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Prostat Kanseri Insidans ve Mortalite

Changes in incidence and death rates

Incidence

Prostate

Rate per 100,000 Population

Death rate

CA: A Cancer Journal for Clinicians 2016

Incidence peak see after PSA
became available

Declining death rates over past 25
years by 2-3% per year




Prostat Kanseri insidans ve Mortalite

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

Percent of Cases by Stage
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Prostat Kanseri Tedavi Yaklasimlari

Bone therapy
for osteoporosis and
bone metastases

Bisphosphonates
zoledronic acid

Primary therapy
surgery, radiation therapy, RANK ligand inhibitor Immunotherapy
active surveillance denosumab .\sipuleucel-T
: : Castration- Metastatic
Localized Recurrent Metastatic i Cashalion.
prostate > cancer (rising > prostate > cancer (rising =1 eaidian
cancer serum PSA) cancer serum PSA) R
Adjuvant hormonal therapy Androgen deprivation Chemotherapy
(with radiation) LHRH analogs, LHRH docetaxel, cabazitaxel
N — antagonists, anti-androgens,

androgen synthesis inhibitors

Sekil; Abeloff's Clinical Oncology, 10th edition



Hormon Duyarli Metastatik Prostat Kanseri

Hormone Sensitive

Newly diagnosed Nonmetastatic, Metastatic
localized disease biochemical relapse hormone-naive

Surgery Observation ADT

Radiation Int ttent ADT
Radiation +ADT ntermitten ADT + docetaxel

Active Surveillance




Hormon Duyarli Metastatik Prostat Kanseri

ADT + Erken Donem Kemoterapi

E3805 - CHAARTED Study in Patients with
Hormone-Naive Metastatic PCa

STRATIFICATION

Extent of Mets ADT + docetaxel
High vs Low N = 790 75 mg/m? q21d x
* Age : maximum 6 cycles

270 vs <70 years
ECOG PS
0-1vs2
* CAB>30days
Yes vs No > ADT
* SRE Prevention
Yes vs No
Prior Adjuvant ADT
<12 vs >12 months

Primary Endpoint: OS

* ADT allowed up to 120 days prior to randomization



ADT + Erken Donem Kemoterapi

B Patients with High-Volume Disease

100 ] ) C Patients with Low-Volume Disease
Hazard ratio for death with ADT+docetaxel,
0.60 (95% Cl, 0.45-0.81) P<0.001 100+ ADT+docetaxel
(median overall survival, NR)
= 80 ADT+docetaxel
X (median overall survival, 49.2 mo) . 804
bn A ADT alone
< — .
s 60+ b0 (median overall |—|_
2 E 604 survival, NR)
E 2
) 2
2 40- @
g ADT alone Q404
E (median overall g
20+ survival, 32.2 mo) & Hazard ratio for death with ADT+docetaxel,
204 0.60 (95% Cl, 0.32-1.13) P=0.11
O 1 1 1 1 I I 1
0 12 24 36 48 60 72 84 0 T T T T ]
Months 0 12 24 36 48 60
No. at Risk Months
ADT+docetaxel 263 213 123 56 31 5 2 0  No. at Risk
ADT alone 250 193 92 40 14 3 1 0 ADT+docetaxel 134 120 66 33 15 0
ADT alone 143 125 76 31 13 0

Yiiksek voliimlii hastaligi olanlar; viseral organ metastazi olan yada 24 kemik lezyonu
olan ve en az 21 vertebra, pelvis disi kemiklerde metastaz olmali



Hormon Duyarli Metastatik Prostat Kanseri

ADT + Erken Donem Kemoterapi

STAMPEDE: Multistage Randomized Trial of Systemic
Therapy in Advancing or Metastatic Prostate Cancer

PATIENTS: About to begin long-term ADT and with either newly diagnosed, high-risk localized
disease (node-negative), newly diagnosed metastatic or node-positive disease, or relapsing

post-surgery or RT
Newly diagnosed NO
disease?

Contraindication to RT?

YES
M -’_':'Tﬂ_ NoMO
v v NOMO ¥

WIS AoTaione W AOTalone J| ADT+mandatoryRT Jll  ADT+ optionalRT p

Randomize 10 one of the following

.

Zoledronic acid (closed) Zoledronic acid + celecoxid (dosed)
Docetaxel (closed) Abiraterone (closed)

Celecoxib (closed) RT to the prostate (open, M1 only)
Zoledronic acid + docetaxel (closed) Abiraterone + enzalutamide (open)




ADT + Erken Donem Kemoterapi

SOCvs S0C+Doc
M etastasis status i

] LS A G () L 0-95 (0-62-1-4

5

No 139/522  45/260 = : 0-58 (0-41-0-81)

N+ 241/594  111/298 —# 0-85 (0-68-1.07)

NX 35/68 19/34 : L p 1.02 (0.57-1.83)
Gleason sum score !

