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Prostat Kanseri Risk Faktorleri

GENETIC TESTING
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Inherited DNA-Repair Gene Mutations
in Men with Metastatic Prostate Cancer
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Prostat Kanseri Genomik Profil
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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




Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

De Novo mHNPC is associated with a worse prognosis

120 Median OS

100 92 4 Bl Low volume
% 50 B High volume
£ 51.6 55.2
3 43.2
% 40
S

0
De novo M1 Prior local therapy

Retrospective analysis of 436 consecutive patients with M1 HSPC treated with ADT

between 1990 and 2013 at the Dana-Farber Institute
angress Francini E, et al. The Préétate 201.8.;78:8.89-95.



Vaka Sunumu

d 73 yasinda

 Tip2 DM, glifor 1000 mg 2x1

A idrar yaparken zorlanma ile basvuruyor

J PSA degeri( 09/2014): 69 ng/ml saptaniyor
J Prostat biyopsisi(10/2014) yapiliyor

[ Pelvik MR: cT3aNO



Prostat Biyopsi(10/2014)

Tetkik & Rapar Bilgiei habul Tanhi Panik
Histokimyazal Bayamalar 208/P-2307 - RG0S I s
Falon, Bipapsi 208/P-8732  1MeL00E [ I
Patoloj M4/P-3%46 240204 [ I
Histokimyasal Bayamalar 5/P-18150 - J0dRMs [ I
Patolop Tetkk 2020/8-6363  120A00 I
F

Tant: ADENOKARSINOMA o
PROSTAT [4710,1416,17.18,13,20 kapth doku cnekler ], TRU - CUT BIYORS

solbazs 1 mm capta mor

| sol dorsolateral - 3 mm apta tumer

30l apeks : 1 mm papta tumar
sa0 bazis 3 mm capta imor
saf farlateral : 6 mm papta fumar
saq hodul ; B mm gapta tumar
a0 hodul : 5 mm gapta tumar
580 bazis 3 mm capta himor
sa0 apeks 4 mm papta tumar

BENIGN PROSTAT DOKULAR o
PROSTAT (1.232.8.8 311121315 kapth doku cmekler ], TRU - CUT BIYORS

NotSER] KESITLERLE INCELENEN DOKL ORNEKLERINDE GLEASON SKOR: 8 [4+4)

Dokuz kadranda prostat adeno kanseri, gleason 4+4:8




Hasta icin ideal evreleme nasil olmalidir

11-BT/MR ve TVS
12-PSMA-PET-CT
(13-BT/MR ve TVS ya da PSMA PET-CT

J4-Evreleme gerekmez



Ideal Evreleme Nasil Yapilmal

Intermediate Risk High Risk (or greater) Biochemical
T2b and GS7 and/or >T2c or GS 9-10 or Relapse /
PSA 10-20 PSA>20 Progression

NCCN (ver 1.2023) PSMA PET (unfavorable) PSMA PET PSMA PET

ESMO CT/MRI + Bone Scan CT/MRI + Bone Scan PSMA PET
PAN-ASIAN ESMO or PSMA PET or PSMA PET

EUA CT/MRI + Bone Scan PSMA PET or whole body PSMA PET
MRI

Unfavorable = >2 intermediate risk factors (cT2b-cT2c, GG 1 or 2, PSA 10-20) or GG3 or = 50% biopsy cores positive

ASCO Genitourinary ’ Bl eresowreo o David M. Nanus, M.D., Professor of Medicine and Urology, Weill Cornell Medicine ASCO sumprocmos
Cancers Symposium BRI  Frcccrtaton s propertyof the author and ASCO, Permission required for reuse;contact permissions@5co.rg KNOWLEDGE CONQUERS CANCER




10/2014 Toraks-Batin BT

Viseral ve non-regional Lenf metastazi yok




10/2014 TVS

»x TUMWVUCUT KEMIE SINTIGRAFIS]: TUM YUCUT KEMIE SINTIGRAFISI RAPORU
TEKMIE:
Tc-99m MDP'rin 1Y yoldan venldikten 4 zaat zonra antenar we pastenor tum vucut ve gerekhid takdirde
SPECT we baolgezel goruntuler ahnd,
BULGULAR:
T8, vertebrada korpusunda we orta servikal vertebralann [net lokalize edilermemekle birlikte mubteme
3] zol lateralinde osteoblastik artrig aktivite tutuluru izlenmektedir.
|zkelet sisteminin diger kizmlannda aktreate dadiirn normal srirlardadir,
YOR LM
- TR, wertebrada korpusunda we orka servikal vertebralann [muhternel C3] 2ol lateralinde osteoblastl,
aktrvite tutulumu [Metastaz Dejeneratit dedisiklikler MB ile degerlendinlmes onerilir]

