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Prostat Kanseri insidans ve Mortalite

Changes in incidence and death rates
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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
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Prostat Kanseri Tedavi Yaklasimlari

Bone therapy
for osteoporosis and
bone metastases

Bisphosphonates
zoledronic acid

Primary the_ra_py ;
surgery, radiation therapy, RANK ligand inhibitor Immunotherapy
active surveillance denosumab \sipuleuceﬂ
Localized Recurrent Metastatic Craeztirsattaiﬁtn. raes‘t?::?ot:ﬁ
prostate | cancer (rising —>| prostate > cancer (rising = dshant
cancer serum PSA) cancer
serum PSA) cancer
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
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Androjen Baskilama Tedavisi(ADT)

d Cerrahi Kastrasyon(Bilateral orisektomi)
J Medikal Kastrasyon

v" LHRH analoglari, LHRH antagonistler

v' Total androjen blokaji( Antiandrojenlerin eklenmesi)

d Uygulama secenekleri
v Continue androjen baskilanmasi

v’ Intermittan androjen baskilanmasi
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kanseri

Median
No. of Survival
Deaths (yr)

Continuous therapy 445 5.8
Intermittent therapy 483 5.1

Survival (%)

T T T L 2

S 10
Years since Randomization

No. at Risk
Continuous therapy 765 325 64
Intermittent therapy 770 291 52




Hormon Duyarli Metastatik Prostat Kanseri

SWOG 9346 ; intermittant vs. Continue

P Value for
Subgroup No. of Patients Hazard Ratio (95% Cl) Interaction
Extent of disease \ 0.29
Extensive 743 :
Minimal 792 ——
Bone pain i 0.17
Yes 413 ———
No 1120 ——+
PSA ! 0.61
0.2 ngfml 595 —++—
>0.2—4.0 ng/ml 540 ———
Race ! 0.86
Black 189 —
Not black 1066 —
Performance status \ 0.78
Oorl 1476 e
2 59 + i
Previous hormone therapy i 0.87
Yes 186 —_——
No 1349 4
Region i 0.24
Europe 280 —i—‘—
Morth America 1255 T
overall 1535 -
I I Lo 1{2 S Z_IU
Intermittent Continuous
Therapy Therapy
Better Better
Figure 2. Survival According to Subgroups.
Minimal disease was considered to be disease confined to the spine, pelvic bones, or lymph nodes, and extensive
disease as disease present in the ribs, long bones, or visceral organs (the definitions used in the trials of the South-
west Oncology Group). A performance status of 0 indicates that the patient is fully active and able to carry on all
predisease activities without restriction; 1, that the patient is ambulatory but restricted to light work; and 2, that the
patient is ambulatery and capable of all self-care and is up and about more than 509 of waking hours but is unable
to carry out any work activities. Race was self-reported. PSA denotes prostate-specific antigen.
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SWOG 9346 ; intermittant vs. Continue

Table 2. Difference in the Mean Change from Randomization to Follow-up in Primary Quality -of-Life Outcomes, According to Treatment Group.

Intermittent Continuous  Difference, Intermitient—Continuous

Dutoome Therapy Therapy 1953 CI) P Value
Erectile dysfunction®
Patients with erectile dysfunction at randomization [3€) B2 BS
3-mo analysis

Mo. of patients incduded 466 A50

Change from randomization -7 % -10 percentage points (-14 to-5) <0001
G- analysis

Mo. of patients induded 4318 393

Change from randomization -E% 2% 10 percemtage points (-15 to-5) <0.001
15-mo analysis

Mo. of patients incduded 355 363

Change from randomization -3% 2% -4 percentage points [-10to 1) 012
High libidof
Patients with high libido at randomization [3£) 2] i
F-mo analysis

Mo. of patients induded EE 45

Change from randomization 165 -1 18 percentage points (1 to 36) 0.0
‘B-mo analysis

Mo. of patients induded 75 5

Change from randomization 05 -11% 31 percentage points (9 to 53) ool
15-mo analysis

Mo. of patients induded 46 31

Change from randomization 135 33 10 percentage points |16 to 36) 046
witality ¢
Soore at randomization 59.7 59.8
3-mo analysis

Mo. of patients included 465 446

Change from randomization -0.11 -1.43 1.32 {(—0.B3 to 3.46) 033
9-mo analysis

Mo. of patients included 439 3932

Change from randomization 036 -3.07 271 (0.26 o 5.16) 003
15-mo analysis

Mo. of patients included 386 372

Change from randomization -2.02 -3.02 1.040 {—1.59 o 3.59) D45

Yan etki olarak intermittan kol, continue kola gore daha iyi sonuglara
sahip
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Intermittant vs. Continue

Potential Complications from T lowering ADT:
Patient Perspective

What physicians
commonly tell you

Loss of libido

Erectile
dysfunction

Hot flashes

What you feel

Fatigue or loss of
energy, initiative

Aches and pains

Low spirits,
depression

Emotional lability

Cognitive changes

Modified from Higano, Hematol Oncol Clin North Am. 2006

What you see

Weight gain

Loss of muscle
mass and strength

Increased
subcutaneous
tissue, especially
hips and thighs

Gynecomastia

Decrease in
testicular size and
penile length

Loss of body hair

What you don’t see

Loss of bone
mineral density

Changes in lipids

Glucose
intolerance,
diabetes

Anemia

Increased
cardiovascular
risk?




62 yasinda erkek hasta, semptomu yok, insidental
olarak PSA 50 ng/ ml saptaniyor. Yaygin multiple
kemik metastazi var. Genel durumu iyi(ECOG PS 0)
bu hasta i¢cin en uygun tedavi sekli ne olmali?

1-Androjen baskilama tedavisi(ADT)

2-ADT+ Dositaksel

3-ADT+Dositaksel+/-Deksametazon

4- Hepsi olabilir




Pasifik Porsuk Agaci

Taxaceae familyasindan, Taxus cinsinden

Tiirkiyede; Kuzey Anadolu, Toroslar bolgesinde

genelde yetisir

Uzun 6miirlii, 2000-3000 yilik olanlar vardir

Yapraklari oldukga zehirlidir.

Kizil deriler zehirli ok uglari bu agagtan elde etmisler

NCI ilk galismalarinda; bir gram taksol elde etmek

icin, yuz kadar prosuk agaci gerekmistir.
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Lancet Oncol.
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Figure 2: Kaplan-Meier curves for overall survival by treatment group
Crosses indicate censoring. ADT=androgen-deprivation therapy.
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Chemohormonal Therapy in Metastatic
Hormone-Sensitive Prostate Cancer

Christopher |. Sweeney, M.B., B.5., Yu-Hui Chen, M.5, M.P.H,,
Michael Carducci, M.D., Glann Liu, M.D., David F. Jarrard, M.Dv,

Mario Eisenberger, M.D., Yu-Ning Wong, M.D., M.5.C.E., Noah Hahn, M.D.,
Manish Kohli, M.D., Matthew M. Cooney, M.D., Robert Dreicer, M.D.,
Micholas ). Vogelzang, M.D., Joel Picus, M.D., Daniel Shevrin, M.,
Maha Hussain, M.B, Ch.B,, Jorge A. Garcia, M.D., and Robert 5. DiPacla, M.D.

ABSTRACT

BACECROUND

Androgen-deprivarion therapy (ADT) has been the backbone of wearmenc for
mewastatic proscate cancer since the 19405, We assessed whether concomicant
treatment with ADT plus docetaxel would result in longer overall survival than that
with ALT alone.

METHODE

We assigned men with metasgatic, hormone-sensitive DProstate cancer ud Teceve
either ADT plus docetaxel (ac a dose of 75 mg per square meeer of body-surface
area every 3 weeks for six cycles) or ADT alone. The primary objective was o pest
the hypothesis thar the median overall survival would be 33.53% longer among
patients receiving doceraxel added to ADT early during cherapy than among pa-
tients recewing ADT alone.

RESULTS

A towal of 790 patients (median age, 63 years) underwent randomization. After a
median follow-up of 28.9 months, the median overall surviva! was 13.6 monchs
longer with ADT plus docetaxel (combination therapy) than with ADT alone (576
months Vi, 44.0 months; hazard racio for death in che combinacion group, 0.61;
05% confidence interva! [CI], 0.47 co 080y P<0.001). The median time to bio-
chemica!, symptomatic, or radiographic progression was 20.2 months in the come-
binarion group, as compared with 117 months in the ADT-alone group Grazard
ratio, (.61; 95% CI, 0.51 o 0.72; P<0.001). The rate of a prostace-specific ancigen
leve! of less than 0.2 ng per milliliver at 12 monchs was 27.7%% in the combination
group versus 16.8% in the ADT-alone group (P<0.001). In the combination group,
the rave of grade 3 or 4 febrile neutropenia was 6.2%, the raee of grade 3 or 4
infection wicth neutropenia was 2.3%, and the raee of grade 3 sensory neuropachy
and of grade 3 motor neuropathy was (L5%.
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E3805 - CHAARTED Study in Patients with
Hormone-Naive Metastatic PCa

STRATIFICATION

* Extent of Mets
High vs Low
* Age
270 vs <70 years
* ECOGPS
0-1vs2

* CAB>30 days
Yes vs No
* SRE Prevention

Yes vs No
Prior Adjuvant ADT
<12 vs >12 months

Primary Endpoint: OS
* ADT allowed up to 120 days prior to randomization
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Hazard ratio for death with ADT+docetaxel,
0.61 (95% CI, 0.47-0.80) P<0.001

ADT+docetaxel
(median overall survival, 57.6 mo)

ADT alone
(median overall
survival, 44.0 mo)
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24 36 43 &0 72 34

Months
189 89 46 5 2 0

168 71 27 3 1 0
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B Patients with High-Volume Disease

100+ Hazard ratio for death with ADT+docetaxel,
0.60 (95% CI, 0.45-0.81) P<0.001

= 80+ ADT+docetaxel

X (median overall survival, 49.2 mo)

o

c

= 609

<

E]

n

‘E 40

K ADT alone

E (median overall

204 survival, 32.2 mo)
0 T T T T T T 1
0 12 24 36 48 60 72 84
Months

No. at Risk
ADT+docetaxel 263 213 123 56 31 5 2 0
ADT alone 250 193 92 40 14 3 1 0

C Patients with Low-Volume Disease

100+

Patients Surviving (%)

No. at Risk
ADT+docetaxel
ADT alone

804

60

40

20+

ADT+docetaxel
(median overall survival, NR)
ADT alone
(median overall |—|_
survival, NR)
Hazard ratio for death with ADT+docetaxel,
0.60 (95% CI, 0.32-1.13) P=0.11
T T T T 1
0 12 24 36 48 60
Months
134 120 66 33 15 0
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
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Subgroup No. of Patients Hazard Ratio (95% CI)
All patients 790 _._ 0.61 (0.47-0.80)
Age !

