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Perche parlare di RT nelle Oligometastasi

In base a revisioni recenti della letteratura vi e un aumentato
utilizzo della RTT in presenza di “oligometastasi”, purin
assenza di dati robusti di “evidence based medicine”

controllo locale (“in field”) ottimale

profili di tossicita assai bassi.




Le terapie dei tumori solidi metastatici
prevedono di norma l'utilizzo di trattamenti sistemici, somministrati per lo piu
con intenti palliativi

....Nelle neoplasie prostatiche, in presenza di.....

* Diffusione sistemica di malattia (in organi diversi dal sito primitivo)

* Diffusione locoregionale, ivi incluse le recidive linfonodali, in pazienti
precedentemente trattati con intento radicale

§

Deprivazione androgenica > chemioterapia

Supportive care




.... un ruolo sempre piu importante per la RT ...

OBJECTIVES BY CLINICAL STATE

INITIAL LOCALIZED RISING CLINICAL CLINICAL
EVALUATION: DISEASE PSA METASTASES: METASTASES:
NO CANCER NON.CASTRATE CASTRATE
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PREVENTIO> MINIMIZE PREVENT ELIMINATE
MORBIDITY/ METASTASES PREVENI]
MAXIMIZE SYMPTOMS
CURE

con diverse finalita in funzione della fase evolutiva della malattia

dalla fase locale/locoregionale alla fase oligometastatica e metastatica

frequentemente é presente una malattia “castration resistent”

per la quale la terapia standard e costituita da rimodulazione ormonale e chemioterapia
(Taxani) alla quale si aggiungono oggi antiandrogeni promettenti di ultima generazione e

anche la radioterapia metabolica con 223Ra.




Evolving treatment paradigm in CRPC
Ca prostatico: una o piu malattie?

Docetaxel

RT curativa RT curativa/pall RT sintomatica

O Approved by FDA/EMA
® Approved by FDA
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BIULUGILAL SLIENLES

1995: the term “oligometastases” is coined
Hellman S, Weichselbaum RR. J Clin Oncol. 1995;13(1):8-10
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* “Oligometastasi”: termine coniato nel 1995 come corollario alla “Spectrum theory “
descritta per le neoplasie mammarie nel 1994”

* Una neoplasia, alla sua comparsa, puo presentare uno spettro di aggressivita
biologica cui corrispondono potenzialita metastatiche variabili e aggressivita
intermedie una delle quali € rappresentato dalla malattia “oligometastatica”

(malatl'ia che rimane locale €->malattia con diffusa metastatizzazione aII’esordio)

2011 Oligometastases revisited

Weichselbaum, R. R. & Hellman, S. Nat. Rev. Clin. Oncol. 8, 378—-382 (2011)

Nat Rev Clin Oncol. 2014 Sep;11(9):545-57. doi: 10.1038/nrclinonc.2014.56. Epub 2014 Jun 24.
The oligometastatic state - separating truth from wishful thinking.




OLIGOMETASTASI

....diverse definizioni / diversi scenari clinici....

“Condizione nella quale il paziente presenta riprese di malattia
a distanza in un numero limitato di sedi e lesioni “

< 5 localizzazioni > 5 localizzazioni

“..did not eliminate the uncontrolled primary site with several distant metastases..”

Y.Niibe, K Hayakawa: JJCO 2010



Schema of oligometastases
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Fhis is a schema of oligoecurrence. Schema | shows one distant

metastasis/recurmence with a controlled primary lesion. Schema 2 shows two)
distant metastases/recurrences with a controlled praamary lesion. The biggest
difference between oligometastases and oligo-recurrences lies in the uncon-
trolled or controlled pomary lesion. Oligos-recurrence requires a controlled

premary lesion




Semin Radiat Oncol 16:120-130 © 2006

Solitary Metastases: lllusion Versus Reality
Philip Rubin, MD. Ralph Brasacchio, MD, and Alan Katz MD, MPH

... le possibilita diagnostiche e di “cura” per M in fase iniziale potrebbero
richiedere modifiche della classificazione TNM

Mic: circulating cancer cells persisting after surgery or radiation treatment Addition of serum molecular markers as follows:
of the primary tumor and regional nodes, 0.1 mm or 100 u e SO: not detectable

M1mic: micrometastases, 0.2 mm to 2.0 mm in size (200 w to 2000 w ) *  Sl:detectable, low level

e S2:intermediate level

M1: a solitary metastasis in a single organ - $3: high level

M2: qligometastases, designate number and limited to 1 organ (5 nodules, Once metastases are staged a the modified Karnofsky scale as follows
5 cm in total) should be used.
M3: multiple metastases, limited to 1 organ site (5 nodules, 5 cmin HO: normal activity; asymptomatic
aggregate, more than 1 lung) H1: symptomatic; fully ambulatory
M4: multiple metastases, multiple organs H2: symptomatic; in bed 50% of time
H3: symptomatic, in bed 50% of time, not bedridden
H4: 100% bedridden

Stage IV needs to be modified (similar to Hodgkin’s disease).
A. no systemic signs: minimal 5% weight loss, minimal lab abnormalities.
B. systemic signs: 100% weight loss, cachexia, fevers nexplained, lab abnormalities, i.e. altered lung function, abnormal
liver enzymes, etc.




Modeling Growth Kinetics and —

Statistical Distribution of Oligometastases RADIATION
ONCOLOGY

Semin Radiat Oncol 16:111.119 © 2006

H. Rodney Withers MD, DSc, and Steve P. Lee MD, PhD
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High ratios predispose to an oligometastatic
distribution: for example, for a growth ratio of 15, there
would be 1 metastasis of large volume (230 cells), 2 with
215 cells, and 4 would be starting as single cells.

(A) For an equal growth rate of primary and metastases for a period of time allowing 6 doublings.
(B) The same as for A, except for a growth rate of micrometastases which is 5 times faster than the
growth rate of the primary.

A model relating the numbers and volumes of metastases to the exponential growth of a primary tumor assuming that the release of
metastatic clonogens is proportional to the volume of the primary and that metastases grow exponentially

... I numero e il volume delle metastasi e correlabile al volume e alle
modalita di crescita del T primitivo ...



....condizioni che favoriscono quadri di Oligometastasi....

Modeling Growth Kinetics and —

Statistical Distribution of Oligometastas e et Sud o110 0 2000
ONCOLOGY

H. Rodney Withers MD, DSc, and Steve P. Lee MD, PhD

Selection of Patients for Attempted Cure of oligometastases

Clinical history favoring development of an oligometastatic includes :

e prior concomitant chemoradiation or chemosurgery

¢ slowly growing large primary tumor followed by a long metastasis-free interval after which a
solitary metastasis emerges.

