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Bobrek Tumorleri




TNM Stage of Renal Cancer

UICC/AJCC AJCC

1997 2003
T, <7.0 cm, limited to kidney — T,,<4.0cm
T, >7.0 cm, limited to kidney T T4-7cm

T,, Perinephric fat, adrenal involved
T4, RV, Vena Cava below diaphragm

T,. Vena Cava above diaphragm

T, Beyond Gerota’s fascia
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2003 Tumor Classification

Mayo Clinic n= 2,935

[ 4 cm cutpoint)

3 4 5 & 7
Yoars from Sumgery o Last Follow—up

pTia pTib pT2
pT3b pTic pT4




Subdivision of T2

Frank et al, J Urol 2005 Klatte et al, J Urol 2007
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Cagdas Evreleme ve Prognoz

m [2 tumorlerde 10 cm’lik boyutun altinda ve
ustiunde onemli bir prognoz farkliligi
gozlenmekte

= Amerikan ulusal verilerine gore 2003 pT2 tumor
klasifikasyonu

= 10cm< pT2a
= 10cm> pT2b

'

prognostik keskinlik artar




Subdivision of T2

National Cancer Database
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Proposed Tumor Classification
Mayo Clinic n= 2,935

— pTia
(4cm cutpt)

— pTib

e pT22
(10cm cutpt)
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RCC TNM Evreleme

m [3a adrenal, perinefrik yag veya renal sinus yag
Invazyonu

m TBt; renal ven veya |VC de trombus (diyafram
alti

m [3c IVC invazyonu, IVC de trombus (diyafram
ustu)
= 2003 AJCC TNM pT3




RCC TNM Evreleme

m [3a adrenal tutulumu, perinefrik yag
tutulumuna gore daha kotu prognoza
sahip

m Adrenal tutulumu T4 tm’ lerle benzer
sagkalim ozelligi gostermekte

= Han et al, UCLA, 2003
= Thompson et al, MAYO, 2005




Revised Tumor Stage
Classification

Cancer-
specific g =N pT3a (fat only)

survival

pT4

1 | T I ]

. 4 6 8 10
Years from surgery to last follow-up




Cancer-
specific
survival

Revised Tumor Stage
Classification

pT3a ([fat only)

] adrenal

pT4

I | 1

8 10

Years from surgery to last follow-up




RCC TNM Evreleme

m Renal sinus invazyonu gosteren tumorler
sadece perinefrik yag invazyonu gosteren
tumorlere gore daha kotu prognoza sahip




Association of renal sinus fat invasion with death from RCC
for 205 patients with pT3a clear cell renal cell carcinoma
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Proposed TNM v7: T stage

Tx: Primary tumor cannot be assessed

TO: No evidence of primary tumor

T1a: Tumor £ 4cm, limited to kidney

T1b: Tumor > 4cm = 7cm, limited to kidney
T2a: Tumor > fcm £ 10cm, limited to kidney

T2b: Tumor > 10 cm, limited to kidney

T3a: Perlrenal fat and/or renal sinus fat and/or Invasion
of renal veln or segmental branches (muscle
containing)

T3b: Venous invasion of IVC below the diaphragm
T3c: VT above diaphragm; Invasion of VT wall

T4: Tumor invades beyond Gerota's fascla or
contiguous extension involving the Ipsilateral adrenal




RCC TNM Guncel Evreleme
Sistemleri

m UCLA entegre evreleme sistemleri

m MAYO Klinik SSIGN skoru

s MSKCC Kattan postop Nomogram/Motze
Kriteri M+RCC




Low risk

Intermediate risk

High risk
LOow risk

Intermediate risk

High risk

] | |

24 48 72

Time from nep
Dizease specific survival of patients with localized
(NOMQO) or metastatic (NTIN2MG or any MT) RCC

according to UCLA prognostic groups
(Kaplan-Meier analysis)




Hizk Teclors are no prior nephrociomy
KPS < @0

lew HOB
high corfected caleium
high LDH

0 riik factors (164 Pallents, 30 Allve)
1 or 2 risk factora (348 Patlenta, 23 Alve)
3, 4, or § riek factors (144 Patients, 1 Alive)