<7 76/282 22/110 . 4 : 0-67 (0-41-1-07)

810 286/810  126/436 + 076 (0-62-0-94)

Unknown 53/92 27146 ; 4 P 1.08 (0-66-177)
Aqge at mndomisation i

Under70years  311/833  121/419 - 073 (0-59-0-90)

70years orolder  104/351 54/173 —— 0-90 (0-64-1-26)
WHO performance status i

0 283/922 119/461 % 077 (0-62-0-96)

1+ 132/262  56/131 079 (0-57-1.09)
MNSAID or aspirin use |

Mo use 300/891  125/444 + 077 (0-63-0-95)

Uses either 115/293 50/148 0-81 (0-58-1-14)
Is radiotherapy planned? |

Mot planned 371/844 151/424 ¢; 0-75 (0-62-0.91)

Planned 44/340 24/168 ; & p  1.11(0-67-1-85)
Recurrent disease !

No 402/1117  170/564 ¢ 078 (0-65-0-94)

Yes 13/67 528 4 . p 0-80(0-26-2.48)
Overall » —_ 0-78 (0-66-0-93)

| 77 | | | >
0 0-6 0-8 1.0 1.2 14
Favours S0C+ Doc 4 p Favours SO




Hormon Duyarli Metastatik Prostat Kanseri

Metaanaliz; ADT + Erken Donem Kemoterapi

Control Treatment Hazard ratio (95% CI)

CHAARTED? 136/393 101/397 E 0-61(0-47-0-80)
GETUG-15% NA/193  NA/192 —_— e 0-90 (0-69-1-81)
STAMPEDES (SOC +/-Doc) 350/724  144/362 — 076 (0-62-0-93)
STAMPEDE® (SOC+ZA +/-Doc)  170/366 158/365 —E—-—— 0-85 (0-65-1-10)
Overall - 0-77 (0-68-0-87)
Heterogeneity: y’=4-80; df=3; p=0-187; I’=37-5% | ! ]

geneity: y P 05 1 >

Favours SOC + docetaxel Favours SOC

2992 hormona duyarli metastatik prostat ca hastaya ADT +dosetaksel eklenmesi ; 4-yillik sagkalimi %9 artiriyor

Control Treatment Hazard ratio (95% ClI)

CHAARTED? NA/393 NA/397 E 0-61(0-51-0-73)
GETUG-15%%° 158/193  143/192 ——=— 0:70 (0-57-0-86)
STAMPEDE? (SOC +/-Doc) 585/724  252/362 —wi— 0-61(0-53-071)
STAMPEDE® (SOC+ZA +/-Doc)  286/366  255/365 + 0-67 (0-55-0-82)
Overall - 0-64 (0-58-0-70)
Heterogeneity: y?=1-66; df=3; p=0-646; I’=0% | : 1

geneity: x P 05 1 5

4+— g

Favours SOC + docetaxel  Favours SOC
2992 hormona duyarli metastatik prostat ca hastaya ADT +dosetaksel eklenmesi ; 4 yilik %16 niiksiiz suireyi uzatiyor
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A Owerall Survival

Overall Surviwal (75
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Figure 1. Kaplan—Meier Estimates of the Two Primary End Points.

Shown are data for overall survival (Panel A) and for radiographic progression-
free survival [Panel B). The dashed lines indicate the median. The median
rate of overall survival was not reached in the abiraterone group and was
347 months in the placebo group; the corres ponding medians for progres-
sion-free survival were 33.0 months and 14.8 months. C1 denotes confidence
interval.

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Abiraterone plus Prednisone in Metastatic,
Castra’tion—Sensitive Prostate Cancer

Karim Fizazi, M.D., Ph.D., NamPhueng Tran, M.D., Luis Fein, M.D.,
Nobuaki Matsubara, M.D., Alfredo Rodriguez-Antolin, M.D., Ph.D.,

Boris Y. Alekseev, M.D., Mustafa Ozgiiroglu, M.D., Dingwei Ye, M.D.,
Susan Feyerabend, M.D., Andrew Protheroe, M.D., Ph.D., Peter De Porre, M.D.,
Thian Kheoh, Ph.D., Youn C. Park, Ph.D., Mary B. Todd, D.O.,
and Kim N. Chi, M.D., for the LATITUDE Investigators®

ABSTRACT

BACKGROUND
Abiraterone acetate, a drug that blocks endogenous androgen synthesis, plus predni- From Gustave Roussy, University of Paris
sone is indicated for metastatic castration-resistant prostate cancer. We evaluated the Sud :‘”E‘J“j"f;;“"'“ fk'i']-ﬂ“m:f" TE'

- = - o - - - search an evelopment, Los ngeles
clinical benefit of abiraterone acetate plus prednisone with androgen-deprivation ther- (NT), Beerse, Belgiuf:n (P.D.P), San DE?EEO.
anv in natients with newlv diasnnsed. metastatic. castration-sensitive nrostate cancer.  CA (TK\ and Raritan NI (¥ C PV Insti-

