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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;;“;;eaﬁa::ir;:ﬁg::i;i 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 132,700 449,700
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 62,450 1,950
9. Kidney and Renal Pelvis Cancer 81,560 14,080
10. Endometrial Cancer 54,870 10,170

13.3%

In 2015, it is estimataed 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
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Prostat Kanseri Tedavi Yaklasimlari

Bone therapy
for osteoporosis and
bone metastases

Bisphosphonates
zoledronic acid

Primary therapy
surgery, radiation therapy, RANK ligand inhibitor Immunotherapy
active surveillance denosumab .\sipuleucel-T
. ; Castration- Metastatic
Localized Recurrent Metastatic i Cashalion.
prostate > cancer (rising > prostate > cancer (rising =1 eaidian
cancer serum PSA) cancer serum PSA) e
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



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.JpnJ 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 sureyi uzatmak
Tam kir elde etmek
Tamor yukini 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 MNumber of
Identifler/1ISRCTN Number) Metastases Slte of Metastases Imaging Modallkty
Liniversity of Florida (NCTOM852221) NS Any except brain or CHNS —
Sunnybrook Health Sciences Centre (INCTOZ2BEZE91) <h Outside the prostate and —
pehvic LMNs

Sidney Kimmel Cormprehensive Cancer Center <4 Extrapelvic —
(MCTO2485367)
Mayo Clinic (NCTOM777802) =3 NS —
Grupo de Investigacidn Clinica en Oncologla Radioterapia | = 4 Bone, LM —
(MCTOZ2192788)
Liniversity Hospital, Ghent (MCTO1558427) =3 MS (M, M1a/) —
Technische Universitdt Dresden (NCTO2264379) =b MS —
City of Hope Medical Center (NCTOOB14230) =b MS (M1-3, M1) =
Mermarial Sloan Kettering Cancer Center (WCT02020070) | =10 Bone, LM —
Sidney Kirmmel Comprehensive Cancer Center (ORIOLE) | =3 Boneg, LM —
(MCTOZE30687)
MWD Anderson Cancer Center (MCT01751438) NS Any except brain Bone scan, CT scan,

for CHS andfor MRI
Martini-klinik; am UKE GmbH (NCTO2454543) =h Bong, LN —
Cicford Lniversity Hospitals (ISRCTH1E704852) NS Bone, LM —
Liniversity Hospital Ghent (NCTO2138721) ME Any except brain or CNS —

CMS = cantral narvous systam; LN = lynph node; MR = not reported; N5 = not spacified.




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
vertebral body
Ahmed et all82] 17 =h NS NCcholine PET/CT, MBI, biopsy, CT, and "C<holine
FET/CT + MRI
Berkovic et al[83] 24 <3 Bone, LN Bone scan + '"°FFDG PET/CT, bone scan + "'C-choline
PET/CT
Schick et al[B4] &0 =4 NS Bone scan + '"8Fcholing PET/CT, bone scan
+ "C-acetate PET/CT
Decaestecker et al[8E] B0 <3 Bone, LN 8 EFDG PET/CT, WRcholine PET/CT
D5t et al[68] 114 =3 Any 8 EFDG PET/CT, WRcholine PET/CT

FDiG = fluorodeoxyglucose; LN = Iymph noda; NS = not specified, PET = positron emission tomography.

http://www.cancernetwork.com



http://www.cancernetwork.com/

OLIGOMETASTATIK HASTALIK

Metastatik bolge kanser hiicre klonlari

Copy number analysis indicates monoclonal origin of
lethal metastatic prostate cancer

Wennuan Lin'?, Sari Laitinen®?, Sofia Khan®, Mauno Vihinen®, Jeanne Kowalski?, Guogiang Yo',
Li Chen’, Charles M Ewing®, Mario A Eiscnbcrgcr;, Michacl A Carducci’, William G Ndson’,
Srinivasan Yegnasubramanian’, Jun Luo®’, Yue Wang®, ianfeng Xu', William B Laacs®’,

Tapio Visakorpi® & G Steven Bova®™

NATURE MEDICINE VOLUME 15 | NUMBER 5| MAY M09
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30 hastada otopsi sonrasi yapilan genetik incelemede, metastatik bolge klonlari,
primer tumor ile benzer 6zelikler gostermektedir.
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Circulating Tumour Cells

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

Johann 5. de Bong, Howard 1. Scher,® R, Brucs I'I.l'||.1n|1l[,u.'-rm:,r',,r.3 Chiristopher Parker, M Craig Miller,®