<70 yr 612 —.— 0.68 (0.50-0.91)

=70yr 178 —— 0.43 (0.23-0.78)
ECOG performance-status score :

0 549 - 0.71 (0.50-1.01)

lor2 241 —i— 0.42 (0.26-0.67)
Race i

White 674 —-— 0.62 (0.47-0.83)

Other or unknown 116 ; 0.32 (0.11-0.89)
Volume of metastases |

Low 277 — 0.60 (0.32-1.13)

High 513 —-— 0.60 (0.45-0.81)
Type of metastases !

Visceral metastases with or without bone metastases 123 — 0.52 (0.25-1.07)

High-volume disease with bone metastases alone 389 —-— 0.64 (0.46—0.89)
Gleason scare :

<8 221 — 0.41 (0.21-0.80)

=8 434 —— 0.60 (0.43-0.83)
Previous local therapy i

Mo 575 _._ 0.66 (0.50-0.89)

Yes 214 = 0.55 (0.23-1.31)
Combined androgen blockade =30 days |

No 459 —B 0.69 (0.49-0.99)

Yes 331 — 0.52 (0.34-0.79)
Therapy for skeletal-related events at time of starting ADT !

No 443 —— 0.58 (0.40-0.84)

Yes 347 —— 0.65 (0.45-0.96)

O.]I.?.S U.I25 U.:S[I 1.00 2.'!)0 4.:]0
ADT plus Docetaxel Better ADT Alone Better
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ADT + doc ADT alone Hazard
(n=397) (n = 393) ratio
Primary endpoint
Overall survival 57.6 mo 44.0 mo 0.61 0.0003
High-volume mets 49.2 mo 32.2 mo 0.60 0.0006
Low-volume mets Not reached Not reached 0.63 0.1398
Secondary endpoints
Median time to CRPC
(biochemical, symptoms or 20.7 mo 14.7 mo 0.56 <0.0001
radiographic)
Median time to clinical
progression (symptoms or 32.7 mo 19.8 mo 0.49 <0.0001
radiographic)
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CHAARTED UZUN DONEM SONUCLARI

E-3805 CHAARTED - SURVIVAL — Ao
First data (NEJM 2015) Updated data (ESMO 2016)
HR=0.60 (95%CI 0.45-0.81) ’ HR=0.63 (95%CI 0.50-0.79)
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Dositaksel KT metastatik prostat kanserinde erken kullanimi
Kastrasyona direncli metastatik prostat kanseri vs. Hormon duyarli metastatik
prostat kanseri

HR 0.79 0.61

(O ) 2.4 ay 13.6 ay
KT sayisi 10 6
F.n6tropeni 3% 6%

Prednisolon var yok
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ADT + Erken Donem Kemoterapi

Dositaksel KT metastatik prostat kanserinde erken kullanimi
Hormon duyarli metastatik prostat kanseri vs. Hormon duyarl metastatik prostat

kanseri
I
HR 1.01 0.61
(0 1) 4.7 ay 13.6 ay
KT sayisi 9 6
F.n6tropeni 8% 6%

Prednisolon yok yok
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Dositaksel KT metastatik prostat kanserinde erken kullanimi
Hormon duyarli metastatik prostat kanseri vs. Hormon duyarli metastatik prostat

kanseri
_ — o
Yiiksek volim ? %66
Viseral metastaz %10-15 ?
Medyan PSA 27 56
Kot risk gurubu %22 ?
Kemik metastazi %81 ?
M1 hastalik %67 %73

Gleason Skoru 8-10 %55 %67
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Dositaksel KT metastatik prostat kanserinde erken kullanimi

Hormon duyarli metastatik prostat kanseri vs. Hormon duyarli metastatik prostat

DO

U 00D

kanseri(GETUG Vs CHARTED)

GETUG, 192 hasta KT almis

%22 kot risk gurubu, %50 iyi risk gurubunda, %81 kemik met, <%15 viseral
metastaz

CHARTED ve GETUG sonuglar neden Farkl
Tam olarak bilinmiyor?
Yiiksek voliim hastaligi olanlar, anti mikrotubuler tedaviye daha duyarli olabilir
Farkli genetik karekter olabilir(RB1, AR durumu?)
GETUG c¢alismasinda hasta sayisinin diistikliigii, yetersiz power?
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Addition of docetaxel, zoledronic acid, or both to first-line
long-term hormone therapy in prostate cancer (STAMPEDE):
survival results from an adaptive, multiarm, multistage,
platform randomised controlled trial

Kicholas D James, Mat thew R Spdes, Noel Wllarke Molcolm D Mason, David P Dearnaley, Melissa & Spears, Alastair W 5 Ritchie,
Christopher C Parker, | Martin Russel, Gerhordt Attard, Johann die Bono, Williom Cross, ok Jones George Tholmann, Clare Amaos,

David Mat heson, Robin M ilman, Mymoona Alrou ebi, Sharon Beesley, Alison | Birtle, Susannah Brock, Richard Cathomas, Probir Chakrabort
Simon Chosedhury, Audrey Cook, Tony ENiatt, | oanna Gale, Stephanie Gibbs, Jofn D Graham, JohnHetherington, Robert Hughes,

Rabert Loing, Fiona McKinng, Duncan B Maloren, Joe M OrSullivan, Omi Parikh, Oive Pesdell, Andrew Protherce, A ngus) Robinson,
MNoropanen Snhari, Bojaguay Srinivasan, John Staffurth, Sonthenam Sundar, ShaunTolan Dawd Tsang, John Wagstoff. Mahesh K B Pormar,
for the STAMPEDE investigators*

Summary

Background Long-term hormone therapy has been the standard of care for advanced prostate cancer since the 1940s.
STAMPEDE is a randomised controlled trial using a multiarm. multistage platform design. It recruits men with high-
risk. locally advanced, metastatic or recurrent prostate cancer who are starting first-line long-term hormone therapy.
We report primary survival results for three research comparisons testing the addition of zoledronic acid, docetaxel,
or their combination to standard of care versus standard of care alone.

Methods Standard of care was hormone therapy for at least 2 years: radiotherapy was encouraged for men with
NOMO disease to November, 2011, then mandated; radiotherapy was optional for men with node-positive non-
metastatic (N+MD) disease. Stratified randomisation (via minimisation) allocated men 2:1:1:1 to standard of care
only (SOC-only; control). standard of care plus zoledronic acid (SOC+ ZA), standard of care plus docetaxel
{S0C + Doc). or standard of care with both zoledronic acid and docetaxel (SOC + ZA + Doc). Zoledronic acid (4 mg)
was given for siv 3weekly cycles, then 4+-weekly until 2 years, and docetaxel (75 mg/m2) for six 3-weekly cycles with
prednisolone 10 mg daily. There was no blinding to treatment allocation. The primary outcome measure was
overall survival. Pairwise comparisons of research versus control had 0% power at 2-5% one-sided a for hazard
ratio (HE) 0- 75, requiring roughly 400 control arm deaths. Statistical analyses were undertaken with standard log-
rank-type methods for time-to-event data, with hazard ratios (HEs) and 95% Cls derived from adjusted Cox
models. This trial is registered at ClinicalTrials. gov (NCT00268476) and Controlled Trials.com (IS RCTN7E818544).
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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?

Ml mw

v v NOMO v

Backbone m m ADT + mandatory RT ADT + optional RT o

Randomize to one of the following

Zoledronic acid (closed) Zoledronic acid + celecoxib (closed)
Docetaxel {closed) Abiraterone (closed)

Celecoxib (closed) RT to the prostate (open, M1 only)
Zoledronic acid + docetaxel (closed) Abiraterone + enzalutamide (open)
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STAMPEDE: Docetaxel and/or Zoledronic Acid
in Hormone-Naive Metastatic PCa

First overall survival analysis of patients enrolled in the following 4 study arms:

* Standard of care (SOC; n=1,184) + Zoledronic acid (ZDA) + SOC (n = 593)
* Docetaxel (Doc) + SOC (n = 592) * Doc + ZDA + SOC (n = 593)

SOC Doc + SOC ZDA +SOC Doc+ZDA +50C
Median overall survival 67 mo 77 mo 80 mo 72 mo
Hazard ratio (p-value) Ref* 0.76 (0.003) 0.93 (0.44) 0.81(0.02)
Median failure-free 21 mo 37 mo 21 mo 37 mo
survival
Hazard ratio (p-value) Ref* | 0.62(<0.1x10%%) | 0.93(0.26) | 0.62 (<0.1x 10%9)

* Pairwise comparisons to control SOC study arm were calculated for each research arm.

