Metastatik Prostat Kanseri
Radikal Prostatektominin Yeri

Prof. Dr. Levent Turkeri



Metastatiki PC€a — Mevecut Durum

« Sistemik tedavi — Androjen Ablasyonu (HT)

Charles HUGGINS

The effect of
castration on
advanced
carcinoma of the
prostate gland.
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Sunan
Sunum Notları
Huggins – nobel prize. Described effect of castration. Bilateral orchidectomy either total or subcapsular is quickest way to achieve castrate levels usually within 12 hours. Likely to be cost effective in most settings


Prostati €Ca — Androejeniki Hormoeniar

Andeagen-Dependent Prostate-Cancer Cell Androgen:independent Prostste-Cancer Cell

Ehhydrotestosierons Korropldied :n.dn}ghl reLeplors




VietastatikiPCa - Prognoz

STAMPEDE Caligmasi
Kontrol kolu \
917 hasta % 42.1 (IQR: 22.7-90.7)

Hala son derece

olumcul bir hastalik

FFS event 917 (369) 272 (93) 107 (28) 50  (8) 25  (3) 8

Death 917 (61) 523 (90) 283 (43) 148  (30) 71 (9) 20

Conclusions: Survival remains disappointing in men presenting with M1 disease who are
started on only long-term ADT, despite active treatments being available at first failure

James ND et al. Eur Urol, 2014, http:// dx.doi.org/10.1016/j.eururo.2014.09.032




Primer Tumor ve Metastazlar arasi
Hucresel ve Genetik Etkilesim

Gundem G et al Nature, doi:10.1038/nature14347
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Primer Tumor ve Netastazlar arasi

Etkilesim

Metastatik Prostat Kanseri
Amac: Sagkalimi artirmak

Yeni tedavi yaklasimlarina intiyac var



Metastatiki REC — Tedavi
Sitereduktifitedavi-enemlirbir kempoenent

EAU Guidelines

6.6.7 Conclusions and recommendation

| Conclusions LE
Cytoreductive nephrectomy in combination with interferon-alpha (IFN-o) improves the survival of

patients with mRCC and good performance status.
Cytoreductive nephrectomy for patients with simultaneous complete resection of a single metastasis |3
or oligometastases may improve survival and delay systemic therapy.

GR

wnreductiue nephrectomy is recommended inappropriately selected patients with metastatic RCC.




SEER Veritabani — Metastatik PCa

RP, R ve Hifile Genel Sagkalim
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20 40 60
Number at risk Time from initial diagnosis, mo

NSR 3299 1252 426

RP 160 76 34
BT 84 47 14

Culp SH et al. Eur Urol, 2014, 65: 1058-1066
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R Veri labani — Genel Sagkalim

Bagimsiz risk faktorleri

-T4 veya HG hastalik

-PSA> 20 ng/ml OS(%)DSS
-Pelvik LAP

Culp SH et al. Eur Urol, 2014, 65: 1058-1066
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Siteredukti Prostatektomi

« Neoadjuvan 6 ay HT
« PSA <0.4 ng/ml olursa RP ve genisgletiimis PLND
« Adjuvan HT 2 sene

| Rationale for Treatment Approach

Median \
Al Rgh Deats (n Months
- PSAL 02 602 189 75
-——=02<PSAs40 360 106 44
wees PSAS 40 343 322 13

good long-term prognosis
> inimen who reach PSA
serum levels < 1.0 ng/ml

e —— Y T rrormaeE.—- . | s e sl |
24 48 72 2] 120
Months After End of Induction

Al 'r'.y*.
PSA<0D2ngimL 453 210
02<PSAz40 218 77 z
PSA>40 Q2 17 )

Hussain M et al., J'/Clin Oncol 2006 24: 3984

Heidenreich A et al. J Clin Oncol 32, 2014 (suppl 4; abstr 272)



Soenuclar

RP Control Group
n 18 38
F-u 29 (3-52) mo 44 (21-96) mo
OS 100% 79%
OS time 29 (3-52) mo 38.3 (8-96) mo
bNED 83.3%

PFS 21.5 (4-52) mo 15.6 (9-73) mo

Time to CRPC 21.5 (4-52) mo 22.5 (14-82) mo

Heidenreich A et al. J Clin Oncol 32, 2014 (suppl 4; abstr 272)



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

From the Department of Uralogy, Uniklinik BIAVTH Aachen, Aschen, Germany

CYTOREDUCTIVE RADICAL PROSTATECTOMY FOR METASTATIC PROSTATE CANCER

Table 2. Oncologic outcomes

Group 1 Group 2 (all) Group 2 (acaptedf” p Value

Mo. pts 23 35 26

Median mos followup {range) 406 (3 71 440 (24 96| 423 {27 189 Nat significant
Median mos to castration resistant PCA {range) an (9 29 (16 54 0.014
Median mos C55 (range] a7 9 7| 405 (19 75) Nat significant
Median mos clinical PFE (range| 386 (42 52| 265 (12 48) 0.032
surgery-free survival rate (%) 100 711 <001
Owverall survival rate (%) 81.3 749 0.048
LS5 rate %) i 842 0.043

IF S

*Only patients with PSA less than 1.0 ng/ml after 6 months of ADT.