Henk Tissing,* Gerald V. Doyle,* Leon WW. M. Terstappen,* Kenneth J. Pienta © and Derek Raghavan®

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 PR0OS, CRUK/06/019)

Nicholas David James ™", Melissa R. Spears”, Noel W. Clarke®, David P. Deamnaley **,
Johann S. De Bono®”, Joanna Gale’, John Hetherington®, Peter J. Hoskin", Robert | 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®

EURCFEAN UROLOGY 67 [2015) 1028-1038

Metastatic site
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- KOLUNDE(ADT alan) BULUNAN M1
HASTALARIN SONUCLARI
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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 Kukudu M Ishibashi® and S Noda'
Department fl ulgy, Asahé

Kurume University School of Medicne, Kuume, fukuoka, fopan; “Divaon of Nuckear Medione ordd
JERARYHEnt ( e 3 T i

Less han 2.6%

il Kemik metastazi olan 56
e prostat kanserli hastanin
verileri retrospektif incelenen
calismaya gore; PABS disease

specific survival tizerine etkili
PR ) ey bagimsiz bir risk faktoridiir

Survival Probabilty




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. Khodarev - Ralph R. Weichselbaum

Clin Exp Metastasis (2014) 31:735-748
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34 hastanin, 42 timor orneginde 39 miRNA belirteciyle yapilan
¢alismada, oligometastaz ve polimetastatik hastaligin bir birinden
farkh oldugu saptanmistir.




Tani Aninda Timor Yiikii Sagkalim ile iliskili

Annals of Oncobgy 24: 2881-28858, 2013
doz 101003 amone/mdt335
Pubiished oriina 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 Sichey 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




02/2014 Toraks-Batin BT




02/2014 TVS




02/2014 Prostat Biyopsisi

Klinik Bulgulan :

Elinik. Tan : PSA: 34

tateryal 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 OLCULERINDE DOKU ORMEGINIM TAMAMI 1K,
2-S0LDORSOLATERAL KAYITU - 1.32%0.1 Ch OLGULERINDE DOKU ORMNEGININ TAMAMI TK.
3- SOL MEDIAL KAYITLI : 1.5%0.1 Ch OLCULERINDE DOKU ORNEGININ TAMARMI 1K,
4- S0LBAZIS KAYITL : 1.2240.1 CM OLGULERINDE DOKI ORMEGIMIMN TAMAMI 1K,
B - SOL APEKS KAYITL - 0.5x0.1 CW OLGULERINDE DOKL ORMNEGININ TAMARI 1K,
B - SAG FARLATERAL KANITL : DOKU iZLEMNMED
7 - SAG DORSOLATERAL KAYITL : 1401 CM OLGULERINDE DOKI ORMEGIMIMN TAMAMI 1K,
8- SAG MEDIAL KAYITL - 0.3x0.1 CM OLGULERINDE DOKL ORNEGIMIN TAMARI 1K,
§- SAG BAZIS KAYITLI : 1%0.1 Ch OLGULERINDE DOKU ORMNEGININ TAMAMI 1K,
10- 545 APEKS KAYITL : 1¢0.1 Ch OLCULERINDE DOKU ORMNEGININ TARARI 1K,

hikroskopik Bulgular:

Tan : 1-3-4-5-7-6-8-10 ) PROSTAT IGNE BIYOPSILERI;
PROSTATIK ASINER ADENOKARSINOM

- TUMORUN HISTOLOJIK GRADE: PRIMER PATERM: 4
SEKONDER FATERM: &
GLEASON SKOR: 9

- OLGUDAN ALINAMN 9 ADET PROSTAT IGNE BivOPSI ORNEKLERININ YAKLASIK %50-70' | TUMOR ILE
IMFILTREDIR.

- TUMORDE PERINORAL INVAZYON: MEWCUT

- TUMORDE LENFOWASKULER INVAZYON: SAPTANMADI

5-7-9) PROSTAT : IGME BivOPSI ORMNEKLERI : BENIGH PROSTAT DOKIUILAR



02/2014 Tedavi Baslaniyor

Hormona duyarli metastatik prostat ca

d Bikalutamid 50mg/gtin(14 giin)

J Leuprolid asetat 22.5




ACEENEESIRETJnE

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

Kemik, viseral ve lenf nodu metastazi ve dogru evreleme igin
O Bilgisayarl Tomografi(BT)/ Manyetik Rezonans(MR)
d  *°"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
0-1vs2
* CAB>30days
Yes vs No > ADT
* SRE Prevention
Yes vs No
Prior Adjuvant ADT
<12 vs >12 months

