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Efficacia e tossicita dell’irradiazione sulla pelvi
nei pazienti con tumore della prostata ad alto rischio
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INITIAL PROSTATE INITIAL CLINICAL STAGING WORKUP RECURRENCE RISK
CANCER DIAGNOSIS ASSESSMENT (7th Edition of the AJCC Staging Manual) Clinically Localized:
Very low:
e Tic
* Gleason score <6
* PSA <10 ng/mL
R — |« Fewer than 3 prostate
t;fe :;dpectancy —» No further workup or treatment until biopsy cores positive, See Initial
as ym tomatic symptomatic, except for high-risk patients® <50% cancerin each | —*|Therapy
yme core PROS-2
PSA density
Bone scan if any *
: ggE of these: <0.15 ng/mL/g
«Gleason «T1 and PSA >20 Low:
primary and « T2 and PSA>10 | (¢ T1-T2a
secondary * Gleason score =8 v * Gleason score 2-6
grade «T3, T4 * PSA <10 ng/mL
1 €
symptomatic .n.'t;:r}ezdcla;: See Initial
Pelvic CT or MRI if any — | « Gleason score 7 or %
Life expectancy? of these: « PSA 10-20 ng/mL
>5 y or «T3, T4
symptomatic +T1-T2 and nomogram |, Suspicious __, Consider High: ¢
indicated probability of nodes biopsy -
e T3aor
lymph node
involvement >10% » Gleason score 8-10 or
Preferred treatment for any therapy o SA >20 ng/mL See Initial
is approved clinical trial. . See Initial
All others; no > Locally Advanced: —|Therapy
additional imaging __» | Very high: (PROS+4)
T3b-T4
aSee Principles of Life Expectancy Estimation (PROS-A).
®In selected patients where complications such as hydronephrosis or metastasis can be expected within 5, Metastatic:
androgen deprivation therapy (ADT) or radiation therapy (RT) may be considered. High-isk factors include — |Any T, N1
bulky T3-T4 disease or Gleason score 8-10. —» |Any T,Any N, M1

©Patients with multiple adverse factors may be shifted into the next highest risk group.
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RECURRENCE RISK INITIAL THERAPY ADJUVANT THERAPY
Clinically Localized:

RT(Daily IGRT with IMRT/3D-CRT) + long-term .
High:¢ neoadjuvant/concomitant/adjuvant ADT (2-3 y)i >
*T3aor s;ategory 1) Adverse features:i See
. G'eas‘;"w RT!(Daily IGRT with IMRT/3D-CRT) + RT
score 5-10 or brachytherapy t long-term or Undetectable |(PROS-5
*PSA>20 neoadjuvantlconcomitantladjuvant ADT (2-3y)i Observation PSA — (PROS-9)
ng/mL .
RPS + PLND (selected patients with no fixation) k}')"]‘, h node metastasis:
or See Post-
Radical
Observation Detectable "y
Locally Advanced: or T
*  |RTf(Daily IGRT with IMRT/3D-CRT) + long-term ADT + pelvic RT Recurrence
neoadjuvant/concomitant/adjuvant ADT (2-3 y)i t 2B)i (PROS-6)
(category 1) (category 2B)
RT*(Daily IGRT with IMRT/3D-CRT) + > |See
RT'(Da w
Very ngh:_’ brac(hythyerapy * long-term ) Ad\f/erse features:' Undetectable (Monitoring
T3b-T4 neoadjuvantlconcomltantladjuvant ADT (2-3 y)! :}rT PSA — |(PROS-5)
RP9+ PLND (selected patients: with no fixation) Observation
or .
ADTlin select patients'_, See Monitoring (PROS-5) Lymph node metastasis: Detectable Radical
ADT! PSA —* |Prostatectomy
or Recurrence
ADTI Observation (PROS-6)
Metastatic: or £ ?\BT+ e RT
- A\
Any T, N1 RT' (Daily IGRT with IMRT/3D-CRT) + long . pe 2B)j See
term neoadjuvant/concomitant/adjuvant ADT (category 2B) Sow dioed
(2-3y)i (category 1) > |pROSS)
AnyT, i . . R . .
AnyN,M1 —* ADTI > 'Adverse laboratory/pathologic features include: positive margins, seminal

veside invasion, extracapsular extension, or detectable PSA.
Patients with multiple adverse factors may be shifted into the next highest risk group. JSee Principles of Androgen Deprivation Therapy (PROS-E).
"See Principles of Radiation Therapy (PROS-C). IPrimary therapy with ADT should be considered only for patients who are not
9See Principles of Sumery (PROS-D). candidates for definitive therapy.
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San Francisco

University of Michigan
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Multi-Center French
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Italy
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Center

analysis of patients undergoing
prostate only or WPRT with and
without hormonal therapy.

Compared men treated with definitive

3D-CRT (n = 1.832) divided into three
categonies based on the estimated nisk
(Partin table) of LN involvement: 0-5%:
>5-15%: and >15%.

