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Prostat Kanseri Markerlar

A. Tedavi seciminde

A. Hastalik riskini belirlemede

A. Tanida ve Aktif izlem Hastalarinin se¢iminde




372 Comparative proteome analysis identified NAMPT as a potential serum marker for
EAU ] 9| 24rctona the prediction of docetaxel-resistance in prostate cancer

15-19 March 2019

Keresztes D. ?, Médos O. ?, Szdics M. %, Hittl A. ?, Csizmarik A. !, Nagy N. ?, Kretz V. !, Bracht T. , Sitek B. 2, Witzke K. 2, Puhr M. , Sevcenko S. %, Kramer G. 5, Shariat S. %, Nyirady P. ?, Szarvas T. 16

1semmelweis University, Dept. of Urology, Budapest, Hungary, 2Ruhr University Bochum, Medizinisches Proteom-Center, Bochum, Germany, *Medical University of Innsbruck, Dept. of Urology, Innsbruck, Austria,
“Donauspital, Dept. of Urology, Vienna, Austria, SMedical University of Vienna, Dept. of Urology, Vienna, Austria, *University Hospital Essen, University of Duisburg-Essen, Dept. of Urology, Essen, Germany
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- Zos
14 3
s 06
20
15 ] 04 NAMPT € 1.6
10 ng/mil
; 02 k\ -y
05 - s NAMPT 216 4 :
0,0 Y N 0.0 ng/mi =
Pre-treatment  Before prg. At progression 0 S 100 150 20 250 30
Survival time (days)
Figure 3. Mean NAMPT serum levels (ng/ml) Figure 4. Kaplan-Meier Plot
Significantly increased NAMPT serum levels were High NAMPT serum levels were associated with poor
detected before and at radiographic progression. patients’ survival in DOC-treated CRPC patients.

99 hasta ¢alismaya dahil edilmis.
NAMPT (Vistatin) Dosetaksel ile tedavi edilen CRPC hastalarinda sagkalim ve progresyon ile iligkili bulunmus.

Bu hastalarda enzalutamid/abireteron kullanilabilir.



369: Tissue specific NKX3.1 positive circulating tumor cells isolated by ISET in prostatic EAU19
cancer patients 16-03-2019

Radikal prostatektomi yapilan 3 hastanin 2sinde
DHT +

Bu iki hastada metastaz gelismis. . »
Gleason 5+5 AdenoCa saptanan bir hastada e

DHT+
-
Gleason 3+3 tiimorlerde DHT - « » -

28 hasta calismaya dahil edilmis. A 0.
° &

Fig.1: Rappresentative image of a NKX3.1 cell
(black arrow) and a blood cell (hematoxylin
staining) identified among filter-retained cells
from the blood of a advanced prostate cancer
patient.

- —




Mitochondrial dysfunction correlates directly with progression and
poor long-term prognosis in prostate cancer

Ashwin Sachdeva’?4, Claire Hart*, Christopher Carey?, Conor Lawless’, Mick Brown*, Laura Greaves’, Rakesh Heer?, Doug Turnbull?, Noel Clarke*

1. Wellcome Centre for Mitochondrial Research, 2. Northern Institute for Cancer Research, 3. Molecular Pathology Node, N\ N
4. Genito-urinary cancer research qroup, Christie Hospital, Manchester, United Kingdom. ashwin.: sachdeva@qmall com

Warburg shift tumor
hucrelerinin,

Mitokondride yaptiklari
oksidatif fosforilasyon yerine
hizli enerji elde etmek
amaciyla glikolizi tercih
etmeleridir.

