)
__ 08 —— dli trested | 4.9(3757) 0.8 4 g ——All treated | 13.9 (10.4-15.8)
> | .
& .7 Z 071
E 0.6 = 0.6 -
e 0.5 _E 0.5
2 04 5 0.4
L 03  eosor e 1
E o - *3 8 0.3
o '_'i‘_:_”' 0.2 4
0.1 il 0.1+
0.04 _ _ : - 0.0
T T T T T T T
0 3 6 ’ 12 L 18 2 0 3 6 9 12 15 18 21 24 27
Months Months
Wo. at risk No. at risk
e o 5 e s 4 - - HRD+ 45 42 37 33 27 20 9 0 0 0
- S Ha i 3 = o = ~ HRD-/NE 43 39 32 21 16 10 6 4 0 0
2 Fi a
All treated 88 81 69 54 43 30 15 4 0 0

Russel K, ASCO 2021 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Immune Checkpoint Inhibitors in mCRPC

Pembrolizumab monotherapy? Post-chemotherapy ORR 9%
PSA RR 14%
Pembrolizumab + enzalutamide® Pre-chemotherapy progressingon  ORR 12%
enzalutamide PSA RR 14%
Atezolizumab + enzalutamide® Pre- and post-chemotherapy, s/p ORR 14%
abiraterone PSA RR 26%
Atezolizumab + cabozantinibd Pre-chemotherapy s/p ORR 34%
enzalutamide or abiraterone PSA RR 29%

3)CO 2020: 38(5) 395-405. °Presented at the 2021 ASCO Annual Meeting — Virtual; June 4-8, 2021. “Sweeney C. AACR 2020.
IMbassador250. “Agarwal ASCO 2020. COSMIC-021

RTP

RESEARCH
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CONTACT-02: Phase lll Trial Schema

e
mCRPC (N ~580)
= Prior treatment with
one NHT

« Measurable visceral
disease or measurable
extrapelvic adenopathy

« PSA progression
and/or soft-tissue
disease progression

« ECOGPSOori

.

Stratification

Cabozantinib + Atezolizumab
Cabozantinib 40 mg PO QD
Atezolizumab 1200 mg IV Q3W

Second NHT*
Enzalutamide 160 mg PO QD
OR

Abiraterone 1000 mg PO QD +
Prednisone 5 mg PO BID

« Liver metastasis (yes, no)
« Prior docetaxel treatment for mCSPC (yes, no)
« Disease stage for which the first NHT was given (mCSPC, MO CRPC, mCRPC)

*Second NHT must differ from previous NHT taken
Tumeor assessment (RECIST v1.1) every 9 weeks for the first 28 weeks then every 12 weeks thereafter
*Patients may be treated beyond progression if there is a clinical benefit in the opinion of the investigator

Agarwal N et al. Genitourinary Cancers Symposium 2021;Abstract TPS190.

Tumor assessment
every 9 weeks
(RECIST v1.1)*

Treatment until
loss of clinical
benefit* or
intolerable toxicity

Immuine Checkpoint Inhibitorleri

Primary Endpoints:
*+ PFS per RECIST v1.1 by BIRC
+ 0S8

Secondary Endpoint:
+ ORR per RECIST v1.1 by BIRC

RTP

RESEARCH
TO PRACTICE
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Targeting PSMA: PSMA BIiTE

Contact with
cancer cell leads to
AMG 160 T-cell activation?® —
anti-CD3 Tecell ‘ .
-ce .
———— activation 2 REd"E":tEd Activation signals promote
lysis T-cell proliferation®
Fc fragment nti-PSMA

— Through serial lysis, individual
T cells can induce apoptosis of
multiple cancer cells®

BiTE molecules engage a patient’s own T cells to attack and eradicate cancer cells

— T-cell activation induces transient cytokine release and tumor killing

1. Baeuerle PA, et al. Cancer Res. 2009; 2. Klinger M, et al. Immun Rew. 2016; 3. Bargou R, et al. Science.

2008; Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m
4. Stieglmaier J, et al. Expert Opin Biol Ther. 2015;15(8):1093-9.
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AMG 160 monotherapy: Results

-S Months
PSA/CTC Responses (n = 13-35) Cohort 1 .—lsn -
0003 mg)_ g i
Response All, n (%) Cohort 2 = v WsD
(001mg) |_ msp |
Cohort 3 £ W PSASD -
{0.03 mg) L : 1 PR*; PSA30
= : M SD; CTCO
Cohort 4 — : 1= PR;PSAS0
{0.09 mg) .
WsD H
RECIST Responses (n = 15) ':%m“? FSA30
Cohort 5 :
Response All, n (%) {03 mg) :
i B End of Treatment
H — On Treatment
! & DT
h Q2W Maintenance Dose
Cohort & E O Cohort 1 {0.003 mg)
140 (0.9 mg) : O Cohort2 {0.01 mg)
QW Mainienance Doge 1
iy [J Caohort 1 (D.003 mg) : O Cohort3 (0.03 mg)
b [ O Cohart 2 (0.01 mg) ' OO0 cohort 4 (0.09 mgh)
01 O Cohon 3 (D.03 mg) H BEE cohort s (0.3 mr;:%
&0 OO Cohor4 (008 mgT) H BBl Cohort & (0.2 mg ')
a0 BEE cohons (0.3 mgl) T T T T — T T T 1
20 = . BE cohonts (0.8 mg') 0 28 56 B4 112 140 168 196 224 252 280 308 336 364 392
(& Days onTreatment

