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Adjuvan Radyoterapi

Postoperative Radiation Therapy for Pathologically Advanced
Prostate Cancer After Radical Prostatectomy

Andrew J. Stephenson®*, Michel Bolla®, Alberto Briganti®, Cesare Cozzarini®, Judd W.
Mack Roach III', Hein van Poppel?, Anthony Zietman"

. Radlw tom| sonrasl nuks lokal
1zole olan lokal ntks yayilabilir
a etkin/daha az doz
. Tok5|5|te daha disuk



Adjuvan Radyoterapi

* 3 randomize calisma
— SWOG
— EORTC
— ARO



Adjuvant Radiotherapy for Pathological T3NOMO Prostate Cancer
Significantly Reduces Risk of Metastases and Improves Survival:
Long-Term Followup of a Randomized Clinical Trial

lan M. Thompson,*,t Catherine M. Tangen, Jorge Paradelo, M. Scott Lucia,
Gary Miller,¥ Dean Troyer, Edward Messing, Jeffrey Forman, Joseph Chin,
Gregory Swanson, Edith Canby-Hagino and E. David Crawford

e 425 olgu, pT3NOMO prostat-kanseri
— 214 adjuvan RTf 60-64Gy, prostat yatagi
— 211 gozlem, «salvage» 70 olgu

* Primer sonlanim: metastazsiz sagkalim

THE JOURNAL OF UROLOGY® 181,2009
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Subgroup Events/N

)
Post-Prostatectomy PSA* < \
Lindetectable 106/249 66

Deleclable (=0.2) 768127
Gleason Score**

Gleason 2-6 GeMG7

Gleason 7-10 73158
Extent of Disease
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Postoperative radiotherapy after radical prostatectomy for
high-risk prostate cancer: long-term results of a randomised
controlled trial (EORTC trial 22911)

Michel Bolla, Hein van Poppel, Bertrand Tombal, Kris Vekemans, Luigi Da Pozzo, Theo M de Reijke, AntonyVerbaeys, Jean-Fr
Roland van Velthoven, Marc Colombel, Cees van de Beek, PaulVerhagen, Alphonsus van den Bergh, Cora Sternberg,

Cancer, Radiation Oncology and Genito-Urinary Groups

Tho

L)
amedis.Bosset,
s Gosse
Geertjan van Tienhoven, Pierre Scalliet, Karin Haustermans, Laurence Collette, for the European Organisation for 5@ eagMent of

Wait and Irradiation  Total
see(n=503) (n=502) (n=1005)
Median age (years) 65(61-69) 65(61-6%)  65(61-69) (Continued rom previ
WHO performance status
0 3(940%) 471(938%) 044 (939%) Pathological al staf)
1 29(5-8%)  26(52%) 55(55%) pNO
2 1(0-2%) 2(0-4%) 3(03%)
Missing 0 3(0-6%) 3(0:3%) N+
Associated chronic 142(282%) 137 (253%) 269 (26-8%)
disease
Previous short-term 51(101%)  50(10-0%) 101 (10.0%) ssing
necadjuvant hormonal i .
treatment HO histopathological
Clinical tumour stage grade
(UICC 1389)
0 2(0-4%) Gl
< G2
G3
1(01%) Gx
Missing
486 (96-8%) 98B0 (57-5%) Pathulogical Tstage
* A 16(32%)  25(25%)
pT2(R1})
500 (99-4%) 494 (98-4%) 994 (98-9%) PTEa
0 1(0-2%) 1(0-1%) pT3b
Mx 3{0-6%) 7(14%)  10(10%) Ineligible
Median PSA before 125 123 124
surgery (pg/L) F2-I00)  (FRI06) (73203} Pathological risk factors
Median PSA after surgery 02 02 02 .
beforeimadiation (ug/l)  (0-1-03)  (0:-03)  (0-1-03) Capsule perforation
PSA after surgery before = N
i _Sem i _nal vesicle
507 pgll 245(686%) 353703%) 698 (695%) Invasian
>02 pgll 157 312%) 144 (287%)  301(29.9%) Paositive surgical margin
Unknown 1(0-2%) 5(10%) 6 (0-6%)

