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Survival with Newly Diagnosed Metastatic Prostate Cancer in the "Docetaxel
Era": Data from 917 Patients in the Control Arm of the STAMPEDE Trial

42.1 (IQR: 22.7-90.7)

Proportion event-free
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Time to randomisation, mo

At risk, no.
FFS event 917 (369) 272 (93) 107 (28) 50 (8) 25 (3)
Death 917 (61) 523 (90) 283 (43) 148 (30) 71 (9)

|:] FFS event Death

James ND et al. Eur Urol 2015; 67:1028-38
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H-N mPC: avripeTtwmion (1)

Treatment type Modality Recommendation
Castration combined Docetaxel combined with | Offer castration combined with 1a
with chemotherapy castration chemotherapy to all patients whose
first presentation is M1 disease and
| who are fit enough for chemotherapy.
Castration alone Surgical, LHRH agonist, Offer castration alone with or without |1b
OR LHRH antagonist an anti-androgen to patients unfit for,
or unwilling to consider, castration
combined with chemotherapy.
Do not prescribe abiraterone acetate or | 3
enzalutamide outside of a clinical trial.
Castration combined Radiotherapy/Surgery Use castration combined with local 3
with any local treatment treatment in an investigational setting

only.

In M1 asymptomatic patients, discuss deferred castration with a well-informed patient since it
lowers the treatment side-effects, provided the patient is closely monitored.




H-N mPC: avripeTtwmion (2)

Anti-androgens
In M1 patients treated with an LHRH agonist, offer short-term administration of anti-androgens |2a A
to reduce the risk of the ‘flare-up’ phenomenon.
Start anti-androgens used for ‘flare-up’ prevention on the same day as an LHRH analogue is 3 A
started or for up to 7 days before the first LHRH analogue injection if patient has symptoms).
Treat for four weeks.

Do not offer anti-androgen monotherapy in M1 patients. 1a A
Intermittent treatment
Population In asymptomatic M1 patients, offer intermittent treatment to highly 1b B
motivated men, with a major PSA response after the induction period.
Threshold to start * |n M1 patients follow the schedules used in published clinical trials |4 C
and stop ADT on timing of intermittent treatment.
Stop treatment when the PSA level is < 4 ng/mL after 6 to 7 months
of treatment.

* Resume treatment when the PSA level is > 10-20 ng/mL (or to the
_ initial level if < 20 ng/mL).

Drugs In M1 patients, offer combined treatment with LHRH agonists and 1b A
NSAA.

Offer LHRH antagonists, especially in patients with an impending spinal |2 B
cord compression or bladder outlet obstruction.




TTepimTwon 1n

AvOpac 79 eTWwv TpocépXETAl HE XpOVIA ATEAR eTTioxeon Kai
eTTNppeacpévn veppikh AsiToupyia (kpeartivivn 3,4).

ATIO TO 10TOPIKO TOU avagépel TToAU KAAR YEVIKA uyeia pe Rmia
-KdTd TRV yvWwpun Tou- aAAd eAappwc emideivoupeva LUTS.
Eixe petpnoel To PSA mpo 10eTiag kai Atav 3,8 ng/ml.
AETT: mpootdrng pe moAAamAd okAnpd olidia, kaBnAwpévoc
PSA: 80 ng/ml

U/S: diardosic duepw, mpooTdTng 78 ml

Bioyia: appoTtepomAcupo CaP GS 4+3=7

CT scan: moAAattAoi dioykwpéEvol Aayoviol Aeppadéves auepw
Scanning ooTWwV: TTOAAATTAEG HETAOTATIKEG EOTIEG OTNV
OMXZ, Aayovia



OepdmeVUTIKA TTpOoEyyion:

OupokaBeTNpac Kai avOpoyoVvIKOC ATTOKAEIOHOC
(He R Xwpic ouyxopnynon avaoctoAéa al-AR) pe
doKIUA dgaipeonc Tou oupokaBeThpa ava pAava
oc amoTuxia Tou TWOC:
TUR channel petda amé 3 n 6 pAveg
HOVILOC oUpoKaBEeTAPAC
Apeoa, TUR channel
OupokaBOeTnpac, ADT kai akTivoOepameia
PiCikn tpooTtatekToun kai ADT



TTepimmTwon 2"

AvOpac 66 eTWV TTPOCEPXETAI OE TAKTIKO EAEYXO
(mponyoupevocg mpo BeTiag, avagépel AYNn vTouTaoTePidNng
amoé 8eTiac Xwpic oupoAoyikn TTapakoAouBnaon)

ATIO TO I0TOPIKO TOU avagépel TToAU KAAR YEVIKA uyeiad He ATIA
aAAd eAappwc emdeivoupeva LUTS.

Eixe petpnoel To PSA mpo Setiag kai atav 2,8 ng/mil.

AETT: ATia d1oykwpéVoCTTpooTATNC HE OXETIKA OKANPOTEPO
AE Aopé.