A med. survival: 30.9 m
(95% C1 10.2-51.6)
Log rank test, p 0.003

HRmulti 1,68
(95% CI 1.20-2.36, p=0.003)

Overall survival

(A) Complex |

~or

0 15 20
Time (years)

pon-Tyne, United Kingdom

(B) Mitochondrial mass

1.00

A med. survival: 346 m

(95% CI 18.4-50.9) ; 0.75
Log rank test, p 0.0007 2o
HRmulti 1 56
(95% Cl 1.16-2.08, p=0.003) 0.00 . .
Number af risk Time (years) “ “
2 . e
o 5 10 15 20 25 30

Time (years)

Mitokondriyel disfonksiyon agresif prostat kanseri

ile iligkilidir. Progresyon igin erken bir marker
olarak kullanilabilir.




BARCELONA EXternal validation of SelectMDx in an opportunistic screening
EAU 1 9| 15-19 march 2zo19COhort in first TRUS-guided biopsy without MRI imaging

Ik biyopsiden dnce PSA 3-10 arasi hastalarda
Klinik onemli prostat kanserini

PCA3 and ERSPC and PBCG risk skorlarina gore daha iyi analiz edebiliyor.

%40 gereksiz biyopsiyi onliyor. MR givenilir ve erigilebilir degilse.



Pooled analysis of >1000 patients enrolled in two independent prospective validation studies show
consistent performance of a urine exosome gene expression assay to rule-out benign and low-grade
prostate cancer at initial biopsy

Noerholm M.l, McKiernan ].), Donovan M.j.‘, Partin A.‘, Carter B.‘, Brown G.ﬂ, Margolis E.‘, Torkler P. l, Skog j.', Shore N.', Andriole G.‘, Thompson I.m, Carroll P. -

14
Cohort Size 1022
Age (Median) 63 years 0.8 2 2 — & 1
PSA (Median) 5.3 ng/mL EPI is a non-invasive, easy to use, world's first exosome based 3-gene expression urine assay, which:
African American 15.5% -
Familyhistory - Yes 18.5% = 0.6
=P Cutpolat Vaiidobed GE61 Aitermaiive B0 a 04 @ discriminates high-grade (=GG2) from low-grade (GG1) PCa and benign disease
Prevalence HGPCa 29.9% 29.9% o o ge . o . .
Biopsies Avoided 2500k S=8% @ accurately identifies patients with higher grade disease
Sensitivity 92.5% 88.2% 0.2 * EPI AUC: 0.70 :
Specificity 30.2% 43.2% ® PCPT 2.0 AUC: 0.62 ® reduces the total number of unnecessary biopsies
NPV 90.4% 89.6% o o AOC: 028
o 0.2 0.4 0.6 0.8 1
1 - Specificity
100 1 e Benign/GG 1 : '
GG2 : -
80 4 * =GG3 . ‘
' ‘
' '
@ g0 | ® EPI cutpoint 15.6 . '
S ® EPI cutpoint 20 . ;
@ : :
— . .
85 40 A : '
. ‘
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Q 547: Prostate MRI, with or without targeted biopsy and standard

biopsy for detecting prostate cancer: A Cochrane systematic

review and meta-analysis

EAU19
16-03-2019

10.810 men with a suspicion of prostate cancer (PSA or DRE based) undergoi
First-biopsy setting. repeat-biopsy setting ora mixed setting
MRI; MRI-targeted biopsy (MRI-TBx) in men with a positive MRI; the MRI-pathway (MRI with or without MRI-TBx); and standard biopsy (SBx)

g their first or 3 repeat biopsy.

Template-guided bi which comprehensively samples all zones of the prostate (TemplBx)
Risk of bias: patient bl
N 4 ratio Implications In a population of 1000 selection & st of 5
(patients) sensitivity (953 ClI} spedfidty (95% CI) (953 c1) men= reference standard e
domain e
10(2719) 0.90(0.81-0.95) 0.38(0.30-0.47) n.a. <sPCa will be missed in 30 men modermate to high low
6 (1288) 0.83 (0.74-0.90) 0.92 (0.88-0.94) n.a. csPCawill be missed in S1men moderate to high low
6 (1885) 0.74 (0.63-0.82) 0.95(0.93-0.97) n.a. <sPCa will be missed in 78 men moderate to high low
4 (2421) 0.65 (0.22-0.93) 1.00 (0.97-1.00) n.a. csPCawill be missed in 105 men high low
MRI-pathway and SBx detectan equal
16 (2829) n.a. n.a. 1.04(0.91-1.19) o par Hion BT TG with rePCa moderate to high low
MRI-pathway detects a larger proportion =
8 (1354) n.a. n.a 145(1.12-1.87) S e I D Ca T T moderate to high low