~ 1
& Ttz

BBarg

PEASD._34 3% of patients

Individual Patients
TRAN B, ESMO 2020

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

CTC = circulating tumor cell; DLT = dose-limiting toxicities; NE = not evaluable; PSA = prostate-specific
antigen; PR = partial response; Q2W = every 2 weeks; RECIST = Response Evaluation Criteria in Solid
Tumors; SD = stable disease; (u) = unconfirmed
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HPN424: “Trispecific T-cell Activating Constructs” (TriTACs) W ’

Anti-Tumor Activity
Treatment duration of >24 weeks in 20% of patients, Confirmed RECIST PR, PSA
declines and CTC reductions observed across cohorts

r""""""""""n.
; cancer cell ; Figure 4. Time on Treatment Target Dose >150ng kg Coharts Patient 057 Target Lesion Scans
IL""""".'P'sfh'ﬂ'ﬂ" Tirged Dokt (gsg| S
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Evre IV Kastrasyona Direncli Prostat Kanseri
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Evre IV Kastrasyona Duyarli Prostat Kanser:
Ucli Kombinasyonlar

BEMD ™™ GETUG gusay/ e @ EORTC

e pu CANCER
| unicancer cuccrcues  f \

The future of cancer therapy

A phase 3 trial with a 2x2 factorial design in men with de
novo metastatic castration-sensitive prostate cancer
(mCSPC): Overall survival with abiraterone acetate plus

prednisone in PEACE-1

Karim Fizazi, Joan Carles, Stéphanie Foulon, Guilhem
Roubaud, Ray McDermott, Aude Fléchon, Bertrand Tombal,
Stéphane Supiot, Dominik Berthold, Philippe Ronchin, Gabriel ..
Kacso, Gwenaélle Gravis, Fabio Calabro, Jean-Frangois
Berdah, Ali Hasbini, Marlon Silva, Antoine Thiery-Vuillemin, Igor
Latorzeff, Isabelle Rieger, Alberto Bossi




Evre IV Kastrasyona Duyarli Prostat Kanseri
Ucli Kombinasyonlar

PEACE-1: Radiographic PFS (rPFS) by Metastatic Burden

- i SOC+Abi SocC
« High Volume » SOCHAbI soc « Low Volume » 2 .
(n = 225) (n=231) (n=129) (n=122)
Median, y (95% Cl)  4.1(2.7-NE) 1.6 (1.4-2.0) Median, y (95% Cl) NE (3.1-NE) 2.7 (2.5-NE)
Events 97 156 Events 41 55
HR (95% CI)* 0.47 (0.36-0.60) HR (95% CI)* 0.58 (0.39-0.87)
1005 | Pvalue TR0 100% 4 . Pvalue 0.006
= S s
s S so%- h\\'_\ e W
g 3 s
E g — H_\_“\“kn -, -*.-;4-0
5 i | TS S
g § 40%
£ £
= 5 Eo%g
2 =
L T T T T T 0%
o 1 2 3 4 o 1 2 3 4
Time from randomization (in years) Time from randomization (in years)
[ Mo Yes] [ M 'l"es]
MNo 231 162 71 35 a8 Mo 122 110 65 25 a8
Yes 225 182 107 66 24 Yes 129 120 a3 39 i1

*Adjusted on stratification parameters (RXT, PS, type of castration, metastatic burden)

Karim Fizazi

RTP

Fizazi K et al. ESMO 2021;Abstract LBAS. P TR ASicE



Evre IV Kastrasyona Duyarli Prostat Kanseri
Uclt Kombinasyonlar

ARASENS Primary Endpoint*: Overall Survival
Darolutamide significantly reduced the risk of death by 32.5%

&

]
Ham, = : A Darolutamide + ADT + docetaxel
2o R " Median, NE (95% CI, NE-NE)

£
=
@
=
c
=
L]
o
=
=
w
=2
=
@
-]
©
o

Hazard ratio for death,
0.68 (95% CI, 0.57-0.80)
P<0.001

27 30 33 36 39

Months Since Randomization
No. at Risk

548 525 G509 4B 468 452 436
5 488 470 441 424 402 383

*Primary analysis occurred after 533 deaths (darolutamide, 229; placebo, 304). Cl, confidence interval; NE, not estimable.

'RESEARCH
TO PRACTICE

Smith MR et al. Genitourinary Cancers Symposium 2022;Abstract 13.



