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C.\Viazzi, 1895

ILPROBLEMA

Pazienti affetti da neoplasia prostatica con
fattori prognostici sfavorevoli (elevati PSA,
stadio clinico e grading) hanno un rischio
aumentato di avere malattia
extraprostatica.

Solo I'androgeno-deprivazione, ha, in
guesti casi, migliorato la sopravvivenza.
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La Radioterapia pelvica potrebbe
migliorare l'outcome di quei pazienti con
localizzazioni linfonodali macro o
microscopiche.
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In localised prostate cancer T1c-T2c No Mo, 3D-CRT with or without IMRT is recommended 2

even for young patients who refuse surgical intervention. There is fairly strong evidence that low-,

ntermediate- and high-risk patients benefit from dose escalation

For patients in the high-risk group, short-term ADT prior to and during radiotherapy results in 23

increased overall survival, but three years of adjuvant ADT are better according to the results of

EORTC 22061

Transperineal interstitial brachytherapy with permaneant implants is an option for patients with cT1-  |2b

T2a, Gleason score < 7 [or 3 + 4), PSA <10 ng/mL, prostate volume < 50 mL, without & previous

TURP and with a good IPSS

Immediate post-operative external imadiation after RP for patients with pathological tumour stage T3 |1
a8y NO Mo improves overall survival, biochemical and clinical disease-free survival with the highest impact
Euvopean in cases of positive margins (R1)

An altemative option is to give radiation at tha time of biochemical failure, but before PSA rises above |3

0.5 ng/mL

In locally advancad prostate cancer T3-4 NO MO, overall survival is improved by concomitant and |1

adjuvant hormonal therapy for a total duration of 3 years, with extermnal beam iradiation for patients

with a WHO 0-2 parformance status.

For & subsat of patients with T2c-T3 NO-x and a Gleason score of 2-6, short-term ADT beforeand |10

ot ot ; i e

In very high-risk prostate cancer, c-pN1 M0 with no severe co-morbidity, pelvic extemal imadiation |2b

and immediate long-term adjuvant hormonal treatment improve overall survival, disease-specific
failure, metastatic failure and biochemical control

Capeieni: NCCN Guidelines™ Version 4.2011
nnds  Prostate Cancer
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TC ed RM : scarsa sensihilita
[criterio volumetrico
insufficiente)

PET con Golina: promettente,
soprattutto nel setting
postoperatorio in
associazione al PSA

Identificazione del linfonodo
sentinella mediante
linfoscintigrafia, SPECT/CT o
SPECT/RM

Mattei, 2008: PLND dovrebbe
includere le regioni iliache
esterne, otturatorie ed
iliache comuni.




STUDER, 1 Urol 2002
Il riscontro di metastasi linfonodali solitarie aumenta
marcatamente quando viene eseguita una PLND.
Circa meta delle metastasi possono non essere rinvenute se
si esegue una linfoadenectomia solo otturatoria.
Dono PR il PSA relapse e di circa il 30% e in parte puo essere
dovuto a metastasi linfonodali non diagnosticate.

BRIGANTI, Urology 2007:
La probabilita di rinvenire linfonedi positivi e proporzionale al
numero di linfonodi asportati: 2-10 (5.6%), 10-14 (8.6%), 19-19
(10.2%), 20-40 (17.6%])
In analisi multivariata il numero di linfonodi asportati e il
maggior predittore di interessamento linfonodale (p<0.001)

| nomogrammi derivati da serie chirurgiche potrebbero
sottostimare la vera incidenza di linfonodi positivi.




Studi retrospettivi di WPRT

9 Studi, piu di 2500 pazienti, prevalentemente con
rischio linfonodale >13%

i WPRT vs PORT con o senza HT,
« 4 Studi: miglioramento di PSA control-rate
« 1 Studio: anche migliore cause-specific survival.

* Nello Studio negativo l'irradiazione pelvica non
arrivava a L9-S1

| Radioterapia postoperatoria |

2 Studi, piu di 400 pazienti con linfonodi positivio
ricaduti.

e 2 Studi: miglioramento PSA-control-rate
- 1 Studio: anche migliore cause-specific survival



RTOG 85-31, 92-02, 86-10, EORTC 22863:

 nella malattia ad alto rischio insieme a long term HT
era prevista anche WPRT.

