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Ders Plani

L Oligometastatik hastalik tanimi

d Yeni goruntileme teknikleri ve evreleme
dVaka sunumu

 Tedavi secenekleri

d Sonuc



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
U 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

Defining Oligometastatic Subtypes

Oligo-Recurrent/ Synchronous Oligo-Progressive

Metachronous Oligometastasis Metastasis
Oligometastasis

=R

® Uncontrolled Lesion
Controlled Lesions




OLIGOMETASTATIK HASTALIK

Different Prognoses by:

Type of Presentation & Extent of Metastases

CHAARTED Median OS SR N Median 05 yrs
& GETUG15 VEELS)) 10 TRy Groups (% events) (95%Cl)
TS alone T
( ) G 125 7.7
Metach and ~8 8 . % Prior Tx+LV (50) (6.7,10.6)
low volume 157 ~ 67 4.6
$ il Prior Tx+HV (75) (3.7,6.7)
Metach and 4.5 : % 43
high volume = ] De-novo+LV (70) (4,6.5)
De Novo and 4.5 1g] = o 148 36
LvV 0 IIO 2lo 3Io 4]0 slo slo 7Io alo 910 ul)o 1;0 120 De-novo+HV (84) (3'1'4'7)
De Novo and 3 Months from ADT start
HV

56% of mHSPC low volume in hospital registry are

High volume; \isearal dels-and/or 4 or e metachronous; found by surveillance with rising PSA

bone mets at least one beyond vert and pelvis)



OLIGOMETASTATIK HASTALIK NEDEN ?
NASIL? TEDAVI

Progresyona kadar gecgen slireyi uzatmak

Tam kir elde etmek

a

a

O Tumor yukand azaltmak
O Primer tumor odagindan kaynaklanan yayilimi engellemek
a

Obstruktif Gropatiyi engellemek

Primer /Metastaza yonelik Tedavi

O Cerrahi
U RT(SABRT vb)
U RFA

Sistemik Tedaviler
O ADT
O Yeni nesil androjen reseptor yolagi inhibitorleri



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 (NCTO2E63651) =b Outside the prostate and —
pehvic LMNs

Sidney Kimmel Cormprehensive Cancer Center <4 Extrapelvic —

(MCTO2485367)

Mayo Clinic (MNCTM7F77802) =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 —

(NCTOZB80687)

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

Martini-Klinik arm UKE GmbH (MCT02454543) =5 Bone, 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

Mumber of
Studies n Metastases Site of Metastases Imaging Modallty
Tabata et al[81] 3b =h Bone only, each site| Bone scan
< b0% size of
vertebral body
Ahrmed et al[82] 17 =hb NS NCcholine PET/CT, MRI, biopsy, CT, and "C-choline
PET/CT + MRI
Berkovic et all83] 24 <3 Bone, LN Bone scan + '°~FDG PET/CT, bone scan + ' C-cholif
PET/CT
Schick et all84] B0 =4 NS Bone scan + "®Fcholine PET/CT, bone scan
+ "C-acetate PET/CT
Decaestacker et al[B5] B0 =3 Bone, LN BEFDG PET/CT, ®Rcholine PET/CT
Ost et all66] 119 <3 Any 1SEEDG PET/CT SEcholine PET/CT

FOG = fluorodecxyglucose; LN = lymph noda; NS = not specified; PET = positron amission tomography.

http://www.cancernetwork.com



http://www.cancernetwork.com/

Evreleme Nasil Yapilmall

1 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




Oligometastatik Prostat Kanseri
Yeni Gorlintuleme Yontemleri

Why the Oligometastatic Space has Increased in
Prostate Cancer: The Advent of PET Imaging

Increasing Use of PSMA PET: Melbourne ' Increasing Use of PSMA PET: San Francisco
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Faure courtery of Mchae! Motman, Peter NacCallarm Cancer Comer, MeBourre Fgure courteyy of Thaomas Heope, UC San Francico

Axumin (fluciciovine F18) PET: Currently available at hundreds of imaging sites across the US
FDA-approved for use in biochemical recurrence, reimbursed by Medicare and some private payers




Oligometastatik Prostat Kanseri
Yeni Goruntuleme Yontemleri

Using Advanced PET Imaging to Detect Extrapelvic
Disease in Patients with PSA Recurrences
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Oligometastatik Prostat Kanseri
Yeni Gorlintuleme Yontemleri

PSMA PET Identifies Oligometastatic
Disease at Low PSA Recurrences

UCSF Experience using

PSMA PET at tlme Of .Extra-pelvic

recurrence B revic L
DProslato Bed

125 men with BCR after

Lesion outside of RT field

prostatectomy (PSA <2)

53% had a PSMA-avid
lesion

Percent of patients

38% had a fesion outside

of the pelvis i | | |
PSA <0.2 0.2-0.39 0.4-0.59 0.6-0.79 08-119 12-20

30% had a lesion outside AL 50 30 13 1 12
of a standard RT field

Boreta et al, Urology 2019



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 Eiscnxbcrgcr7. Michacl A Carducci’, William G Ndson’,
Srinivasan Yegnasubramanian’, Jun Luo®’, Yue Wang®, lianfeng Xu', William B Laacs™’,

Tapio Visakorpi® & G Steven Bova®™

NATURE MEDICINE VOLUME 15 | NUMBER 5| MAY M09

TTRRLEs 120 & “p.&i’éﬁ'f’l‘

‘9590 90 ¢ "H-90% - HEHE-VESTYOVY

30 hastada otopsi sonrasi yapilan genetik incelemede, metastatik bolge klonlar,
primer tumor ile benzer 6zelikler géstermektedir.