* Docetaxel, and not ZDA, improves overall survival compared to SOC
* Docetaxel + ZDA improves survival but offers no obvious benefit over
docetaxel alone
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S50Cvs 50C+Doc
Metastasis status i
35&’?24 144/362

No 139/522  45/260 * E 058 (0-41-0-81)

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

NX 35/68 19/34 : > p  1.02 (0-57-1-83)
Gleason sum score |

<7 76/282 22110 . 4 : 0-67 (0-41-1-07)

8-10 286/810  126/436 * 076 (0-62-0.94)

Unknown 53/92 27/46 i > 1.08 (0-66-177)
Aqge at mndomisation i

Under 70years  311/833  121/419 - 0:73 (0-59-0-90)

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

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

1+ 132/262 56/131 079 (0-57-1-09)
NSAID or aspinn use |

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

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

Not planned 371/844 151424 * 075 (0-62-0-91)

Planned 44/340 24/168 ; »  1.11(0-67-1-85)
Recurrent disease I

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

Yes 13767 Gf28 * p 0-80(0D-26-2.48)
Overall L _— 0.78 (0-66-0-93)

7/ T T —»
0 ﬂl b 0-8 1.0 1.2 14
Favours S0C + Doc -I P Favours SOC
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Background: High-risk, localized prostate cancer (PCa) patients have a relatively poor prognosis. We hypothesized that the addition of adjuvant docetaxel and prednisone to long-term (24
month) AS and radiation therapy (RT) would improve overall survival (05). Methods: RTOG 0521 opened December 2005 and closed August 2009 with targeted accrual of 600 cases. It was
designed to detect improvement in 4-year OS from 86% to 93% with a 51% hazard reduction (HR = 0.49). Under a 0.05 1-sided type I error and 90% power, at least 78 deaths were required to
analyze the 0S endpoint. Patients had 1) Gleason (Gl) 7-8, any T-stage, and PSA = 20, or 2) GI 8, = T2, any PSA, or 3) Gl 9-10, any T-stage, any PSA. All had PSA = 150. RT dose was 75.6 Gy. CT
consisted of 6, 21-day cycles of docetaxel + prednisone starting 28 days after RT. Results: Of 512 enrolled, 50 were excluded for eligibility issues, leaving 562 evaluable. Median age = 66,
median PSA = 15.1, 53% had Gl 9-10, 27% had cT3-4. Median follow-up = 5.5 yrs. 4-yr OS rates were 89% [95% CI: 84-92%] for the AS+RT arm and 93% [95% CI: 90-96%] for the AS+RT+CT
arm (1-sided p = 0.03, HR = 0.68 [95% CI: 0.44, 1.03]). There were 52 centrally-reviewed deaths in the AS+RT arm and 36 in the AS+RT+CT arm, with fewer deaths both due to PCa/treatment
(20 vs 16) and due to other causes/unknown (32 vs 20) in the AS+RT+CT arm. 5-yr disease-free survival rates were 66% for AS+RT and 73% for AS+RT+CT (2-sided p = 0.05, HR = 0.76 [95%
CI: 0.57, 1.00]). There was 1, Gr 5 unlikely-related adverse event (AE) in the AS+RT arm and 2, Gr 5 possibly/probably-related AEs with AS+RT+CT. Conclusions: For high-risk, localized PCa,
adjuvant CT improved the QS from 89% to 93% at 4 years. Toxicity was acceptable. This trial was designed with a short OS assessment period and additional follow-up is warranted to
determine the long-term benefit of CT to the current standard of care of long-term AS+RT. This project was supported by grants U10CA21661, U10CA180868, U10CA180822, from the National
Cancer Institute and Sanofi with additional support from AstraZeneca for Australian site participation. Clinical trial information: NCTO0288080.
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RTOG-0521: Androgen Suppression (AS) and
Radiation Therapy (RT) with or without
Docetaxel (Doc) in Localized, High-Risk PCa

Hazard

AS + RT AS + RT + Doc ratio p-value

Primary endpoint

4-year overall survival rate 89% 93% 0.70 0.04
Secondary endpoints

Biochemical failure at 6 years 74% 66% 0.81 0.19
Disease-free survival at 6 years 55% 65% 0.76 0.04

“For the first time, improvement in overall survival observed with tolerable
adjuvant chemotherapy for localized, high-risk hormone-sensitive prostate
cancer.”
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Accrval pericd  Mumber Control Treatment Metastatic Median Gleason Performance  Median Treatmenton
of status age score of statusof -1 follow-up  progression (control
patients (range) B-10(%) (%) {survival)  group only)

Docetaxel trials
GETUG-12%*  Movemnber, 413 ADT(gosereln10-8mg  ADT plusdocetaxel MO 63 47% Unknown 7 years, Mot reported
2002- every 3 maonths for {70 mg/m* for four (46-77) & manths
Decembser, 2006 3 years) oycles) plus
estramustine
TAX3500°  December 2005- 228 ADT(leuprolide225mg  ADTplus docetel MO f1.9¢ 52% Unknawn Jyears Mot reported
Septembes, 2007 every 3 months for 75 ma/m’ every 3 months
18 mionths) Iweeks for shx cydes)
RTOGO521"  December, 612  ADT{LHRHagonistpls  ADT plusdocetaxel MO &6 84% Unknown 6 years Mot reported
2005-August, ol anti-androgenplus (75 mg/m* every (unknown)

2009 RT) Iweeks for six gydes)

plus prednisone
STAMPEDE  September, 1776 ADT(plsradictherapy  ADTplusdocetaxel  MOandM1 65 7% 99% Jyears 40% received
(standard of  2005-March, for MO patients) 75 mg/m” every (40-82) & months docetaxel (49%
arewithor 2013 Iweeks for six gydes) received life- ectending
without plus predisone treatments)
docetaxel)
STAMPEDE  September, 186 ADT(plusradictherapy  ADT (plus MOandM1 66 71% 99% Jyears 6% received
(standard of  2005-March, for MO patients) plus radictherapy for MO (42-84) & manths docetael (45%
care plus 2013 zoledrenic acid (4 mg patients) + zoledronic received life-extending
zoledronic every 3-4weeks for acid (4 mag for treatments)
acid with or 2 years) 34 weeks for
without 2years) plus
docetael)® docetaed (75 mg/

every Tweeks for

s cycles)
GETUG-15%"  October 385 ADT {LHRH agonist or ADT plus docetael M1 635 56% 100% 6 years, 62% received

2004-December, surgical castration or 75 maym’ every 3 (57700 11months  docetaxel
2008 combined androgen weeks forupto
bledkade) nine gycles)
CHAARTEDY  Juby, 2006- 790  ADT{lHRHagomistor  ADT plusdocetamel M1 64 1% 98% 2years 147 (51%) of

MNovember, 2012 LHRH antagonist) or 75 mg/m’ every (36-91) 5 months 287 men received

surgical castration Iweseks for six cydes) docetasxel {104 of
287 men received
abiratarone or
enzalutamide)
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Control Treatment Hazard ratio (95% Cl)

CHAARTED” 136/393 101/397 E 0-61 (0-47-0-80)
GETUG-155° 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 —é—-—— 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 >

4+— — >
Favours SOC + docetaxel Favours SOC

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

Control Treatment Hazard ratio (95% Cl)

CHAARTED’ NA/393  NA/397 —-1— 0-61(0-51-0-73)
GETUG-15%%° 158/193 143192 ——=— 0:70 (0-57-0-86)
STAMPEDEE (SOC+/-Doc) 585/724  252/362 —=i— 0-61(0-53-071)
STAMPEDE® (SOC+ZA +/-Doc) ~ 286/366  255/365 —r'— 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

— — >
Favours SOC + docetaxel ~ Favours SOC

2992 hormona duyarli metastatik prostat ca hastaya ADT +dositaksel eklenmesi ; 4 yilik %16 niiksiiz siireyi uzatiyor
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Control Treatment Hazard ratio (95% CI)

GETUG-12% 49/206  42/207 . 0-94 (0-60-1-48)
RTOG 05217 59/281 431282 — 070 (0-47-1-04)
STAMPEDE® (SOC +/- Doc) 65/460 31/230 = 0-95 (0-62-1-46)
STAMPEDE® (SOC+ZA +/-Doc)  31/227 20/228 | 1-05 (0-57-1-95)
Overall - 0-87 (0-69-1.09)

Het ity: x’=1-80; df=3; p=0-614; ’=0% '

eterogeneity: x 3:p 4 055 r 1
— —>

Favours SOC + docetaxel  Favours SOC

2992 hormona duyarli lokal ileri prostat ca hastaya ADT +dositaksel eklenmesi ; sagkalim etkisi yok

Control Treatment Hazard ratio (95% Cl)
GETUG-12% 111/206 881207 —-— 071 (0-54-0-94)
RTOG 05217 123/281 98/281 — @ 076 (0.58-0.99)
STAMPEDE® (SOC +/-Doc) 176/460  63/230 —.—.— 0-60 (0-45-0-80)
STAMPEDE® (SOC+ZA +/-Doc)  88/227  63/228 l' 0-69 (0-47-1-01)
TAX 35017 (immediate ADT) 14/55 10/55 — 079 (0-34-1-84)
TAX 35017 (delayed ADT) 8/62 9/56 . 134 (039-4:59)
Overall -*- 0.70 (0-61-0-81)
Heterogeneity: y’=2-63; df=5; p=0757; F=0% D!5 ] 2|
+— —»

Favours 50C + docetaxel — Favours SOC
2992 hormona duyarh lokal ileri prostat ca hastaya ADT +dositaksel eklenmesi ; 4-yillik 8% niiksiiz siireyi uzatiyor
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RISK GROUP IM ADJUVANT THERAPY
< EBRT! + ADT™ (2-3 y; category 1)9
or ™ See Monitoring (PROS-T)

EBRT' + brachytherapy £ ADT™

Very high: (2-3y)

+ Tib-T4 or

* Primary Gleason
pattern 5/
Gleason grade or
qroup 5

or

« =4 cores with
Gleason score
810/ Gleason
grade group 4 or
or s

RPi + PLND (in select patients)

ADT™ or observation for patients
who are not candidates for
definitive therapy

Adverse feature(s) and no Undetectable PSA T
lymph node metastases:* after RP or PSA —-Wg
EBRT! nadir after RT

or

Observation'