~assuming a pre-test probability of 30%; MRI = magnetic resonance imaging: MRI-TBx = MRI-targeted biopsy; MRI-pathway = MRI with or without targeted biopsy; SBx =standard
systematic biopsy: TemplBx =Template-guided biopsy: ¢sPca = dinically significant prostate cancer; GG =ISUP grade group; First-Bx =biopsy naive men; Repeat-Bx = men with a
history of previous negative biopsy: n.a. =notapplicable.

(953 C1) spedfidry (95% 1)

domaln
8 (1392) '0.68 (0.56-0.78) 0.27 (0.27-0.20) n.a. S ot i3 .o moderate to high low
a(398) ©0.52(0.13-0.89) ©0.99 (0.67-1.00) n.a :_:’::'"" e I S A MO0 mhodarats to High low
ove isis in
< (s58) ©0.30 (0.15-0.51) .93 (0.55-2.00) n.a s moderate to high lows
4 (3a21) n.p. n.p. n.a. n.p. n.a. n.a.
15 (2889) n.a. n.a. oss(o.ssos0 M e rate to high tow
= = and blosy procedures than SBx
& (992} 0.52 (0.35—0.82) St = oderate to hi low
B e and blosy procedures than SBx o~ - LRt

*assuming a pre-test probability of 20%: MR = Magnetic resonance IMaging: MRI-TEx = MRI-targeted blopsy. MRI-pathway = MRI with orwithout targeted biopsy: SBx =standard

systematic biopsy; TemplBx = Template-guided biopsy: First-Ex — biopsy naive men: Repeat-BEx — men with a history of previous negative biopsy: GG — ISUP grade group: n.a. = not
applicable.




MRI pathway: %26 standart biyopsi %35 klinik dnemli prostat kanseri kacirirken
Gereksiz biyopsilerin %31’ ini onlerken

Gleason 3+3 lerin yakalanmasini %70 oraninda engelliyor.



Goruntuleme biyopsi sayisini azaltabilir mi?

(ORECISION i

Clinical suspicion of prostate cancer (raised PSA or abnormal DRE)

Randomisation (n = 500), 1:1 allocation

Multiparametric MRI 10-12 core TRUS biopsy

PIRADS 1or 2
No biopsy




LIRECISION

Outcomes

71/252 (28%) of men avoided biopsy in the MRI arm

Median 4 cores in MRI £TB arm versus median 12 cores in TRUS biopsy arm

%

Clinically Significant Cancer
Detection (Gleason = 3+4)

95/252
(38%)
64/248
(26%)
TRUS

Non-inferiarity %'na'gn

ITT: 117 (95% C1361to 198)

&

Modfied ITT: 115 (95% Ci1 31 to 129)

&

v

Pe-protocal: 11.2 (95% Cl 3.4 to 204)

-10

-5

0

5 10 15

Favors TRUS biopsy

Favors MPNMH itargeted biopsy



RECISION

Clinically Insignificant Cancer
Detection (Gleason 3+3)

Favours MRIXTB

P <0.001

5§8/248
(22%)

23252
S%
Lot TRUS

Secondary outcomes

Maximum Cancer Core Length

mm Slightly favours %

MRIZTB

P =0.053

7.8mm

6.5mm

TRUS

“UCL

Proportion of cores positive
for cancer

Favours MRIXTB

422/967 (44%)

515/2788 (19%)

TRUS

Daha az biyopsi
Daha az
overdiagnose
daha fazla klinik
onemli prostat
kanseri
PSAD>15 ise
yakin takip!