OLIGOMETASTATIK HASTALIK

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'||.1nnh;|t.'-n1|:r'f.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

I STAMPEDE CALISMASI; 917 KONTROL
5 KOLUNDE(ADT alan) BULUNAN M1
HASTALARIN SONUCLARI
Hastalarin %62 yalniz kemik ve %26
kemik+yumuska doku met.(lenf nodu
metastazi)
2 Yilhik sagkalim; yumusak doku met.%85
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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'

‘Deportment of Usbgy, 67 Asahibmachi Kuume University School of Medione, Kuume, Aok, fopa

an, “Divigon of Nuckear Medione ord
Deparment of Rodology. 67 Asali-madky, Kurume Uhbversty Schood of Medane, Kurume, Rakuoks, jopon

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

& 2005 Carcer Research UK Al nghts resernved D007 - (920003 $25.00

Less han 2.6%
Greates Than 4 5%

Logrk =001 * Retrospective analysis of 56
men with bone mets
%PABS isan independent

predictor of disease-specific
survival

Survival Probabilty

Number of patents at riss:
4 Less than & 6%
Greator tren 4 8%
—T —1

80 9




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

mik.200

mie-205

mir-141 miR-17

miR-31 miR-31

miR-10b miR-205
mir-29

/B, nvasion/ E. Adhesion in F. Extravasation ) H. Advanced
remodeling secondary site G. Micro- colanization
metastases

ORhOCH teteractions Resintance 10 shear and
< genat wires:
Cull-coll interacts N
?
Adhaalen Cell aretecture
LCM degadation
Coallcolt tignaling

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




Tani Aninda Tiimér Yiikii Sagkalim ile iliskili

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

M. T. Schwweizer?, X, C. Zhou?, H. Wang', T. Yang', F. Shaukat?, A. WW. Partin=,
ML AL Eisenberger? & E. S. Antonarakis?™
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Vaka Sunumu

73 yasinda erkek hasta

Bilinen hastalik oykiisii; KAH

Aile oykiusi yok

Siirekli kullandigi ilag; Ecoprine 100 mg/giin

Operasyon oykiisu yok

35 yil paket sigara icmis

idrar yaparken zorlanma ve sirt bolgesinde agri sikayeti ile basvurdu

PSA : 37 ng/ml



Alt Batin-Pelvik MR

Prostat periferik zonda seminal vezikil invazyonu gosteren primer timaor
Sol yanda konglomere multiple LAP



Toraks-Batin BT




Tum vicut kemik sintigrafisi
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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



Uygulanan Tedavi

De Novo Dusuk Volimli Kastrasyona duyarl Metastatik Prostat ca
 Bikalutamid 50mg/giin(14 giin)

1 Leuprolid asetat 22.5



Oligometastatik Prostat Kanserinde
Tedavi Yaklasimlari

Systemic & Metastasis
Consolidative |' Directed
Therapy \ Therapy
-




Oligometastatik Prostat Kanseri
Retrospektif Veri Sonuclari

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,
Dawvid I. Quinn, Leslie Ballas, Juan Pablo Lewinger, Mariana C. Stern,
Ann 5. Hamilton, Monish Aron and Inderkir 5. Gill

022-5347M51842-03750 hittpstdx. doi.org 101016 jurs. 2015.02 084

THE JOURNAL OF UROLOGY™ Vol. 194, 378-385, August 2015
0 015 by Asgrcas Urowosear Assocuemon Epueanon asn Resessc, ne. Primted in U.S.4

Prastate Cancer (61.9)
17 SEER Registries, 2004-

200%: Patients Reason for Exclusion

62,398 Age atdiagnosis younger than 65 years
E290  Pathology not consistent with adenocarcinoma
5,108 Mot first and only malignancy
1,068 Invalid diagnosis month
1550 Louislana reglstry 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 diagnosic

‘Without Part 8/8 Medicare coverage 1 year prior diagnosis
Prostate Cryatharapy

Prostate Brachytherapy

CRT + IMAT

Censored at study entry

161,255 patlents

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

4,069 patients

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




Oligometastatik Prostat Kanseri
Retrospektif Veri Sonuclari

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

Dol G B 0 S B, -l
THE JOURNAL OF URCLDGY™
€ 2006 by Averacas Usoanaical Sssncunioa Eoica Tou s Reszasoi. ko