{Continues in next column)

Data are median (IQR) and number (%). WICC=Union Internationale Contre le Cancer

2(0-4%)
0

57 (113%)
327 (65-0%)
116 (23-1%)

3 (0-6%)
o

79 (157%)
296 (58-8%)
128 (25-4%)

1}

397 (78-9%)
128 (25-4%)

317 (63-0%)

495 (98-6%)
2 (0-4%)
2 (0-4%)
3 (0-6%)

69 (137%)
303 (60-4%)
132 (24-3%)

5 (1-0%)
3(0-6%)

84 (167%)
288 (57-4%)
128 (25-5%)

2 (0-4%)

377 (75:1%)
128 (25:5%)

312 (62-2%)

-
5)

996 (99-1%)
2 (0-2%)
4(0-4%)
3(03%)

126 (12-5%)

630 (62:7%)

238 (237%)
8(0-8%)
3(03%)

163 (16:2%)

584 (581%)

256 (25-5%)
2 (0-2%)

774 (77-0%)
256 (25:5%)

629 (62-6%)

tumour-node-metastasis (TNM) classification. PSA=prostate-specific antigen.

The Lancet, 380, 2012
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Postoperative radiotherapy after radical prostatectomy for
high-risk prostate cancer: long-term results of a randomised

controlled trial (EORTC trial 22911)

Michel Bolla, Hein van Poppel, Bertrand Tombal, Kris Vekemans, Luigi Da Pozzo, Theo M de Reijke. Antony Verbaeys, Jean-Frangois Bosset,
Roland van Velthoven, Marc Colombel, Cees van de Beek, PaulVerhagen, Alphonsus van den Bergh, Cora Sternberg, Thomas Gasser,
Geertjan van Tienhoven, Pierre Scalliet, Karin Haustermans, Laurence Collette, for the European Organisation for Research and Treatment of

Cancer, Radiation Oncology and Genito-Urinary Groups

Clinical progression or death

Death with

s

Locoregional failure * O\,
Distant failure ‘r g$

Radyoterapi
n=502

81(36-0%) 157 (31-3%) 338 (33-6%)
83 (16-5%) 35 (7-0%) 118 (11.7%)
36 (7-2%) 36 (7-2%) 72 (7-2%)

62 (123%) 86 (17-1%) 148 (14.7%)

* p<0.0001



S

Irradiation Wait and sre (-F)  Variance HE (35% C1) Heterngeneity
Lessl p waaluns
hMumber of events!  Mumber of events?
numberof patients  number of patients
PSA (pg/L) i
=02 124353 1827345 554 FLh 0-459 (0-29-061) 0-90°2
-0-2 £8/137 103133 292 417 050 (C-37-0-67) .
Surgical margin i J
RO 771190 106/186 225 450 | 00808
23] 12312 317 ELE D2 f
Extracapsular extenzion ;
Mn (<pT3) 48/135 £2/106 A7E 263 \ : NA416
¥es ([T3) 150377 140/307 oo oRn ! 049 [0.£0-0ET)
Seminalvesicles
Motinvaded (pT3h 27 11875 043(0-35-054) 00856
Invaded (pT3E) 761123 91138 060 (0-44-0.57)
Surgical margin by pT
plir 24784 42079 041{02506)) 208,
plsab Ko /6183 1UG/186 061 [U-45-UB1)
pT3ab L Y1223 045 (0-35-0.57)
pT surgical margin
pTZR: 0-41(C35-067)  OLTFT
pT3a RO nz7 165 Z7B —- 054 (0-38-079)
pT3afl 109169 374 390 - 03B (0-28-052)
: 93138 208 412 - = 0-60(0-44-082)
i
i
787232 134276 435 n; ' 0-43(0-13-056)  0-0443
E9/170 1124165 345 440 i 046 (034 DEL)
=70 5104 57102 g4 288 — 075(0 52 108)
. Total 108/502(30.4%) IILGO3(E18%) 383 124 "'f"' 0.49 (0.41-0.50)
EI-IZS :lI'J 1.0 II-EI .’_I-E