Uzrn. Dr. Evlem BASTUG

De novo Oligometastatik( 2kemik lezyonu) Kastrasyona Duyarli Prostat Adeno CA




10/2014 Tedavi

JProstat adeno ca, gleason 4+4: 8

JcT3aNOM1b( 2 kemik lezyonu, de novo,
kastrasyona duyarli oligo metastaz

dViseral metastazi yok

JCHARTED kriterlerine gore dusik volim hastalig



Bu Hasta icin Ideal Tedavi Secenegi

O 1-ADT

O 2-ADT+6 Kir Dosetaksel
O 3-ADT+Abireteron

O 4-ADT+Enzulutamid

O 5-ADT+LU-177

d 6-ADT+Abireteron/Darolutamide+Dosetaksel



Bifosfanat ya da RANK inh.?

J1-Evet

J2-Hayir



05.06.2015 Yanit Degerlendirmesi

(JHastaya leuprolide asetat 22.5 mg
JHastanin total PSA degeri : 0.23 ng/ml
JTotal testosteron: 0.08 ng/ml

J TVS/BT yanit degerlendirmesi: yeni lezyon yok



Tedavi Sonrasi Ideal PSA degeri Ne Olmali

J1-PSA< 0.2 ng/ml
(J2-PSA<4 ng/ml
(13-PSA> 4 ng/ml

(J14-PSA degeri 6nemsiz



Tedaviye Devam

JPrimer prostat ve pelvise EBRT
T8, C3 lezyonlara SBRT

JLeuprolide asetat 22.5 mg/3 ayda bir devam



Hastalik seyri

o

-0 Degerler



PSA& ing fmlL)

astalik seyri

11.6.2019 12:16:22 9.9.201512:00:25 2.12.2019 15:03:25 5.7.2023 13:03:36 28.8.2023 15:50:39

Degerler




08/2019 Biyokimya-Hemogram

Parametre Ad Sonuc Birim I;q[{rmﬂl Lrzer Parametre Ad Sonuc T LomEr
ederler Sonuc Degerler Sonuc

WwBC 7.65 10e3ful | 3.7 | 101 | 5.42/6.83.
Kreatinin 073 | mgd. | 07 | 12 | 072/076 o8 387 | gd [129 159 1377145
- HCT 4154 % 39| 49 | 421/7426.
EA SE e R sl PLT 204 10e3/ul | 155 366 | 205/ 278.
CKD-EP! formild kullanilarak hesaplaﬂmistir. MCY 2896 L 11| 96 87.3/89.7.
AST 22 Ui 0 | 40 | 25/25 MCH 29.47 pg  (27.0| 31.2 | 28.5/305.
ALT 16 /L 0 4 17/ 18. MCHC 3339 gidl (318|354 | 326734
GET 2 UiL £ 36 20120, ROV 12.52 % 115145 11/11.9
ALP 101 UL 40 | 120 95/ 101, MEU# 4 62 163 696 | 3157435
A - N TR KA T T L oo oariom
- EO# 0.06 0.03| 0.44 | 0.07/70.03.
Total Protein 1.1 g/dL 64 | 83 | 72174 NIONE 0.65 024] 079 | 0.75/054.
Albumin 478 g/dL 36 | 52 | 4717484 BASO# 0.05 0 os | oo4s007
Total Bilirubin 0.67 mg/dL 0 | 12 [039/038 LYM% 23.65 % |18.0[483 ) 261/276
Indirekt Bilirubin 0.45 mydl | 0 | 12 | 023/022 EO% 0.78 106173 128/043
Kalsiyum 97 mg/dL 86 | 102 99/10. MONO% 8.45 % 441127 | 13.9/7.78.
BASO% 068 % 0 | 17 | 069/1.02
Sodyum 145 mmolll | 136 | 145 | 134/136. VPV o7 T 59 16 | 9427630,
PUIES‘H"UI'H 4.08 mmol/L 35 51 | 4687457 PCT 016 o 00999 019/018