Oligometastatik Prostat Kanseri
Retrospektif SEER Veri Sonugclari

RP IMRT CRT MNLT p-value
a7 a8 lo7 3327
Year of Diagnosis - N (%)
2004 6(13} 12 (14) 2120 709 (19) 0.2
2005 5 (11) g (10) 26 (24) 692 {18)
2006 7 (15} 14 (18) 2120 667 (17)
2007 11 (23) 21(24) 16 (15) 619 (16)
2008 10(21) 18 (20 1413} 530 (15)
2009 8(17) 14 (18) 3 (8) 560 (15)
Age at Diagnosis
Mean (50) 73.0 (6.0) 74.2 (6.1) 764(63) 782(7.2) <0.001
Race = N (%)
NHW 38 (81) 75 (85) 81(76) 2325 (76) 05
AA 715} g {10} 13 (12} GOE (16)
Hisp oo} 2(2) 3(3) 95 (2)
Asian 2(4) 1(1) & (6} 103 (3)
Other/Unknown 0io) 1i1) 4 (4) 96 (3)
Marital Status = N (%)
singhe 2(4) 10(11) & (6} 408 [11) 0.1
Married 35 (74) 60 (58) 62 (54) 2242 (59)
Separated/divorced/widowed,d
cnnesti. partners {19} 12 {14 27(25) 933 (24)
Unknown 1(2) 617 & (6) 238 (5)
PSA - N [3%)
< 10 ng/ml 25(53) 35 (40) 3 (8) 401 (10 < 0.001
10-19 ng/ml 6(13) 16(18) 20(19) 449 (12)
20-29 ng/mi 3 06) 10 111) 5 (5] 786 7]
= 30 ng/ml 5 (13} 17 (19) 55 (51) 2127 (56)
Unknown 7i15) 10(11) 14 (13) 564 (15)
PSA (Continuous)
Mean (0] 181 (263) 282 (338) 531(369)  590(380) < 0.001
Gleason Score = N (%)
<6 5 (11} 10 {11 &(7) 157 (4) < 0.001
ri g {47) 24 (27] 22 (21} 559 (15]

=8 19 (40) 43 (43) 59 (55) 2042 (53) I
Unknown 1f



Oligometastatik Prostat Kanseri
Retrospektif Veri Sonuclari(Review)

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

database searching through other sources
(n =3049) {n=126)

| |

Records identified through | Additional records identified

2700 records after duplicates removed ‘

 J

\

2700 records screened 2640 records excluded

v 45 full-text articles excluded, with reasons:
- Abstracts/meetings/editorial: 18
0 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




Oligometastatik Prostat Kanseri
Retrospektif Veri Sonuclari

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  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 mao ADT radiotherapy
(%)
Casamassima et al. [23] 25 25/0/0 11.8-36.7 5.65 Choline PET{CT SBRT 29 24 mo None NA 7(28)
Muacevic et al. [24] 40 0/40/0 MR 5.4 Choline PET/CT SBRT 147 ME 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 11501 50.4 21 Choline PET/CT (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 (gelvic nodes); Choline PET|CT SERT 17 Median not reached; 19(100) 12-17 mo None

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

Schick et al, [28] 50 33[15/2 156 6.7 Choline PET/CT and SBRT 31 Median not reached:  49(98) 12 mo 25 (50)

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

NRT
(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. [20] 83 83/0j0 NR 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 a.75 Choline PET/CT LND i MR 6 (60) 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] [ 6/0j0 Mean: 799 | 37.6° Chaline (n =3), MRI LND NR 15.5 mo G(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 Bj0fo ME 1.62 Choline PET|CT LMD MNE NE MNone NA MNone
Suardi et al. [36] 54 59/0/0 NE 2.0 Choline PET(CT LMD 76.6 60 mo” 24(41) 24mo 21 (36)

ADT = androgen-deprivation therapy: CT=computed tomography; FDG = fluorod eoxyglucose; HRT = hypofractionated radiotherapy; LND = lymph node dissection; MOT = metastasis-directed therapy: MRI = 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,

SLOZ) L9 AD0T0WN NVIJdOHNT

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} )

Urinary toxicity o (0) 0 (0) 0 (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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Progression-free survival

. Senes 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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Results of Studies on Salvage LND with 5 yr FU

Table 1 Main results of studies that have reported on sLND in patients with nodal recurrent PCa for which 5-year follow-up data are available

Author No. of patients PSA at sSLND No. of nodes No. of positive ~ BR (%) S5-year 5-year PFS (%) 5-year CSS (%)
(ng/ml) removed nodes BCRFS
(%)

Rigatti et al. 1.2 (0.8-5.1) 29 (16-40) 2(1-12) 19
[12]

Jilg et al. [27]) 52.(0.9-72) 17 (1-57) 4 (0-54) 8.7

Clayes et al. : 2 (0.2-26) 11 (1-219 1 (0-6) . NA
[33]

Tilki et al. [34] : 98 18.6 6.3

Karnes ct al. - 2.2(1.4-3.7) 21 (16-30) 3(1.2-6)
[32]

Suardi et al. [10] 5 (0.8-5.3) 26 (15-40) 2(1-11)

Zattoni et al. 117 J(1.24.1) 22 (15-30) 3(1-6)
[35]

Herlemannetal. 104 4.1((2-74) 13 (7-25) 3(1-7)
[36]

2021ASCO

ANNUAL MEETING




Radiotherapy to the primary tumour for newly
diagnosed, metastatic prostate cancer (STAMPEDE)

Radiation to the Primary Tumor Improves Survival
for PCa Patients with Low Metastatic Burden

Low Metastatic Burden High Metastatic Burden

Overall
Survival

HR 0-68, 95% C10.52-0.90; p=0-007 | HR 1.07, 95% C1 0-90-1-28; p=0-420

T Y Y T T T T J Y T T T T T
6 12 18 24 30 36 42 48 54 18 24 30 36 42 48

' R HRO59, 95% 00.49-072; p<0.0001
TN
4 Wi Y

\\‘\K:I\xk E

B Parker

Failure
Free
Survival

Failure-free survival (%)

