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Prostat Kanseri Risk Faktorleri

GENETIC TESTING
. MRE1{A MSHS FAM175A
Our new and shiny... gRP1 [ USH2  raostc
The NEW ENGLAND JOURNAL of MEDICINE ceur —

AR ~ . .
&) PR v

RADSID.

Inherited DNA-Repair Gene Mutations
in Men with Metastatic Prostate Cancer
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Prostat Kanseri Insidans ve Mortalite

Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Prostate Cancer

Percent of Cases by Stage 5-Year Relative Survival
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Prostat Kanseri Tedavi Yaklasimlari

Bone therapy
for osteoporosis and
bone metastases
Blsphos‘phopates
Primary therapy zoledronic acid
surgery, radiation therapy, RANK ligand inhibitor Immunotherapy
active surveillance denosumab \sip\uleuceﬁ
Localized Recurrent Metastatic Craesstirse:;icr)“n- raestt?:::)triﬁ
prostate > cancer (rising —>» prostate > cancer (risin TR
cancer serum PSA) cancer g
serum PSA) cancer
Adjuvant hormonal therapy Androgen deprivation Chemotherapy
(with radiation) LHRH analogs, LHRH docetaxel, cabazitaxel

— antagonists, anti-androgens,
androgen synthesis inhibitors

Abeloff's Clinical Oncology, 10th edition
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National P i i
cgrfp“rihenswe NCCN Guidelines Version 2.2021
i Prostate Cancer

NCCN Guidelines Index
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¢ Enzalutamide!
» Other secondary hormone therapy!

Prior docetaxel/no prior novel hormone theragy'"

* Preferred regimens

» Abirateronel: 999 (category 1)

» Cabazitaxel®32
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= Useful in certain circumstances
» Olaparib for HRRm (category 1)hhh,mmm
» Cabazitaxel/carboplatinaaa.nnn
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Kastrasyona Duyarli Metastatik

Prostat Kanseri Tedavisi

Treatment options in mCRPC

mnmmm

TAX-327" DOC/P vs mito/P 1,006 mCRPC, symptomatic or not
COU-AA-302°  ABI/P vs P 1,088 RoRPC (pre-DOC), mild/no symptoms
COU-AA-301"  ABI/P vs P 1,195 mCRPC (post-DOC)

PREVAIL ENZ vs pbo 1,717 mCRPC (pre-DOC), mild/no symptoms
AFFIRM® ENZ vs pbo (or P) 1,199 mCRPC (post-DOC)

TROPIC® CABA/P vs mito/P 755 mCRPC (post-DOC)

ALSYMPCA’ Radium-223 vs pbo 921 mCRPC (post-DOC or unfit for DOC)

AR, aborpterpne; CARS, cabazrasel D, docecyeel; EME eraphsizmiode; HR, hegand raticg mito, raitoos nirpae; B, pred resone, phe, placeba; O, overall surwiee

0.76

0.81

0.74

0.77

0.63

0.70

0.70

1. Tannock [F e al & Eog! §F Med 2004; 351:1803-12. 2 Ryan O e al lancardeood D015 16 18360, 3. Rathkopt DF ara. Eur Ured 2014;65:515-25. 4. Bagr TMara! Eur Ueed D17 71 181-4.

5. amstrong Adef al Cancar 2017 1k3: 2303-11. 6. da Bono 1S &f o Lancar 3010; 305! 1147-54, 7. Hoskin P afal Lancer oo 2014 18! 1.307-q08.
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SYSTEMIC THERAPY FOR M1 CRPC: ADENOCARCINOMAIii-kkk,Il

No prior docetaxel/no prior novel hormone therapy™mm

* Preferred regimens
» Abiraterong":"""°99 (category 1)
» Docetaxel-PPP (category 1)
» Enzalutamide" (category 1)

= Useful in certain circumstances
» Niraparib/abiraterone":f"ZZZ for BRCA mutation (category 1)
» Olaparib/abiraterone":nNn.aaq for BRCA mutation (category 1)
» Radium-223"" for symptomatic bone metastases (category 1)
» Sipuleucel-Tf:55S (category 1)
» Talazoparib/enzalutamide for HRRmYf.¥YY (category 1)

= Other recommended regimens
» Other secondary hormone therapy"

Prior novel hormone therapy/no prior docetaxe|Mmm.ttt
* Preferred regimens

» Docetaxel (category 1)f
« Useful in certain circumstances
» Cabazitaxel/carboplatin il
» Niraparib/abiraterone"-f-Z2Z for BRCA mutation (category 2B)
» Olaparib for HRRm"YY (category 1)
» Radium-223"" for symptomatic bone metastases (category 1)
» Rucaparib for BRCA mutationV"V
» Sipuleucel-Tfff:sss
» Talazoparib/enzalutamide for HRRm“:.YYY (category 2B)
+ Other recommended regimens
» Abirateroneg':"MN
» Abiraterone" + dexamethasonenn:Www
» Enzalutamide"
» Other secondary hormone therapy"

Prior docetaxel/no prior novel hormone therapy™™™

+» Preferred regimens
» Abiraterone":""" (category 1)
» Cabazitaxelff
» Enzalutamide" (category 1)
« Useful in certain circumstances
» Cabazitaxel/carboplatinThill
» Mitoxantrone for palliation in symptomatic patients who cannot
tolerate other therapies
» Niraparib/abiraterone":f:ZZZ for BRCA mutation
» Olaparib/abiraterone:ff:nNN.494 for BRCA mutation
» Radium-223"" for symptomatic bone metastases (category 1)
» Sipuleucel-Tfff:sss
» Talazoparib/enzalutamide for HRRm":fff.yyy
= Other recommended regimens
» Other secondary hormone therapy"

Prior docetaxel and prior novel hormone theragg’"’"’“!“‘
« Useful in certain circumstances

» Lutetium Lu 177 vipivotide tetraxetan (Lu-177-PSMA-617) for PSMA-
positive metastases*** (category 1)
(The following systemic therapies are category 2B if visceral metastases are
present)
+ Preferred regimens
» Cabazitaxelff:000 {cateﬂory 1)
» Docetaxel rechallenge
« Useful in certain circumstances
» Cabazitaxel/carboplatin i
» Mitoxantrone for palliation in symptomatic patients who cannot tolerate
other therapies
» Olaparib for HRRm®°%:UUY (category 1)
» Pembrolizumab for MSI-H, dMMR, or TMB 210 mut/Mbf
» Radium-223"" for symptomatic bone metastases®?? (category 1)
» Rucaparib for BRCA mutationV¥V
= Other recommended regimens
¢ Abiraterong!!:1MN
» Enzalutamide"
» Other secondary hormone therapy"
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Prostate NCCN Guidelinesv 1.2023
‘GermlineTesting ~ somaticTumor Testing

Germline testing |5 recommended in patients with a personal history of prostate cancer who:
*  Hawemetastatic, regional (M+], very-high-risk localized , orhigh-risk localized prostate cancer
*  Have family historyandforancestny with:

*  zlfirst, second, or third degree relative with Turnar testing fior alterations in HRE DNA repalr genes such as BRCAL, BRCAZ, ATM,
- g:::::;fr'::::;:mi;‘wat“Hm e PALB2, FANCA, RAD51D, CHEK2, znd CDK12 is recommended in patients with
. ¥
PP —— metastatic prostate cancer, and may be considered for patients with regional [N+
*  [Owariancancer at any age prostate cancer
*  Pancreatic cancer af any age
& Mstactatic, regional, very-high-isk, o high-rick prostate cancer at ary age Turmaor testing for MS5I-H or dM MR is recommended in patients with mCRPC, and
» 21 first degres ralative with prostate cancer atage <60 years may beconsidered for patients with mC5PC
#  z}first, second, of third degree relatives with:
*  Breastcancer atany age TIE testing may be considered in patients with mCRPC

*  Prostabe cancer at any age
# 23 firstor second degree relatives with:
+  Lynch syndrome-related cancers, espaciallyif diagnosed at age <50 years
= Aknown family history of a familial cancerrisk mutation
*  Ashkanaz lewish ancestry
#  Personal histary of male breast cancer

Germline testing may be considersd in patients with a personal histary of PCa who;

= Hawve intarmediate-risk prostate cancarwith intraductal/cribriform histology

* Have a personal history of pancreatic, colorectal, gastric, melanoma, uppertracturothelial,
glioblastoma, biiary tract, or small intestinal cancer

Germiine multigene testing that Includes ot least BRCAL, BRCAZ, ATM, PALB2, CHEK2, HOXB13,

MLHI, MEHZ, MSHE, and PMVS2Z |5 recommended; additional genes may be oppropriate based
on ciinlcal context

MCCN Practice Guidelines: Prostate Cancer. Wersion 1.2023. https:/fwww.ncen.org/professionals/physician_gls/pdf/prostate.pdf.



