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Lokalize Prostat Kanseri

e Tedavisiz bile sagkalim uzun
e PK ‘e bagl éliimler %0'a yakin

e Hayat kalitesini boZinayacak minimal-
veya hon-invaziv/+oksik olmayan
tedavilere gereksinim var



"Patients with localized prosfate
cancer now clearly have two good
options for treatment: Surgery
and Radiotherapy”

Patrick Walsh

Walsh PC, NEJM 2002



Radyoterapide temel amag
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Doz eskalasyonuna ihtiyag
var mi?

e Randomize ve non-randomize calisma
sonuclari

- Etkin lokal ve PSA kentrolt“icin doz >74
Gy

- Optimal doz.buyuk olasilikla > 80 Gy

Zelefsky 1998, Pollack 2000, Hanks 2002 , Zeitman
2005, Peters 2006 , Dearnalry 2007, Shridhar 2009,
Al-Mamgani 2010, Martinez -2011 , Valicenti - 2011,
Alictkug - 2011, Zelefsky - 2012, Zelefsky 1998,
Zelefsky 2006,Eade 2007, Morgan 2007



Dozu eskale etmek kolay mi?

Konvansiyonel tekniklerle rektum ve mesane toksisitesi kabul
edilebilir sinirlarin ¢ok iizerinde > \
Bilgisayarlarin RT klinigine girisi %6

yetersiz

~ korumasi



Lokalize Prostat Kanserinde
Radyoterapi

e IMRT-IGRT

e Brakiterapi

e Stereotaktik RT 2 = =®
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Tahle 1 Overview of Late Toxicity in Large Non-IMRT Dose-Escalation Reports

Gl

Dose P
Study (Gy) Toxicity Scale Technique Gr2 Gr3 Value Gr2

Pollack et al®? 70 RTOG and LENT 4F only 11 1 .006
78 4F + conformal boost 19 7 10

RTOG 9406 68.4
73.8
79.2
Zelefsky et al® =70.2 Meodified RTOG  3D-CRT
75.6 to 81

Overview of Late Toxicity Reports Using IMRT for Localized Prostate Cancer
FU Gl Toxicity (%) GU Toxicity (%)
Study N Scale (mo) Dose(Gy) Gr1 Gr2 Gr3 Gr4 Gr1 Gr2 Gr3 Gr4

Zelefsky et al 561 RTOG 84 81 to 86.4 9 15 <« 0
Jani et al 106 RTOG 29 76 9 3 0
3 0
6 1

Cahlon etal 478 CTCAEv3.0 53 86.4 1

Kupelian et al 770 RTOG 45 70 2.5 Gy/f0




Rektal Toksisite IMRT vs
3DCRT

y

64.8-70.2 Gy (446)

= 81 Gy IMRT (189)

e

-
2
x
o
-
[
Qo
2
o«
~N
=
L)
4
Q
A
=
Q
Q
.
9
o

72
Months

Zelefsky, 2001



Neden IMRT ?

PSA-RFS ve lokal niikslerin azaltilabilmesi i¢in
gerekli doza ulagabilmeyi saglar

Lokal kontroldeki artis DMES ve\P€SS avantaji
saglar

Toksisiteyi azaltir
Yasam kalitesini‘elumsuz etkilemez
Uzun donem'sag kalim mikemmel

Hipofraksiyone semalar mimkiin ve toksisite artisi
yok



Uzun Dénem Sonuclart Var mi?

Cancer =i

Ten-Year Outcomes of High-Dose, Intensity-
Modulated Radiotherapy for Localized
Prostate Cancer