Mo adverse features or lymph

node metastases See Radical

Prostatectomy
Lymph node metastasis: ' i '

ADT™ (category 1) + EBRT! PSA failure —|(PROS-8

{category 2B) or o
or See Radiation Therapy

Ohservation’ Recurrence (PROS-9)

+ See Monitoring (PROS-T)

Regional: EBRT' + ADT™ (2-3 y; category 1) o

Any T, N1, MO ——|ar See Monitoring (PROS-T)
ADT™

Metastatic:

Any T, m

Any N, M1 ADT

iSee Principles of Radiation Therapy (PROS-D).

lobservation involves menitoring the course of disease with the expectation to deliver
palliative therapy for the development of symptoms or a change in exam or PSA that
suggests symptoms are imminent. See Principles of Active Surveillance and Observation
o

ASix cycles of docetaxel every 3 weeks without prednisone may be administered after

F_EEWMLEBQ&EL completion of radiation in selected patients who are fit for chemotherapy.
Adverse laboratory/pathologic features include: positive margin(s), seminaffRP + PLND can be considered in younger, healthier patients without tumor fixation to the

vesicle invasion, extracapsular extension, or detectable PSA.

pelvic side-wall.
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SYSTEMIC THERAPY FOR PROGRESSIVE CASTRATION-NAIVE DISEASE

Orchiectomy

or

LHRH agonist + antiandrugen'-”
ar

—= [LHRH antagonistly¥

or

Observationt

Mo

Orchiectomy
or

LHRH agonist + antiandrogen =27 days to
prevent testosterone flare

or

LHREH agonist + antiandrugen'-“

or

LHRH antagonist""

or

Continuous ADT'W and docetaxel 75 mg/m’
with or without prednisone for 6 cycles¥

M1 —=

Studies
negative®
for distant
metastases

—=Progression®

Studies
positive®
for distant
metastases

See Systemic Therapy For M0 CEPC

—

* (PROS-10)

See Systemic

Not small cell — |Therapy For M1
CRPC (PROS-11)

Consider biopsy

if small cell . ] -
suspected E:s platin‘etoposide
Carboplatin/etoposide™Y

Small cell—= |or
Docetaxel/carboplatin®Y
or

Clinical trial




Hormon Duyarli Metastatik Prostat Kanseri

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

Surgery Observation ADT

Radiation Int ttent ADT
Radiation +ADT ntermitten ADT + docetaxel

Active Surveillance




Kastrasyona Direncli Prostat Kanseri

Serial rising PSAs or progressive disease on scans
Castrate level of serum testosterone

T <350 ng/ml

T <20 ng/ml

Historical (but not accurate) terminology

Hormone refractory (HRPC)
Androgen independent (Al)




64 yasinda erkek hasta, yaygin sirt agrisi var, kastrasyona direncli,
PSA 134ng/ ml saptandi. Hastaya, dosetaksel baslandive 6
kiirde PSA 60ng/ ml geriliyor. Sonraki tedavilerde artarak 110ng/
ml oluyor. TVS multiple kemik metastazi var. 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-Enuzulutamid
4- Abireteron
5- Kabazitaksel

6-Hepsi olabilir




Kastrasyona Direncgli Hastada Tedavi
Kararinda Ne Etkili

Timor yuku

ADT cevap siiresi( 12 ay2 yadas)

Aldigi tedaviler(dosetaksel 6ncesi sonrasi)

Kemoterapiye yanit durumu

PSA duizeyi

Viseral metastaz

Hastanin semptomatik olmasi

Hastanin performansi ve yasam beklentisi

Secilecek tedavinin toksitesi
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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, #¥8r, 1>*8m (Sipuleucel-T)

Secondary hormones Radium 223
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SYSTEMIC THERAPY FOR M1 CASTRATION-RECURRENT PROSTATE CANCER
= Abiraterone™ with prednisone Progression after:
(category 1) + Abiraterone
+ Docetaxel®®#2 with prednisone » Enzalutamide™
(category 1_] + Docetaxel
= Enzalutamide™ (category 1) See Subsequent Therapy
= Radium-223 for sym ptorpratic bone for M1 CRPC: Na Visceral
metastases (category 1) Metastases (PROS-13)
- No— |- Clinical trial
+ Maintain castrate levels of serum - Secondary hormone therapy™ or
testosterone (<50 ng/dL) » Antiandrogen See Subsequent Therapy_
« Consider bone antiresorptive v Antiandrogen withdrawal for M1 CRPC: Visceral
therapy with denosumab or v Ketoconazole + hydrocortisone®9 | |Metastases (PROS-14)
zoledronic acid (both category 1) if v Corticosteroid
CRPC, bone metastases present » DES or other estrogen
studies + Immunotherapy with sipuleucel-T i i
positive if asymptomatic or minimally Visceral ' ;I::c:t::t?]xel:?“ with prednisone
for symptomatic, no liver metastases, metastases . Enzaﬁjt?mide'“ (category 1)
metastases life expectancy =& mo, ECOG - Abiraterone™ with prednisone
performance status 0-1 (category 1) - Alternative chemotherapy
(See PROS-G)°¢ {mitoxantrone with prednisone)3 ]
- Palliative RT for painful bony Yes™\. Clinical trial Progression”
metastases * Seccbpdary hormone therapy™ tﬂ;t&r aI_I other
+ Best supportive care v Antiandrogen eraples
v Antiandrogen withdrawal
v Ketoconazole £ hydrocortisone®9
v Corticosteroid
v DES or other estrogen
24 lthough 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). Docetaxel may be considered for patients with signs of rapid progression or visceral
Yimaaging should include chest x-ray, bone scan, and abdominalpelvic CT or MRI metastazes despite lack of symptoms.
with and without contrast. Consider C-11 choline PET/CT. See Principles of fRadium-223 is not approved for use in combination with docetaxel or any other
Imaaging (FROS-B). chemotherapy. See Prnciples of Radiation Therapy (PROS-D. page 2 of 2).
335ee Principles of Immunotherapy and Chemotherapy (PROS-G]. MK etoconazole + hydrocortisone should not be used if the disease progressed on

“Sipuleucel-T has not been studied in patients with visceral metastases. abiraterone.
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SUBSEQUENT SYSTEMIC THERAPY FOR M1 CASTRATION-RECURRENT PROSTATE CANCERRh

+ Docetaxel with prednisone (category 1)323
= 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 01
»|* Clinical trial
+ Other secondary hormone therapy™
» Antiandrogen
r Antiandrogen withdrawal
v Ketoconazole £ hydrocortisone99
» Corticosteroid
» DES or other estrogen
+ Best supportive care

Prior therapy |
enzalutamide/
abiraterone" |

No viscergl
metastasgs + Enzalutamide (category 1)™
= Abiraterone™ with prednisone (category 1)
+ Radium-223 for symptomatic bone metastases [category 1}“
+ Cabazitaxel with prednisone (category 1)32
+ Sipuleucel-T if asymptomatic or minimally symptomatic, no liver metastases, life expectancy =6 mo, ECOG 0-1
+ Clinical trial
* Docetaxel rechallenge3?
— |+ Alternative chemotherapy (mitoxantrone with prednisong)3a
= Other secondary hormone therapy™
» Antiandrogen
r Antiandrogen withdrawal
v Ketoconazole + hydrocortisong99
» Corticosteroid
» DES or other estrogen
+ Best supportive care

Prior therapy |
docetaxel

BOKetoconazole £ hydrocortisone should not be used if the disease
progressed on abiraterons.

MmSee Principles of Androgen Deprvation Therapy (PROS-F). Dt . . .
3aSee Prnciples of Immunotherapy and Chemotherapy (PROS-G). sl::hpqrﬁv;Eggﬁ;u;ﬂ?gn;g:pﬁlﬂt;eﬂgﬂtgeﬂn;g‘hms fisted. Best

Radium-223 iz not approved for use in combination with docetaxel or any other ILimited data suggest a possible role for AR-VT testing to help guide

chemotherapy. See Principles of Radiation Therapy (PROS-D, page 2 of 2). zelection of thera
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCH believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

‘erzion 22017, D2/2017 Matoral Comprehensive Cancer Metwors, inc. 2015, ASl fights reserved, The NCCM Suldsiness® and this Tustration may not be reproduced In amy form wEReut the sxoress wrbien permizzion of NCONS, PROS-13
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SUBSEQUENT SYSTEMIC THERAPY FOR M1 CASTRATION-RECURRENT PROSTATE CANCERhPP

= Docetaxel with prednisone (category 1)22
= Clinical trial

= Abiraterone™ with prednisone

= Enzalutamide™

Prior therapy = Other secondary hormone therapy™
enzalutamide/ —=| » Antiandrogen
abiraterone" v Antiandrogen withdrawal

» Ketoconazole £ hydrocortisone®8
¥ Corticosteroid
¥ DES or other estrogen

« Best supportive care

Visceral
metastases

« Enzalutamide (category 1)™
= Abiraterone™ with prednisone (category 1)
-.Cabazitaxelwith nradnisone (Category 1122
1 « Clinical trial
* Docetaxel rechallenge32
* Alternative chemotherapy (mitoxantrone with prednisone)?2
— |+ Other secondary hormone therapy™

v Antiandrogen

v Antiandrogen withdrawal

¥ Ketoconazole + hydrocortisone8s

v Corticosteroid

» DES or other estrogen
* Best supportive care

Prior therapy |
docetaxel

BOK etoconazole + hydrocortisone should not be used if the disease
progressed on abiraterone.
P atients can continue through all treatment options listed. Best

f— A N supportive care is always an appropriate option.
—e= Principles of Androgen Deprvation Therapy (PROS-F). ILimited data suggest a possible rele for AR-VT testing to help guide

335ee Prnciples of Immunotherapy and Chemotherapy (PROS-G). selection of thera
Note: All recommendations are category 28 unless otherwise indicated.
Clinical Trials: HNCCHN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Verzion 23047, D224M 78 Naoral Compreharsive Cancer bisteork, In. 2015, Al rohts reserved. The NCCA Guideines® and this Tustmbon may not be reproduced In any-form winoL the sxpress wetien permission of NCONY. PROS-14
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Sipuleucel-T (Provenge®)
Dendritic Cell Vaccine

Leukapheresis* ~ 40 hours

Dendritic
Antigen Antigen cell

Culture

T W T

Precursor .
APC Antigen-loaded APC

Infusion
In vivo
; T cell

activation

Dendritic cell

*Once every 2 weeks for 3 infusions
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IMPACT Overall Survival

1007
P = 0.032 (Cox model)

HR = 0.775 [95% CI: 0.614, 0.979]

Median Survival Benefit = 4.1 Mos.