Evre IV Prostat Kanserinde Mutasyonlar

HRR Genes and Metastatic Prostate Cancer

Somatic Germline
* 23% of metastatic castration-resistant prostate
. . RADSIC, 1%
cancers harbor DNA repair alterations
* The frequency of DNA repair alterations increases GEN1. 2%
L3 * L3 L * WS?'N
in metastatic disease vs. localized disease NEN, 2%
ATR, 2%
_ﬂ_ LR H oW & W & W\ W B W d = a W T OE W K i ] - L o & m’n' 4'."‘!-_|'
T _--"'"'-'---a |£’ PALBZ, 4%
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T+ W W * who SRS
T e bE """“ o e
[« T I,
L LN, ORI OO, AT A, Pyt ot
Lt —— . |
L - I s +  12% of men with metastatic prostate cancer
e T e have a germline DNA repair defect
1. Robinsan Oy ot al, Cell, 2005;161:1215-28, 2, Pritchard CC, ebal, N Engl) Med, 2006;375:443-53
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Treatment Landscape of mCRPC continues to evolve

Abiraterone Radium-223
Post-docetaxel mCRPC with Darolutamide
(2011) symptomatic bone mets nmCRPC (2019)
Docetaxel Pre-docetaxel (2012) Pembroll b Darolutamide +
mHSRC (2018) emprofizuma docetaxel

Relugolix

Enzalutamide Apalutamide Rucaparib
Sipuleucel-T Post-docetaxel (2012) nmCRPC (2018) BRCAmM mCRPC 177 y-PSMA-617
Pre-docetaxel (2017) mHSPC (2019) Olaparib PSMA+ mCRPC
nmCRPC (2019) HRRm mCRPC

mHSPC (2020)
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Phase 3 trial of PARPi + AR signaling inhibitor
in 15t line mCRPC setting

1- Clarke NW et al., NEJM Evidence. 2022 Aug 23;1(9):EVID0a2200043.
2- Chi KN et al., JCO. 2022 Feb 20;40(6_suppl):12-12. Kim Chi, (2022 Genitourinary cancers symposium (ASCO GU). Abstract #12)
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PROpel: Phase Il Trial of Abiraterone +/— Olaparib
Patient population

mCRPC rPFS or death by investigator

Olaparib 300 mg BID + assessment
Docetaxel for mCSPC allowed Abiraterone* 1000 mg QD

Mo prior abiraterone (n=399) Key secondary endpoint

Other NHT allowed if stopped . 0S

212 months prior to enrollment
= Ongoing ADT Additional endpoints

= ECOGP50-1

= TFST
Placsbo-
Abiraterone* 1000 mg QD
« Site of distant metastases (n=397) * ORR |
(bone only vs visceral vs other) * HRR mutation prevalence
= Prior taxane for mCSPC (tested retrospectively)
= HRQOL

= Safety and tolerability
*Plus prednisone or prednisolone 5 mg BID

Saad F et al. ASCOGU 2022; abstr 11; NCT02732820.
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Probability of rPFS
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PROpel: Radiographic Progression-Free Survival

12-monthrate
71.8%
63.4% 24-month rate
- 51.4%
® 33.6%

Olaparib + abiraterone

' Placebo + abiraterone

S PRy S+ SIS S SO S S SRS R St p—

Time from randomization (months)

Placebo +
abiraterone
(n=397)

Olaparib +
abiraterone

(n=399)

rPFS by investigator assessment
Events, n (%) 168 (42.1) 226 (56.9)

Median rPFS, months 24.8 16.6
HR (95% Cl) 0.66 (0.54-0.81); P<0.0001

rPFS by blinded independent central review
HR (95% Cl) 0.61 (0.49-0.74); P<0.0001

Number of ~ Median rPFS,
patients, n months

All patients 796 248 16,6 L]
Age at randomization

<65 227 NR 16.4 —_—

265 569 22,0 16.7 ——
ECOG performance status at baseline

0 558 249 168 e,

1 236 17.5 14.6 _———
Site of distant metastases

Bone only 434 27.6 222

Visceral 105 13.7 109 [ —

Other 257 205 13.7 "
Docetaxel treatment at mHSPC stage

Yes 189 276 13.8 —_—

No 607 24.8 16.8 —e—
Baseline PSA

Below median baseline PSA 396 252 22,0 ——

Above or equal to median baseline PSA 397 185 13.8 ——
HRRm status

HRRm 226 NR 13.9 —ty

Non-HRRm 552 24.1 190 ——i

HR (95% CI)
0.66(0.54-0.81)

0.51(0.35-0.75)
0.78(0.62-0.98)

0.67(0.52-0.85)
0.75(0.53-1.06)

0.73(0.54-0.98)
0.62(0.39-0.99)
0.62(0.44-0.85)

0.61(0.40-0.92)
0.71(0.56-0.89)

0.75(0.55-1.02)
0.63(0.48-0.82)

0.50(0.34-0.73)
0.76(0.60-0.97)

T
o1 G |

Olaparib + abiraterone better

Clarke NW et al. NEJM Evidence; 2022.

Placebo + abiraterone better
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v

PROPEL
Overall safety profile
Olaparib + abiraterone (n=399) Placebo + abiraterone (n=399)
Any 972 72 T 94.9
Anemia* 46.0 151 B33 164
Fatigue or asthenia 37.2 23] 15 28.3
Nausea 28.1 03 |03 1286
Diarrhea 17.3 08| |03 9.3
Constipation 17.3 lo.3 139
Back pain 171 08| |10 18.4
Decreased appetite 14.6 1.0/ 5.8
Vomiting 131 1.0] |03 9.1
Arthralgia 12.8 los 177
Hypertension 126 350 N33 16.4
Dizziness 10.8 6.3
Peripheral edema 10.3 |03 11.4
Urinary tract infection . . ' . 10.3 2.0|l !1.0 78 ' . . .
100 80 60 40 20 00 20 40 60 80 100

2022 ASCO Genutourinary Symposium

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

<

I Grade =3
All grade
B Grade =3
All grade
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MAGNITUDE: Phase Il Trial of Abi +/— Niraparib

Patient population Primary endpoint

Niraparib 200 mg QD +
= mCRPC Abiraterone’ 1000 mg QD rPFS by central review

= <4 months prior Al ST Key secondary endpoints

abiraterone for mCRPC (Planned N=400) : :
allowed = Time to cytotoxic
= ECOG PS0-1 chemotherapy
= BPI-SF worst pain score <3 Prescreening Patients could requestto be * Time to isymptomatic
1.°0r HRR unblinded and change to subsequent EICELESS 0l
biomarker therapy of investigator’s choice = 0S
= Prior taxane for mCSPC status* : :
= Prior NHT for nmCRPC or Niraparib 200 mg QD + Other prespecified endpoints
mCSPC Abiraterone’ 1000 mg QD = Time to PSA progression
= Prior abiraterone for HRR Biomarker - = ORR
mCRPC (Planned N=600)
«  BRCA1/2 vs other HRR " PFS2
gene alterations (HRR * Time to pain progression
biomarker+ cohort only) .

Patient-reported outcomes

*HRR gene panel: ATM, BRCA1, BRCA2, BRIP1, CDK12, CHEK2, FANCA, HDAC2, PALB2
*Plus prednisone 10 mg daily

Chi KN et al. ASCO GU 2022; abstr 12; NCT03748641.
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MAGNITUDE: Radiographic Progression-Free Survival

rPFS in All HRR BM+ Cohort

Niraparib + Placebo +
abiraterone abiraterone

(n=212) (n=211)

80

rPFS by central review
Niraperib:abiraterone Median rPFS, months 16.5 137
HR (95% Cl) 0.73 (0.56-0.96); P=0.0217

60 -

40 1

204 rPFS assessed by investigator
Placebo + abiraterone

Patients without events (%)

Median rPFS, months 19.0 139
0 — ; ‘ ‘ . HR (95% Cl) 0.64 (0.49-0.86); P=0.0022
o 3 6 9 12 15 18 21 24 27 30
Months from randomization
R rPFS in BRCA1/2-Mutated Group hiraparib + Fidcenors
100 =y abiraterone abiraterone

(n=113) (n=112)
20 rPFS by central review
50 Median rPFS, months 16.6 10.9
HR (95% Cl) 0.53 (0.36-0.79); P=0.0014

i6 Niraparib + abiraterone

rPFS assessed by investigator
Median rPFS, months 19.3 12.4

0 ‘ HR (95% Cl) 0.50 (0.33-0.75); P=0.0006
0 3 6 9 12 15 18 21 24 27 30

20 Placebo + abiraterone

Patients without events (%)

Months from randomization

Chi KN et al. ASCO GU 2022; abstr 12.
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TALAPRO-2: Phase Ill Trial of Enza +/— Talazoparib

Patient population

= mCRPC with progression (PSA,
bone, and/or soft tissue)

= Prior docetaxel and/or abiraterone
in CSPC setting allowed

= Ongoing ADT or bilateral
orchiectomy

= ECOG PS0-1 _Q

Stratification factors

= Previous treatment with
abiraterone or taxane-based
chemotherapy for CSPC

= DDR* alteration status (deficient vs
nondeficient/unknown)

*0.35 mg QD if moderate renal impairment

#DDR alterations (BRCA1/2, PALB2, ATM, ATR, CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, CDK12).

Talazoparib 0.5 mg QD* +

Enzalutamide 160 mg QD

Planned enrollment: 1018

Placebo +
Enzalutamide 160 mg QD

Agarwal N et al. Future Oncol. 2022;18:425-436; NCT03395197.

Co-primary endpoints

= rPFS by BICR per RECIST 1.1 and PCWG3
in All-comers (Cohort 1), n=804

= rPFS by BICR in patients with
DDR* alterations (Cohort 2), n=214

Key secondary endpoints
(analyzed for both cohorts separately)

= 0S

= OR per RESIST 1.1 (measurable disease)

= PSAresponse >50%

= Time to PSA progression

= Time to initiation of cytotoxic CT or
antineoplastic therapy

= Time to first symptomatic skeletal event

= PFS2

= Safety

= Patient-reported outcomes
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TALAPRO-2: Phase lll Trial of Enza +/— Talazoparib

All-comers cohort |rPFS 21.9 mo 2> NR |HR 0.63 (0.51-0.78) |P <0.001

HRR mutated rPFS 16.4 2 27.9 mo HR 0.46 (0.30-0.70) P <0.001

HRR wild-type rPFS 16.6 > 25.8 mo HR 0.66 (0.49-0.91) P=0.009

Agarwal N et al. ASCO GU 2023; abstr LBA17.
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TALAPRO-2: Objective Response by BICR

Higher rates of complete response (CR) suggest a cooperative effect of talazoparib plus enzalutamide treatment

P =0.005

ORR
61.7%
(74/120) ORR

43.9%

58/132
SD ( ) sSD

30.0% ¢R 28.8% PD
(36/120) (38/132) 22.7%

18.2% (30/132)
PD

5.8%
(7/120)

Talazoparib + Enzalutamide (N=120) Placebo + Enzalutamide (N=132)

Chanlt ’ W
'A‘SIC‘O , | ,. JI ,,'. . m pessoaaco ov: Df H-ec'.s, r\?a"m.:t u @neerajaims ASCO