En az 22 kot risk grubuna sahip hastalar dahil edilmis

1. Gleason skoru28

2. 32 fazla kemik metastazi

3. Viseral metastaz

Dislama kriterleri

1. Daha 6nce cerrahi

2. Radyoterapi

3. Kemoterapi

4. Metastik hastaliga bagh semptomu olanlarda RT ve
Cerrahiye izin verilmis



Kastrasyona Direncli Prostat Kanseri

Hormone Sensitive (Castration Sensitive)

Non-metastatic Metastatic

Newly diagnosed

1 i Biochemical relapse Recurrent De novo
localized disease P

Castration Resistant I

Non-metastatic Metastatic

Asymptomatic, Symptomatic,

Rising PSA on ADT Pre-docetaxel Pre-docetaxel

Post-docetaxel




Kastrasyona Direncli Prostat Kanseri

Serial rising PSAs or progressive disease on scans

Castrate level of serum testosterone

T <30 ng/mi 1.7 nmol/Litre

T <20 ng/ml

Historical (but not accurate) terminology
Hormone refractory (HRPC)
Androgen independent (Al)




d 64 yasinda erkek hasta, Diabet ve Hipertansiyon oykiisii var. Metastatik

prostat kanseri nedeniyle 15 ay hormonal tedavi almis.

Yaygin sirt agrisi var, kastrasyona direngli, PSA 134ng/ ml saptandi. Yaygin

kemik metastazi var, viseral metastaz yok. Hastaya, dosetaksel baslandi ve 10

kiirde PSA 8ng/ ml geriliyor.

Noropati semptomlari basliyor tedavi kesiliyor. Takiplerinde PSA giderek

artiyor 9. ayda 60ng/ ml oluyor.

TVS multiple kemik metastazinda progresyon. BT retroperitoneal 5 cm varan

multiple lenf nodlari mevcut.




Bu hasta icin en uygun tedavi sekli ne olmali?(RT+
Zolendronik asid 4mg+/

1-Spilutuel T
2-Radiyum 223
3-Enzalutamid
4- Abirateron
5- Kabazitaksel

6-Hepsi olabilir




Kastrasyona Direnc¢li Hastada Tedavi Kararinda Ne Etkili

Timor yiku

ADT cevap siiresi( 12 ay2 yadas)

Aldigi tedaviler(dosetaksel 6ncesi sonrasi)

Kemoterapiye yanit durumu

PSA diizeyi

Viseral metastaz

Hastanin semptomatik olmasi

Hastanin performansi ve yasam beklentisi

Secilecek tedavinin toksitesi




Kastrasyona Direncli Prostat Kanseri

Castration Resistant

Metastatic, Metastatic,
Nonmetastatic asymptomatic symptomatic

Pre-docetaxel Pre-docetaxel

Metastatic,
Post docetaxel

Secondary hormone Sipuleucel-T Docetaxel Cabazitaxel

manipulation Abiraterone Radium 223 Abiraterone
Other Enzalutamide Mitoxantrone Enzalutamide
(Docetaxel) XRT, #38r, 1538m (Sipuleucel-T)

Secondary hormones Radium 223




Kastrasyona Direncgli Prostat Kanserinde Tedavi

Mational
Comprehensive
NCCN geties:

Nerwork®

NCCN Guidelines Version 2.2017
Prostate Cancer

NWCCH Guidelines Index
Tahle of Contents
Discussion

SYSTEMIC THERAPY FOR M1 CASTRATION-RECURRENT PROSTATE CANCER

= Abiraterone™ with prednisone
(category 1)

+ Docetaxel®3:22 with prednisone
(category 1)

+ Enzalutamide™ (category 1)

+ Radium-223 for symptomatic bone
metastases [category 1)f

No—= |+ Clinical trial

+ Secondary hormone therapy™
r Antiandrogen
v Antiandrogen withdrawal
v Ketoconazole £ hydrocortisone®9
v Corticosteroid

+ Maintain castrate levels of serum
testosterone (<50 ng/dL)

+ Consider bone antiresorptive
therapy with denosumab or
zoledronic acid (both category 1) if

CRPC, bone metastases present » DES or other estrogen
studies + Immunotherapy with sipuleucel-T . .
positive if asymptomatic or minimally Visceral * Docetaxel*:* with prednisone

metastase

for symptomatic, no liver metastases, {E tgnn_.r 1-] M

metastases life expectancy =6 mo, ECOG T
performance status 01 (category 1)
(See PRDS-G)%

+ Palliative RT for painful bony
metastases

+ Best supportive care

prednisone

+ Alternative chemotherapy
(mitoxantrone with prednisone)3?

