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Apport de la génomique : Decipher

Risk Reclassification

100 4

54
(17.1%)

* Favorable Intermediate Risk
& reclassified as low risk

(25.7%)

~
o
'

— Active Surveillance
* Favorable Intermediate Risk
| reclassified as Genomic
x| ’ Unfavorable Intermediate Risk
— Treat (Rad or Surgery)

* Unfavorable Intermediate Risk

Frequency (%)

35
(19.4%)

o m
Low Fav-Int Unfav-Int High did not reclaSSIfy as Low Risk
NCCN Risk Groups
6-tier clinical-genomic risk groups - Treat (Rad or SurgerY)
M Very high (5) W Unfav-int (3) [l Low (1) Spratt et al, JCO 2019
[ High (4) W Fav-int (2) W Very low (0)
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Apport de la génomique : Decipher

Risk Reclassification

100

54
(17.1%)

* High risk disease
15 o2 * None reclassified as

— low risk

— favorable int risk.

Frequency (%)

No role for genomic testing

180

54 I * MultiD treatment - all patients
35
(19.4%)
0 -
Low Fav-Int Unfav-Int
NCCN Risk Groups
6-tier clinical-genomic risk groups
W Very high (5) Wl Unfav-int (3) [l Low (1) Spratt et al,JCO 2019
I High (4) M Fav-int(2) [l Very low (0)
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Development and Validation of a Novel Integrated
Clinical-Genomic Risk Group Classification for Localized

Prostate Cancer

ratt, Jingbin Zhang, Maria Santiago-Jiménez, Robert T. Dess, John W. Davis, Robert B. Den, Adam F:
stopher J. Kane, Alan Pollack, Radka Stoyanova, Fi s
M. Randall, Hao Nguyen, Shuang G. Zhao, Rohit M
ry, Marguerite du Plessis, Voleak Choeurng, Maria Aranes, Ty sni
Jennifer Jordan, Christine Buerki, Kasra Yousefi, Zaid Haddad, Elai Davicioni, l:luuuull Tr
Ashutosh Tewari, Peter R. Carroll, Sheila Weinmann, Edward M. Schaeffer, Eric A. Klein, R. Jeffrey Karnes, Felix Y.
Feng, and Paul L. Nguyen

Clinical-Genomic Risk Grouping System

Grouping System NCCN Training Validation
10-year metastasis Low 7.3(1.91012.8) Low 35(0.7t063) Low 0.0 (0.0 to 0.0)
rate, % Fav-int 9.2 (43 10 14.0) Int 294 (238 t0 35.0) Int 259 (8.8 to 43.0)
(95% Cl) Unfav-int 380 (295 10 46.6)
High 39.5 (33.0 to 46.1) High 4.6 (45.6 to 63.6) High 55.2 (33.9 to 76.6)
C-index for 10-year 0.68Y0.64 10 0.73) ———» .81) ———> 40. §
nde for 10y @) ) (077)07210081) o 6110 0.93)
(95% CI)
HR for metastasis Low Ref Low Ref Low Ref
95% Cl) Fav-int 1.2 (0.5 t0 3.0) Int 9.3 (48 to 21.5)* Int 21.3 (2810 2,727.6)*
Unfav-int 54 (2810 12.0*
High 6.0 (3.2 to 13.0* High 219(11.1 to 50.4)* High 62.5 (8.5 to 7,969.6)*

wTeo . Daniel Lin, MO UNIVERSITY of WASHINGTON

Presented By Daniel Lin at 2020 Genitourinary Cancers Symposium

PREDICT-RT (NRG-GU 009) Co-Pl: Nguyen and Sartor

Screenmg/Ellglblllty
NCCN H

Decipher Score Bottom 2/3 Decipher Score Upper 1/3 (or N

De-Intensification Study Intensification Study

Stratify Stratify
1. Decipher Score 1. Boost type (EBRT vs. Brachy)
2. Boost type (EBRT vs. Brachy) 2. Pelvic Treatment (Y/N)
3. Pelvic Treatment (Y/N) 3. Node Status (pos/neg)

4. ACE-27 Comorbidity
/ \ / 24 Mos ADT + RT

+24 Mos Abiraterone

RT+ 12 Mos ADT RT+ 24 Mos ADT 24 Mos ADT + RT +24 Mos Apalutamide

UNIVERSITY of WASHINGTON|
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THE ROAD TO
RADIATION

