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CANCERS DE RISQUE FAIBLE ET INTERMEDIAIRE PACE B

RT stéréotaxique
N=414

36,25 Gy
5 fractions (#)
1-2 semaines

78 Gy / 39 #

7.8 semaines
62Gy /20 #
4 semaines

RT conventionnelle

ou hypofractionnement modéré
N =431

*CRO : Clinician Reported Outcomes Van As N et al. ASCO GU 2019. Abst 1

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en développement.



CANCERS DE RISQUE FAIBLE ET INTERMEDIAIRE PACE B

% Essentiellement des patients a risque intermédiaire

CFMHRT SBRT

91,4% risque Intermédiaire 92,1% risque Intermédiaire

T2b-T2c = 52% T2b-T2c = 54%
Gleason 3+4 =81% Gleason 3+4 = 83%
PSA 10-20 ng/mL = 31% PSA 10-20 ng/mL =31%

RT stéréotaxique
73% utilisation fiduciaires
VMAT (58%), Cyberknife (41%) et Step/Shoot IMRT (<1%)

RT conventionnelle
ou hypofractionnement modéré
57% utilisation fiduciaires
VMAT (74%) Step et shoot IMRT (25%), Tomo (1%) Van AsN ef al. ASCO GU 2019. Abst 1

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en développement.



PACE : TOXICITES DIGESTIVE ET URINAIRE

100?’ Toxicité digestive aigle

80
60
40 1
20+

O i T T T T T T T

0 2 4 6 8 10 12 14 16 18 20
Semaines depuis le début de la RT

— CFMHRT: G1+ — CFMHRT : G2+
— SBRT: Gl1+ — SBRT: G2+

CFMHRT : G3+
— SBRT: G3+

Pires El digestifs de grade 2 2
G2+ GI RTOG : CFMHRT 12% vs SBRT 10,3%

CFMHRT SBRT

Grade % %
0 26,7 36,7
1 61,3 52,9
2 11 10,1
N 3 0,9 0,2
4 0,0 0.0
¥ p=0,440

%  Pas de différence significative

PROSTATE

]00;% Toxicité urinaire aigue

80 1
60
40
20+

/%

0 2 4 6 8 10 12 14 16 18 20
Semaines depuis le début de la RT

— CFMHRT : G1+ — CFMHRT : G2+ CFMHRT : G3+
— SBRT: G1+ — SBRT: G2+ — SBRT: G3+

Pires El urinaires de grade 2 2
G2+ GU RTOG : CFMHRT 27,5% vs SBRT 23,2%

CFMHRT SBRT

Grade % %
0 13,9 19.8
1 58,7 57,0
2 25,8 20,8
_— 3 1,2 1,9
4 0,5 0,5
. p=0,162

. Pas de différence significative

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des proii)ms en dé\ﬁl(gf)eme

an As al°ASCO GU 2019. Abst



Ultra-hypofractionated versus conventionally fractionated > @ “x ®

radiotherapy for prostate cancer: 5-year outcomes of the o
HYPO_ RT_ Pc randDmiSEd, non- i nfe I'iﬂ rity' phase 3 trial I
AndersWidmark, Adalsteinn Gunnlowgsson, Lars Beciman, Camilla Thellenberg-Karlsson, Morten Hoper Maognus Lagerlynd, Jon Kindblom,
Oaes Ginman, Bengt Johansson, Kirsten Bjornlingey, Mihayjl Seke, Mdns Agrup, PerFransson, Bjgrn Tavelin, David Norman, Bjorn Zackrisson,
Harald Anderson, Blisabeth Kjellén, Lars Franzén, PerNilsson
100
S0+
80+
g 7 —
2 6o
c
=,
Py
£
g 40— — Comventicnal fractionation
= 304 —— Ultra-lypofractionation
L
20
104 Mon-adjusted HR 1.002 (95% C10-760-1-320), log-rank p=0-99
Adjusted HR 1-002 (95% Cl 0-758-1-325)
0 | 1 | 1 | | I 1
a 1 2 3 4 L é F Ih Q 10
Number at risk Time from randomisation (years)
{number censored)
Comventional 591 L8O £40 433 EE L. 242 171 108 67 7 23
fractionation (0) (4 (24) (108 (1%6) (F3) (32) (386) (425) (454) (467)
Ultra- 5BY C69 527 408 325 142 160 113 1 38 20
hypofractionation  (0) i4) (27 (125)  (196) {269) (342) (385) (423) (454) (470)

Figure 2: Failure-free survival
HR=hazard ratio.

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en développement.