TTpoowato PSA: 25 ng/ml

U/S: mpootdtng 68 ml, PVR 240 ml

Bioyia: eTepomAcupo CaP GS 4+4=8

CT scan: xwpic¢ d1oYKWHEVOUC Aeppadéveg

Scanning ooTWyv: €0Tia au¢nuévng kaBnAwang oTnv eykdpaia
amoguon Tou O8

MpMRI mpooTdTou: 8inBnon AE omepuatodoxou KUOTEWG
and vedmAdopa mou KataAaupdver Ta 2/3 Tou AE Aopou



To PSA peiwveTal pye mpoPAeTTOUEVO TPOTTO KAl
ETTOHEVWC O1ATNPEI TV XPNOIHOTNTA TOU OTNV
aviXVveuaon Tou KApKivou Tou TpooTdTn
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Serial PSAs (Means) by Treatment
and Cancer Status in REDUCE

—

Total PSA
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Gleason 7-10 A Gleason 7-10

Gleason < 6 N Gleason < 6
PCa negative @ PCa negative J Urol. 2011 Jan;185(1):126-31.




OepdmeVUTIKA TTpOCEyyion:

OupokaBeTNpaAc Kal avOpoyoVvIKOC ATTOKAEIOHOC
(He R Xwpic ouyxopnynon avaoctoAéa al-AR) pe
doKIUA agaipeonc Tou oupokaBeThpa ava pAava
oc amoTuXxia Tou TWOC:
TUR channel petda anmé 3 n 6 pAveg
HOVILOC oUpoKaBeTAPAC
Apeoa, TUR channel
OupokaBOeTnpac, ADT ka1 akTivoOepameia
PiCikn tpooTaTekToun kai ADT



TToid gival n aitia TR améppang
oc aoBeveic pe CaP ;



2710 70% oXxedbv TwWv aoOevwv
pue CaP, n véooc eCoppdral amo
TnV TEpIPeEPIKA (Wvn Tou
TPOOTATN ddéva KAl TTPOKAAEI
LUTS poévov oTav €xel
avamnTuxOei To0o waoTte va mélel N va dINBei TTApaAKEiPEVEC
dOoHEC OTTWC N TTPOOTATIKA oUpNBpa, N oupodoXoC KUOTN N Td

ayyeloveupwon dspdria.
Hamilton W, Sharp D. Br J Gen Pract 2004, 54: 617-21
Guess HA. Epidemiol Rev 2001, 23: 152-8

Mia aAAn, ouvnBéoTepn, aitia mpokAnong LUTS oe agBeveic
pe CaP cival n mapdAAnAn dioykwaon Tou mtpooTdTh Adyw KYTT,
KAT!I TToU £X el auénpuévn eTiTTTwon Pe Thv alfnon ThE nAikiac



2.UXVvOTNTA TNC €TTioxeong o€ adgBOeveic
ue CaP

MeAETN %
Barnes RW, 1940
Varenhorst E et al, 1985

Moul JW et al, 1989
Anast JW et al, 2007

Barnes W. J Urol 1940; 44: 169

Varenhorst E et al. Urology 1985, 25:354-6
Moul TW et al. J urol 1989, 141:1357-77
Anast JW et al. Curr Urol Rep 2007; 8:211-6



MTtopei 0 avOpoyoviKOC AdTTOKAEIOHOC va dpEl
Thv amoppacn oc acOeveic pe CaP ;



ATIOTEAEOUATIKOTNTA TOU avOPOoyoVIKOU
ammokAglopoU ae aoBeveic pe CaP kai emioxeon

MeAéTn Emituxnc TWOC (%)
Chute R et al, 1942 69,2
Fleischmann et al, 1985 68,6 evroc 2 pynvwy

Varenhorst et al, 1985 65,6 evroc 6 pnvwyv
Thomas et al, 1992 83 evtoc 1 pnvoce
Mommsen et al, 1994 62% evioCc 3 pnvwy

Chute R et al. J Urol 1942, 48:462

Fleischmann et al. J Urol 1985; 134:498-500
Varenhorst et al. Urology 1985; 25:354-6

Thomas DJ et al. J R Soc Med 1992, 85:318-9
Mommsen et al. Scand J Urol Nephrol 1994, 28:401-4



O avdpoyoVvIKOC aTToKAEIONOC UEIWVE!I TOV
oyko Tou mpoaoTtdaTn (R/Kkar Tov 0yKo Tou
KAPKivVou aToV TpooTdTh) o€ aoBeveic pe CaP
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LHRH Agonists

A Nonsurgical Treatment for Benign Prostatic Hyperplasia

JOSEPH E. OESTERLING

eak flow rate, mi/sec

Percent of initial size
Symptom score

6 Months

Months Months

FIG. 4. Effect of the potent luteinizing hormone-releasing hor-

FIG. 3. Effect of the potent luteinizing hormone-releasing hor-
mone agonist nafarelin acetate on prostatic size, as determined by
trar | ultr graphy. All p. were for 6 months
and followed for an additional 6 months. Reprinted with permission