1. Formes localisée : Revoir les stratégies thérapeutiques ?

’ FOormes localiseeas " | oS Moa3

4. Maladie oligométastatique

Traitement des « haut risque »

Randomized Trials of hormones + radiation for

Flup Randomization

(yrs) ADT duration

Bolla 415 91 [70 Ovs.3yrs 110 yr DFS (23 vs. 48%)

EORTC 22863 105 40 vs. 58% p=,0004

Denham Ovs.3vs.6mo  NoAOS

TROG 9601 (15% intermed) 1.C55 6 mo (HR 0.56, p=.04)

Adj. vs. @ fail 110 yr 05 (39 vs. 49%,p=.002)
esp. GS 710

0vs. 6mo 15 yr 05 (78% vs. 88% p=.04)
(80% intermed)

818 5.9 66

977

Pilepich
RTOG 8531

D'Amico 206

Roach
What have the large mature Phase 3 trials shown us? RTOG 8610

456 0vs. 4mo 110 yr 05 (34 vs. 43% p=.12)

970 6.4 70 6 vs. 36 mo

15 yr 0S (19% vs. 15%;
non inferiority p=.65)

110 yr OS (32 vs. 45%, p=.006)
for GS 8-10

Bolla
EORTC 22961
Horwich

70/80 T1-3,PSA<50

68/78 T1-4 PSA<60

Multi center
Peeters

Royal 64/74 T1-T3b
Marsden p=0.10
Deamaley

MGH 393 |70.2/79.2 | TI-T2bPsA<IS  5.5yrs 79% 91%
Proton

Zietman

MRC 64/74
Dearnaley

T1-3 PSA<50 53yrs

A 10 Gy increase in EBRT dose is associated with ~10% increase in bDFS

Presented By Juanita Crook at 2020
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Que faire parmi toutes les options thérapeutiques locales ?

How are we doing?

Comparison of RP, EBRT or EBRT + BT for Gleason 9 and 10
Kishan et al JAMA 2018

* n =1809 Gleason 9-10: 12 tertiary referral centers
* RP: 639, Follow up 4.2 years,
* EBRT +ADT: 734, Follow up 5.1 years
* EBRT + BT + ADT: 436, Follow up 6.3 years

Overall Trestment

Prostatectomy

Survival ol

EBRT + brachytherapy

2

534
643
406

oSty Lo Slides are the property.
Genitourinary ofthe author, permisale « PRESENTED BY

PRESENTEDAT: Y
Cancers Symposium required for reuse.

Presented By Juanita Crook at 2020 Genitourinary Cancers Symposium
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Apport du « boost » curiethérapie

Canadian ASCENDE-RT wJ Morris et al, JIROBP 2017

Level One Evidence for benefit of Brachytherapy
- Phase 3: 12 mos ADT +78 Gy vs. 46 Gy + LDR BT

n=398: 69% high risk

276 high risk patients: nadir+2 definition for failure

9-year PSA RFS:
58% vs.78%;
p=0.05

prpartion fee o recance

Biochemical-PFS using a threshold
(by treatment received N= 383)

3 6 years persistent
huma. grade 3 GU 6.3%

hathssl ST

g e e -

g os \«\ o Mo—t++4+ LDR-PB ARM

g w{ N=188

- 06 .,

H T,

s °4 M_. ,

H . DEEBRTARM
Presented By Juanita Crook at 2020 Genitourinary L= Kaplan-Meier g P ™ Ne195

(95% Cl) ”

Cancers Symposium bPFS  9yr  31.5(48.8) 822 (:7.0)

] 2 3 3 13 10 2
Time since first LHRH injection (years)
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I C The Institute of 5% CANCER
Cancer Research R RESEARCH
e B UK

CHHIP

Long term follow-up from a phase Il randomised trial of
conventional vs hypofractionated high dose intensity
modulated radiotherapy for prostate cancer
(CRUK/06/016): update from the CHHiP trial

Professor David Dearnaley
(on behalf of the CHHiP Investigators)

GU ASCO February 13th 2020

Presented By David Dearnaley at 2020 Genitourinary Cancers Symposium et
13
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Hormone treatment’
(3-6 months)