¢ high ratio of growth rate of metastases to that of the primary, as evidenced by a large difference
between volumes of sequential metastases, signals the possibility of oligometastases (for shorter
intervals between resection of the primary and emergence of a small number of metastases)

T primitivo voluminoso

Growth Rate Metastasi / Growth Rate T primitivo

Lungo intervallo tra rimozione T e comparsa di singole Metastatasi

Chemioterapia




...I'anticipazione diagnostica & determinante ...

Semin Radiat Oncol 16:120-130 © 2006

Solitary Metastases: lllusion Versus Reality
IPhilip Rubin, MD, Ralph Brasacchio, MD, and Alan Katz MD, MPH

Survival of Solitary and Oligometastases Treated by
Stereotactic Body Radiation Therapy (SBRT)

* Solitary Pulmonary Metastases T
. . . Number of patient
« Solitary Liver Metastasis Nabov of Boie Maks
. . Primary sites: colorectal
* Solitary Brain Metastases other
Mean tumor volume
. |
« Solitary Bone Metastases posredbie s
. . PTV dose
* Other Solitary Site Metastases
* Head and Neck 20-45, Gy 2 fractions
. ; 7-45, Gy 4 fractions
Eye and Orbit Time for treatment 1-7 days
*  Ovary-Uterus Follow-up 9-24 months
Maedian survival 72% actuarial at 1 year
e Heart Toxlcity Hemorrhagic gastritis

Duodenal ulcer

Reprinted with permission from Stereotactic body radiation therapy
for liver tumors: Kavanagh BD, Timmeman RD (ads). Stereotac-
tic Body Radiation Therapy. Philadelphia. PA, Lippincott Williams
& Willins, 2005, pp 115-127,

* |Intestines

The key strategy to eradicate metastatic cancer is to meticulously search the
“target organ” for solitary or oligometastatic foci before they manifest
themselves overtly and metastasize to additional distant organs

Molecular markers and PET-CT screening ?



Semin Radiat Oncol 16:120-130 © 2006

Solitary Metastases: lllusion Versus Reality
Philip Rubin, MD, Ralph Brasacchio. MD. and Alan Katz MD, MPH

Table 1 Imaging Tochnology Status: Minimal Threshold Size
1 = High/4 = Low 1 = Good/4 = Poor

Size/ Metabolic
Resolution Functional Threshold Sensitivity/ Imaging
Technique (mm) Potential Reached Specificity Potential Comments

MRL'MRS/MRF s 1 Probably 2/2 2 Potential for improved functional
data

Virtual end Py potential

Size threshold reached: digital

CcT s Yes 2/3
Radiographs Yeos 2/3
imaging potential

3
A
SPECT Probably 3/2 2-3 Improvement with better
radionuciides
PET Probably Tumeor staging/response:

potential high
Ultrasonography Probably
Mammography Yeos Digital mammography should

Angiography Yes
Conventional Yeos Improvement with better
Nuclear radionuciides
Medicine
Reprinted with permission from Imaging strategies for oncologic diagnosis and . in Bragg DG, Rubin P, Hricak H
(ade): Oncologic Imaging (ed 2). Philadelphia. PA. Saunders, 2002, pp 3-20.

Table 2 Cancer-Site Imaging Status: Accuracy. Specificity. Sensitivity
1 = High/4 = Low 1 = Good/4 = Poor

T Detection/ Diagnostic Specificity/ N M Tumor
Cancer Site  Accuracy Sensitivity Staging Staging Response Comments

Brain 1 11 NA NA 2 Tumor blology major Issue;

functional yleld will
Increase

1/2 PET-improved specificity:
neod better detection

1-2 Anatomic endpoint
reached;
functional/interventional

ylold
Bone 1 1-2/1 NA Imaging endpoints reached

Abbroviation: NA, not applicable.
Reprinted with pormission from Imaging Strategies for oncologic diagnosis and multidisciplinary treatment, in Bragg DG, Mricak H (eds)
Oncologic Imaging ted 2). Philadelphia, PA. Saunders. 2002, pp 3-20




Oligometastasi e neoplasie prostatiche



La presenza di oligometastasi non e condizione comune nei
pazienti con neoplasia prostatica

...ma....

* in una serie autoptica ¢ riportata la presenza di una o due lesioni ossee nel 60-70% dei
casi e solo in un 10% un numero di 4 o piu lesioni.

e Alcuni autori hanno segnalato sopravvivenze a 5 anni nettamente superiori in pazienti
che presentano fino a 5 metastasi con percentuali simili a quelle dei pazienti non
metastatici (indicativo di presenza di una neoplasia meno aggressiva caratterizzata da un basso indice di
crescita).

* In questi casi potrebbero essere proposti trattamenti locali piu aggressivi tra i quali la
radioterapia puo avere un ruolo significativo in associazione o meno a trattamenti
farmacologici.

Le sedi piu frequentemente coinvolte sono le stazioni linfonodali

(in prima istanza quelle pelviche e successivamente quelle lomboaortiche)

Assai raramente le localizzazioni ossee si presentano come singole.

R.Miralbell:Eur J Nucl Med Mol Imaging (2014); 41: 1267 — 1269
M. Harada et Al : Adv Exp Med Biol 1992; 324: 173-182
D. Singh et Al: Int J Radiat Oncol Biol Phys 2004; 58: 3-10



... possibile una caratterizzazione biologica di aggressivita ?....

Urologic Oncology: Seminars and Original Investigations 32 (2014) 53 .e15-53.e22

Review article
The prostate cancer genome: Perspectives and potential
Christopher E. Barbieri®™*, Scott A. Tomlins“

* Review of the relevant literature, with a
focus on recent studies on somatic
alterations in prostate cancer ....

* ETS gene fusions

* SPOP mutations and CHD1 deletions
* Androgen signaling

* PI3K pathway 7 -
* SPINK1 . .

* Ras/Raf/MAPK pathway

Genomic lesions in the timeling of prostale cancer.

These findings raise the possibility that prostate cancer could transition from a poorly understood,
heterogeneous disease with avariable clinical course to a collection of homogenous subtypes,
identifiable by molecular criteria, associated with distinct risk profiles, and perhaps amenable to
specific managements trategies or targeted therapies




...per ora solo informazioni generali su parametri gia in uso....

METASTATIC CARCINOMA OF THE PROSTATE: IDENTIFYING
PROGNOSTIC GROUPS USING RECURSIVE PARTITIONING

TRACY R. GLASS, CATHERINE M. TANGEN. E. DAVID CRAWFORD axp IAN THOMPSON®

From the Fred Hutchinson Cancer Research Center, Seattie, Washington, L"nrﬁwnnt_\‘ of Colorado Health Science Center, Denver, Colorado,
and University of Texas Health Science Center at San Antonio, San Antonio, Texas

Tue JounrNal oF UnorocY Vol, 169, 164169, January 2003

SWOG 8894: 1076 pts/1286 trattati con Orchiec.+ Flutamide vs orchictomia+Placebo

Good prognosis:
e no appendicular disease (HR 1) or
e with appendicular disease, a performance status of 0 and
a Gleason sum of less than 8 (HR ratio 1.28),

Intermediate prognosis
e appendicular disease, a performance status of 0 and a
Gleason sum of 8 or greater (hazards ratio 2.01) or
e appendicular disease, a performance status of 1 or
greater and PSA less than 65 ng./ml. (HR ratio 1.75)

Poor prognosis

e appendicular disease, a performance status of 1 or
greater and PSA 65 ng./ml. or greater (HR ratio 3).
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Five-year survival in 3 prognostic groups in validation
patient set.