:
:
E
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h[1] i
YEARS FOLLOWING BYSTEMIC THERAPY

Memorial Sloan-Kettering Model n=670 pts with advanced RCC




Mayo Clinic SSIGN

Feature

SCOre

1997 T Stage

Il
T2
T3
T4

1997 N Stage

NX
N1
N2

1997 M -.‘-ilu-;:r

MO}

M1

Suclear Grade

™ ecrosis

Tumor Size = Sem

|.' o ;l-]




Estimated Cancer-Specific Survival Rates

Year
1 . 3 7 10

0-1 |100.0 994 98.7 97.]
2 99.1 94.8 90.3 B85.3
, 97.4 87.8 818 77.9
+ 95.4 79.1 708 66.2

Seore

01.1 3 654 57 1 500

57.0 5340 464 36.8
80.3 524 41.0 340 28.1
63.1 23.0 1Ly &9
60.5 19.6 18.1 14.8
36.2 7.4 46 46




Prognoz ve Tedaviye Yonelik
Potansiyel Markerlar

Survivin
B7-H1
EphA2
CA IX
IGF-1

Ki-&67

EpCAM

PTEN

P53
VEGF/VEGF-R




Renal Cortical Tumors
Incidental Detection (70% in 2008)
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Renal Cortical Tumors
Median Tumor Size (3.3 cm in 2008)
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¢(G250 antibody for pre-op imaging
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Phase 1 Trial: ¢G250 antibody for imaging
MSKCC 2005-2006

Lancet Oncology 2007; 8:304-310.

Number of Patients on Protocol

Total Number of Patients Accrued

[njected with 9]0 250

PET and Eesection

PET vs. Pathology Results:

13/14 Pet + clear cell, 1 false negative
(sarcomatoid)

12/12 PET- ! all non clear cell




Renal Kortikal Tumorlerde
Tedavi

s Radikal Nx (LAP veya Acik)

m Parsiyel Nx (LAP veya Acik)

m Ablatif tedaviler (Perkutan veya LAP)

m Gozlem




Kucuk Renal Kitlelerde Aktif
Izlem

286 hasta, 10 calisma meta-analizi

Medyan Tm boyutu 2.48cm (1.73-4.8cm)

131/286 (%46) RCC
Buyume hizi 0.28cm/yil

3/286 Met hastalik <%1




Yasl Hastalarda Aktif Izlem

Kontrastlanma gosteren renal kitleli 110 hasta
Medyan yas 81 (76-95)
Medyan tm boyutu 2.5cm (0.9-11.2)
Medyan takip 24ay
Ortalama tm buyume hizi 0.26cm/yil
m 34 hasta diger sebeplerden ex
= Hic¢ bir hasta RCC’den olmemis

J Urology 190:505-509, 2008




RN vs PN Bobrek fxn Etkisi

662 hasta normal Kr (<1.4mg/dl) ve normal karsi
bobrek

Elektif PN, n=409
RN, n=290

Her iki grupta tm boyutu <4cm
Preop GFR %20 hastada <60ml/dk ve KBY

PN grubunda 3 yil boyunca GFR’'nin <60ml/dk
dusmekten kurtulma ihtimali %80 iken,

m RN grubunda bu oran %35

Lancet Oncology 2006




m KBY ihtimali arttikca mortalite 1

m KBY tek basina kardiyovaskuler hastalik

icin bagimsiz risk faktoru




T1a Tm’de RN daha kotu
sagkalimla iligkili

m 648 hasta T1a tm (<4cm)
= 358 PN
= 290 RN

m RN <65yas hastalarda anlamli (p=0.02)
olarak herhangi bir sebepten olumle iligkili

m Bu iliski preop Kr, Chalson Romano indexi,
tumor histolojisi, semptomlar ve DM icin
ayarlandiginda da gecerli




Radical Nephrectomy for pT1a RHenal
Masses May be Associated With Decreased
Overall Survival Compared With Partial Nephrectomy

It Houston Thompson,” Stephen A Boorjian, Christine M. Lohse, Bradley C. Leibovich,
Eugene 1) Kwon, John C, Cheville and Michael L, Blute