Risk of seminal vesicle involvement* < 30%

[ Clinical T1b-T3a, NO, MO ]
PSA < 30ng/ml

4Gy / 371
7.4wks
N=1065

" optional for patients with low risk disease (T1c/T2a & Gleason score <6 & PSA <10ng/ml)
* PSA +([Gleason score-6] x10)

I Non-inferiority design with a critical hazard ratio of 1.21 for each hypofractionated schedule compared to 74Gy/37f I

Pas d'irradiation ganglionnaire pelvienne

Presented By David Dearnaley at 2020 Genitourinary Cancers Symposium
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——
Baseline characteristics ’
Total Central pathology review
N=3216 N=1875
% %
Age Median (IQR) 69 (64, 73) 69 (64, 73)
Risk group
Low Risk| 15 8¢
Intermediate Risk 73 73
High Risk| 12 191
ISUP Grade Group
1 35 229
2] 43 55.
3] 19 16 .
a 3 4]\ Presented By David Dearnaley at 2020
5 0 3 Genitourinary Cancers Symposium
Clinical T stage
T1 36 35
T2 55 57
T3 9 8
Pre-hormone PSA (ng/ml)
Median (IQR)| 10 (7, 14) 10 (7, 14)

CLASSIFICATION "ISUP"

*Groupe 1 : ancien Gleason 3+3

*Groupe 2 : ancien Gleason 3+4 (majorité de grade 3).
*Groupe 3 : ancien Gleason 4+3 (majorité de grade 4).
*Groupe 4 : ancien Gleason 4+4.

*Groupe 5 : anciens Gleason 9 ou 10.

mmui|
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S
Time to biochemical failure/prostate cancer recurrence )
— 74Gy — 60Gy — 57Gy Lancet Oncology 2016*
84 + 5.2 years median follow-up
* 417 primary endpoint events
o0 5 year event-free rates:
2 &l 74Gy: 88.3% (95%Cl 86.0-90.2)
€ . : 90.6Y %Cl 88.5-92.3)
] Adjusted HRgggy: 60Gy: 90 60/“ (950/"
Eg 1 0.85(90%C10.7 p=0.11 57Gy: 85.9% (95%Cl 83.4-88.0)
~§ Adjusted HRg7g,:
9, o=
gﬁ_- 14T GORC 1.00 .40 Snapshot taken Oct 2019
@ » 9.3 years median follow-up
» 643 primary endpoint events
§- 8 year event-free rates:
6 1' 2' :', ,'4 é é } {3 5', 1'0 74Gy: 80.6% (95%Cl 77.9-83.0)
Years from randomisation 60Gy: 83.7% (95%Cl 81.2-85.9)
Numﬁgf at risk (events) 57Gy: 78.5% (95%Cl 75.8-81.0)
y 1065 (4) 1039 (24) 996 (40) 943 (26) 901 (25) 842 (27) 776 (14) 711 (24) 567 (12) 409 (8) 234
60Gy 1074 (5) 1046 (14) 1018 (23) 984 (29) 930 (29) 876 (16) 831 (21) 765 (21) 635 (14) 435 (4) 253
§7Gy 1077 (5) 1050 (30) 1011 (37) 961 (32) 906 (37) 840 (20) 791 (32) 698 (17) 582 (18) 387 (13) 235
* Dearnaley D, et al (2016). C: i versus hypofracti d high-dose i ity dulated radiotherapy for prostate cancer: 5-year outcomes of the
randomised, non-inferiority, phase 3 CHHIP trial. Lancet Oncology. 17(8):1047-60.
Presented By David Dearnaley at 2020 Genitourinary Cancers Symposium mmu

16



Soirée Onco-Nouvelle-Aquitaine

Rétrospective et perspectives en cancérologie urologique

Mercredi 19 février 2020

<75 and 75+ years
— 740y — 606y — 576y | <75
. oo ey [75]
0% \
o 80%-

? so%| HRgyey: 0.90 (95% Cl0.73,1.11), p=0.35
£ 40+ HRggy: 1.25 (95% C11.02,1.52), p=0.03

3 4 5 6 7
Years from randomisation
Number at risk (events)
T4Gy 898 (3) 879(22)840(3
60Gy 926 (4) 908 (13)833 (2
§7Gy 903 (4) 635 (28)851(:

764(19) 722 (21) 674 (11) 6222 9) 374 (8) 214
11(25) 768 (15) 728
8) 763 (21) 712 (13) 674 I

234 (4)
14) 500(17) 240 (10) 213

8 year event-free estimates

74Gy: 81.2% (95%Cl 78.3-83.8)
60Gy: 83.2% (95%CI 80.5-85.6)
57Gy: 78.0% (95%CI 75.0-80.6)

Time to biochemical failure/prostate cancer recurrence: 8

— 74Gy — 60Gy — 57Gy
100%
90%
poiog

s0%|  HRgogy: 0.48 (95% Cl 0.27,0.88), p=0.03
4| HRgrgy: 0.77 (95% CI 0.48,1.26), p=0.31

Proportion event free

o 1 2 3 4 5 6 4 8 9 10
YYears from randomisation

Numbefatnsk (events)

167 (1) 160 (2) 156 (9) 145 (3) 137 (6) 120 (6) 102 (3) 89 (2) 50 (3 35 (0) 20

w«:« 146 (1) 128 (1) 125 (1) 126 (3) 119 (4) 110 (1) 103 (4) 90 (1) 75 (0} 41 (O} 17

76y 174 (1) 165 (2) 160 (3) 151 (4) 143 (5) 128 (2) 117 (5) 102 (3) 82 (1) 47 (3) 22

8 year event-free estimates

74Gy: 77.1% (95%Cl 68.9-83.3)
60Gy: 86.7% (95%CI 79.1-91.7)
57Gy: 81.6% (95%Cl 74.0-87.1)

¢ With longer follow-up, hypofractionated RT continues to be effective in men >75 years

Wilson JM et al (2018). The Efficacy and Safety of Conventional and Hypof
| Journal of Radiation Oncology *Biology*Physics. 100(5):1179-89.

d High-Dose Radiation Therapy for Prostate Cancer in an

Elderly Population: A Subgroup Analysis of the CHHiP Trial.

Presented By David Dearnaley at 2020 Genitourinary Cancers Symposium
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+ 176 distant metastases

8 year metastases free rates:
74Gy: 95.6% (95%Cl 94.0-96.7)
60Gy: 95.3% (95%CI 93.7-96.4)
57Gy: 94.8% (95%Cl 93.2-96.0)

Time to metastases and overall survival

— T4Gy — 60Gy — 57Gy
8
b ;
§'; Adjusted HRgygy:
4 1.03 (95% C1 0.71,1.49), p=0.89
33
g0 .
H Adjusted HRs7g,:
gg | 1.13(95% C1 0.79,1.63), p=0.50
ge
8
6 l— ———————— .
o 1 2 3 4 5 6 7 8 9 10
Years from randomisation
Number at risk (events)
ioy tons (1) 100 10 1635 % 002 (@ S ) S @ 8 (0 4B ® M0 (0 S0 @ W
w0 1 B0 8 5 6 oot B ol w0 @ & W
S 1 3 & o @ T o om

» 567 deaths

8 year overall survival rates:
74Gy: 85.9% (95%CI 83.6-87.9)
60Gy: 88.6% (95%CI 86.5-90.4)
57Gy: 86.7% (95%Cl 84.5-88.7)

— 74Gy — 60Gy — 57Gy

1.00

£ Adjusted HRgq:
0.84 (95% Cl 0.68,1.03), p=0.10

Proportion alive

Adjusted HRg;,:
4 | 0.98 (95% Cl1 0.81,1.20), p=0.88
B

[ 1 2 3 4 5 6 ¥ 8 9 10
YYears from randomisation
Numbel m risk (events)
@ 1007 (1 1028 (1) 1014 19 85T Q6 3 @) 20 2O 8 O 7B @Y 9 4H N
W0y 1078 5 105 W 1068 1 103 1D 614 G w5 [y san 13 W3 () TR0 119 o o1 e
S0, 107 @ 10 B 1068 () 108 0 1830 07 W 2% W6 @) 6B (M 76 09

Presented By David Dearnaley at 2020 Genitourinary Cancers Symposium
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Symptoms at 5 years

Clinician assessed RTOG toxicity

* No evidence of a difference between 74Gy and each hypofractionated schedule for
grade>2 bowel or bladder toxicity:

BOWEL BLADDER
74Gy: 14/879 (1.6%) 74Gy: 17/879 (1.9%)
60Gy: 18/908 (2.0%) 60Gy: 14/908 (1.5%)
57Gy: 17/904 (1.9%) 57Gy: 17/904 (1.9%)

Patient reported toxicity
¢ No statistically significant differences in ‘moderate or big’ bowel or urinary bother

BOWEL BOTHER URINARY BOTHER
74Gy: 19/349 (5.4%) 74Gy: 23/341 (6.7%)
60Gy: 29/381 (7.6%) 60Gy: 35/377 (9.3%)
57Gy: 21/393 (5.3%) 57Gy: 30/382 (7.9%)

e Bowel and urinary symptoms remains stable from 2 to 5 years for all schedules

Presented By David Dearnaley at 2020 Genitourinary Cancers Symposium
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THE ROAD TO
RADIATION

1. Formes localisée : Revoir les stratégies thérapeutiques ?

2. Formes localisées : Revoir les modalités de l'irradiation ?

4. Maladie oligométastatique

20
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La radiothérapie de rattrapage

EurUreh 2017 Jun 71(6).886-893. doi 1010164 ewruro 2016.07.028 Epub 2016 Jui 30.
Long-term Impact of Adjuvant Versus Early Salvage Radiation Therapy in pT3NO Prostate Cancer
Patients Treated with Radical Prostatectomy: Results from a Multi-institutional Series.

", Kamas R, Boorian 947, Moschis ' . Bossi A, Satsen 1, : /. Norss Chiorda &, Gandaoiia G°. Der'Ogio P,
Jonsu §°, Tosco L, Sharl ', G G, Hikeen P, Bariowiak 0'° Houstemans K", Tomoal B, Montorst %, Van Pogpe! 1, Waege! T, Brgan)
b

CONCLUSIONS: At ong-term follow-up. no significant differences befween aRT and esRT were observed for MFS and OS, Our study,
athough based on retrospective data, suggests that esRT does not compr ncer ially reduces
ASSOCIANET Wt ART.

Ractat Oncal 2019 Mow 11:14(1 150 ek 10 9155813014015-13910
Adjuvant versus early salvage radiotherapy: outcome of patients with prostate cancer treated
with postoperative radiotherapy after radical prostatectomy.

Vooel MME"?, Kessel Ka' 22, Soniser K. Devec 1", Gschweng JE*, Weicnar W™, Wikens Ju', Comos SE* 2.

CCONCLUSION: For patients with PS, . ang early mitiation of local reatment at low PSA
levels (<0.3 ngimL. our that SRT y night be equie in
patients with locally aovanced PC. However, must Iy a0verse fisk factors and the patients'

postoperative clinical condition.

Local salvage treatment  Strength.
rating
[Offer (SRT) 10 patients | Strong
SR Swong
SRT
£o0m 83 possle.
[Offer sar 180 mgfor | Weak
twoyears,
Strong
gy Vieak
‘Selvage RP shouid only be Strong
Strong
— mmuil|
| months. |

21

World J Clin Oncol. 2020 Jan 24;11(1):1-10. doi: 10.5306/wjco.v11.i1.1.
Are all prostate cancer patients "fit" for salvage radiotherapy?

San Sequndo C', Gomez-lturriaga A2, Coufiago F3.

Severe comorbidity, WHO > 2
life expectancy < 10 yr

No

Risk group based on
tumor variables

Risk group based on
tumor variables

Low/Intermediate
/ I& J Intermediate | | High
Follow-up l CT or PET/CR + RM Constraints OK
’ Good urinary function

without SRT / \ PET/CT £ RM |

\ [
\

\
- 5 M1
M1 No visible disease ‘ ] T, [ l Loco-regional | | No visible disease ‘ Bl

ADT #+ Chemotherapy* ADT
Constraints OK
Good urinary function
No
g S
ADR + SRT** |

ADT + Chemotherapy* ‘

Yes

‘ SRT + ADT

22
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BACKGROIND:
A

(CONTACT) DETAILS:

STUDY DESIGN:
|

Thisis a phase ll andomized, open-lubel study comparing SRT in

hormone-naive petints with biochemical recurrence (PSA > 01 pg/l. ot
promatactarmy)