Sipuleucel-T (n = 341)
Median Survival: 25.8 Mos.

e

Placebo (n = 171)
Median Survival: 21.7 Mos.

Percent Survival

0 Y r T Y T - Y y Y Y Y

0 6 12 18 24 30 36 42 48 54 60 66
Survival (months)

Kantoff et al NEJM 2010
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Tedavi-Sipuleucel-T

Sipuleucel-T

Approved April 2010

Asymptomatic or minimally symptomatic men with
metastatic CRPC

Toxicities are mild, infusion related: fever, chills
Should NOT be used to treat patients with symptoms

Ideally used early with lower volume disease or before
numerous other therapies

Despite OS advantage, no impact on PSA or
radiographic response, PFS
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Abiraterone and enzalutamide:
Sites of action on the androgen axis

Adapted from Massar

:
[~}
5
:

Intratumoral

Hypothalamus
Pituitary

LHRH agonists
Y / N:‘TH
a ion_|

Abiraterone Adrenal gland

Testoslm‘ % tenedione

d C, Clin Cancer

AR

Res 2011
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Hormonal Tedavi

Chemotherapy naive mCRPC phase 3 trials

COU-302 Mo ey onapomts: O, [PFS PREVAIL

Abiraterone + prednisone No/minimal symptoms Enzalutamide
Liver mets OK PREVAIL

g

Hazard Ratio: 0,706
1B8%, CI: D_80,0.84)

=
k=3
i

i
=
E

£ m

s

E

= W

@
an

5]
=3
i

Enzalitamide Palenis 541l aiva Bl data cut o
«=+ Plascebn Enzabdamide: T2%; Placebo: 3%

T T T T T T
3 ] | z 15 1] il 4 & o I -]

Duration of Overall Survival (Months)

Hazard ratio, 0.53 (35% CI, 0.45-0.6F)
Pac[,001

Hazard Ratio; D166
[36% CI: 0.185, 0.23)
1

Abiraterone-prednisone, 16.5 mo

Prednisone alone, 8.3 mo— _\‘_l_
.| MWo, of Events -
Abiraterane—prednisone: 271
Prednisene alone: 336

Progression-free Survival (5¢)
Pl iexgy a phic Prograssian-Fran Sundasl (%)

Enzabdamide:
“ Placsby

: - .
a 1 (] 12 19
Radiographic Progression-Free Surdival (Months)

Ryan et al NEJM 2013, Ryan et al Lancet Oncol 2015 wer et al NEJM 2014
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Hormonal Tedavi

Drug characteristics and toxicities

| Abiraterone | _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 @
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Hormonal-Yeni Tedavi Secenekleri

THE WAY FORWARD...
A Strong Scientific Rationale supported by Clinical Associations

s — PTEN nagebve 136 05-18.2)

1 —— PTEN positive 20.7 (13.8-26.8)
Interaction Between Androgen Receptor and PI3K/Akt Pathways R
sk :

v-::'?: éso mto':mca 1.19-2.55)
&
O 3i 3R A8 ®h 7> o1 o

* In abiraterone-treated pabents with mCRPC. PTEN
loss by IHC was assocated with a shorter mOS!

*  Newly dagnosed, or surpically resected pabents
with PTEN loss or low expression demonstrated an
increased nsk for recurrence and death'4

= Paired intra-patient tumor sampiles from either
archival hormone-sensitive prostate tissues of

castrabon-rosestant fresh beopsies demonstrated a
high concordance in PTEN status by IHC (86%)'
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Hormonal -Yeni Tedavi

STUDY DESIGN SERVED BOTH MASTERS
Co-Primary Endpoints : rPFS in ITT and pts with PTEN loss

e Summary of ASCO Clinical Efficacy and Safety Data in the
(“" St ] Unselected Patient Population

HR 0TS 054109 . HRM DM 68128)

T P=01
pat 400 mg « A

N 25
P=01

t2
i
1

—— ongress

De Bono et al
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Hormonal Tedavi-Yeni Tedavi

Co-Primary Endpoint met : Patients with PTEN loss (IHC) exhibit improved rPFS on combination

PTEN Loss PTEN Non-Loss

g, — *‘\ ‘\L HR* 039 0.22:0.70) 1 L HR»034 (051137) Exciting I
§ B L Naitee g \‘;A_mf_-?;?;f All (4)Protein and
.§ | L™ Lx Poo < A N . N Sl DNA based assays

S— 4 o = Medan mo .t e
g . ——— L = exhibit
b3 2 S cmte. :
[ A e i R ] high concordance
. = HR* 046 (025-083) 1 HR* 1.13 (069-185)

Ipat 200 mg « Abs - .

2 g - \“-'1« Median 1 1 mo g b-ﬂ?.i)‘? . Abs
-] o b L—‘ F— Pbo « Abs = Y?“‘\_w_ - Po « Al
g of b 1 t—|m46mo | e T . Median 56 mo
E = e L S .

Next Step : Prospective Validation ~De Bono etal
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Hormonal-Yeni Tedavi Secenekeleri

PEMBROLIZUMAB MAKES A GUEST STAR APPEARANCE

Or is it here to stay ? - Hopefully the latter

Addition of Pembrolizumab Upon Progression on

Enzalutamide in Men with mCRPC

—
< e

> ' P e sponsive o
. e f‘ Cycle 1 \'.l‘:o Duvvoave Retreat Upon Progression
o z
G A R | 7
R Cycle 2
= I =
Y
T L i
‘.) .:. M Cycle 3
N O IEI | | Discontinue pembrolizumab |

' My T rve
b T CVC'C“ |).\:..-u- 1 treatment

Rationale
Enzalutamide Resistance

Associated with increased
PD-L1 Expression

Hypothesis

Combo

ENZA-PEMBRO

Will lead to response
PRIMARY ENDPOINT(bold!)
PSA response >=50%
Sample size 28

Null Hypothesis 5%

Alt Hypothesis 25%

R Al 5 Ot Of 27 pts PSA responses (19%)

alutamide thera
Ul '3

4 out of 19 pts 21% SD >Z 6 months

Gra of & ESMO 2016
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Post docetaxel phase 3 trials:
abiraterone and enzalutamide

COU 301:
Abiraterone + prednisone vs AFFIRM:
placebo + prednisone Enzalutamide vs placebo

HR = 0.631 (0.528, 0.752) P < 0.0001
STne, 37T% Reduction In Risk of Death

MDV3100: 18.4 months
(95% CI: 17.3, NYR)

Survival (%)

Survival, %

Dwration of Overall Survival, Months

de Bono et al, NEJM 2011 Scher et al, NE.JM 2012

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

Both agents show significant benefit for OS




Kastrasyona Direncli Prostat

Kanseri

ALSYMPCA (ALpharadin in SYMptomatic
Prostate CAncer) Phase lll Study Design

PATIENTS STRATIFICATION TREATMENT

6 injections at
* Confirmed 4-week intervals
symptomatic

CRPC

*Z2bone - 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 m

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

Placebo (saline)
+ Best standard of care

mw—-=00=2Z2>r20

Planned follow-up 3 years

Parker c et al New Engl J Med vol 369 (3):213-223, 2013. Clinicalfrials.gov identifier: NCTOD699751
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Docitaksel Sonrasi Kemoterapi
ALSYMPCA Overall Survival

100

o HR = 0.695
95% Cl, 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-223614 578 504 369 274 178 105 60 M 18

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

MP  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 I 1
0 months 6 months 12 months 18 months 24 months 30 months

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

de Bono et al, L ancet 2010
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Dosetaksel Sonrasi Kemoterapi

PROSELICA - SURVIVAL

S0 L Sy ot HR (CBZ 20 versus CBZ 25): 1.024
~~
s
: o s GBS CD)
== > ==
progressing during and )
*fler treatrrest mith o ’ " Figure 2. Oversl survwyl
ot etarel Dased regenen 2 Catarfasst 3% v v’ GIW
N 1,200 s ¢ Pt for 10 nrven
172 conters woridwide 2 .
w

Post-marketing, FDA-designed study
Non-inferiority design

HR=0.70 for CBZ 25 vs mitoxantrone (TROPIC)
Fewer Grade 3+ problems with CBZ 20

Protmteny of O W)

5 ¥ ¥ 5 % 8 3 8 B @
> AR AEER. AERR AEER. SRR, SRR 4

T o -y — ———— T
I A Y R NN NITIEERENDDNOEas

PFS, OS ayni olmak ile beraber PSA diisiis orani 25 mg kolunda daha yiiksek.

Agresif hastalikta 25 mg/m2, toksite riski yliksek olan hastalarda 20 mg/m2 uygun
gozukiyor
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Kombinasvon Tedavisi
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= NCBl Resources ¥ How To ¥
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US Nationzl Library of Medicine
National Instiutes of Health Advanced

Format: Abstract - Send to -

Lancet Oncol. 2016 Sep;17(9):1306-16. doi: 10.1016/31470-2045(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 JM'¥; 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, overall survival was significantly longer in patients treated with radium-223 dichlonde (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 histologically or cytolegically 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

100 pgade Mmelasi=ase SEre SloWwed Patients receved intravenc QEctuans of [S0I0T]- 0 kBag'kg [TEn EComMmendanal KO KO

Radium-223+ Abireteron/Enzulatamide;

Kombinasyonu glivenli, etkin gozukuyor. Faz
lll calisma sonugclarina ihtiyag var.