M1l—-> OSa3anni: 45% —-25%—-14%




Ca prostatico:

Quale imaging diagnostico per le

Oligometastasi ?



COMMENTAR . .
EDITORIAL Y Eur J Nucl Med Mol Imaging (2013) 31:1267-1269

PET/CT imaging and the olicometastatic prostate cancer
patient: an opportunity for a curative approach with high-dose
radiotherapy?

Raymond Miralbell - Frans Buchegger

* Several groups have expressed doubts about the detection of positive lymph node and bone
metastases with choline tracers probably because of potential uptake artefacts caused by
inflammatory reactions and degenerative bone disease, respectively

* While the widely used choline tracers for prostate cancer show good detection rates notably for
local recurrences, they appear less specific for lymph node and bone metastases.

In summary

Despite limited sensitivity and specificity for acetate and choline tracers, patients with
oligometastatic prostate cancer may benefit from targeted high-dose irradiation of

the suspected lesions associated with a short course of AD.

This hypothesis needs to be confirmed in a phase lll trial comparing intermittent AD

with or without a complement of targeted irradiation.




Imaging and nodal metastases

Performances of the magnetic cesonance imaging (MRT) in detecting nodal metasiases.

Authors (year of pehlicatson) References Number of Inferior LNM % Sensitivity = Specificity % Accuracy %
patients threshold
mm)
Heesakkers ¢t al. (2008) 12 375 210 16 34 NA
Lecouvet et al, (2012) 7 100 10 NA 77ums.ét ggo/osmnoomu NA
Bezzi ot al. (198%) I8 s 10 RN\N “.a 8%
Rifkin et al. (1990) 19 185 10 12 5 ‘“Q\ 95 NA
Jager et al. (1996) 20 63 8 ofe %p 98 89
Perrotti et al. {1996) 2 56 ';$6 0) 0 90 86
Harisinghant ¢t al. (2003) 2 y‘. > 0 = NA 45 (standard MRI) 79 (standard MRI) NA
S“b\ \¢ 100 (USPIO-MRIE) 96 (USPIO-MRI)

Wang et al. (2006) nGeN> s 55 7 98 NA
Eiber ot 3l (2010) 24 29 6 NA e 83 86
Budiharto ot al (2011) 25 6 4 47 185 976 NA

Note: Inferior threshodd: Figure above which a lvmph aode is considered pathological: % LNM: Percentage of patients with positive lymph nodes hissopatho.-
logically controlled: USPIO contrast agent: UkraSmall Particles of Irom Oxide (n0 longer commercially available).
* Correlation with histopathology in only 10 patients: NA: Not available: R1 and R2: Two different readers.

Pesformances of the conventional CT scan in detecting nodal metasiases,

Authors (year of peblication)  References Number of patients  Infenor threshodd (mm)  LNM % Seasitivity % Specincity 5 Accurxy %
Heesalkers e al {2008) 12 375 810 16 k¥ 97 NA
Golimbu ¢t al. (1981) 13 K73 10 37 w0 70
Flanigan et al. (1985) 14 53 15 26.5 50 woo/o 91
Van Poppel et al. (1994) 15 285 6 l6 -’9 -l 96.5
Roevik et al. (1998) 16 64 10 1 m\ta NA
Lecouvet etal. (2012) 17 100 10 rspe %cmp NA
000/0, 82 (R4) 96 (R4)
Perrotti et al. (1996) 21 56 0;1 0 90 86
Harisinghani & al. (2003) » &0 ‘\‘-‘_ao NA 45 (standard MRI) 79 (standard MRI) NA
“s\b 100 (USPIO-MRI) 96 (USPIO-MR1)
Wang et al. (2006) 23 &e “ 55 27 s NA
Eiber et al. (2010) 24 6 NA 86" 85 86
Budiharto T et 1. (2011) 25 16 3 47 IS8 97.6 NA

Note: Infenior threshold: Figure above which a lymph node is considered pathological; 5 LNM.: Percentage of patients with positive lymph aodes histopatho-
fogically controlled: USPIO contrast agent: UkraSmall Particies of Iron Oxide (no loager commercially avaslable.
* Correlatson with histopathology in only 10 patients: NA: Not available: R3 and R4 Two different rexders.

EAU Guidelines clearly discourage the routinely use of [11C]-choline PET/CT
for the early diagnosis of nodal relapses from prostate cancer.

B. De Bari et al. / Critical Reviews in Oncology/Hematology 90 (2014) 24-35



Critical Reviews in Oncology/Hematology 90 (2014) 24-35
Salvage therapy of small volume prostate cancer nodal failures: A review
of the literature

SUMMARY

e Conventional contrast enhanced CT and MRI still remain the
standard for lymph node relapse detection;

* |In this setting, DWI-MRI is interesting, but data about its
usefulness are not conclusive yet;

* Despite its diffusion in the clinical practice, [11C]CholinePET/CT,
remains object of investigation due to the uncertainness
regarding PSA value related to its accuracy.

B. De Bari et Al.: Critical Reviews in Oncology/Hematology 90 (2014) 24-35



Oligometastasi

esperienze e risultati con RT

...... in generale e nel Ca. prostatico ....



REVIEW Joumal of Surgical Oncology 2008:98:202-206

A Rationale for the Targeted Treatment of OIiEometastases With Radiotheragx

DHARA M. MacDERMED, mp," RALPH R. WEICHSELBAUM, mp, " ** anp JOSEPH K. SALAMA, mp'#**

Local treatment of oligometastases is an important area of investigation to improve survival in a

clinically significant subset of cancer patients.

* Biology of the metastatic and oligometastatic state
* Clinical evidence for the oligometastatic state

* Role of radiotherapy as non-invasive local therapy for
lung and liver metastases

“....we are entering a new era in cancer therapy
which will result in long term survival for many adult patients who were
historically considered to be incurable....”

Trials should be designed to optimize targeted therapies

and to demonstrate the benefit of targeted treatment of oligometastases.
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Trends Mol Med, 2013 Sep;19(9).565.82. dot 10.1016/ moimed 2013 05.007. Epub 2013 Jul 4. =
Immunologically augmented cancer treatment using modern radiotherapy.
Durante M*, Reppingen N, Held KD. o

Immune subversion Inflammatory response — Immune surveillance

<
Apoptosis
resistance 2

e Apoptosis
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Trends Mol Med, 2013 Sep 19(9).565.82. doi. 1010164 moimed 2013 .05.007. Epub 2013 Jul 4. -
Immunologically augmented cancer treatment using modern radiotherapy.