FIG. 5. Effect of the potent luteinizing hormone-releasing hor-
mone ag nafarelin on symp score. All patients were
for 6 hs and f for an additional 6 months. Re-
printed with permission from Peters CA, Walsh PC. The effect of

from Peters CA and Walsh PC: The effect of nafarelin a
luteinizing-hormone-releasing hormone agonist, on benign prostat-
, 1987:317:601.

o I of Medici

ic hyperplasia. The New Engl. Jou

r a 9 ing hormone ag
on benign prostatic hyperplasia. The New England Journal of Med-
icine 1987;317:599-604.

mone agonist nafarelin acetate on peak urinary flow rate. All patients
were treated for 6 months and then followed for an additional 6
months. Reprinted with permission from Peters CA and Walsh PC.
The effect of nafarelin acetate, a luteinizing-hormone-releasing hor-
mone agonist, on benign prostatic hyperplasia. The New England
Journal of Medicine 1987.317:599-604.




Androgen deprivation therapy for volume
reduction, lower urinary tract symptom relief
and quality of life improvement in patients
with prostate cancer: degarelix vs goserelin
plus bicalutamide

Treatment period, weeks
8

o
-0

FIG. 2. Mean (£ sem) percentage change of TPV
from baseline during 12 weeks' therapy with either
monthly s.c. injections of degarelix (240/80 mg) or
monthly s.c. pellets of goserelin (3.6 mg). Patients
receiving goserelin treatment also received 50 mg
bicalutamide once-daily during the first 4 weeks of
the treatment. Red line, degarelix; Green line,
goserelin + bicalutamide.
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Axcrona K et al. BJU Int 2012; 110, 1721-1728



Scand J Urol Nephrol. 2012 Feb;46(1):37-43. doi: 10.3109/00365599.2011.637953. Epub 2011 Dec 12.

Effect of endocrine treatment on voiding and prostate size in men with prostate cancer: a long-term prospective
study.

Klarskov LL‘, Klarskov P, Mommsen S, Svolgaard N.

+ Author information

Abstract
OBJECTIVE: The aim of this study was to assess and quantify changes in voiding parameters and prostate size in men with prostate cancer from
before the start of endocrine treatment and during long-term follow-up.

MATERIAL AND METHODS: Seventy-seven patients were recruited from three clinics and followed prospectively until death, clinical deterioration
making the patient unfit for participation, or the end of the study. Median age was 74 (range 54-85) years, and the median follow-up was 18 (3-90)
months. Parameters and endpoints were total score on the Danish Prostatic Symptom Score (DAN-PSS-1) questionnaire, maximum flow rate,
postvoid residual volume, frequency and voided volume, and prostate volume on transrectal ultrasonography.

RESULTS: All parameters improved significantly in the range of median 13-50% within the first 12 months. The greater part of the effect occurred
during the first month, and thereafter the improvement rate slowed down. Intervention for local progression was estimated on Kaplan-Meier analysis
to be about 20% after 4 years. 73% had a defined prostate-specific antigen nadir after a median of 6 (1-60) months with scheduled assessments up
to 72 months after the nadir. All parameters were improved before the nadir and the improvement remained during biochemical progression except for
the very latest visits where few patients contributed to the analyses.

CONCLUSIONS: Androgen deprivation therapy improved lower urinary tract symptoms, objective voiding parameters and prostate volume in patients
with prostate cancer who were not candidates for curative treatment. The improvement was significant within the first month and clinically relevant.
Despite biochemical progression the effect may last for years, and only a minority will need intervention for local progression.




Neoadjuvant Androgen Deprivation Therapy for Prostate Volume Reduction,
Lower Urinary Tract Symptom Relief and Quality of Life Improvement in Men with
Intermediate- to High-risk Prostate Cancer: A Randomised Non-inferiority Trial of
Degarelix versus Goserelin plus Bicalutamide

M. Mason *, X. Maldonado Pijoan 1, C. Steidle 1, S. Guerif§, T. Wiegel ¥, E. van der Meulen ||,

Clinical Oncology 25 (2013) 190—-196

P.B.F. Bergqvist |, V. Khoo **

Results: The total prostate volume decreased significantly from baseline to week 12 in both treatment groups, reaching —36.0 + 14.5% in degarelix-treated
patients and —35.3 = 16.7% in goserelin-treated patients (adjusted difference: —0.3%; 95% confidence interval: —4.74; 4.14%). At the end of the therapy,
more degarelix- than goserelin-treated patients reported International Prostate Symptom Score decreases of >3 points (37% versus 27%, P = 0.21). In addition, in
patients with a baseline International Prostate Symptom Score of >13, the magnitude of the decrease was larger in degarelix- (n = 53) versus goserelin-treated
patients (n = 17) (6.04 versus 3.41, P = 0.06).