Primary Endpoint: OS

* ADT allowed up to 120 days prior to randomization



ADT + Erken Donem Kemoterapi

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 807
s
3
ﬂ ADT alone
= 40+ (median overall
2 survival, 44.0 mo)
&
20+
0 T T T T T T —
0 12 24 i6 48 &0 72 84
Months
No. at Risk
ADT+docetaxel 397 333 189 %9 46 5 2 0

ADT alone 393 318 168 71 27 3 1 0



ADT + Erken Donem Kemoterapi

B Patients with High-Volume Disease

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

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



Hormon Duyarli Metastatik Prostat Kanseri

ADT + Erken Donem Kemoterapi

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

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

post-surgery or RT
Newly diagnosed NO
disease?

Contraindication to RT?

YES
M -’_':'Tﬂ_ NoMO
v v NOMO ¥

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

Randomize 10 one of the following

.

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

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




ADT + Erken Donem Kemoterapi

SOCvs S0C+Doc
M etastasis status i

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

5

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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




Hormon Duyarli Metastatik Prostat Kanseri

Metaanaliz; ADT + Erken Donem Kemoterapi

Control Treatment Hazard ratio (95% CI)

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

geneity: y P 05 1 >

Favours SOC + docetaxel Favours SOC

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

Control Treatment Hazard ratio (95% ClI)

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

geneity: x P 05 1 5

4+— g

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



Hormon Duyarli Metastatik Prostat Kanseri

A Owerall Survival

"
=
£
n
3
S I+
Hazard ratio, 0EZ (95% (1 0.31-0TE)
I pepoo
ks T T T T T T 1
& E 12 18 24 0 ik 42
Maonths
Mao. at Risk
Abiraterans 597 5E5 529 474 IEE 233 a3 9
Flacebo [Tird 5E4 S0 432 332 172 57 2

B Radiographic Progression-fres Survival
104

Progression free Sureival (75
2

Hazard ratio, 047 [95% (1 0.390.55)
Pz (3.0031
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0 4 a 12 16 20 24 28 32 36 4D

Marths
Mao. at Risk
Abiraterans 587 533 4ed 400 353 316 251 197 1@ 51 21
Placebo E0? 488 3T ZED 214 16E 127 El 41 17 ¥

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

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

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

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

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

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

ABSTRACT

BACKGROUND
Abiraterone acetate, a drug that blocks endogenous androgen synthesis, plus predni-
sone is indicated for metastatic castration-resistant prostate cancer. We evaluated the
clinical benefit of abiraterone acetate plus prednisone with androgen-deprivation ther-
anv in natients with newlv diasnosed. metastatic. castration-sensitive nrostate cancer.

From Gustave Roussy, University of Paris
Sud, Villejuif, France (K.F.); Janssen Re-
search and Development, Los Angeles
(M.T.), Beerse, Belgium {P.D.P.), San Diego,
CA MK and Raritan NI ¥ .C PV Insti-

En az 22 kot risk grubuna sahip hastalar dahil edilmis

1. Gleason skoru=8

2. 32 fazla kemik metastazi
3. Viseral metastaz
Dislama kriterleri

1. Daha once 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 Inderkir 5. Gill

022-534711 5194 2-03780 hitpstidx. doi.or 01016 jurs. 2015.02 084
THE JOURNAL OF UROLOGY™ Vol 194, 378-385, August 2015
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Prastate Cancer (61,9)
17 SEER Registries, 2004-

200%: Patients Reason for Exclusion

62,398 Age at diagnosis younger than 65 years
E290  Pathology not consistent with adenocarcinoma
5,108 Mot first and only malignancy
1,068  Invalid diagrosis month
1,550 Louislana registry in 2005
Diagnosis obtained from death certificate, autopsy, or
194
nursing/canvalescent hame/haspice

240,663 patients

Prostate cancer, age =
65 years
Hon-metastatic disease
With HMO coverage 1 year prior diagnosis
‘Without Part 8/8 Medicare coverage 1 year prior diagnosis
Prostate Cryatharapy
Prostate Brachytherapy
CRT + IMRAT
Censored at study entry

161,255 patiants

Radical Prostatectorny (RFP) Conformal Radiotherapy (CRT)
Final study population
ty pop n=47 n =107