Durante M*, Reppingen N, Held KD, -

Abscopal Effect
A rare phenomenon in the treatment of metastatic cancer where localized irradiation of
a tumor shrinks both the irradiated tumor as well as a metastasis far from the irradiated
area. The abscopal effect is considered to be immune-mediated.

TRENIS o Mo s Ml e e




THE LANCET Oncology

Volume 14, Issue 1, January 2013, Pages e28—-e37

Review
Stereotactic body radiotherapy for oligometastases
Dr Alison C Tree, FRCR"™ é B Vincent S Khoo, MD™°, Prof Rosalind A Eeles, FRCR®, Merina Ahmed,

Panel: Evidence-based practice for extracranial oligometastases

+  Stereotactic body radiotherapy results in a high controf rate of treated metastases
(-80%)

«  About 20% of patients are progression free at 2-Jyears after stereotactic body
radiotherapy

+  Toxicity is low

@ Soe w0 peteey

® " PFS(252a):2Q%

Stereotactic body radiotherapy should be consadered in patients with isolated
metastases, especially if the disease-free interval & longer than 6 months

«  Randomised tials are needed to establish whether stereotactic body radiotherapy

oo boesorv & (%)
3
o |
.
i
@
i
%
}
i
H@H |

nwmwwhoaﬂormalm

Fagur e 2 Drsease fooe somvi ol 8 pationts wath oligo i desease ot 1748 the felow g
Deotted o copresents mean proportion of patients who wen dnease See at the reporied timeponnt, weighted for
rueriber of paturts i oach cobort Ervor Baes repecsent 95% confdence mlerv s

Many non-randomised studies have shown that SBRT for oligometastases is safe and effective, with local control rates
of about 80%. Importantly, these studies also suggest that the natural history of the disease is changing, with 2-5 year
progression-free survival of about 20%. Although complete cure might be possible in a few patients with
oligometastases, the aim of SBRT in this setting is to achieve local control and delay progression, and thereby also
postpone the need for further treatment. We review published work showing that SBRT offers durable local control
and the potential for progression-free survival in non-liver, non-lung oligometastatic disease at a range of sites.
However, to test whether SBRT really does improve progression-free survival, randomised trials will be essential.




THE LANCET Oncology

Volume 14

Rev

,Issue 1, January 2013, Pages €28—e37

Stereotactic body radiotherapy for oligometastases

Dr Alison C Tree, FRCR™ & &4

e Pazienti oligometastatici

e Studifase Il e lll o retrospettivi
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...per le neoplasie prostatiche: diverse revisioni recenti...

REVIEW ARTICLE Asia-Pacific Josernal of Clinical Oncology 2014

Advances in local and ablative treatment of oligometastasis

in prostate cancer

Henry HI YAO,! Matthew KH HONG,' Niall M CORCORAN,!?

Farshad FOROUDI?

Shankar SIVA? and

Platform Scarch critenia

Excluded Included

Results articles articles

PubMecd {oligomctastatic] All Ficlds] AND (“prostatic ncoplasms™|McSH

Terms] OR (“prostatic™[All Ficlds] AND “ncoplasms™[All
Ficlds]) OR “prostatic ncoplasms™[All Ficlds] OR
(“prostatc”[All Ficlds] AND “cancer™|All Ficlds]) OR
“prostate cancer” [All Ficlds]))

PubMecd (oligomctastascs[All Ficlds])

PubMcd (mctastascctomy|McSH Terms| AND (“prostatc

ncoplasms™[{MeSH Terms| OR (‘prosmtic"(‘ll‘a
“ncoplasms”[All Ficlds]) OR “prostatic ncg All

Ficlds] OR (“prostatc™|All Ficlds] AN 1

OR *prostate cancer™|All Ficlds]))

PubMed (“solitary"[All Ficlds] :\\D (“l ta O sis |

Terms] OR (“ncoplas “w@ﬂ All

Ficlds]) OR ncopl IA“ Flc]d‘
“mctastasis” [All Fi 1 prnﬂ:l ncoplasms”[McSH

Terms] OR (“prost: .-\ll Fields ncoplasms”[All
Ficlds]) OR “prostatic ncoplam II Fields] OR
(“prostatc”[All F-cldsl cer”[All Ficlds]) OR

“prostate cancer” |
EMBASE prostate carcinomalor tare cancerIAND metastasis/or

oligomctastascs AND %tercotactic body radiation therapy or

robonc stercotactic radiotherapy

I P:cl%O“

55 arﬂclcs (in the last 42 13¢

156 Arucles

2 5

144 12%

'One article had already been identified. 'One articke had already been sdentified. YTwo articles previously identified, four articles are abstracts that
are subsequently published and already identified, one article has been updated with longer follow-up in subsequent publication.

....dal 2004 al 2013...

Chirurgia : 13 studi

RT : 12 studi (F.U. mediano da 6 — 48 mesi)

Asia-Pacific Journal of Climcal Oncology 2014
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Table 3 Summary of stadics using radiotherapy in the management of aligoenctasaric lesson ia prostate cancer: Part | < sample size, demographics and treammens
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-
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00 Spe 50 Gpr3 (LN) refeactocy diveae at tiesc of
0 Gp'S (lever) SARR
* Aadrogrn deprivation therapy
was not possinely descontinend
ot hunged for dhin wody
* 15 of 17 panerns went on o
recotve addnionad harmone
theeapy afer SABR
Kao et & SABN 3 mctatatic leworn 5 X} NA 40-40 Gyao' NA * Treatment was combincd with
(ol k[ wrtineh, cndending the uiv
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Tablke 3 Connnued
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SELEZIONE DEI PAZIENTI PER TERAPIE LOCALI AGGRESSIVE

fewer comorbidities,
longer life expectancy
lower ECOG Group performance status.

target lesion in a suitable location with a
reasonable size

Oligometastasis in parallel organ are more
suitable (e.g. bone, lymph node, lung, liver)

longer disease-free interval and single
metastasis

Difficile definire sottogruppi di paz. oligometastatici con maggior
indicazione a trattamenti locali aggressivi:

"..Radiotherapy remains the preferred treatment op'rlon in deep
seated sites not amenable to surgery..

Asia-Pactfic Journal of Climcal Oncology 2014
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“Oligo-recurrence” versus synchronous oligometastasis

In other cancer types, a long disease-free interval from the primary to evidence of metastatic
disease has been reported to be a significant prognostic factor

Tabata et al. did not find a significant difference in the overall survival following targeted
radiotherapy to metastatic lesions for oligo-recurrence versus oligometastasis group.