NOWLEDGE CONOUERS CANCIR
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TALAPRO-2: Most Common All-cause TEAEs

Talazoparib + Enzalutamide Placebo + Enzalutamide
(N=398) (N=401)
Anemia 65.3 IERS In the talazoparib arm:
* Most common TEAES leading to a dose
reduction of talazoparib were:
— Anemia (43.2%)
Fatigue 1 i — Neutropenia (15.1%)
— Thrombocytopenia (5.5%)

7.0

Neutropenia (0.511.015.5)

Thrombocytopenia 49.0% had grade 1-2 anemia at baseline

10.712.5)
Grade 3—4 anemia

— Median time to onset was 3.3 months
— Reported in 46.5% of men

Leukopenia

Back pain ) 4 17.0 R
All grades All grades 8.3% discontinued talazoparib due to anemia

Decreased
E=rtel : 107 RERA rade 1-2 The median relative dose intensity of

appetite
W m talazoparib remained >80%
Nausea

Patients, %

ASCO Gennour_mary I #GU23 | eresenteo ey Dr Neeraj Agarwal O @neerajaiims ASCO CUNICAL ONCOLOGY
Cancers Symposxum 155 B { Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco org KNOWLEDGE CONQUERS CANCER 16
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PROfound STUDY DESIGN

Key eligibility critena
+ mCRPC with disease

progression on prior
NHA, eg abiraterone

or enzalutamide

* Alterations in =1 of
any gualifying gene
with a direct or
indirect role in HRR*

Stratification factors
* Previous taxane
» Measurable disease

CohortA:
BRECA1, BRCA2 or ATM
M=245

B Olaparib 300 mg bid
n=162

Physician’s choicet
—
n=83

Upon BICR progression,
physician's choice patients were
allowed to cross over to olaparib

2:1 randomization
Open-label

Olaparib 300 mg bid
CohortB: - =94 -
Other alterations :
M=142

Physician’s choicet
n=48

Primary Endpoint

Radiographic progression-free
survival [rPFS) in Cohort A
(RECIST 1.1 & PCWG3 by BICR)

Key Secondary Endpoints

*rPFSin Cohorts A+B

» Confirmed radiographic objective
response rate (ORR) in CohortA

«Time to pain progression (TTPP)
in Cohort A

«Overall survival (O3) in CohortA

*An investigational Clinical Trial Assay, based on a next-generation sequencing test
Used to prospectively select patients harboring alterations in BRCA1, BRCA2, ATM, BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2,
PPP2R2A, RAD51B, RAD51C, RAD51D and/ or RADS4L in their tumor tissue

MUHETESS tPhysician's choice of either enzalutamide (160 mg qd) or abiraterone (1000 mg qd + prednisone [5 mg bid])

BICR, blinded independent central review
Hussain M et al. ESMO 2019;Abstract 5059,
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PROfound: Imaging-Based PFS and OS in Cohort A
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De Bono Jetal N Engl J Med 2020 May 28:382(22):2091-2101.

Olaparib Turkiye’de prostat kanseri tedavisinde ruhsatli degildir.
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Activity of olaparib was observed for patients with alterations in BRCA1 and/or BRCA2, ATM, and CDK12. Patients with tumors harboring a
BRCA1 and/or BRCAZ2 alteration appeared to derive the greatest benefit

Cohort A Cohorts A+B BRCAT1 and/or BRCA2

Olaparib Control Olaparib Control Olaparib ! Olaparib Control Olaparib

(N=162) (N=256) (N=1: (N=102) -5 (N=62) N=24) (N=61) (N=28
Median, months 7.4 3.6 5.8 35 9.8 3.0 54 4.7 5:1 2.2
HR (95% Cl) 0.34 (0.25-0.47) 0.49 (0.38-0.63) 0.22 (0.15-0.32) 1.04 (0.61-1.87) 0.74 (0.44-1.31)
Median OS, months 19.1 14.7 173 14.0 20.1 14.4 18.0 15.6 141 11.5
HR (95% ClI) 0.69 (0.50-0.97) 0.79 (0.61-1.03) 0.63 (0.42-0.95) 0.93 (0.53-1.75) 0.97 (0.57-1.71)
Evaluable patients, n 84 43 138 67 57 33 30 10 34 12
ORR, % 33.3 2.3 21.7 4.5 43.9 0 10.0 10.0 59 0
Evaluable patients, n 153 747/ 243 123 94 54 61 22 58 27
Confirmed response, % 431 7.8 30.0 9.8 61.7 0 131 2017, 5:2 3.7
Evaluable patients, n 52 22 78 32 29 17 25 3 14 5
Conversion, % 55.8 22.7 52.6 21.9 69.0 23.5 40.0 33.3 50.0 40.0

100 7 100
BRCA1 and/or BRCA2 (n=53) ATM (n=29) CDK12 (n=32)

Definitions for
801 . 50 abbreviations,
1 1 best percentage
change in PSA
and CTC for
BRCA1 and/or
BRCA2, ATM,
CDK12 and
remaining
genes are
| included in the
| [r— d 2 supplement

[lezal=]

Olaparib

g
W BRCA1
W BRCA2

Best percentage change in target lesions

Cohort A, BRCA1, BRCA2 and ATM alterations; Cohort A+B, all other HRR alterations; Control, physician’s choice of enzalutamide or abiraterone; 66% (n=86/131) of control patients in the overall population crossed over to olaparib treatment after
Evaluable patients: ORR, measurable disease at baseline; PSA, a valid baseline and post-baseline PSA measurement; CTC, CTC count 25 cells/7.5 mL at baseline their disease had progressed.2 OS is not adjusted for crossover in this analysis

Presented By Johann De Bono at 2021 Genitourinary Cancers Symposium
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Rucaparib: TRITON2 and TRITON3 Studies

Next- TRITONS
generation,

AR-signaling

directed
- Taxane-based ‘
thera Progression Progression TRITONZ
Py J chgmgtherapy J -

HRR-deficiency is defined by a deleterious alterationin BRCA 1, BRCA2, ATM, or 12 other HRR genes
(BARD1, BRIP1, CDK12, CHEK2, FANCA, NBN. PALB2, RAD51, RAD51B. RADS51C. RAD5S1D, RADS4L)

1. Abida W et al, Annals One, 201828 Suppl B)ovm27 1-vill 302,
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TRITON2: Best Change from Baseline in Sum of Target Lesions in Rucaparib-
Treated Patients with a BRCA1/2 Alteration (N = 56)! and ORR in Patients with
Non-BRCA DNA Damage Repair Gene Alterations (N = 78)?

100 4
+, Confirmad radicgraphic respornse
B0 &, Ongoing on study

" ] Non-BRCA DNA Repair Gene Alterations

F BRCA1/2* ATM? CDK122 CHEK22 Other?
g [n=5$] (n=49) {"=15:' (n=12) {"=14:'
8 e o ORR 11% 11%
-

: Wmmmmmmmmmm
- _m_
8
E a0
5

-8 4 Dog ++ ++++

Dg+++
-80 C'l_‘.|+
-100 g

Status: Gemmline | Somatic
Iy [ | [ [ Ll | B N N N

Wisit cutoff: 02 Jul 2018 Includes patienis with measuable disease at baseine and 21 posthaseline scan. Each bar represents a single patient; patients with no
change from bassline ans shawn as 0.5% for visual clanty; the dotied line indicates the threshold Tor partial respanse (307% decreass from bassline). Confirmed
FRGECGTARNIC respomsas ana per invasligalor assassment

U, BRCALZ germlineiscmalic stalus unlnown.

TAbida W et al. ESMO 2019; Abstract 846P0: ZAbida W et al. Clin Cancer Res 2020:26:2487-96. 86

Rukaparib Tirkiye’de prostat kanseri tedavisinde ruhsatli degildir.
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TRITON3: Randomized Phase Ill Trial

Patient population

= mCRPC with progression
after 1 prior AR signaling-
directed therapy
(abiraterone, enzalutamide,
or investigational agent)

» Deleterious germline or
somatic alteration in BRCAL,
BRCA2, or ATM*

* Mo prior PARF inhibitor

* Mo prior chemotherapy for
mCRPC

Planned enrollment: 400

Open-label 3

Rucaparib g

(n=267)

—————

Crossover upon
progression may
be considered

Physician’s choice

1
1
| I ——

—+  [Docetaxel, or Abi,
or Enza) (n=133)

*Mutations identified in blood, archival tissue, or screening tumor tissue

Bryce A et al NEJM 2023; 388; 719-32. NCT02975934.

Primary endpoint

rPFS
(RECIST 1.1 and PCWGS3 by IRR)

Key secondary endpoints

» ORR and DOR by modified RECIST
criteria in patients with
measurable nodal/visceraldisease

= 05

= Clinical benefit rate

» PSA response of 250% and 290%

» Time to PSA progression

» Patient-reported outcomes

= Safety and tolerability
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TRITON3: rPFSin BRCA1/2 and ATM Subgroups

BRCA1/2 Subgroup ATM Subgroup
1ik] 100
- 1 Medan ma 5% Ol 0 _'t-‘l Megian, ma.  95% 0
iy Rucapart 12 82134 a4 w Rucaparib 8.1 LES R
- il "'"-,'l P 5 his B4 54-83 - Pvyaician s s B3 4.0-804
# Toq L Logerank P=0.0001 E Logreank P=( 54
£ 8q \ HR (8% O] 0.80 |0, 35-0.69) E 604 ! HR (85% Gl 095 (.55-1.52)
= 5 “.,_L 50 L
w0 L e g A 1
E - o \—._\_‘ L o —111=
1
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Bryce A et al NEIM 2023; 388; 719-32.
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TRITON3: rPFS by Control Treatment in BRCA1/2 Subgroup

pod s Rucaparib vs Docetaxel P P2

90{ 14 Survival {95% Cl)

£ -

3T 804 e mo

g 2 70+ s ¥ Rucaparib 11.2 (9.2-133)

A 1 Docetaxel 83 (61-99)

¥ B L

% % 50+ \ %, Rucaparib Hazard ratio, 0.53 (95% C1,0.37-0.77)

& 20- i e S

3 .