Favours rradiaticn

Favours wait znd see

Treatment eftect p<0 00001




Adjuvant Radiotherapy Versus Wait-and-See After
Radical Prostatectomy: 10-year Follow-up of the
ARO 96-02/AUO AP 09/95 Trial

Thomas Wiegel ™", Detlef Bartkowiak®, Dirk Bottke®, Claudia Bronner®, Ursula Steiner”,

Alessandra Siegmann ¢, Reinhard Golz d Stephan Storkel 4 Normann Willich®, Axel Semjonowf,

Michael Stockle®, Christian Rithe", Udo Rebmann’, Tilman Kilble’, Horst Jiirgen Feldmann*, J .
Manfred Wirth', Rainer Hofmann™, Rita Engenhart-Cabillic", Axel Hinke°, \

Wolfgang Hinkelbein ¢, Kurt Miller” 66

388 recruited (ITT1) ‘ Q
l ﬁ .
A

d randomized to radiotherapy 60 Gy (B)

!

193 eligible:
1 ineligible (immediate HT)
45 persistent PSA (C)
. 59 assigned to wait-and-see (ITT2) 148 assigned to radiotherapy (ITT2)
s 5 received postoperative radiotherapy 34 refusal
} |
154 given wait-and-see per protocol 114 given radiotherapy per protocol
159 followed up as arm A, ITT2 || 148 followed up as arm B, ITT2

EUROPEAN UROLOGY66(2014)243-250



Adjuvant Radiotherapy Versus Wait-and-See After
Radical Prostatectomy: 10-year Follow-up of the
ARO 96-02/AUO AP 09/95 Trial

Thomas Wiegel ™", Detlef Bartkowiak®, Dirk Bottke®, Claudia Bronner®, Ursula Steiner?,

Alessandra Siegmann ©, Reinhard Golz d Stephan Storkel 4 Normann Willich®, Axel Semjonowf,

Michael Stockle®, Christian Riibe”, Udo Rebmann’, Tilman Kdlble’, Horst Jtirgen Feldmann®,

Manfred Wirth', Rainer Hofmann™, Rita Engenhart-Cabillic", Axel Hinke °,

Wolfgang Hinkelbein ©, Kurt Miller"” °

)

0.8 1

0.6

PFS rate

04 O\’

ontrol> n = 159, 100 evenis, median = 59.3 mo
diotherapy: n = 148, 61 events

0.2 1
Q Log-rank test: p < 0.0001
“ | | I | I I 1 | I I I I | | |
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180

Months
WS 159 104 85 69 52 29 10
ART 148 129 106 97 68 34 8

Progresyonsuz Sagkalim



Adjuvant Radiotherapy Versus Wait-and-See After
Radical Prostatectomy: 10-year Follow-up of the
ARO 96-02/AUO AP 09/95 Trial

Thomas Wiegel“*, Detlef Bartkowiak®, Dirk Bottke®, Claudia Bronner®, Ursula Steiner?®,
Alessandra Siegmann ¢, Reinhard Golz¢, Stephan Storkel 4 Normann Willich®, Axel Semjonnwf,
. Udo Rebmann’, Tilman Kdlble’, Horst Jiirgen Feldmann¥,
, Rita Engenhart-Cabillic", Axel Hinke°,

Michael Stéckle®, Christian Riibe"

Manfred Wirth', Rainer Hofmann™
Wolfgang Hinkelbein ©, Kurt Miller”

®

Heterogeneity: ¥ =410,df=1 (p=0.04);1?=76%
Test for overall effect: Z=4.41 (p < 0.0001)

PSA before RP

<10 ng/ml 78 87
>10 ng/ml 0 0
Subtotal (35% Cl) 48 7
Heterogeneity: X’ = 0.16, df = 1 (= 0.69); B= 0%

Test for overall effect: (p'®,0.0001)

Stage
99 101
40 43
Cl) 139 144

ityg? =3.29, df=1 (p=0.07);12=70%
rall effect: Z=4.12 (p < 0.0001)