Frow the Depurtments of Lralogy (RHT, 8AR, BCL, EDE, MLBJ, Health Scienivs Resvareh (CML) and Laboratory Medicine o
Puihology (JOC, Mave Modioal Sehoad ond Mows Ciinie. Bockeater 1 nn s
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RN Artmis KVO ve Mortaliteyle
liskili
= 2991 hasta (81.41 RN, %18.59 PN)

m Preop KBY ve KVH yonunden fark yok
s PN hastalari daha genc, erkek ve evli?

m 609 hasta postop KVO yasamis
= PN %15.11, RN %21.%6 p=0.007

m 892 hasta ex
= PN %19.78 , RN %32.11 (p<0.001)




MSKCC 2008 Bobrek Koruyucu
Cerrahi Protokolu

m </cm tm PN planlanmis
m Teknik: LAP ve Acik
= PN rutin hiliyer ve endofitik timorlerin

rezeksiyonu

= |ntraoperatif USG, kompleks vaskuler ve
toplayici sistem onarimi

m Extended PN




EXTENDED PARTIAL NEPHRECTOMY
Partial Nephrectomy for Renal Sinus Tumor
in 37 yo malewith o ngiesinall cell lung Ca
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MSKCC Renal Surgical Case Report
2002 - 2008
748
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2002 2043 2004 2005 2006 2007  2INE

2 Partial Nephrectomy (PN)
a Nephrectomy (N)




Renal Tumor Ablasyonu

s Radyofrekans ve Kriyoablasyon
s Guvenilirligi FDA onayli
m Onkolojik etkinligi (-)
= Uygulama
= Acik
= LAP
= Perkutan

m Ablasyon oncesi ve sonrasi patolojik
konfirmasyon eksikligi




Renal Tumor Ablasyonu

m Lezyonun CT/MRI degisikliklerine ve
kontrastlanma paternlerine gore tedavi
basarisi belirleniyor

= Rutin tedavi sonrasi biyopsi (-)

m Basarisizlikta ne yapilacagina yonelik bir
gorusbirligi yok

m Kanser spesifik sagkalimda patoloji raporu
yok




Renal Tumor Ablasyonu

m Endikasyonlari

= Cerrahiye uygun olmayan renal tumorlu
hastalar (Kavoussi/Solomon J Urol 2008)

= Yuksek riskli hastalardaki basarisina
dayanarak, hastanin durumuna bakilmaksizin

kucuk tm lerde uygulanmakta
(Clayman J Urol 2008)




Positive Biopsy with No MRI Enhancement Following
REFA




Complications

Major GU Comp Maj NonGu Conversion Incomplete
Comp Compl Rate ablation rate

6.3% 2.2% 0.5% NA

114.2%




Metastatik RCC’da Yeni
Tedaviler




Tedavi Almamis Metastatik
RCC

Phase 111 First-Line Sunitinib vs.
IFIN: Efficacy Summary
Sunitinib IFM-a

{n=375) - (n=373)
399% (479%)° | 8% (12%) = 000001

P value!

Objective Response-

Median PFS-

W ol .
i - B
i et

Response of Pulmonary Metasiases Response of Pancreatic Metastases

11 months o months = 000001

' Log Ramk teat, findependant review = Invesiigalor assessed




Phase 111 First-Line Sunitinib vs.
IFN: Efficacy Summary

Sunitinib IFN-a
(N=375) (N=373)

PI

Objective Response- 39% (47 %)’ 8% (12%) < 000001

Median PFS° 11 months 5 months < 000001

Median O3

(Intent to treat) 26.4 months | 21.8 months 051

Median O%, censored

placebo (n=25) 26.4 months 20 months 0362

Median OS, no post study = 28.1 months 14.1 months
treatment (n=193) (N=162)

' Log Rank test, “Independent review | ? Investigator assessad

Flalin, ASCO 2008, obstroct #5024




Bevacizumab : Phase 3 Trials In

Renal Cell Carcinoma

Patient Population : Metastatic Clear
Cell Ca No Prior Systemic Therapy

IF Nz 8.0 MU TIW IFNa 8.0 MU TIW
4 L IFNa 8.0 MU TIW

Bevacirumab Bevacizumab *

10 mdg'kg d1.15 10 mg/Kg d1,18 Placebo

CALGE 902061 AVOREN-

IFMNa IFMNa + Bav IFMa + Bavy IFNao +
F

ORR (") 13.1% 25.5% 3%
PFS (median) 5.2 MOs. 8.5 mos. 10.2 mos.