O avOpoyoVvIKOC ammoKAEIONOC €XEl KAl AAAEC,
TtapdAAnAec dpaoccic:



2.TO OTATIKO Kdl OUVAUIKO OTOIXEIO TOU UTTOKUCTIKOU
KwAUpato¢ péow umodoxEéwv GNRH mou €xouv
TauToTroINO¢i oe emBONnAIakd Kal Acia puika KUTTApd
TOU TIPOOTATN, O TTEPIPEPIKA AEUPOKUTTAPA TTOU
dinBoUv Tov TPoaTATN KAl aTov PAEvvoyovo TNG
KUOTNG, TOOO o€ Trelpaparolwa 600 Kal o€
avlpwTouc.

Russo A, et al. Eur Urol 2011; 59: 868-74

Bono AV, et al.Anal Quant Cytol Histol 2002, 24: 221-7
Bahk JY, et al. Urol Int 2008; 80: 431-8

Tanriverdi F, et al. Clin Exp Immunol 2005; 142: 103-10
Gandaglia 6, et al. J Urol 2011, 185:e322

Rick FG, et al. Prostate 2011; 71: 736-47



O amokAeiopoc Twy ummodoxéwv GnRH ota kKUTTAPA
auTd oxeTi(eTal e HEiWON TWV ETTAYWYIKWY TNC
PAEYHOVAC KUTTAPOKIVWY, d1a®OpwV auinTiKwy
TTApayovTwy, dkopn kai Twv al-adpevepyikwyv
UTT000X EWYV,

Rick FG, et al. Prostate 2011; 71: 736-47
Siejka A, et al. BJU Int 2010; 106: 1382-8

KATI TTOU OUVNTIKA, €XEI ETITTTWON 0TV XdAdoh Twv
Agiwv PUTKWY IVWYV Kdl PEiwon ToU OYKOU Tou
TIPOOTATN

Rick FG, et al. Prostate 2011; 71: 736-47
Giuliano F, et al. J Urol 2009; 181: 693



2. UyxXophynoh avaotToAéwyv Twv
al adpevepyikwy umtodoxEwv o agBeveic pe
KAPKiVO TTPOOTATN HE OKOTIO:

Thv XdAaon Twv Aciwv puikwy vy Tng KYTT
TNV 0pdohn €T TWV KAPKIVIKWY KUTTApWwV



H xopnynoh aywvioTh Twyv al-adpevepyikwy
uttodoX WV OlEYEip€El ToV TTOAAATTAACIAOHO TWV
KAPKIVIKWY TTPOOTATIKWY KUTTApWYV

oTA-AR protein expression in hPCE cells. (a-c) Epifluorescence
images representing double labeling of the primary culture of hPCE
cells with anti-cytokeratin 14 antibody that selectively stains epithe-
lial cells (red in a) and with goat anti-0t1A-AR antibody (green in b),

- 66 kDa . . .
a1A-AR > resulting in an orange interference color (c). (d) Staining of LNCaP

cells with goat anti-0.1A-AR antibody. (e) Representative Western
blot analysis of 0.1A-AR in LNCaP cells with goat anti-at1A-AR poly-
clonal antibody (see Methods for details). Each experiment was
repeated several times.

Thebault S et al. J Clin Invest 2003; 111:1691-701



H xopnynon mapaywywv kivaloAivnhg avraywvioTwy Twy al-
adpevepyikwy umodoxéwyv (dofaloaivng, Tepaloaivng)
TIPOKAAEI ATTOTITWON TWV KAPKIVIKWY TTPOOTATIKWY KUTTApWV
XWpic emimTwaon otov ToAAamrAaciaopéd mou dev eCapTdral amo
TOV AOPEVEPYIKO UTTOOOX £d

—4—Doxazmsin
—f—Terazosin
—— Tamsulosin

z
-]
g
3
2

Concentration, (; M)

Kyprianou, N., and Benning, C.M. Cancer Res 2000, 60:4550-4555.
Benning, C.M., and Kyprianou, N. 2002. Cancer Res 2002; 62:597-602.



AioupnBpikn eméupaon (TUR channel) ot
aocBeveic pe CaP



TUR channel og CaP

TABLE 1. OUTCOMES FOR PALLIATIVE TRANSURETHRAL RESECTION OF THE PROSTATE

No. of Reoperation Prolonged/permanent Incontinence
procedures rate (%) catheterization (%) rate (%)

Study

Mazur 1991 41 22 NR 5/5°

Crain 2004"° 24 29 21 0
Marszalek 89 25 11 10

2007

5% with total urinary incontinence, 5% with stress urinary incontinence.
NR=not recorded.

Mazur AW, et al. Urology 1991,38:526-528.
Crain DS, et al. J Urol 2004,;171: 668-671.
Marszalek M, et al. BJU Int 2007:99: 56-59.

TURP in a large malignant gland can be technically
difficult. The prostatic urethra may be rigid and both

the veru montanum and external sphincter hard to
identify with the associated risk of incontinence.