+ Clinical trial

= Secondary hormone therapy™
v Antiandrogen
v Antiandrogen withdrawal
v Ketoconazole £ hydrocortisone®9
v Corticosteroid
v DES or other estrogen

Progression® after:

+ Abiraterone

» Enzalutamide™

+ Docetaxel

See Subsequent Therapy
for M1 CRPC: No Visceral
Metastases (PROS-13)
ar

See Subsequent Therapy
for M1 CRPC: Visceral
Metastases (PROS-14)

Progression¥
after all other
therapies

.

== Although most patients without symptoms are not treated with chemotherapy, the
survival benefit reported for docetaxel applies to those with or without symptoms.

MSee Principles of Androgen Deprivation Therapy (PROS-F).

YImaging should include chest x-ray, bone scan, and abdominal/pelvic CT or MR
with and without contrast. Consider C-11 choline PETICT. See Prnciples of
Imaging (PROS-B).

metastases despite lack of symptoms.

Docetaxel may be considered for patients with signs of rapid progression or visceral

fRadium-223 is not approved for use in combination with docetaxel or any other
chemotherapy. See Principles of Radiation Therapy (PROS-D, page 2 of 2).

335ee Principles of Immunctherapy and Chemotherapy (PROS-G).
“Sipuleucel-T has not been studied in patients with visceral metastases.

abiraterone.

BKetoconazole + hydrocortisone should not be used if the disease progressed on
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MNational

Comprehensive  NNCCN Guidelines Version 2.2017 NCCN Guidelines Index
NCCN getn Table of Contents
Nt Prostate Cancer Discussion

SUBSEQUENT SYSTEMIC THERAPY FOR M1 CASTRATION-RECURRENT PROSTATE CANCERRP

+ Docetaxel with prednisone (category 1)32
» Abiraterone™ with prednisone
* Enzalutamide™
» Radium-223 for symptomatic bone metastases [category 1)
+ Sipuleucel-T if asymptomatic or minimally symptomatic, no liver metastases, life expectancy =6 mo, ECOG 0-1
»| = Clinical trial
+ Other secondary hormone therapy™
» Antiandrogen
» Antiandrogen withdrawal
v Ketoconazole + hydrocortisone99
f » Corticosteroid
.-’II » DES or other estrogen
« Best supportive care

Prior therapy |
enzalutamide/
abiraterone" |

No visr.erll ("
metastasgs Enzalutamide (category 1)™
\ Abiraterone™ with prednisone (category 1)
\ Radium-223 for symptomatic bone metastases (category 1)F
y Cabazitaxel with prednisone (category 1)32
Sipuleucel-T if asymptomatic or minimally symptomatic, no liver metastases, life expectancy =6 mo, ECOG 01
Clinical trial

Prior thera N
docetaxel P_1.|. Alternative chemotherapy (mitoxantrone with prednisone)32

= Other secondary hormone therapy™
» Antiandrogen
» Antiandrogen withdrawal
v Ketoconazole + hydrocortisone99
» Corticosteroid
» DES or other estrogen

+ Best supportive care

PO etoconazole £ hydrocortisone should not be used if the disease
progressed on abiraterone.

MSee Principles of Androgen Deprivation Therapy (PROS-F). MAC . ] ]
33See Principles of Immunotherapy and Chemotherapy (PROS-G). sizﬂpinr}isv:inarc;:';tl;umea';hsrc::‘ggpil:{t;enaallt'georggyons listed. Best

fRadium-223 is not approved for use in combination with docetaxel or any other ILimited data suggest a possible role for AR-\/T testing to help guide
chemotherapy. See Principles of Radiation Therapy (PROS-D, page 2 of 2). selection of therapy [Ses Discyssion)

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: MCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Verzion 23047, D234 78 Masoral Compreharsive Cancer Neteork, inc. 3015, Al ighiz resened, The NCCM Gubdsines® and this Tustrabion may not be resroduced In amy Jorm Wil the sxpress written parmizzion of NOCHE, PROS-13
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National

Comprehensive . NCCN Guidelines Version 2.2017 NCCN Guidelines Index
I[N Canc Table of Contents

N Prostate Cancer Discussion

SUBSEQUENT SYSTEMIC THERAPY FOR M1 CASTRATION-RECURRENT PROSTATE CANCERhh

+ Docetaxel with prednisone (category 1)32
« Clinical trial

= Abiraterone™ with prednisone

+ Enzalutamide™

Prior therapy + Other secondary hormone therapy™
enzalutamide/ —=| » Antiandrogen
abirateronef v Antiandrogen withdrawal
v Ketoconazole + hydrocortisonedd
f v Corticosteroid
.-"} » DES or other estrogen

+ Best supportive care

Visceral (
metasiases
\"-. « Enzalutamide (category 1)™
u,\ + Abiraterone™ with prednisone (category 1)
- i I i a3
1 - Clinical trial

» Docetaxel rechallenge3a
= Alternative chemotherapy (mitoxantrone with prednisone)®2