=agrans ?
—— A e et al,
Lancet

1 T 1 | 1 | L ] 1 1 L) 1 \J 1
6 12 18 24 30 36 42 48 54 0 6 18 24 30
Time since randomisation (months) Time since randomisation (months)

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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Oligometastatic Disease Management

Prostate
Directed
Therapy

Systemic Metastasis Two randomized

Consolidative Directed phase |l studies
Therapy Therapy « STOMP

3  ORIOLE




Oligo Rekiirrens Prostat Kanserinde
Tedavi Yaklasimlari

The STOMP trial: Surveillance vs
Metastasis-Directed Therapy for
Oligometastatic Prostate Cancer

Primary endpoint:
» ADT-free survival

Stratification

* PSA doubling time

» Location of mets
Reason to start ADT

* Symptoms

* Local progression

» Polymetastatic progression

Ost et al, JCO 2017
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STOMP: Metastasis-Directed Therapy Improves
Biochemical Recurrence-Free Survival

Surveillance:
35% of pts had a
PSA decline

Metastasis-Directed
e % HR = 0.53, 95%Cl: 0.30-0.94, p = 0.03 Therapy (MDT)
1 ‘ £ 30% , 3 75% of pts had a
1| ([ .
\_
| AT

-
)]
o

-
o
o

PSA decline

" |: I||’ 1 6 12 18 24 30 36 42 48 54 Median ADT-free
| Time (months) .
iy survival:
MID31 23 14 10 7 6 4 4 2 1

5 10 15 20 25 30 35 40 45 50 55 60 Suv. 31 16 9 4 3 2 2 1 0 0 13 m(?nths i
Patient surveillance arm vs

21 months in the
MDT arm
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Ost et al, JCO 2017
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ORIOLE Trial: Observation vs Stereotactic
Ablative Radiation for Oligometastatic PCa

— SABR
— Observation

J HR 0-30 (95% CI 011 - 0-81); p=0-0023
1 1 1 ]

6 12 18 24
Time from randomization (months)

—

o

o
Lag

2

£

S

®

@

@

=

[ = =
5 50
7

@

@

S
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<}

B

a

o
LAAL

o

Number at risk
SABR 36 26 13
Observation 18 8 1

Phillips R et al, JAMA Onc 2020
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ORIOLE Trial: Patients who received SABR
had variable coverage of occult PSMA
radiotracer-avid lesions

Conventional imaging for
eligibility and treatment planning
(n=36)

Blinded PSMA-PET obtained
at baseline and Day 180
(n=35)

Total consolidation Subtotal consolidation
(n=19) (n=16)

Phillips R et al, JAMA Onc 2020
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ORIOLE Trial: Patients who received SABR
had variable coverage of occult PSMA
radiotracer-avid lesions

100

0

— No untreated lesions

H_A‘_L‘_‘_L_‘_u__‘ Any untreated lesions

Hazard Ratio: 0.26
95% ClI: 0.090 -0.76
p-value: 0.0055

t;n L ] &

J HR 026 (95% C1 0090 - 0-76); p=0-0055
T T T T
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Number at risk
No untreated 19 14
Any untreated 16 Y §

Phillips R et al, JAMA Onc 2020
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Long-Term Outcomes and Genetic

Predictors of Response to Metastasis-Directed
Therapy Versus Observation in Oligometastatic
Prostate Cancer: Analysis of STOMP and
ORIOLE Trials

Matthew P. Deek, MD'?; Kim Van der Eecken, MD, PhD?; Philip Sutera, MD?; Rebecca A. Deek, MS*; Valérie Fonteyne, MD, PhD>;
Adrianna A. Mendes, M05 Karel Decaestecker, MD, PhD?; Ana Ponce Kiess, MD, PhD?; Nicolaas Lumen, MD, PhD?;

Ryan Phillips, MD, PhD?; Aurélie De Bruycker, MD?; Mark Mishra, MD®; Zaker Rana, MD®; Jason Molitoris, MD, PhD®; Bieke Lambert, MD?;
Louke Delrue, MD!!; Hailun Wang, PhD?; Kathryn Lowe, BS?; Sofie Verbeke, MD, PhD'2; Jo Van Dorpe, MD, PhD!?; Renée Bultijnck, PhD’;
Geert Villeirs, MD'%; Kathia De Man, MD*3; Filip Ameye, MD?; Daniel Y. Song, MD?; Theodore DeWeese, MD?; Channing J. Paller, MD*;
Felix Y. Feng, MD!®; Alexander Wyatt, PhD'”; Kenneth J. Pienta, MD!5-18; Maximillian Diehn, MD, PhD!®; Soren M. Bentzen, PhD, DMsc®2°;
Steven Joniau, MD, PhD?!; Friedl Vanhaverbeke, MD??; Gert De Meerleer, MD?3; Emmanuel S. Antonarakis, MD?*; Tamara L. Lotan, MD®;
Alejandro Berlin, MD??; Shankar Siva, MD, PhD?¢; Piet Ost, MD, PhD?72%; and Phuoc T. Tran, MD, PhD?:15.18
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Favors MDT Favors Observation