Zumre &, Alicikus, MO Yoshiyva Yamada, MDY Zhigang Zhang, PhD®; Xin Pei, PhD"; Margie Hunt, MA%,
Marisa Kollmeier, MD'; Brett Cox, MD" and Michael J. Zelefsky, MD'

ancer 200N /.1429-37. © 2010




Alicikus ve ark 2010

+170 klinik lokalize prostat ca
51996 -1998, 5 alan IMRT, 81

4
Medyan takip= 99 ay

Table 1. Fatient Characteristics

Characteristic MNo. of Patients

AJCC tumor classification
Tic
T2a
2h
T2c
Tda
Tic

T4

Gleason score
Median (ranga)
=6

B

PSA, ngfmL
Median (ranga)
=10
=10

MCCN risk group
Low risk
Intermediate risk
High risk 3z

AJCC indicates Amarican Joint Committea on Cancer, PSA, prostate-spa-
cific antigan; MGG N, National Comprabansiva Cancar Metwark.

ancer 201,N7:1429-37. © 2010




Biyokimyasal Kontrol

10 yil
Disiik risk %81

Yiiksek risk %62

— LowRisk (49 pts)
-~ iermediate Risk (89p's)
High Risk (32 pts)

Log-rark P-value = 0,01
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Uzak Metastazsiz Sagkalim

10 yil
Diisiik risk %100

Yiiksek risk %90
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ancer 2011, M7:1429-37. © 2010




Table 4. Late Toxicity From Intensity-Modulated
Radiotherapy (n=170)

No. of Patients (%)
Toxicity Grade Genitourinary

MNMone

Gastrointestinal
108 (63)
1

132 (78)
32 (19)

Low-risk (6rade 3)

1.0 Iz Grade 2 late GU toxicity

10+ =I1Z Grade 2 late Gl toxicity
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Prostatektomi vs. Radyoterapi

Makaleleri Nasil Incelenmeli?

RT kolunda ilk
asamada
bakilacaklar:

Yas

Komorbid hastaliklar
(DM, KAH,
KOAH,....)

PSA

Gleason skoru
Bazal skorlar

RT teknigi

RT dozu

Potans durumu
Kontinans durumu

RT alan olgular:
*Genellikle daha‘yasl. (10
yas)

*Yasam beklentileri siklikla
10 yul‘altinda

*PSA'lari daha yiiksek

*6S bilinmez veya daha
yiiksek (%25 - 35 upgrade)
*Komorbid hastaliklar: (3
damar bay-pass, DM vb)
var.

Zaten cerrahiye uygun
olamadiklar: igin RT'ye
refere edilmisler.



RADICAL PROSTATECTOMY, EXTERNAL BEAM RADIOTHERAPY <72 Gy,
EXTERNAL BEAM RADIOTHERAPY =72 Gy, PERMANENT SEED
IMPLANTATION, OR COMBINED SEEDS/EXTERNAL BEAM
RADIOTHERAPY FOR STAGE T1-T2 PROSTATE CANCER

Patrick A. I\ITPELHN M.D_.* Louts Porters. M. D T Deepak Kauntia, MDD F

Jay P. Cezrr, M.D. - (HAMH\H A REDD\ M.S.. AL\WN M. REITTHEP M.P. H :
Taomas P. Carrson. M.D..* anp Eric A. Kiemw, M.D ¢

*Department of Radiation Oncology. M. D. Anderson Cancer Center {)111111 Orlando. FL: TDepartment of Radiation Oncology.
Memorial Sloan-Kettering at Mercy Medical Center. Rockville Centre. NY: *Department of Radiation Oncology and the Urological
Institute. Cleveland Clinic Foundation. Cleveland. OH

e 1990-8 arasi, n=2991, cT1-2
- RP=1034
- EBRT <72 Gy = 484
- EBRT »72 Gy 77301
- COMB =z 222
- PT =950

© gP grl'(ubu daha geng, PSA, GS, T evresi daha
usu

Kupelian P, LJROBP 2004



Biyokimyasal Kontrol

- EB <72Gy
EB =72Gy

Numbers at risk: -~ COMB

EB>72 253 -~ Pl
EB<72 359 -©-RP
COMB 205
Pl 867
RP 854

Kupelian P, IZTROBP 2004



A Comparison of External Beam Radiation Therapy
versus Radical Prostatectomy for Patients with Low
Risk Prostate Carcinoma Diagnosed, Staged, and
Treated at a Single Institution

Alvaro A. Martinez, mp."