4,069 patients

No Local Treatment (NLT) Intensity Modulated Radiation
Therapy (IMRT)
n= 3827
n=388
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All Cause Mortality

Tiim nedenlere bagh o6liim
orani; RP %52 ve IMRT %62
daha diistik bulunmus.
CRT ve Tedavi edilmeyen
grup benzer bulunmus.
PCa bagh mortalite; RP %57
ve IMRT %55 daha diisiik
saptanmis

e

CaP Specific Mortality
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RP IMRT CRT NLT p-value
a7 a8 107 3827
Year of Diagnosis — N (%)
2004 6(13) 12 (14) 21(20) 709 (19) 0.2
2005 5 (11} g (10) 26 (24) £92 (18]
2006 7(15) 14 {18) 2120 667 (17)
2007 11(23) 21 (24) 16 (15) 619 (16)
2008 10{21) 18 (20) 14 {13) 520 (15)
2009 8(17) 14 (18) 3 (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) 81(76) 2925 (76) 05
A 7 (15) g (10) 13 (12) GOE (16)
Hisp o (o) 2(2) 33} 95 (2)
Asian 2 (4) 1(1) & (B) 103 (3)
Other/Unknown 0 {0} 1(1) 4 (4) 96 (3)
Marital Status = N (%)
single 2 (4) 1011} 6 (6} 408 (11) 0.1
Married 35 (74) 60 (58] 68 (564) 2248 (59)
Separated/divorced/widowed,/d
nmespti-: Sartners df did {19} 12 (14) 27(25) 933 (24)
Unknown 1(2) 6(7) & (B) 238 (B)
PSA — N (%)
< 10 ng/mil 75 (53) 35 (40) 5 (8} 401 (10) < 0.001
10-19 mil Efl-3|' 16 (18] 20119 449 (12
| 20-29 ng/mil 3{g) 1011) 3 {8) 286 (7}
> 30 ng/ml 6 (13} 17 (19) 55 (51} 2127 (56)
Unknown 7{15) 1011} 14 {13) 564 (15)
PSA (Continuous)
Mean (50) 181 (263) 282 (338) 531(369) 590 (320 < 0.001
Gleason Score - N (%)
56 5(11) 1011} & (7} 167 (4) < 0.001
7 2 147 24 (27) wl 560 (15)
| ] 19 (40) 43 (43) 59 (55) 2042 (53) ]

Unknown 1(2) 11(13) 18 (17) 1049 (27)



Oligometastatik prostat ca hangi hasta grubu
lokal tedaviden yarar gorebilir

70 yasindan geng olan

Tani aninda PSA degeri 20 ng/mL altinda olan
Klinik T4’den kiiclik evrede olanlar

Yiiksek Gleason skoruna sahip olmaya(8<)
Sinirl sayida kemik metastazi olan(<4)

Bulk lenfadenopatisi olmayan

6 aylik ADT sonrasi PSA degeri nadir yada 1 ng/mL diisiik olanlar

Culp SH, et al. Might men diagnosed with metastatic prostate cancer benefit from definitive treatment of the primary tumor? A SEER-based study. Eur Urol.
2014,;65:1058-66.

Heidenreich A, Pfister D, Porres D. Cytoreductive radical prostatectomy in patients with prostate cancer and low volume skeletal metastases: results
of a feasibility and case-control study. J Urol. 2015;193:832-8.
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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 ', Alberto Briganti*

EUROPEAN UROLOGY 67 (2015) 852-863

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

¥

2700 records after duplicates removed

\

2700 records screened 2640 records excluded

v 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

4

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

Study Na. of Site of Median time Median PSA Staging Type of LMEdian Median Adjuvant | Median Prophylactic
patients metastasis: to metastatic at time of method MDT oll ow-up, PFS ADT (%) | duration nodal
phode/bone/visceral recurrence, mo metastasis mao ADT radiotherapy
(%)
Casamassima et al. [23] 25 25/0/0 11.8-36.7 5.65 SERT 29 24 mo Mone NA 7(28)
Muacevic et al. [24] 40 0/40/0 NE 5.4 Choline PETCT SBRT 14" NE 27 (68) [NR NA
Wiirschmidt et al. [25] 15 15/0/0 MR .79 Choline PET|CT MNET 28 Median not NE NE 15 (100}
reached: 3-yr
PFS: 75%

Ahmed et al. [26] 17 1f1501 50.4 21 Choline PETICT (n=9).] | SBRT 6 12 mo 15(88) [NR NA