However, the study was small with only 18 patients in the oligo-recurrence arm and 17 in
the oligometastasis arm

Androgen deprivation therapy

* Concomitant ADT was used in many of the studies

* Although ADTs have therapeutic benefits, they are also associated with side effects such
as vasomotor flushing, fatigue, decrease in libido, erectile dysfunction, symptomatic
anaemia, osteoporosis, fractures, insulin resistance, diabetes mellitus and dyslipidemia

Delay in the onset of ADT or prolongation of off-ADT duration, may provide a qualityof-life
benefit for patients involved

Asia-Pacific Journal of Climcal Oncology 2014
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Salvage stereotactic body radiotherapy for patients with limited prostate cancer metastases: deferring androgen
deprivation therapy.

Herkovic F'1. De Mesrleer G, Delrue L, Lambert 8, Fonteyne V. Lumen N, Decaestecker ¥ Villeirs G, Vuve P Ost P

This is the first study reporting on the interesting end point of deferring systemic

At SBRT

Medan

treatment (ADT)

29 lesions
(node/bone mts)
were treated
in 24 patients

Limitations :

small number of patients
lack of a control group undergoing active clinical surveillance
Concomitant single injection of 1-month LHRH-analogue shortly before SBRT
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Salvage stereotactic body radiotherapy for patients with limited prostate cancer metastases: deferring androgen
deprivation therapy.

Herkovic F"', De Meerleer G, Delrye L, Lambert 8 Fonteyne V. Lumen N, Decaestecker ¥ Villeirs G, Vuye P Ost P
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Median deferrement of
palliative ADT
= 38 months

There were no in-field
recurrences, resulting in a local
control of 100%.



RADIATION
Radiat Oncol. 2014 Jun 12;8:135. doi: 10.1186/1748-T17X-8-135. 2014 . ONCOLOGY
Repeated stereotactic body radiotherapy for oligometastatic prostate cancer recurrence.
Decaestecker K, De Meerleer G, Lambert B, Delrue L, Fonteyne V, Claeys T, De Vos F, Huysse W, Hautekiet A, Maes G, Ost P,

.... after SBRT most of patients
relapsed again as «oligometastatic»
with low volume prostatic cancer.....
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Repeated stereotactic body radiotherapy for oligometastatic prostate cancer recurrence.
Decaestecker K, De Meerleer G, Lambert B, Delrue L, Fonteyne V, Claeys T, De Vos F, Huysse W, Hautekiet A, Maes G, Ost P,

Radiat Oncol. 2014 Jun 12;8:135. doi: 10.1186/1748-7T17X-8-135. 2014

Univariate Cox proportional hazards model predicting androgen deprivation therapy-free survival and
progression-free survival

Covariate ADTFS PFS
HR (95% C1) pvalue HR (95% Q) p-value

Prognostic grou ot dugnosis

Low-htermredate 1 an 1 041

Hol 099 1035 - 2.74) 078 D33 - 188) 058

Very hgh 145 {048 - 44) 1.40 0S5 - 353)
rterval om Ragross 1O metastases (y) 19099 - 100) (1Y) 11099 - 100} 055
PEA fevel & tire of metastases ing/mi) 1097 - 108 0% 1058 - 1.08) oa?
PSA DT 22 tive of metastses (mo) QB3 {0 - Q90 002 090 @82 - 09 004
Number of k500s &t dagnods of metagaies 101 {056 - 220 ors 102 1053 - 1) 0.9%

SAern) Of MetaZatc pread

Mo 1 0ar 1

Exwrnive 148 {043 ~ 349 153107230
ocation of mesastals®

NOO» 1 Q10 1

Bore 200 027 - 290 e

Abbmeviaton: MR hacaed e, O confdonce intervl, v yeir, mo month, ADT S indrogen depevaton therapy froe wervival 7S peogresiion fee survivel
The patent with liver metantass wan excluded from the ansyis of s vadable. Paveluet in bold spresent sigrificant values <005

* SBRT for oligometastatic disease is accompanied with low toxicity and excellent local
control (20% of patients remain progression free at 2—3 years after SBRT).

* 100% local control with out grade Il toxicity.

.... Con trend per risultati migliori su N e con malattia minima .....
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Repeated stereotactic body radiotherapy for oligometastatic prostate cancer recurrence.
Decaestecker K, De Meerleer G, Lambert B, Delrue L, Fonteyne V, Claeys T, De Vos F, Huysse W, Hautekiet A, Maes G, Ost p'

Radiat Oncol. 2014 Jun 12;8:135. doi: 10.1186/1748-7T17X-8-135. 2014
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RT su localizzazioni ossee con RCST

CLINICAL INVESTIGATION Metastasis

PREDICTORS OF 1LOCAL CONTROI. AFTER SINGLE-DOSE STEREOTACTIC
INTAGE-GUIDED INTENSITY-MODULATED RADIOTHERAPY FOR
EXTRACRANIAL METASTASES

CarLo GrRECO, M.D..* MiCHAEL J. ZELEFSKY. M.D..* MicHAEL LoveELock. Pu.D.." Zvi Fuks. M.D__*
MARrGIE HunTt, M.S_.T KennetH RoOsENnZWEIG., M.D_.* JOAN ZATCKY. B.S.. N.P_.* Barem K. B.A ¥
AND YOSHIYA Y AMADA. M.D.¥

Departuments of *Radiation Oncology and "Medical Physics. Memorial Sloan-Kettering Cancer Center. New York. NY

Patwene charactenistics

All lessons (v = 124) n
Gender
Male 7
Femade 32 D bu . b a2 b dO u lc .
Age (v), madian (eange) 4433-91) iIstnbution Yy PmSCﬂ}xlm se (a s1ons,
Treatment site = 19
st D o n=124)
Lymph node é:b 14
Lumg 8 .
Lung oo Q‘O - Planning target volume dose (Gy) n
Onher soll tissves b‘ \E 2
>
Hstodogac type
Prostate ’)) ‘\6 42 l 8 lO
Renal cell . OQ 3 20 2
Colosegr” /\) 15 3
Sarce ,\:\,’b 5 & | 3
N : <er 4
Breaa \O 3 )
Bladder 2
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Small-cell lung cancer 2
Thyroed cancer 2 .

Esophageal 1 Dose constraints :

G ] | . .
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|

e <=16 Gy to the bowel

Pancreatic
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Fig. 5. Acmanal local control ( Kiplan-Meir method) as a function
of lesion location. Y axis represents local relapse-free survival (%:;
p =050).

Multivariate analysis: prescription dose retained significance as a predictor of longterm LRFS (p = 0.003)
The overall incidence of Grade 3 late toxicity was <4%.