Hormonal Kombine Terapi(Abi+ Enz)

Study Design

enzalutamide abiraterone acetate (+ prednisone)

160 mg orce daily 1 g once daily 5 mg twice daily)

Bone marrow biopsy
Bone marrow aspirate
Blood collection

Baseline Week 9

Endpoints

» Safety

Drug-drug interactions

Modulation of androgen receptor and biosynthesis
Efficacy

Predictors of outcome

Presented By Eleni Efstathiou at 2014 ASCO Annual Meeting, Abstract 5000



Hormonal Kombine Terapi(Abi+ Enz)

Mot Feguently reported Al : GRADYT ) Al
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Fat gue / Asihera “(n Lab hngngy ALl ingeasee 61
ALP creaved 41
PP Ty " () AST increased 1
Vascwlar dosorder Myt len o siin
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Maximal PSA Decline

100
2PSA 50 decline in 78% of patients (47 out of 60)

75 2PSA 90 decline in 50% of patients (30 out of 60)
PSA< 0.1 ng/mlin 13% of patients (8 out of 60)

PSAchange (%)
o
1

754

.w s errrrsrnrrrrmsrressemrees seen sene sensmnenn
100

Exploratory: association of lack of PSA decline with primary resistance (p=0.008)

With permission from Efstathiou E et al. Proc ASCO 2014;Abstract S000.
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Enzalutamide: Phase Ill (AFFIRM)
Similar to Abiraterone

»50% canfirmed PSA fall: "‘. s
"l E 54% ‘
e | . Never had
& 3 1 a PSA
>80% confirmed PSA fall: e

= Enza 25%

8 Enzalutamide

Maxenal FSA Change, %
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Combination Therapy Conclusions

Enzalutamide and abiraterone can be combined
safely

There is no apparent effect of the PK of one drug
on the other

It is too early to tell if combination therapy
improves upon the performance of single agent
therapy or sequential therapy

Biomarkers may be helpful in personalizing
approaches to androgen signaling inhibition in
the future.




AR-V7 MUTASYONU VE HORMONAL

TEDAVILERE DIRENC

ODRIGINAL ARTICLE

AR-V7 and Resistance to Enzalutamide
and Abiraterone in Prostate Cancer

Emmanuel 5. Antonarakis, M.D., Changxue Lu, Ph.D., Hao Wang, Ph.D.,
Brandon Luber, Sc M., Mary Nakazawa, M.H.5,, Jeffrey C. Roeser, B.5.,
Yan Chen, Ph.D., Tabrez A. Mohammad, Ph.D., Yidong Chen, Ph.D.,
Helen L. Fedor, B.S., Tamara L Lotan, M.D., Qizhi Zheng, M.D.,
Angelo M. De Marzo, M.D., Ph.D., John T. Isaacs, Ph.D., William B. Isaacs, Ph.D.,
Rosa Madal, M.D., Channing ). Paller, M.D_, Samuel R. Denmeade, M.D.,
Michael A. Carducc, M.D., Maric A. Eisenberger, M.D., and Jun Lua, Ph.D.
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AR-V7 MUTASYONU VE HORMONAL

TEDAVILERE DIRENC

/
AR-V7 pozitif hastalarda hormonal tedavilere cevap verme orani %0’dir.
. Abirateron n:31
Enzalutamid n:31
trt AR-V7 M AR-V7 ﬁgéi\{?ve = ﬁgé\é%f
100 * * * positive negatif 100 | * * * *
N
Tt PSA cevap orani: PSA cevap orani:
t AR-V7 (+) %0 " AR-V7 (+) %0
_ 7 .. ARV7(-)%52.6 ] AR-V7 (-) %68
£ + P:0.004 - P:0.004
:g)o %
g X
& <
4
-50 =0
-100 -
-100 —
-

Hastalarin %19-39 unda AR-V7 pozitif bulunmustur.

Antonarakis ES, et al. AR-V7 and Resistance to Enzalutamide and Abiraterone in Prostate Cancer.
N EnglJ Med. 2014 Sep 11;371(11):1028-38
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p
1 -
0.8 -
£ o6
B
00 ARV7 Negatif >16 ay (%95 Cl, 16-..)
2 04
(] g
S ARV7 Pozitif 9.9 ay (%95 Cl, 4.5-13.8)
O .
024 —— AR-V7 Negatif HR 5.5 ay (%95 Cl, 2.5- 12.0);p<0.001
AR — V7 Pozitif
Log rank Test, P<.001
00 [ [ [ [ [ [ [
0 3 6 9 12 15 18 21
Number at risk ay
AR — V7 Negative: 44 43 43 41 31 15 4 0
AR — V7 Positive: 18 14 11 10 5 4 0
-

Antonarakis ES, et al. AR-V7 and Resistance to Enzalutamide and Abiraterone in Prostate Cancer. N Engl J Med. 2014
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The NEW ENGLAND JOURNAL l‘-_f MEDICINE

A Erzal ide-Treated Pati B Abiraterone-Treated Patients
1 P ] by log-rank st L=y P 001 by log-rank test
z H
LES .84
: H
# 0~ ! 0.6
5 E .
E a4 E 0.4 ARNT negative
ARNT negatr -+
E a2 e 3 0
S & ARNT positive
ae e . 00 . . .
K] 3 B g 12 [ k] b L]
Maonths Months
Ma. at Risk Mo at Risk
ARNT megative 19 12 2 1 0 ARNT negative 25 ] 5 a
ARNT posithe 12 1 (i} (] 0 ARNT positeve b 1 i} a
€ Erzal ide-Treated Pati D' Abiraterone-Treated Patients
Lo Pecll 001 by log-rank test 1.0 Puct1.001 by bog-rank test
ME A HF s
= &z
B4 B
i ! 0] o g e
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52 a4 5.9 g4
I E. R
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RNT L
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[H] 3 E g 12 [ 3 b L]
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Figure 3. Kaplan—Meier Analysis of PSA Progression—free Survival and Clinical or Radiographic Progression—free Survival According to
AR-YT Stabus.
The median P54 progression-free survival in enzalutamide-treated patients (Panel A) was 1.4 months (95% CI, 0.9 to not reached) in
ARVT—positive patients and 6.0 months (953 C1, 3.8 to not rezched) in ARV 7-negative patients (hazard ratio for PSA progression with
ARNT positivity, 7.4; 953 CI, 27 to 20.6; P=0.001 by the log-rank testy. The median PSA progression—free survival in abiraterone-treated
patients [Panel B) was 1.3 months (953 CI, 0.9 to not reached) in AR-W7—positive patients and more than 5.3 months (253 CI, 5.3 to
not reached) in AR-¥7-negative patients (hazard ratio for PSA progression with ARV T positivity, 16.1; 95% CL 3.9 to 66.0; P<0u001 by
the log-rank test). The median clinical or radiographic progression-free survival in enzzlutamide-treated patients (Panal C) was 2.1
manths {355 CI, 2.0 to not reached) in ARV 7-positive patients and 6.1 months (953 CL 4.7 o not reached) in AR-V7—negative pa-
tients (hazard ratio for clinical or radiographic progression with AR-V7 positivity, 8.5; 95% O, 1.8 to 25.5; P<0.001 by the log-rank test).
The median cliniczl or radiographic progression—free survival in abiraterone-treated patients (Panel D) was 2.3 months (953 C1, 1.4 to
not reached) in AR-V7—pocsitive patients and more than 6.3 months {95% CI, 6.3 to not reached) in ARV 7-negative patients (hazard ra-
tio for clinical or radiographic progression with ARV positivity, 16.5; 95% C1, 3.3 to E2.9; P=0.001 by the log-rank test).




TAKSANLAR AR-V7+ HASTALARDA ETKILIDIR

JamMA Oncol. 2015 Aug;1(5):582-91. doi: 10.1001/jamaoncol. 2015.1341.

Androgen Receptor Splice Variant 7 and Efficacy of Taxane Chemotherapy in Patients With Metastatic
Castration-Resistant Prostate Cancer.

Author information

Abstract

IMPORTANCE: We previcusly showed that detection of androgen recepter splice variant 7 (AR-V7) in circulating tumor cells (CTCs) from men
with castration-resistant prostate cancer (CRPC) was associated with primary resistance to enzalutamide and abiraterone therapy, but the
relevance of AR-VT status in the context of chemotherapy is unknown.

OBJECTIVE: To investigate whether AR-\7-positive patients would retain sensitivity to taxane chemotherapy and whether AR-VT status
would have a differential impact on taxane-treated men compared with enzalutamide- or abiraterone-treated men.

DESIGN, SETTING, AND PARTICIPANTS: We examined CTCs for AR-W7 mRNA using a reverse-transcription polymerase chain reaction
assay. From January 2013 to July 2014, we prospectively enrolled patients with metastatic CRPC initiating taxane chemotherapy (docetaxel
or cabazitaxel) at a single academic institution (Johns Hopkins). Our prespecified statistical plan required a sample size of 36 taxane-treated
men.

MAIN OUTCOMES AND MEASURES: We evaluated associations between AR-VT status and prostate-specific antigen (PSA) response rates,
PSA progression-free survival (PSA PFS), and clinical and/or radiographic progression-free survival (PFS3). After incorporating updated data
from our prior study of 62 patients treated with enzalutamide or abiratercne, we also investigated the interaction between AR-VT status
(positive or negative) and treatment type (taxane vs enzalutamide or abiraterone).