MRI (=6}, CT (n=1},

and biopsy (n=1}
Jereczek-Fossa et al [27] 19 18{1/0 [ 1.77 (pelvic nodes); | Choline PET|CT SBRT 17 Median not reached; §19(100) J12-17 mo None

10.7 (M1) 30-mo PFS: B3.5%

Schick et al. [28] 50 3insp 156 6.7 Choline PET(CT and SERT kN Median not reached: J49(98) 12 mo 25 (50)

bone scintigra phy (n=14) 3-yr PF5: 58.6%

MNRT
(n=36)

Decaestecker et al. [29] 50 271221 576 3.8 Choline (n=18) or SBRT 25 19 mo 35(70) 1 mo None

EDG (n= 32) PET/CT
Picchio et al. [30] 83 83/0/0 NE 26 Choline PET|CT HRT 22 NR 58 (70) [NR 77 (93)
Kinnab et al. [31] 15 15/0f0 NE 198 Choline PET|CT LMD 13.7 MR 11(73) [NR 1(7)
Schilling et al. [32] 10 10/0/0 MR 875 Choline PETCT LND 1’ MR 6 (B0) MR Mone
Winter et al. [33] [ G/0f0 MR 2.04 Choline PET/CT LMD 24 mo MNE Mone MA Mone
Busch et al. [37] (3 &/0/0 Mean: 799 376 Chaline (n=3), MRI LMD NR 15.5 mo 6 (100) Lifelong ADT None

(n=1), CT ({n=2)
Jilg et al. [34] 47 47/0/0 62 1.1 Choline PETICT LND 35.5 27 mo 34(65) [NR 27(52)
Martini et al. [35] 8 800 NE 1.62 Choline PET|CT LMD NE MR Mone MNA Mone
Suardi et al. [36] 54 59/0/0 NE 2.0 Choline PET(CT LMD 76.6 60 mo” 24(41) |24 mo 21 (36)

ADT = androgen-deprivation therapy: CT=computed tomography; FDG = fluorodeoxyglucose; HET = hypofractionated radiotherapy; LND = lymph node dissection; MDT = metastasis-directed therapy; MRl = magnetic
resonance imaging: NA=not applicable; NR = not reported; NET = normolractionated radiotherapy: PETICT = positron emission tomography 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,

SLOEZ) L9 ADODTONN NYIdOENA

i
]
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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
lymph node dissection according to the Clavien-Dindo classification

a
Complication type Muacevic Wiirschmidt Ahmed Jereczek-Fossa Decaestecker Total
et al. [24] et al. [25] et al. [26] et al. [27] et al. [29] (m=141),
(n=40), no. (%) (n=15), no. (%) n=17), no. (%) (n=18), no. (¥) (n=>50), no. (¥) no. (%)
Grade 1
Bone pain 0 (0} {0} 0{0) a0} 3(6) 3(2)
Asymptomatic fracture 1 {2.5) 0 (0} o [0} 0 (0} 1({2) 2(14)
Fatigue 0 (0) 0 (0) o(0) 0(0) 1(2) 1{0.7)
Rectal toxdcity 0 (0) o (0) 0(0) 0 (0) 2(4) 2(14)
Urinary toxicity 0 (0} {0} 0{0) 2(11) 0{0) 2(14)
Grade 2
Mausea requiring antemetics 5 (12.5) (o) 0 {0} o0} 00} 5(35)
Rectal toxdcity 0 (0) 2(13.3) 0(0) 1(5) 2(4) 5(3.5)

min'] 0 {0} 0 {0} 0i0} L5} )

Grade 3

Urinary toxicity 0 (0) 0 (o) o (0) 1(5) 0 {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

(r=15), no. (%) (n=6), no. (%) (n=47), no. (%) (n=59), no. (%) (r=127), no. (%)

Grade 1

Lymphorrhea 0(0) 0(0) 4(7.7) 12 (203) 16 (12.5)

Fever 0(0) 0(0) 3 (5.8) 18 (305) 21(165)

Temporary weakness of the hip flexor 0{0) 0{0) 1({1.9) 0{0) 1{0:8)

Wound dehiscence 0{0) 0{0) 3(5.8) 0{0) 3({23)
Grade 2

Deep vein thrombosis 0{0) 0{0) 0{0) 1{1.7) 1{0.8)

lews 1(7) a(0) a(0) 12 (203) 13 (102)
Grade 3a

Lymphocele requiring drainage 1(7) 0{0) 2(3.9) 7(11.2) 10 (7.8)

Wound dehiscence 01{0) 01{0) 01{0) 3(5.1) 3({23)

Hydrone phrosis requiring stenting 1(7) 0{0) 0{0) 0{0) 1{08)
Grade 3b

Lymphocele requiring surgical drainage 0{0) 0{0) 0{0) 1(1.7)

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.