Outcome MDT Median Time Observation Median HR (95% CI) P
to Event, months Time to Event,
(95% CI) months (95% Cl)

PFS 11.9 (8 to 18.3) 5.9(3.2t07.1) _— 0.44 (0.29 to 0.66) <.001
rPFS 18.3 (12 to 36) 17 (13 to 22.8) — 0.81 (0.50 to 1.29) 37
CRPC NR (62 to NR) 63 (53.9 to NR) —s— 0.67 (0.34 to 1.31) .24
0s NR (84 to NR) NR (73 to NR) 0.53(0.13to 2.11) .36

T T T

0 0.5 1.5

—

FIG 2. Time-to-event outcomes of MDT versus observation. Time-to-event outcomes demonstrate improvements in PFS with MDT over observation,
but na differences in rPFS, time to CRPC, or OS. CRPC, castration-resistant prostate cancer; HR, hazard ratio: MDT, metastasis-directed therapy:

NR, not reached; OS, overall survival; PFS, progression-free survival; rPFS, radiographic progression-free survival.

Journal of Clinical Oncology

3379
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Assessed for eligibility (STOMP)
{n = 280)

Randomly assigned
(n=862)

MDT {n=31)
Observation (n=31)

Assessed for eligibility (ORIOLE)
{n = 80)

Randomly assigned
(n=54)

MDT (n =36)
Observation (n = 18)

|

(n=

Primary tissue
Blood

Samples subjected to NGS

102)

Samples with successful NGS (n = 70)

{n = 6B)
n=14)

Tissue unavailable (n = 14)

Samples failed NGS quality
assurance (insufficient tissue or
age of specimen; n = 32)

FIG 1. CONSORT diagram demonstrating screening, inclusion, and sequenced sample breakdown.
MDT, metastasis-directed therapy; NGS5, next-generation sequencing.

3378 © 2022 by American Society of Clinical Oncology
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A high-risk mutational
signature

was defined as
pathogenic

somatic mutations
within

ATM, BRCA1/2, Rb1, and
TP53

on the basis of their
strong

association with
prostate

cancer outcomes
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Mo HIRE mutation 30 12 B 2 o Mo HiRi mutation 30 15 B 1 [}

FIG 3. PFS stratified by treatment arm for those (A) with and (B) without a high-risk mutation stratified by treatrment arm. MDT resulted in improvernents in
PFS in those both with and without a high-risk mutation, however, with a potential differential benefit resulting in relatively larger improvements in PFS in
those with a high-risk mutation treated with MDT. (C) PFS and (D) rPFS in those treated with MDT stratified by high-risk mutation status. High-risk
mutational status was prognostic for both PFS and rPFS in those treated with MDT, with longer times to events in those without a high-risk mutation. HiRi,
high-risk; MDT, metastasis-directed therapy; 0S5, overall survival; PFS, progression-free survival; iPFS, radiegraphic progression-free survival.

A-Tumors harboring a high-risk
mutation treated with MDT
experienced a median PFS of 7.5
months compared with a PFS of
2.8 months.

B- In tumors without a high-risk
mutation, the median PFS with
MDT was 13.4 months compared
with 7.0 months

C- the PFS was 13.4 months
without a high-risk mutation,
compared with 7.5 months with
a high-risk mutation.

D-The median rPFS after MDT

was 25.3 months without a high-
risk mutation, compared with 8.0
months with a high-risk mutation
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Find Studies + About Studies v Submit Studies v Resources v About Site PRS Login

ClinicalTrials.gov

Home >  Search Results >  Study Record Detail O Save this study

Stereotactic Body Radiotherapy With or Without Darolutamide for OligoRecurrent Prostate Cancer (DART)

ClinicalTrials.gov Identifier: NCT04641078

The safety and scientific validity of this study is the responsibility of the study sponsor ; y

and investigators. Listing a study does not mean it has been evaluated by the U.S. Sectrl;tmen;;lat:s L2 Eec;lgnzgm
i 1 :

Federal Government. Know the risks and potential benefits of clinical studies and talkkto = TELIOSIRE S SIZUMET2E

your health care provider before participating. Read our disclaimer for details.
See Contacts and Locations

Sponsor:
University Hospital, Ghent

Information provided by (Responsible Party):
University Hospital, Ghent

Study Details Tabular View No Results Posted Disclaimer  [F1 How to Read a Study Record

Study Description Goto | ¥ |

Brief Summary:
The current trial will test the combination of darolutamide with SBRT, in oligometastatic recurrent hormone sensitive prostate cancer. We hypothesize that the addition of short-term darolutamide improves metastasis-free survival when
added to SBRT without a detrimental impact on the QoL. Considering the large reluctance of both patients and physicians to be randomized to observation, we propose to use the historical data from previous reported randomized trials
(STOMP and ORIOLE}) as a comparator to explore as a secondary endpoint.
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ClinicalTrials.gov

Home >  Search Results >  Study Record Detail [ Save this study

RAdium-223 and SABR Versus SABR for Oligometastatic Prostate Cancers (RAVENS)

ClinicalTrials.gov Identifier: NCT04037358

The safety and scientific validity of this study is the responsibility of the study sponsor
and investigators. Listing a study does not mean it has been evaluated by the U.S.
Federal Government. Know the risks and potential benefits of clinical studies and talk