Prior thera
vy .| Other secondary hormone therapy™
docetaxel N
v Antiandrogen
v Antiandrogen withdrawal
v Ketoconazole £ hydrocortisoned
» Corticosteroid
» DES or other estrogen
* Best supportive care
Bk etoconazole + hydrocortisone should not be used if the disease
progressed on abiraterone.
P atients can continue through all treatment options listed. Best
e L - ) - supportive care is always an appropriate option.
=ee Principles of Androgen Deprvation Therapy (PROS-FI ILimited data suggest a possible role for AR-VT testing to help guide
335ee Principles of Immunotherapy and Chemotherapy (PROS-G). selection of therapy (Ses Discyssion
Mote: All recommendations are category 28 unless otherwise indicated.
Clinical Trials: NCCN believes that the best manag it of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Verzion 23017, D241 T8 Naffonal Compmhensive Cancer Neteors, inc. 2015, All ights reserved. The NOCN Ouldsines® and thiz Tusiabion may not be reproduced In amy form wiSout the sxpress wrttzn permizzion of HOGONS, PROS-14
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Abiraterone and enzalutamide:
Sites of action on the androgen axis

Hypothalamus
Pituitary

LHRH agonists
\/ / \AC‘TH
urgical
castra ion

E
S
E
8
:

Adrenal gland

Abirate
Testoltro\‘ ‘%o’ tenedione

Intratumoral

Adapted from Massard C, Clin Cancer Res 2011
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Post docetaxel phase 3 trials:
abiraterone and enzalutamide

COuU 301:

Abiraterone + prednisone vs AFFIRM:
placebo + prednisone Enzalutamide vs placebo

HR = 0.631 (0,529, 0.752) P = 0.0001
37% Reduction In Risk of Death

MDV3100: 1B.4 months
(95% CI: 17.3, NYR)

Survival (3%)
Survival, %%

Menths
Duration of Owverall Survival, Months

de Bono et al, NEJM 2011 Scher et al, NEJM 2012

2:1 randomization to placebo arm
Pnmary endpoint overall survival
Entry cntena: pnor docetaxel, no prior keto, PS < 2

Both agents show significant benefit for OS
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Hormonal Tedavi

| Aviraterone | _Enzalutamide _

Oral yes yes
Prednisone required yes
Drug interactions (CYP) yes yes

Hypokalemia yes
Lowers seizure threshold yes
Potential liver toxicity yes

Hypertension yes yes
Fatigue yes yes

Some cardiac yes yes

Falls yes

Dose 250mg x 4 40 mg tablets x 4
Empty stomach yes @




Secilen Tedavi Ardisik Tedavilerin Yanit
Durumunu Etkiler

Abiraterone and Enzalutamide

There is clinical evidence of cross-resistance between
abiraterone and enzalutamide

PSA responses to abi/enza after prior enza/abi are
10-20%, and rPFS is 3-4 months

(Noonan KL et al. Ann Oncol 2013; 24:1802-7, Lonot Y et al. Ann Oncol 2013.24:1807-12, Sciwvader AJ el al. Euwr
Urol 2014 .65:30-6, Badrising S et al. Cancer 2014.120:968-75, Cheng HH et al. PCAN. epubd ahead of print

There is evidence of cross-resistance between abi/enza
and taxanes

Abi/enza may be less effective after taxanes

(deBono J NEJM 2011.364: 189505, Scher H NEJM 2012.367:1187-97, Nadal R et al Prostate 2014,74:1560-8)

and Taxanes may be less effective after abi/enza

(Schweizer MT ot al. Eur Urol 2014.66:646-52, Mezynski J et al. Ann Oncol 2012.23:2943.7)
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ALSYMPCA (ALpharadin in SYMptomatic
Prostate CAncer) Phase lll Study Design

PATIENTS STRATIFICATION TREATMENT

6 injections at
4-week intervals

Radium-223 (50 kBg/kg)
+ Best standard of care
Placebo (saline)

+ Best standard of care

* Confirmed
symptomatic
CRPC

*22bone - Total ALP:
metastases <220 U/L vs > 220 U/L

* No known * Bisphosphonate use:
visceral Yes vs No
metastases * Prior docetaxel:

« Post- Yes vs No

docetaxel or
unfit for
docetaxel

R
A
N
D
o
M
I
S
E

Planned follow-up 3 years

Parker c et al New Engl J Med vol 369 (3):213-223, 2013. Clinicalirials gov identifier- NCTODE39751
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Dosetaksel Sonrasi Kemoterapi
ALSYMPCA Overall Survival

100

- HR = 0.695
95% CI, 0.581, 0.832
80 P = 0.00007

70

60

50
40 Radium-223, n = 614

30 Median OS: 14.9 months

20

Placebo, n = 307
10 Median OS: 11.3 months

0
Month 0 3 6 9 12 15 18 21 24 27

Radium-223 614 578 504 369 274 178 105 60 41 18

Placebo 307 288 228 157 103 67 39 24 T
Parker et al, NEJM 2013




Kastrasyona Direncli Hastalarda

Kombinasyon Tedavisi

:"';.’ NCBI Resources ) How To [

Pl.lblmed.guu PublMed [=]|

IS Mational Library of Medicine
Nationzl Institutes of Health Advanced

Format Abstract - Send to -

Lancet Oncol. 2016 Sep;17(9):1306-16. doi: 10.101&/51470-2045(16)30173-5. Epub 2016 Jul 26.