SAV

< or piet deint

2UT(‘0I|E MEASURES: ;(‘CRUA[:

Toast § woeks ofter rdical -
35 fraction: B - 26, EORIC QLY C30 asa PR2s,
and will be randormly esigned in a 11 ratio to arm A or B. B o
7PSA Komplee) esgome (sies ¢, oxclie
Cery m eceine n PSA level o S0% o rester)

IE-36 sl coman score ot 3 monts
44 of omosal et et 19100 sco,
B Bigher scves repesentiog bt s onch )

GZAN s

=
Qe UF or [/
W * 9
SAINT-LUC & o F n
CHU @
" oz sint-yon
ACKNOWLEDGEMENTS:
v
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Conventional imaging

CT/MRI
» High resolution anatomic detail
Widely available
Rapid imaging (for CT)
Limitation: shows structure but not activity

"Sensitivity / specificity for nodal mets
with lymphadenectomy as reference

CT: 42% 1 82%
MRI: 39% / 82%

Hovels et al. Clin Radiol 2008; 63: 387-395

Bone scan [**™Tc methylene diphosphonate (MDP)]
MDP binds crystalline hydroxyapatite
Indirect imaging of bone turnover
Subjective interpretation O
Attempts to quantify (e.g., bone scan index) .

have limits ©

itourinar

Rate of (+) bone scan for PSA post-RP

0-10: 4%
10.1-20: 36%
20.1-50: 50%

>50: 79%
Dotan et al. J Clin Oncol 2005; 23: 1962-1968

eresentensy: Richard J. Lee, MD, PhD

Presented By Richard Lee at 2020 Genitourinary Cancers Symposium
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What is “next generation imaging”?

* Molecules
* Fluciclovine (FACBC)
 Sodium fluoride (NaF)
 Choline
* Acetate
* PSMA: prostate specific membrane antigen

PubMed “PET” and |
1"prostate cancer”:
| 3366 papers!

* Tracers: positron-emitting radioisotopes
* 18F: t;,, 110 minutes
» "C: t;,, 20 minutes
* 68Ga: t,;, 68 minutes

Genitourinary

Cancers Symposium sresentenav: Richard J. Lee, MD, PhD

Presented By Richard Lee at 2020 Genitourinary Cancers Symposium
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PSMA PET imaging

* Transmembrane protein
» Expressed in 90-95% of prostate cancer cases
* Not commercially available in the US at present

» Multiple ligands in use:
68Ga-PSMA-11 (58Ga-PSMA-HBED-CC)
68Ga-PSMA-617 (theranostic)
68Ga-PSMA-I&T (theranostic)
18F-DCFBC

Advantages of 'éF:
18F-DCFPyL - longer half-life

18F-PSMA 1007 - batch productio
18F-rhPSMA-7 (theranostic?) - higher PET resolution

Genito y o
g;.y?(‘t’yt”é)/m;)m“.m ; eresentensv: Richard J. Lee, MD, PhD -

Presented By Richard Lee at 2020 Genitourinary Cancers Symposium
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Theme: Advances in PET offer greater detection
at low PSA for PSA-recurrent disease

<0.5 14-44%
05t01.0

1.0t0<2.0 29-81%
>2.0 55-89%

Ga-PSMA:
Choline: Eiber et al. J Nucl Med 2015; 56: 668-674.
Nanni et al. Eur J Nucl Med Mol Imaging 2016; 43: 1601-161 DCFPyL:
Schwenck et al. Eur J Nucl Med Mol Imaging 2017; 44: 92-101. Rousseau et al. J Nucl Med 2019; 60: 1587-1593
Fluciclovine: rhPSMA:
Andriole et al. J Urol 2019; 201: 322-331. Eiber et al. J Nucl Med 2019; [epub ahead of print]

eresenten oy Richard J. Lee, MD, PhD _

Presented By Richard Lee at 2020 Genitourinary Cancers Symposium
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Transcriptome Profiling of NRG/RTOG 9601:

Validation of a Prognostic Genomic Classifier JENKE!
in Salvage Radiotherapy Prostate Cancer

Patients from a Prospective Randomized Trial

Felix Y Feng, Huei-Chung Huang, Howard M Sandler, Jeffry P Simko,
Elai Davicioni, Paul L Nguyen, Alan Pollack, Jason A Efstathiou,
Adam P Dicker, James Dignam, Daniel E Spratt, Wendy F Seiferheld,
Jean-Paul Bahary, Himanshu R Lukka, William A Hall,

