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Prostat Kanseri Insidans ve Mortalite

Estimated New Estimated
Commeon Types of Cancer Cases 2015 Deaths 2015
1. Breast Cancer (Female) 231,840 40,290 l:r;;“;;ealcla::ircr:ri:r::'izzi 5
2. Lung and Bronchus Cancer 221,200 158,040 in the U.5.
3. Prostate Cancer 220,800 27,540
4, Colon and Rectum Cancer 132,700 49,700
5. Bladder Cancer 74,000 16,000
6. Melanoma of the Skin 73,870 9,940
7. Mon-Hodgkin Lymphoma 71,850 19,790
8. Thyroid Cancer 52,450 1,950
9. Kidney and Renal Pelvis Cancer 61,560 14,080
10. Endometrial Cancer 54,870 10,170

13.3%

In 2015, it is estimated that there will be 220,800 new cases of prostate cancer and an estimated 27,540 people will die
of this disease.



Prostat Kanseri Insidans ve Mortalite

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

Bone therapy
for osteoporosis and
bone metastases

Bisphosphonates
zoledronic acid

Primary therapy
surgery, radiation therapy, RANK ligand inhibitor Immunotherapy
active surveillance denosumab \Sipu'euceﬁ
. : Castration- Metastatic
Localized Recurrent Metastatic Yockita castration-
prostate | cancer (rising —>{ prostate > cancer (risin "1 ‘Gaistant
cancer serum PSA) cancer g
serum PSA) cancer
Adjuvant hormonal therapy Androgen deprivation Chemotherapy
(with radiation) LHRH analogs, LHRH docetaxel, cabazitaxel
— —. antagonists, anti-androgens,

androgen synthesis inhibitors

Sekil; Abeloff's Clinical Oncology, 10th edition




OLIGOMETASTATIK HASTALIK

Oligometastatik Hastalik'

Hellman ve arkadaslari tarafinda 1995 yilinda tanimlanmis

O Primer tumor tedavi edilmemis
O Senkron metastaz saptanan
L metastaz bolgesi sayisi 5< olan hasta grubu

Oligorekiirrens Hastalik?
Niibe ve arkadaslari tarafindan 2010 yilinda tanimlanmis

O Primer timor tedavi edilmis
0 Metakron metastaz gelisen
L Metastaz bolgesi sayisi 5< olan hasta grubu

1. J Clin Oncol. 1995;13:8-10 2.Jpn J Clin Oncol 2010;40:107-111




OLIGOMETASTATIK HASTALIK

Schema of oligometastases
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Figure 1. This is a schema of oligometastases. Schema 1 shows one distant
metastasis/recurrence with a primary lesion. Schema 2 shows two distant
metastases/recurrences with a primary lesion.

Schema of oligo-recurrence
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Figure 2. This is a schema of oligo-recurrence. Schema 1 shows one distant
metastasis/recurrence with a controlled primary lesion. Schema 2 shows two
distant metastases/recurrences with a controlled primary lesion. The biggest
difference between oligometastases and oligo-recurrences lies in the uncon-
trolled or controlled primary lesion. Oligo-recurrence requires a controlled
primary lesion.

Niiebe etal. Jpn J Clin Oncol 2010;40:107-111




OLIGOMETASTATIK HASTALIK NEDEN ?
NASIL? TEDAVI

Progresyona kadar gecen slireyi uzatmak
Tam kir elde etmek
Tamor yukind azaltmak
Primer timor odagindan kaynaklanan yayilimi engellemek
Obstruktif Gropatiyi engellemek
Tedavi
Primer ve metastik bolgeye yonelik olarak
O Cerrahi

O RT(SABRT vb)
0 RFA




Oligometastatik Prostat Kanseri Tanimi

Study Group (ClinlcalTHals.gov Number of

Identifler/1ISRCTMN Number) Metastases Site of Metastases Imaging Modal ity

Liniversity of Florida (NCTOM852221) NS Any except brain or CHNS —

sunnybrook Health Sciences Centre (MCTOZ2E63651) =h Qutside the prostate and —
pehvic LMs

Sidney Kirnmel Compraehensive Cancer Centar < 4 Extrapelvic —

(MCTO2435367)

Mayo Clinic (MCTO7772802) =3 MS —

Grupo de Investigacidn Clinica en Oncologla Radioterapia =4 Bone, LM —

(MCTOZ2192788)

Liniversity Hospital, Ghent (NCTO1558427) =3 MS (M, M1a/tb) —

Technische Universitdt Dresden (NCTO2264379) =b MS —

City of Hope Medical Center (NCTOOB44230) =h MS (N1-3, M1} —

Mermarial Sloan Kettering Cancer Center (WCT02020070) =10 Bone, LM —

Sidney Kirmmel Comprehensive Cancer Center (ORIOLE) =3 Bone, LM —

(NCTOZE80687)

MDD Anderson Cancer Center (MCT01751438) NS Any except brain Bone scan, CT scan,
or CNS andyor MRI

Martini-Klinik am UKE GmbH (MCT02454543) =5 Bone, LM —

Oncford Liniversity Hospitals (ISRCTH1B704862) NS Bone, LM —

Liniversity Hospital Ghent (NCT0O2138721) ME Any except brain or CNS —

CHS = canfral nervous systarm; LM = ymph node; MR = not reported; N5 = not specified,