Thomas DJ, et al. J R Soc Med 1992,85:318-319.



TUR channel + ADT og CaP

Group A: channel Group B:
TURP+ bilateral bilateral
orchidectomy orchidectomy
(m=10) alone (n=12)

Mean age (years) 73.8 77.8
Differentiation:
Poor 6 4
Moderate 4 (|
Well 1

8
2
6

Bone metastases
plain X-ray
Mean weight of
chips (g)
Trial without catheter
success:

Post operation 5

1 month 4

2 months 1 (re-do TURP)
Mean total hospital 114
stay (days)

2 £ doBeveic pe emioxeon
oUpwyv Adyw CaP atoug
oTtoiou¢ evoeikvuTal
opHovoOepareia, n
dlevépyela emtépPpaoncg
(channel TURP) umopei va
TTAPOUCIACTEI ETITTAEOV
voonpoTNTA KAl ETTOUEVWE N
eméuPaon Ba mpémel va
XPNOIUOTIOIEITAI HOVOV OTTOU
ATTOTUYXAVEI 0 OPHOVIKOC

X EIPIOHOC.

Thomas DJ, et al. J R Soc Med 1992;85:318-319.



Ymiapxer popocg diaommopdc oTav
nipaypartomolcitalr TUR channel oe CaP;



®opoc¢ diaomopdc otav mpaypartoTmoieiTar TUR
channel os CaP

Mia ocipa peAeTWyv Ryeipav Thv mBavoTnTa
aigaroyevouc¢ diaomopd¢ TheG vooou petd amo TUR
channel:

McGowan DG et al. Int J Radiat Oncol Biol

Phys 1980; 6:1121

Hanks GE et al. J Urol 1983; 129:309

Elder JS et al, J Urol 1984; 131:210 A, abstr

425

Forman JD, et al. Cancer 1986:58:1770-8



Urology. 1988 Jan;31(1):30-3.
Dissemination of disease following transurethral resection for locally advanced prostate cancer.
Babaian RJ', Archer JS.

@ Author information

Abstract

Between 1974 and 1978, 258 patients with clinical Stage C adenocarcinoma of the prostate were treated at the U.T. M.D. Anderson Hospital in
Houston. Of these, 208 were considered evaluable for a review of the impact of transurethral resection (TUR) on the dissemination of disease. After
TUR, the incidence of disease progression was 38.9 per cent, compared with 36.4 per cent for patients who did not undergo TUR. There were
significant differences in both incidence of progression (31.2% versus 55.6%, p = 0.002) and time to progression (p less than 0.001) when patients
were divided into Stages C1 and C2 (presence or absence of pelvic side wall fixation) irrespective of their TUR status. Therefore, it appears that for
patients with locally advanced prostate cancer, the degree of tumor burden and not the TUR status has a significant influence on disease progression.

0+
0 12 60 72 84 96 108 120

Time (Months)

Ficure 1. Time to progression on whether or not
transurethral resection was performed.




H xphon LASER yia TUR channel os CaP



UROLOGICAL ONCOLOGY
Diode Laser Ablation of Prostate and Channel Transure-

thral Resection of Prostate in Patients with Prostate Cancer
and Bladder Outlet Obstruction Symptoms

Babak Javanmard, Amin Hasanzadeh Hadad, Mohammad Yaghoobi, Behzad Lotfi

Variables pTURP Diode Laser
Preoperative Postoperative P Value Preoperative Postoperative P Value
IPSS 28356 11.1£4.1 001 295+4.1 11.7+3.6 001
PVR, mL 68.1 +23.9 184+3.5 001 60.1 = 18.9 177463 001
Qmax, mL/s 88x18 20.1£45 001 9.5+09 194%2.6 001
Serum creatinine, 1.81+£09 1.53+£0.5 2 1.65 £0.7 1.49 = 0.06 4
mg/dL

UROLOGY JOURNAL | Vol. 11 | No. 04 | July - August 2014 | 1788




Urol Int. 2015;84(3):326-9. doi: 10.1159/000366209. Epub 2015 Feb 17.

A comparison of 120 W laser photoselective vaporization versus transurethral resection of the prostate for
bladder outlet obstruction by prostate cancer.

+ Author information

Abstract
OBJECTIVE: To compare the mid-term outcomes of photoselective vaporization of prostate (PVP) with GreenLight HPS 120 W laser and
transurethral resection of the prostate (TURP) for obstructive lower urinary tract symptoms (LUTS) in men with prostate cancer (CaP).

PATIENTS AND METHODS: Seventy four patients with locally advanced (T3/T4) CaP with severe LUTS or acute urinary retention (AUR) were
allocated to TURP (n = 36) or PVP (n = 38). International Prostate Symptom Scores (IPSS), maximum flow rates (Qmax) and post-void residual
volumes (Vres), PSA levels, prostate volumes, complications, catheter removal and hospitalization periods were recorded. Patients were reassessed
at 3, 6, and 12 months.