Ultra-hypofractionated versus conventionally fractionated > @ “x ®
radiotherapy for prostate cancer: 5-year outcomes of the o
HYPO-RT-PC randomised, non-inferiority, phase 3 trial

AndersWidmark, Adalsteinn Gunnlowgsson, Lars Beciman, Camilla Thellenberg-Karlsson, Morten Hoper Maognus Lagerlynd, Jon Kindblom,
Oaes Ginman, Bengt Johansson, Kirsten Bjornlingey, Mihayjl Seke, Mdns Agrup, PerFransson, Bjgrn Tavelin, David Norman, Bjorn Zackrisson,
Harald Anderson, Blisabeth Kjellén, Lars Franzén, PerNilsson

Patient-reported problems
10+ Treatment —@=— Conventional fractionation
=& Ultra-hypofractionation
i
P
T
z
E
(=}
=
E
A 4
o
Baseline = Trestmeet = 3 . 6 . 1 . .z . 4 " & " & ' 1
end months months year years years years years years
MNumber assessed
Conventional 463 464 336 347 437 404 2 156 59 i |
fractionation
Ultra- 478 433 330 358 425 425 s 143 72 24
hypofractionation
p valuse o078 0-0065 o018 016 0-0036 018 049 019 0-98 0-57

Figure 3: Urinary toxicity and patient-reported problems
Physidan-recorded urinary toicty was measured according to the RTOG morbidity scale; p values cormespond to comparisons of grade 2 or worse todicities by
treatment group, by Fisher's exact test. The comresponding patient-reported problem was measuredwith the question “Doyou have problems with your urinary tract?
in the PC55 questionnaire; highervalues indicate more symptoms. The Wilcoron rank sum test, adjusted for ties, was used for comparisons between treatment groups.
Cette présentation peut contenir dC=conventional fractionation. U=ultra-hypofractionation. RTOG=Radiation Therapy Oncology Group. PCS5=Prostate Cancer Symptom Scale. duits en développement.



Ultra-hypofractionated versus conventionally fractionated > @ “x ®
radiotherapy for prostate cancer: 5-year outcomes of the o

AndersWidmark, Adalsteinn Gunnlowgsson, Lars Beciman, Camilla Thellenberg-Karlsson, Morten Hoper Maognus Lagerlynd, Jon Kindblom,
Oaes Ginman, Bengt Johansson, Kirsten Bjornlingey, Mihayjl Seke, Mdns Agrup, PerFransson, Bjgrn Tavelin, David Norman, Bjorn Zackrisson,
Harald Anderson, Blisabeth Kjellén, Lars Franzén, PerNilsson

Patient-reported problems
10 Treatment == Comventional fractionation
=@ Ultra-lypofractionation
a
z 6
o
-
M
E
=
j=1
E
A d-
2
0
Baseline | Treatment @ 3 Y6 ' 1 T2 ' 4 s ' 8 ' w T
end months months year years years yEars years years
Number assessed
Conventional 469 453 329 346 473 404 73 152 61 n
fractionaticn
Ultra- 485 440 335 359 426 427 77 145 73 24
hypofractionation
pvalue 0-93 <0HD001 0-26 042 0-059 032 020 o075 0-035 030

Figure 4: Bowel towicity and patient- reported problems

Physician-recorded bowel towicity was measured according to the RTOG morbidity scale; pwalees correspond to comparisons of grade 2 or worse toxidties by
treatment group, by Fisher's exact test. The comesponding patient-reported problem was measured with the question “*Doyou have problems with your stool?
inthe PCS5 questionnaire; higher values indicate more symptoms. The Wilcoxon rank sum test, adjusted for ties, was used for comparisons between treatment

Cette présentation peut conteni groups. C=comeentional fractionation. U=ultra-hypofractionation. RT0G=Radiation Therapy Oncology Group. PCS5=Prostate Cancer Symptom Scale. s en développement.

HYPO-RT-PC randomised, non-inferiority, phase 3 trial —_—
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Stereotactic Body Radiation Therapy for Localized
Prostate Cancer: A Systematic Review and Meta-Analysis
of Over 6,000 Patients Treated on Prospective Studies

38 études dont 2 phases Ill et 15 phases |l
6116 patients
Suivi moyen = 39 mois

Taux de tox G3+ Gl = 2.0% et GU= 1.1%

D e
96.9% e,
96.1% 95.3% 93.7 %
87.2 %
—— Meta-analysis event rate estimate
----- 95%CI
1 2 3 4 5 6 7 a8 9 10
Years Post-5BRT
5013 4386 1856 2066 557 B84
31 23 16 10 2 1

Espace réservé au texte des références - si besoin

Logit event rate

Increasing Biachemical Recurmence: Free Survival

Increasing Risk of Grade 3+ GU Tasiciy

Logit event rate
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Knapp Hartung, P = 018

725 Gy x5 | BGY xS |§.5{:yx-i 10 Gy x 5

140.0 50,0 120.0 200.0 220.0 240.0 260.0 280.0

Biclogically Equivalent Dose {Gy. a/p 2.5 Gy}

Knapp Hartung, P = .014

\

T.25 0y x5 |3Er(x5 9.5 Gy x & | 1l Gy x 5
T T T T

! T !
12000 140.0 160.0 180.0 200.0 220.0 24&0.0 260.0
Biclogically Equivalent Dose (Gy, o/ 2.5)

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en développement.
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Prostate Cancer Radiation Therapy
Recommendations in Response to COVID-19

Nicholas G. Zaorsky, MD,” James B. Yu, MD,” Sean M. McBride, MD,*°
Robert T. Dess, MD,“ William C. Jackson, MD,“ Brandon A. Mahal, MD,®
Ronald Chen, MD,’ Ananya Choudhury, MD,” Ann Henry, MD,"

Isabel Syndikus, MD,’' Timur Mitin, MD,’ Alison Tree, MD,"

Amar U. Kishan, l"-"II:Ilr,l and Daniel E. Spratt, MD *

Principle:

recommendations:

Questions to guide

/’
Remote

Visits

o Use of telemedicine \
(phone/video) in place
of in person visits.