Oligometastatik Prostat Kanseri Tanimi

MNumber of
Studies n Metastases Site of Metastases Imaging Modallty
Tabata et al[81] ab =b Bone only; each site Bone scan
< B0% size of
vartebral body
Ahmed et all82] 17 <h NS NCcholine PET/CT, MBI, biopsy, CT, and "C-choline
FET/CT + MRI
Berkovic et al[83] 24 <3 Bone, LN Bone scan + '°FFDG PET/CT, bone scan + "'C-choline
FET/CT
Schick et al[B4] B0 <4 NS Bone scan + "®Fcholing PET/CT, bone scan
+ "C-acetate PET/CT
Decaestecker et al[85] B0 <3 Bone, LN 8 EFDG PET/CT, WRcholine PET/CT
D5t et al[66] 114 =3 Ay 8 EFDG PET/CT, WRcholine PET/CT

FDIG = fluorodecxygluccse; LN = lymph noda; NS = not specified; PET = positron emission tomography.

http://www.cancernetwork.com
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OLIGOMETASTATIK HASTALIK

Metastatik bolge kanser hiicre klonlari

Copy number analysis indicates monoclonal origin of
lethal metastatic prostate cancer

Wennuan Liun'?, Sari Laitinen®?, Sofia Khan®, Mauno Vihinen®, Jeanne Kowalski’, Guogiang Yoo,
Li Chen?, Charles M Ewing®, Mario A Eiscnbclgcr;. Michacl A Carducci’, William G Nedson’,
Srinivasan Yegnasubramanian’, Jun Luo®’, Yue Wang’, [ianfeng Xu', William B Laacs®’,

Tapio Visakorpi® & G Steven Bova®™®

NATURE MEDICINE VOILUME 15 | NUMBER S| MAY 209
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30 hastada otopsi sonrasi yapilan genetik incelemede, metastatik bolge klonlari,
primer tumor ile benzer 6zelikler gostermektedir.




OLIGOMETASTATIK HASTALIK

Circulating Tumour Cells

Circulating Tumor Cells Predict Survival Benefit from Treatment in
Metastatic Castration-Resistant Prostate Cancer

Juhann 5. de Boan ! Howeard 1 Scher® R, Brues MIJI'IlgUrI'II:r'r;E Christopher Parker,' M Craig Miller,*
Henk Tissing,* Gerald V. Doyle,* Leon WAW. M. Terstappen,* Kenneth J. Pienta © and Derek Raghovan®

Clin Cancer Res 2008:14(19) October 1, 2008
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OLIGOMETASTATIK HASTALIK

Survival with Newly Diagnosed Metastatic Prostate Cancer in
the “Docetaxel Era”: Data from 917 Patients in the Control Arm
of the STAMPEDE Trial (MRC PROS, CRUK/06/019)

Nicholas David James ™', Melissa R. Spears®, Noel W. Clarke®, David P. Deamaley “,
Johann S. De Bono®*, Joanna Gale’. John Hetherington®, Peter j. Hoskin", Robert J. jones’,
Robert Laing’, Jason F. Lester®, Duncan McLaren®, Christopher C. Parker®-®,

Mahesh K.B. Parmar®, Alastair W.S. Ritchie®, J. Martin Russell™, Rato T. Strebel",

George N. Thalmann °, Malcolm D. Mason*, Matthew R. Sydes®

EURC FEAN UROLOGY €7 [2015) 10281038

STAMPEDE CALISMASI; 917 KONTROL
KOLUNDE(ADT alan) BULUNAN M1
HASTALARIN SONUCLARI
Hastalarin %62 yalniz kemik ve %26
kemik+yumuska doku met.(lenf nodu
metastazi)
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OLIGOMETASTATIK HASTALIK

Percentage of the positive area of bone metastasis is an
independent predictor of disease death in advanced
prostate cancer

M Noguchi*', H Kikuchi', M Ishibashi® and S Noda'
‘Department of Usbgy, 67 Asahémachi, Kunume University School of Medione, Kuume, Ribuoka
Deparrment of Rodology &7 Asahinachy, Kurume Uhversty Schood of Medaine, Kurume kyoko, |

British Journal of Cancer (2003) 88, (55-20

& 2003 Carcer Research UK Al nghts reserved D007 - (920003 $25.00
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OLIGOMETASTATIK HASTALIK

Towards a molecular basis of oligometastatic disease: potential
role of micro-RNAs

Abhineet Uppal - Mark K. Ferguson -
Mitchell C. Posner - Samuel Hellman -
Nikolai N. Khodarey - Ralph R. Weichselbaum

Clin Exp Metastasis (2014) 31:735-748

miR200

mie-205

mir-141 miR-17

miR-31 miR-31

miR-10b miR-20%
mir29

8. nvasion C.Es E. Adhesion in  F. Extravasation H. Advanced
remodeling o secondary site G. Micro- colanization
metastases

3 Resintance 10 shear and
CH-ECM Intmractions genotonic siress
Call-cell interactioas Metabolts reprgramemng
Adhaslon Call arevtecture
LCM degradation
Cali<ce tignaling

34 hastanin, 42 tiimor érneginde 39 miRNA belirteciyle yapilan
¢alismada, oligometastaz ve polimetastatik hastaligin bir birinden
farkh oldugu saptanmistir.