Evre |V Kastrasyona Duyarli Prostat Kanseri
Ucli Kombinasyonlar

ARASENS: ADT + docetaxel +/- darolutamide
Overall Survival By Metastatic Stage at Initial Diagnosis

OS in Patients with M1 (de novo) OS in Patients with MO (recurrent)

Darolutamide + ADT + docetaxel

Placebo + ADT + docetaxe! [

‘”"I..-._

B o ]
5 P &

=
Patients Who Survived (%)

&
2
c
=
w
=]
=
=
1]
—
=
-
]
&

-
&

.. Hazard ratio for death, | Hazard ratio for death,
0.707 (95% Cl, 0.590-0.848) 0.605 (95% Cl, 0.348-1.052)

T T T T T T T T T T T T T T T T T T T --r T T T T T T T Y T T T T Y Y T T T T T
] i 9 12 15 18 21 24 27 30 33 36 30 42 46 43 51 54 57 60 Q 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Since Randomization Months Since Randomization
No. 8t Risk No. at Risk

Darclutamide 553 553 547 538 520 6 4B5 468 445 433 412 586 3B3 367 334 220 1168 45 [ (1] 0 Damclulamide 86 85 83 B B Bl 78 78 74 T0 6B B & 3
Placebo 566 558 546 526 & 1 0 Placsbo B2 82 78 T5 72 T0 &9 67 &4 63 59 8 5 5 5 26 1

535
303 490 4E1 438 420 403 378 362 344 328 292 190 93 33 6 at

Smith MR et al. Genitourinary Cancers Symposium 2022;Abstract 13. S




Evre IV Kastrasyona Duyarli Prostat Kanseri
Ikili Kombinasyonlar

Doublet Therapy Trials in mHSPC: Results

. Prior/ Median Median OS in Median OS in
. Patients . Control .
Trial Intervention Arm Concurrent Follow-up Interventional Arm  Control Arm
Enrolled Arm
Docetaxel (mo) (mo) (mo)
CHAARTED' 790 ADT + Docetaxel Not allowed 53.7 57.6 47.2
STAMPEDE? 2962 ADT + Docetaxel Not allowed 78.2 59.1 43.1
LATITUDE® 1199 ADT *Abiraterone Notallowed  51.8 53.3 36.5

+ Prednisone

ADT + Abiraterone
STAMPEDE* 1917 . Not allowed 40 HR, 0.61 (P <0.001)
+ Prednisone

ENZAMET® 1125 ADT+Enzalutamide 2T Allowed 68 NR 73.2
Placebo
ARCHES® 1150 ADT+Enzalutamide BT & Allowed 44.6 . HR, 0.66 (P <'.00C-)1)
Placebo (median not reached in either group)
DT +
TITAN7 1052 ADT + Apalutamide 2l Allowed 44 NR 52.2
Placebo

1.Kyriakopoulos et al. J Clin Oncol 2018; 2.Clarke et al. Ann Oncol 2019; 3-Fizazi et al. Lancet Oncol 2019; 4-James et al. N Engl ] Med 2017; 5-Davis et al. ASCO Annual Meeting
2022; 6-Armstrong et al. J Clin Oncol 2022; 7-Chi et al. J Clin Oncol 2021



Evre IV Kastrasyona Duyarli Prostat Kanseri
Tripler kombinasyonlar

Trials with Triplet Therapy in mHSPC: Results

Median Median OS in Median OS
Follow- Interventional in Control
up(mo) Arm(mo) Arm (mo)

Patients Intervention Control % De- %High

Rrjal Enrolled Arm Arm novo Volume

ADT +
ARASENS! 1306 ADT+Docetaxel+ . el+ 86 43.7 NR 48.9
Darolutamide

Placebo
PEACE-12 710 ROT + Docetasel  _ ADTE 100 64 45.6 NR 52.8
+ Abiraterone Docetaxel
PEACE-1 Subgroup analysis : De-novo High volume of disease = 61 42

1.Smith et al. N Engl J Med 2022; 2.Fizazi et al. Lancet 2022.



Evre IV Kastrasyona Duyarli Prostat Kanser:
Ucli Kombinasyonlar

Phase lll Trial: Triplets (ARAT+ Docetaxel + ADT) vs. Docetaxel + ADT

Key Eligibility Criteria
Castration sensitive

Distant metastatic disease by = 1 lesion ARAT
on bone scan +Docetaxel . :
ECOG PS O or 1 E +ADT Efficacy end points
On-Study Requirement N Primary:
Continuous ADT g
Permitted M
ADT < 6 mo for mCSPC or < 3 yr for 1
local disease b4 Placebo
Local treatment completed > 1 yr prior E
D +Docetaxel
Stratification + ADT

Gleason score at diagnosis (< 7 vs 2 8)
Volume of disease

Region (NA and EU vs all other
countries)

ECOG PS, Eastern Cooperative Oncology Group performance status; ART, Androgen receptor
targeted therapy; NA, North America; PSA, prostate-specific antigen; OS, Overall survival; rPFS,
radiographic progression-free survival.



Evre IV Kastrasyona Duyarli Prostat Kanser:
Ucli Kombinasyonlar

This trial has not been done yet:

Triplet (Docetaxel + ARAT + ADT) versus ARAT + ADT

Kev Eligibility Criteri

Castration sensitive

Distant metastatic disease by > 1 lesion
on bone scan

ECOGPS0Oor1

On-Study Requirement
Continuous ADT

Docetaxel

+ARAT Efficacy end points
Primary:
+ADT

Permitted

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

OmMN-==200Z>r2

Stratification

Gleason score at diagnosis (£ 7 vs 2 8)
Volume of disease

Region (NA and EU vs all other
countries)

ECOG PS, Eastern Cooperative Oncology Group performance status; ART, Androgen receptor
targeted therapy; NA, North America; PSA, prostate-specific antigen; OS, Overall survival; rPFS,
radiographic progression-free survival.