Recruitment Status @ : Recruiting
First Posted € : July 30, 2019

to your health care provider before participating. Read our disclaimer for details.
See Contacts and Locations

Sponsor:

Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins

Information provided by (Responsible Party):
Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins

Study Details Tabular View No Results Posted Disclaimer  [E] How to Read a Study Record

Study Description Go to E

Brief Summary:
This is a Phase Il non-blinded randomized study evaluating men with oligometastatic prostate cancer lesions randomized (1:1) to stereotactic ablative radiation therapy (SABR) versus SBAR + Radium-223. We are looking to

determine the progression-free survival of men who have oligometastatic prostate cancer with at least one bone metastasis with stereotactic ablative radiation therapy (SABR) versus SABR + Radium-223.
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Clinical Data for MDT in OligoCRPC

I

Triggiani et al. 2019  Multi-Italian 86 12.3-mos 21.8-mos

Deek et al., 2021 Mayo/JHU 68 9.7-mos 15.6-mos

Onal et al. 2021* Baskent/ 67 16.6-mos 16.4-mos
Hacettepe

* - All lesions were targeted with Ga68-PSMA MDT
** - Or similar

2021ASCO

ANNUAL MEETING
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Clinical Trials for MDT in OligoCRPC

NCT03644303/TRAP Il single arm Enza/Abi median PFS
NCT03556904/ FORCE lIR Enza/Abi/Doc PFS
NCT03503344/PILLAR lIR Apa PSA <0.2

NCT03449719 /ARTO lIR i 6-mos PSA
>50%

NCT02685397/PCS IX /1R rPFS
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Tedavin 18. Ayl Ga-68 PSMA PET/BT
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PSA ve Biyokimya

Parametre Adi Birim [?E[gg?;r g‘;ﬁi‘g
Ure 45 mg/dL 16.6 | 48.5 Grafik.
Urik Asit 4.2 mg/dL 3.4 [ Grafik.
eGFR 51.26 mL/min/1.7 Grafik.

CKD-EPI formild kullanilarak hesaplanmistir.

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

#oh [ 21 UL (135 214 [ Gufik
ALP Ty LI/L 40 120 Grafik.
Total Protein ¥ g!dL 6.4 8.3 Grafik.
Albumin 4.18 g/dL 35 h2 Grafik.

# DirektBilubin | 025 | mgd | 0 02 Grfi
Total Bilirubin 0.7 mg/dL 0 1,2 Grafik.
Indirekt Bilirubin 0.45 I'I'I‘éde 0 1,2 Grafik.
Kalsiyum 8.9 mg/dL 6.6 | 10.2 Grafik.
Sodyum 1424 mmaol/L 136 | 145 Grafik.
Potasyum 4.48 mmaol/L 3.5 5.1 Grafik.

& |Total Testosteron 0.38 ng/mL 1.32 | 8.92 Grafik.




Tedavi Degisikligi Yapiliyor

] Dosetaksel

1 Deltakortile 2x5 mg

1 Zolendronik asid 4 mg
 Leuprolide acetate 22.5

 Palyatif RT



Tedaviye Yanit Degerlendirmesi

1 6 kiir KT sonrasi nefes darhgi sikayeti basliyor
1 Ginluk aktivitelerini yaparken zorlanma

1 Sik kan transflizyon ihtiyaci

L ECOG P2

1 PSA diizeyinde artma

1 Dis merkez BT akcigerde yeni noduller lezyonlar



Tedaviye Yanit Degerlendirmesi
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5.Ayda Tedavi Degisikligi

J Enzalutamide 160 mg/glin
JZoledronik asit 4 mg

d Leuprolide acetate 22.5
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Prostate
Directed
Therapy

h

Systemic | & Metastasis
Consolidative |' Directed
Therapy \ Therapy
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Hormon Duyarli Metastatik Prostat Kanseri

ADT + Erken Donem Kemoterapi

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

STRATIFICATION

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

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

Primary Endpoint: OS

* ADT allowed up to 120 days prior to randomization



ADT + Erken Donem Kemoterapi

B Patients with High-Volume Disease

100

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

ADT+docetaxel
(median overall survival, 49.2 mo)

ADT alone
(median overall
survival, 32.2 mo)

80+
X
»

s 501
2
=
v

9 40-
=
2
=
[«

204

0
No. at Risk

ADT+docetaxel 263
ADT alone 250

12 24 36 48 60 72
Months

213 123 56 31 5 2

193 92 40 14 3 1

0
0

Patients Surviving (%)

No. at Risk

100+

80

60

40

20+

C Patients with Low-Volume Disease

ADT+docetaxel
(median overall survival, NR)

1

ADT alone
(median overall
survival, NR)

Hazard ratio for death with ADT+docetaxel,
0.60 (95% CI, 0.32-1.13) P=0.11

ADT+docetaxel 134

ADT alone

143

12 24 36 48 60
Months

120 66 33 15 0

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



Kastrasyona Duyarli Metastatik
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ERSESMD™“™  STAMPEDE: OS by risk group (LATITUDE)

Low risk High risk

Proportion surviving
b

2l HR 0.54 (0.43-0.69)