Migliori risultati :
per lesioni ossee da neoplasia prostatica e lesioni trattate a dosi elevate



Oligometastasi:
RT su N

RTT precauzionale su N pelvici per RT con intento radicale o RT

post-prostatectomia

RTT di salvataggio dopo ripresa biochimica con RT
precauzionale su linfonodi pelvici

RTT di salvataggio su N clinici




RTT di salvataggio dopo ripresa biochimica con RT
precauzionale su linfonodi pelvici

Clinical Trials = Protocol Table = Study Details

RTOG 0534 Protocol Information

A Phase III 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

Protocol Documents
Protocol Current Version Date: 11/23/2011

SCHEMA (1/8/09) {3/24/10)

Arm 1: PBRT Alone
PBRT 64 8-70 2 Gy

Arm 2: PERT + NC-STAD
PBRY 64 8.70.2 Gy + NC.STAD for 4.6 months,
beginneng 2 months before RT

mNI—IZO0Z>P N

1 PSAz01and<10ng'ml
2 PSA > 1.0and < 2 Ong/mL

Arm 3: PLNRT + PBRT + NC-STAD

Pathology Stage PLNRT to 45 Gy and PBRT 10 64 8-70 2 Gy,

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

2 All others beginning 2 months before RT

SV = sammnal vesicle; RT = radwtherapy, PBRT = prostate bed RT, PLNRT = pahac lymph node RT,
NC-STAD = necadjuvant and concurrent short term androgen deprivation

NOTE: It is mandatory the treating physician determine the radiation therapy technique (3D.CRT vs.
IMRT) to be usad prior 1o the ste registenng the patient. See pre.registration requirements in Section
5.1 See details of radiation therapy and hormone therapy in Sections 6.0 and 7.0

Accrual: 1694 pts /1764 (24/9/2014)
Dati previsti 20237




Crtical Reviews in Oncology/Hematobogy 90 (2014) 24-35

Salvage therapy of small volume prostate cancer nodal failures: A review
of the literature

Published series of salvage external beam irradiation (EBRT) for
lymph node metastases from prostate cancer.
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B. De Bari et Al.: Critical Reviews in Oncology/Hematology 90 (2014) 24-35



Critical Reviews in Oncology/Hematology 90 (2014) 24-35
Salvage therapy of small volume prostate cancer nodal failures: A review
of the literature

Conclusions

* EBRT and SBRT represent promising non-invasive anatomically-targeted
treatment for oligorecurrent prostate cancer;

* these therapies seem to offer excellent in-field tumor control with very
good toxicity profile;

» data regarding large series and/or prospective studies still remain
lacking also for EBRT and SBRT;

The optimal combination of high precision radiation therapy with systemic
treatment remains to be investigated.

B. De Bari et Al.: Critical Reviews in Oncology/Hematology 90 (2014) 24-35



Quale RT ?

3D-CRT, IMRT/IGRT, SBRT






Tomotherapy
Oligometastasi Linfonodali da Adenoca prostatico (1 pelvicadx e 1LA sin)
DT 30 Gy - 66y/die x 5 frazioni

( equivalenti a circa 64 6y con frazionamento standard di 2 Gy )

S TANDARD Carrndative DM Nelatre




La radioterapia convenzionale puo essere utilizzata nel paziente
oligometastatico ....ma la radioterapia stereotassica ipofrazionata,
puo offrire notevoli opportunita nelle le neoplasie prostatiche,

caratterizzate da un basso a/p ratio (circa 1,5 Gy)

Arcangeli S et al : CritRevOncolHematol, 84: 101-108, 2012
Mirabell R, et al : Int J radiat oncol biol phys, 2012, 82: e17-e24, 2012

...dati gia confermati da esperienze con RT di prima istanza
in neoplasie intracapsulari organoconfinate.....

| EXTREME HYPOFRACTIONATION |

for prostate cancer at IEO

L’opinione del radioterapista ?

GIVE ME FIVE!

& e B4 eant ame b Lt ¢ Pl 4 (R 4 Cngooe o =

O we
t #2000 MM

Costo su tariffe RER:

7500,00 2 3700,00 Euro (Allinclused)




....|a piu recente revisione sistematica...



Platinum Priority Review Prostate Canceis
Metastasis-directed Therapy of Regional and Distant Recurrences

After Curative Treatment of Prostate Cancer: A Systematic Review
of the Literature

Piet Ost ", Alberto Bossi”, Karel Decaestecker <, Gert De Meerleer”, Gianluca Giannarini“,
R. Jeffrey Karnes*“, Mack Roach 111’7, Alberto Briganti®

....assunto da confermare....

“The oligometastatic state is considered an intermediate state of tumowr spread
with limited metastatic capacity”

Metastasis directed therapy such as surgery or stereotactic body radiotherapy>

may be effective in these patients

To obtain better To spare or to delay the toxicity of
clinical outcomes systemic therapies



Platinum Priority Review Prostate Cancer
Editorial by XXX on pp. x-—y of this issue

Metastasis-directed Therapy of Regional and Distant Recurrences

After Curative Treatment of Prostate Cancer: A Systematic Review
of the Literature

Pietr Ost ", Alberto Bossi”, Karel Decaestecker <, Gert De Meerleer”, Gianluca Giannarini“,
R. Jeffrey Karnes*, Mack Roach 1117, Alberto Briganti®

Evidence synthesis: Eifteen single-arm case series reporting on 3 total of 450 patients met the | | N ,

inclusion criteria. Seven studies were considered of acceptable quality. Oligometastatic PCa ":.:"..':" -«-:

recurrence was diagnosed with positron emission tomography with coregistered computed — -

tomography in most of the patients (98%). Nodal, bone, and visceral metastases were treated

in 78%, 21%, and 1%, respectively. Patients were treated with either RT (66%) or lymph node r o]

dissection (LND) (34%). Adjuvant androgen deprivation was given in 61% of patients (n = 275). Pt do dghoon e A7
In the case of nodal metastases, prophylactic nodal irradiation was administered in 49% of “3‘0
patients (n=172). Overall, 51% of patients were progression free 1-3 yr after salvage MDT, e

with most of them receiving adjuvant treatment, For RT, grade 2 toxicity was observed in 8 5% et ,@ Mbobodtd

of patients, with one case of grade 3 toxicity. In the case of LND, 11% and 12% of grade 2 and ;é

grade 3 complications, respectively, were reported, -\Q

: ) ) ) 1\\'$ | Imlh
Conclusions: MOTis a promising approach for oligometastatic PCa recurrence, but the low level |-
of evidence generated by small case series does not allow extrapolation to a standard of cae, T e
Patient summary; We performed a systematic review to assess complications and outcomes of —. T
treatingoligometastatic prostate cancer recumence it surgery o radiotherapy, We concluded i~

that although this approach s promising, it requires validation in randomised controlled trals

Eur Urol (2014), http://dx.doi.org/10.1016/j.eururo.2014. 09.004
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15 Studi analizzati: 12 con => 15 pazienti ( chirurgia o RT)
Diagnostica con PET/CT nel 98% dei casi (91% Colina; 7% FDG)