Does patient need 1o be
physically seon to
determine treatment
recommendaton?

Can treatment
recommendation be
safely deferred?

Which patients should be
prioritized if finite
bandwidth of providers for
remote visits?

\

\_ __id

Li( Avoid
Radiation

4 Avolid treatment of
patients where evidence
suggests little to no
benefit of treatment.

Doos radiation offor
significantimprovement in
quantity or quality of life?

Are there treatments or
alternatives to rachation
therapy that provide
similar benefits and can
be delivered in lower risk
setings?

o S

S

.

* ™

L’V( Defer
Radiation

/Doror treatment start tor\
maximal safe time as

appropriate.

If radiation is indicated,
can it bo safoly deforred?

Aro treatments available
that would allow for safe
deferment of radiation
therapy?

k¥ /

\

.—v

’ N
*( Shorten

Radiation

/’ Use the shortest sale Ry
form of treatment if
treatment necessary.

Can radiation be
delivorod without
anesthesis or other
invasive procedures?

VWhat radiation
fractionation scheme
limits the number of
visils?

o ¥

Pondser! T Dlas, NI /
Davel & Sgcan MO

Zaorsky, Adv Radiat Oncol. 2020

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en développement.




Prostate Cancer Radiation Therapy
Recommendations in Response to COVID-19
== Nicholas G. Zaorsky, MD,” James B. Yu, MD,” Sean M. McBride, MD,"

Robert T. Dess, MD,“ William C. Jackson, MD,“ Brandon A. Mahal, MD,*
Ronald Chen, MD,f Ananya Choudhury, MD,” Ann Henry, MD,"

Isabel Syndikus, MD,’ Timur Mitin, MD,’ Alison Tree, MD,"

Amar U. Kishan, MD,' and Daniel E. Spratt, MD *

Table 1 Recommendations
Mt sisle Wiadts 5 ol st e e 5l o If weatiment is warmraned during pamnderd e
Mew oonsnle® LA Fiduciak' Rectal Simulation Prefiamad B rachanthe ragy ERET AlLFT
£ C et v E T Ilofiesaa b sl Iy
during
i e

LaocalizedAocal by advanced

ey D by il safe Deelay wmtil Deelay witdl safe Delay il Dby il safe AS [ T e 5T QTESS s sl e
bowed horw safe safie
FIR Delay 3 oo Delay wniil Delay untdl safe Deelay uniil Delay wniil safe AS Delay untdl saf Delay wmil Dy metl s
safe safie safe
LR Delay 1-3 mo Delay 4 mw Comider if Consider if Delay e Do ET + AT Delay unidl safif 5 fx {prefemed) Can uwse ADT
jperfiorming jperfiormng - i if i tin e Ly
SBRT SBRT AL¥T M = ET 4-6 mo
given Consider
- e
Highs'very Delay 3 mwo Comsdder if I & sgwer dence d Delay 446 mo if RT + ADT Delay 5 fx (prefemed) Can use ADT
I gh s forTe g, s jlace ADT i L w e by
SBRT oons der only given saafie BT 4-6 mao

if e fig
SBET

Zaorsky, et al. Adv Radiat Oncol. 2020 ; 5(4):659-665

Cionsdder

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en développement.



Prostate Cancer Radiation Therapy
Recommendations in Response to COVID-19

Nicholas G. Zaorsky, MD,” James B. Yu, MD,” Sean M. McBride, MD,“
Robert T. Dess, I"ilD,d William C. Jackson, MD,? Brandon A. Mahal, MD,*©

Ronald Chen, MD," Ananya Choudhury, MD,? Ann Henry, I‘ED,h

Isabel Syndikus, MD Timur

Amar U. Kishan, MD,' and Daniel E. Spratt, MD®*

Mitin, MD,’ Alison Tree MD,

Advances in

Radiation Oncology: Il Il 2020

Prostate cancer: COVID-19 response 5

. Very low risk

. Low risk
. FIR

- UIR

Defer treatment
until safe

. High risk

- Very high risk

Figure «
constraints.

Delay RT with
ADT as needed

L.

*Optional, depending on staffing and
personal protective equipment availability

—) CT sim
A

. *Fiducials
MRI == and/or hydrogel
spacer

Délai RTUP
Large Prostate

workflow of prostate stereotactic body radiation

Empty rectum

Comfortably full bladder

Rectum

V40Gy <1 cc
V38Gy <2 cc (optimal <1 cc)
V24Gy <50% circumference

NICHOLAS G ZAORSKY, MD MS

Penile bulb

+ D2% <28.5 Gy
*« Mean <16 Gy

"Hydrogel spacer
*3 fiducials, 1 cm apart from each
other, away from urethra

GTV = CTV = prostate +/- seminal vesicles
PTV = CTV + 5mm (3mm optional posterior)
Dose: 7.25-8 Gy x 5 fractions over 2-5 weeks

HHHH A

Twice per week D-DDDDE

Once per week

Every other day

therapy (SBRT). Please see Appendix El for more details on dose
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Practical Radiation Oncology (2018) 8, 185-202