Tani Aninda Tiimor Yiikii Sagkalim ile iliskili

Arnals of Oncaobgy 241 2881-2886, 2013
doz 101003/ amone/mdt335
Pubishad oriing 14 August 2013

Metastasis-free survival is associated with overall
survival in men with PSA-recurrent prostate cancer
treated with deferred androgen deprivation therapy

M. T. Schweizer?, X. C. Zhou', H. Wang', T. Yang', F. Shaukat, A. W. Partin?,
M. A. Eisenberger’ & E. S. Antonarakis'”

2 Sighey Kimmeal Comprehansive Cancer Center; “Brady Urological instiute, Johns Hophkins Universly, Baltimors, USA
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Vaka Sunumu

73 yasinda erkek hasta

Bilinen hastalik éykusi; KAH

Aile oykusu yok

Surekli kullandigi ilag; Ecoprine 100 mg/giin

Operasyon oykusu yok

35 yil paket sigara icmis

11/2013 tarihinde ; idrar yaparken zorlanma sikayeti ile basvurmus

PSA : 37 ng/ml




02/2014 Alt Batin-Pelvik MR
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02/2014 Alt Batin-Pelvik MR

HIZMET ADI - Mr Diger

Kontrasth - Monkontrast Prostat mrg tetkiki

Klinik bilgi:

Teknik: endorektal coll kullanilarak t2a tse aksial, sagittal ve koronal sekanslar alindi.

Bulgular:

Mesane kucuk gorunumdedir. Mesane trabekulasyonunda arhis saptand..

Prostat ransvers ¢api 54.7mm, on-arka ¢api 49mm, kranio-kaudal capi 42mm olguldu. T2 goruntulerde
prostat gland heterojen yapida izlendi. ADC haritasinda prostat posterior kesimde periferik zonda,
transvers capi 44.7mm, on-arka ¢api 31.6mm olan lezyon izlenmektedir. Bu gorunum prostat tumaoru
seklinde degerlendirlmistir.

Kontrasth incelemede prostat gland heterojen kontrast tutulumu gostermektedir. Bu duzeyde prostatile
seminal vezikul arasindaki yagl plan obliteredir. Prostat gland muhtemelen sol seminal vezikule invazyon
gostermektedir. Prostatin hemen sol lateral kesimi komsulugunda, ADC haritasinda hipointens gorunumde,
kontrastl incelemede kontrast tutulumu gosteren, yaklasik 24x20mm boyutunda konglemere lenf nodu ile
uyumlu gorunum saptand..

Sagda seminal vezikuller duzeyinde T1 goruntulerde belirgin hiperintens, T2 goruntulerde hafif hipointens,
yag baskili T2 goruntulerde hipointensite ile karakterize hemoraji ile uyumlu olabilecek gorunum saptandi.
Aksial kesitlerde sagda asetabulum posterior kesimi dizeyinde, sol femur basi inferioru duzeyinde, T1
goruntulerde hipointens, T2 goruntulerde sag asetabulumdaki net olarak secilememekle birlikte, sol femur
basi duzeyindeki hafif hiperintens, kontrasth incelemede her ikisinde de kontrast tutulumunun izlendigi 2
adet kemik lezyonu saptandi. Bu gorunumler ilk planda metastazi dusundurmektedir. Gerekirse ileri
inceleme onerilir.

Solda pelvis superiorunda, iliak damar komsulugunda, uzun ¢api 11.2mm olan lenf nodu izlendi.



02/2014 Toraks-Batin BT




02/2014 Toraks-Batin BT

Oral ve IV Kontrasth Ust ve Alt Abdominal BT incelemesinde:

Gdriintil alanina giren torakal kesitlerde T10 vertebra korepsudan santral yerlesimli milimetrik sklerotik dansite
artisi izlenmektedir.

ilaveten T10 vertebra korpusu sag yanmindan sag pedinkiiliine dogru uzanim gésteren sklerotik dansite artigi
izlenmektedir. PET BT ile ek degerlendirme onerilir.

Karaciger kontur ve boyutlan normal, parankim dansitesi homojendir. Karaciger sol lob segment 4 te yakalsik
8mm ebadinda kalsifikasyon izlenmektedir.

Portal ve hepatik venler normal gérinimdedir. intrahepatik safra yollan ve koledok normaldir.

Safra kesesi lUmeni ve duvar yapisi normaldir.

Pankreas bas ve gdvde proksimali normal gérinimdedir.

Dalak boyut ve parankim dansitesi normal gérinimdedir.

Bilateral bdbrek kontur, boyut ve parankim dansiteleri normaldir.

Bilateral surrenal lojlan normaldir.

Abdominal aortada ve dallan normaldir.

Sol ana iliak arter komsulugunda , sol derin iliak arter komsulugunda , sol obdurator zincirde biiyigi yaklasik 8*
13.5mm ebatlerinda multipl LAP kitleleri izlenmektedir.

Batinda serbest sivi ve kitle izlenmemistir.

Mesane duvar ve l[imen gdrindmi normaldir.

Prostat bezi boyutlan normaldir.




02/2014 TVS
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02/2014 TVS

HIZMET ADI - Tum Viicut Kemik Sintigrafisi

TUM VUCUT KEMIK SINTIGRAFISI

Tc39m-MDP IV enjeksiyonundan 4 saat sonra alinan tim viicut, statik ve SPECT gorintilemede ;

Th 5. ve 10. vertebra sag yansinda fokal artmis aktivite tutulumu izlenmekiedir. Dejeneratif degisiklik
Metastaz Radyolojik verifikasyonu uygun olur.