RESULTS: Of 37 taxane-treated patients enrclled, 17 (46%) had detectable AR-VT in CTCs. Prostate-specific antigen responses were
achieved in both AR-V7-positive and AR-VT7-negative men (41% vs §5%; P = 19). Similarly, PSA PFS (hazard ratio [HR], 1.7, 95% CI, 0.6-
5.0; P=.32) and PFS (HR, 2.7, 95% CI, 0.8-8.8; P = .11) were comparable in AR-V7-positive and AR-V7-negative patients. A significant
interaction was cbserved between AR-VT status and treatment type (P < .001). Clinical outcomes were superior with taxanes compared with
enzalutamide or abiraterone therapy in AR-V7-positive men, whereas outcomes did not differ by treatment type in AR-V7-negative men. In AR
MNT-positive patients, PSA responsas were higher in taxane-treated vs enzalutamide- or abiraterone-treated men (41% vs 0%; P < .001), and
PSA PFS and PFS were significantly longer in taxane-treated men (HR, 0.19 [95% CI, 0.07-0.52] for PSA PFS, P=.001; HR, 0.21 [95% CI,
0.07-0.59] for PFS, P =.003).

CONCLUSIONS AND RELEVANCE: Detection of AR-VT in CTCs from men with metastatic CRPC is not associated with primary resistance to
taxane chemotherapy. In AR-V7-positive men, taxanes appear to be more efficacious than enzalutamide or abiraterone therapy, whereas in
AR-VT-negative men, taxanes and enzalutamide or abiraterone may have comparable efficacy. Circulating tumor cell-based AR-VT detection
may serve as a treatment selection biomarker in CRPC.

Full text links
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ONCEKI ADT SURESI ILE SECILEN TEDAVISI

ARASINDAKI ILISKI

~
Kabazitaksele 2%30 PSA cevabi Kabazitaksel tedavisi ile PSA
veren hasta orani progresyonuna kadar gegen siire
70 P=0.54 8 P=0.052
I = I
60 9 3
%57.1 ; 6.3 ay
%50.0 & 6
— 504 &
& c
g 2 4
I 304 s
s 3
204 c:% 2 4
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0 7 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
J
I
mKDPK’li hastalarda ilk ADT’ye kisa cevap siiresi (12 ay), kotii prognoz ve sonraki hormonal tedavilere diisiik cevap
ile iliskilidir. Kabazitaksel ise 6nceki ADT siiresinden bagimsiz etkilidir. )

Angelergues et al ASCO GU 2014 poster A282



PREVAIL Calismasi Alt Grup Analizi

Radiographic Progression-Free Survival
Benefit was Consistent Across Subgroups

Number of Patients
Enzalutamide / Hazard Ratio
Subgroup Placebo (95% CI)

All patients 832 /801 0.19 (0.15, 0.23)
ECOG performance status at baseline=0 5571549 0.15(0.11, 0.20)
ECOG performance status at baseline=1 2751252 0.27 (0.19, 0.37)
Age <75 529 /517 0.20 (0.15, 0.26)
Age 275 303 /284 0.17 (0.12, 0.24)
Geographic region - North America 214/ 204 0.17 (0.12, 0.25)
Geographic region - Europe 456 /435 0.21(0.15, 0.28)
Geographic region - Rest of world 162/162 0.14 (0.08, 0.25)
Visceral disease (lung and/or liver) at screening - Yes 97/101 0.28 (0.16, 0.49)

Visceral disease (lung and/or liver) at screening - No 735/700 0.17 (0.14, 0.22)

Hazard ratio <1 favors enzalutamide




Viseral Metastaz Varligi

AFFIRM Alt Grup Analiz

Subgroup Mo. of Patients Enzalutamide  Placebo Hazard Ratio (95% CI)
median overall sunival (mo)
All patients 1199 18.4 136 rHe— i 0.63 (0.53-0.75)
Age i
=65 yr 362 — 12.4 —— ! 0.63 (0.46—0.87)
=65 yr 837 15.4 13.9 e— 0.63 (0.51-0.78)
Baseline ECOG performance status score i
-1 1097 — 14.2 H— | 0.62 [0.52-0.75)
2 102 105 7.2 —— 0.65 (0.39-1.07)

Baseline mean pain score on BP-5F
{question no. 3)

1

1

i
=4 858 — 16.2 - i 0.59 (D.470.74)
=4 341 12.4 5.1 —— 0.71 [0.54-0.94)

Geographic region i
Morth America 395 17.4 12.3 —— 0.63 (0.47-0.83)
Other 504 — 14.4 Fe— | 0.64 (0.51-0.30)

Mo. of previous hormonal treatments i
=2 587 18.8 11.2 ——i ! 0.39 (0.46—0.75)
=2 605 183 14.7 —— 0.68 (0.53-0.28)

Mo. of previous chemotherapy regimens i
1 875 — 142 — : 0.59 [0.48-0.73)
=2 124 159 12.3 I—.—E-I 0.74 (0.54-1.03)

Type of progression at study entry

1

1
PSA progression only 430 — 19.5 —— i 062 (0.46-0.83)
Radiographic progression with or 04 173 13.0 —— H 0.64 (0.52-0.80)

without PSA progression i

Ma. of bone lesions !
=20 746 — 16.2 —a—i i 0.59 (0.46—0.75)
>20 453 13.1 s —— | 0.67 (0.52-0.87)

Visceral Il'ruer or |unﬂ disease at baseline |

Na 321 — 14.2 ro—i ! D36 DAc 0es) |

Yoz aLi 134 LY } —~ Qzz 0se_]03)

Baseline PSA level !
<Median 500 — 19.2 —— 067 [0.50-0.83)
=Medizn 599 153 10.3 —e— | 0.62 [0.50-0.78)

Baszeline LDH level i
=Medizn 603 — 19.2 —— ! 0.63 [0.46-0.86)
>Median 594 12.4 35 ——i i 0.61 (0.50-0.76)

D.ID CI!S ll.lJ l.IS
Enzalutamide Placebo
Better Better

Figure 2. Subgroup Analyses of Hazard Ratios for Death in the Two Study Groups.



Viseral Metastaz Varligi

COU-AA-301 Alt Grup Analiz

Median (months) HR {95% 1)
Ab+P  Placebo+P

Baseline ECOG performance status* i

-1 70 123 —e— | 074 (0-63-0-86)
2 73 70 | = — 077 (0-50-1.17)
Baseline BPI-SF score® !

4 184 139 —a—| i 0-69 (0-56-0-85)
=4 123 93 —e— | 078 (0-63-0-96)
Number of chemiotherapy regimens* i

1 71 117 —e— | 071 (0-58-0-85)
2 142 104 — e | 0-80 (0-61-1.03)
Type of progression* i

Psaonby 1831 136 —a—| ' 0-63 (0-47-0-84)
Radiographict 148 105 —e— ! 078 (0-65-0-93)
Age (years) [

<65 150 12 —e— ! 0-69 (0-53-0-91)
=65 162 111 —ea— 076 (0-63-0-90)
=75 156 2 b—e— ! 0-64 (D-42-0-85)

S A
E | es 129 83 e | 079 (0.5a-1.00) ]

Mo 71 123 —e— ! 0-69 (058-0-82)
Baseline PSA above median E

Yes B6 88 —e— E 065 (0-53-079)
No 182 153 —e—! 079 (0-63-0-95)
Baseline LDH abowe median :

Yes 104 80 —e— ! 077 (0-63-0-93)
Mo 208 180 —e—1 ! 075 (0:58-0-96)
Baseline ALK-P above median E

Yes 124 81 —— ! 0-60 (0-50-074)
No 195 180 — 0-88 (0-69-1-12)
Region !

Marth America 164 111 —e— : 0-68 (0-56-0-83)
Other 151 115 f——] 0-80 (0-64-1-00)
All patients 168 112 —a—] ; 074 (0-64-0-86)

T T T 1
05 075 1 15
Favours AA+P Favours placebo+F

Figure 3: Overall survival by subgroup anaty ses
Af=abiraterone acetate. P=prednisone. HR=hazard ratio. ECOG=Eastern Cooperative Oncology Group.
BFI-5F=Brief Fain Inventony-Short Form. PSA=prostate-spedific antioen. LDH=lactate dehvdrooenase.



TAX-327 Alt-Grup Analizi

Table 2. Treatment.*®

Docetaxel  Weekly  Mitoxantrone

Variable Every 3Wk Docetaxel Every3 Wk
Mo. randomized 335 334 337
Mo, treated with chemotherapy 332 330 135
Mo. treated with prednisone 332 330 335
MNo. of gycles

Median 2.5 4 3

Range 1-11 1-6 1-11
=1 Infusion delayed (%) 24 14 21
Dose reduction (%) 12 9 2
Major protocol viclation (9€) 7 B 7

Reasons for stopping treatment (%)

Completed treatment 46 35 25
Progression of disease 38 i5 56

Adverse event 11 16 10
Withdrawal of consent 1 6 3
Death 1 2 2
Other 4 [ 5
Crossover to other drug (%) 27 24 20

* Percentages relate to the number of patients treated in each group. Because of
rounding, not all percentages total 100.