RESULTS: The catheter removal time was significantly longer in the TURP group (3.8 + 1.1 vs. 1.2 £ 0.7 days, p = 0.02), whereas failure of initial
voiding trial was higher in PVP (2.7 vs. 13.1%, p = 0.01). No significant difference in IPSS, Qmax and Vres values was observed within the follow-up
period between two groups. A significant difference in urethral stricture rate (8.3 vs. 0%), catheter removal time (3.8 £ 11 vs. 1.2 + 0.7 days) and
hospital stay (2.9 + 0.6 vs. 1.1 + 0.5 days) was observed in favor of PVP.

CONCLUSIONS: Palliative PVP is very safe and effective by means of symptomatic relief in patients with locally advanced CaP.







AVTIHETWTTION TNC TTPWTOTTaOoUC £aTidC a¢
acOeveic He HETAOTATIKO KAPKiIVO TTPOOTATN

“Hit the primary”: A paradigm shift in the treatment of metastatic
prostate cancer?
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TTiBava evepyeThuaTa amo Thv
KUTTAPOUEIWTIKA AVTIHETWTION TNG
TpwTOoTaOoUC €0Tiag oc agBeveic pe
LHETAOTATIKO KAPKiVO TTPOOTATN

Meiwaon Th¢ voonpoTnTAag AdOyw TOTTIKAC TTpo6dou
ThG vOOOU

BeATiwon Tou d1aoTANATOC XWpPic TP60odo TNC
vOOoouU

KaAUTepn avTamokpion o€ OUGTNHATIKEC
Ocpameiec

KaBuaTtépnon oThv eppavion euvouxodvroxng
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BeATiwon Tn¢ €18IKAC WC TTPOC ThV VOOO Kdl TNC
oAIKAC emipiwonc



AVOPOYOVIKOC ATTOKAEIOUOC Kal
akTIvoOeparmeia oe doOeveic e HETAOTATIKO
KAPKivo TTpoOoTATN



O ouAAoyiopocg...
ATIO0EIKTIKA OTOoIXEid ATTd 3 HeYAAEC TTPpooTtTIKEC wdong IIT
TUXAI0TOINHEVEC KAIVIKEC HeEAETEC £Dei1fav OTI e agBeveic e
TOTIKA EKTETAPEVN VOOO Kal aufnpévou KivoUvou yid uttapén
HIKPOUETAOTATIKAG VOOOU N TpoaBnkn akTivoOepameiag aTov
avopoyoVvIKO AaTTOKAEIONO:
BeATiwvel onpavTika thv 10eTh BepatmeuTikA avTamokpion
Meiwver Thv €10IKA WE TTPOC TV VOO0 Kdl YEVIKRA
OvnoigoTnra
BeATiwvel Tov €Aeyxo TG TOTTIKAG VOOOU

Ta amoTeAéopara civar egpavi amo Tov 3° Xpovo TG

TUXAI0TT0iNOoNCG.
Widmark A et al. Lancet 2009; 373: 301-30
Warde P, et al. Lancet 2011, 378: 2104-2111,
Mottet N, et al. Eur Urol 2012 62: 213-219.
D'Angelillo RM, et al. Crit Rev Oncol Hematol 2015; 93: 136-148.



O ynxaviopoc¢ 0pdong...

H akTivoBepaTteia emayel avoooAoyikEC ATtavTAoelc, évda
@aivopevo Tou amokdAeital «abscopal effect» kai To omoio
EXEl oAV ATTOTEAEOHA TV UTTOXWPNON ATTOHENAKPUOHEVWY
HETAOTAOEWY HETA ATTO TOTIKNA Ogpameia mou amodideTal oc
EVEPYOTTOINON TNC AVTIVEOTTAAOHATIKAG avoaidg

Demaria S, et al. Int J Radiat Oncol Biol Phys 2004, 58: 862-870.



Does Radiotherapy for the Primary Tumor
Benefit Prostate Cancer Patients with Distant
Metastasis at Initial Diagnosis?

PRT (+)

Months Months

Kaplan-Meier curves for overall survival (OS) and biochemical failure-free survival
(BCFFS) of patients receiving prostate radiotherapy (PRT) and those who did not.
OS (p = 0.004) and BCFFS (p = 0.002) were better in PRT patients than in non-PRT
patients

Cho Y et al. PLoS One. 2016 Jan 25;11(1):e0147191.




Favorable outcome of intraoperative radiotherapy to the primary
site in patients with metastatic prostate cancer

Survival ratio Survival ratio
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D2 Control group — 421 308 - D2 Control group— 458 335

Fig. 4 Kaplan-Meier analysis of OS (a) and CSS (b) of patients with stage D2 disease stratified by IORT. CSS differed significantly
(P =0.030)

Conclusions: Local radiotherapy to the prostate by IORT in patients
with metastatic prostate cancer may contribute to better survival,

especially in patients without extent of skeletal disease Grade 4 or

non-regional lymph node metastasis.

