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Les « Scoops » en
Oncologie Urologique

Prostate

Dr Sabrina FALKOWSKI
Oncologue médicale — Polyclinique de Limoges Chénieux
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Liens d’intérets

= Invitée par Jannsen

= Orateurs et/ou congres : Astellas, AstraZeneca, BMS, Ipsen,
Janssen, Merk, MSD, Pfizer, Sanofi
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Quels sont les scoops ?

= Des changements de pratiques : OUI !!!
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Réseau Régional de Cancérologie

Quels sont les scoops ?

= Des changements de pratiques : OUI !!!
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Quels sont les scoops ?

= Des changements de pratiques : OUI !!!

'Handshakes Elb

& Hugs y

Mais pour la PEC du cancer de prostate : pas de changement de pratique




2022 ASCO )nCO 7BR|D

ANNUAL MEETING NOUVELLE- RQUITQInE

BBBBBBBBB

Sujets abordeés
» Le TEP-PSMA dans tous ses états

= | es mutations des genes de réparation de I'ADN
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» Le TEP-PSMA dans tous ses états

= | es mutations des genes de réparation de I'ADN
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Le TEP PSMA

Réseau Région

Tracers are small

radiolabelled

molecules that bind

Prostate Specific - to the targeted

Membrane Antigen cancer cells.
(PSMA) is a protein found _ THERANOSTICS

abundantly on the surface seamlessly aligns o
of prostate cancer cells. diagnostic and

therapeutic tracer.

Prostate
cancer cell

177Lu-PSMA-617

is used for therapeulic

- purposes. It emits
/ * beta-radiation killing
7 cancer cells.

8Ga-PSMA-11

is used for diagnostic /j‘/‘od.
PET imagin x ‘94,

7BR|D

BORDEAUX
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Points des 2 essais phase I1I

TheraP Vision

TheraP: First randomized trial of LUPSMA vs. cabazitaxel’
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=2 (:_I-w) 50% MEN TREATED WITH
E | CA CEL
— ® 20 Kly
l a Upto 10 cycles
[®)

| 0.5 GBq each cyel
1°endpoint Up 1o 6 cycles 29 endpoints
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TheraP: First randomized trial of LUPSMA vs. cabazitaxel’

50%

V77 Lu-PSMA-617

1°endpoint

MEN TREATED WITH

- AD>

vy

2° endpoints

Eligible patients

Previous treatment with both:
« 21ARPI
+ 1-2taxane regimens
Protocol-permitted SoC planned before
randomization
* Excluding chemotherapy,
immunotherapy, radium-223 or
other investigational drugs?
ECOG PS 0-2
Life expectancy > 6 months
PSMA-positive mCRPC on PET/CT
with 88Ga-PSMA-112

21
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éseau Régional de

Alternate
177 u-PSMA-617¢ Protocol- primary
7.4 GBq (200 mCi) Q6W permitted
up to 6 cycles SoC endpoints
rPFS
(per PCWG3)
oS

— Protocol-permitted SoC

Randomization stratification
= ECOG PS (0-10r2)

* LDH (high or low)

* Liver metaslases (yes or no)
* ARPI in SoC (yes or no)
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TheraP: First randomized trial of LUPSMA vs. cabazitaxel’
A

D WITH

1°endpoint

% Change from Baseline

PSA Reduction

E 50% from baseline > o,
5 " ne v %
Y.

1TTLu-PSMA-617: 29% (95% CI 16%-42%; p<0.0001) greater PSA50-RR

PSA Reduction
z 50% from baseline

No

Yos

No post-baseline
37% PSA assossmeont

(95% Cl 27-46%) 66%
(95% Cl 56-75%)

cabazitaxel (N=101) p 177 4-PSMA-617 (N=99)

50% MEN TREATED WITH

LA Lu PSMA 617

38q |
9

-
vy

2° endpoints

Eligible patients

.

Previous treatment with both:
« z1ARPI
+ 1-2taxane regimens
Protocol-permitted SoC planned before
randomization
* Excluding chemotherapy,
immunotherapy, radium-223 or
other investigational drugs?
ECOG PS 0-2
Life expectancy > 6 months
PSMA-positive mCRPC on PET/CT
with 88Ga-PSMA-11b
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Réseau Régional de C

Vision

21

177u-PSMA-617° Protocol- |
7.4 GBq (200 mCi) Q6W permitted
up to 6 cycles SoC
— Protocol-permitted SoC

Randomization stratification
= ECOG PS (0-10r2)

* LDH (high or low)

* Liver metaslases (yes or no)
* ARPI in SoC (yes or no)