Critical Review

UR TOUS?
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Stereotactic body radiation therapy (SBRT) for (e
high-risk prostate cancer: Where are we now?
Alejandro Gonzalez-Motta MD *®*, Mack Roach III MD FACR FASTRO ¢

Results: Our search yielded 8862 articles. Of these, 20 studies with a median follow-up from 1.6 to
7 years were included in this review. The 5-year bDFS was 81% to 91% in monotherapy studies
and 90% to 98% in boost studies. For reference, 19 studies that reported treating HR patients with
HDR monotherapy or boost were selected. The 5-year bDFS in HDR monotherapy studies and
boost studies was 85% to 93% and 72% to 93%, respectively. The incidence of late grade 3
genitourinary toxicity was 0% to 4.4% and 0% to 2.3% in SBRT monotherapy and SBRT boost

ectively
| Conclusion: The evidence for SBRT in HR patients in this review is based on observational studies
with relatively few patients and short follow-up (level III evidence). Based on these data and the
principles surrounding treatment, SBRT boost should ideally be validated in clinical trials. SBRT
monotherapy should be used cautiously in highly selected HR patients outside of a clinical trial.

Espace réservé au texte des références - si besoin

cancers WW\D\P})

Systematic Review
Stereotactic Body Radiotherapy for High-Risk Prostate Cancer:
A Systematic Review

Robert Foerster 12*({0 Daniel Rudolf Zwahlen 202, Andre Buchali 3, Hongjian Tang 1(®, Christina Schroeder 134,
Paul Windisch 1©, Erwin Vu ), Sati Akbaba °, Tilman Bostel ®, Tanja Sprave 7, Constantinos Zamboglou 7,
Thomas Zilli 31, Jean-Jacques Stelmes ?, Tejshri Telkhade 1° and Vedang Murthy 1

Conclusion: At this point, SBRT with or without pelvic ENI cannot be considered the standard of

care in HR PCA, due to missing level 1 evidence. Treatment may be offered to selected patients at
specialized centers with access to high-precision RT. While concomitant ADT is the current standard
of care, the necessary duration of ADT in combination with SBRT remains unclear. Ideally, all eligible
patients should be enrolled in clinical trials.

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en développement.



OPTIMISATION: URETRE

FUSION IRM ++

W D Uretre prostatique

(—( <— Uretre membraneuse
\ | \

Uretre prostatique

THE NOVALIS Arandomized phase ! trial of
CIRCLE TRIAL short vs. protracted urethra-sparing SBRT

(NCT01764646)

Arm A
7.25 Gy x 5 fx , Turkul

Eligibility / 9 days, |
(TicT3a, 687 exery other day

Roach index for e

N+ <20% .A_aJsE |
IPSS <19 ArmB eneva
WHO O \ 7.25 Gy x 5 fx =
; 28 days '
Pl: Pr. R. Miralbell : Barcelona
Co-Pl: D1, T. Zl once a week [ Madrid

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en dévelop



AR T| Vessel-sparing Radiotherapy for Localized Prostate Cancer to
Preserve Erectile Function: A Single-arm Phase 2 Trial

Daniel E. Spratt®', Jae Y. Lee™', Robert T. Dess”, Vrinda Narayana“, Cheryl Evans®,
Adam Liss“, Raymond Winfield", Matthew |. Schipper®‘, Theodore S. Lawrence",
Patrick W. McLaughlin “%*

* Department of Radiation Oncology, University of Michigan, Ann Arbor, ML USA; ® Department of Urology, Providence Cancer Center, Southfield, MI, USA;
¢ Department of Biostatistics, University of Michigan, Ann Arbor, MI, USA;  Department of Radiation Oncology, Providence Cancer Center, Southfield, MI, USA

PROSTQA Model to Predict Erectile Dysfunction
after Nerve Sparing RP or Conventional EBRT

Table 3 - Expected model-predicted probability of men having functional erections suitable for intercourse at 2 yr after treatment compared
to observed rates

Patients with Erections Suitable for Intercourse, % (95% confidence interval) p value*
Nerve-sparing prostatectomy Conventional EBRT Vessel-sparing radiotherapy

Expected Expected Observed
Total cohort 24 (22-27) 42 (38-45) 78 (71-85) <0,001
Top quartile BEF 35 (32-38) 55 (51-59) B7 (77-97) <0.001
Bottom quartile BEF 13 (8-18) 26 (21-31) 69 (55-83) <0.001
Age <65 yr 31 (28-34) 44 (40-48) 81 (72-90) <0001
Age =bb yr 15(13-17) 38 (33-43) 73 (61-85) =0.001
No ADT |26 (23-29) 51 (48-54) 84 (76-92) | 0,001
ADT" 21 (18-24) 22 (19-25) 66 (52-80) =0,001

EBRT = external beam radiotherapy; BEF = baseline erectile function; ADT = androgen depnvation therapy.
* Comparison is between conventional external beam radiotherapy and vessel-sparing radiotherapy.
B ADT use is not included in the prostatectomy model so does not impact expected potency rates for surgically treated patients.

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en développement.