Thomas M Pisansky, Amit B Shah, Stephanie L Pugh, X
William U Shipley, and Phuoc T Tran, on behalf of NRG Oncology Presented By Felix
Feng at 2020
Genitourinary Cancers

NRG/RTOG 9601: A Phase Il Trial Symposium

Radiation with or without Antiandrogen Therapy in
Recurrent Prostate Cancer

Te NEW ENG
JOURNAL

Recurrent PCa

(PSA 0.2-4.0) Placebo

. (2 years)
AND Salvage RT
Bicalutamide

pT3 or & (2 years)
pT2 with (+) margin

Sample size: 760 patients
Median follow up: 13 years

Primary endpoint: Overall survival (HR 0.77, p=0.04)

* 760 pts = 362 pts (46%) with adequate/available tissue
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22-gene Decipher classifier risk stratifies all outcomes

Distant Metastases Prostate Cancer Specific Mortality Overall Survival

— High
Intermediate
- Low

— High
Intermediate
- Low

Intermediate

Decipher remains a significant predictor of outcome Presented By Felix
Feng at 2020

in a multivariable model Genitourinary

Cancers

Variable Hazard ratio (95% CI) | P-value |Hazard ratio (95% C1)| P-value |Ha atio (95% C1)| P-value .
Distant Metastases PCSM os Symposium
Decipher score 1.17 (1.05 - 1.32) 0.006* | 1.39 (1.20 - 1.63) |<0.001*| 1.17 (1.06 - 1.29) | 0.002*
Treatment vs. Placebo 062(039-0.97) | 0.037* | 0.53(0.30-0.92) | 0.024* | 0.82 (0.57- 1.19) | 0.293
Age 65+ vs. 65 | 130(083-2.06) | 0.247 | 1.52(0.88-2.66) | 0.136 | 1.95(1.33-2.91) [<0.001*
Black vs. non-Black 0.88(0.28-2.13) | 0.798 | 0.86(0.17-2.73) | 0.827 | 1.35 (0.57-2.77) | 0.467
Gleason 8-10 vs. <7 211(1.24-347) [ 0.007* | 2.53 (1.38-4.49) | 0.003* | 1.87 (1.20- 2.85) | 0.007*
T3vs. T2 1.42(0.82-2.58) | 0.220 | 2.01(0.97-4.62) | 0.061 | 1.24(0.79-1.97) | 0.350
Entry PSA 116(0.88-149) | 0264 | 1.37 (1.01-1.80) | 0.041* | 1.08 (0.84-1.35) | 0.530
Positive surgical margins 0.71(044-1.16) | 0.167 | 1.26 (0.68 - 2.44) | 0.465 | 0.98 (0.64 - 1.53) [ 0.919
Non-nadir vs. nadir PSA (<0.5ng/ml) | 1.31(0.62-251) | 0.456 | 2.10 (0.92-4.26) | 0.074 | 1.98 (113 -3.30) | 0.019*
Hazard ratios of GC were per 0.1 unit increased.
e abso P bene 0 0 one erap
alle e lo Peciphe group
e coho
12.year distant metastases 12-year PCSM 12.year0S
g
H
g Decipher risk group
: e,
&
S
En e apso e pene O 0 one erap
clinique alle e low Deciphe group Presented By
Felix Feng at 202(
avantage N eng e
HT si a alvage A <0 g Genitourinary
S Cancers
12-year distant metastases 124 PCSM 124 os .
psa>1,5 H e s Symposium
ng/ml g -
£ oos [ ] ‘ r ] . Decipher risk group
g ) —r )
8 - - -
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NRG GUO006: Phase Il, Double-Blinded, Placebo Controlled
Randomized Trial of Salvage Radiotherapy With or Without
Enhanced Anti-Androgen Therapy With Apalutamide in Recurrent
Prostate Cancer

Arm 1

Eligibility — Salvage RT +
PSA recurrent post-RP with Stratification 6 months of

PSA 20.1 and 1.0 ng/mL 1.0ne vs. multiple
and at least one of the risk features
following risk features:

placebo

2.Molecular
+Gleason score 4+3 or greater subtype (Luminal B ' Arm 2
*Persistent PSA elevation after vs non-Luminal B) A Salvage RT +
e
R 6 months of
*Pathologic pT3 disease o
apalutamide