Sol ayak 1. falanksta oncelikle travmaya sekonder oldugu dusunulen hafif artmis akdivite tutulumu
mevcuttur.

Iskelet sistemi diger alanlannda normal sinirlarda tutulum izlenmektedir.



02/2014 Prostat Biyopsisi

Klinik Bulgulan :

Klinik. Tam : F3A 34

bateryal Alim Sekli: TRU - CUT
tateryal Cinsi: PROSTAT

RAPOR BiLGILERI
— Patalaji Sonucu — S . N o
Makroskopik Bulgular : 1 - SOL FARLATERAL KAYITLU : 1.3%0.1 CM OLGULERINDE DOKU ORMEGINIM TAMAMI 1K,
2-S0LDORSOLATERAL KAYITU - 1.3%0.1 Ch OLGULERINDE DOKL ORMNEGININ TAMAMI 1K,
3- SOL MEDIAL KAYITLI : 1.5x0.1 Ch OLCULERINDE DOKU ORNEGININ TAMARMI 1K,
4- S0LBAZIS KAYITL : 1.20.1 CM OLGULERINDE DOKI ORMEGIMIMN TAMAMI 1K,
B - SOL APEKS KAYITL - 0.5x0.1 Ch OLGULERINDE DOKL ORMNEGIMIN TAMARI 1K,
B - SAG FARLATERAL KAYITL : DOKU iZLEMNMED
7 - SAG DORSOLATERAL KAYITL : 1401 CM OLGULERINDE DOKI ORMEGIMIMN TAMAMI 1K,
§- SAG MEDIAL KAYITL - 0.3x0.1 CM OLGULERINDE DOKU ORNEGININ TAMARI 1K,
§- SAG BAZIS KAYITL : 1%0.1 Ch OLGULERINDE DOKU ORMNEGININ TAMAMI 1K,
10- 545 APEKS KAYITL : 10,1 Ch OLCULERINDE DOKU ORMNEGIMNIN TARARI 1K,

Mikroskopik Bulgular

Tari: 1-3-4-5-7-8-9-10) PROSTAT IGNE BivOPSILER:
PROSTATIK ASINER ADENOEARSINOb

- TUMORUN HISTOLOJIK. GRADE: PRIMER PATERM: 4
SEKOMNDER, FATERN: &
GLEASON SKOR: 9

- OLGUDAN ALINAM 8 ADET PROSTAT IGNE BIYOFSI ORMEKLERIMNIMN YAKLASIK %E0-70' | TUMOR ILE
INFILTREDIR.

- TUMORDE PERINORAL INVAZYON: MEWCUT

- TUMORDE LENFOVASKULER INVAZYON: SAPTANMADI

5-7-9) PROSTAT : IGMNE BivOPSI ORMEKLERI : BEMIGN PROSTAT DOKULAR



02/2014 Tedavi Baslaniyor

Hormona duyarli metastatik prostat ca

d Bikalutamid 50mg/gtin(14 giin)

d Leuprolid asetat 22.5




01/2015 TVS




01/2015 Tedavi Plani

Sirt bolgesinde agr disinda sikayeti yok
ECOGPS 1

PSA?

O Bikalutamid 50mg/glin

O Leuprolid asetat 22.5

O Zoledronik asid 4 mg?

O Palyatif RT?




08/2016 Ga-68 PSMA PET/BT
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08/2016 Ga-68 PSMA PET/BT




09/2016 Tedavi Planlamasi

T v TTNeTwvLw.0,0UICL ,LNJEKSIYOn peri:
Cekim saati:8:56, Pozisyon sayisi:9 Pozisyon siiresi:4 Dk,Cekim kapsama alan: Pelvis
Bolgesi, Ge¢ Cekim sqati- % Pozisyon siiresi: Dk, Pozisyon sayisi: , BT parametreleri:
mAs, Cekim alan:: Verteks
Serum PSA diizeyi:13,77 Gleason skoru:4+5

BULGULAR:

Sonug:

“Prostat lojund » iimoral i
: roses ile y g
muhtelif abdom p yumlu yogun PSMA tu




09/2016 PSA diizeyi

Normal Onceki

Parametre Adi Sonuc Birim 5
Degerler Sonuc

Ure 45 mg/dL 16.6 | 48.5 Grafik.

Urik Asit 4.2 mg/dL

eGFR 51.26 mL/min/1.7 Grafik.

CKD-EPI formild kullanilarak hesaplanmistir.

AST 17 LI/L 0 40 Grafik.
ALT 10 /L 0 41 Grafik.
GGT 20 LI/L 5 36 Grafik.

#woH [ 21 UL (135 [ 214 [ Grafik
ALP 57 LI/L 40 120 Grafik.
Total Protein F g.-’dL b.4 8.3 Grafik.
Albumin 4.18 g/dL 35 h2 Grafik.

# DirektBiiubin | 025 | mgd | 0 | 02 [ Grafik
Total Bilirubin 0.7 mg/dL 0 1.2 Grafik.
Indirekt Bilirubin 0.45 mé!dL 0 1.2 Grafik.
Kalsiyum 8.9 mg/dL 86 [ 10.2 Grafik.
Sodyum 1424 mmol/L 136 | 145 Grafik.
Potasyum 4.48 mmol/L 35 5.1 Grafik.