Lokalize Yiksek Riskli Prostat Kanseri

Localized High-Risk Prostate Cancer

Patterns of Presentation
Increased Mortality in High-Risk Prostate Cancer

W High-Risk Feature 15-Year PCSM
PSA > 20 ng/mL
Gleason 8-10

= 5

High-risk Disease®

Localized Regional Distant
Low-risk  ®Intermediate-risk ™ High-risk

PCSM=Prostate cancer specific mortality; PSA=Prostate specific antigen. “Defined by D’ Amico criteria: PSA > 20 ng/mL, Gleason 8-10, or cT2c-T3. Cooperberg, JCO, 2010; Eggener, J Urel, 2011



Lokalize Yiksek Riskli Prostat Kanseri

Metastasis-Free Survival with the Addition of Abiraterone
Acetate and Prednisolone with or without Enzalutamide to ADT
for High-Risk MO Prostate Cancer

1.0 Events
™ 306 ADT
= 0.8
>
|
w
¢ 06 HR: 0.53
|
- 95% CI: 0.44-0.64
W 0.4
3 P value 2.9x10-11
o
£ 0.2
0 12 24 36 48 60 72 84 96 108
ADT Months since Randomisation 6-year MFS
At-risk 988 950 894 836 767 550 329 172 53 9 i
mnt %R R B OE OB OB & 2 [ty
ven 1
ADT+AAP+/-ENZ 69 jo to 82 jo
At-risk 986 945 917 884 839 622 369 198 71 14
Censored 0 21 28 31 45 225 460 615 737 792
Event 0 17 41 71 102 139 157 173 178 180

RESEARCH
TO PRACTICE

Attard G et al. ESMO 2021;Abstract LBA4_PR.



Lokalize Yiksek Riskli Prostat Kanseri

Overall Survival with the Addition of Abiraterone Acetate
and Prednisolone with or without Enzalutamide to ADT for
High-Risk MO Prostate Cancer

Overall survival

Events
147 ADT+AAP +/- ENZ
1.0 236 ADT
ADT + AAP +/- ENZ
0.8
o
> .
@ 95% CI 0.48 to 0.73
C o4 P value 9.3x107
-
O
0.2
0 12 24 36 48 60 72 84 96 108 » :
soc Months since Randomisation 6 year survival
N I O A T B BN eroved from
ansore
Event 0 A 30 73 123 162 199 220 232 236 77% to 86%
50&*"*&‘*5*’5&5"1
t-ris
956 928 899 861 645 386 205 74 16
Censgred g 21 29 32 46 234 477 641 766 823
vent 9 29 55 79 107 123 140 146 147

RESEARCH
Attard G et al. ESMO 2021;Abstract LBA4_PR. it




Definitif RT+ADT+ Yeni Nesil AR-yolagi Inhibitorleri
T i ——— g |

ATLAS: Apalutamide in high-risk, localized or ENZARAD: Enzalutamide in ADT with RT
locally advanced PC patients receiving primary RT for high-risk, clinically localized PC

Patient Characteristics Treatment Phase
i Pk PCa 30 % Z8-cday cycles of study drug
Fri - Fs ‘\
ool 2
Enzalutamide
. RANDOMIZED - 1
Screening Neo-adjuvant Radiation AEID mg :DD
ke ing Therapy 24 months
= P —
; : \\ 8 0 2 \-‘- i
.t LHRHA ( b
L — articipants i : ;
e / | P P 24 months (= == Non-steroidal
e | antiandrogen
= 6 months

Stratification Factors / “
MO o W1
[ A, EE . \ 1
\-._ "

= Primary endpeint is 05

SCH EMA Secondary endpoints include £S5, PSA PFS, clinical PFS, time to subsequent hormonal therapy,
time to castration-resistant disease (PCWG2 criteria), MFS, AEs and HRQOL

\ |
)

Screening/Eligibility

NCCN High Risk

[ Decipher Score Bottom 23| | Decipher Score Upper 1/3 (ar N1) |

N=1692 N=786
I De-Intensification Study | | Intensification Study | N RG Guoog
Stratify Stratify i i
. . Abiraterone + Apalutamide
2. Boost type (EBRT vs. Brachy) 2. 2.Pebac Traatment (Y/N)
3. Palic Treatmeanl {Y/N)
I Randomize I | ‘/R'"Mi“ | @
| RT+12MosaDT | | RT+24MosADT | [_24mosaDT+RT | 2% Moz AT ¥y

NR’G +24 Mos Al::mlumlne

bl i Clinical Trial Information:

NCTO02531516; NCT02446444; NCT04513717

This presentation is for scientific discussion only — Please do not distribute following this meeting.




Neoadjuan Tedavi Gerekgesi

Treatment Paradigms for High-Risk Prostate Cancer

* Neoadjuvant Treatment

* Standard of care for breast, rectal, bladder
Prostatectomy 8 Radiation + ADT and other cancers given improved long-term
survival

Down-stage local disease, which may facilitate
Radiation + ADT surgical resection

Reduce or delay post-surgery treatment

L al Prostatectomy Provide an in vivo assessment of response to
treatment

+More potent androgen

targeting agents -
+Chemotherapy PrOStatECtomy
AT Pertrelli et al, Eur Urclogy, 2014
Berger et al, JCO, 2005
+ADT Mass et al, Lancet Oncology, 2010
Cortazar et al, Lancet Oncology, 2014
ADT=Andregen deprivation therapy. McKay et al, Drugs, 2012