Alternate

primary
endpoints

rPFS
(per PCWG3)

(OF3]
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Points des 2 essais phase I1I

TheraP Vision

BORDEAUX

TheraP: First randomized trial of LUPSMA vs. cabazitaxel’ Eliglble patlents Alternate
D 50% MEN TREATED WITH - Previous treatment with both: '"Lu-PSMA-617¢ Protocol- primary
177 Lu PSMA 617 & > « >1ARPI 7.4 GBqg (200 mCi) Q6W permitted endpoints
pfaome/ma v, g 5:3.989 1,90, wes +  1-2taxane regimens up to 6 cycles SoC
o i S ) 10 6 cycles 20 andpoints +  Protocol-permitted SoC planned before | 2:4 I rPFS
Lasnepoint i randomization (per PCWG3)
. ¢ * Excluding chemotherapy,
A SALEL D immunotherapy, radium-223 or _
' other investigational drugs? | (OF]
+ ECOGPS 0-2 — Protocol-permitted SoC |
TLu-PSMA-817: 28% (95% CI 16%-42%; p<0.0001) greater PSA50-RR « Life expectancy > 6 months ' rTe— 4
PSA Reduction + PSMA-positive mCRPC on PET/CT LI
2 50% from baseline with 88Ga-PSMA-11° + LDH (high or low)
No * Liver metaslases (yes or no)

* ARPI in SoC (yes or no)
Yos = ey

o Hopos e rPFSP OS¢
(95% C1 27-46%) o
(95% §|GS€J5%) H R 0-40 H R 0 .62

99.2% CI:0.29,0.57; | 95% CI: 0.52, 0.74;
p < 0.001 p < 0.001

% Change from Baseline

3 Median: Median:
gabasiiazel (Neloh) fRLPOMA'617 (NZ99) 8.7 vs 3.4 months 15.3 vs 11.3 months
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TheraP Vision

TheraP: First randomized trial of LUPSMA vs. cabazitaxel’ Eligible patients

BORDEAUX

= Alternate
50% MEN TREATED WITH A + Previous treatment with both: Lu-PSMA-617° Protocol- primary
77 Lu-PSMA-617 & - >=1ARPI 7.4 GBq (200 mCi) Q6W permitted endpoints
A + 1-2taxane regimens up to 6 cycles SoC
1° endpoint o ; 2° endpoints + Protacol-permitted SoC planned before |2:4 ! ‘ rPFS
randomization (per PCWG3)
. : Progression Free Survival Objective Response Rate +  Excluding chemotherapy,
:’iA 'Redhucflloln at 12 months SUICHSCARIRELISY immunotherapy, radium-223 or s
il # other investigational drugs® | (OF3]
. ECOG PS 0-2 = Protocol-permitted SoC
0, 0,
ATTLU-PSMA-B17: 20% (85% CI 16%-42%; p<0.0001) greater PSAS0-RR 19% 49% * Life expectancy > 6 months P ————————
. ndomization s! ication
PSA Reduction . P$MA—positlve mCRPC on PET/CT ~ ECOG PS (0-1 or 2)
2 50% from baseline Troublesome Patient Reported Outcomes with 88Ga-PSMA-11° + LDH (high or low)
No Adverse Events * Liver metaslases (yes or no)
Grade 3.4 ] ARF'I in SoC !y!s or no)

Yos

- No post-baseline E 1% rPFSb OSc
37% PSA assossmoent o 'y B Diarrhea Fatigue Hair loss Urinary

(95% Cl 27-46%) i SVpies
(95%?165/;-7594) 33% HR 0.40 HR 0.62

- 4L, . Painful -
Dizziness skin rash hands/feet Insomnia

______________________________________________ 99.2% CI: 0.29, 0.57;
p <0.001

95% Cl: 0.52, 0.74;
p < 0.001

% Change from Baseline

Median:

-100 - S Median:
LRI EY) fRLPOMA'617 (NZ99) Hofman MS et al, Lanc : 397(10276) 8.7 vs 3.4 months