Comparative PFS In Prognostic Groups In
Frontline mRCC Randomized Trials

Risk Group | Sunitinib vs AVOREN’ CALGB
IFNo’ | ~ 80206°

Favorable:

Sunitinib or BevAFNg | 14.0 mos © 129mos | 11.1 mos
IFMa | B.0 mos . 76mos | 5.7 mos

Intermediate: | | |
Sunitinib or BevAFN | 110mos | 102mos | 8.4 mos
IFMa ' 4.0 mos . 45mos | 5.3 mos

Poor: | | |
Sunitinb orBevAFN |  30mos | 22mos | 3.3 mos
IFMa 1.0 mos | 2.1 mos | 2.6 mos

1. Mozler et al, JCO 2009: 2. Escudier el al, The Lancet, 2007: 3. Rini e al, JCO
2009,




Cytokine Refractory mRCC :
Comparative Results

Agent Sorafenib?  Sunitinib4¢ Bevacizumab
3

Dose 400 mgbid 50 mg/d 4/6 10 mglkg IV
wks q2wks

Tyrpe Trial Phase 3 | Fhase 2 | Fhase 2
Fatient Nos. 451 168 39
ORR% | 10% 34% 10%
PFS(mos) = 58 84 4.8

Median OS B s 19.9 19.9
(Mos)




New Standards for Clear Cell RCC
Therapy- Recommendations

Setting Phase i | Phase Il
o Sunitinib

1st-Liné  intermediate risk®  Bevacizumab + [ENa
Therapy

HOD IL-2

Poor risk™ | Temsirolimus Sunitinib

sunitinib

Prior cytokine Sorafenib Bavaclzumab

2nd-Line Prier VEGFR Everolimus 7 Sequential TKI's
Therapy inhibitor Clinical Trial ? Temsirolimus

PriormTOR |
inhibitor Mo Data Mo Data

Aflans. ASUCO 200b Pignary session, bBukowskl, ASLC0 2007 Flena W SBSS|0M, Il AS0000 U0




Bobrek Tumorlerinde
Sitoreduktif Nefrektomi ve
Metastatektomi

Design: Nephrectomy followed by IFN-a vs IFN-a alone

Response Overall Survival
Trial MNo. Rates (Months)

SWOG 246 3.6% vs 3.3% 11.1 vs 8.1
(p=0.05)

EORTC 85 19% vs 12% 17 vs 7
(p=0.03)

Combined 331 6.9% vs 5.7% 13.6 vs 7.8
analysis {(p=0.60) (p=0.002)




Sitoreduktif Nefrektomi

m Genel sagkalim anlamli olarak artmakta

m Ciddi komplikasyon %5 ve mortalite %1.4




mRCC’de LND

P=0.00032 LMD =112

Mo LND =17

FPFantuck et al J Urol Z003




mRCC’de LND

m <13 lenf nodu cikartildiginda %10 LN (+)

m >13 lenf nodu cikartildiginda %21 LN (+)

m Perop gross LN cikariimalidir




M+ RCC Metatstatektomi

m N=692 RN uygulanmis
m 125 hastada komplet metastatektomi

s Genel sagkalim
=1,5ve 10 yil
m %64, %14 ve %6 (medyan 1.6yil)