Neoadjuvan Yeni Nesil AR-yolagi Inhibétorleri

Pathologic Responses from Potent Neoadjuvant Therapy

Conducted a series of neoadjuvant trials over the last 10 years

Phase 2 biomarker integrated trials evaluating potent neoadjuvant hormone therapy

_ NeoAbi (n=58) NeoEnza (n=40) NeoAbiEnza (n=75)

Arms 12wAbi vs. 24wAbi Enza vs. EDL EL vs. APEL

CR 4% vs. 10% 0% vs. 4% 8 vs. 12%

0% vs. 14% 0% vs. 13% 11% vs. 18%

4% vs. 24% 0% vs. 17% 19% vs. 30%

Taplin et al, JCO, 2014
Abi=Abiraterone; Enza=Enzalutamide; EDL=Enzalutamide, dutasteride, leuprolide; APEL=Abiraterone, prednizone, enzalutamide, leuprolide; EL-Enzalutamide, Montgomery et al, CCR, 2016
leuprolide: CR=Completa response: MRD=Minimum residusl dissazs_ “Defined as residual tumor with largest cross saction dimension 3 0.3-0.5 em. McKay et al, JCO, 2019




Neoadjuvan Yeni Nesil AR-yolagi Inhibétorleri

Trial Schema

Abiraterone +
Prednisone +
Apalutamide +
Leuprolide
x 6 months

Key Inclusion Criteria:
Prostatic adenocarcinoma

Gleason score >4+3=7, PSA >20
ng/mL or T3 disease (by
prostate MRI)

Pelvic lymph nodes <20 mm

3 cores involved with cancer
{minimum of 6 cores obtained)

or >1 cm tumor or T3 disease
on MRI

ECOG Performance Status 0-1

Prostate MRI
Prostate MRI*

Abiraterone +
Prednisone +
Leuprolide
¥ 6 months

N=120

Primary Part 1: Rate of pCR + MRD (< 5 mm tumor) by central review

Radical
Prostatectomy

Radical
Prostatectomy

Part 2

Abiraterone +
Prednisone +
Apalutamide +
Leuprolide
X 12 months

Observation

Abiraterone +
Prednisone +
Apalutamide +
Leuprolide
% 12 months

Observation

Primary Part 2: 3-year Biochemical PFS NCT02903368

PSA=Prostate specific antigen; MRI=Magnetic resonance imaging; ECOG=Eastern Cooperative Oncology Group; pCR=Pathologic complete response; MRD=Minimum residual disease, PF5=Progression-free survival.
Part 1: Randomization will be stratified by risk factor: Intermediate (Gleason 4+3) vs. high risk (Gleason=7, or PSA>20, or T3 disease). Part 2: Randomization will be stratified by type of necadjuvant therapy
and pathological T-stage (= pT3 versus z pT3) at radical prostatectomy. Receipt of adjuvant radiation therapy iz at the discretion of treating clinician. “Performed in a subset of patients.




Neoadjuvan Yeni Nesil AR-yolagi Inhibotorleri

Pathologic Outcomes

| APL(=59) | APAL(n=55)

Pathologic Response pCR 6 (10%) 7 (13%)
MRD (<5 mm)* 6 (10%) 3 (9%)
pCR or MRD 12 (20%) 12 (22%)
ypT stage, n (%) TO 6 (10%) 7 (13%)
T2 19 (32%) 21 (38%)
13 34 (58%) 27 (49%)
pN1, n (%) 10 (17%) 4 (7%)
Positive surgical margins, n (%) 7 (12%) 4 (7%)
Seminal vesicle invasion, n (%) 16 (27%) 15 (27%)
Percent cellularity, % (range)** 5% (0-50%) 5% (0-80%)
RCB (cm?) 0.07 (0-6.8) 0.02 (0-7.8)

APAL=Abiraterone, prednisone, apalutamide, leuprolide; APL=Abiraterone, prednizone, leuprolide; pCR=Pathologic complete response; MRD=Minimum residual disease; RCB=Residual cancer burden. “Minimum
residual disease was defined as residual tumor in the radical prostatectomy specimen measuring =5 mm. ““Residual cancer burden calculated as tumor volume (cm3) x percent cellularity.




eoadjuvan Yeni Nesil AR-yolagi Inhibitérler

MNeocoadjuvant Novel Hormonal Therapy Followed by
Prostatectomy versus Up-Front Prostatectomy for
High-Risk Prostate Cancer: A Comparative Analysis

Praful Rawvi,' Lucia Kwak,” Wanling Xie,'" Kaitlin Kelleher,” Andres M. Acosta,” Rana R. McKavy,

Adam S. Kibel," and Mary-Ellen Taplin®*

"L ank Contar for Gamtournnary Oncology, Dana-Farboar Cancer institure, Boston, Adassachusores
“Dapartrriant of AMdadicing, Dneisian of Hemaralogy-Oncalfogy. Diivvearsiny of Cavforria, San Dhego, La Jolla, Califorrds

=2

Purpose: We sought to compare outcomes between meocoadjuvant therapy with a
novel hormonal agent (INHA) prior to radical prostatectomy (meo-RP) and up-
fromt radical prostatectornmy (RP) in patients with high-risk prostate cancer
(HRP(C).