30- Doccu-JL_\LH N
& 2 L
104
0 y T T T T Y T T T T T 1
0 3 6 L} 12 15 18 21 24 27 30 13 36 19 42 45
Months
100y . Median Progression.free
ol . N Rucaparib vs ARPI Survival (95% CI)
i 30 “L‘_ — mo
r'e 704 T Rucaparib 11.2 (9.2-13.3)
_E a - A 1 Second-Generation ARPI 45(33-53)
% "g 50+ -'"\ Rucaparib Hazard ratio, 0.38 (95% C1, 0.25-0.58)
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% 30+ 1 s
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Bryce A et al NEJM 2023; 388; 719-32. Months
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Summary of PARPi monotherapy trials in mCRPC

Study and treatment Prior therapy HRR status criteria; Sample type Primary endpoint Results

TOPARP-A! 1-2 taxane CT regimens; Deficiency not required; tumor Composite response 33% overall;

Olaparib 400 mg BID 98% had prior NHT rate 88% (14 of 16) with DDR

(N=50) gene alterations

TOPARP-B? 1-2 taxane CT regimens; Deleterious germline or somatic DDR Composite response 39.1% 300-mg cohort;

Olaparib 300 mg or 400 mg BID, 88%—92% had prior NHT gene alterations; tumor rate 54.3% 400-mg cohort

randomized 1:1

(N=98)

TRITON23 1 taxane and 1-2 NHT Deleterious germline or somatic ORR by blinded 43.5% (27 of 62)

Rucaparib 600 mg BID BRCA1/2 alteration; tumor or plasma independent radiology

(N=115) review

GALAHAD* >1 taxane and 21 NHT Deleterious germline or somatic ORR in patients with 34.2% (26 of 76

Niraparib 300 mg QD alteration in 21 of 8 prespecified DDR BRCA mutation and measurable BRCA cohort)

(N=289) genes; tumor or plasma measurable disease 10.6% (5 of 47 measurable
non-BRCA cohort)

TALAPRO-15 1-2 CT regimens (21 Deleterious germline or somatic ORR by blinded 29.8% (31 of 104)

Talazoparib 1 mg QD taxane) and 21 NHT alterations in 21 of 11 prespecified independent review

(N=128) DDR-HRR genes; tumor or plasma

1. Mateo J et al. N Engl J Med. 2015;373:1697-708; 2. Mateo J et al. Lancet Oncol. 2020;21:162-174; 3. Abida W et al. J Clin Oncol.
2020;38:3763-3772; 4. Smith MR et al. Lancet Oncol. 2022;23:362-373; 5. de Bono IS et al. Lancet Oncol. 2021;22:1250-1264.
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Select Ongoing PARPi Combination Trials in Advanced PC

Primary

Endpoint(s)

Patient Population Study Arm(s)
COMRADE!
/1 112 MCRPC with bone mets Olaparib + radium-223 vs radium-223
NCT02893917! Il 90 mCRPC with progression on prior tx Olaparib + cediranib
NCT035168121! I 30 SIS A G Olaparib + testosterone

progression on ABI and/or ENZ

NCTO3810105@ | 3p  Cestration-sensitive PCwith biochem Olaparib + durvalumab
recurrence, no mets, + DDR mut

mCRPC or metastatic/recurrent AR LENLS e L
NCT035724780! Ib/lla 60 Phase lla: rucaparib vs nivolumab vs

endometrial cancer . .
rucaparib + nivolumab

Javelin PARP I/ 24 Locally advanced or metastatic CRPC Phase IlI: talazoparib + avelumab at
Medley!®! and other solid tumors MTD from phase Ib

Talazoparib + AR-targeted therapy vs

207
TALAPRO-2 1] 872 DRD+ mCRPC PBO + AR-targeted therapy

All trials recruiting as of February 2019, except NCT03810105 is new.

1. NCT03317392. 2. NCT02893917. 3. NCT03516812. 4. NCT03810105. 5. NCT03572478. 6. NCT03330405. 7. NCT03395197.

MTD, rPFS
rPFS
PSA

Undetectable
PSA

DLT of combo

Phase Ib: DLT
Phase Il: ORR

rPFS
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Ongoing trials investigating PARPi in advanced PC

. . Biochemical mHSPC N
Primary 9| Adjuvant Recurrence (BCR) e (incl de novo) 4 1L nlCRPC ¥ 2LmCRPC | 3L mCRPC
—
nmCRPC
PROfound*
Olaparib mono, BRCA / ATM and other HRRm, post-NHA
PROpel?
Olaparib + abi
all-comers
c T
Q
-f_—:" TALAPRO-32 TALAPRO-24 TALAPRO-15 (PII)
[= Talazoparib + enza Talazoparib + enza Talazoparib mono, HRRm / BRCAm
< All Comers / HRRm All Comers / HRRm Post-NHA, post-taxane
(2] T T
.a T 7 H
a AMPLITUDE® Mﬁg’;:g';’g? GALAHADE (PIl)
n Niraparib + abi Primary endpoint: Niraparib mono, HRRm / BRCAm
Q HRRm i Post-NHA, post-taxane
=] HRRm | 5
% T T
o CASPAR* ! TRITON-2'1 (Pll)
= 10 ]
o Rucaparib + enza TRITQN'3 1 Rucaparib mono
Met All Gomers / HRRm Rucaparib mono,  §  pyRRm/BRCAM?
__J\ Y . Post-NHA, BRCAm / ATM | PostNHA, post taxane
1 d

Time
Non-metastatic Metastatic

Hormone-sensitive Castration-resistant
Asymptomatic S_

Please see slide notes for references
*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 NHA!213
*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!*
bi=abiraterone; BCR=biochemical recurrence; enza=enzalutamide; FDA=US Food and Drug Administration; HRRm=homologous recombination repair mutation; mCRPC=metastatic castration-resistant pi cancer; met=m cHUM
mono=monotherapy; mHSPC=metastatic hormone-sensitive prostate cancer; NHA=new hormonal agent; nmCRPC=non-metastatic castration-resistant prostate cancer; P2=Phase I; P3=Phase Ill.
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Targeting PSMA:
Transmembrane Protein

rrrrrrrr B

222 e e 29 %

mxmlml ey | Al

l% Memorial Sloan Kettering
Cancer Center

Evans JC et al, Br J Phamacol. 2016;173(21):3041-3078.
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SML RNT in advanced prostate cancer
PSMA-617 Lu'”’(3): Phase 2 results

PSA response

. <30% 230% . 250% Heavily pre-treated patients

1007

) Highly selected [FDG-, PSMA+ PET]—30% rejected
E 0 '|||IIIIII| I‘ |||I||| || ““‘I Dose every 6 weeks x 4 (47% of subjects got 4 doses)
E Toxicity= grade 1-2 dry mouth in 87%

<L

& 501"

-100{ Median 05=13.3 mo

Patients
Source: 1.] Hofman M et al, Lancet Oncold. 2018,19(6):825-833.; 2.) Violet 1 et al. J Nucl Med, 2020,61(6):857-865.

| Merorial Skoan Kettering
J | Cancer Center

)
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Articles I

[*’Lu]Lu-PSMA-617 versus cabazitaxel in patients with
metastatic castration-resistant prostate cancer (TheraP):
arandomised, open-label, phase 2 trial

Michael S Hofman, Louise Emmett, Shahneen Sandhu, Amir Iravani, Anthony M Joshua, Jeffrey C Goh, David A Pattison, Thean Hsiang Tan,

lan D Kirkwood, Siobhan Ng, Roslyn | Francis, Craig Gedye, Natalie K Rutherford, Andrew Weickhardt , Andrew M Scott, Sze-Ting Lee,

Edmond M Kwan, Arun A Azad, Shakher Ramdave, Andrew D Redfern, William Macdonald, Alex Guminski, Edward Hsiao, Wei Chua, Peter Lin,

Alison Y Zhang, Margaret M Mcjannett, Martin R Stockler, John A Violet*, Scott G Williams, Andrew | Martin, lan D Davis, for the TheraP Trial
d the Australian and New Zealand Urogenital and Prostate Cancer Trials Group

Summary

Background Lutetium-177 [77LujLu-PSMA-617 is a radiolabelled small molecule that delivers B radiation to cells
expressing prostate-specific membrane antigen (PSMA), with activity and safety in patients with metastatic castration-
resistant prostate cancer. We aimed to compare [77Lu]Lu-PSMA-617 with cabazitaxel in patients with metastatic
castration-resistant prostate cancer.

Methods We did this multicentre, unblinded, randomised phase 2 trial at ll centres in Australia. We mcruxlzd men

>@H®

Published Online:
February 11, 2021
htpsy/doiorg/10.1016/
$S0140-6736(21)00237-3
See Online/Comment
httpsd/doiorg/10.1016/
$0140-6736(21)00349-4

with metastatic castration-resistant prostate cancer for whom cab | was considered the next app
standard treatment. Participants were required to have adequate renal, haematological, and liver function, and an
Eastern Cooperative Oncology Group performance status of 0-2. Previous treatment with androgen receptor-directed
therapy was allowed. Men underwent gallium-68 [63Ga]Ga-PSMA-11 and 2-flouri 2-d D-gh
(FDG) PET-CT scans. PET eligibility criteria for the trial were PSMA-positive d:sase and no sites of metzmh(
disease with discordant FDG-positive and PSMA-negative findings. Men were nndomly assigned (1:1) to [|77Lu]
Lu-PSMA-617 (6-0-8-5 GBq intravenously every 6 weeks for up to six cycles) or 1 (20 mg/m2 i

2020
A complete st of the
TheraP Trial Colaborators s
provided in the appendax
(p34)
Prostate Cancer Theranostics
ndlmq-\glmmd
Excellence

every 3 weeks for up to ten cycles). The primary endpoint was prostate-specific antigen (PSA) response defined by a
reduction of at least 50% from baseline. This trial is registered with ClinicalTrials.gov, NCT03392428.