Phase Randomized Tnal 01 (n ~1,200)

comparing sequence of hommonal therapy

and role of whole pelvic vs. prostate only
radiotherapy. Pnmary endpoint: PFS including
PSA, clinical failure, death from any cause

Retrospective anal ysis patients with nsk +LN >15%

treated with “whole™ pelvic radiotherapy vs. partial
pelvic radiotherapy, or prostate only fields (n = 420).
Concluded mdiation dose was the major determinant
of PSA control in patients with a lymph node nsk
>15%, with no benefit to pelvic radiotherapy or
hormonal therpy

Retrospective analysis of post op patients undergoing

prostate only or WPRT with and without hormonal
therapy.

444 patients with T1b-T3NOMO mndomized to 66-70

Gy to prostate + 46 Gy to pelvis with the superior
border set to SI/S2. RT preceded by 4-8 months of
CAB is some “high-risk™ patients (=713, GS =7, or

PSA =3 x normal). Most patients had LN risk <15%

(55%) using Roach formula

Retraspective study 250 consecutive patients

with 4 nodes. Compared outcomes in 129
men treated with WPRT (51.6%) and ADT
and 121 patients (48.4%) received

ADT alone

Retraspective review of 277 consecutive

patients with estimated risk of lymph
node involvement =15%

Retrospective anal ysis including men with high risk

disease (n = 162) with and without WP RT.

WPRT defined at superior border
[5-S1. Noted WPRT associated
with improved PSA control rate.
Greatest benefit seen for those
with risk between 15 and 30%.

Significant benefit for whole pelvic
radiotherapy in men with nsk of
lymph node involvement of 5-15%
with an improved 2-year PSA
control rate, 90.1% vs. 80.6%
(p=002).

WPRT associated with improvement
in PFS when preceded by CAB
but not when administered before
CAB

None
(defi
as del
patie
been
of R’

Use of
impr
inth
with
with

None of
(defi
low
(m

v' Studi retrospettivi
v’ Beneficio in pz con LNI > 15%

v" Dose non sufficiente

m - . LR~
did not receive CAB

Multivariable anal ysis use of WPRT and
the number of + lymph nodes
major predictors of PSA control
(p = 0002 and p = 0.003) and
canse specific survival (p = 0,009
and p=0.01)

After adjusting for other factors
WPRT group had improved
4-year biochemical control
rate (69.4% vs. 86 3%).

The S-year actuarial cause specific
survival (CSS) were A = 9%
and B =79% (p= 0.01) and PSA
control mtes 52% versus 40%

(p =007), respectively.

IJROBP 2011 v.80,N.1, pp 6-16



External irradiation with or without long-term androgen

suppression for prostate cancer with high metastatic risk:
10-year results of an EORTC randomised study

Michel Bolla, Geertjan Van Tienhoven, Padraig Warde, Jean Bernard Dubois, René-Olivier Mirimanoff, Guy Storme, Jacques Bernier, Abraham Kuten,
Cora Sternberg, Ignace Billiet, José Lopez Torecilla, Raphael Pfeffer, Carmel Lino Cutajar, Theodore Van der Kwast, Laurence Collette
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HR 038 (95% Cl 0-24-0-60), p<0-0001

Number at risk

RT 208

RT+LHRH 207

78
185

123 82 56 41 22 9 3
154 13 77 51 26 1 2

58,1%

—— RT (112 deaths)

RT+LHRH (80 deaths)
HR 0-60 (95% C1 0-45-0-80), p=0-0004

8 10

Years
2 56 41
3 77 51

12 14 16 18
22 9 3
26 1 2

Interpretation In patients with prostate cancer with high metastatic risk, immediate androgen suppression with an
LHRH agonist given during and for 3 years after external irradiation improves 10-year disease-free and overall survival

without increasing late cardiovascular toxicity.




CLINICAL INVESTIGATION
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EFFECT OF WHOLE PELVIC RADIOTHERAPY FOR PATIENTS WITH LOCALLY
ADVANCED PROSTATE CANCER TREATED WITH RADIOTHERAPY AND
LONG-TERM ANDROGEN DEPRIVATION THERAPY

Gi1ovANNA MANTINI, M.D..* Luca TAGLIAFERRL, M.D..* GiaN CAarLO MarTIUCCI, M.D. *
Mario BaLpuccr, M.D..* ViIncenzo Frascino, M.D..* NicoLa DinaroLr, M.D..*
Cmnzia D1 Gesu, M.D.." Epy Irrorito, M.D.." ALESs10 G. MORGANTI, M.D.," AND Numa CeLLiNnt, M.D.*
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Table 3. Acute toxicity

Acute toxicity (%)

Skin Gl GU

Grade PORT WPRT PORT WPRT PORT WPRT

0 40.7 35.1 22 17 12.8 11.4
1 72 6.7 20.1 18.9 243 234
2 33 33 94 83 13.6 9.7
3 0.8 0.2 0.8 1.6 1.6 1.9
4 0 0 0 0 0 0

With a median follow-up of 52 months (range, 20-150),
our analysis supports the use of WPRT in association with
long-term ADT for patients with a high risk of nodal in-
volvement (>30%), although a definitive recommendation
must be confirmed by a randomized trial.