¥ e Tsostn o1 el (1 [sw [021/07 | | [POMI et e e




Metastatik Prostat Kanserinde Genel Degerlendirme

7.2.6 Guidelines for follow-up during hormonal treatment

Recommendations Strength rating
The follow-up strategy must be individualised based on stage of disease, prior symptoms, |Strong
prognostic factors and the treatment given.
In patients with stage MO disease, schedule follow-up at least every 6 months. As a Strong
minimum requirement, include a disease-specific history, serum prostate-specific antigen
(PSA) determination, as well as liver and renal function in the diagnostic work-up.

In M1 patients, schedule follow-up at least every 3—6 months. Strong
In patients on long-term androgen deprivation therapy (ADT), measure initial bone mineral Strong
density to assess fracture risk.
During follow-up of patients receiving ADT, check PSA and testosterone levels and monitor | Strong
patients for symptoms associated with metabolic syndrome as a side effect of ADT.

As a minimum requirement, include a disease-specific history, haemoglobin, serum Strong
creatinine, alkaline phosphatase, lipid profiles and HbA1c level measurements.
Counsel patients (especially with M1b status) about the clinical signs suggestive of spinal Strong

cord compression.
When disease progression is suspected, restaging is needed and the subsequent follow-up | Strong
adapted/individualised.
In patients with suspected progression, assess the testosterone level. By definition, Strong
castration-resistant PCa requires a testosterone level < 50 ng/dL (< 1.7 nmol/L).

EUA guidelines, 2023



04.09.2019 Yeniden Evreleme

»r TUM VICUT KEMIE SINTIGRAFISH: TUMWUCUT KEMIE SINTIGRAFISI
Hastarin yagi ve kilosuna upgun dozda 33mT ¢ MOP' nin infravenoz olarak enjeksiyonundan 3 saat
z0hira antenor ve postenor pozizyonda tum vucut taramas, planar ek gorintuleme ve spect calismas
yapimugtr.
Soll. kosta antenorda, Ch. vertebrada, T56.8.10. vertebralarda ve L1.,2. ve L5, vertebralarda artrg
aktivite tutulumu izlenmistr. Spect calizmasinda tutulumlann;
-Th BB, vertebralarda korpusta, T10 ve L1, vertebralarda zad korpus-faset bilegkesinde L2, vertebra
korpusta ve sad faset eklemde oldugu, L5, vertebrada bilateral faget eklemlerde  oldugu izlenmektedr.
dwnca her ki omuz ekleminde ve diz ekleminde osteodejeneratif/osteoarttik. dedizikler ile upimiu
olabilecek heterojen aktivite tutulurmlan izlenmektedi.
Wicudun diger kemiklennde akbvite tubtulumu simetnik, homaojen ve beklenen duzeyde iZlenmelkted.
23.08.2018 taribh kemik sintigrafisi e karglastnldiginda bulgular benzer olarak degerlendinilmigtir,

vertebra ve kostalarda yeni lezyonlar




Testosteron diizeyi ne zaman bakalim

J1-Her ay

2-Uc ayda bir

1 3-Alt1 ayda bir

(J4-PSA yikseldiginde

1 5-Radyolojik progresyon oldugunda

(1 6-PSA ya da radyolojik progresyon oldugunda



09/2019 tedavi secenegi

JKastrasyona direncli prostat ca
dYeni kemik lezyonlari
JPSA progresyonu

JTedavi secenegi



Tedavi Seceneginiz Ne Olur

1 1-Dosetaksel tedavisine gecerim
 2-Yalniz ADT ile devam ederim
 3-Tedavisiz izlerim

1 4-Abireteron eklerim
 5-Enzulutamid eklerim
 6-LU-177 tedavisi

J 7-BRCA ve diger DNA repair genlere bakip PARP inh.