Trial RTOG 94-13, 1300 pazienti:

 NHT + WPRT impattava significativamente su PFS e 05
in pazienti a rischio intermedio ed alto (>13% rischio N

+ $ec. nomogramma). Table 3. Overall survivl
Treatment arm n p
WPRT + NHT 104/320 0.027%
Table 2. Progression-free survival* PORT + NHT 99/316
WPRT + AHT 130/319
: Treatment am n P PORT + AHT 101/320
A Pairwise comparison p value!
8 WPRT + NHT 198/320 0.065 WPRT + NHT vs.
PORT + NHT 210/316 PORT + NHT 0.9629
§ WPRT + AHT 2201319 WPRT + AHT 0.019
PORT + AHT 199/320 PORT + AHT 0.80
Pairwise comparison PORT + NHT vs.
WPRT + NHT vs. WPRT + AHT 0.019
PORT + NHT 0.066 PORT + AHT 0.86
WPRT + AHT 0.022 WPRT + AHT vs.
PORT + AHT 0.75 PORT + AHT 0.01
PORT + NHT vs.
WPRT + AHT 0.69 Abbreviations as in Table 1.
PORT + AHT 0.15 * Log-rank test for comparing overall survival curves.
WPRT + AHT vs. "p value is from the log rank for comparing overall survival
PORT + AHT 0.057 curves.

Abbreviations as in Table 1.
* p value is from the Log-rank for comparing progression-free
survival curves.




A.Beniscelli, 1920

RT0G 94-13

Il maggior beneficio si otteneva per
Gleason 7-10 e PSA < 30 ng e Gleason <17
con PSA>30 ng. (Altri avevano unrischioo
troppo hasso di essere N+ oppure erano a
rischio di malattia oitre 1a pelvi).

Subset NHT+ WPRT, NHT+ minipelvic RT,
NHT+ PORT: DFS a 7 anni del 40%, 39%, 27%
rispettivamente.



G. Sacher
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CLINICAL INVESTIGATION Prostate

AN UPDATE OF THE PHASE III TRIAL COMPARING WHOLE PELVIC TO PROSTATE
ONLY RADIOTHERAPY AND NEOADJUVANT TO ADJUVANT TOTAL ANDROGEN
SUPPRESSION: UPDATED ANALYSIS OF RTOG 94-13. WITH EMPHASIS
ON UNEXPECTED HORMONE/RADIATION INTERACTIONS

CoLLEEN A. LawTtoNn, M.D.. * MICHEI:LE DESI1LVIO, PH.D..' MASK RoacH IIT, M.D. f VALERY UHL, M.D. f"
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Fig. 3. (A) Progression-free survival in all amns per Radiation Therapy Oncology Group-9413 protocol definition (in-
cludes death from any cause). (B) Progression-free survival in whole pelvic radiotherapy (WPRT) + necadjuvant hommone
therapy (NHT) vs. amms prostate only radiotherapy (PORT) + NHT, WPRT + AHT (Adjuvant hommonal therapy) and,
PORT + AHT (update by Lawton and colleagues) (60).



Probability
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Time {months)
No. of patiants at risk
Fovis s prostate 47 7 2 2 17
Frostate akone a0 5 N 20 12

Ag 2 Progression-frae sunvival (PFS) according to the stratified groups. (A)
High-isk group. (8] Low-isk group




RTOG 0924

Pelvic nodal RT for CaP: the evidence and rationale @ L. K. Mortkawa AND M. Roacu ITI

Treatment Schema

1. Risk Group:
“Favorable™ High or “Unfavorable” Intermediate
Risk:

1.GS=7-10 and T1c-T2b and PSA < 50 ng/ml or R| R
S E A
T » - <
R 2.GS=6, T2¢-T4 or > 50% biopsies + & PSA <50 or G N Arm 1: NADT + Prostate & SV
A
'll' 3.GS=6, PSA > 20 ng/ml and T1c-T2b ! D
F | 2. Type of RT Boost: S o Vs
Y

IMRT vs Brachytherapy (HDR + PPI)
3. Duration of Androgen Deprivation Therapy
Short Term vs Long Term ADT

T M

E I | Arm 2: NADT + Whole-Pelvic RT

Fig. 4. Radiation Therapy Oncology Group 0924 schema. This study will evaluate the potential benefit of WPRT in pa-
tients with intermediate- risk prostate cancer and multiple adverse features or favorable high-risk disease. The primary
endpoint is cause specific survival. GS = Gleason score; RT = radiotherapy; IMRT = intensity-modulated radiotherapy,
HDR = high dose rate; PPI = permanent prostatic implant, NADT = neoadjuvant anti-androgen therapy; SV = seminal
vesicles; WPRT = whole pelvic radiotherapy.