Prostat Kanseri




Methods I — European Randomized Study
ol Screening for Prostate Cancer

(ERSPC)

m [arama grubu 72.890 erkek
= Kontrol grubu 89.353
m 20.437 (%16.2) pozitif test sonucu

m 17.543(%85.8) biyopsi

m Tarama kolu 5990 PCa (%38.2), 214 PCa
bagli olum

= Kontrol grubu 4307 PCa(%4.8), 326 PCa
bagli olum

m Ortalama takip 8.8, medyan 9 yil




Cumulative risk of death from prostate

CANCeT

=
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Control group

Screening group

1 1

MNo. at Risk

Screening group
Control group

3

R . . C
4 5 6 7 & 8§ 1011 12 13 I4

Years since Randomization

65,078 58,907
gD 101 73.534

20,288
23,758

an Foobol et al NEJM 2001




Prostat Kanseri-PSA taramasi

m [anida gec kalindiginda ileri hastalik+
m Cok ileri hastaligin tedavisi yok
m [arama ile mortalitede azalma

s ERSPC calismasmda-hastaliga bagli
mortalitede(%20 azalma

m [edavi mortaliteyi dusurebilir




PLCO Calismasi

- » Large Number Pre -
screened

r Heavy Contamination
of Control Group
v Follow - up Limited

» Used Single Cut -
FPoint

Camsigarye g o D

= JMME19 27009




PCa taramasinin Riskleri ve
Faydalari

m ERSPC calismasinda; 48 hastayl PCa nedenli
tedavi etmek ve 10 yilda 1 PCa bagh olumu
engellemek icin;

1410 erkek taramadan gecmelidir

m [aramada tespit edilen kanserlerin coguna
hemen tedavi gerekmemektedir

m [arama gerekenden fazla tani ve tedaviyle
iliskilidir




PROSTATE SCREENING 2009

Organization Recommendation

IMen who are in good health, annual PSA tssthing starbing at
age 20, or 40 i high-risk (AA, or with a father, brother or
Fon wWith FEOSTALE CANCED )

American Uralomeal Assaciation
CATTAY

Jiier to men > 30 who expect to hve another 1U years, and

American Cancer Socwetvy (ACS) S : SR
nigh risk if they're age 45 and older

Cantere for Digeaze Contral and Jonsiders avidence “insuthicisnt to detarmine whather the
Prevention (OO benefits outweigh the harms”

Do pot screen = /3 and colder, or in men who will probably
15 Dreventive Services Task live 10 vears or fewer, For men under 75, the svidence

Force (USPSTE) msufficient to determune whether the benefits cutweigh the
harm: (Am J Prav Med 200834 (2% 1645

; Discuss rnisks/benefits The need for screening queshionable
American College of Preventive e S SR S

. . i EICEEDY AN SETH OThHES COFcnic (HinAsfe f1d & Wiitnn Iire
Medicine (ACEM) '

expactancies of less than 10 years




REDUCE Calismasi

= Hipotez: Dual 5-ARI dutasteride PCa gelistirme
icin yuksek risk tasiyan grupta biyopsi ile tani
konabilen PCa’ni onlemektir

m Faz lll BPH calismalarinda plaseboya oranla
%951 daha az PCa gorulmustir

m PCa de BPH ya oranla daha fazla tip | 5AR
enzimi tespit edilmistir

1. Andriole et al. Urology 2004; 64: 537-41;
2. Thomas et al. Prostate 2005; 63: 231-9




Calismaya Girig Kriterleri

m 50-75 yas erkekler
m <60 yas PSA 2.5-10 ng/mL veya

m >60 yas PSA 3.0-10 ng/mL

m Son 6 ayda tek negatif prostat biyopsisi (6-
12 kor, ASAP, HG-PIN veya PCa olmayan)

m Prostate hacmi <80 cc




REDUCE: Study design

Study entry

2-year 4-year
Randomization 10-core biopsy 10-core biopsy

Study 1 1
month:

24 48

Matching placebo
Entry <L

biopsy

Placebo

Dutasteride 0.5 mg daily

Protocol-independent biopsies could occur as indicated

Andriole et al. J Urol 2004; 172: 1314—7




REDUCE: Primary endpoint

Proportion of men with prostate cancer detected
25% -
RRR = 22.5% RRR = 23.5%

20%
17.2%
15%
10%

5%

0%

Years 1-2 Years 34

m Placebo group = Dutasteride group




REDUCE: Gleason score
distribution

Proportion of men

25% - e

p<0.0001 significant
20% 1  18.1% Increase in
— high-grade
p=0.81 tumors
LS 6.8% 6.7% over 4
- p=0.15 years
0.6% 0.9%

n=617 n=437 n=233 n=220 n=19 n=29
5-6 7-10 8-10

Gleason score
® Placebo group (n=3406) ™ Dutasteride group (n=3298)