15.3 vs 11.3 months
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TheraP: First randomized trial of LUuPSMA vs. cabazitaxel’ Eligible patients i
ATED WITH 50% MEN TREATED WITH & = Previous treatment with both: “"LU-PSMA-G.1 e Pro“{cc’" | prlmary
77 Lu-PSMA-617 & . 21ARPI 74 GBqt(ng m?') QEwW peg‘“ged endpoints
> ,‘ e + 1-2taxane regimens MO DICYCIES 0

o : 20 endpoints +  Protocol-permitted SoC planned before | 2:4 I rPFS

A P randomization (per PCWG3)
: : Progression Free Survival Objective Response Rate +  Excluding chemotherapy,
:’iA .Red.,u<,'|'°." at 12 months on CT Scan (RECIST) immunotherapy, radium-223 or
it #» 667 Y other investigational drugs?® | | oS
S - + ECOGPS 0-2 — Protocol-permitted SoC
TLu-PSMA-817: 28% (95% CI 16%-42%; p<0.0001) greater PSA50-RR ] 9 /o 49 7 « Life expectancy > 6 months ' -
PSA Reduction + PSMA-positive mCRPC on PET/CT el L
2 50% from baseline Troublesome Patient Reported Outcomes with 88Ga-PSMA-11° + LDH (high or low)
No Adverse Events . E;@;Ir;:a;a;g?;:s(y;sﬂ)no)
Yos Grade 3-4 .

2 4 No post-baseline B 2% y J " 4 rPFSb OSc

= 37% PSA assossmont o I Diarrhea Fatigue Hair loss Urinar

g (95%0127.46%) e “ Analyses des sous-groupes en fonction

: I " QR0 IR des ttt antérieurs et concomitants:

£ - AL o Painful -

§’ Dizxziness skin rash hands/feet Insomnia .

2 99.2% CI: 0.29, 0.57; 95% CI: 0.52, 0.74; s s [ . ’

;é <0.001 " p<0.007 Lu-PSMA-617 bénéfique indépendamment

Megian: Median: du ttt antérieur ou concomitant

cabesitesel (NE103) (LEEMASIZINGNEN 1 Hofman MS et al, 8.7vs3.4months [ 15.3 vs 11.3 months
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TheraP Vision

TheraP: First randomized trial of LUPSMA vs. cabazitaxel’ Eligible patients i
WITH 50% MEN TREATED WITH & » Previous treatment with both: 1”LU-PSMA-€I.1 L Prolo_col- | prlmary
EL 77 Lu-PSMA-617 & . 21ARPI 74 GBqt(ng m?') QEwW peg‘“ged endpoints
: 1 e + 1-2taxane regimens up to & cycles 0
o - ofs 20 endpoints +  Protocol-permitted SoC planned before | 2:4 I | rPFS
P P randomization (per PCWG3)
: : Progression Free Survival Objective Response Rate +  Excluding chemotherapy,
:’iA 'Re i at 12 months on CT Scan (RECIST) immunotherapy, radium-223 or
alibuiod- »~ 66% 9 other investigational drugs® | | (OF]
+ ECOGPS 0-2 — Protocol-permitted SoC
1TLu-PSMA-817: 29% (95% CI 16%-42%; ] 9% 49% + Life expect >6 th L
- -617: 29% o ; p<0.0001) greater PSAS0-RR pectancy months )
PSA Reduction + PSMA-positive mCRPC on PET/CT el L
2 50% from baseline Troublesome Patient Reported Outcomes with %Ga-PSMA-11 3 tDH ("igf' o r"""”( )
* Liver melaslases or no,
No :ixjo;r;z Events + ARPI in SoC w-sfrsno)
g ~ PFS®  OSc , |
- No post-baseline o,
37% PSA assossmont i atigue i Uri r .
: e e ’ HR 0.40 HR 0.62 Analyses des sous-groupes en fonction
% (95% Cl 56-75%) . . Y . .
- ; LR Y ol des ttt antérieurs et concomitants:

RESA YRl ESreeAdll | U-PSMA-617 bénéfique indépendamment

e

g

% Change from Baseline
&
o

du ttt antérieur ou concomitant

Median: Median:
8.7 vs 3.4 months 15.3 vs 11.3 months

20

-100 y
LRI EY) AHE AR Hofman MS et al, Lancet 2021

No difference in 0S La SGm 19,4m dans TheraP vs13,6m dans CAR

HR0.97 95%Cl0.70-14 P=0.99 15% « caba » ont retiré leur consentement
20% « caba »ont recu du Lu-PSMA
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Ga PSMA-11 : facteurs prédictif et pronosthue ?

= TheraP : Apres 3 ans de suivi

= Survie considérablement + courte pour les patients exclus par TEP-FDG
avec une faible expression du PSMA ou une maladie discordante
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Ga PSMA-11 : facteurs prédictif et pronostic ?

= TheraP : Apres 3 ans de suivi

= Survie considérablement +courte pour les patients exclus par TEP-FDG
avec une faible expression du PSMA ou une maladie discordante

Odds of PSA50-RR to LUPSMA vs cabazitaxel

— T oremo

PSMA SUVmean < 10

PSMA SUVmean 2 10 12.2 (3.4 - 59)
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Ga PSMA-11 : facteurs prédictif et pronostlc ?