Gleason

Score <6 56 57
Score >6 92 102
Subtotal (95% CI) 148 159

Heterogeneity: ¥'=0.10,df=1 (p=0.75);F=0%
Test for overall effect: Z=4.18 (p < 0.0001)

Radiotherapy Control PFS, hazard ratio
Subgroup Total Total Fixed. 95% CI
Surgical margins
neg. 48 61
pos. 100 97
Subtotal (95% ClI) 148 158

0.80 [0.45- 1.43]
0.39 [0.27- 0.57]
0.49 [0.35-0.67]

53 0.3
7[0.30-0.74]
[0.36 -0.69]

0.37[0.24-058 —  *

0.70 [0.42-1.19] . s
0.49 [0.35-0.69] -
047[0.26-083] —
0.52[0.36-0.77] —
0.51[0.37-0.70] ~Zf
0.2 05 1 2 5

Favors racliotherapy

Favors control




Radikal prostatektomi sonrasi adjuvan radyoterapi ve gozlemi karsilastiran lig
randomize ¢alisma

Thompson, 2009  pT3 +/- pozitif @ 2 ay PSA kontroli T
\/ Metastazsiz ve
genel sagkalim
Bolla, 2012 +/- pozitif sinir 127 ay PSA kontrolG
O Lokal niiks\,

.* GS, kPFS fark yok
\)i el, 2014 pT3 +/- pozitif sinir 120 ay PFST




Adjuvan Radyoterapi
Kimin I¢in?

* Radikal prostatektomi sonrasi adjuvan
radyoterapiden yarar goreeék-olgular:
— Cerrahi sinir pozitifhgi
— Seminal veziKulinvazyonu
— Yuksekigradlr timorler
3 iPSAdegeri yuksek
— Persistan PSA (RP sonrasi > 0.2)

Collette ve ark.EJC,41, 2005



Adjuvan Radyoterapi
Kimin I¢in?

* Postoperatif radyoterapi

— Cerrahi siniri pozitif olan olgulatda biyokimyasal
kontrol ve klinik progresyonsuz sagkalimi anlamli
olarak uzatir

AMA

— 70 yasin Ustuindeki olgularda artmis mortalite

Bolla ve ark, Lancet 2012



Adjuvan Radyoterapi

Doz?
’ > 10 Gy
=\

Dose (Gray)




Adjuvan Radyoterapi
Doz?

CLINICAL INVESTIGATION Prostate

RADIOTHERAPY AFTER PROSTATECTOMY: IS THE EVIDENCE FOR DOSE
ESCALATION OUT THERE?

CuristoPHER R. KING, PH.D., M.D., AND DANIEL S. KApp, PR, M.D.

Department of Radiation Oncology, Stanford Univessity Sehool of Medigisie, Stanford, CA

100 —
=== TOR fit to/Radical RT -»" -~
=<TCP fit to Salvage RT
n %3 bi gki Ja@s | koantrol fark
Eklenen her laGyﬁ g 03 biy al kontrol farki
Z & o & ART (EORTC)
P | ﬁ‘ O ART (SWOG)
© .8
S a0 Ryl A RRT (MSK)
ok i LS E ¥ RRT (MDA)
,/ E e RRT (PMH)
20 — A ¢ RRT (FC)
i ’ m RRT (MGH)
5IU ﬁl[} 7IU Blﬂ QIU