%95 e varan Negatif prediktif deger Gleason3+4 icin

%30 gereksiz biyopsiyi onler

Daha az klinik bnemsiz prostat kanseri saptar



Recommendations for biopsy naive patients LE Strength rating
Perform mpMRI before prostate biopsy. 1a Weak
When mpMRI is positive (PI-RADS z3), combine targeted and systematic biopsy. 2a Strong
When mpMRI is negative (PI-RADS =2) and clinical suspicion of prostate cancer is 2a Weak

low, omit biopsy based on shared decision making with the patient.

Strength rating

Summary of evidence

Systematic biopsy is an acceptable approach if mpMRI is unavailable. 3 Strong




FAST MR

*Kontrastsiz

*Biparametrik

*Dinamik goruntu harig

‘Mp MR= 16 dakika iken Fast 8 dakika
*%55 daha ucuz

Klinik onemli prostat kanserini
dislamada kullanilabilir

*EUJ’ da sonuglari yakinda yayinlanacak.




| Aktif izlem

A. Al sinirlarini genisletebilir miyiz?

B. Goruntulemeler ve risk siniflamasi iyilestirilebilir mi?
ll. Lokalize Prostat kanseri tedavisi

A. PLND
l1I. lleri evre Hastalik

A. Goruntu rehberli tedaviler

B. Sitoreduktif RP



E AU 19 BARCELONA EXPANDING ACTIVE SURVEILLANCE TO GLEASON 3+4?
15-19 March 2019




Recommendations Strength rating

Active surveillance (AS)

Offer AS to highly selected patients (< 10% pattern 4) accepting the potential increased risk | Weak
of further metastases.

MR teknolojisi ve gen profilinin daha etkin kullanilmasi ise daha fazla Gleason 3+4 timorin
aktif izleme alinabilmesi olasi olabilir.




E AL | ©|BARCELONA  ACTIVE SURVEILLANCE — PROGNOSTIC FACTORS

15-19 March 2019

Multivariate Table




EAL | ©|BARCELONA - ACTIVE SURVEILLANCE — CAN WE AVOID REPEATED BIOPSY?

15-19 March 2019

Giganti F et al 150 men with GG1 or 2 on AS

Von Beyme Cortés et al 147 patients under AS with Gleason

score of 3+3=6 or 3+4=7a were

initially enrolled and received mp-
MRI (n=55)

Osses D.F. et al 81 men underwent both an
MRI+TBx at baseline and at
confirmatory biopsy

Fishelevitz A. et al 71 men on AS with mpMRI prior to |
biopsies




sarRCELONA Extended versus Standard Pelvic Lymph Node Dissection:
EAU19| 1519 march 209 Results of RCT

1480 hasta randomize ediliyor
Genigletilmis LND: 757 (obturator, external iliak, hipogastrik)
Sinirli LND 723(obturator fossa)
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BARCELONA Extended lymph node dissection is associated with
EAU19 15-19 March 2019 improved OS in patients with very high-risk PCa

Genigletilmis LND yapilan
hasta grubunda 10 yillik
takipte %8 daha az
mortalite gorulayor.
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Which patient with biochemical recurrence after primary treatment for

E AU 19 BARCELONA prostate cancer would result in a positive ¢8Ga-PSMA PET/CT? A clinical
1519 March 2019 to0l to guide physicians before suggesting 8Ga-PSMA PET/CT

Prostate-specific antigen (PSA) recurrence after
radical prostatectomy rating

Perform PSMA PET/CT if the PSA level is > 0.2 ng/mL and if the results will | 2b Weak
influence subsequent treatment decisions.