Kastrasyona Direnc¢li Metastatik Prostat kanseri

National P i i
cgrfp“rihenswe NCCN Guidelines Version 2.2021
i Prostate Cancer

NCCN Guidelines Index

Table of Contents
Discussion

+ Preferred regimens

» Abiraterone999 (category 1""h)

» Docetaxel®®2iii (category 1)

» Enzalutamide! (category 1)
sUseful in certain circumstances

» Sipuleucel-T233ll (category 1)

» Radium-223** for symptomatic bone metastases (category 1)
+Other recommended regimens

» Other secondary hormone therapy!

SYSTEMIC THERAPY FOR M1 CRPC: ADENOCARCINOMAZZ:ccc.ddd.eee

T

* Preferred regimens
» Docetaxel {cate%inry 1)3aa
» Sipuleucel-T222.
= Useful in certain circumstances
» Olaparib for HRRm {cataagorz 1)mmm
» Cabazitaxel/carboplatin®33:nhn
» Pembrolizumab for MSI-H or dMMR332
» Radium-223*K for symptomatic bone metastases (category 1)
» Rucaparib for BRCAmM®°°
« Other recommended regimens
» Abiraterone"999
» Abiraterone + dexamethasone999:PPP
¢ Enzalutamide!
» Other secondary hormone therapy!

Prior docetaxel/no prior novel hormone theragy'"

* Preferred regimens

» Abirateronel: 999 (category 1)

» Cabazitaxel®32

¢ Enzalutamide! (category 1)
* Useful in certain circumstances

» Mitoxantrone for palliation in symptomatic patients who

cannot tolerate other therapies32

» Cabazitaxel/carboplatin®aa.nnn

» Pembrolizumab for MSI-H or dMMR?23a

» Radium-223kkk for symptomatic bone metastases (category 1)
+ Other recommended regimens

» Sipuleucel-Taaa.jj

¢ Other secondary hormone therapy!

Prior docetaxel and prior novel hormone therapyffl!
(All systemic therapies are category 2B if visceral metastases are

present)
» Preferred regimens
» Cabazitaxel23@ (category 1hhh)
» Docetaxel rechallenge33a.eee
= Useful in certain circumstances
» Olaparib for HRRm (category 1)hhh,mmm
» Cabazitaxel/carboplatinaaa.nnn
» Pembrolizumab for MSI-H or dMMR333
» Mitoxantrone for palliation in symptomatic patients who cannot
tolerate other therapies®32
» Radium-223kKK for symptomatic bone metastases (category 1hhh)
» Rucaparib for BRCAmM©°°
« Other recommended regimens
» Abiraterone'-998
» Enzalutamide!
» Other secondary hormone thcar.a|:|].'t




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.

+4.4

+4.6
+4.0
+4.8
+2.4

+3.6

i
CHUM



Kastrasyona Direnc¢li Metastatik Prostat kanseri

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"




Tedavi Oncesi Hangi Testler istenmeli

 1-Germline BRCA

J 2-Somatik BRCA

d 3-MSI ve TMB

J 4-Germline DNA repair genler
(d 5-Somatik DNA repair genler
d 6-Hepsi

d 7-Hicbiri



Kastrasyona Direncli Metastatik Prostat kanseri

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%
w =
g w41 U it
a5 = -
T i | v
8 E ] . BHINIE .
Ll [T 1 SIS ) T po p—
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



Hastanin Genetik inceleme Sonucu

ker Status:  POSITIVE
POSITIVE
NEGATIVE
BRCA MONOA

Biallelik BRCA2 mutasyonu pozitif




09/2019 Yeni Tedavi Baslandi

1 Abireterone 1000 mg/glin

J Niraparib 200 mg/gin

 Deltacortril 2x5 mg/gin

J Leuprolide asetat 22.5 22.5 mg sc/3 ay

d Zoledronik asit 4 mg iv/3 ay



PSA yaniti

3.9
1.6 1:5 1.6
.
5.8.2019 12:00:25 2.12.2019 15:03:25 5.7.2023 13:03:36 28.8.2023 15:50:3%
-0~ Degerler

Highcharts.com



08/2023 Radyolojik Yanit Degerlendirmesi

JATVS : yeni lezyon yok, Th 5-8, L1, L2, L5, sol 9
kosta sklerotik stabil lezyonlar

JToraks-Batin BT: Viseral lezyon yok



Bu Hasta icin RT

d 1-Primer Prostat lojuna RT

J 2-Metastaz bolgelerine RT

J 3-Metastaz ve primer prostat bolgesine RT
 4-Yalniz agri palyasyonu icin

J 5-Yik tasiyan kemik metastazlarina

J 6-Hicbiri



Kastrasyona Direncli Metastatik Prostat kanseri

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)