Radium-223 and concomitant therapies in patients with metastatic castration-resistant prostate cancer:
an international, early access, open-label, single-arm phase 3b trial.

O'Sullivan JW'; Radium-223 International Early Access Program Investigators.
® Author information

Abstract

BACKGROUND: In the previously reported ALSYMPCA trial in patients with castration-resistant prostate cancer and symptomatic bone
metastases, averall survival was significantly longer in patients treated with radium-223 dichloride {radium-223) than in patients treated with
placebo. In this study, we investigated safety and overall survival in radium-223 treated patients in an early access programme done after the
ALSYMPCA study and before regulatory approval of radium-223.

METHODS: We did an international, prospective, interventional, open-label, single-arm, phase 3b study. Enrolled patients were aged 18 years
or older with histolegically or cytologically confirmed progressive bone-predominant metastatic castration-resistant prostate cancer with two or
more skeletal metastases on imaging (with no restriction as to whether they were symptomatic or asymptomatic; without visceral disease but

lymph node metastases were allowed). Patients received intravencus injections of radium-223_50 kBa/kg {current recommendation 55 kBa/kg

Radium-223+ Abireteron/Enzulatamide;

Kombinasyonu glivenli, etkin goziikliyor. Faz llI
calisma sonuglarina ihtiyag var.
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Cabazitaxel

Semi-synthetic taxoid derivative
FDA approved June 2010 with prednisone

For patients with mCRPC previously treated with
docetaxel

Consider use of growth factor support
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TROPIC Tnal Overall Survival

MFP CBZP

Median OS, mo 127 151
Hazard Ratio 0.70
95% CI 0.59-0.83
P-value < 0001

cabazitaxel and prednisone

4

mitoxantrone and prednisone

ﬂ | | | I 1
0 months 6 months 12 months 18 months 24 months 30 months

Number MP 377 300 188 67 11 1
atrisk cezp 378 321 231 90 28 4

de Bono et al, L ancet 2010




Yakin zamanda yayinlanan Faz 3 Kemo-naive mKDPK
Calismalarinda OS Faydasi

Hazard

Galigsma (Ajan) Yil Kargilastirma kolu Ratio P degeri
TAX327 Mitoksantron
(Dosetaksel) 2004 Prednison DXt 0.009
IMPACT
(Provenge asisi) 2010 Plasebo 0.775 0.032
PREVAIL Plasebo 0.71
(Enzalutamid) 2012 Prednizon (Ara analiz) <0.0001
COU-AA-302 Plasebo 0.80 .
(Abirateron asetat) 2014 Prednizon (Final Analiz) .
ELM-PC 4 Plasebo
(Orteronel) 2014 Prednizon 0.9 0.314 (NS)

NS= istatiksel olarak anlaml degil 31



Yakin zamanda yayinlanan Faz 3 Post-kemo mKDPK
Calismalarinda OS Faydasi

. Karsilastirma Hazard o .
Calisma (Ajan) Yil kolu Ratio P degeri
TROPIC Mitoksantron
(Kabazitaksel) 2010 Prednison e LUV
COU-AA-301 Plasebo

(Abirateron asetat) 2011 Prednizon LTE. LUV

AFFIRM Plasebo 0.63 <0.0001
(Enzalutamid) 2012 Prednizon (Ara analiz) '

ALSYMPCA Plasebo 0.70 0.00185

(Radyum 223) 2013

Dosetaksel =

Prednizon 0.9 0.212 (NS) Abirateron =
Enzalutamid sonrasi

COMET-1
(Kabozantinib) 2014

ELM-PC5 Plasebo

(Orteronel) 2014 Prednizon s 0.1898 (NS)

32



ONCEKi ADT SURESI ILE SECILEN TEDAVISI

ARASINDAKI ILISKI

4 . : . . . )
Ik ve ikincil hormonal tedavilere 2%30 PSA llk ve ikincil hormonal tedavilerde PSA
cevabi veren hasta orani progresyonuna kadar gecen siire
ilk ADT’ ye cevap P<0.001 ilk ADT’ ye cevap
100 5 %90.9 %90.2 iiresi .
90 suresi 304 sliresi
W <12ay = 26.0 B <12ay
80 >12 ay z >12 ay
70 4 g
= P=0.29 ©
% 60 g 20
T so- %45.2 ) P=0.04
g 40- g
g %27.8 2 104 8.0 8.2
20 5% 4.8
101 g -
0— T 0 |
ilk ADT ikincil ADT ilk ADT ikincil ADT
N J