OPTIMISATION: ARTERES PUDENDALES

Fusion IRM
Radiologue
Bulbe= surrogate

: : PE)TEN-C  Ureouesen

o e 0
P e v,

./}// | \\ VD

Vessel-Sparing RT Randomized Trial = POTEN-C

Phase Il randomized controlled trial of stereotactic ablative body radiotherapy (SAbR) with or
without neurovascular sparing for erectile function preservation in localized prostate cancer: a
study of prostate oncologic therapy while ensuring neurovascular conservation (SAbR POTEN-C)

Utricee -\ f Multi-center randomized trial of: ~25% enrolled

Intemal  Accessory

sl o SBRT +/- Vessel-Sparing RT

artery artery

IR Verumontanum N

Verumontanum | | External plexus .
~ sphincter IPES Bteral All patients get:

(1l [ { ) ) sphincter IGRT

Cavemosalnerves 2 Y \IDNED Cavernosal neves” — '
A S 4 5 fractions of SBRT
N Rectal Spacer

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en développement.



PERSPECTIVES: SPACERS

¥ Patients sélectionnés

Prostate Prostate Spacer

m) U_S. National Library of Medicine

. - . Find Studies About Studies v Submit Studies v Resources v About Site v PRS Login
Fig. 1. Image IRM en vue sagittale et pondération T2 d'un patient implanté avec un CllnlcalTrlalS.gov
spacer de type hydrogel de polyéthyléne-glycol (PEG).

Home >  Search Results >  Study Record Detail [ Save this study

Effectiveness of the SpaceOAR Vue System in Subjects With Prostate Cancer Being Treated With Stereotactic Body Radiotherapy (SABRE)

ClinicalTrials.gov Identifier: NCT04905069

The safety and scientific validity of this study is the responsibility of the study sponsor and investigators. Listing a study
A does not mean it has been evaluated by the U.S. Federal Government. Know the risks and potential benefits of clinical
studies and talk to your health care provider before participating. Read our disclaimer for details.

Recruitment Status @ : Recruiting
Fi @ May 27, 2021
Last Update Posted @ : October 21, 2021

See Contacts and Locations

Sponsor:
Boston Scientific Corporation

Information provided by (Responsible Party):
Boston Scientific Corporation

. _ s . 2 Study Details Tabular View No Results Posted Disclaimer  [El How to Read a Study Record
Fig. 3. Image anatomique en vue sagittale illustrant la mise en place du spacer de
type ballon biodégradable dans I'espace rectoprostatique.

Deaprés[41]. Study Description Goto | »

Brief Summary.
To demonstrate the effectiveness of the SpaceOAR Vue System in reducing late gastrointestinal (Gl) toxicity in subjects undergoing Stereofactic Body Radiotherapy (SBRT) fo treat prostate cancer.

Cette présentation peut contenir des données issues d'analyses e



JAMA Oncology | Original Investigation

Safety and Efficacy of Virtual Prostatectomy With Single-Dose
Radiotherapy in Patients With Intermediate-Risk Prostate Cancer
Results From the PROSINT Phase 2 Randomized Clinical Trial

Carlo Greco, MD; Oriol Pares, MD; Nuno Pimentel, MD; Vasco Louro, MD; Inés Santiago, MD; Sandra Vieira, PhD; Joep Stroom, PhD;
Dalila Mateus; Ana Soares; Jodo Marques; Elda Freitas; Graga Coelho; Manuela Seixas; Antonio Lopez-Beltran, MD; Zvi Fuks, MD

Figure 2. Clinical Outcomes of Stereotactic Body Radiotherapy (SBRT) vs Single-Dose Radiotherapy (SDRT) Stratified by Treatment Arm

El Grade 1 rectal toxic effects by study arm Grade 1 urinary toxic effects by study arm
100 100+
HR, 0.37; 90% Cl, 0.07-1.94 HR, 0.41; 90% Cl, 0.13-1.27
= g0 = 801
H 4]
R &
B 60 T 60
= -~
8 g SDRT
s 404 2 401 L
— —
z L SBRT
B 20 J—l_l_ll_ll SDRT T 201
92 2
L1 m 111 SBRT
0_—| 04
0 12 24 36 48 60 0 12 24 36 48 G0
Time, mo Time, mo
No. at risk No. at risk
SBRT 15 14 13 12 2 SBRT 15 14 13 11 2
POS de grOde 2 e'l' + Gl SDRT 15 14 12 13 2 SDRT 15 11 10 10 2
Grade =2 urinary toxic effects by study arm El Volume reduction on magnetic resonance imaging by study arm
100 40+
HR, 1.07; 90% Cl, 0.21-5.57
= SDRT
w804
4] 52 304
o =
o 607 £ SBRT
5 2 204
- @
3 40 =
~ g
a = 104
2 20 =
5 SBRT 1 N W Lm
od |:| |‘| SDRT ol
0 12 24 36 43 60 3 6 12 24
Time, mo Time, mo
No. at risk
SBRT 15 14 13 12 2
SDRT 15 15 14 13 3

A, Cumulative incidence of bowel grade 1 gastrointestinal (Gl) toxic effects. B, Cumulative incidence of genitourinary (GU) grade 1 toxic effects. C, Cumulative
incidence of urinary grade =2 toxic effects. D, Percentage volume reductions compared to baseline measured by magnetic resonance imaging. Error bars indicate

Espace réservé au texte des références - s >t HR hazard ratio.