Tablke 1 - Full-eext publicagions of metast sis-directed therapy for oligometastatic prostate cancer recurrence incloded in the systematic review

e o of ool - — Ban PSA ~ = - P A o
patients metastasis: 1o metatatic at time of method MOT  folow-up. " ADT(X) duntion nodal
node bone Nscoral recumence, mo e tatasiy mo ADY radiotherapy
=
Camsruidma ot d |2 23 2550 115387 a8 Chalioe MITECT SERT 2% 24 a‘,o‘ Noas NA 7(2%)
Muscevic ot 4 [ M) ) 0400 NE 54 Cholise PETCT SERY u a% 27(68) MR NA
Wirschmide et ol |25) 15 15000 NE 179 Chaline PETCT NRT mv»l NE NR 1S (100)
o“e ' mached: Yyt

\(‘\ PFS: 75%
Ahimad ot . |36 7 nsn sa4 2 /m\olﬁ [ 12 mo IS(R%] MR

°/o\
Jevecark Fassa ot 2l 127) 15 IR0 24 V77 pl.. éw \6&“ not e achend; 1S100) 12-T e Noow
IO‘!(H

£

0 31—' L-nw Y% 6355
Schick et ul. | ) “ IS 156 a7 o/o ) u-mn \‘- uﬁ‘) “ Medin not seached; 49(98) 12 mo 25 (50
Sy FFS: SE6X
ee o \
;\‘055 “\ ““ Ao 0° (.- )
Decasstecher o 4| 9] se 272N 5186, a Chd \‘%IG SERTY s 15 m0 IS 1 »o Neow
O o
Pacchio ot o, | 0] £ 300 6\1 28 D‘/Q -nut ner 2 NR s5(70) W 77 (9)
Rieoud et al |31] 15 '53\0 NE 198 31_‘ Chaline PETCTY LND ny [ 17y M= 17
S<hilng «t ol 13| 19 . N Chaline PETET LND 1) R s@) R Noae
Whster et al |33 £ \,\ 800 NE &’&‘9 Chale PETCT LD 24 me NK Nooe NA Nooe
Busch et al [37) & £0.0 “7@‘ 7y Chaline (n= 31 MEY LND K 155 ma S(100)  Lifelorg ADT Nooe
(= 1L CTin=2)
Jig et al |34) a“ 47)oy0 CX\\‘: 1ny Challoe PITCT LND 15 27 ma 34(63) R 27 (%3
Marsiod et al. [35) L] 800 NE 152 Chaline PETCT LND NR NR Neoe N Nioe
Swardi o1 Al 18] L) 590/0 NE 20 Chalioe PETCT LND 765 50 mo' 24(4Y) 24w 21 08

AOT « andmgen-dege v ation theiapy, (T+ compused tomogsaply. FDG = Muorodeosy gl ucose . WKT « bypofractions ed radiothecpy. IND « ywph node dissection, MOT « metaita ds-directed thesagy. MEI~ magness
revcnssce imaging NA = not apgidcable; NE = sot reported, NET = sorsmfract snsed cadiothe spy . TETICT » pout ron emision somograply wih oxeghtared computed tooegiphy. 75 » progamsion- Sew survival
TSA ~ prodtate speciic astpen, SEET = slevectiactic body ralictheragy.

* Mean members separted indead of median

T Median estimated Srom curves.
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Chirurgia o RT

Altough treatment schedules varied and no
comparative studies were available, the
findings indicate that approximately half of

the patients were progression free 1-3 yr
after MDT

Progression-free survival

Controllo locale riportato in 11/12 studi su RT
Solo 4 ricadute locali / 114 paz. trattati

4%
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: I Radiotherapy I

Complication type Muacevic B 1T sre 01T | G— T g Jereczek-Fossa Decaestecker Total
etal. [24) et al.” [25] et al. [26] et al. |27] et al. [29] (n=141),
(n=40), no. (%) (n=15), no. (%) (n=17), no. (%) {n=19) no. (%) {n =50), no. (%) no. (%)
Grade 1
Bone pain 0 (0) 0 (0) 0 (0) 0 (0) 3(6) 3(2)
Asymptomatc fracture 1 (2.5) 0(0) 0(0) 0(0) 1(2) 2(14)
Fatigue oo orm 0o 00 162y 1(0.7)
Rectal toxicity . . . ° 2 %1.4,\
Urinary toxicity 2(14)
s No 63 Toxicities neither GU nor GI
Nausea requinring ant emetics e I I I e 5(35)
Rectal toxicity 0 {0) 2(13.3) 0 (0) 1(5) 2{4) 5(35)
Urinary roxicity 0 (0) 0 (0) 0 (0) 1(5) 1(2) 2(14)
Grade 3
Urinary toxicity 0 (0) 0 (0) 0 (0) 1(5) 0(0) 1(0.7)

Complicartion type Rinnab et al. [3 1] Busch et al. [37] Jilget al [34) Suardi et al |36} Tocal
(n=15), no. (¥) (n=6) no. (%) (n=47), no. (%) {(n = 59), no. (%) (n=127), no. (%)
Grade 1
Lymphorrhea 0{(0) 0(0) 4(7.7) 12 (203) 6 (1

Fever 0(0) 0 (0) 3(5.8) 18 (30.5) 21(165)
Temporary weakness of the hip flexor 0(0) 0(0) 1(1.9) 0(0) 1(038)
Wound dehiscence 0 (0) 0 (0) 3({5.8) 0 (0) 3(23)

Grade 2 *

Deep vein thrombosis 0(0) 0(0) @( 0(0) 1(1.7) 1(08)
Heus 1(7) oo 0(0) 12(203) 13 (102)

Grade 3a {g
Lymphocele requirning drainage 1(7) < ) 2(3.9 7(112) 10{(78)
Wound dehiscence 0(0) {(0) 0(0) 3(51) 3(23)
Hydrone phrosis requinng stenting 1(?) 0(0) 0{0) 0(0) 1(08)

Crade 3b
Lymphocede requinng surgical drainage 0(0) 0{0) 0(0) 1(1.7) 1(08)
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However, the rather random use of a multimodality approach with adjuvant
ADT and prophylactic nodal irradiation in 61% and 49% of patients, respectively,
makes it difficult to compare PFS between series

D 4

MDT is a promising approach for oligometastatic Pca recurrence.
However, due to the absence of comparative or randomised clinical trials, the
overall low number of patients treated, the limited follow-up, the eterogeneity
of patients treated, and the non standardised use of sequential treatments,
MDT should not be considered the standard of care.
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: &\ www.clinicaltrials.gov Mayo Clinic

2013.... Observational Prospective
20 patients needed

Inclusion Criteria
Histologically proven diagnosis
Oligometastatic Prostate Cancer
Prostate cancer pts with <4
metastatic lesions

_ Induction of anti-prostate cancer immunity
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www.clinicaltrials.gov University of Florida

Radiotherapy for Oligometastatic Prostate Cancer
Phase II non-RCT
48 patients needed

Inclusion Criteria

Metastatic cancer of the prostate
Pts may have received prior surgery, RT,
ADT, immunotherapy, bone MTS directed R

Tx or CHT for PCa.