0% -




Focal Therapy

Tareen, et al (abstract 490)
41 men with unilateral
positive biopsy
Specimen re-reviewed and
‘mapped’ for cancer
location
NPV for uminvolved lobe:
Biopsy 46. 7%
- MEI 71.4%
Both 100 %




Outcomes of Partial Gland Ablation

T o Fabar ¥ - 9T e o Tord sl Teasam b s
o ———

Dhar, et al (abziract 1975) N
« 795 men in COLD registry
T2% < (leason 6
- 90% T1e/T2a
4T% low nsk
Complications
fistula 0.4%
Incontmence 0.8%
Impotence 35%
Follow- opsy 1 144

- 36 (25%) positive




Ablative Whole Gland Therapy

Dhar. et al (abstract 631)
« 3209 men undergoing primary
Cryvotherap®within the COLD
reglatry
Biochemical failure was defined
according to the original ASTRO
& PHOENIX def : 2
Biopey at physician dizscretion in B b Pl IS o I el Ny
806 men with a 120 posihive

6 7% impotence among men
potent prior

2 204 incontinence

0.3% rectal fistula




Robotic Radical Prostatectomy: Oncologic

Outcomes

Barocas, et al (abstract 1278)
Comparsgon of 1411 RARP
and 491 open RP performed
between 2002-2008

More adverse pathology in
open group

Equivalent three year
biochemical outcomes
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Robotic/L.ap Radical Prostatectomy

Sutherland, et al (abstract 1283)

« Randomized study of standard anastamosis vs.
posterior thabdosphincter reconstruction (Rocco
stitch) among 94 men undergoing RARP by one of 3
surgeons
6 wk and 3 mo. outcomes compared by EPIC
questionnaire

‘o difference 1in urinary continence

SOc1al T —
weeks and 3 months, res

aas 1 40% and /0% at 6
pectively




Radikal Prostatektomi

# RRP ve RARP kisa donem onkolojik
sonugclari kiyaslanabilir

m Kisa donem inkontinans verileri
Kiyaslanabilir

m Robotik cerrahinin komplikasyonlari genelde
oldugundan daha az rapor edilmekte

m Siklikla hafif komplikasyonlar olmakta fakat
ciddi komplikasyon orani %35




Pozitif Cerrahi Sinirda RRP Sonrasi
Radyoterapi Zamanlamasi

m RP sonrasi olculemeyen PSA varsa %50
progresyon, %950 kurden bahsedilebilir

m [Um hastalar RT alirsa bunlarin 4’si
gereksiz tedavi almis olacaktir

m RP sonrasi olculen PSA varsa erken veya
gec RT konusundaki celiski devam
etmekte




Androjen Bagimsiz Prostat
Kanseri Androjen Bagimsiz

Degil!




Pca Rekiirensi Igin Yeni
Teoriler

m AR’leri kastrasyona, cok dusuk seviyelerde
androjenlere karsi hipersensitivite olusturan
molekuler ve biyokimyasal degisikliklerle
cevap verir

m Pca kastrasyona daha zayif androjenlerden
ve/veya kolesterolden DHT sentezleyerek
cevap verir




AR Hipersensitizasyonu

s Androjen bagimsiz LNcaP lerinde
androjen sensitif olan hucrelere gore

10.000X fazla sensitivite gostermektedir




Tissue Androgen Levels using RIA in Benign
Prostate (n=32;gray) vs.
Castration-Recurrent CaP (n=23;white)

pmol!gram s sue
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Mohler, Clin Cancer Res, 2004




éenign Prostate (n=18) | Castration-Recurrent CaP (n="18)

T () DHT (A} ADT T (AM) DHT (M)