Cette présentation peut contenir des données issues d'analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en développement.
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Hot Topic )
Salvage stereotactic body radiotherapy (SBRT) for intraprostatic relapse etz |
after prostate cancer radiotherapy: An ESTRO ACROP Delphi consensus ___________________________________________________________________
Barbara A. Jereczek-Fossa ™!, Giulia Maivaso ™™, Mattia Zaffaroni ™,
Simone Giovanni Gugliandolo ™" 7, Dario Zerini®, Federica Corso ', Sara Gandini®,
Filippo Alongi ™", Alberto Bossi', Philip Cornford/, Berardino De Bari'!, valérie Fonteyne ™,
Peter Hoskin Bradley R. Pieters”, Alison C. Tree ', Stefano Arcangeli’, Donald B. Fuller ',
Ciro Franzese'"", Jean-Michel Hannoun-Levi ™, Guillaume Janoray ", Linda Kerkme
Young Kwok *, Lorenzo Livi“", Mauro Loi *“, Raymond Miralbell *, David Pasquier
Michael Pinkawa "*, Nathaliel Schei ', Marta Scorsett ,» Mohamed Shelan ™/,
Alain Trxleqi-‘\no"""“. Nicholas van As ", Andrea Vavassori®, Thomas Zilli **", Matteo Pepa "
Piet Ost "7, on the behalf of the European Society for Radiotherapy, Oncology Advisory
Committee on Radiation Oncology Practice (ESTRO ACROP)
Table 2
Summary of the survey results divided in the three sections, the color code indicates the agreement on the topic: green = consensus (agreement > 80%), orange —

major agreement (65% - agreement < 80%), red = divided opinion (agreement <X 65%).

Initial evaluation
Patients’ characteristics
+ Nomaximum age =

- Exclusion for life expectancy < 5 years
- Recommended ECOG: 0-1 =

Diagnostic tests

etastatic disease

Salvage treatment
General indications

- 2 years the minimum interval first RT — salvage

-
Primmary treatment Biopsy .
- - For local recurrence imaging (MRI, PET) is encugh _ =
i ifi i i i i [

- Maximum acceptable T-classification at primary for diagnosis, no biopsy needed Dosimetric considerations — target volume

treatment: any T - MRI-US fusion as imaging device for guiding
- Maximum Gleason score at primary treatment: 9- biopsies -

10 {(ISUP 5) = - Mumber of biopsies at recurrence for whole gland ]
- Acceptable PSA at primary treatment: no limit = treatment: between 12 and 18 - S5BRT dose should be higher respect to the

- Mumber of biopsies at recurrence for partial gland primary treatment dose H

Salvoge treatment

- Maximum acceptable T-classification at
secondary treatment: T2 B

treatment: between 12 and 18
- Gleason score as reliable parameters at re-biopsy: ™
not certain

- Median EQD2 for effective SBRT with an a/B of
1.5 Gy should be > 35Gy in 5 fractions

- Dose should be prescribed at the isodose with a
percentage < B0

- Maximum Gleason score at salvage treatment: 9-
10 {ISUP 5) = - Recommended fractionation schedule is 35 Gy in
- Acceptable PSA at salvage treatment: < 20 ng/dl & 5 fractions =
- = Dosimetric considerations — OARSs
- Maximum IPSS at salvage: 15
- Should maximal urinary flow (Qmax) be known: - Dose to OARs should be adjusted considering

not certain

-
Should PVRV be known: not certain ™
- Maximum PWRW at salvage: no maximum

-
- Mo salvage SBRT in case of G2+ urinary/rectal
toxicity at primary treatment =
- Re-irradiation of seminal vesicles not a
contraindication B

previous dose and time interval between primary
and salvage treatment B

- Recommended EQD2 range for 2cc of the rectum:
95 — 105 Gy

- Recommended EQD2 range for 2cc of the
bladder: 95 — 105 Gy

- Recommended EQD2 range for femoral heads: no
maximurm |

- Recommended EQD2 range for 2cc of the penile
bulb: no maximum

List of abbreviations: CTWV = clinical tarset volume; ECOG = Eastern Cooperative Oncolosy Group; EQD2 = 2 Gy equivalent dose; GTV = gross tumor volume; IPSS =
international prostate symptom score; ISUP = International Society of Urological Pathology; mpMRI — multi-parametric magnetic resonance imaging; OARs — organs
at risk; PET = positron emission tomography: PVRV = Post-Voiding Residual Volume; Qmax = maximal urinary flow:; RT = radiotherapy; SBRT = stereotactic body
RT.



QUELLES CONTRAINTES?