Total Testosteron

ng/mL



09/2016 Tedavi Degisikligi Yapiliyor

[ Dositaksel

 Deltakortile 2x5 mg

d Zolendronik asid 4 mg

 Leuprolide acetate 22.5

 Palyatif RT




02/207 Tedaviye Yanit Degerlendirmesi

6 kiir KT sonrasi nefes darligi sikayeti basliyor
J Gunllk aktivitelerini yaparken zorlanma
[ Sik kan transflizyon ihtiyaci

] ECOG P2

d PSA diizeyinde artma

 Dis merkez BT akcigere yeni noduller lezyonlar




02/207 Tedaviye Yanit Degerlendirmesi
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03/2017 Tarihinde Tedavi Degisikligi

J Enzalutamide(Xtandi) 160 mg/giin

dZolendronik asid 4 mg

J Leuprolide acetate 22.5




Tedaviye Yanit
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Evreleme Nasil Yapiimali ?

] European Association of Urology(EUA)'™2
(d National Comprehensive CancerNetwork(NCCN)?

Kemik, viseral ve lenf nodu metastazi ve dogru evreleme igin
O Bilgisayarh Tomografi(BT)/ Manyetik Rezonans(MR)
[ ™Tc- metilen difosfonat kemik sintigrafisi

1. Heidenreich A. EAU guidelines on prostate cancer. Part I. Eur Urol. 2014
2. Heidenreich A. EAU guidelines on prostate cancer. Part Il. Eur Urol. 2014
3. Mohler JL. Prostate cancer. Version 1.2016. J Natl Compr Canc Netw. 2016




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
0-1vs 2
* 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

A All Patients
100 Hazard ratio for death with ADT+docetaxel,
0.61 (95% CI, 0.47-0.80) P<0.001
20— ADT+docetaxel
<y (median overall survival, 57.6 mo)
®
s 507
b
3
‘-: ADT alone
= 40+ (median overall
2 survival, 44.0 mo)
&
20—
0 T T | T T T 7
] 12 24 36 43 60 72 &4
Months
Mo. at Risk
ADT+docetaxel 397 333 189 80 46 5 2 0

ADT alone 3o3 3118 168 71 27 3 1 0
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B Patients with High-Volume Disease

100 ] ) C Patients with Low-Volume Disease
Hazard ratio for death with ADT+docetaxel,
0.60 (95% CI, 0.45-0.81) P<0.001 100+ ADT+docetaxel
(median overall survival, NR)
= 80+ ADT+docetaxel
X (median overall survival, 49.2 mo) . 801
bo x ADT alone
< — :
S 60 bh (median overall |—|_
2 E 60 survival, NR)
: -
n 2
2 40- @
g ADT alone o 404
E (median overall S
20+ survival, 32.2 mo) & Hazard ratio for death with ADT+docetaxel,
20+ 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
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CHAARTED UZUN DONEM SONUCLARI

E-3805 CHAARTED - SURVIVAL i
—— ne
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)
b - |
3 J X : Updated Survival Analysis :
S f - < , Low Volume mHSPC
E - N 7‘ Does not derive benefit from
r T S Addition of Docetaxel
‘5 3 /.I\j j
T e NS S——
HR=1.04 (95%CI 0.70-1.55)
o HR=0.60 (95%CI 0.32-1.13) el =S
§ — E S ——
3 g = B e
g I ' |
3 | : §
: | ) i
— [V l‘\ / ’ o e - - ' oo . ren
e , S S e Fweeney et al
= —— - : s
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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?
v

Contraindication to RT?

YES
M1 -Z!'.I!Z_
v v NOMO

Randomize 10 one of the following

¥

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

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

N+MO
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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 109

* 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 SOC+Doc
Metastasis status i
] LS A G () L 0-95 (0-62-1-4
ND 139/522  45/260 = E 0.58 (0-41-0-81)
N+ 241/594  111/298 —# 0-85 (0-68-1.07)
N 35/68 19/34 : »> 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 27/46 ; L > 1.08 (0-66-177)
Aqge at mndomisation i
Under70years  311/833  121/419 - 0:73 (0-59-0-90)
70years orolder  104/351 54/173 —— 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 : 0-81 (0-58-1-14)
Is radiotherapy planned? i
Mot planned 371/844 151/424 ‘E 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 & - 0-80(0-26-2-48)
Overall » _— 0-78 (0-66-0-93)
vy T T T T >
0 0-b 0-8 1.0 1.2 14
Favours 50C + Doc P Faviours SOC
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Metaanaliz; ADT + Erken Donem Kemoterapi

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 —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 +dositaksel eklenmesi ; 4-yillik sagkalimi %9 artiriyor

Control Treatment Hazard ratio (95% Cl)

CHAARTED NA/393  NA/397 0-61(0-51-073)
GETUG-15%* 158/193  143/192 ——=— 070 (0-57-0-86)
STAMPEDE? (SOC +/-Doc) 585/724  252/362 —mi— 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: ¥ P 05 1 3

+— >

Favours SOC + docetaxel ~ Favours SOC
2992 hormona duyarli metastatik prostat ca hastaya ADT +dositaksel eklenmesi ; 4 yilik %16 niiksuz suireyi uzatiyor
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A Owerall Swrvival

"
=
i
-
3
ﬁ 0
Hazard ratio, 063 [95% CL 0.51-0T&)
I oo
ks T T T T T T 1
& E 12 18 24 0 ik 42
Months
Mao. at Risk
Abirateranz 597 5E5 524 478 IEE 233 a3 ]
Flacebo E02 5ied S0 432 352 172 57 2

B Radiographic Progression-fres Survival
pliig

Progression free Sureival (79
L2

Hazard ratio, 047 [95% C1 0.390.55)
P (.01

T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 3 4D

Months
Mo. at Risk
Abiraterone 507 533 4e4 400 353 36 251 177 102 51 21
Placebo E0? 488 3ET 2D 714 16E 137 £l 4 17 ¥

Figure 1. Kaplan—Meier Estimates of the Two Primary End Points.