IJROBP 2011, vol.81,N.5, pp e721-e726




Analysis of toxicity in patients with high risk prostate cancer
treated with intensity-modulated pelvic radiation therapy
and simultaneous integrated dose escalation to prostate area

Stefano Arcangeli®*, Biancamaria Saracino®, Maria Grazia Petrongari?,
Sara Gomellini?, Simona Marzi®, Valeria Landoni®, Michele Gallucci®,

Isabella Sperduti?, Giorgio Arcangeli?

= -
. L:'—-t—l

Conclusions: Pelvic IMRT and simultaneous dose escalation to prostate area is a well-tolerated technique in patients
with prostate cancer requiring treatment of pelvic lymph nodes, and seems to be associated with a lower frequency and

severity of side effects when compared with conventional techniques reported in other series.
LU I

o 10

0.0 a 0.00 - - - A - -
01t 2 3 4 5 6 7 8 9 10 1 12 0 6 12 18 24 30 36
weeks months

3 6 > 1 Total 44 32 28 19 6
intestinal 55 52 27 18
rectal 53 40 19 10 P
_ Late rectal toxicity
urinary 33 41 22 11

Acute: rectal GO 71%
GU G0 63%

Radiotherapy and Oncology 84 (2007), 148-155
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Dall’ 1.04.2011 al 15.03.2013

N. Pazienti 19
Eta
cT3a Mediana 73
PSA > 20 ng/ml Range 59-78
GS>8 Gleason Score 8
Range 8-9
iPSA 27
Range 4.4-113

OT neoadiuvante/concomitante/adiuvante

Giardini Naxos - Taormina, 26 - 29 ottobre
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CTV1:prostata + vescichette seminali PTV1: 74-76 Gy
CTV2: CTV1 +N pelvici PTV2: 50-54 Gy

Giardini Naxos - Taormina, 26 - 29 ottobre
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Intestino tenue
e singole anse V15 <120c¢c Tossicita acuta >G3 <10%
e intera cavita V45 <195¢c
peritoneale
Retto V50 <50% Tossicita tardiva >G2 <15% °
V60 <35% Tossicita tardiva >G3 <10% Qu a ntec Co n st ra I nts
V65 <25%
V70 <20% Marks LB et al. LIROBP 2010; 76 S3: $10-519
Vescica Dmax <65Gy Tossicita tardiva >G3 <6%
V65 <30%
[0] [1] [2] [3] [4]
Diarrhea requiring
P ]{Pec(;ﬁgiecg or Diarrhea requiring parenteral support/ éggttSuggisgb?igltﬁa
ene chande in qualit parasympatholytic severe mucous or or erforati,on' s
LOWER G.I of bo%vel hgbits / drugs (e.g_., Lomotil)/ blood discharge bIeFe)zding requi,ring
Teste dei f - INCLUDING No not requirin mucous discharge not necessitating sanitary transfusion:
este cel lemort PELVIS change medicgtion/g necessitating sanitary pags/abdominal abdominal bain or
. pads/ rectal or distention (flat plate pain
rectal discomfort . . : tenesmus requiring
not requirin abdominal pain radiograph tube decompression
anal eqsics ° requiring analgesics demonstrates or bowel divpersion
9 distended bowel loops)
Frequency with
Frequency of E f urinati urgency and nocturia
urination or requency ot urination hourly or more Hematuria requiring
. . or nocturia which is less . .
nocturia twice frequent than every frequently/ dysuria, transfusion/ acute
No pretreatment - pelvis pain or bladder bladder obstruction
GENITOURINARY change habit/ dysuria, hour. Dysuria, urgency, spasm requiring not secondary to clot

Giardini

urgency not
requiring
medication

bladder spasm requiring
local anesthetic (e.g.,
Pyridium)

regular, frequent
narcotic/gross
hematuria with/
without clot passage

passage, ulceration
Or necrosis

Naxos - Taormina, 26 - 29 ottobre
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Tossicita acuta GU 74% 21% 5% 0%
Tossicita acuta rettale 63% 32% 5% 0%

1° PSA mediano post-RT: 0,33 ng/ml (range 0-10,4 ng/ml)

Giardini Naxos - Taormina, 26 - 29 ottobre
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Il breve follow-up indica un controllo biochimico
con basso profilo di tossicita;
un piu lungo follow-up e necessario
per valutare i risultati a lungo termine.

Giardini Naxos - Taormina, 26 - 29 ottobre
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Dose escalation
> Tumor Control

Comparable

target coverage —

-

Critical organ
sparing
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