Findings Between Feb 6, 2018, and Sept 3, 2019, we screened 291 men, of whom 200 were eligible on PET imaging.
Study treatment was received by 98 (99%) of 99 men randomly assigned to [177Lu]Lu-PSMA-617 versus 85 (84%) of
101 randomly assigned to cabazitaxel. PSA were more frequent among men in the ['77Lu]Lu-PSMA-617
group than in the cabazitaxel group (65 vs 37 PSA responses; 66% vs 37% by intention to treat; difference 29%
(95% CI 16-42; p<0-0001; and 66% vs 44% by treatment received; difference 23% [9-37]; p=0-0016). Grade 3—4
adverse events occurred in 32 (33%) of 98 men in the [177Lu]Lu-PSMA-617 group versus 45 (53%) of 85 men in the
cabazitaxel group. No deaths were attributed to ["77LujLu-PSMA-617.

Interpretation ['77LujLu-PSMA-617 pared with i in men with ion-resistant prostate
cancer led to a higher PSA response and fewer grade 3 or 4 adverse events. [77LujLu-PSMA-617 is a new
effective class of therapy and a potential alternative to cabazitaxel.

Funding Prostate (hncer Foundation of Australia, Endocyte (a Novartis company), Australian Nuclear Science and
Technology Organi: ber, The Distinguished Gentl 's Ride, It's a Bloke Thing, and CAN4CANCER.

Copyright © 2021 Elsevier Ltd. All rights reserved.

Introduction patients with advanced prostate cancer’ [177Lu]

Metastatic castration-resistant prostate cancer is incurable.
Treatments that are proven to prolong overall survival
include docetaxel,' androgen receptor-directed therapies
such as abi ! and | ide.’ Cabazitaxel
improves survival in men with metastatic castration-
resistant prostate cancer* progressing after previous
treatment with docetaxel.

Radiolabelled small molecules that bind to prostate-
specific membrane antigen (PSMA), such as lutetium-177
[77Lu]lu-PSMA-617, are promising treatments for

ublished online February 11, 2021 https://doi.org/1

Lu-PSMA-617 delivers high doses of radiation to prostate
cancer cells via f-particulate emission with a 0-7 mm
mean path length. This short range results in highly
specific tumour targeting while limiting damage to
normal tissues. Encouraging activity and safety has been
reported in several non-randomised studies in men
with metastatic castration-resistant prostate cancer that
progressed after standard therapies.”” We reported a
decrease in prostate-specific antigen (PSA) of 50% or
more in 64% of men and a favourable toxicity profile in a

and Therapeutic Nuclear
Medicine, Peter MacCallum
Cancer Centre, Melbourne, VIC,
Australia

(Prof M S Hofman MBBS,

S Sandhu MBBS, A kavani MD,
AAAzad PhD, | A Violet PhO,
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Sir Peter MacCallum
Department of Oncology
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(Prof A M Scott MD,

- Lee PhD), University of
Melbourne, Melbourne, VIC,
Australia;Department of
Theranostics and Nudear
Medicine (Prof L Emmett MD),
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StVincent's Hospital, Sydney,
NSW, Australia; Faculty of
Medicine, UNSW Sydney,
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(Prof L Emmett,
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Change from baseline (%)
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40+
20 .II

80 -
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Il No post-baseline
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from baseline

PSA assessment

37% (95% C1 27-46)

66% (95%Cl 56-75)

Cabazitaxel (n=101)

[""Lu]Lu-PSMA-617 (n=99)

Figure 2: PSA response
PSA=prostate-specific antigen. ’Lu=lutetium-177.

Progression-free survival (%)

Number at risk
Cabazitaxel
[77Ly]-PSMA-617

0754

0-50

0-25

— ["’Lu]Lu-PSMA-617
—— (abazitaxel

HR 0-63 (95% C1 0-46-0-86)
p=0-0028

101
99

T T T 1

9 12 15 18
Months

o

31 14 2 1 0
38 28 17 1 4

Figure 3: Radiographic or PSA progression-free survival
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Open-label study of protocol-permitted standard of care
+ 177Lu-PSMA-617 in adults with PSMA-positive mCRPC

Eligible patients
* Previous treatment with both

« 21 androgen receptor
pathway inhibitor

1 or 2 taxane regimens

» Protocol-permitted standard of care
(SOC) planned before randomization

« Excluding chemotherapy
immunotherapy, radium-223,
investigational drugs

+ ECOG performance status 0-2
» Life expectancy > 6 months

+ PSMA-positive mCRPC on PET/CT
with 68Ga-PSMA-11

Presented By: Michael J. Morris

Protocol-permitted SOC +

-
177 u-PSMA-617 = g'
7.4 GBq (200_mCi) every 6 weeks 8 ;
4 cycles, increasable to 6 §-— 5
0 =
Protocol-permitted SOC - 2.
alone
* Randomization stratified by « CT/MRI/bone scans
+ ECOG status (0-1 or 2) * Every 8 weeks (treatment)
LDH (high or low) * Every 12 weeks (follow-up)
Liver metastases (yes or no) « Blinded independent
Androgen receptor pathway central review

inhibitors in SOC (yes or no)

#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
Permission required for reuse. ANNUAL MEETING
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VISION: Overall Survival

No. of Events/

100 -G No. of Patients ~ Median
90 g mo
177

2 80- 177 u-PSMA-617+standard care Lu-PSMA-617 + 343/551 15.3
- Standard Care
P G Standard Care  187/280 113
o 604 Alone
A_‘G 50- Standard care alone Hazard ratio for death,
— 0.62 (95% Cl, 0.52-0.74)
5 404
g 30
&  20-

10+

0 T T T T T T T T T T T T T T 1

Sartor O et al. N Engl J Med 2021;385:1091-103.

Months since Randomization

RESEARCH
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30

Treatment-emergent adverse events grouped as topics of
interest: no unexpected or concerning safety signals

All grades Grade 3-5
Patients, n (%) SOC alone SOC alone
(n = 205) (n = 205)
Fatigue 260 (49.1) 60 (29.3) 7 (7.0) 5 (2.4)
Bone marrow suppression 251 (47.4) 36 (17.6) 124 (23 4) 14 (6.8)
Leukopenia 6 (12.5) 4 (2.0) 13 (2.5) 1 (0.5)
Lymphopenia (14.2) 8 (3.9) 41 (7.8) 1 (0.5)
Anemia 168 (31.8) 27 (13.2) 68 (12.9) 10 (4.9)
Thrombocytopenia 1(17.2) 9 (4.4) 42 (7.9) 2 (1.0)
Dry mouth 208 (39.3) 2 (1.0) 0 (0.0) 0 (0.0)
Nausea and vomiting 208 (39.3) 35 (17.1) 8 (1.5 1 (0.5)
Renal effects 6 (8.7) 12 (5.9) 18 (3.4) 6 (2.9)
Second primary malignancies 1 (2.1) 2 (1.0) 4 (0.8) 1 (0.5)
Intracranial hemorrhage 7 (1.3) 3 (1.5) 5 (0.9) 2 (1.0)
Presen ted By: Michael J. Morris #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO’

Permission required for reuse. ANNUAL MEETING
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rPFS by whole-body SUV .., quartiles (PFS-FAS)

* Higher whole-body SUV,, .., was associated with prolonged rPFS

100 SUV,..nquartile Median rPFS
90 (months)
\° ----- -
< 80 2 10.2 (highest) 14.1
= 707 27.8,<10.2 9.8
8 60
o) 26.0,<7.8 7.8
g 50 k. 1
o) MY < 6.0 (lowest) 5.8
2 405 .
—— »
L SUV,.., quartile WEERS et
c 30—
o —+— < 6.0 (n/N = 66/95) b b
I 20 -o-26.0,<7.8(n/N = 65/96) = O——Gegy--- G-

10 ~° 2738,<102(n/N=70/95) ! T ”

-=+- 210.2 (n/N = 50/96) L I-I
0 T T T T T T T T T T T T T T T T T T T T T T T T
0123 456 7 8 9 10111213 14 1516 17 18 19 20 21 22 23 PFS
Time from randomization (months) SUVinean or

Number of patients still at risk HR [95 Yo CI]’ P value

2102 96 95 94 82 80 79 74 72 70 61 58 54 41 40 36 25 25 19 11 10 3 1 1 0 . . .
27.8,<102 95 90 87 73 69 63 60 53 51 41 39 31 23 20 177 11 9 6 4 4 2 0 0 0 Univariate analysis 0.88[0.84,0.91],< 0.001
26.0,<7.8 96 94 91 79 72 57 47 38 34 26 24 21 13 12 9 8 8 7 3 2 1 0 0 O

<60 95 91 87 56 50 35 33 30 26 17 15 14 10 10 9 7 7 5 3 2 0 0 0 0 Multivariate analysis 0.86[0.82, 0.90], < 0.001

Cl, confidence interval, HR, hazard ratio; PFS-FAS, progression-free survival-full analysis set; rPFS, radiographic progression-free survival, SUV, standardized uptake value

2022 ASCO mtent of thisrpresentation is the property of the author, licensed by ASCO. Pegmission gggu;ggqsmrp,lggwgme ASCO AMERICAN SOCIETY OF

ANNUAL MEETING Dr Andrew J Armstrong author, licensed by ASCO. Permi Ired for falise. o NGRS CANCER
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rPFS by absence of PSMA-positive lesions
(PFS-FAS)