)| HR 0.55 (0.41-0.76)

p=0.00001 P<0.00001
| 0.00-
T T T T T T
0 1 2 3 4 5 6 7 8 0 1 2 3 Kl 6 7 8
0C soc
At-risk 222 213 191 165 146 100 62 29 1 Atrisk 232 206 152 106 73 56 28 6 0
Censored 0 2 3 4 5 14 50 77 101 Censored 0 2 5 5 6 13 33 51 54
0 7 28 53 " 99 10 16 120 Died 0 24 75 121 153 163 17 175 178
SOC+AAP SOC+AAP
Atnsk 214 1 192 172 161 149 95 N 5 Atrisk 241 21 191 154 124 m 66 19 1
Censored 0 0 2 5 5 6 44 106 132 Consored 0 2 2 3 5 9 39 79 05
Died 0 3 20 37 48 59 75 7 7 Died 0 18 48 84 12 121 136 143 145
HR 0.66 (0.44-0.98) HR 0.54 (0.41-0.70)

p=0.041 P<0.001
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EEEESMD " STAMPEDE: OS by disease burden (CHAARTED)

Low volume High volume

Proportion surviving
o
3

8 HR 0.59 (0.47-0.74)

HR 0.53 (0.38-0.74)

p p 0.00
T T T T T | [ T T T T T T
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
socC socC

Atrisk 106 190 172 145 126 95 54 24 1 At-risk 266 228 170 126 93 70 36 1" 0
Censored 0 2 4 5 6 14 46 72 02 Censored 0 2 4 A 5 13 37 56 63
Died 0 4 20 46 64 87 96 100 103 Diod 0 26 82 126 158 173 183 189 193

SOC+AAP SOC+AAP

Al-risk 206 203 189 168 156 144 92 29 5 Alisk 243 224 189 153 124 m 66 20 1
Censored 0 1 2 3 3 5 a7 108 132 Censored 0 1 2 5 7 10 35 74 01
Died 0 2 15 35 a7 57 67 69 69 Died 0 18 52 85 12 122 142 149 151
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Improved Survival With Enzalutamide in Patients With mHSPC

100 e ENZA + ADT
a0 —+— PED .+ ADT
= @0 4
= 70+
£ =]
50
€ a4 ENZA + ADT  PEO + ADT
& - =
E 30 o Madian NE NE
& gg | ESECumemns  pEwmNE  sTwNe
HA 195% CI 0.68 I0.53 1» 0.81)
10 4 Swatified hog-rank st <.001
T T T T T T T T T T
] 8 12 18 24 an 8 42 8 54 60
Time (months)
Mo, at riak:
E 574 568 558 551 535 516 498 479 457 445 427 412 396 384 316 4 1M 49 7 3 1
FBO +ADT 576 564 S48 539 511 489 488 435 404 385 3683 338 322 307 332 154 8O F- 4 1 1

Subgroup

All subgroups

Age < 85 years

Age 266 years

Geographic region—Europe

Geographic region—MNarth America

Geographic region—RaW

ECOG status 0 at baseline

ECOG status 1 at baseline

Gleason score at initial disgnosis < B

Gleason score at initial disgnosis x 8

Disease localization at baseline—bone anky
Disease localization st baseline—saft tissue only
Disease localization at bassline—bone and soft tissue
Baseline PSA value at or below overall median
Baseline PSA value sbove overall median

Low volume of disease

High volume of disease

Mo prior docetaxel therapy

Prior docetaxel therapy

Previous use of ADT or archiectarmy

Mo previous use of ADT or archiectomy

ENZA + ADT P

No. [E]
574 (154)
148 (3]
426 (116}
341 (100)
85 (200
147 (34)
48 (112
125 (42)
171 (38)
386 (108}
268 (64)
51 112)
77
201 (72
273 (82)
220 (36)
354 (119)
471 124
103 (300
B35 (144
| (1m

576 (202)
152 {52)
424 (150)
344 1129)
77 (28)
155 {45)
443 (143)
133 i59)
187 i51)
373 (1456)
245 (B4)
45 (91
241 (106}
303 i87)
269 (105}
203 (48)
373 (156)
474 (186}
102 i37)
516 (179)
8123}

'BO « ADT
MNo. (E]  [ENZA/PBO; months)

Median

NR/NR
54.2/NR
NR/NR
54.2/NR
MRB0.3
NR/NR
NR/NR
NR/45.9
NR/NR
NR@43.7
NR/NR
NR/NR
MR44.3
NR/NR
MR48.3
NR/NR
NR/45.9
NR/NR
NR/NR
NR/NR
NR/NR

00 05
Fawors ENZA + ADT

hf{nmi]fiw{hfh

—

1.0 1.5

s

20

HR [95% CI|

0.66 (0.53 10 0.81)
0.58 (0.38 1o 0.88)
0.68 (0.54 10 0.87)
0.70 (0,54 10 0.90)
0.48 (0.27 1o 0.85)
0.69 (044 1o 1.08)
0.67 (0,52 1o 0.86)
0.65 (044 10 0.97)
0.68 (044 10 1.04)
0.61 (0u48 10 0.79)
0.59 (0.43 10 0.82)
1.13 {048 1o 2.69)
0.62 (046 1o 0.84)
0.68 (050 10 0.93)
0.63 (0.47 10 0.84)
0.66 (0,43 10 1.03)
0.66 (0.52 1o 0.83)
0.64 (051 10 0.81)
0.74 (046 1o 1.20)
0.67 (0.54 10 0.83)
0.57 {027 10 120}