Materials and Methods: HRPIC patients treated onn 3 trials of necadjuvant N M
followed by RP formed the neo-EP cohort (112). The RP group (259) comprised an
observational cohort of HREPC patients undergoing RP without neocadjuvant
therapy between 2010—2016 at our institution who met keyv eligibility criteria for
the necadjuvant trials (ie =3 positive biopsy cores and Gleason =4 4+3=7). In-
wverse probability of treatment weighting (IPTW ) was used to minimize potential
confounding factors when estimating treatment effects. The primary ountcomes
were time to biochemical recurrence (BCR) and metastasis-free survival (MEFS).
Results: Before ITIPTW, the neo-RP cohort had higher rates of Gleason 9-10 cancer
(A6% wvws 2459), ¢T3 disease (229 ws H9%), and PSA =20 ng/ml (14% wvs T%); after
IPTW, the 2 cohorts were balanced. Owverall, after TPTW, titme to BCR (HR =0.25
[95% CI 0.18—0.37]) and MFS (HR=0.26 [0.15—0.46]) were significantly longer
in the neo-RP compared to the RP cohort. Rates of adjuvant (7% ws 249 ) and
salvage therapy (34% wvs 469 ) were lower in the neo-RFP cohort.

Conclusions: Neoadjuvant therapy with an NHA prior to RP was associated with
longer time to BCR and superior MFPFS compared to up-fromt RP in men with
HEREPC. These findings are hypothesis-generating but suggest benefit with neo-
adjuvant therapy with an WNHA in HRPC, an approach which is currently being
studied in the phase 3 PROTELS trial (NCTO3TET244).

Abbrewviations
amnd Acronyrms

ADT = androgen deprivation
therapy

BCH = biochemical recurrence
HRPC = high-risk prostate cancer
IPTW = inwverse probability of
treatment weighting

MFS = metastasis-free survival
MARD — minimal residual disease
MH&S = mowvel hormonal agent
05 = owerall survival

pPCR = pathological complete
response

RP = radical prostatectomy

Key Words: necadjuwvant therapy, prostatic neoplasms, general surgery




Neoadjuvan Yeni Nesil AR-yolagi Inhibitérler

1.00 } 1007
x | 0.80 -
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> =
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O = [=]
% = 0.20
ao 020 '
— RP
| Neo-RP
0.00 Neo-RP 0.00 T T T T T T T T T
o 2 4 & 8 ' 2 ‘ . 8
; Time since RP (years
Time since RP (years) v )
) Number at risk
Number at risk RP 259 155 a7 43 6
RP 257 41 17 6 1 Neo-RP 112 95 41 20 7
Neo-RP 112 61 22 9 3

Figure 2. MFS in the neo-RP and RP cohorts after IPTW. The number

Figure 1. Time to BCR in the neo-RP and RP cohorts after IPTW. of participants at risk are based on unweighted population.

The number of participants at risk are based on unweighted
population.




Devam Eden Calismalar

Proteus

Randomized, Double-blind, Placebo-Controlled, Phase 3 Study of Apalutamide in Subjects with High-
risk, Localized or Locally Advanced Prostate Cancer Who are Candidates for Radical Prostatectomy

Patients
High-risk disease defined by a total Gleason sum scome
z 4 + 3 (=Grade Groups [GG] 3-5) and = 1 of the following:
* Any combination of GS 4 + 3 (=GG3) and GS8
(4 + 4 or 5 + 3) in = 6 systematic coras >
{with = 1 core GSB [4 + 4 or 5 + 3] ncluded)
* Any combination of GS 4 + 3 (=GG3) and
G5B (4 + 4 or 5 + 3) from = 3 systematic cores
and PSA = 20 ng/mL (with = 1 core GS8
[4 + 4 or 5 + 3] included)

* GS = 9 (=GGS) in = 1 systematic or targeted core

+ > 2 gystematic or targeted cores with continuous
G5 = B (=GG4), sach with = 80% involvement 11

N = 1500

Z0—-—4>»N—-ZCOZ>2

5, Claarson soodag PHA, peodt st -speaeciiic angigen; © Cycle; O daily; PFS, progpecsos-free servval MA, Mo Aemancr, BOW] e of workd, BT, e tharapy

APA (240 mg QD)
<: —

s Afbar DD [, P '..- Sy
Lt bl Uy el |--\..'

R 0 ¥

;‘ APA (240 mg QD) = PSA levels monitored
+ ADT every 3 months for BCF

* At BCF (defined as 2 consecutive
PSA rises with the second
consecutive test resulling in an

PSA testing and radiological Adjuvant or salvage RT absolute PSA valueof = 0.2 ng/mL)
assessment for progression post RP at
in necadjuvant setting investigator’s discretion
Stratification: » Treatment duration: 12 months
= chO vs N1 » Primary end points: pCR, MFS
* Gleason score (7 vs 8-10) * Secondary end points: PSA-free survival, PFS
* Region (MA, Europe, ROW) = Total ime to final: 7.5 years (3 years accrual plus 4.5 years follow-up)




Neoadjuvan Yeni Nesil AR-yolagi Inhibitérleri

Tumor volume and tumor cellularity varied significantly. The finding of =ypT2MNO did not correlate with Gleason
score, but did correlate with a pre-specified molecular signature, PTEN expression, and absence of
cribriform/intraductal spread.