Kastrasyona Direncli Metastatik Prostat kanseri

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)



Kastrasyona Direncli Metastatik Prostat kanseri

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



Kastrasyona Direnc¢li Metastatik Prostat kanseri
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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.
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I Grade =3
All grade
B Grade =3
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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

;;? Olaparib | Control
IO I valuse a (n=162) | (n=83) | HR | P-value

om{  q Seey [ mPFS 74mo 36mo 034 <0.001

Prograssion-free Surdval
=
&

Prabability of Imaging-Based

|||||||||||

LI LI L L L 1
¢ 1 ¥ 3} 4 5 & 7 E 9 1011 12 15 14 05 16 17 18 1% 20 2

Months since Randomization
1= Value a1 & mo Dlaparib Cﬂntrﬂl
[ ™ ::: = alup {n — 152:. [rl - Eal HR F-UﬁlUE
g o= Beay, (0.7 ms

“ 185mo  151mo 064 002

2
G . :
P70 RN SR LA ... oy SR !
[ERTER
1 H Conird
[ERER
0, 110

L e e e L AN S S S S S p S s S e S S R S e e |
o 1 2 ¥ 4 5 & 7 3 90 ¥ 11 21X 13 Pp4 15 16 IF 13 19 30 21 ¥ 21 M 1%

Probability of Overall Survival

Months since Randomization

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



Kastrasyona Direncli Metastatik Prostat kanseri

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 Turkiye’de prostat kanseri tedavisinde ruhsath 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
- LN > zu_
20 _ N \_‘—|_~ - 10 P ]
10 Pommpety -'_| B — — P chals —._|—|
0 T‘P-:w-l - II - - - - - - ] T T 1 T T T T T T T T T .I T T
] a ] G 12 15 1B M M O OW B ¥ | 4 45 . 0 3 [} 9 12 5 8 M XM T W W M W o4 a4
Pgnarry i b e Marihs ke strick forae . | : flﬂ\:\l'.ﬂ“- .
Fm e o S D 13T - dHR 3 Ak A

[TTTIEY S F TR U]

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)
L ~
% 30+ 1 s
g 20+ Second-gereration ARPI : : N f—
104
0

Y Y T T T T T T T T T )
0 i 6 9 iz 15 15 21 24 7 30 33 36 39 42 45

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.



Kastrasyona Direngli Prostat Kanseri
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
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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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Side effects of PARPi monotherapy

Adverse event Olaparib Rucaparib Niraparib Talazoparib
(any grade), n (%) TOPARP-A? {n=50) TRITON22(n=115) GALAHAD? {n=289) TALAPRO-14(n=127)
Anemia 38 (76) 50 (44) 156 (54) 62 (49)
Anorexia 14 (28) 32 (28) 93 (32) 36 (28)
Arthralgia 15 (30) NR 44 (15) 10 (8)
AST/ALT increased NR 38(33) 37 (13) 15 (12)
Asthenia/fatigue 29 (58) 71(62) 154 (53) 55 (43)
Back pain 11 (22) NR 64 (22) 17 (13)
Constipation 7 (14) 31(27) 101 (35) 23 (18)
Diarrhea 8 (16) 23 (20) 49 (17) 21 (17)
Dyspnea 14 (28) 15 (13) 39 (13) 17 (13)
Nausea 18 (36) 60 (52) 169 (58) 42 (33)
Rash NR 33 (29) 1(<1) NR
Thrombocytopenia 5 (10) 29 (25) 99 (34) 24 (19)
Vomiting 10 (20) 25(22) 111 (38) 17 (13)

AEs affecting 250 of patients in any study are highlighted

1. Mateo J et al. N Engl J Med. 2015;373:1697-708; 2. Abida W et al. J Clin Oncol. 2020;38:3763-3772; 3. Smith MR et al. Lancet Oncol.
2022;23:362-373; 4.de Bono JS et al. Lancet Oncol. 2021;22:1250-1264.