Shaown are data for owerall 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., NamPhuong 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 5ud :'”"J“;'fl-;“"'“ (K.I;.].Eans;en TE'

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

En az 22 koti risk grubuna sahip hastalar dahil edilmis

1. Gleason skoru=8

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
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Radical Prostatectomy or External Beam Radiation Therapy
vs No Local Therapy for Survival Benefit in Metastatic
Prostate Cancer: A SEER-Medicare Analysis

Raj Satkunasivam,® Andre E. Kim, Mihir Desai, Mike M. Nguyen,
David I. Quinn, Leslie Ballas, Juan Pablo Lewinger, Mariana C. Stern,
Ann 5. Hamilton, Monish Aron and Inderbir 5. Gill

I22-537M51942-05378D hatps'td. doiorg M 01016 jur. 2015.02 084
THE JOURMAL OF UROLOGY™ Vol, 194, 378-385, August 2015
i 2015 by Asercas Unowoica Associumon Epucanos asn Resesrck, ue. Primted in LI.S.&

Prostate Cancer (61.3)
17 SEER Registries, 2004-

2009: Patients Aeason for Exclusion

62,398 Age at diagnosls younger than 65 years
B290  Pathology not consistent with adenocarcinoma
5,108 Mot first and only malignancy
1,068 Invalid diagnosis month
1,550 Loulslana reglstry in 2005
Hagnosis obtained from deach certificate, autopsy, or
1594
nursing/canvalescent home/hospice

240,663 patients

Prostate cancer, age =
B5 years
154,584 Mon-metastatic disease
151,255 patlants 1,631 With HMO coverage 1 year prior diagnosis
B19 'Without Part A/B Medicare coverage 1 year prior diagnosis
12 Prostate Cryatherapy
49  Prostate Bra rhlﬂhvr*rap'!I
5 CRT+IMAT

Bb6  Censored at study entry

Radical Prostatectorny (RP) Confermal Radietherapy (CRT)

Final stu opulaticn
B pop n=47 n=107

4,069 patlents

Mo Local Treatment (NLT) Intensity Modulated Radiation
Therapy (IMRT)

n=88

n= 3817
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All Cause Mortality

Tim nedenlere bagh 6lim
orani; RP %52 ve IMRT %62
daha diistik bulunmus.
CRT ve Tedavi edilmeyen
grup benzer bulunmus.
PCa baglh mortalite; RP %57
ve IMRT %55 daha diisiik
saptanmis

Dol B Ern B 2T
THE JOURMAL OF URCLDGY™
& Z0% by Avercay Lsmnacad Ao on Ecoce Tou a8 Roszas
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RP IMRT CRT NLT p-value
a7 a8 o7 3az7
Year of Diagnosis — N (%)
2004 6 (13) 12 {14) 21(20) 709 (13 0.2
2005 5 (11} g {10 26 (24) £92 (18]
2006 7 (15) 14 (18) 21120} 667 (17)
2007 11(23) 21 (24) 16 (15} 619 (16)
2008 10{21) 18 {20) 14 {13) 580 (15)
2009 8 (17} 14 (15) 5 (8] 560 (15)
Age at Diagnosis
Mean (50) 73.0 (6.0) 74.2 (6.1 76.4(63) 782(7.2) <0.001
Race - N (%)
NHW 38 (81) 75 (85) &1 (76) 2925 (75) 05
Al 7 (15} g {10 13 (12) 608 (16)
Hisp o (o) 2(2) 2(3) 95 {2)
Asian 2 (4) 1(1) & (6) 103 (3)
COther/Unknown 0i0) 1(1) 4 (4) 96 (3)
Marital Status - N (%)
single 2i4) 1011} & (B} 408 {11) 0.1
Married 35 {74) 60 (B8) &3 (64} 2248 (59)
Separated/divorced/widowed/d
nmeii.: s df L {19} 12 (14] 27 (25} 933 (24)
Unknown 1(2) 6(7) 6 (6} 238 (B}
PSA — N (%)
< 10 ngfmil 25 (53 35 (40) 5 (8] 401 (10) < 0.001
10-19 ng/ml 6 13) 16 (18) 20 (19 449 (12
| 20-29 ng/mil 3(6) 10 {11} 5 (8} 286 (7}
> 30 ng/ml 6 (13) 17 (19) 55 (51} 2127 (56)
Unknown 7 {15} 10(11) 14 {13) 564 (15)
PSA (Continuous)
Mean (50) 181 (263) 282 (338) 531(369)  590(320) < 0.001
Gleason Score = N (%)
<5 5 [11] 1011 & (7} 167 (4) < 0.001
7 g {47) 24 (27) 22 !Zit 569 (15)
l =8 .1.-9 {40} 43 (49 59 ISEt 2042 (53) I