Table 2: Recommended/accepted re-irradiation normal tissue tolerances in late reacting tissues

Organ/tissue  Accepted re-irradiation Accepted re-irradiation Accepted time Extent of OAR recovery
dose-fractionated (Gy) dose-stereotactic (Gy) interval between RT
courses
Unnary bladder Can tolerate point cumulative doses of up to 120 Gy3! >6 months-1 year
Pelvic ureter  Can tolerate point cumulative doses of up to 110 Gy3@ >24 months Ureteric stenosts
Rectal mucosa  Total cumulative doses 70-100 Gy with  IORT dose of 10-20 Gyl Penpheral neuropathy most
and wall a median total dose of 85 Gy*™¥ commonly seen with [ORT
Femoral heads Blood supply to the femoral head 1s defimng pomt of action. Constraint simular to  >2-3 years gap can  Avascular necrosis of the
blood vessels; cumulative BED should not exceed 90-100 Gy2 help recovery head 1s the catastrophic event

Das S, Patro KC, Mukherji A. Recovery and tolerance of the organs at risk during re-irradiation. J Curr Oncol 2018;1:23-8

* Intestin gréle : pas plus de 10 cm3 recoit une dose > 110 Gy (EQD2, o/B= 3)

Abusaris et al. Technol Cancer Res Treatment 2012
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Platinum Priority Review — Prostate Cancer
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A Systematic Review and Meta-analysis of Local Salvage Therapies
After Radiotherapy for Prostate Cancer (MASTER)

Luca F. Valle™', Eric J. Lehrer™', Daniela Markovic‘, David Elashoff*, Rebecca Levin-Epstein®,
R. Jeffery Karnes“, Robert E. Reiter ¢, Matthew Rettig’®, Jeremie Calais”, Nicholas G. Nickols “',
Robert T. Dess”’, Daniel E. Spratt’, Michael L. Steinberg®, Paul L. Nguyen*, Brian J. Davis',
Nicholas G. Zaorsky "™, Amar U. Kishan "

Table 3 - Covariate-adjusted meta-regression comparing efficacy and toxicity between salvage modalities and radical prostatectomy

2-yr RFS

5-yr RFS

Severe GU toxicity

Severe Gl toxicity

Radical prostatectomy
Adjusted percent® (95% CI)
0Odds ratio (95% C1)

p value
R* (%)

Cryotherapy
Adjusted percent® (95% CI)
0Odds ratio (95% C1)

p value
R* (%)

HIFU
Adjusted percent® (95% CI)
Odds ratio (95% CI)

p value

SBRT
Adjusted percent® (95% CI)

0Odds ratio (95% C1)
p value

Adjusted percent® (95% CI)
0Odds ratio (95% C1)
p value
R* (%)
LDR
Adjusted percent® (95% CI)
0Odds ratio (95% C1)
p value
R* (%)

72% (66-78%)
1.0

Reference

0.0

66% (59-72%)
0.74 (0.49-1.12)
0.2

25

52% (45%—59%)
0.42 (0.28-0.64)
<0.001

58% (46-69%)
0.52 (0.30-0.93)
0.03

55

77% (69-83%)
1.26 (0.77-2.09)
0.4

0.0

79% (72-85%)
1.49 (0.89-2.50)
013

4.3

53% (46%-59%)
1.0

Reference

0.0

57% (49-65%)
1.20 (0.80-1.79)
0.4

0.0

46% (37%-55%)
0.76 (0.48-1.21)
0.2

56% (37-73%)
113 (0.50-2.58)
0.8

4.2

58% (52-64%)
1.25 (0.88-1.78)
0.2

91

53% (43-63%)
1.02 (0.63-1.67)
0.9

5.2

21% (16%—26%)
NA

Reference

0.0

15% (8-23%)
NA
0.2
8.2

23% (17%-30%)
NA
0.5

5.6% (1.4-12%)

9.6% (6.0-13.9%)
NA

0.002

0.0

9.1% (5.2-14%)

0.001
12

1.5% (0.4%—3.2%)
NA

Reference

0.0

0.9% (0.3-1.8%)
NA
0.5
27

0.8% (0.1%-2.1%)

NA
0.4

0.0% (0.0-1.2%)

0.0% (0.0-0.3%)
NA

0.003

0.0

2.1% (0.6-4.0%)

0.6
20%

Cl=confidence interval; Gl=gastrointestinal; GU =genitourinary; HDR = high-dose-rate brachytherapy; HIFU = high-intensity focused ultrasound; LDR=low-
dose-rate brachytherapy; NA= not available; RFS =recurrence-free survival; SBRT = stereotactic body radiotherapy.

Significant p-values after Bonferroni correction appear in bold.
# Back-transformed regression coefficients for ease of interpretation.

(onchusions: Large differences in 5-yr outcomes were not uncovered when com-
paring all salvage treatment modalities against R, Reirraciation with SBRT, HOR
Drachytherapy, or LR brachytherapy appears to result n less severe GU toxiaty
than RP, and reirradiation with DR brachytherapy yields ess severe Gl toxicity than
RP. Prospective studies of local salvage for radiorecurrent disease are wamanted,

Jtions concernant des produits en développement.