Kanda T et al. Int J Clin Oncol. 2016 Jan 11.




Patients eligible for STAMPEDE

! | l

NEWLY DIAGNOSED M1 PATIENTS' ALL OTHER PATIENTS?

ADT ADT (+RT if NO MQ)

Arm A + RT to prostate

Arm A + abiraterone + enzalutamide Arm A + abiraterone + enzalutamide

Arm 1 (n=233)
Standard hormonal
treatment with LHRH
antagonist: Pamorelin
n =446 9

Primary csseous

metastasized prostate cancer i (n =22 3)
Standard hormonal
treatment with LHRH
antagonist: Pamorelin
and local external
radiotherapy (70 Gray)
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*Stratify by therapy End of study
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A.PSA <4 ng/ml . surgery) Continued BST - -
B. PSA >4 ng/ml : .
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2> M1 PCa randomization:
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End of study
evaluation

Continued BST

oSt . ' , " End of study
systemic _ AN
therapy -, (MDA only)
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Fig. 3 - Study design for NCT01751438. BST = best systemic therapy; PCa = prostate cancer; PSA = prostate-specific antigen.




PiCikn TTpoaTaTEKTOUNA KAl avOpPOYOVIKOC
AaTTOKAEIONOC o€ aoDeveEiC HE HETAOTATIKO
KApKivo TTpoOoTdTh



Pi(ikn TTpooTATEKTOUN O€ HETAOTATIKO KAPKiVO
TIPOOTATN: €ivdl TTPAYHATOTIOINCIKN ;

Cytoreductive Radical Prostatectomy in Patients with
Prostate Cancer and Low Volume Skeletal Metastases:

Results of a Feasibility and Case-Control Study

Axel Heidenreich,* David Pfister and Daniel Porres

Conclusions: Cytoreductive radical prostatectomy is feasible
in well selected men with metastatic prostate cancer who
respond well to neoadjuvant androgen deprivation therapy.
These pts had better median time to castration resistant
prostate cancer (40 vs. 29 months), better clinical
progression-free survival (38.6 vs 26.5 months), and cancer
specific survival rates (95.6% vs 84.2%), whereas overall

survival was similar.
J Urol. 2015; 193:832-838



PiCikn TTpooTATEKTOUN O€ HETAOTATIKO KAPKiVO
TIPOOTATN: €ival TPAYHATOTIOINCIKN ;

LK AP Conclusions: RP for men with locally

s o Bl resectable, distant metastatic prostate
o S ey o o) cancer appears safe in expert hands for
=8l meticulously selected patients. Overall
and specific complication rates related
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Table 3 - Operative approach, overall complications, operative time, and length of hospital stay stratified by center

Center Patients Approach Operative time (min) Length of stay (d) Complications at 90 d, n (%)
(n)

Open, n (%) Robotic (n)

31 31 (100) 190 (164-247) 3 (3-5) 4(12.9)

31 27 (87.1) 79.5 (67-140) 11 (9-13) 4(12.9)

25 25 (100) 180 (156-212.5) 7 (6-8) 6 (24.0)

11 11 (100) 170 (160-380) 13 (7-19) 6 (54.5)
0 (0) 147 (130-180) 3 (3-3) 2 (40.0)
3 (100) 159 (147-170) 9 (7-10) 0(0)

Data for operative time and length of stay are presented as median (interquartile range).




Table 1 - Baseline characteristics for the whole cohort (n = 106)

Parameter Value

Age (yr) 64.5 (58.0-70.0)
Body mass index (kg/m?) * 269 (24.7-28.7)
Prostate volume (cm?) " 40 (29.6-58.2) n (%)
PSA (ng/ml) 23.5 (8.1-55.1)
Gleason score 8.5 (8.0-9.0) Reoperation 2(1.9)
Readmission 4(3.8)
Blood transfusion 15 (14.2)
Table 2 - Preoperative comorbidity scores and staging for the latrogenic injury
whole cohort Vessel 0 (0)
Obturator nerve 0(0)
Ureteral 1(0.9)
Charlson comorbidity index Bladder 0(0)
0 58 (77.3) Rectal 0 (0)
1 17 (22.7) Other bowel 0 (0)
Preoperative T stage Need for ileostomy 0(0)
TO/Tx 42 (39.6) lleus 1(0.9)
T2 25 (23.6) Deep vein thrombosis 1(0.9)
T3a 17 (16.0) Pulmonary embolism 0(0)
T3b 13 (12.3) Pneumonia 0(0)
T4 9(8.5) Myocardial infarction 0(0)
Preoperative N stage Symptomatic hematoma 2(1.9)
NO/Nx 61 (57.5) Symptomatic lymphocele 9 (8.5)
N1 ' 45 (42.5) Anastomotic leak 7 (6.6)
Preoperative M stage Anastomotic stricture 1(0.9)
Mila 36 (34.0) Sepsis 1(09)

s loet B Q)
m:z ; :z::, :Z:Z:b 22 E(];:S)J) Wound infection 5(4.7)
y ; Wound dehiscence 0(0)

M1b, >3 bone lesions 9(8.5)
M1b, number not recorded 34 (32.1)

n (%)
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Fig. 3 - Study design for NCT01751438. BST = best systemic therapy; PCa = prostate cancer; PSA = prostate-specific antigen.