PSMA-positive bone lesions PSMA-positive liver lesions
100 - Hazard ratio: 0.45 1004 Hazard ratio: 0.48
o6 95% CI: 0.26, 0.78 . 90+ 95% CI: 0.34, 0.67
=5 _ o
£ 80 p=0.004 S g0 p < 0.001
E 70 . :? 70 )
5 Median 11.5 vs 8.7 months 8 o Median 9.0 vs 4.4 months
8 60+ )
% 50 | S 50
o 8
8 0] 2o 40
&= T
£ 30 E Sl iti
o —+— Presence of PSMA-positive . —+ Presence of PSMA-positive
o 204 bone lesions (n/N = 236/353) w liver lesions (n/N = 43/51)
10  —e— Absence of PSMA-positive 10 -{ —®~ Absence of PSMA-positive
bone lesions (/N = 15/29) liver lesions (n/N = 208/331) L
o TT 7T T T T T T T T 0 — T T T T T T T T T T T T T T T T T T T T T T T
01234586 7 8 91011121314 1516 17 18 19 20 21 22 23 012345867 8910111213 141516 17 18 19 20 21 22 23
Time from randomization (months) ! o Time from randomization (months)
Number of patients still at risk Number of patients still at risk
Presence of PSMA- 353 342 331 265 246 210 191 172162 120121106 77 72 61 42 40 31 18 15 6 1 1 0 Presence of PSMA- 51 49 45 31 29 22 19 16 14 12 11 9 7 6 5 2 2 2 1 1 0 0 0 0
positive bone lesions positive liver lesions
Absence of PSMA- 29 28 28 25 25 24 23 21 19 16 15 14 10 10 10 9 9 6 3 3 0 0 0 O Absence of PSMA- 331 321 314 259 242 212 195 177 167 133125111 80 76 66 49 47 35 20 177 6 1 1 0

positive bone lesions positive liver lesions

Absence of PSMA+ lesions in bone or liver was associated with a decrease in the risk of an rPFS event
compared with presence of 21 PSMA+ lesions in these organs

Comparison is between patients with =21 PSMA-positive bone (left panel) or liver (right panel) lesion and patients without any PSMA-positive (left panel) or liver (right panel) lesion
Cl, confidence interval, HR, hazard rafio; NS, not significant, PSMA, prostate-specific membrane antigen; rPFS, radiographic progression-free survival

Y PI NTI Y: i too " AMERICAN SOCIETY OF
2022 AS CO #Ascozz RESENTED B Content of this presentation is the property of the AS CO CLINICAL ONCOLOGY

ANNUAL MEETING Dr Andrew J Armslrong author, licensed by ASCO. Permission required for reuse. ENOWLEDGE CONGUERS CANCER
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A B
Cabazitaxel [ LujLu-PSMA-617 177
100+ PSA response . Odds of PSA response to "/Lu-PSMA-
80 Do . 617 versus cabazitaxel significantly
- . - higher for SUVmean of 10 or higher
2 i g £ ] g compared with those with SUVmean of
i e 2 L0, £ less than 10 (odds ratio [OR] 12-19 [95%
S o g - 5 Cl 3:42.-58-76] vs 2:22 [1-11-4-51].
g’ —40- 8 -55; 4 5
_60- i
-8 S I S ———_ L | (L RS
10(03— S S —————— || 111111 SUVmean also correlates with outcomes
c b in VISION (Kuo et al, ASCO 2022)
100 -
80 -
60 .
£ a0 . =
£ £ T" i £ * Of note: Quantitative PET parameters
S N ER 1 ¥ I — 0N U SUN LU £ used for SUVmean calculation require
5 PoB : specialised software and are not yet
5 g ........................ oS U ® routinely available in most clinics
_804-- |
-100- TT 1T -l"I"T- LI I"T"I"l"T TTT I‘;"i"l TTrrrri -].-[--l.-[.;-I“I“I"I-;-I--T"I--T_;-T“I“T“I-;-I“I--I--I-;-I--I--]-;_l__l-_l-;-;-;

Buteau et al, Lancet Oncol 2022
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FDG volume in TheraP prognostic

100
§ 757
£ ZE
&=
,3 % 50
£ 2
c3
==
0o
5 25-| ——FDG volume <200 mL
——FDG volume =200 mL
HR 179 (95% Cl 1-28-2.52); p=0-0008
0
0 2 4 6 8 10 12
Time since randomisation (months)
Number at risk
(number censored)
FDG volume <200 mL 140 (0) 126 (11) 105 (13) 89(13) 76(132) 55(13) 28(19)
FDGvolume=200mL 60(0) 49 (7) 35(7) 26(7) 19(7) 12(7) 7()

Figure 5: Radiographic progression-free survival according to FDG-PET MTV
FDG=-2-[18F]fluoro-2-deoxy-D-glucose. MTV-metabolic tumour volume.

Buteau et al, Lancet Oncol 2022
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Loss of PSMA Expression in a Subset of CRPC

12.6% (VISION) + 28% (TheraP) were not eligible for Lu-
PSMA due to PSMA-negative disease

PSMA-low biopsies may reveal NEPC

PSMA- FDG+ PSMA+ FDG+PSMA-
L) N O .
L\’}.: \ B
‘ > f‘!}.,: \ 5: - ﬁ}?‘:
- ‘, "‘ ' % ] ﬂ:

n=29 (10%) n=51(18%)

Tosoi t al, 2016
Ineligible (n=80, 28%) osoian eta

Bakht et al, Nat Cancer 2023
Hofman et al. Lancet Oncol 2018, Thang et al, Eur Urol Oncol 2018

PSMA negative disease associated with poor prognosis (median OS 2.5 mo in TheraP)
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Projected PSMA regulation models

AR Regulation of PSMA

Premoter

[
—
__rounr |

PFOLHT gene encodes PEMA proteln

ViCaP
PC3
DU145
BPH
RWPE1

LNCaP
22Rv1

w-PSMA

a-actin

m
<
9
£
E-1
B
z
;

AR negative prostate cancer associates with loss of PSMA expression

But there are exceptions to this rule

Bakht et al, Nat Cancer 2023
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Patient selection for

/ﬁ %= PSMA-directed therapy
é\ m * Expression of the target (PSMA)

* Other biomarkers of response (tumor
features, drug features, drug
mechanism)

Change fr

[*7Lu]Lu-PSMA-617 (n=99)
TheraP rial-Hofman et l, Lancet 2021 * Mechanisms of resistance (guide next
therapy)
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ERIESVD ™™
2023

Phase 3 trial of [""7Lu]Lu-PSMA-617
in taxane-naive patients with '
metastatic castration-resistant
prostate cancer (PSMAfore)

Oliver Sartor

Phase Ili trial of [177Lu]Lu-PSMA-
« 617 in taxane-naive patients with
' metastatic castration-resistant
! prostate cancer (PSMAfore)

Presenter: Oliver Sartor,*
Mayo Clinic, Rochester, MN, USA

Co-authors: D Castellano, K Herrmann, J de Bono,
ND Shore, KN Chi, M Crosby, JM Piulats, A Flechon,
XX Wei, H Mahammedi, G Roubaud, H Studentova,
S Ghebremariam, E Kpamegan, TN Kreisl,

N Delgoshaie, K Lehnhoff, MJ Morris,* K Fizazi,*

on behalf of the PSMAfore investigators
*Contributed equally

-

¥

%
N
R

¥

EREM Madrid Auditorium - Hall 6 MADRID SPAIN 20-24 OCTOBER 2023
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PSMAfore: a phase 3, randomized, open-label study

Eligible adults 177Lu-PSMA-617

» Confirmed progressive mCRPC 7.4 GBq (200 mCi) + 10%
Once every 6 weeks for 6 cycles

= > 1 PSMA-positive metastatic
lesion on [#¥Ga]Ga-PSMA-11
PET/CT and no exclusionary
PSMA-negative lesions

* Progressed once on prior
second-generation ARPI

- Candidates for change in ARPI

= Taxane-naive (except
[neo]adjuvant > 12 months ago) ARPI change

- Not candidates for PARPI abiraterone or enzalutamide
= ECOG performance status 0-1

Crossover allowed upon
radiographic progression

> Oliver Sartor

0 Phase Il trial of [177LujLu-PSMA-
617 in taxane-naive patients with
metastatic castration-resistant
prostate cancer (PSMAfore)

- ———
-

. Stratification factors
Mohzress = Prior ARPI setting (castration-resistant vs hormone-sensitive)
» BPI-SF worst pain intensity score (0-3 vs > 3)

BEEEM Madrid Auditorium - Hall 6 MADRID SPAIN 20-24 OCTOBER 2023
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rPFS: primary endpoint was met

Primary HR:0.41 (95% CI: 0.29, 0.56); p < 0.0001
Updated HR: 0.43 (95% CI: 0.33, 0.54)

100 7L u-PSMA-617 ARPI change
R i LY (n =234) (n=234)
2 80 - 4 Events,n 115 (49.1%) 168 (71.8%)
E | Sy 5 M H WY o g ey =~ &
@ e edian rPFS 12.02 months 5.59 months
g 60 L - (95% CI) (030, 14.42) (417,595  Oliver Sartor
a \ e Phase Il trial of [177Lu]Lu-PSMA-
@ 40 - S p = 1 617 in taxane-naive patients with
=z ““‘\“_ — metastatic castration-resistant
§ 20{ —* "Lu-PSMA-817 ** v — _ prostate cancer (PSMAfore)
- " -4-- ARPI change R

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

Number of patients still at risk

234 197 126 79 65 36 21 12 8 4 1 0

EEEMD Madrid Auditorium - Hall 6

MADRID SPAIN 20-24 OCTOBER 2023
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PSMAfore: the primary rPFS endpoint was met with a favourable
adverse event profile in taxane-naive patients with mCRPC

« 177 Lu-PSMA-617 prolonged rPFS versus ARPI change

= Secondary and exploratory endpoints also favoured '"7"Lu-PSMA-617
- PSA response
- Objective response rate

- Time to symptomatic skeletal events Oliver Sartor
- Time to worsening in HRQoL and pain Phase Il trial of {177Lu]Lu-PSMA-
617 in taxane-naive patients with
» Prespecified crossover-adjusted OS trended favourably metastatic castration-resistant

- The 84.2% crossover rate may have confounded ITT analysis prosiEte cancer (PSMERIS)

- OS data collection continues
» 77Lu-PSMA-617 had a manageable safety profile and was well tolerated

EREM
2023

19 Tan ') Madrid Auditorium - Hall 6 MADRID SPAIN 20-24 OCTOBER 2023
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LuPSMA CRPC Data: Context in one Slide