1 (0.8)
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. Series with >40 patients

@ Seneswin >15 patients
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OCRIGINAL REPORT

Surveillance or Metastasis-Directed Therapy for
Oligometastatic Prostate Cancer Recurrence: A Prospective,

Randomized, Multicenter Phase II Trnal

Piet Ost, Divies Repraders, Barel Decas tacker, Valdre Fonteyne, MNiobus Lumen, Aurdlie De Brupcker, Bide
Lambert, Louke Ddrue, Renée Bultfnck, Tom Claeys, El Goetghebeur, Geert Villewrs, Katfin De Mar, Filp Ameye,
Igrunee Bilief, Steven Joraw, Friedl Vanhaverbeke, and Gert De Meerleer

A B 5§ T R A C T

Purpose

Retrospactiva studias sugoest that metastasis-diractad thamapy (MDT) for oligorecurrant prostate
cancar (PCa) improvas progressionfrea survival. Wa aimed to assess the banafit of MDT in a ran-
domizad phasa Il trial.

Patients and Meth ods
In this multicantar, randamized, phasea |l study, patiants with asymptomatic PCa warna aligibla if thay

had had a biochamical racurmence aftar pnmary PCa treatment wath curative intent, three or fawsar
axtracranal metastabe lesions on choling positron amission tomography—computed tomagraphy,
and sarum testostarona leveals > 50 ng/mL. Patiants were randomly assignad (1:1] to aither sur-
vaillancaar MOT of all datacted lesions (surgery or stareotac tic body radiotherapy). Survaillancewas
parformad with prostate-specific antigan (PSA] follow-up every 3 months, with rapaated imaging at
PSA progression or clinical suspicion for prograssion. Random assignment was balancad dy-
narmically on the basis of two factors: PSA doubling tima (= 3 v> 3 months) and nodal versus non-
nodal matastases. Tha primary and point was androgan deprivation therapy [ADTI-free survival,
ADT was started at symptomatic progression, prograssion to more than three matastases, or local
progression of known metastases.
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HR, 0.60 (95% CI, 0.31 to 1.13); log-rank P= .11 HR, 0.55 {80% Cl, 0.36 to 0.85); log-rank F= .08
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 b4
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 2 5 3 1 0 0 Surv. 26 19 15 9 6 Fi | 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.

jon.org @ 2017 by American Society of Clinical Oncology 449
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Platinum Priority — Prostate Cancer
Editorial by XXX on pp. x-y of this issue

Effect on Survival of Androgen Deprivation Therapy Alone
Compared to Androgen Deprivation Therapy Combined with
Concurrent Radiation Therapy to the Prostate in Patients with
Primary Bone Metastatic Prostate Cancer in a Prospective
Randomised Clinical Trial: Data from the HORRAD Trial

Liselotte M.S. Boevé “"*, Maarten C.C.M. Hulshof®, André N. Vis®, Aeilko H. Zwinderman?,
Jos W.R. Twisk ¢, Wim P.J. Witjes’, Karl P.J. Delaere?, R. Jeroen A. van Moorselaar?®,
Paul C.M.S. Verhagen", George van Andel ®

A Department of Urology, OLVG, Amsterdam, The Netherlands; "Department of Urology, VU university Medical Centre, Amsterdam, The Netherlands;
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446 assessed for eligibility

14 ineligible
+ 6 did not meet inclusion criteria
+ 8 declined to participate

432 randomly assigned

v

l

|

216 allocated androgen deprivation therapy
alone (control group)

216 allocated androgen deprivation therapy in
combination with radiotherapy (radiotherapy group)

216 received allocated intervention 204 received allocated intervention
4 withdrew informed consent 12 did not receive allocated intervention
2 refused radiation therapy
2 died before initiation of therapy
M P 2 discontinued intervention

1 had previous radiation therapy
3 withdrew informed consent
2 were ineligible for other reason

216 included in intention to treat analysis

216 included in intention to treat analysis

Fig. 1 - Trial profile.
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1004

404

Overall survival (%)
g

= ADT
== ADT + radiation therapy
log rank p=0.4

b i
o
1 1 1 1
0 4 48 72 96
X Time to death or last follow up (mo)
No. at risk
ADT 216 145 65 27 1u
ADT + radiation therapy 215 161 61 33 13