MeAéTn NCT02138721: MeAétn paong II, TTavemoTnuiako
Noaookopeio Ghent, BéAyio

MeAETN Tou TUAPATOC oupoAoyIKNG oykoAoviac Th¢ German Cancer
Society

TRoMbone: Mid kAivikn peAéTn oto Hvwpévo BaagiAeio Tou éxel okomo
va TUXaloTroInoel aogBeveic pe oAlyopeTaoTartikn voao ae pilIkA
TPOOTATEKTOUN+OUVHON Bepameia Evavti povng ThG ouvABoug
Oepameiag, pe KATAANKTIKO anpeio TV DeThH ouvoAikh emiPiwon



Survival of patients in the Munich Cancer Registry who did and did not undergo radical prostatectomy: (a)
patient cohort, 1998-2010; (b) overall survival in M1 prostate cancer patients.
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2. Radiation
n= 389
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n=635

41.3%

0: Other
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TTepimTwon 1n

AvOpac 79 eTWwv TpocépXETAl HE XpOVIA ATEAR eTTioxeon Kai
eTTNppeacpévn veppikh AsiToupyia (kpeartivivn 3,4).

ATIO TO 10TOPIKO TOU avagépel TToAU KAAR YEVIKA uyeia pe Rmia
-KdTd TRV yvWwpun Tou- aAAd eAappwc emideivoupeva LUTS.
Eixe petpnoel To PSA mpo 10eTiag kai Atav 3,8 ng/ml.
AETT: mpootdrng pe moAAamAd okAnpd olidia, kaBnAwpévoc
PSA: 80 ng/ml

U/S: diardosic duepw, mpooTdTng 78 ml

Bioyia: appoTtepomAcupo CaP GS 4+3=7

CT scan: moAAattAoi dioykwpéEvol Aayoviol Aeppadéves auepw
Scanning ooTWwV: TTOAAATTAEG HETAOTATIKEG EOTIEG OTNV
OMXZ, Aayovia



OepdmeVUTIKA TTpOoEyyion:

OupokaBeTNpac Kai avOpoyoVvIKOC ATTOKAEIOHOC
(He R Xwpic ouyxopnynon avaoctoAéa al-AR) pe
doKIUA dgaipeonc Tou oupokaBeThpa ava pAava
oc amoTuxia Tou TWOC:
TUR channel petda amé 3 n 6 pAveg
HOVILOC oUpoKaBEeTAPAC
Apeoa, TUR channel
OupokaBOeTnpac, ADT kai akTivoOepameia
PiCikn tpooTtatekToun kai ADT



TTepimmTwon 2"

AvOpac 66 eTWV TTPOCEPXETAI OE TAKTIKO EAEYXO
(mponyoupevocg mpo BeTiag, avagépel AYNn vTouTaoTePidNng
amoé 8eTiac Xwpic oupoAoyikn TTapakoAouBnaon)

ATIO TO I0TOPIKO TOU avagépel TToAU KAAR YEVIKA uyeiad He ATIA
aAAd eAappwc emdeivoupeva LUTS.

Eixe petpnoel To PSA mpo Setiag kai atav 2,8 ng/mil.

AETT: ATia d1oykwpéVoCTTpooTATNC HE OXETIKA OKANPOTEPO
AE Aopé.

TTpoowato PSA: 25 ng/ml

U/S: mpootdtng 68 ml, PVR 240 ml

Bioyia: eTepomAcupo CaP GS 4+4=8

CT scan: xwpic¢ d1oYKWHEVOUC Aeppadéveg

Scanning ooTWyv: €0Tia au¢nuévng kaBnAwaong oTnvv gykdpaid
amoguon Tou O8

MpMRI mpooTdTou: 8inBnon AE omepuatodoxou KUOTEWG
and vedmAdopa mou KataAaupdver Ta 2/3 Tou AE Aopou



OepdmeVUTIKA TTpOCEyyion:

OupokaBeTNpaAc Kal avOpoyoVvIKOC ATTOKAEIOHOC
(He R Xwpic ouyxopnynon avaoctoAéa al-AR) pe
doKIUA agaipeonc Tou oupokaBeThpa ava pAava
oc amoTuXxia Tou TWOC:
TUR channel petda anmé 3 n 6 pAveg
HOVILOC oUpoKaBeTAPAC
Apeoa, TUR channel
OupokaBOeTnpac, ADT ka1 akTivoOepameia
PiCikn tpooTaTekToun kai ADT