ISUP Grup
PSA
PSADT
ADT

PSA rekurrensine kadar gecgen sure
Klinik durum

02 03 G4 05 08 07




EAU] O|2xcaona LONG TERM OUTCOMES OF SALVAGE LND

15-19 March 2019

Salvage LND sonuglari yuzguldariacu degil.
605 hastanin dahil edildigi ¢calisma,




EAU | ©|5kctona LONG TERM OUTCOMES OF SALVAGE LND

15-19 March 2019




IMAGING TARGETED TREATMENTS VERSUS EXTENDED SALVAGE LYMPH NODE
E AU19 BARCELONA  pISSECTION FOR PATIENTS WITH A SINGLE NODAL RECURRENCE OF PROSTATE

15-19 March 2019 CANCER: A COMPARATIVE ANALYSIS FROM A LARGE MULTI-INSTITUTIONAL SERIES

Rekurrenssiz sagkalim
oranlari
E-LND: %58
SBRT: %40
T-LND: %41
E-LND en iyi ydontem ancak
SBRT ile T-LND arasinda
fark yok.

CR-free survival
3

(=]
-
N o
w

Time (years)




IMAGING TARGETED TREATMENTS VERSUS EXTENDED SALVAGE LYMPH NODE
E AU - (| BARCELONA ' DISSECTION FOR PATIENTS WITH A SINGLE NODAL RECURRENCE OF PROSTATE
. 11519 Morch 2019  CANCER: A COMPARATIVE ANALYSIS FROM A LARGE MULTI-INSTITUTIONAL SERIES

Intraoperative tracking using Ex-vivo gamma-probe
the Gamma-probe measurement

Radyo-rehberli cerrahiler kisa donemli PSA duzelmeleri igin umut verici, ileri calismalar yapilimali.

$8Ga-PSMA-PET PnTe-PSMA-PET

ADT almamig, PSMA-PET yapilan 47 hasta
27 hasta- E-SLND
20 hasta T-SLND

PSA-decline | RGS (n=20) CSA (n=27)

Overall 20 (100%) 14 (52%)

>50% 16 (80%) 8 (30%)

>90% 10 (50%) 2 (7%)




Testing Radical prostatectomy in men with prostate cancer and

E AU 1 9 BARCELONA oligoMetastases to the bone (TRoMbone):
15-19 March 2019 a randomized controlled feasibility trial

Fizibilite calismasi, 50 hasta randomize edilmis.
Dosetaksel
Dosetaksel + RP
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Daha once yapilan galismalarda sitoreduktif cerrahinin
GU komplikasyonlar
Transfuzyon oranlari
Hastanede kalis suresi
Maliyet +%20

Yuksek volumli merkezlerde
kullanilabilir bir tedavi haline
gelebilir.




Mesane Kanseril




BARCELON AFGFR3 mutation and FGFR3 expression & Clinical Outcome in RC
EAU 1 9 15-19 March 2019 Implications for anti-FGFR3 Bladder Cancer Treatment?

FGFR 3 mutasyon ve ekspresyonunun klinikopatolojik parametrelere ve prognoza etkisi, Cok merkezli
calisma




PROGNOSTIC VALUE OF THE WHO 1973 AND 2004/2016 GRADING SYSTEMS IN PRIMARY
E AU 1 9 BARCELONA Ta/T1 NON-MUSCLE INVASIVE UROTHELIAL CARCINOMA OF THE BLADDER - A
15-19 March 2019 MULTICENTER EAU NMIBC GUIDELINES PANEL STUDY

PROGNOSTIC VALUE OF THE WHO 1973 AND 2004/2016 GRADING SYSTEMS IN PRIMARY

BARCELONA Ta/T1 NON-MUSCLE INVASIVE UROTHELIAL CARCINOMA OF THE BLADDER - A
PUN-LMP WHO 2004/ 16 EAU 19 15-19 March 2019 MULTICENTER EAU NMIBC GUIDELINES PANEL STUDY