TABLE 2
Five- and 7-Year Actuarial Analyses of Both Treatment Groups

Biochemical Owerall
Time interval Treatment control survival

External beam RT 59% 2%
Radical prostatectomy B4%
7y18 External beam RT
Radical prostatectomy
— b WA A Wy ..
TABLE 1
Characterlstlcs of Both Treatment Groups

Characteristic External beam RT Prostatectomy Pvalue

No. of patients 225 157° —

Median age at diagnosis | 73 years (51-92 years) 67 years (49-77 years) <0001 |

Median pretreatment PSA 54 ng/mL (0.5-10.0 ng/mL) 6.1 ng/mL (0-3.9 ng/mL) 0.54°
PSA =40 30% (67) 25% (40) 0.36°
P5A 4.1-100 0% (158) 5% (117)

Median clinical Gleason score 5 (2-6) mean—5.0 5 (2-6) mean—5.1 036°
Gleason score 2-4 4% (76) 31% (49) (.60°
Gleason score 5-6 66% (149) 69% (108)

Median stage clinical T?a (T1a-T3c) clinical T2a (Tla-T2c) —
Median follow-up 5.5 years (0.2-10.2 years) 5.5 years (1.2-7.6 years) 0.74°

* Excluded 9 patients who underwent external beam RT immediately after prostatectomy due to positive margins.

Martinez AA. Cancer; 2000 Jan 15;88(2):425-32.




Yan Etkiler ve_Hayat
Kalitesi



e Cerrahi e Radyoterapi

- Genel anestezi - Proktit
kompl. - Gistir
- Cerrahi kompl. L~ Striktiir

- Idrar inkontinans
- Impotans



Health Outcomes After Prostatectomy or Radiotherapy
for Prostate Cancer: Results From the Prostate Cancer
Outcomes Study

Arnold L. Porosky, Julie Legle

Gilliland, A . Hawmilr
Linda . Harlan

RT

RP

Y After Diagnosi
Years After Diagnosis s Aller s

:"1994-1995
901 RP , 286 RT

Potosky AL.J Natl Cancer Inst 2000;92:1582-9

Yasin etkisi yok mu?



Variable

Age al diagnosis, v
55-59
60-64
65-69

Baseline prostate-specific antigen level, ng/ml
<4
4-10
1 0=2i

=20

Inflammeatory bowel ‘ - TETI0
Bleeding uicers ; 1.7 (200
1 i s : 4 0.74 {.39)
mgeslive heart failure
Sitroke

5.7 (.02)

3B (.05)

1.7 {(=<.01)
(.28)

(=101

Hypertension

Hean atack

Angina

Depression andfor anxiety
Angina B RN -] ]
Depression andfor anxiety 2 7 5.4 0.02)

Potosky AL.J Natl Cancer Inst 2000;92:1582-92




i A Prostaectomy B Radictherayy C Brachytherapy

=+ Nerve-sparing =O= Non-nerve-sper g == Kadiotherapy =0~ Radiotherapy =~ Brachytherapy == Brachytherapy plus
alone plus NHT alone radiotherapy, NHT,
or both

“: \

Sexual Scare
Sexualil Score
Sexudl Score

Sanda MG, Quality of life and satisfaction with outcome among survivors
N Engl J Med 2008;358:1250.



Radical External-Beam
Prostatectomy Radiotherapy Brachytherapy
(N=603) (N=292) (N=306) P Valuet

<0.001

Variable

Age

Median — yr 59 69 65

Range —yr 38-79 45-84 44-84

Age group — no. (%)
<60 yr
60-69 yr
>70yr

Gleason score on biopsy — no. (%)
<7
7
>7

304 (50) 41 (14) 67 (22)
253 (42) 116 (40) 146 (48)
46 (8) 135 (46) 93 (30)

371 (62) 129 (44) 227 (74)
207 (34) 123 (42) 76 (25)
25 (4) 40 (14) 2 (1)

Overall cancer severity — no. (%) ||

Low risk 267 (44) 80 (27) 182 (59)
Intermediate risk

(50) 159 (54) 119 (39)
34 (6) 53 (18) 4(1)

High risk

Sanda MG, Quality of life and satisfaction with outcome among survivors
N Engl J Med 2008;358:1250.