3.4 23.8 LHRH+fU 16 0.0
i 146 orch 3.7 )
1.2 16.8 orchfiu 136 4.8
1.6 1.4 LHRH 1.2 4.6
28 12 LHRH+u 1.7 0.0
Z.8 205 arch 4.8 7.8
13.0 17.1 LHRH 5.4 4.9
1.2 13.2 arch 8.6 6.7
2.8 8.8 1" hypogonad 5.8 28
14 1d.3 Au 11.4 1.2
1.6 "M arch 1.1 0.0
2.0 5.5 arch 248 0.4
2.7 10.7 LHRH >DES T2 13
2.8 127 Lupren 0.0 0.0
2.8 13.7 arch 16 0.7
3.2 20.3 arch 8.7 82
o <8.3 DES-orch 2.1 1.5
3.5 12.4 flu—»DES 1.4 0.0

Mass Spec 2.8 13.7 3.8 13
RIA 3.4 8.1 2.8 156

Titus, Clin Cancer Res, 2005




Kastre-Rekurren Pca’de Tedavi
Ne Olmali?

m Doku androjenlerinin sentezinin engellenmesi
= Doku androjenlerinin parcalanmasinin artiriimasi

m Prostatik vaskuler yapinin harap edilmesi

= AR aktivasyonunun onlenmesi...




Pathways to DHT Synthesis

Intact pathway =——

Adrenal androgen
pathway el
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PHASE Il STUDY OF DUTASTERIDE IN

PROSTATE CANCER RECURRENT DURING
ANDROGEN DEPRIVATION THERAPY

« 25 evaluable men with asymptomatic castration-
recurrent CalP (mean age 70, PSA 62, GS 8 and
15 M1b)

« Safety

—_ QI‘EIdE 3 or higher adverse events u&ing NCI criteria in
& men

— all judged unrelated to treatment
« Respons

— 14 progressed

— 9stable (3,3, 3,4, 4,5, 5, 9, 9mo)

— 2 partial response [PSA decline > 50%ML5, 11 mo)

Shah, J Urel, 2008




Sa-Reductase Type 3

Sa-reductase activity shifts from Type 2 in AS-BP —
Type 1in AS-CaP — Type 3 in CR-CaP

Type 1 Type 2 Type 3

071+055 | 0.047+0032 | 069+036

026+011 | 0.003+0006 | 0.56+0.15

AS-CaP CR-CaP




20-Reductase Type 3

not inhibited by finasteride or dutasteride

‘ O CWERIZ BCWEIIR

]
|

Metabolism of
T to DHT

(pmeol/mg/min)




AR’nin AntiAndrojenlerle
Inaktivasyonu

Eski ve relatif etkisiz ilaclar
= Flutamid
= Bikalutamid
= Nilutamid
Yeni ve muhtemel daha etkili molekuller

AR antagonisti
= MDV3100
AR- spesifik histon deasetilaz inhibitord
= \Vorinostat
= Panobinostat
= Romidepsin




Median Tumor Volume (to 15t Death)

'. LacZ+T
+ Delta TR+T

AR antagonist

Days Post Inoculation




Survival

Delta TR+T LacZ+T

(P = 0.033)
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m Hexvix Fluorosein sistoskopi (n=766)
= %45 daha fazla CIS tespiti
= 9 ayda rekurens %46 > %36

m ALA Fluorosein sistoskopi (n=300)
= [ani orani |
= Rekurenste fark yok




FDG PET/CT

m FDG PET/CT Mesane Tm
Evrelemesinde faydali

m Pelvik nodlarda sensitivite
%53-70

x NPV %90




m |V tek doz kemoterapi artik altin standart
degildir

m Toplamda %17’lik bir rekUrens azaltma
etkisi mevcut

s Extended lenfadenektomi hala standart
degildir

m Mark SOLOWAY




Lenfadenektomi

m Daha kapsamli lenf nodu diseksiyonu
sagkalim avantajini isaret etmekte

m %90 LN+ hastayi tespit etmek icin
extended LND 27< LN c¢ikarmak gerekli
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No vascular pattern - Secondary from Leukemia
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No vascularity — Acute Segmental Testicular Infarction
(ASTI)




Tesekkurler...




Prostat kanseri taramasi Turkiye'de
yapilmali mi? Evet ise ne zaman?

Hayir yapiilmamali

Evet yap!
Evet yap!
Evet yap!

ma
ma
ma

I, 40 yastan itibaren
I, 50 yastan itibaren
I, 60 yastan itibaren