PROGNOSTIC VALUE OF THE WHO 1973 AND 2004/2016 GRADING SYSTEMS
E AU 19 ?ﬁfCEL?Nﬁ IN PRIMARY Ta/T1 NON-MUSCLE INVASIVE UROTHELIAL CARCINOMA OF THE
i BLADDER - A MULTICENTER EAU NMIBC GUIDELINES PANEL STUDY

WHO 1973

WHO 2004/16




EAU1S

BARCELONA
15-19 March 2019

Mesane kanseri Kas invaziv N1MO hastalar

Retrospektif




E AU19 BARCELONA | Mesane kanseri Kas invaziv N1MO hastalar
15-19 March 2019

Cisplatin-based induction
chemotherapy

N

2" line
systemic
treament

www.eaul9.org Gschwend vs. Bracarda m_] ooyl



oo [ SAUL Study -

Iy n L5 4 A \ \ SAUL enrolled a broader patient popl'Jlatit?n with Guvenllk Qall§maS|
Primary results from SAUL, a prospective multinational single- pretreated locally advanced/metastatic urinary 1 000 h t
tract carcinoma, including patients with asta
+ Non-measurable disease 32 ulke
* ECOG PS 0-2 otoimmun hastalik
www.eaul9.org AL Ssiety of Amzoizumab = sy adarced o reastatc Urobetal o « Progression on prior non-platinum KBY
treatment
- \ i . HIV
Primary endpoint: « Creatinine clearance 215 mL/min Divali
+ Safety + Stable CNS metastases iz
s°g°"d"l’:'¥ °'fdl’l°i"‘sz + Steroid treatment ongoing at ECOG 0-2
verall surviva _ baseline?
» Progression-free survival . .
+ Overall response rate * Autoimmune disease
- Disease control rate « HIV-positive status
el e S + Requirement for renal dialysis

( Between 30 Nov 2016 and 16 March 2018, 1004 patients were enrolled (997 treated) from sites in 32 countries worldwide )




EAU1S

Estimated OS (%)

BARCELONA — Qyerall survival in subgroups of special interest
15-19 March 2019

100
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1

— Overall population (n=1004)
= Autoimmune disease (n=35)
— Renal impairment (n=46)

- Concomitant steroids (n=40)

— CNS metastases (n=14)
— ECOG PS 2 (n=101)

3 6 9 12 15 18 21
Time (months)

Toksisite yok.




E A BARCELONA Propensity score-matched analysis: -
U 15-19 March 2019 PURE-01 (N=84) vs RC +perioperative CT (N=601) e

EFS — Overall population EFS - (y)pT<2

e frorm RC (montts)

Overall 12-month RFS:

12-month RFS
pT stages Pembro + RC (n) RC alone (n) RC + peri CT (n)
pT<2 (211) 98.1% (52) 88.6% (79) 91.8% (80)
pT2-4N0-X (412) 100% (15) 66.3% (267) 74.5% (130)
pN+ (225) 76.7% (17) 38.7% (93) 60.5% (115)

European

www.eaul9.org Bandini M, et al. Poster Session 80, March 18. Abstract 1122 Maacaten



EAU

BARCELONA
15-19 March 2019

Can we predict response and survival after neoadjuvant
chemotherapy?

Biomarker

ERCC2 mutation

ERCC2 mutation

ATM/RBI/FANCC
mutations

ATM/RBI/FANCC

mutctions

ERBB2 mutctions

Single-somple
genomic sublyping
clossifier

Translafional relevance

Associafion with pathologic
response

sociation with improved pT<2
As: 1 it <;
response ond OS5

Associction with improved pT<2

response

Association with pl0 response

Bosal tumors benefited the most

from necadpuvant
chemotheropy odminatrafion

Pimock ER et ol. Eur Urol 2015

Anan F et ol Eur Urol Oncol 2018

Groenendgk FH ef ol Eur Urol 2015

Seder R of ol Eur Urol 2017

Can we predict response and survival after
neoadjuvant 10?7

PD-L1

TMB/gLOH/MSI

GEP/IFN-y signature

CD8 infiltration

EMT signature

Circulating markers: MDSCs,
cytokines, mutations/ctDNA
Immune components of the TME:
CD8/Tregs/ TGFR/MDSCs/TAMs,
others

Others: subtyping, mutations, etfc.

ileride hangi hastalarin neo-adjuvan
tedaviden yarar gorecegini
belirlemek i¢in markerlar
belirlememiz gerekecek.