Total Dose (Gy) Kirmizi Dergi, 2008



Adjuvant High-Dose Intensity-Modulated Radiotherapy after

Radical Prostatectomy for Prostate Cancer: 7"—*--" ™~—--14- -

Table 2 - Acute and late gastrointestinal and genitourinary

104 Patients toxicity
Sym ptom Grade Acute Late
roxicity” roxicity”
Piet Ost™*, Valérie Fonteyne®, Geert Villeirs®, Nicolaas Lumen* Fatients (¥)  Patients (X)
Gert De Meerleer“ Abdominal cramps Grade 1 5(5) 2(2)
Grade 2 4 (4) ® 2(7)
Diarrhoes Grade 1 17 (16) 2(8)
Grade 2 g) (1)
@ 10 Frequency Grade 1 18 (&7) 20(19)
Grade 2 8) 2(3)
© Mucts loss ) 14 (13)
g 0,8  Redblood 4(4) 7(7)
a Gra 1(1) 2(2)
@ U Grade 1 12 (12) 10 (10}
5 08 Grade 2 a(3) 1(1)
2 Conti Grade 1 7(7) o (0)
] \ Grade 2 1(1) 2(3)
g 0% Anal pain Grade 1 13 (13) 4(4)
S Grade 2 4(4) 1(1)
E Nochuria Grade 1 27 (26) 17 (16)
£ 02 Grade 2 10 (10) a(3)
0 )
9 Grade 3 3(3) 0 (0)
@ Pollakisuria Grade 1 27 (26) 4(4)
0.0 Grade 2 9 (9) 6 (6)
! Grade 3 5(5) 0 (0)
Haematuria Grade 1 2(2) 6 (6)
Grade 2 3(3) 88
Grade 3 o(0) 2(3)
Dysuria Grade 1 17 (16) 7(7)
Grade 2 4(4) 0 (0)
Urge ncy Grade 1 28 (27) 19 (18)
Grade 2 5(5) 4 (4)
Incon tine noe Grade 1 12{12) 12 (12))
Grade 2 3(3) G (6)
Grade 3 1(1) 2(3)

European Urology, 2009



Adjuvan/Kurtarma/Lokal niks

Institution RT Dose

MSKCC 72 Gy12-Gy/ 75.6 Gy
Univ of Miami O‘S\ / 68 Gy/ 73.1 Gy

Wash U \_66.6 Gy/ 66.6 Gy/ 72.0 Gy
Cedars-Sinai 64.8 Gy/ 68.4 Gy/ 70.2 Gy
UCADavis 68.4 Gy/ 68.4 Gy/ 72 Gy
UCSF 68 Gy/ 68 Gy/ 72 Gy

Mayo 64.8 Gy/ 68.4 Gy/ 72.0 Gy



Adiuvan Radyoterapi
! Tok5|5|¥re P

Table 3 - Toxicity to the urinary and the gastrointestinal tracts

ART WS WS

All 148 159 148 159
RTOG Bladdepflate\ \ ¥~ Gl tract (late)
Grade 0, no. (% 124 (84) 155497) 132 (89) 154 (97)
Grade I.no. (%) ﬂ\],v 4{3] 14 (9) 5(3)
Grade 2, no. 32 2(1) -
Grade HN\‘ 1(3) - - -
GCrade @, noy | - - -

Aetire™d 3 1 - -

ART = adjuvant radiotherapy; Gl=gastrointestinal; RTOG = Radiation
Therapy Oncology Group; W5 = wait-and-see.




Adjuvant radiotherapy after prostatectomy: have randomized
clinical trials had any impact?

Aaron E. Wagner - Amol J. Ghia - Dennis C. Shrieve -
Kristine E. Kokeny « William T. Lowrance »
Jonathan D. Tward

e 2004-2010, 5231 radikal prostatektomi

* Yuksek risk kriterleri
e %19 ART A\

1.6 - - - -

14 % - |
BEQRTC 229ddsPublished T SWOG 8794 Published

German and SWOG
Abstract's Presented

OddsRatio

/

L German 96-02
Published
0.4 -+
2004 2005 2006 2007 2008 2009 2010
Year

J Radiat Oncol, 2014



Adjuvan Radyoterapi
+/- Androjen Deprivasyonu

RTOG 96-01

A PHASE III TRIAL OF RADIATION THERAFY WITH OR WITHOUT CASODEX IN PATIENTS
WITH PSA ELEVATION FOLLOWING RADICAL PROSTATECTOMY
FOR pT3Np CARCINOMA OETHEPROSTATE