. HR 95% CI
Overall - I— = 0.90 0.70-1.14
Teatmetastases, <5 —— 068 043110 >
5-15 4 ' 118 0.74-1.89
15 — .- 093 0.66-1.32
No. of metastases, 25 - —_— . 1.06 0.80-1.39
Gleason score s7 F i 0.93 0.61-1.42
8 L . 3 ! 0.85 0.52-1.38
29 1 I 093 0.65-1.35
PSA <60 - 0.95 0.58-1.53
PSA > 60 F—— 0.94 0.71-1.24
PSA <1418 - I i 0.94 0.64-1.37
PSA>141.8 R S| 0.96 0.75-1.22
Age <67 — 0.90 0.65-1.24
Age >67 e 0.87 0.62-1.22
T2 k L 1 0.82 0.42-1.59
273 - [ 093 0.72-1.21
Performance status PSO - —— 0.89 0.69-1.16
rformance status PS 21 F 115 0.65-2.02
Pain score no pain i 0.83 0.61-1.14
Pain scoreany pain I | 1.00 0.69-1.44
0 — —

Favours radiotherapy

Favours ADT alone
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Radiotherapy to the primary tumour for newly diagnosed,
metastatic prostate cancer (STAMPEDE): a randomised
controlled phase 3 trial

Christopher C Parker, Nicholas D James, Christopher D Brawley, Noel W Clarke, Alex P Hoyle, Adnan Ali, Alastair W 5 Ritchie, Gerhardt Attard,
Simon Chowdhury, William Cross, David P Dearnaley, Silke Gillessen, Clare Gilson, Robert | Jones, Ruth E Langley, Zafar | Malik, Malcolm D Mason,
David Matheson, Robin Millman, | Martin Russell, George N Thalmann, Claire L Amos, Roberto Alonzi, Amit Bahl, Alison Birtle, Omar Din,

Hassan Dowis, Chinnamani Eswar, Joanna Gale, Melissa R Gannon, Sai Jonnada, Sara Khaksar, Jason F Lester, Joe M O Sullivan, Omi A Parikh,

lan D Pedley, Delia M Pudney, Denise | Sheehan, Marayanan Nair Srihari, Anna T H Tran, Mahesh K B Parmar®, Matthew R Sydes™, on behalf of the
Systemic Therapy for Advanced or Metastatic Prostate cancer: Evaluation of Drug Efficacy (STAMPEDE) investigatorsT

Summary

Background Based on previous findings, we hypothesised that radiotherapy to the prostate would improve overall
survival in men with metastatic prostate cancer, and that the benefit would be greatest in patients with a low metastatic
burden. We aimed to compare standard of care for metastatic prostate cancer, with and without radiotherapy.

Methods We did a randomised controlled phase 3 trial at 117 hospitals in Switzerland and the UK. Eligible patients
had newly diagnosed metastatic prostate cancer. We randomly allocated patients open-label in a 1:1 ratio to standard
of care (control group) or standard of care and radiotherapy (radiotherapy group). Randomisation was stratified by
hospital, age at randomisation, nodal involvement, WHO performance status, planned androgen deprivation therapy,
planned docetaxel use (from December, 2015), and regular aspirin or non-steroidal anti-inflammatory drug use.
Standard of care was lifelong androgen deprivation therapy, with up-front docetaxel permitted from December, 2015.
Men allocated radiotherapy received either a daily (55 Gy in 20 fractions over 4 weeks) or weekly (36 Gy in six fractions
over 6 weeks) schedule that was nominated before randomisation. The primary outcome was overall survival,
measured as the number of deaths; this analysis had 90% power with a one-sided o of 2- 5% for a hazard ratio (HR)
of 0-75. Secondary outcomes were failure-free survival, progression-free survival, metastatic progression-free survival,
prostate cancer-specific survival, and symptomatic local event-free survival. Analyses used Cox proportional hazards
and flexible parametric models, adjusted for stratification factors. The primary outcome analysis was by intention to
treat. Two prespecified subgroup analyses tested the effects of prostate radiotherapy by baseline metastatic burden
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O YENi TANI ALMIS METASTATiIK PROSTAT CA
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QO TUM HASTALARA ADT YAPILMIS
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Oligometastatik Prostat Kanseri

Prospektif Faz lll Calisma Sonuglari

A overall survival in low metastatic burden B owerall survival in high metastatic burden