EAU BARCELONA Consensus on classification

15-19 March 2019

Molecular subtypes

o -— T T
e
o 70 - ] - —
< 6o [ 5 1 :
50.43yrs: - :
A S el
40- '

—
Luminal BT Luminal
Papﬂluy |Non-Specified | Unstable

Stroma-
rich



E AU19 BARCELONA Impact of the number of radical cystectomies per hospital on 90-
1519 March 2019 day mortality in Spain

Sistektomi yuksek volumlu merkezlerde
yapilmali. ( >38/Y1l)




Sistemik Tedaviler




IMmotion151

Atezolizumab
Bevacizumab

Metastatic clear cell RCC: COMBINATION TRIALS

Sunitinib

Ja
PD

PDL1 +
hastalarda PFS
iyi

OS datasi
bekleniyor.

K e "

PFS ve OS daha
Iyi

Pembrolizumab +

Axitinib

ccRCC :The current and future treatment options

First-Line

Favourable Risk:
Sunitinib / Pazopanib

About to arrive:
Axitinib/Pembro
Axitinib/Avelumab
Biomarker PD-L17?

Intermediate / Poor Risk

Nivolumab/lpilimumab

(selected pts: Cabozantinib)

Second-Line

Third-Line

Axitinib

Cabozantinib
Nivolumab
Lenvatinib/Everolimus
Everolimus

Axitinib

Cabozantinib
Nivolumab
Lenvatinib/Everolimus
Everolimus

Sunitinib

Pazopanib

Axitinib

Cabozantinib
Lenvatinib/Everolimus
Everolimus

Sunitinib

Pazopanib

Axitinib

Cabozantinib
Lenvatinib/Everolimus
Everolimus




Advanced Prostate Cancer

Localised Prostate Cancer | Advanced Prosate Cancer: Advanced Prostate Cancer: \
Castration-sensitive (CSPC)/naive Castration-resistant

ADT MOCRPC:
MO treatment options with MFS benefit:
* Apalutamide .
/' - Enzalutamide Kastrasyon naiv

Local Therapy

(RTIOP/Active  [>{ Salvage i

e = T rknetastgtlk prostat

Docetaxel anseri

'i\ 1stine |'>- - .
ADT +/- mOS 32-35m mOS 18-20m moOS 10-12m Enzalutami
~Abiraterone d (ARCH ES)
mCRPC treatment options with overall survival benefit:
*» Abiraterone
;‘:T;:‘{"’”S'“ D:Pﬁj"‘h" To':"'PY mCSPC treatment options with OS benefit: + Cabazitaxel Kastrasyon di ren(}”
- Motast TSy e oL + Docetaxel (STAMPEDE, CHAARTED) » Docetaxel .

T me e « Abiraterone (STAMPEDE, LATITUDE) + Enzalutamide non-metastatik prostat
Tt srotcmcry - Enzalutamide (ARCHES) " Radium 223 kanseri

Darolutamid(ARAMIS)




EAU | ©|%FCHON: ARCHES study design

Key discontinuation criteria
Radiographic progression, unacceptable
toxicity or initiation of an investigational
agent or new therapy for prostate cancer

Key eligibility criteria

+ mHSPC (confirmed by bone scan, CT or MRI),
histologically confirmed adenccarcinoma

+ ECOG PS score of 0 or 1

+ Current ADT duration <3 months unless prior
docetaxel, then <6 months

Stratification factors

+ Volume of disease (low vs high*)
; BARCELONA =
i s EAU © |20 ARCHES: Overall rPFS

*Defined as metastases involving the viscera or, in the al
bony structure beyond the vertebral column and pelvic b
T ECOG P

www.eaul9.org ¢

p graphy Coopera
MRI=magnetic resonance imaging. OS=overall survival.