Table 4. Problems Reported by 543 Patients and Their Partners Regarding Symptoms and the Association between Changes in Patients’
Quality-of-Life Scores and Levels of Distress Reported by Their Partners 1 Year after Treatment.*

Association between Change in
Quality-of-Life Domain and Reported Patient’s Quality of Life and
Level of Domain-Specific Distress Patient Spouse or Partner Distress for Partner

Prosta- Radio- Brachy- Prosta- Radio- Brachy- Prosta- Radio- Brachy-  All
tectomy therapy therapy tectomy therapy therapy y therapy therapy Groups

number (percent) -orrelation coefficient
Sexual function 0.35¢ 0.11 0.221 0367
No. of responses 268 113 116 279 126
No problem or very small problem W 83 \tr
Small problem 55 (21) 25 (22) 20 (17) 42(15) 16 (13)
Moderate problem 65(24) 17(15) 16(14) 65(23) 15 (12)

Big problem

Sanda MG, Quality of life and satisfaction with outcome among survivors
N Engl J Med 2008;358:1250.



Eger kalan omriiniiz de bunlari yasamak istiyorsaniz; \

RT En iyi secenek 6
, “e,_ ]_




Lokalize Hastalikta Goris Alinan
Hekim Ve Tedavi Iliskisi

Uzmanlik alani ADT Izlem
Uroloji 34 5 27 34
Ur + Med Onk 27 17 30 27
Ur + Rad Onk. 8 83 5 5
Her 3 brans 10 77 8 6

Jang TL et al. Arch Intern Med 2010 170:440



Radyasyon Onkologlar: ile rekabet olacak
mi?

Levels in cby. ANT
e 8600,0 — 7000,0 — 40000
— 3100,0

= 5000,0 m—2000,0
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fa Study scrutinizes robot-assisted prostate surgery - The Boston Globe - Microsoft Internet Explorer
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The NEW ENGLAND JOURNAL of MEDICINE

Urologists’ Use of Intensity-Modulated
Radiation Therapy for Prostate Cancer

lean M. Mitchell, Ph.D.

L =SS N Engl J Med 2013;369:1629-37.

Jean M. Mitchell, Ph.D.

Georgetown University, Washington



Table 3. Treatment Provided in the 11 Matched Groups of Self-Referring Urologists in Private Practice and Non-Self-Referring Urologists

Employed by a National Comprehensive Cancer Network Center, According to Self-Referral Status and Ownership Period.*

Treatment

IMRT delivery by self-
referring group (%6)

IMRT delivery by other
provider (%)

Brachytherapy (%)
Prostatectomy (%)

Androgen-deprivation
therapy (%)

Active surveillance (%6)
Other procedure (%)

Time from diagnosis to
treatment (days)

Self-Referring Urologists in Private Practice

Preownership Ownership

Period Period
(N=2620) (N=2449)  Change P Value
9.0 42.0 33.0  <0.001
— 45 — —
17.6 2.7 149 <0001
16.4 12.8 36  <0.001 )
17.4 7.4 _100  <0.001
33.9 276 6.3 <0.001
5.7 3.0 27  <0.001
I 80.0+35.9 71.2+31.1 88  <0.001

-_— . Y\ W

Mitchell TM N Engl J Med 2013;369:1629-37.

Mon-Self-Referring Urologists Employed
by the National Comprehensive Cancer Network

Preownership  Ownership
Period Period
(N =1044) (N =600) Change P Value
7.9 23 0.4 0.78
6.3 8.5 22 0.09
285 27.0 -15 0.50
12.0 -2.3 0.14
44.3 45.0 0.7 0.79
1.0 1.5 0.5 0.30
34.4+38.9 82.0£36.7 -2.4 0.39




Organa Sinirli Prostat
Kanserinde En Iyi Tedavi

Radyoterapi'dir