Unknown 1(2) 11(13) 18 (17) 1049 {27)
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Metastasis-directed Therapy of Regional and Distant Recurrences
After Curative Treatment of Prostate Cancer: A Systematic Review
of the Literature

Piet Ost ™", Alberto Bossi”, Karel Decaestecker®, Gert De Meerleer”, Gianluca Giannarini®,
R. Jeffrey Karnes®, Mack Roach HI', Alberto Briganti*

EUROPEAN UROLOGY 67 (2015) 852-863

Records identified through Additional records identified
database searching through other sources
(n =3049) {n=26)

b4

2700 records after duplicates removed

h J

\
2700 records screened 2640 records excluded

+ 45 full-text articles excluded, with reasons:
- Abstracts/meetings/editorial: 18
60 full-text articles - Casereports: 1
assessed for eligibility = Previous reports of the same research group: 4
= No details on outcome and toxicity: 10
- No or <5 PCa patients Induded: 12

N

15 studies included In
qualitative synthesis
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Table 1 = Full-text publications of me tastasis-directed therapy for oligometastatic prostate cancer recurrence incduded in the systematic review

Study No. of Site of Median time Median PSA Staging Type of  Median Median Adjuvant  Median Prophylactic

patients metastasis: to metastatic at time of method MDT  follow-up, PFS ADT (%)  duration nodal
node/bone/visceral recurrence, mo metastasis mo ADT radiotherapy
(%)

Casamassima et al. [23] 25 25/0f0 11.8-36.7 5.65 Choline PET|CT SBRT 29 24 mo Mo NA 7(28)

Muacevic et al. [24] 40 0/40/0 NE 5.4 Choline PET|CT SBRT 14 NE 27(6B) NR MNA

Wurschmidt et al [25] 15 15/0/0 NRE 1.79 Choline PET{CT NET 28 Median not NE MR 15 {100)

reached: 3-yr
PF5: 75%

Ahmed et al. [26] 17 1151 504 21 Choline PETICT (n=19), SERT 6 12 mo 15(88) NR MNA F
MRI (n=6),CT (n=1), g
and biopsy (n=1} -

Jereczek-Fossa et al. [27] 19 18/1/0 66 1.77 {pelvic nodes); Choline PET|CT SBRT 17 Median not reached: 19{100) 12-17 mo MNoe ;

10.7 {M1) 30-mo PFS: 63.5% =

Schick et al. [28] 50 33152 156 6.7 Choline PET{CT and SERT 31 Median not reached: 49(98) 12 mo 25 (50) g

bone scintigra phy (n=14} 3-yr PFS: 586% (=]
NRT Py
(n=386) 3]

Decaestecker et al. [29] 50 271221 576 3.8 Choline (n=18) or SBRT 25 19 mo 35(70) 1 o None :
FDG (n= 32) PET/CT ~

Picchio et al. [30] 83 B3/0f0 MR 26 Choline PET|CT HRT 22 MR 58(70) NR 77 (93) o

Rinnab et al. [31] 15 15/0/0 MR 1.98 Choline PET|CT LND 13,7 ME 11(73) NR 1(7) =

Schilling et al. [32] 10 10/0/0 MNE B.75 Choline PET|CT LMD 1" NE 6 (60) NE Nomne ot

Winter et al. [33] 6 600 MNE 2.04 Choline PET{CT LN 24 mo NE Mone MNA None 3

Busch et al [37] 6 6/0/0 Mean: 79.9 376 Choline (n=3), MRI LND NR 15.5 mo 6 {100) Lifeleng ADT None b
(n=1), CT(r=2) Ly

Jilg et al [34] 47 47/0/0 62 1.1 Choline PETICT LMD 35.5 27 mo 34(65) NR 27(52) o

Martini et al. [35] B 8/0f0 NE 1.62 Choline PET|CT LND NR NR Nome NA None

Suardi et al. [36] 59 59{0/0 ME 20 Choline PET{CT LMD 76.6 60 mo™ 24(41) 24mo 21(36)

ADT = androgen-deprivation therapy: CT=computed tomography; FDG = fluorod eosyglucose; HRT = hypofractionated radiotherapy; LND = lymph node dissection; MOT = metastasis-directed therapy: MBI = magnetic

resonance imaging: NA=not applicable; NR = not reported; NET = normofractionated radiotherapy: PET]CT = positron emission tormography with coregistered computed tomography; PFS = progression-free survival;