ENZA + ADT PBO+ADT
(n=574) (n=576)
Median, months NR 194
(95% CI) (NR. NR) (16.6, NR)
12-month event

free rate estimate 0.64 064

HR (95% Cl) 0.39 (0.30, 0.50)
p<0.0001

ENZA+ADT >ADT+Placebo

The combination of ADT and Enzalutamide has

acceptable toxicity in the medium term
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ARAMIS trial design

Patients
* Men with nmCRPC

» PSADT =10 months
Primary Final
analysis: analysis:

Stratification
MFS oS

« PSADT (<6 months
vs >6 months)

» Osteoclast-targeted
therapy (yes vs no)

Randomisation




Primary endpoint: Metastasis-free survival

59% risk reduction of distant metastases or death
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03 Placebo: 18 .4 months (median)
- HR 0.41 (95% CIl 0.34—0.50)
P<0.0001

Darolutamide: 40.4 months (median)
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0.1 —— Darolutamide
0.0 —— Placebo

o = 8
Number of subjects at risk

Darolutamide ass 817 675
Placebo 554 368 275

Non-metastatik kastrasyon direngli prostat kanseri hastalarinda
Darolutamid vs. Placebo

Androjen reseptdr inhibitoru

PSA dususu saghyor

PSA progresyonunu engelliyor

Metastazsiz sagkalimi uzatiyor

Total sagkalim Ustune etkisi belirsiz

ARASENS calismasi bekleniyor




Bobrek Tumorleri




EAU ©|V529Y Renal autotransplantation for RCC

15-19 March 2019

The Oxford Experience

* 36 patients, 2005-2018

* mainly solitary kidneys

* Tumor size 6.2 cm. 34/36 highly complex

Outcomes:

* PSM 3/36 (5.6 %)

* Clavien III-V complications 20/36 (56 %)

*  Mortality 2/36 (5.6 %)

60-months Follow-up:

» CSS9 %

* Recurrence-free 79 %

* Dialysis-free 83 %

» Chance for renal preservation without
compromising cancer control but complex
and potentially hazardous




Indications and oncological outcomes of the use of neoadjuvant targeted

therapy in patients with localized kidney cancer
Voylenko O., Stakhovskyi O., Kononenko O., Pikul M., Semko S., Vitruk Y, Stakhovsky E.
Department of Plastic and Reconstructive Oncological Urology, National Cancer Institute, Kyiv, Ukraine
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EAU  O[¥RC8N  Impact of PSM in cT1a/cT1b Tumors

15-19 March 2019

Retrospective multicenter analysis of 2737

patients undergoing partial nephrectomy

cTla: 1842 c¢T1b: 774

PSM: 113 (4.3 %)

Median Follow-up: 44.4 months

Uni- and multivariate analysis

PSM (and ¢T1b vs. ¢T1a) independent
predictor of recurrence-free survival (HR
2.761)

Patients with ¢T1b R1 tumors are at
increased risk for recurrence and
mortality => closer follow-up
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EAU  © |YEoN  Outcome after PN vs. RN in the young+healthy

National Cancer Database analysis, 2004-2007 .
o Overall Survival
Inclusion criteria:

* Patients <50 years of age, ¢cT1 RCC Weighted Kaplan Meier
Demographics and Outcomes:
Median age 44 years
2454 radical nephrectomies

555 partial nephrectomies (18.4 %)
Median Follow-up: 109 months

Weighted HR 0.83 (0.63-1.10), p=0.196

Overall Survival, %

No difference in long-term OS

No need to take an oncological risk in the
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