A d-marker candidate signature (PTEN loss, nARV-7 presence, Glucocorticoid receptor (GR) high, or Ki67=10%)

was predictive of resistance.

Univariate Analyses for association of pretreatment tumor
characteristics with therapy effect

| Pathology Stage Fisher
>yRpTZND =SypTZMND | exact test
Marker MN[%5) N[%a) p-valua
amor Epitheliuvm volume -
13(42) a(47) o0.77
WPTONO ypT2ZNO >ypTZNO YPTXML —— 18(S8) | 30439)
AR-N low | 2a(77) 7(37) 0.007
| | : 7(23) 12(63)
PTEN loss | L ARVT nuclear
| 1 B 1= 1 1 1 | CLELLTSY 19(61) i18(95) 0009
NARV-T | presence [EFIELE)] 1(5)
.presence 1 11 1 1 | 1 1
20(65) 17(89) 0.091
/GR high { ] L_ | | 11(35) 2(11)
Ki67 >10% I 1 24(77) | 19(100) 0.035
! B o ) ) ) T{23) o(o)
Clinical Stage
. . . cT2 &{15) 11(a=) o.o2
Diagnostic Biopsy Markers: cT3/a 32(84) | 14(56)
= - - Biopsy
v" PTEN loss enriched in persistent cancers gGJeasun 7 | 10{26) 8(32) 0.77
- - | 8-10 28(73) | 17(68)
v~ Nuclear ARV7 presence, GR high (>10%), Ki67 >10%, e
H : [Psa
correlate with persistent cancers ik | sgen) | sneeay | e




Devam Eden Neoadjuvan Calismalari

Name (trial number) Location Phase Abbreviated Oncologic Eligibility Treatment arms
Meoadjuvant Degarelix With or Without Apalutamide Lewven, Il -Intermediate risk: at least 2 of the following factors: cT2b, -Apalutamide +
Follwwed by Radical Prostatectormy (ARMNED) Belgium biopsy GS 7, PSA 10-20ng/mil Degarelix
(NCTO3080116) -High risk: cTz2c and/or biopsy GS:=8 and/or PSA>20ng/ml -Placebo + Degarelix

-cNO-cMN1, chD
Mecadjuvant Pembrolzumab Plus Androgen Axis Portiand, [ - Any one of the following three high risk features: Gleason -Pembrolizumab +
Blockade Prior to Prostatectomy for High Risk OR, Usa, grade > 8-10, PSA = 20 ng/ml, cT3a Enzalutamide + GNRH
Localized Prostate Cancer (MCTO3753243) MO agonist (Single arm)
Mecadjuvant Aterolizumab-Based Combination San [ -Only high risk patients in the safety-lead in for each cohort -Aterolizumal +/-
Therapy in Men With Localized Prostate Cancer Prior Francisco, -Intermediate risk patients eligible once safety confirmed on  &ither Tocilizumab OR
to Radical Prostatectomy (NCTO3821246) CA, USA interim analysis Etrumadenant (Non-

MO randomized,

sequential cohorts)
A Study of Necadjuvant Hommone Therapy in Patient Guangzhou, v -cT3M, cNOA, cMOA (with five or fewer extra-pelvic lesions) -Zoladex + Casodex
With Advanced Prostate Cancer Undergoing Radical China (Single Arm)
Prostatectomy. (NCTO3971110)
|brutinib &= Meocadjuvant Therapy in Localized Prostate  San Il -Suitable for radical prostatectomy -lorutinib (Single Arm)
Cancer (NMCTO2643667) Francisco, M0
Ca, Usa,

Biomarkers for Neoadjuvant Pembrolizumab in Mon- Laval, [ -Gleason Score = 8, cMO -Pembrolizumab
Metastatic Prostate Cancer Positive by 18FDG-FET Quebec, -Intraprostatic maximum standardized uptake value (SUVMax) (Single arm)
Scanning (NCTO4009967) Canada =4 at 18-FDG-PET/CT exam
Mecadjuvant Hiltonol® (PolyiCLE) for Prostate Cancer  Mew York, | -Gleason 7 — 10, ¢T2a - cT3b adenocarcinoma of the prostate  Intratumoral injection
(MCTO3262103) MY, LUSA, with plans for radical prostatectormy and PSA = 4 ng/mi of Poby-1CLS

-Tumor visible on multiparametric MAI
177Lu-PEMA-IAT Prior to Radical Prostatectomy for Petach MA  -cT3/4 and/or Gleason score =8 and/or PSA = 20 ng/dl) - 177 Lu-PSMA-IET
Locally Advanced Dizeasze {NCTMEE?"J-'I O Tikova, |srael -Li:um-regiuna] prostate cancer (pelvic ymphadenopathy of =2 Radionuciide [Sil'lglE

cm on axial imaging) armj
-High PSMA expression: with tracer uptake greater than
nomal liver (masimal SV 21.5 of lver)

Meoadjiuvant Therapy With Proxalutamide Combined Manijing, [ = High-risk prostate cancer ([CT22c or Gleason score 28 or -Froxalutamide «ADT
With Androgen Deprivation Therapy (ADT) for High Risk  Jiangsu, PSA=20ng/mi) Placebo + ADT
Prostate Cancer (NCTOS0TE851) China -chO
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THE SALV-ENZA TRIAL (#5012)