SCHEMA
R
Neoadjuvant Hormoné Therapy A o a
1. No Radiation Therapy® plus
2. Yes N Casodex 150 111gb
i Vs,
Positive Surgieal (inked) Margins D Radiation Therapy“ plus
1. No b .
2 Nyl placebo® daily
o
PSA Nadir after Surgerv <0.5 ng/ml .
- M
1. No
) Tao
2. Yes I

Entiv PSA level
1. 0.2to 1.5 ng/ml
2. 1.6 to 4.0 ng/ml

RT = 64.8 Gy to prostate bed

ADT duration = 24 months
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Railed\ Total

|— RI+ATT 80 V387
— RT Alone 56 383

Greenwaod's p value 0.0107

N
on

D
1)}
| -
=
o
LL
3 50
=
et
c
]
ot
0
0O

Years after Randomization

Patients at Risk
RT+ATT 387 383 377 366 353 326 291
RT Alone 383 372 361 347 333 307 264




RADIATION THERAPY ONCOLOGY GROUP
RTOG 0334
A PHASE Ill TRIAL OF SHORT TERM ANDROGEN DEPRIVATION WITH PELVIC LYMPH

NODE OR PROSTATE BED ONLY RADIOTHERAPY (SPPORT) IN PROSTATE CANCER
PATIENTS WITH A RISING PSA AFTER RADICAL PROSTATECTOMY

Eligibility: PSA > 0.1 and < 2 ng/mL: pT2-3N0/X

SV Involvement
1. Na
2. Yes

Arm 1: PBRT Alone
PBRT 64.8-70.2 Gy

Prostatectomy/Gleason Score
1. Gleason=\{

2=iGleason -9

Arm 2: PERT + NC-STAD
PBRT 64.8-70.2 Gy + NC-STAD for 4-6 months,
beginning 2 menths before RT

Pre-Radiotherapy PSA
1.PSA=0.1and =1.0 ng/mL
2. PSA>1.0and < 2.0ng/mL

miMN~—|Z/0/0ZkRrA

Arm 3. PLNRT + PERT + NC-STAD

Pathology Stage ELNRT to 45 Gy and PERT to 64.8-70.2 Gy,

1. pT2 and marqin negative NC-STAD for 4-6 months,

2. All others beginning 2 menths before RT

SV = seminal vesicle; RT = radiotherapy; PERT = prostate bed RT; PLNRT = pelvic lymph node RT;
NC-STAD = necadjuvant and concurrent shert term androgen deprivation

Pollack et al., RTOG 05-34




Kurtarma Radyoterapisi

e Radyoterapi «kurtarma» tedavisi olarak iki
durumda gundeme gelir:

— RP,sonrasi belirlenemeyen dizeylere gerileyen
PSA'nin uzun bir stire sonra yukselmeye baslamasi

— RP sonrasi persistan PSA



The Timing of Salvage Radiotherapy After Radical
Prostatectomy: A Systematic Review
Christopher R. King, PhD, MD

100 -+ 100 -+
. :

—_ 2.6% loss of RFS per incremental 0.1 ng/mL PSA § 2 % gain in RFS penjincremental Gy
R g0 - — 8T -
'S N a8 A > o8 & o
5 60 - ~ AL & ":_ 60_s = ] -7
2 228 g 3 o 0 o0 .
3 & a a W o 8 © >t
: e g ° 8 fo5

40 A a Spearman p<0.0001 40 A o9 O
ﬁ ;2}% Madel fit p<0.0001 "; S5 o °
(%3] -
% a = Ta— a a e - g & Spearman p=0.0052
< 20 ~~a_ © 20 + _ ¢ Model fit p=0.0005
o —— —_ U o]

T — [a s
4 A y R ! T B e
g : 5 g ¢ 45 55 65 75 85
Medién PSA pre-Salvage RT (ng/mL) Salvage RT Dose (Gy)