Dosetaksel Yanitina Gore

COU-AA-301 Alt Grup Analiz

Abiraterone acetate plus prednisone Placebo plus prednisone Hazard ratio (95% C1)
Events/N Median overall survival  Bvents'M Median overall survival
(months; 95% CI) (months; 95% C1)

Baseline ECOG status*
-1 4321715 7-0(156-177) 2371353 12-3 (10-8-14.5) 074 (0-63-0-87)
2 69/82 71(6-4-8B-6) Fl45 7-0(40-81) 077 (0-50-1-17)
Pain at study entry*
Pain absent {0-3) 244/440 18-4 (17.2-19.9) 137/219 13-9 (11:7-15-9) 0-69 (0-56-0-85)
Pain present (4-10) 257/357 13-3(111-147) 137/179 83 (7-3-107) 078 (0-63-0-56)
Previous lines of chemotherapy™
1 329/557 171 (156-18-2) 185/275 117 (10-4-13.9) 071 (0-55-0-85)
2 172240 14-2 (11-8-15-3) 8o/123 10-4 (8-8-13.5) 0-80(0-61-1.02)
Type of progression™t
PSA progression 126/238 183 (167-20-8) 7of125 136 (10-B-16-8) 0-63 (0-47-0-84)
Radiographic progression with orwithout PSA  375/559 14-8 (14.0-16-1) 195373 10-5(8.2-12.5) 078 (0-65-0-93)
progression
Previous docetaxel usage
From first dose of docetaxel 494/787 326 (30-7-35-0) 740397 37-6(25-5-20-3) 075 (0-65-0-88)
From last dose of docetaxel 494787 732 (22-4-24.5) 741357 19-4 (17-5-20-8) 074 (0-64-0-86)
Reason for discontinuation of docetaxel
Progressive disease 2411362 14.2 {12-0-15-8) 129182 10-5(9-3-11-8) 077 (062-0-97)
All other reasons 158471 17-0 (15-6-18-3) 145215 12-6 (10-4-14-9) 073 (0-59-0-29)
Treatment of abiraterone acetate plus prednisone started
=3 months after last dose of docetaxel 144277 150 (13-7-17-4) 82f112 107 (8-9-13-0) 0-62 (0-47-0-83)
=3 months after last dose of docetaxel 346/554 161 (14-9-17-3) 190y282 11-8 (10-3-14-6) 077 (0-64-0.92)

=3 months
>3 months

14-6 (11-2-167)

10-8 (8-4-14-9)

076 (0-53-1-08)

ECOG=Eastern Cooperative Oncology Group. PSA=prostate-spedfic antigen. Overall survival is presented in months. Patientswhowere not deceased at the time of analysis
were censored on the last date the patient was known to be alive or lost to follow-up. All subgroup analyseswere adjusted for basaline stratification factors. Bvery testwas
done at significance level of 0-05. Patient numbers are not consistent across subgroups because of missing data. * Stratification factors at baseline. 1 Progression ocowrred
before study entry.

Tabile 3: Overall survival by subgroup (univariate analysis)




TROPIC Calismasinin Alt Analizi

Total docetaxel dose: = 675-900 mg/m?

Progression during docetaxel treatment
Progression =4 months arter docetaxe
Progression =3 months after docetaxel

192 ——
T 1
0-25 0-50 1 2
4 —_—»
Favours Favours
cabazitaxel mitoxantrone

Patlent HR (95% CI)

number
All randomised patlents 7L —— 0.70 (0-59-0-83)
ECOG status: 0, 1 604 — 0-68 (0-57-0-82)
ECOG status: 2 61 * 0-81 (0-48-138)
Measurable disease: no 350 —— 072 (0-55-0-93)
Measurahle disease: yes 405 — 0-68 (0-54-0-85)
Number of previous chemotherapies: 1 528 — - 0-67 (0-55-0-83)
Number of previous chemotherapies: =2 227 —— 0-75 (0-55-1-02)
Age: <65 years 205 — 0-81 (0-61-1.08)
Age: =65 years 460 — 0-62 (0-50-078)
Pain at baseline: no 374 —— 0-55 (0-42-072)
Pain at baseline: yes 342 — 077(0-61-0-98)
Rising PSA at baseline: no 159 — 0-88 (0-61-1-26)
Rising PSA at baseline:yes 583 — 0-65 (0-53-0-80)
Total docetaxel dose: <225 mg/m? 59 - 0-96 (0-49-1-86)
Total docetaxel dose: =225-450 mg/m?* 206 ——— 0-60 (0-43-0-84)
Total docetaxel dose: =450-675 mag/m® 217 P 0-83 (0-60-1-16)

131 ——

L 073 (0-48-1.10)

0-65 (0-47-0-90)
L {L] B

Figure 2: Overall survival

(A) Kaplan-Meier estimates of the probability of survival in patients in all patients randomly assigned to treatment
with cabazitaxel plus prednisone or mitoxantrone plus prednisone. The points on the curves show censaored
observations. (B) Intention-to-treat analysis of overall survival in subgroups of patients defined by baseline
characteristics. Hazard ratios (HRs) lower than 1 favour the cabazitaxel group and greater than 1 favour the

mitoxantrone aronmn




DOSETAKSEL SONRASI KABAZITAKSEL KULLANAN HASTALARIN

3. BASAMAK TEDAVIYi KULLANABILME SANSI YUKSEKTIR

28 333 prostate cancer patiants treated at
US Oncology Metwork practicas from CSA
ratwark with full EHR capabiliies

w

24 T48 patients had at least 2 visits Excluding 684 clinical trial

N patients and 3678 patiants

© | treatad for tumaor types othar than
¥ prostate cancer

and treated for multiple tumor

types were not to ba mutually

¥ exclusive. Thare wara 14

BEZ3 patients wilth mCRPC weare treated during common patiants)
the study time framea

w

2574 patients with mCRPC treated with D |

2224 did nol recaive A
or G after D

113 patients receivad D 237 patients received D
followed by C and A followead by aither C or A In
in second- and third-line or vice versa second-line

54 DC patients 183 DA patients

Hhbrevizfions: A = shiraiamne acatate; C = cabaritaes; (54 = Comprehensive Strategic Aliance; [ = docet=eal; [ = docetaes| followed by shiraferona; DAL = docatasel folewad by sbiratenone
aratate and then cabaritaenl; OC = doceizxel foliowed by cabaritzeel; DCA = docstzes| folloswed by cabemt=xal and $ien ahirtemons acetais; BHR = electronic health record; mCAPC = metasistic

Sonpavde G, et al. ESMO 2013 poster
sunum p412




Docetaksel sonrasinda cabazitaxel alanlar

tedaviyi daha uzun surdurebilmistir.

Table 1 Drug Exposure and Treatment Discontinuation Rates

Docetaxel cycles, n
Mean (50}

Median

Range

95% O
Cabazitaxel cycles, n
Mean (50}

Median

Fange

95% O

A discontinuation rates
within 3 mo, n (%)

Total
W = 237)

772 [B.14)
;
1045

6.90.8.50

Two-Drug Sequence
[ DA
(=754 | (n=183)
744429 | 780 B59)
6.5 b
2-19 145
6.27-8.61 6.84-8_76

508 (4.93) -
5 -
1-20 -
1.32.4 63 -
- WPy

P Value

1484

(N = 113)

B.OB (5.72)
5
1432

702015

es iy | 7sepss | 4zmpay )
5 . 1

1419
572730
46 (40.7)

Three-Drug Sequence
DCA DAC
h=" | in=3)
BO1 (578 B.25 5.79)
6 6.5
1-30 232
6.71-9.31 6.28-10.21

1419
6.61-6.54
3 (416

1417
316528
14 (8.9)

P Value

72

< 0001
JET8

Abbrevizions: (| = conficence interval, DA = dJocetawel followed by abiraterone acetste; 0AC = docetaeal followed by abiraterone acetate and then caberitzval OC = oocetzeed folowed by
cabazitavel, OCA = docet=esl followed by cabaritaxel and then shiraterne acetate; S0 = standzed deviation.




Dosetaksel Sonrasi Kabazitaksel Kullanan Hastalarda

Etkinlik Verileri

Docetaxel cycles, n
Mean (50}

Median

Range

95% O
Cabazitaxel cycles, n
Mean (50}

Median

Fange

95% O

A discontinuation rates
within 3 mo, n (%)

Total
W = 237)

772 [B.14)
;
1045

6.90.8.50

Two-Drug Sequence
[ DA
(=754 | (n=183)
744429 | 780 B59)
6.5 b
2-19 145
6.27-8.61 6.84-8_76

508 (4.93) -
5 -
1-20 -
1.32.4 63 -
- WPy

P Value

1484

Total
(N = 113)

B.OB (5.72)
5
1432

702015

es iy | 7sepss | 4zmpay )
5 . 1

1419
572730
46 (40.7)

Three-Drug Sequence
DCA DAC
h=" | in=3)
BO1 (578 B.25 5.79)
6 6.5
1-30 232
6.71-9.31 6.28-10.21

1419
6.61-6.54
3 (416

1417
316528
14 (8.9)

Table 1 Drug Exposure and Treatment Discontinuation Rates

P Value

72

< 0001
JET8

Abbrevizions: (| = conficence interval, DA = dJocetawel followed by abiraterone acetste; 0AC = docetaeal followed by abiraterone acetate and then caberitzval OC = oocetzeed folowed by
cabazitavel, OCA = docet=esl followed by cabaritaxel and then shiraterne acetate; S0 = standzed deviation.




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. An 013, 24:1802 t al. Ann Oncol 2013.24:1807-12, Scivader AJ et al. Ewr
{ 2014.65:30-6, Badrising ,fw( al. Cancer ."“’.4 '.." 968-75, Cheng HH et al. PCAN, epub 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: 198505, Scher H NEJM 2012.367:1187-97, Nadal R et al Prostate 2014.,74:1560-8)

and Taxanes may be less effectlve after abl/enza

Schweizer MT ot al. Eur Urol 201466 52, Mezynski J et al. An nool 2012:23:2943




64 yasinda erkek hasta, yaygin sirt agrisi var, kastrasyona direncli,
PSA 134ng/ ml saptandi. Hastaya, dosetaksel baslandive 6
kiirde PSA 60ng/ ml geriliyor. Sonraki tedavilerde artarak 110ng/
ml oluyor. TVS multiple kemik metastazi var. 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-Enuzulutamid
4- Abireteron
5- Kabazitaksel

6-Hepsi olabilir




Kastrasyona Direncgli Hastada Tedavi
Kararinda Etkili Parametreler

Tiimor yiku

ADT cevap siiresi( 12 ay= yadas)

Aldigi tedaviler(dosetaksel 6ncesi sonrasi)
Kemoterapiye Yanit durumu

Viseral metastaz

Hastanin semptomatik olmasi

PSA diizeyi

Hastanin performansi ve yasam beklentisi

a
g
g
g
g
g
g
g
g

Secilecek tedavinin toksitesi