A Phase Il, Double-blind, Randomized Study of Salvage Radiation Therapy Plus Enzalutamide or Placebo
for High-Risk PSA-Recurrent Prostate Cancer after Radical Prostatectomy

Phuoc T. Tran, Kathryn Lowe, Hao Wang, Hua-Ling Tsai, Daniel Y. Song, Arthur Y. Hung, Jason W.D. Hearn, Tamara Lotan, Channing Paller, Mark Markowski, Samuel Denmeade,
Michael Carducci, Mario Eisenberger, Matthew Orton, Curtiland Deville, Stanley L. Liauw, Elisabeth |I. Heath, Neil B. Desai, Tomasz M. Beer, Emmanuel S. Antonarakis

Salvage radiation (SRT) + ENZA monotherapy for 6 months in men with PSA-recurrent high-risk
prostate cancer following prostatectomy is safe and delays PSA progression relative to SRT alone

BACKGROUND: RESULTS:
Does enzalutamide (ENZA) treatment without = FFPP was significantly improved with ENZA vs placebo (HR 0.42, 95% Cl 0.19-0.92, P=0.031)
androgen deprivation therapy increase * There was differential benefit of ENZA in men with pT3 vs pT2 disease (Pinter=0.019); and R1 vs RO
freedom-from-PSA-progression (FFPP) when (Pinter=0.023)
combined with salvage radiation therapy (SRT) in « Common AEs were grade 1-2 fatigue (65% ENZA vs 53% placebo) and urinary frequency (40% ENZA vs 49%
men with recurrent prostate cancer (PCa) post- placebo)
radical prostatectomy (RP)? Subgroup Analyses for FFPP
1.00 Subgrouss n_PRAMN HA (95% C1) _inter
METHODS: e:;oms 10526 0.36 (0.00-1.42) on2 -.
. . . OHSU Ti20 0.64 (01428 -
* Men with biochemically recurrent PCa after RP W Tn oz -
siz7 0,56 (0.10-3.06) —
were randomized onto either placebo or ENZA a 07 roum oo
A w T2 10428 154 (02384 )
160 mg PO once daily for 6 months and then % L e amsiamram - =
rostate bed radiothera 66.6-70.2 G n
. E domization (1:1) FWt( tified b ) t E Log-rank g EnzesSAT i o rewsam .
an‘omnza |o-n :1) was stratifie yce‘n er, 3 i - , . 14 ©0008a) -
surgical margin status (RO vs R1), PSA prior to € Gleansen v 0w o sesany . -
salvage treatment (PSA =0.5 vs <0.5 ng/mL), and Q. 0251 - I S -
- No. at risk Bassline PSA 085
pathologic Gleason sum (7 vs 8-10) @3 i omewaan -
* Powered for hazard ratio (HR) 0.44 FFPP benefit oo :‘; z: 2‘: :;’ 2 e o
with enrollment of 96 subjects - - - - - P 15 ombarose -—
= 86 men were randomized; 43 per arm Years Post Randomization tlru.[zsu‘.su.‘?s; 1;51rs ; 2‘5 ;
* Median follow-up of 34 months (range 0-52) Favors Enza+SRT <0 Favors SAT
CORRESPONDENCE:
AFFILIATIONS/ENROLLING INSTITUTIONS: Johns Hopkins University, OHSU Knight Cancer Institute, University of Michigan, Wayne State University, Indiana University Health Arnett, Phuoc T. Tran (phuoc.tran@som.umaryland.edu)
University of Chicago, University of Texas Southwestern Medical Center, University Hospitals, UC San Francisco, University of Minnesota & University of Maryland Emmanuel 5. Antonarakis (antond401@umn.edu)
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Interventional Cohort (n~412)

Treatment Phase: 6 months Post-treatment Phase i  Post-PSMA-PET
i (until PSMA-PET progression) : Progression Phase
RT: whole pelvic salvage radiotherapy + SBRT Assessments Assessments
LHRHa: 2x3-monthly or 1x6-monthly depot E PSA, testosterone, : Bone scan, CT/MRI,

Apalutamide: 240 mg/day orally

PSMA-PET
Positive

patient-reported outcomes patient-reported

outcomes
PSMA-PET
: Unblinded at baseline;
BICR at 6, 12, and q12 months
RT +|LHm:;a + (until PSA 20.2 ng/mL,
Apalutam £ then immediately and g6 months) i
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Observational Cohort (n~200)

PSMA-PET
Negative

Recruitment closes when
interventional cohort is

fully enrolled

Data Collection
Natural history, management, imaging, treatments, and outcomes
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Sonuc

DNA repair gen mutasyonu +, PARP inhibitorlerin kombinasyon olarak erken asamada kullanimi
PI3K-PTEN-AKT yolagi ilgili kombinasyon tedavileri

PSMA ekspresyonu olanlarda Lutesyum vb +kombinasyon tedavileri daha erken asamalarda kullanimi
PSMA-BITE tedavileri coklu tedavi almis hastalarda kullanimi

Mikrosatellit instabilite(MSI) olanlarda Checkpoint inhibitérlerin daha erken asamada kullanimi
Checkpoint inhibitorlerin kombinasyon(Cabozantinib vb.) olarak kastrasyona direncli asamada kullanimi

Lokalize yliksek riskli ve biyokimyasal nlikslerde yeni nesil AR inbitorlerin kullaniimasi
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