Fig. 1. _Reldapse-freg sumvaval (RES) vs prostate-specific antigen Fig. 2. Relapse-free survival (RFS) vs SRT dose for all eligible
(P}—”?\) level beim;'e Sulvuge 1'ud10l]u_f1'upy_ (SRT) for all eligible studies. The data are well fit by the standard sigmoidal dose—response
5ludﬁles. T]]fp?:lu 1s well fit by the biologic tumor control m_odel._ model, tumor control probability (TCP) = 19 TEDs0) oy 114019
RES|~ Ve ‘ (dtl:%]'l(_:‘d uu‘w?._ r=().(‘_)?._ P<.0001). There 1s _un TCDw k)] (dashed curve. r=0.51. P=.0005). The fitted TCDs, =
average loss of 2.6% in RFS for each incremental 0.1 ng/mL rise 67.8 Gy, and Slopes (defined as 25/k) = 2.06%/Gy. The data suggest
1 - ore S X1 aline \ el of 072 ne COr ' 4 - i t“ - . - . - © t ’ es ’
in PSA before SRT. Extrapolating to PSA levels of (.2 ng/ml. or that doses between 60 and 70 Gy are in the middle steep portion of the

TeT S ! A6, 8 ~ . . ~ — -
lower, the RES would be 64% or better. dose—response curve. There is anaverage improvement of 2% in RFS

for each additional Gy. RT = radiation therapy.

Kirmizi Dergi, 2012



SOONER OR LATER? OUTCOME ANALYSIS OF 431 PROSTATE CANCER PATIENTS
TREATED WITH POSTOPERATIVE OR SALVAGE RADIOTHERAPY

BARBARA A. JERECZEK-Fossa, M.D., Pu.D..*T Dario Zerit, M.D.,* ANDREA VAVASSORL, M.D.,*
CrisTiaNA Fopor, M.Sc.,” Luit SaNTor0, M.Sc..} Antonio MimvissaLe, M.D.,*
RAFFAELLA CAMBRIA, M.SC..5 FEDERICA CATTANI, M.Sc..% CRISTINA GARIBALDL, M.SC..
FLAVIA SERAFINL, M.D..* Victor DeLiu MaTer, M.D.,Y Orravio pe Cogerr, M.D.,™
AND ROEERTO ORECCHIA, M.D.*7

Departments of #Radiotherapy, *Epidemiology and Biostatistics, ' Medical Physics, and YUrology, European Institute of Oncology,
Milan, Italy; and "University of Milan, Milan, [taly

e Multivariate

*x ——
-_l_. N .
T analysis
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High-Dose Salvage Intensitly-Modulated Radiotherapy With or
Without Androgen Deprivation After Radical Prostatectomy for
Rising or Persisting Prostate-Specific Antigen: 5-Year Results

Pier Ost™*, Nicolaas Lumen®, An-Sofie Goessaert®, Valérie Fonteyne®, Bart De Troyer?,
Filip Jacobs®, Gert De Meerleer"
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Early Salvage Radiotherapy Following Radical Prostatectomy
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Hein van Pﬂppeﬁ Mack Roach?®, Andrew Stephenson " Thomas Wiegel', Michael |. Zelefsky!

* 10 retrospektif calisma, 1212 olgu

Terai 121 Umezawa 21 Sjiegmann 171 Briganti 14] Ost 11 Liauw’ 1241 Hudson ™ 1271
Baseline disease stage =pT3a =pT3 =pT3 =>pT3a =pT3 <pT3a
MNo. of patients 26, 70% 43, 42% 168, 56% 390, 100% 24, 50% 13, 38%
=pT3a =pT3a =pT3a =pT3a =pT3a
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35%
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Early Salvage Radiotherapy Following Radical Prostatectomy
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* Sonucg
— Multidisipliner takim
— PSA kontrolu
— PSA<O0.5; erken/kurtarma radyoterapisi
— 64-70Gy prostat yatagi
—=|MRT