08/2023 kontrol degerleri

Parametre Adi Sonuc Birim Nqﬂrmal s
Degerler Sonuc
1 |WRC 288 10e3/ul [ 37| 101 | 245/342
4 [RBC 326 10e6/ul [4.06] 558 | 3.31/365
1 HGB i gidl 129 159 | 9.8/10.8.
& HCT 282 % 39| 49 | 287/318.
L N AN ™ THE I T
MCV 86.5 fL [811] 96 | B6.7/87.1.
MCH 292 pg  [27.0] 12| 295/296.
MCHC 3137 gdl |38 34| M/M
RDW 133 % (115 145 ] 1337133
¥ |NEU# 1.1 1.63] 6.96 | 1.02/1.92.
LYM# 1.23 1.09) 299 | 1.16/1.16.
1 EC# 0 003/ 044 0.01/0
MON# 0.34 0.24] 079 | 0.26/0.34.
BASO# 0 0]08 0/0.
& [NEU% 454 %  [50.0{ 70.0 | 415/56.1.
LYM% 428 % [18.0] 483 | 47371337
1 |E0% 0.1 % 06| 73 | 04/01
MONO% 116 % 44127 107710
BASO% 0.1 % 0] 17| 01/01.
MPV 93 fL 69 16 | 87/93.
PCT 0.03 % 00999 | 0037004

Parametre Adi

Sonuc

Birim

Normal
Degerler

Onceki
Sonuc

& | Urik Asit 22 mg/dL 34| 7| 2719
4 | Kreatinin 0.64 mg/dL 0.7 [12]061/0.54.
eGFR 92 mL/min/1.73m2 | = 60 94 199.

CKD-EPI formild kullanilarak hesaplanmistir.
AST 10.7 UiL 0 | 37 [ 121/ 116
ALT 124 UL 0 | 41| 116/146.
GGT 2 UiL 0 | 60| 18/22
ALP 80 UL 40 |[129| 87/87.
AH W UL s
4 | Total Protein 56.1 glL 64 | 83 | 53.8/549.
4 | Albumin 35 gll 39 | 493377342
Direkt Bilirubin 0.21 mg/dL 0 |03]021/023.
Total Bilirubin 049 mg/dL <12 0477044,
Indirekt Bilirubin 0.28 mg/dL 01| 10267021
Kalsiyum 8.98 mg/dL 8.8 |10.2| 913/85.
Sodyum 138 mmaol/L 136 | 146 | 137/140.
Paotasyum 452 mmol/L 35 | 51| 4727433
CRP 3 mg/L 0 | 5] 55/10

Lab ve Grup Agiklamalan



Hangi Taniyl dusunursinuiz

J1-MDS

d2-AML

J3-Abireterone bagli kemik iligi toksisitesi
J4-Niraparib iliskili toksite

15-Diger nedenler
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MAGNITUDE

Safety data: HRR BM+

Treatment-emergent adverse events occurring at >20% in the
NIRA arm or otherwise of clinical interest, n (%)

Hematologic

Cardiovascular

General disorders

Gastrointestinal

Hepatotoxicity
Cerebrovascular disorders

Anemia
Thrombocytopenia
Neutropenia

Acute myeloid leukemia/
Myelodysplastic syndrome

Hypertension
Arrhythmia

Cardiac failure
Ischemic heart disease
Fatigue

Constipation

Nausea

NIRA + AAP, n = 212

98 (46.2)
45 (21.2)
29 (13.7)

0

67 (31.6)
27 (12.7)
4(1.9)
4(1.9)
56 (26.4)
65 (30.7)
50 (23.6)
25 (11.8)
6 (2.8)

63 (29.7)
14 (6.6)
14 (6.6)

0

33 (15.6)
6 (2.8)2
3(1.4y
4(1.9)
7 (3.3)
1(0.5)
4(1.9)
2 (0.9)

PBO + AAP, n = 211

43 (20.4)
18 (8.5)
12 (5.7)

1(0.5)

47 (22.3)
12 (5.7)
4(1.9)
8 (3.8)
35 (16.6)
29 (13.7)
29 (13.7)
26 (12.3)
2(0.9)

16 (7.6)
5 (2.4)
3(1.4)

1(0.5)

30 (14.2)
3(1.4)
1(0.5)
6 (2.8)°
9 (4.3)
0
10 (4.7)
1(0.5)2

CHUM
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