Angelergues et al ASCO GU 2014 poster A282




ONCEKI ADT SURESI iLE SECILEN TEDAVISI

ARASINDAKI ILISKI

4 )
Kabazitaksele 2%30 PSA cevabi Kabazitaksel tedavisi ile PSA
veren hasta orani progresyonuna kadar gecen siire
704 P=0.54 8 P=0.052
I
= I
60 | 9 &
%57.1 c 6.3 ay
%50.0 & 6
_ 50 -
X N
: c
3 40 2
[
© 30 4 8
2 2
20 4 s 5
=)
10 4 g
0] | 0 T
ilk ADT tedavisine ilk ADT tedavisine ilk ADT tedavisine ilk ADT tedavisine
<12 cevap verenler >12 cevap verenler <12 cevap verenler >12 cevap verenler
o J
~
mKDPK’li hastalarda ilk ADT’ye kisa cevap siiresi (12 ay), kotii prognoz ve sonraki hormonal tedavilere diisiik cevap
ile iliskilidir. Kabazitaksel ise onceki ADT siiresinden bagimsiz etkilidir.

J

Angelergues et al ASCO GU 2014 poster A282



ADT Tedavisine Diren¢ Mekanizmalari

Molecular Landscape of mCRPC

== AR alterations in
71% of cases

= AR mutations
exclusively found in
mCRPC (71%)

= DNA repair pathway
alterations in 22.7%
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Robinson D, et al. Cell. 2015.

of cases




ADT Tedavisine Diren¢ Mekanizmalari

AR-V7 Status and Resistance to Enzalutamide and
Abiraterone

Baseline Response*
AR-V7+ AR-V7 status PSA50

: + 0%
Abira_terune 19% (6/31)

(N=31) _ 68%

' + 0%
Enzallitamlde 39% (12/31)

(N=31) _ 53%

= Prospective study of M1 CRPC patients eligible for enzalutamide
(N=31) or abiraterone (N=31) treatment, AR-V7 identified in CTC
samples prior to treatment

= None (0/18) of the AR-V7 positive patients achieved a PSA

Antonarakis et al. NEJM 2012



ADT Tedavisine Diren¢ Mekanizmalari

Potential Treatment Schema
Pending Ongoing Prospective Studies

Cabazitaxel 7
Docetaxel Recurrence m
Abiraterone ~a

or

Recurrence with blcalutamlde’ Breakthrough enzalutamide

symptoms standard ADT

GnRH agonist
or antagonist +/-

N
g

Docetaxel

v

Abiraterone
or
enzalutamide

Recurrence

Switch AR
inhibitors

i3

B %

——
Sprenger, Uo, Plymate. Annals of Oncology 2015




Kastrasyona Direncli Prostat Kanseri

Yeni Tedavi Secenekleri

DNA-Repair Mutations in Men with Prostate
Cancer

= Germline mutations in DNA Repair
genes

- 2.7 % healthy controls
- 4.6% localized prostate cancer

- 11.8% metastatic prostate cancer

= Somatic mutation in DNA repair genes
- Upwards of 23% of mCRPC harbor

u n D M v s " 2 = L1 H W M N W e o » ” " T B8 W w e " on "R E E
HBEEE " " ™ e srCA?
- S emes ATM
28 BRCAT
'2conm Feamoshit lC.l'hwv\ Ecm*b
1 copy oas Nomwore Amplacation
Copy neusral LON Visserss Not detected
Sphce in-barre »de

Pritchard CC, et al. N Engl J Med. 2016. Robinson D, et al. Cell. 2015.




Kastrasyona Direngli Prostat Kanseri

Yeni Tedavi Se¢enekleri

Germline BRCA Mutations and Prognosis

= Prostate cancer with germline BRCA1/2 mutations were more
frequently associated with Gleason = 8 (P = .00003), T3/T4 stage
(P =.003), nodal involvement (P = .00005), and metastases at
diagnosis (P = .005) than prostate cancer in noncarriers

= Noncarriers
BRCA1T mutation carriers
= BRCAZ mutation carriers

15.7y

Overall Survival
(proportion)
[+
o
<

0 25 50 75 100 125 150 175 20.0

Time (years)

’Zh
Castro E., JCO. 2013




Kastrasyona Direngli Prostat Kanseri

Yeni Tedavi Se¢enekleri

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED | N 1812 OCTOBER 29, 2015 VOL. 373 NO. 18