Trial Design Arms Pts Intention Dosage, Primary Secondary end points
Gy end points
RADICALS RT International, Adjuvant vs 1150 RT 66 Gy in 33 Freedom from PCa-specific survival
multicentre, Deferred RT fractions distant disease Freedom from treatment
open-labelled, (PSA failure) 52.5in 20 PCa mortality failure
randomised, fractions Clinical PFS
controlled 05
Nonprotocol hormone therapy
Treatmenttexicity
Patient-reported outcomes
RADICALS HD International, No hormones, 2000 Hormones 66 Gy in 33 PCa-specific Freedom from distant
multicentre, short-term ADT fractions survival mefastases (any distant
open-labelled, (6 mo) vs long- metastases or
randomised, term ADT (24 mo) P@a-specific death)
controlled Freedom from treatment
failure
Clinical PFS
05
Nonprotocol hormone therapy
Treatment toxicity
Patient-reported outcomes
GETUG-17 Multicentre, Adjuvant RT vs 718 RT andhormones 66 Gy In 33 PF5 (clinical or 0s
open-labelled, early salvage RT (6 mo) fractions biochemical) Metastasis-free survival
randomised, (PSA £0.2 ngml} Toxicity
controlled Qol
Functional results in patients
=75 yr of age
RAVES Mu ltige ntre, Adjuvant RT vs 470 RT 64 Gy in 32 PES Toxicity
open-labelled®  early salvage RT Noninferiority of fractions QoL 0s
randomised, (PSA =0.2 ng/ml) early salvage RT PCa-specific survival
eontrolled Time to local failure
Time to distant failure
Time to ADT
EORTC Multicentre, Adjuvant RT vs G00 RT and hormones 64-74 Gy bRF5 Toxicity, early/late
22043-30041 open-labelled, early salvage RT Clinical PFS
randomised, (0.1<= PSA 0s
controlled <0.5 ng/ml) Distant metastasis-free
plus ADT survival

QoL

RADICALS = Radiotherapy and Androgen Deprivation in Combination After Local Surgery; RT = radiation therapy; PSA = prostate-specific antigen; PCa = prostate
cancer; PFS = progression-free survival; OS = overall survival; ADT = androgen-deprivation therapy; QoL = quality of life; RAVES = Radiotherapy Adjuvant vs
Early Salvage; EORTC = European Organisation for Research and Treatment of Cancer; bRFS = biochemical recurrence-free survival.
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TOG Calismasi

Adjuvan RT (n=94) Kurtarma RT (n=168)
med 63 (47-76) med 65 (O-%\
med 11ng/ml (4.3-59) : mé\@mgz)
‘ e
%41 < ‘ z \ %35
o YT
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%7 %60

Kapsiil perforasyonu Q
\/ %81 %2

Preop PSA

Gleason skoru \A, | ' med 7 (5-9) med 7 (4-10)
med 0.04ng/ml (0.01-0.2) med 0.9ng/ml (0.01-19.4)
%37 %45
‘ ‘
47 olgu (40-56Gy) 47 olgu (44-56Gy)
med 66Gy (60-73) med 66.6Gy (60-77)

%5 %14



» 1997-2009, 6 merkezde, 262 olgu
» Ortanca takip 43 ay (12-139 ay)
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Gec Yan Eftkiler

_ Grad 0 (%) Grad 1 (%) Grad 2 (%) Grad 3 (%) Grad 4 (%)

Gastrointestinal

2.\

97.7 0.8 1.1 0 (;‘\ 0.4
96.6 1.9 0.8 N \o‘/ \j .
87.4 8.8 1.9 /-\Ns\/
88.5 8.8 1.9(4\«\ 0.8

85.1 1.1 1 (vl‘cl\ 0

67.9 14 )\ 13 5 0
94.7 4.6 0 0
85. O\)\ 2.3 0.8 0.4

% 1.9 3.8 0 0
Frekans 8 1.9 0.4

Q jistik regresyon testi

— Predispozan faktor bulunamad:
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Postoperatif Radyoterapi
Erken mi? Ge¢ mi?

* Multidisipliner Yaklasim

* Karar Sureci
— Hasta/Urolog/Radyasyon Onkologu
— Avantajlar/Dezavantajlar
— Hayat Kalitesi

* Yuksek.risk'Kriterleri tasiyan olgular yakin
takibe.alinip ultrasensitif PSA degerlerinde
yikselme olursa erken kurtarma radyoterapisi
icin degerlendirilebilinir
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