Trial Life-prolonging OS Benefit Median OS with
Control Arm LuPSMA

PSMA-SUVmean = 10

“Most benefit”
LuPSMA Post-docetaxel and post NHT
VISION No Yes ~15 months Yes
~ hormone switch
THERA-P Yes No ~ 19 months Yes
- cabazitaxel
LuPSMA Post-NHT but docetaxel naive
PSMAfore No No ~19 months Not reported (yet?)
- hormone switch (*84% x-over)
Starting NHT Both Docetaxel and NHT naive
Abiraterone No Yes ~32-34 months Not available

Enzalutamide

- Prednisone / Placebo
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ENZA-p schema

Eligibility

mCRPC with PSA rising and >5ng/mL

No chemotherapy for mCRPC

22 high risk features for early enzalutamide

failure
Positive ®8Ga PSMA PET/CT

Stratification

Study Site

Volume of disease (>20 vs <20)

Early docetaxel for hormone-sensitive disease
Prior treatment with abiraterone

Congress
m Louise Emmett @ANZUPTrials @drlouiseemmett

#ENZAp

Objectives

PSA-PFS (primary endpoint)
Radiographic PFS

PSA response rate

Pain response and PFS
Clinical PFS

HRQOL

Adverse events

Overall survival

Health economic analyses
Translational/correlative
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Clonal Adjustment

Baseline 9 Days enzalutamide
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Progression Free Survival

PSA-PFS R-PFS
HR 0.43 (95%Cl 0.29-0.63) p=0.00001 HR 0.67 (95% Cl 0.44-1.01)

Enzalutamide =+~ Enzalutamide
=+ Enzalutamide + LUPSMA | =+ Enzalutamide + LUPSMA

Proportion Event-Free
o o
N
wn o

o
o
b
w
pOA
B
o
>
w
c
o
-
s}
Q
o 0.
e
o

12 12
Months Months

Number at risk (number censored) Number at risk (number censored)

w79 (0) 41(2) 20 (2) == 79(0) 50 (6) 33 (10)
== 83(0) 68 (3) 40 (8) == 83 (0) 71 (5) 47 (12)

PSA-PFS Participants Events Censored Median Months Radiographic-PFS Participants Events Censored Median Months
Enzalutamide ; Enzalutamide 47 35 12

Enzalutamide + Lu-PSMA Enzalutamide + Lu-PSMA 32

ongress
m‘: Louise Emmett @ANZUPTrials @drlouiseemmett #ENZAp esentation 1 ght ar sponsibility e auth: rmission 1S required fo
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Conclusions

* First randomised trial combining an ARSI with 1’7Lu-PSMA-617

 Strong evidence of enhanced anticancer activity on primary endpoint
PSA-PFS HR 0.43, median 13 vs 7.8 months (p <0.00001)

* Active (life-prolonging) treatment for the control group

* First trial of adaptive-dosed Lu-PSMA based on interim PSMA PET
* Potential to reduce toxicity by only administering if persistent PSMA-avid disease

e 2-4 doses Lu-PSMA administered; further doses (2-6) may further improve PFS.

* Planned follow-up of progression free and overall survival July 2024

ongress
EEEMD Louse Emmett  @ANZUPTrals
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PSMA ekspresyonu

EAU22 |70 Others

Current Lu-PSMA combination trials

. ""LUPSMA-617 + Pembrolizumab
| '""LUPSMA-617 + Pembrolizumab
| 177Ly-PSMA-617 + Ipilimumab + Nivolumab

_> 25A¢-J591 + Pembrolizumab + ARPI (eg. enzalutamide)

NCT03874884 Olaparib + '7/Lu-PSMA-617

NCT05113537 Abemaciclib + 77Lu-PSMA-617 )
NCT05340374 Cabazitaxel + '7Lu-PSMA-617 Radio-
NCT00916123 Docetaxel + '77Lu-J591 sensitizer

NCT04343885 '""Lu-PSMA-617 - docetaxel (HSPC) I Peter MacCallum Cancer Centre
\—— Victoria Australia

[T PELTEETN 29Ac-U591 + 177Lu-PSMA-I&T _
Radio-

RS nuclides upr ll\ Enzalutamide + 77Lu-PSMA-617

Hofman et al., ASCO 2022
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Other drugs that target PSMA

» Radionuclide therapies
« 225Ac-PSMA-617, 177Lu-J591, “?°Ac-1591, °%, others

* Bispecific T Cell Engager-- AMG160, BAY2010112, REGN5678
* CAR-T —CART-PSMA-TGFBRDN, P-PSMA-101

* PSMA-ADC

* Is there cross resistance between drugs?

* Optimal combination therapies?
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New and Emerging Therapies for mCRPC

« Targeting the AR — e.g., AR-degraders, ODM-208, BAT
* AR is still key driver of mMCRPC

PSMA therapies — e.g., Ac-PSMA, T-cell engagers, CAR-T
PSMA may still be expressed in patients post-177Lu-PSMA-617

« Other cell surface targets — e.g., TROP2, B7-H3, DLL3
Potential role for biomarkers selection/molecular imaging

« Targeting non-AR driven disease — e.g, NEPC
« Targeting other genomic alterations — e.g, PTEN (AKTi)

* Rationale combination strategies
MCRPC is a biologically heterogeneous disease

=)
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CARD: Imaging-Based PFS and OS with Cabazitaxel versus
Abiraterone or Enzalutamide for mCRPC

A Imaging-Based Progression-free Survival A Overall Survival

100-= B, No.of  Median Imaging-Based 100-rmron No.of  Median Overall Survival
= %0 Patients Progression-free Survival o N Fatlints [PE%)
25 s | (95% CI) pa— e o
2?7 ma 8. s W Cabazitaxel 129 136 (115-17.5)
a d 3w - Y s
§a P Cabazitaxel 129 £0(57-9) = 5 % Androgen-Signaling- 126 110 (9.2-12.9)
B3 " 4 ol e% o Ly Targeted Inhibitor
% < 5 I“L\_ b An rngen-ﬁgnallr]g— 126 3.7(28-5.]) ] 5 s0- Sy Hazard ratio for death,
5 v\ Cabazitaxel Targeted Inhibitor bz e TS 0.64 (35% CI, 0.46-0.39)
H,-E 40 '\ 'y Hazard ratio for imaging-based g 2 404 W iy P=0.008
- . g 2 ]
g 2 'y progression or death, 4 A g . i
E ® 0 ’:‘;‘:’:?f;_ - 0.54 (95% €1, 0.40-0.73) § ol AS L g
de Gl targeted L. i P<0.001 204 -
104 inhibitor TEpL g ! - 10+ Androgen-signaling—targeted inhibitor -
0 I I T T T 0 T T T T T T T
0 3 [ 9 12 4 10 0 3 ] 9 12 13 24 30
Months
Mo. at Risk No. at Risk
Cabazitaxel 129 91 o4 4 1 2 1 Cabazitavel 19 122 9% 77 51 bil ] 2
Androgen-signaling- 126 61 36 22 7 1 0 Androgen-signaling- 126 116 & 64 39 11 3 0

targeted inhibitor

de Wit R. et al. NEJM 2019;381:2506-18.

targeted inhibitor

RESEARCH
TO PRACTICE
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CARD: Select Adverse Events

Table 2. Adverse Events (Safety Population).
Cabazitaxel Androgen-Signaling-Targeted Inhibi
Event (N=126) (N=124)
Any Grade Grade 23 Any Grade Grade 23
Any adverse event — no. (%) 124 (98.4) — 117 (94.4) —

{| Any grade 23 adverse event — no. (%) | ~ 71 (56.3) =5 65 (52.4)
Any serious adverse event — no. (%) 49 (38.9) - 48 (38.7) —
Any adverse event leading to permanent discontinu- 25 (19.3) - 11 (8.9) —

ation of treatment — no. (%)
Any adverse event leading to death — no. (%6)* 7(5.6) - 14 (11.3) —
Common adverse events — no. (%)
Asthenia or fatigue 67 (53.2) 5(4.0) 45 (36.3) 3(24)
|| Diarrhea ) 50 (39.7) 4(32) 8 (6.5) 0
Infection 40 (31.7) 10 (7.9) 25 (202) 9(7.3)
Musculoskeletal pain or discomfort} 34 (27.0) 2 (1.6) 49 (39.5) 7 (5.6)
Nausea or vomiting 33 (26.2) 0 29 (23.4) 2(16)
[ Pperipheral neuropathy ] 25 (19.8) 4(32) 4(3.2) 0
Constipation 19 (15.1) 0 13 (10.5) 0
| Hematuria | 19 (15.1) 1(0.8) 7(5.6) 2(1.6)
Laboratory abnormalities — no./total no. (%) 171

Anemia 124/125 (99.2) 10/125 (8.0) 118/124 (95.2) 6/124 (4.8)
Leukopenia 93/125 (74.4) 40/125 (32.0) 39/124 (31.5) 2/124 (1.6)

(| Neutropenia | 81/123 (65.9) 55/123 (44.7) 8/124 (6.5) 4/124 (3.2)
Thrombocytopenia ] 517125 (40.8) 4125 (3.2) 20/124 (16.1) 2/124 (1.6)
Aspartate aminotransferase increased 27/124 (21.8) 4124 (3.2) 35/124 (28.2) 0/124
Alanine aminotransferase increased 24/124 (19.4) 1/124 (0.8) 11/124 (8.9) 0/124
Hypokalemia 15/125 (12.0) 1/125 (0.8) 19/124 (15.3) 1/124 (0.8)

RTP

RESEARCH

de Wit R et al. NEJM 2019;381:2506-18. ioesslint




Kastrasyona Direncli Metastatik Prostat kanseri

The Canadian Trial (Phase Il O0ZM-054 Trial)

is: A 00-
Poor prognosis: .