G. Baldassini, 1920

RT0G 0534

A Phase lll 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

SCHEMA (1/8/09) (3/24/10)
SV Involvement
1. No
S [2 Yes R_| Amm 1: PBRT Alone
T A | PBRT 64.8-70.2 Gy
R | Prostatectomy Gleason Score N
A | 1.Gleason=7 D
T | 2 Gleason 8-2 O | Am 2: PBRT + NC-STAD
1 M | PBRT 84.8-70.2 Gy + NC-STAD for 4-6 months,
F | Pre-Radiotherapy PSA I beginning 2 months before RT
Y |1.PSA20.1and< 1.0 ng/mL 4
2 PSA> 1.0 and < 2.0ng/mL E
Armm 3: PLNRT + PBRT + NC-STAD
Pathology Stage PLNRT to 45 Gy and PBRT to 64.8-70.2 Gy.
1. pT2 and margin negative NC-STAD for 4-8 months,
2. All others beginning 2 months before RT

SV = seminal vesicle; RT = radiotherapy. PBRT = prostate bed RT; PLNRT = pelvic lymph node RT;
NC-STAD = neoadjuvant and concurrent short term androgen deprivation




Tossicita

RTO0G 9413

Tossicita acuta G3 piu evidente nei bracci con NHT
indipendentemente da WPRT o PORT

Tossicita tardiva G3 non statisticamente differente

Table 7. Acute and Late GU and GI RT Toxicity (Grade = 3)*

Whole-pelvis RT + Boost Prostate-only RT
{n = 643) (n = 640)
No. Toxicifies % No. Toxicifies % Pt
Acufe
GU 22 3 28 4 39
Gl 14 2 5 1 06
Whole-pelvis RT + Boost (n ~ 641) Prostate-only RT (n - 638)
No. Toxicfies 1Year, % 2 Years,* No. Toxicties 1Year, % 2Years, % P#
Late
GU 16 1.7 20 15 1.4 20 85

Gl 12 1.5 1.7 3 0.3 06 09




IMRT- IGRT -WPRT

* Riduce latossicita agli OAR (. V45 tenue ridotta del 60%,
V45 retto ridotta del 90% rispetto a SDCRT - Ashman,
2005)

 Particolare risparmio degli OAR in caso di dose
escalation (78 Gy alla prostata e 94 Gy ai linfonodi
rispetto a EBRT 72 Gy alla prostata e 50 Gy ai linfonodi -
Liu, 2007

G. Piana, 1895

Table 5. Acute rectal toxicities as scored by RTOG and
CTCAE criteria between NUH (IMRT) and UCSF
(IG-IMRT)

RTOG grade CTCAE grade

Toxicity 0 1

Rectal
IMRT 1(10)  1(10)
IG-IMRT [ 6(40) 7 (47)

Bladder
IMRT 1(10) 3 (30)
IGJIMRT R0 (0) 13 (87)
Abbreviations: RTOG = Radiation Therapy Oncology Group:

CTCAE = Common Terminology Crteria for Adverse Events; other

abbreviations as in Table 1.

1 (10) 4(40) 5(50)
6(40) 8(53) 1)

2(20)  4(40) 4(40)
0(0) 14093 1(7)




-L

[riadiazione (el linionodi pelyiel

Dipartimento “Rete Oncologica
=St del Piemonte e della Valle d'Aosta”

“Neoplasie Urologiche”
G

arcinoma della Prostata

i Pigmonte-Valle (rAosta **

Torino, 10 novembre 2011

linfonodi pelvici:
 Biennio 2004-2005:11.8% (in4 Centrisu7l
* Biennio 2009-2010:10.4% (in 7 Centri su 10)

- Biennio 2004-2005:12.9% (in 5 Centrisu 7
- Biennio 2009-2010: 9.2% (in 8 Centri/10]

- RT esclusiva: Rischio N+ >15% sec. Nomogrammi (3
gen:rili Rlti/altissimi rischi (3 Centri), N+ clinico (1
entro

* RT postoperatoria: pN+ (5 Centri), pN+ 0
linfoadenectomia insufficiente in PSA>10 o Gleason>5,
Nomogrammi, N+ alla PET con Colina