1 Stereotactic Body Radiation therapy
\ Hypofractionated Radiation therapy

Median progression-free survival
(over historic control rates in hormone receptive and castration
resistant subgroups)
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/)  ON GOING CLINICAL TRIALS

\ www.clinicaltrials.gov Ghent University Hosp.

o

SEOD NEX P

Non-systemic Treatment for Patients With Low-
Volume Metastatic Prostate Cancer

i .
510 61 Phase II RCT ' ‘ ....... Still
S 54 patients needed |

14

Inclusion Criteria
Histologically proven diagnosis
* Biochemical relapse a following
radical local prostate tx
N1 and M1a/b disease on imaging, R ‘

Conventional arm:
Active Surveillance

ith a combined maximum of 3

ynchronous lesions (any organs, on
holine PET-CT) .
» Performance state U-
» Exclusion of local relapse

\ Experimental Arm
Salvage treatment of metastases

Surgical or RT treatment of metastases

_ Androgen deprivation therapy free survival
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-Primary endpoint:
Androgen deprivation Free Surv

- Secondary endpoints:

Quality of life

Acute and late toxicity

Time to castration-resistant disease

Progression-free survival
¥ PSA or biochemical progression
v Local progression
v" Distant progression

Prostate cancer specific survival

Overall survival

Time to first symptomatic event

Interventions

— Arm A: Active clinical surveillance,
defined as 3-monthly clinical
examination and serum PSA
measurement. Restaging will be
performed in case of symptomatic
progression or PSA progression, ADT
will be started at time of polymetastatic
disease, local progression (defined
above) or symptoms.

— Arm B: SBRT or surgery will
depend on localization and size of the
metastases, the nearby organs-at-risk
and previous treatments in the vicinity
of the metastases.

RT volumes

— GTV: all visible tumor by combining
iconographic and metabolic information. No
additional margin will be added for
microscopic spread of disease

— The GTV will be expanded with 2-5 mm to the

Planning Target Volume (PTV) to account for
organ motion and setup error.

» Radiotherapy treatment planning and dose
prescription:
— IMRT (static or rotational)
— Cone-beam CT (CBCT) at each fraction

— Atotal dose of 30 Gy (80% of the maximal dose) will
be delivered in 3 fractions and fractions will be
separated >48 h and <96 h. Treatment will be
prescribed to the periphery of the target (80% of the
dose (=30 Gy), should cover 90% of the PTV).



CONCLUSION

The overall survival from targeted radiotherapy appears
favorable at 3 years of follow-up.

* The present literature suggests removal or ablation of oligometastatic
prostate cancer lesions in patients may provide good local control and
delay commencement of ADT in selected pts.

(No direct comparison between aggressive local therapy vs ADT is available )

At present, there remains more evidence to support the use
of radiotherapy in the management of oligometastatic
prostate cancer than surgery.

H HI Yao et al: Asia-Pacific Journal of Clinical Oncology 2014



CONCLUSION

* There is inadequate evidence in the current literature to promote a
widespread use of local and ablative treatment for oligometastasis in prostate

cancer outside the context of clinical trials (only a few small studies and case
reports).

* The genetic and biological basis of oligometastatic states as different from
poly-metastatic states also remains uncertain.

There is a clear need for more well-conducted prospective trials
to determine the role of aggressive-targeted local therapy in
oligometastatic prostate cancer, as well as research to elucidate
the genetic and biological rationale for treatment.

H HI Yao et al: Asia-Pacific Journal of Clinical Oncology 2014
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RADIATION
Radiat Oncol. 2014 Jun 12;9:135. doi: 10.1186/1748-7T17X-2-135. 2014 . ONCOLOGY
Repeated stereotactic body radiotherapy for oligometastatic prostate cancer recurrence.
Decaestecker K, De Meerleer G, Lambert B, Delrue L, Fonteyne V, Claeys T, De Vos F, Huysse W, Hautekiet A, Maes G, Ost P,

50 pts diagnosed with = 3 metachronous asymptomatic
metastases treated with SBRT

4

50 Gy in 10 fx to the PTV combined with a single injection of a short acting LHRH analogue
or 30 Gy in 3 fx without concomitant LHRH

ADT-FS

Frogrewmons Yee wrved (W)
. >

AN O SeCrviion Tty See v (W)
3

Median PFS 19 months Median ADT FS 25 months
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Robotic image-guided stereotactic radiotherapy, for isolated recurrent primary, lymph node or metastatic prostate
cancer.

Jereczek-Fossa BAY, Beltramo G, Fariselli L, Fodor C, Santoro L, Vavassori A, Zerini D, Gherardi F, Ascione C, Bossi-Zanett |, Mauro R, Bregantin A, Bianchi
LC, De Cobelli O, Orecchia R.
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Robotic image-guided stereotactic radiotherapy, for isolated recurrent primary, lymph node or metastatic prostate
cancer.

Jereczek-Fossa BAY, Beltramo G, Fariselli L, Fodor C, Santoro L, Vavassori A, Zerini D, Gherardi F, Ascione C, Bossi-Zanetti |, Mauro R, Bregantin A, Bianchi
LC, De Cobelli O, Orecchia R,
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e om0 4 o am All treatments for metastatic
v whiasn LR X A 5 lesions (100%) were free of late
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Stereotactic radiotherapy for isolated nodal recurrence of prostate cancer.
Detti B B1 Bonomo P, Masi L, Doro R, Cipressi S, lermano C, Bonucei |, Franceschini D, Di Brina L, Bakhi M, Simontacchl G, Meattini |

Abstract
PURPOSE: To report a clinical expenence in stereotactic body radiation therapy (SBRT) for isolated nodal metastases from prostate cancer

MATERIALS AND METHODS: Between November 2011 and December 2013, 30 patients (39 lesions) were treated with SBRT, delivered using
Cyberknife, for recurrent prostate cancer with isolated nodal metastases. Prascribed doses and schedv!~s of fractionation varied, ranging from 24 Gy

in 1 fraction to 36 Gy in 3 fractions, Most commonly used schedules were 30 Gy in 3 frach»- vin 3 fractions on altemating days

Biochemical response, acute and late toxicity were analyzed. \ 0“‘\

RESULTS: At a median follow-up of 12 months (range 2249 - . “a‘l— \ X 4 cases, while PSA was stable in 1
O es e \\ _

case and raised in 9 cases. At the time of analveis ?’ G\I \"L 1\ 937—\ -c disease; 12 patients axpenenced a

relapse of disease in other sites, Sixte- 30 - ed a“o 'LAI?’ o evaluation 3 months after treatment was available

No infield recurrence was dete. ‘_\) 1\ A A\ \ Rl Tey, acute gentourinary toxicty. Late toxicity was evaluated in

patients with more than & monthe 6e\ v _« o1 proctitis. We did not observe any acute or late severe toxicity (2G3).

CONCLUSIONS: Our experience s, 6\)1—\0“=ulaied nodal relapse from prostate cancer is a safe freatment, with promising results in
terms of efficacy. ?‘