Favors PBO « ADT

TABLE 1. Patient Demographics and Disease Characteristics
(intent-to-treat population)

TABLE 1. Patient Demographics and Disease Characteristics (intent-
to-treat population) (continued)

PBO PBO
ENZA + ADT  PBO + ADT Crossaver ENZA + ADT  PBO + ADT Crossover
Characteristic (n =574) (n = 576) (n=184) Characteristic (n = 574) (n = 576) (n = 184)
Median age, years 70.0(46-92) 700 (42192) €9.0 (51-89) Visceral disease, 64 (11.1) 64 (11.1) 17 (94)
(range) with or without
bone of lymph
Age, years, No. (%) e
<83 148 (35.8) 152 (264) PR
De novo Metastatik
Torope AT (504) SO 102 (554) No. (%)
Asia-Pacific 104 (18.1) 113 (196) 49 (26.6) 0 471 (82.1) 474 (823) 155 (84.2)
North America 86 (15.0) 77 (134) 18(9.8) 1.5 14 (24) 1119 6(3.3)
South America 32(56) 30 (5.2) 11 (6.0 6 89 (15.5) 91 (15.8) 23(125)
Other 11(19) 12 (21) 422 Previous use of ADT,
ECUG stalus, No. (%)
No. (%) None 39 (6.8) 61 (106) 21 (11.4)
0 448(7800 443 (768)  155(84.2) = 3 months 414(721) 394 (684)  125(67.9)
1 125(21.8 133 (231 29 (15.8) >3 months 121(211) 120 (208) 37 (201)
Disease volume, Unknown® 0 1(0.2) 1(0.5)
No. (%) "
Median PSA, ng/mL 54 5.1 405
High® 354 (61.7) 373 (64.8) 92 (50.0) (range) (0-4,8235) (01900000  (0-3192.0)
Low 220(383) 203 (35.2) 92 (50.0) X .
Abbreviations: ADT, androgen deprivation therapy; ECOG, Eastern
Total \Emmnr:sm Cooperative Oncology Group; ENZA, enzalulamide; MO, no distant
No. (%nla@ : metastasis; M1, distant metastasis; MX, distant metastasis cannot be
assessed (not evaluated by any modality); PBO, placebo; PSA, prostate-
<8 171 (29.8) 187 (325) 70 (38.0) specific antigen
=8 386(67.2) 373 (648  108(587) *By country regulations, race is not collected in France.

ARCHES Enzulutamid oli
hastalikta etkinligi

ometastik
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Figure 1. Forest Plot of rPFS* for Oligometastatic and Polymetastatic Disease
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Figure 2. Kaplan-Meier Curve of rPFS in Oligometastatic Patients With
=5 Motastases
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Figure 5. Secondary Endpoints in ARCHES Based on the Presence of Bone
Metastases for Time to A) PSA Progression, B) First SSE, C) First Antineoplastic
Therapy, and D) Castration Resistance
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ERESMD“"  Should we count the metastases for decision
making about systemic treatment? No !!!

Docetaxel Hormonal agents  STAMPEDE (Abi)
nj Lowrisk  59/220 41/208 [ ] { 0,657 (0.438-0.983) 0.041
Low burden - H;x.whri:k 136/232 94/241 l - WLI
I TITAN (Apa)
m Disease volume i
- High 109325 173335 NE 9 =
— Low B0 58192 NE 30.5| i !
High burden
ENZAMET (Enza)
Volume of disease :
Low 2 46/265 —— 043 (0.26-0.72)
High 80/291 97/297 059-1.07

Clarke N, Ann Oncol 2019 —— .~ === " ~ Hoyle A, ESMO 2018; Chi K, NEJM 2019, Davis |, NEJM 2019
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High level summary of all HR(OS) and 95% CI

TS +/ - potent ARi mMHSPC data: Consistent!

M1 HSPC High Volume/risk Low Volume/risk Metachronous
(mostly low volume)

LATITUDE-Abi  0.66 0.62 0.72
(All de novo)  0.58-0.178 (0.52-0.74) (0.47-1.10)

STAMPEDE-Abi 0.60 0.54 0.55

(All de novo)  (0.49-0.71) (0.43-0.69) (0.41-0.76) N/A
ENZAMET-Enza 0.67 0.53 0.39 0.72

(45% conc doc) (0.52-0.86) (0.42-1.09) (0.21-0.71) (0.47-1.09)
TITAN-Apa 0.68 0.68 0.67 0.4

(10% prior doc) 0.51-0.90 (0.50-0.92) (0.34-1.32) (0.15-1.03)
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Sonug

O Yeni gorintileme yontemleri ile oligometastatik hastalik tanisinda artma
gorulmektedir

O Oligometastatik hastalikta primer timore yonelik RT
O Oligorecurrence hastalikta metastatik bolgeye SBRT, lenf nodu diseksiyonu

O Oligometastatik hastalikta sistemik tedavi; ADT +daha etkili yeni kusak AR yolagi
inhibitorleri(Abirateron, enzalutamid, apalutamide vb.)

L Randomize c¢alisma sonuglari daha aydinlatici
olacak(overtreatment/undertreatment)

L Oligometastik hastaligin agresif /indolent seyrini belirleyecek genomik bilgilere
ihtiyac mevcuttur