100 < — Control
_—?_;——__\h_\“ﬁ_‘_::_:‘_‘ — Radiotherapy
B0 T "o
£
= b0
z
A
E A0
S
L]
20+ -
HE O-68, 95% C1O52-0-00; p=0-007 HR 1407, 95% C 0-90-1-28; p-0-420
Y T T T T T T T T 1 T T T T T T T T 1
0 [ 12 18 24 30 36 47 48 o4 i} [ 17 18 4 30 36 42 A8 o
Number at risk
(events)

Contral 409 (5) 400 (9) 387 (17) 361 (17) 265 (12} 217 (22) 155 (16) 110 (B) 67 (5) 25  S67 (11) 547 (42) 500 (58) 428 (41) 312 (27) 245 (43)161 (200100 (7} 48 (3) 13
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Mumber at risk Time since randomisation (months) Time since randomisalion (months)

(ewvents)
Control 409 (FB) 324 (50) 269 (49) 211 (39) 171 (16) #3 (15) 53 (8) 32 (4) 16 (1) & 567 (207) 350 (120) 223 (68) 147 (32) B3 (8) 59 (10) 41 (%) 21 (3) 11 (0} 3
Radictherapy 410 (39) 377 (57) 318 (45) 255 (32) 178 (16) 142 (8) 113 () 75 (8) 35 () 12 553 (168) 379 (135) 237 (64) 166 (34) 96 (17 60 (11) 35 (2} 22 (6) 10 (1) &

Figure 4: Overall survival and failure-free survival by treatment and metastatic burden
HR=hazard ratio. Solid lines show the Kaplan-Meler analysis and dotted lines show the flexible parametric moded,
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Adjusted hazard Survival at 3 years* Restricted mean survival time
ratio (95% CI) {months)*
Control Radioctherapy Control Radiotherapy Difference (95% CI)
Overall survival
J Aldl Etienfs 0-92 (0-80-1.06) 62% 65 % 41-6 42-5 1-0 (—0-5 to 2-5}
Low metastatic burden 0-68 (0-52-0-90) 73% 81% A45-4 491 3-6 (1-0to 6-2)
“HIG Metastatic Doraen TO 0 g0 128 o= e 300 370 121 3510 1)
Failure-free survival
Al paticnts 070 (008 0. 210 23290 2290 21 205.2 LB 2.8 to 6.7
Low metastatic burden 0-59 (0-49-0-72) 33% S0% 274 361 8-6(56t011-7)
High metastatic burden 0.88 (0-7/-1.01) 1, % 15 % 173 188 1.5 (0.7 to 3-6)
Progression-free survival
All patients 0-96 (0-85-1.08) A% A% 324 331 0-7 (—-0-9 to 2-3)
Low metastatic burden 078 (0-63-0-98) 58% 63% 39-4 429 3-5(0-4 to 6-7)
ettt T Ea i B A L e S = o LT o e e
Metastatic progression-free survival
_All patients 0-97 (0-86-1-10) 47 % 475 239 244 0-4(15to2-4)
Low metastatic burden 0-80 (0-63-1-01) 62% 67% 41-1 44-2 3-1(0-2 to 6-0)
High metastatic puraen TIO (0051257 ¥k EEL 703 P e o s e (R Y T
Prostate cancer-specific survival
All patientst 0-93 (0-80-1-09) H6% 69% 439 A4-6 0-7 (-1-1 to 2-5)
Low metastatic burden 065 (0-47-0-90) 79% B6% A48.6 51-8 3-3(1-0to 5-5)
High metastatic burden 1-10 (0-92-1-32) 8% 56% A0-6 39-0 -1-6 (-3-9 to 0-7)
Symptomatic local event-free survival
All patients 1.07 (0-93-1-22) 57% 55% 382 372 —1-1(-3-1to 0-9)
Low metastatic burden 0.82 (0:-6H4-1.05) 65% T 2% 416 A4-0 2.4 (07 to 5-4)
High metastatic burden 1.23 (1-05-1-46) 50% 43% 25-8 32.2 -3-6 (-6-2 to —1-0)
Hazard ratio and restricted mean survival time differences are for radiotherapy relative to control. *Survival probabilities and restricted mean survival time estimates are
taken from flexible parametric models (t-star, 59 months). TCompeting risks analysis, sub-hazard ratio 0-94, 95% CI 0-81-1-10; p=0-431.
Table 2: Summary of estimated treatment effect for main outcome measures, for all patients and by metastatic burden
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