Heidenreich A et al. J Urol, 193: 2015
Epub September 2014




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

artment of Urology, Uniklinek BWTH Aachen, Aschen, Germany

Conclusion:

CRP might improve overall and cancer specific
survival in a well selected cohort of

patients based on the individual PSA response to
neoadjuvant ADT. CRP effectively prevents
complications of the lower and upper urinary tract.



MUunich €Cancer RegIstry — Genell Sagkalim

1: RP
n=74 4.8%

2: Radiation
n =389 25.3%

3: ADT
n =635 41.3%

0: Other
n =440 28.6%

RP: 55%

| No RP: 21%

Gratzke C et al. Munich Cancer Registry Eur Urol, 2014



Metastatik PCa — SEER Database

Patients Reason for Exclusion

62,398 Age at diagnosis younger than 65 years
8,990 Pathology not consistent with adenocarcinoma
5,108 Not first and only malignancy
1,068 Invalid diagnosis month
1,550 Louisiana registry in 2005
294 Diagnosis obtained from death certificate, autopsy, or
nursing/convalescent home/hospice

154,584 Non-metastatic disease
1,631 With HMO coverage 1 year prior diagnosis

819 Without Part A/B Medicare coverage 1 year prior diagnosis
12 Prostate Cryotherapy
49 Prostate Brachytherapy
5 CRT+IMRT
86 Censored at study entry

Satkunasivam R et al J Urol, 2015, 194: 378-385
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Vietastatiki PCa —

KM - Overall Survival

SEER Database

2 3
Time From Initial Diagnosis [Years]

1572 936
50 30
61 41
33 20

Characteristic
Treatment
NLT
CRT
IMRT
RP
Age Group

5 yr. increment

Adjusted SHR (95% CI) P value

1.0 (Ref)

0.87 (0.65-1.18)
0.43 (0.27-0.68)
0.58 (0.35-0.95)

1.05 (1.02-1.08)

KM - PCa Specific Survival

Survival Probability
o
3

2 3
Time From Initial Diagnosis [Years]

1572 936
50
61
33

CRT

HT, komorbidite ve kemiklere
RT degiskenlerine gore
duzeltme ile

RP ve IMRT ile sagkalimda
artis

Konformal RT etkili degil

Satkunasivam R et al J Urol, 2015, 194: 378-385




Vietastatik PCa - RP.

« Yeni tani almis metastatik prostat kanseri (M1)
« 106 hasta

Sooriakumaran P et al. Eur Urol, 2016, 69: 788-794
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Sooriakumaran P et al. Eur Urol, 2016, 69: 788-794



EUROPEAN UROCLOGY 69 (2016) 563—-573

available at www _sciencedirect.com
journal homepage: www _europeanurology.com
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Eurapean Association of Urology

R atinum Friority — Review — Prostate Cancer
Ediitorial by Gona Sonpersde and Jaguim Balloont on pp. 574575 of this issue

Addition of Docetaxel to Androgen Deprivation Therapy for
Patients with Hormone-sensitive Metastatic Prostate Cancer:

A Systematic Review and Meta-analysis

Marcdlo Tucd @, Valentina Bertagia®, Francesca Vignani @, Consudo Buttigliero®,
Cistian Fori ©, FFancesco Porpiglia®, Gorgo Mittorio Sadliotti 2, Massimo Di Maio®*
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Heterogeneity: Tau? =0.01; Chi? = 3.96,df = 2 (P = 0.14); ? = 49% I

1
Test f Il effect: Z = 2.95 (P =0.003 e 015
est for overall effect: Z=2.95 (P = 0. ) Favors docetaxel + ADT Favors ADT alone

C

Docetaxel + ADT ADT alone Hazard Ratio Hazard Ratio
Study or Subgroup fog[Hazard Ratio] SE Total Total Weight [V, Random, 95% CI IV, Random, 95% CI
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VMetastatik: Prostat Kanseri Birincl Basamak

Jedavisinde Yeni Bir Kavram

« Sitoreduktif RP secilmis hastalarda
sagkalimi artirabilir

« Standart hormonal tedaviye kemoterapinin
eklenmesi sagkalimi 6nemli oranda
artirmaktadir

« Lokal tedavi olarak RP'nin multimodal
tedavi kapsaminda ilave edilmesi

sagkalimi daha da uzatabilir

« En uygun hasta grubunu belirlemek icin
ilave calismalara ihtiya¢ vardir



Metastatik PCa — EAU Kilavuzu 2016

Use castration combined with local

treatment in an investigational setting
only.
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