RANDOMIZE

ONCOLOGY Pls: F Feng & D Spratt

Presented By Daniel Lin at 2020 Genitourinary Cancers Symposium
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THE ROAD TO

RADIATION

1. Formes localisée : Revoir les stratégies thérapeutiques ?
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Table 3 - Characteristics of patients 3t randomisation
HORRAD [11] “STAMPEDE 1171~ 3K
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Namber of patents 26 ) s w9
Discasehisory tate Cancer
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W:;:“”-"“l o e o 0 Prostate Radiotherapy for Metastatic Hormone-sensitive Prostate
LRI agonist 212 (98 2097 72 (80) Cancer: A STOPCAP Systematic Review and Meta-analysis
LHRH amtagonis o o 165 (19) 150(18)
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Time 0 ADY start (wk)
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" - - 20 (9 2=2009) AT
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N 2160100) 216 (100) 26) 590
Glesson sum score, n (5)
- 70 noe 518 1a(m)
= 144 (00) 192.(65) 668 (79) 65(78)
Unkown 1 1 %0) 05)
‘Number of bone metastases,  (5)
< 7 s 01 (a1) 299 a7)
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Low burden 35 (1) 3908 383 a6) 587 (46)
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Fig. 1 - Effect of adding prostate radiotherapy to ADT (®) © failure-
survival in men with mHSPC. Each the HR for that with the horizontal lines showing the 95% confidence

interval (C1). The size of the square is directly proportional to the amount of

a trial. The diamond

by
(fixed-effect) meta-analysis of the trial HRs, with the centre of this diamond indicating the HR and the extremities the 95% 1. ADT = androgen
eminteg

ratio; RT
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Prospective RANDOMIZED ADT +/-
Surgery in M1 Disease

PHASE I PHASE Il

SIMCAP Schema

G-RAMPP

Mib PCa

Limited skeletal e
o —
Prostatectomy
TROMBONE
Castration Overall
Sensitive (e g — Ve Survival

2Mla PCa

Presented By Phuoc Tran at 2020 Genitourinary Cancers Symposium
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Randomized, Phase lll Trial of Standard Systemic
Therapy (SST) or SST Plus Definitive Treatment of
the Primary Tumor in Metastatic Prostate Cancer
(S1802)

SST +
Definitive

treatment
(Surgery or

Castration : Progression Overall

Sensitive S Raciation) (PCWG2) Survival

2M1a PCa SST

SST only
Owks 22-28 wks 36wks X Death
mos.

PI: Brian F Chapin, MD Supported by: NCTN
SWOG : Dan Lin, David Quinn, Ana Aparicio, st
Cathy Tangen, Nicholas V. lan Thomp ﬂﬁffl‘ﬂ!.g’n‘!ﬂ?

Presented By Phuoc Tran at 2020 Genitourinary Cancers Symposium
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JHU - Total Eradication of Disease (TED-1) Trial
OLIGOMETASTATIC PROTOCOL FOR PATIENTS UNDERGOING PROSTATECTOMY
NEOADJUVANT LOCAL SYSTEMIC Follow-up-
TREATMENT CONSOLIDATION CONSOLIDATION For 2 years after Systemic
Eligibility Criteria
Docetaxel Prostatectomy +/- SBRT to

-Oligometastatic 75mg/m’, 65 XRT to pelvic bed oligometastases Endpoints

prostate cancer :=> mg/m’, 55 mg/m’ 4

(Any T1-4, NO-1, or 35 mg/m IV up -Safety

and/or M1a-b (1-5 to 6 doses (cycles)

metastatic lesions)) LHRH agonisGiven for total 1 year > ~2-yr undetectable
PSA rate

~CT scan fob(,zm":;:oone
~Time to castrate

::h:)l LHRH agonist resistant disease

o w> —

Genitourinary #GU20 i
Pl: Ken Pienta, MD Cancers Symposium P —
Presented By Phuoc Tran at 2020 Genitourinary Cancers Symposium mmEn|
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MERCI POUR VOTRE ATTENTION

DES QUESTIONS ?...
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