DNA-Repair Defects and Olaparib in Metastatic Prostate Cancer

Mateo, S. Carreira, S. Sandhu, S, Miranda, H. Mossop, R. Perez-Lopez :
marnu, G, Boysen, N, Porta, P, Flohr, A. Gillman, |. Figueiredo Paulding, G. Seed, S. Jain
| Hussz . McGovern, [ II, Z
son, R, Ferraldeschi, R, Riisnaes, B. Ebbs, G. Fowler, D. Roda, W. Yu J
H. Pemberton, R. A'Hern, A. Swain, L P. Kunju, R. Eeles Attard |. Lord, A Ashworth, M A_ Rubin
K.E. Knudsen, F.Y, Feng, A M, Chinnawyan, E, Hall, and J.S

Investigator-initiated multi-stage Phase Il trial

Adaptive trial design, open label, olaparib 400mg BID

Primary endpoint: Response Rate
- RECIST 1.1, PSA decline >50%, CTC conversion

Secondary Endpoints: PFS, rPFS, OS, time to PSA progression

B
Mateo, J et al. NEJM 2015




Kastrasyona Direngli Prostat Kanseri

Yeni Tedavi Secenekleri

Antitumor Activity of Olaparib and Association
with Defects in DNA-Repair Genes

A Radiclogic Progression—free Survival B Overall Survival
1.00 H P=0.001 by log-rank test 1.00+ o P=0.05 by log-rank test
|
L\1 \"_ i .L
-] 0.75 Y ] n 0.75 - i — )
& : Biomarker-positive, §F ' | 'WT;' ?F.ED;'“W‘
= | ] median: 9.8 mo - -1, | L LD Ly
a I L a . :
&
S 404 | ] T 0504 I
2 ': | ) o Tlaa,
E *; L §. Biornarker-negative, Ll_ - L
E 0.254 L Biomarker-negative, £ 0.25 median: 7.5 mo o
| median: 2.7 ma L
y | [
P | 1 =
OO b ¢+ vttt oot L e
012345678 91011121314151617121920 012345678 91011121314151617181920
Months since Trial Entry Months since Trial Entry

= Response rate: 32.7% (16/49 evaluable patients)
= Response rate: 88.0% (14/16 w/DNA-repair gene defects)

R

B3




Kastrasyona Direngli Prostat Kanseri

Yeni Tedavi Se¢enekleri

Ongoing Trials of PARP Inhibitors in Prostate
Cancer

Name Prostate Cancer Trials

Olaparib TOPARP, abiraterone +/- olaparib, neoadjuvant olaparib
Veliparib NCI 9012

Rucaparib TRITON2 (mCRPC, Phase Il, HR defects), TRITON3
Niraparib Enzalutamide + niraparib

Talazoparib

BGB-290 Phase la in advanced solid tumors




Kastrasyona Direngli Prostat Kanseri

Yeni Tedavi Se¢cenekleri
PEMBROLIZUMAB MAKES A GUEST STAR APPEARANCE

Rationale
Enzalutamide Resistance

Associated with increased
PD-L1 Expression

Or is it here to stay ? - Hopefully the latter

Addition of Pembrolizumab Upon Progression on

Enzalutamide in Men with mCRPC Hypothesis
P Combo
,, = ENZA-PEMBRO
" | CV‘;"' L] sableDuese | Retreat Upon Progression Will lead to response
[(ovetez| PRIMARY ENDPOINT(bold!)
: = o PSA response >=50%
' | cycle 3 Sample size 28
& = progrosume Null Hypothesis 5%
s Alt Hypothesis 25%

el 5 01t of 27 pts PSA responses (19%)
‘ d En amide therap

SNETESS 4 out of 19 pts 21% SD >Z 6 months
T ESMD ‘

Gra¥ of & ESMO 2016



64 yasinda erkek hasta, Diabet ve Hipertansiyon dykusu var. Metastatik prostat kanseri

nedeniyle 15 ay hormonal tedavi almis. Yaygin sirt agrisi var, kastrasyona direncli, PSA 134ng/

ml saptandi. Yaygin kemik metastazi var, viseral metastaz yok. Hastaya, dosetaksel baslandi ve
10 kiirde PSA 8ng/ ml geriliyor. Noéropati semptomlari basliyor tedavi kesiliyor. Takiplerinde
PSA giderek artiyor 9. ayda 60ng/ ml oluyor. TVS multiple kemik metastazinda progresyon. BT

retroperitoneal 5 cm varan multiple lenf nodlari mevcut.
Bu hasta i¢in en uygun tedavi sekli ne olmali?(RT+ Zolendronik asid 4mg+/.....)
1-Spilutuel T
2-Radiyum 223
3-Enzalutamid
4- Abirateron
5- Kabazitaksel

6-Hepsi olabilir




Kastrasyona Direncli Hastada Tedavi
Kararinda Etkili Parametreler

Timor yuku

ADT cevap siiresi( 12 ay2 yadas)

Aldig tedaviler(dosetaksel 6ncesi sonrasi)

Kemoterapiye Yanit durumu

Viseral metastaz

Hastanin semptomatik olmasi

PSA diizeyi

Hastanin performansi ve yasam beklentisi

Secilecek tedavinin toksitesi