I‘ t < B Mﬁmug.;bn;Ms
RIS g HR = 1.10 (0.71-1.70)
CRPC <12 months, § . P=0.66
or >3 of 6 (LDH, ECOG, visceral, albumin, ALP, <36 mo from Dx) E ol

g 20 Group B: ARPI

-4 Group A: cabazitaxel

o

0O 4 8 12 16 20 24 28 32 36 40
Months from start of first treatment

Atrisk 45 31 18 8 7 2 1 o o o
50 33 15 12 9 5 4 4 2 1 1

B 100
— 80+
£
£ 60
=
2
B 401
g Overall survival
204 Median 37.0 versus 15.5 months Group B:
HR = 0.58 (0.32-1.05) ARPI first
P=0.073
o

0 4 é 1'2 16 20 2’4 28 32 36 4’0
Months from start of first treatment

Atrisk 45 44 38 31 21 15 12 6 5 3 2
50 49 39 30 18 12 8 6 s 5 2

Annala M et al. Ann Oncol 2021;32:896-905.
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CABASTY!

OSTRICh?

Other Recently Reported Trials Investigating Cabazitaxel for mCRPC

Multicenter, randomized, open-label study
Enrollment: May 2017 to January 2021

—
/ mCRPC previously treated wif

th\

docetaxel-containing regimen
and > 1 ARTA

Age = 65 years

ECOGPSs2

G8 >14 (or <14 with reversible
geriatric impairment)

\

/

N = 196 pts 4

Stratification factors:

- Geriatric assessment G8 (< 14 vs. 2 14)
- Age (< 70 vs. 2 70 years old)

Inclusion criteria

mCRPC

ECOG PSO-2

Testosterone <50 ng/dL
Adequate bone marrow and
liver functions

Prior docetaxel

Previous ARTA was allowed
Progressive disease
Features of poor prognostic
disease (21):

% Liver metastasis
Castration
resistant <12m
Progressive <ém
after docetaxel

R
A
N
D
(o)
M
I

Z
E

Cabazitaxel (25 mg/m? q3w) Endpoints
~ + prednisone (10 mg daily)  [RESEEEH e
—~ rimary: Incidence of grade
j> +G-CSF 2 3 neutropenia (measured

n=97 at nadir) and/or neutropenic
complications

31 centers (23 France, 8 Germany)

1:1 Secondary: OS, rPFS,
2 PSA response, tumor
Cabazitaxel (16 mg/m? q2w) e
[;r\/ + prednisone (10 mg daily) SRRy
V +G-CSF

safety, HRQoL, biomarkers
n=99

Statistical hypothesis: Cabazitaxel 16 mg/m? q2w would have 20 % lesser grade 2 3
y than 25 mg/m? q3w; around
90 patients per arm would be needed to achieve a power of 80%

Other life prolonging

Cabazitaxel therapy

Other life prolonging
therapy

Abiraterone/P
OR enzalutamide

o

Follow-up for
secondary
endpoints

Patients, %

PRIMARY ENDPOINT

Neutropenia grade > 3 and/or

neutropenic complications*
reeeet

p <0.001

CBZ 25 mg/m?
q3w (N =97)

CBZ 16 mg/m?
q2w (N =99)

Neutropenia grade > 3 61 (62.9)
Febrile neutropenia 7(7.3) <0.001
Sepsis 3(31)

CBZ 25 mg/m? q3w
(n=97)

CBZ 16 mg/m? q2w
(n=99)

Conclusions

No significant difference in CBR between CBZ and ARTA treated patients at 12 weeks

Visceral metastases were more frequent in CBZ patients

Radiological response and stable disease at 12 weeks was significantly higher in
patients treated with CBZ than with ARTA

Time to clinical progression was significantly prolonged in patients treated with ARTA
Overall survival and rPFS was similarin both groups

1Qudard S et al. ESMO 2022;Abstract 1363MO; 2 van der Zande K et al. ASCO 2021;Abstract 5059.
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Le et al. Science 2017
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16:00 - 17:20 Proffered Paper session - Genitourinary tumours, prostate

CHAIRS : KARIM FIZAZI, SHAHNEEN SANDHU

2023

Interim Results From a Phase 1 :
Study of Xaluritamig (AMG 509), a a
STEAP1 x CD3 XmAb® 2+1 Immune
Therapy, in Patients With
Metastatic Castration-Resistant
Prostate Cancer (nCRPC)

William Kelly

Interim results from a phase | study of
AMG 509 (xaluritamig), a STEAP1 x CD3
| XmAb 2+1 immune therapy, in patients
with metastatic castration-resistant
William K. Kelly, Daniel C. Danila, Chia-Chi Lin, Jae-Lyun Lee, Nobuaki
Matsubara, Patrick J. Ward, Andrew J. Armstrong, David W. Pook, Miso
Kim, Tanya Dorff, Stefanie Fischer, Yung-Chang Lin, Lisa Horvath,
Christopher Sumey, Zhao Yang, Gabor Jurida, Jamie Connarn, Hweixian
L. Penny, Julia Stiegimaier, Leonard Appleman

prostate cancer (MCRPC)

-

'
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Xaluritamig is a STEAP1-targeted T cell engager being
evaluated for the treatment of prostate cancer

* Prostate cancer remains a leading cause of
cancer deaths worldwide, and patients with
mCRPC have a poor prognosis’

Xaluritamig

cD3 Redirected lysis

B STEAP1
8 &

» STEAP1 is a cell surface antigen highly : = ' X
expressed in prostate cancer and associated ' p— .
with poor survival?3 e "

* In precI|n|caI studies, Xaluntam|g showed Xaluritamig is an XmAb® 2+1 T-cell engager designed to
broad anti-cancer effects in pros'[ate cancer facilitate T cell-mediated lysis of STEAP1-expressing cells®*
xenograft models?

William Kelly

Interim results from a phase | study of
AMG 509 (xaluritamig), a STEAP1 x CD3
XmAb 2+1 immune therapy, in patients
with metastatic castration-resistant
prostate cancer (MCRPC)

-resistant prostate cancer; STEAP1, six transmembrane epithelial antigen of the prostate

XmAb
ongress
2023 3
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% Change from Baseline in PSA

Confirmed PSA responses were observed across cohorts

180
1601
140+
1201
1004
801
601
401
201
0-.
-20
-40
-604

-80-
-100

Low dose High dose

cohorts cohorts
All cohorts (1-7a) (7Tb-13)

PSA evaluablef, n 43 44

PSA response, confirmed, n (%)
PSA50 43 (49) 17 (40) 26 (59)
PSA90 24 (28) 8(19) 16 (36)
High Dose Cohorts B Low Dose Cohorts

(target dose = 0.75 mg) (target dose < 0.75 mg)
Xaluritamig (N = 87)

MADRID Mongress *Confirmed PSA responders of PSAS0 or better
2023 110 patients were not PSA evaluable: 6 patients were missing baseline PSA values, and 4 patients did not have sufficient follow-up duration

PSA, prostate specific antigen
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Anti-tumor activity has been observed against both soft
tissue and bone disease

CT Scan PSMA PET Imaging
BT T TR
] - . n -
"oq.'
L
65-year-old heavily pre-treated patient with mCRPC. Patient was enrolled 56-year-old heavily pre-treated patient with mCRPC. Patient was
in cohort 11 and achieved a confirmed RECIST and PSA90 response. enrolled in cohort 12 and achieved a confirmed PSA90 response

(not RECIST evaluable).

2023 CT, computerized tomography; mCRPC, metastatic castration-resistant prostate cancer; PSA, prostate specific antigen, PSMA PET, prostate-specific membrane antigen positron emission
tomography scan; RECIST, Response Evaluation Criteria in Solid Tumors
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Confirmed RECIST responses occurred more often in high
dose cohorts Lowidoest | N ighions

cohorts cohorts
All cohorts (1-7a) (7b-13)
1401 RECIST v1.1 evaluable, n* 67 30 37
co 120 - RECIST v1.1 response, confirmed, n (%)
o 2 197 PR 16 (24) 1(3) 15 (41)
— 80
2 5 o ) sD 32 (48) 18 (60) 14 (38)
@ g o 1™ PD 13 (19) 6 (20) 7(19)
5% 2 3S08050pp Not evaluable! 6(9) 5(17) 103)
= 8 .SDPDSDPDSDPDSD
©S 01
2w 1
jo 8 jg_ .......................................................................................... St ¥
O g pRSDSDSDSDSDSDPRpRpR
o High Dose Cohorts ® Low Dose Cohorts PR R PR PR SOPRPRpR
-807 (target dose = 0.75 mg) (target dose < 0.75 mg) PR
-100~ PRPRPR

Xaluritamig (N = 67)

Dashed line indicates 30% reduction in tumor sum of longest diameters from baseline. *Historically, ~40% of mCRPC patients have RECIST measurable disease'Z 'BOR of NE includes 5 patients
ongress without post-baseline scans and 1 patient without sufficient follow up duration prior to post baseline assessment ) ‘
m BOR, best overall response; NE, not evaluable; PD, progressive disease; PR, partial response; PSA, prostate specific antigen; RECIST; Response Evaluation Criteria in Solid Tumors; SD, stable
L disease
1. Scher H, et al. Clin Cancer Res. 2005;11(14):5223-5232. 2. Lorente D, et al. Eur Urol Focus. 2018;4(2):235-244
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MSI-H and MRD

* 1346 patients with PC underwent paired tumor and
germline sequencing

« 32 0f 1033 (3.1%) had microsatellite instability—high
or mismatch repair deficient disease

« 7/32(21.9%) carried a germline mutation in a Lynch
syndrome—associated gene.

« Five of 11 patients who received an anti—-PD-1/PD-L1
agent had durable clinical benefit.

Abida et al, JAMA Onc 2018



Sonug

(1 BRCA mutasyonu olanlarda yeni nesil androjen reseptor yolagi
inhibitorleri +PARP inhibitorleri

(1 Daha Once 1> Taksan, 1>yeni nesil androjen reseptor yolagi
inhibitorleri alanlarda LU-177

1 Kabazitaksel > switch yeni nesil androjen reseptor yolagi
inhibitorlerinden daha etkili

d MSI ve TMB kastrasyona direncli asmada goz 6ntine alinmali

1 BITE tedavileri ve diger kombinasyon tedavileri icin umut var
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