PSA = prostate-specific antigen; SBRT = stereotactic body radiotherapy,

" Mean numbers reported instead of median,

~ Median estimated from curves,
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Table 4 - Complications associated with metastasis-directed therapy for oligometastatic prostate cancer recurrence: (a) complications
associated with radiotherapy according to Common Terminology Criteria for Adverse Events; (b) complications associated with salvage
Ilymph node dissection according to the Clavien-Dindo classification

a
Complication type Muacevic Wiirschmidet Ahmed Jereczek-Fossa Decaestecker Total
etal. [24] et al.” [25] etal. [26] et al. [27] et al, [29] (m=141},
(n=40), no. (%) (n=15), no. (%) n=17), no. (%) (n=19), no. (%) (n=>50), no. (%) no, (%)
Grade 1
Bone pain 0 {0} 0{0) 0(0) 0(0) 3(6) 3(2)
Asymptomatic fracture 1 (2.5) 0 {0} [ X (1] o (0} 1{2) 2(1.4)
Eatigue 0 (0} 0{0) 0(0) 0{0) 1(2) 1(0.7)
Rectal toxicity 0 (0) 0 (0) 0(0) 0(0) 2(4) 2(14)
Urinary toxicity 0 (0} 0{0) 0 (0} 2(11) 0(0) 2(14)
Grade 2
Mausea requiring antemetics 5(125) 00} 0 {0} 0{0) o0{0} 5(35)
Rectal toxicity 0 (0) 2 (13.3) 0(0) 1(5) 2(4) 5(35)
F iy 0 (D} (X1} 0 {0} 1i{51 1 {2} 21
Grade 3
Urinary toxicity 0 (0} 0{0) 0(0) 1(5) o(0) 1(0.7)
b
Complication ty pe Rinnab et al. [31] Busch et al. [37] Jilg et al. [34] Suardi et al [36] Total
{n=15), no. (%) (n=6), no. (%) (n=47), no. (%) {n=59), no. (%) (n=127), no. (%)
Grade 1
Lymphorrhea 0(0) 0(0) 4(7.7) 12 (203) 16 (125)
Fever 0(0) 0(0) 3 (5.8) 18 (30.5) 21 (165)
Temporary weakness of the hip flexor 0{0) 0{0) 1({1.9) a{0) 1{0.8)
Wound dehiscence 0 {0) 0(0) 3(5.8) a(0) 3(23)
Grade 2
Deep vein thrombosis 0 {0) 0{0) o {0) 1(17) 1(0.8)
le s 1(7) a(0) o (0} 12 (203) 13(102)
Grade 3a
Lymphocele requiring drainage 1{7) 0{0) 2(3.9) 7(112) 10({78)
Wound dehiscence 01{0) 00} 0{0) 3(5.1) 3(23)
Hydrone phrosis requiring stenting 1(7) 0{0) o {0} o{0) 1{08)
Grade 3b

Lymphocele requiring surgical drainage 0{0) o {0) 1{1.7) 1{0.8)

One patient experienced a grade 4 toxicity: bladder shrinkage requiring cystectomy with urinary derivation. This patient received radiotherapy to the prostate
gland and metastatic nodes for a recurrence in the seminal vesicle and iliac nodes after previous brachytherapy to the prostate.
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. Series with >40 patients

@ Seneswin >15 patients

Studies with >15 pts included in analysis
Mean PFS of 50% from all studies at 3yrs

EUROPEAN UROLOGY 67 (2015) 852-863
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CRIGINAL REPORT

Surveillance or Metastasis-Directed Therapy for
Oligometastatic Prostate Cancer Recurrence: A Prospective,
Randomized, Multicenter Phase II Tnal

Pier Okr, Divies Repruders, Karel Decasracker, Vilé e Fonfeyne, MNiorkies Lumers, Aurélie De Brupcker, Bidoe
Larnbert, Louke Ddrue, Rende Bultirck Torm laeys, Eb Goetghebeur, Geert Villewrs, Kathin D Man, Filip Ameye,
Iprune Bilier, Steven Jomia, Frisdl Vanbuverbeke, ard Gert De Meerleer

A B 5 T R A C T

Purpose

Ratrospactive studies suggest that metastasis-diracted thempy (MDT] for oligarecurrant prostate
cancar {PCa) improvas progression-frea survnval. Wa aimed to assass the benefit of MDT in 2 ran-
domizad phasea |l trial.

Patients and Methods

In this multicantar, randomized, phase || study, patents with asymptomatic PCa wara aligible if thay
had had a biochemical recumance after pimary PCa treatment with curative intent, thresa or fawer
extracranial metastatic lasions on choling positron emission tomography-computad tomography,
and sarum testostarona leveals > 50 ng/mL. Patiants weare randomly assignad (1:1] to aither sur-
vaillancaar MOT of all datected lesions (surgary or steraotac tic body radiotherapy]. Surveillancewas
parformad with prostate-spacfic antigan (PSA] follow-up avary 3 manths, with repeated imaging at
PSA prograssion or clinical suspicion for progression. Random assignment was balanced dy-
narmically on tha basis of two factors: PSA doubling time (= 3 v> 3 months] and nodal varsus non-
nodal metastases. The primary end point was androgan deprivation tharapy (ADT—frea survival,
ADT was started at symptomatic progressian, prograssion to more than three metastases, or local
progression of known metastases.
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HR, 0.60 (95% CIl, 0.31 to 1.13); log-rank P= .11 HR, 0.55 {80% CI, 0.36 to 0.85); log-rank P= .08
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
No. at risk: Time (months) No. at risk: Time (months)
MTD 31 29 22 17 12 9 6 5] 2 1 MTD 36 34 27 20 14 10 6 5] 2 1
Surv. 31 24 20 12 a8 5 3 1 0 0 Surv. 26 19 15 9 6 a 3 1 0 0

Fg 2. Kaplan-Meier plot comparing androgen deprivation therapy (ADT)-free survival of surveillance versus metastasis-directed therapy (MDT) for (A) the intention-to-
treat analysis and (B) the per-protocol analysis. HR, hazard ratio; Surv., surveillance.
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