Clinical Investigation

Salvage Stereotactic Body Radiation Therapy for )
Local Prostate Cancer Recurrence After Radiation i

Therapy: A Retrospective Multicenter Study of
the GETUG

David Pasquier, MD, PhD,*"' Geoffrey Martinage, MD,*

Guillaume Janoray, MD, """ Damaris Patricia Rojas, MD,

Dario Zerini, MD, " Flora Goupy, MD,"

Renaud De Crevoisier, MD, PhD,*"** Emilie Bogart, MSc,'’

Gilles Calais, MD, PhD,"" Alain Toledano, MD,’

Laurent Chauveinc, MD, PhD,'’ Nathaniel Scher, MD,"

Pierre Yves Bondiau, MD, PhD, " Jean Michel Hannoun-Levi, MD, PhD, i
Marlon Silva, MD,'! Emmanuel Meyer, MD,’

Philippe Nickers, MD, PhD,* Thomas Lacornerie, MSc, " ‘
Barbara Alicja Jereczek-Fossa, MD, PhD,' and Eric Lartigau, MD, PhD*"'

Biochemical progression free survival probability

3
2
11
D_
T T T T T T T T T
0 6 12 18 24 30 36 42 48
Time interval (months)
Number at risk
100 93 84 67 53 35 26 21 17
Fig. 1. Biochemical recurrence-free survival (95% con-

1 e 1 al) after salve stereotactic -adiat
fidence interval) after salvage stereotactic body radiation

t]]El'Elp}-’ for prostate cancer.

Cumulative incidence of grade =2 late toxicities

1.007
0.904
0.80+
0.70
0.604
0.50+
0.404
0.307
0.20

0.107

0.00+

Fig.

3.

] 12 18 24 30 36 42
Time interval (months)

Actuarial grade >2 genitourinary toxicity.

48



BMJ) Open GETUG-AFU 31: a phase I/II multicentre
study evaluating the safety and efficacy
of salvage stereotactic radiation in
patients with intraprostatic tumour
recurrence after external radiation
therapy —study protocol

David Pasquier,” ' Marie-Cécile Le Deley,® Emmanuelle Tresch,® Luc Cormier,*
Martine Duterque,® Soazia Nenan.® Eric Lartiaau'?

Follow-up Follow-up
(acute toxicities) (late toxicities)
A
| 1
s " . li onss SBRT: 18 K h 72 months:
creening visit Baseline visit 5% 6 Gy, weeks 36 months end of the study

6 x 6 Gy,
Or5 x5 Gy.

(phase Il

dose

decided in

phase l)

2 weeks
L]
Max.
2 months
|
Max. Start of End-of- Evaluation visit :
3 months SBRT treatment 36 months + 1 month
visit
y |
Y Y
Acute toxicity follow- - Further follow-up
up visits: Follow-up visits: visits:
At 6, 10 and 18 weeks ALE, ;1% 18,26 snd At 48, 60 and 72
30 months (+ 2 weeks) months (+ 1
, (% 3 days) after the
Espace réserv: start of SBRT after the start of SBRT month) after the
start of SBRT

Cette présentation peut contfenir des données issues d’analyses exploratoires qui ne sont pas incluses dans les RCP des médicaments ou des informations concernant des produits en développement.




Stereotactic Re-Irradiation for Local Recurrence after Radical
Prostatectomy and Radiation Therapy: A Retrospective
Multicenter Study
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Figure 1. Relative PSA decline at three months after SBRT. Patients with a new ADT prescription are purple, and patients
with ADT for more than three months are yellow. The horizontal line stands for —20% in the change of PSA. SBRT—
stereotactic body radiation therapy; PSA—prostate specific antigen.

Tanguy Perennec 1D, Loig Vaugier 11, Alain Toledano 2, Nathaniel Scher 2, Astrid Thomin 3, Yoann Pointreau ¢,
Guillaume Janoray 3, Renaud De Crevoisier * and Stéphane Supiot 1-¢*
*¥ FU=22 mois
Table 2. Characteristics at re-irradiation.
Characteristics Available Data Overall
Delay since first irradiation (month) 47 102 (33-210)
PSA prior to SBRT (ng/mL) 48 2.6 (0.2-10.4)
ADT during SBRT 48 15 (31.2%)
Among which ...
Long term ADT (>3 months before SBRT) 9 (18.8%)
ADT beginning along the SBRT 6 (12.5%)
Exams before SBRT 47
Choline PET-CT alone 11 (23%)
Choline PET-CT + MRI 28 (59%)
Choline PET-CT + PSMA PET/CT 4 (8.5%)
Choline PET-CT + PSMA PET/CT + MRI 2(4.2%)
PSMA PET-CT + MRI 1(2.1%)
MRI + CT scan + bone scintigraphy 1(2.1%)
Total dose (Gy) 48 31.5(20-37.2)
Fractionation (days) 48 5(3-6)
Characteristics Available Data Overall
SBRT course 48
30 Gy in 5 fractions 18 (37.5%)
36 Gy in 6 fractions 16 (33.3%)
Other 13 (27.1%)
ADT—androgen deprivation therapy; Gy—gray; SBRT—stereotactic body radiation therapy.
LTS PISISTHUINUL IUSUT CUTTISTTT UGS LU TS 190UTS U UL IUTY ST SAMIVIUIUNGS Yui 1o sunil PAS incluses dans les

Table 3. Acute and late toxicity associated with stereotactic body radiation therapy.

Available Data Grade1 Grade 2 Grade 3

Acute rectal toxicity 47 2(4.3%) 1(2.1%) -
Acute bladder toxicity 47 5 (10.6%) 2 (4.3%) -
Late proctitis 44 4(9.1%) 3 (6.8%) -
Late cystitis 44 8 (18.2%) 4(9.1%) 5 (11.4%)
Late urinary incontinence 45 7 (15.6%) 3(6.7%) 3 (6.7%)
Chronic abdominal pain 44 3(6.8%) - 1(2.3%)
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