= TheraP : Apres 3 ans de suivi

= Survie considérablement +courte pour les patients exclus par TEP-FDG
avec une faible expression du PSMA ou une maladie discordante

- RepOnse 6X elevee Sl Suvm > 10 Odds of PSA50-RR to LUPSMA vs cabazitaxel
[ oremar
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Ga PSMA-11 : facteurs prédictif et pronostlc ?

= TheraP : Apres 3 ans de suivi

= Survie considérablement +courte pour les patients exclus par TEP-FDG
avec une faible expression du PSMA ou une maladie discordante

- RepOnse 6X elevee Sl Suvm >10 Odds of PSA50-RR to LUPSMA vs cabazitaxel
[ oremar
= Vision:
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Ga PSMA-11 : facteurs prédictif et pronostic

= TheraP : Apres 3 ans de suivi

= Survie considérablement +courte pour les patients exclus par TEP-FDG
avec une faible expression du PSMA ou une maladie discordante

- RepOnse 6X elevee Sl Suvm > 10 Odds of PSA50-RR to LUPSMA vs cabazitaxel

. ~ T oresa |
= Vision: PSMASUVmen <10 | 22(11-45 |

PSMA SUVmean 2 10 12.2 (3.4 - 59)

rPFS by whole-body SUV,, .., quartiles (PFS-FAS) OS by whole-body SUV .., quartiles (FAS)

Absence de lésions

+ Higher whole-body SUV,,.,, was associated with prolonged rPFS + Higher whole-body SUV,,, was associated with improved 0S PS MA+ sur os et fOIe .
.
100 = SUV nean quartile Median rPFS 1001 =Segay...... SUVimean quartile Median OS
= (months) _ 90 R (months) F .
§ 8 | 2 10.2 (highest) 14.1 ‘ < o0 . 2 9.9 (highest) 21.4 \ d Cte ur p ron OSt | q ue
£n “ [27.8,<102 08 £ 704 \"".«... 27.5,<9.9 14.6 ,
) ) ! | | | .
e (260,578 10 M 2o indépendant de SG et SSP
& 50 3 1 & 50 e, : [ 1
$ K " | < 6.0 (lowest) 58 | £ 4o R : | <5.7 (lowest) 14.5 |
Soy 30| SUVoew Quartite Yt mmm et T .| SuV. quartie e :
§ —+— < 6.0 (VN = 66/95) S 30 <57 (N =931137) o ‘
@ 20 -o-260,<7.8 (nN = 65/96) @ 20 -o-257,<7.5 (N =96/137)
10 o 278<102 (WN=70895) 10 e z75.<00 (N =91131)
—+- 2102 (1N = 50/96) - 299 (VN = 61/137)
6;é:‘s3évé%é61'01'11‘421‘:{1’41‘51‘5(71‘&1‘92’0512‘22% SUV rPFS & 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 oS
Number of patients still at risk Einefiomyartemiaicn (mentis) s HR [95% Cl], p value Number of patients stil at risk glie fromancomization (noaths) : HR [95% Cl], p value
2102 96 9 61 58 54 41 40 36 25 25 19 11 10

He e AR A L Univariate analysis 0.88 [0.84, 0.91], < 0.001 arsces R i B g e B R Univariate analysis 0.92 [0.89, 0.95], < 0.001
201N 20 0038 35 AR AT 1S M e R0 R Multivariate analysis 0.86 (0.82, 0.90), < 0.001 Multivariate analysis 0.88 [0.84, 0.91}, < 0.001

AL IR L LA LI LA RRd o
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Les essais en cours avec le TEP PSMA

Localized
Prostate Cancer

. mHSPC*  mCRPC*

Tumor Burden (PSA level) _/‘

Time (yr)
Hormane-sensitive Castrate-resistant
v
Neoadjuvant therapy for localized disease First-line therapy for mCRPC Second-line or later therapy for mCRPC
1.  Y7Lu-PSMA-617 (LuTectomy) 1.  Y7Lu-PSMA-I&T (Bullseye) 1.  Y7Lu-PSMA-617 (LuPSMA,TheraP, VISION)
2. !7Lu-PSMA-617 + enzalutamide (ENZA-P) 2,  177Lu-PSMA-617 + olaparib (LuPARP)
3. 17Lu-PSMA-617 + pembrolizumab (PRINCE)
4, 177Ly-PSMA-I&T (SPLASH)
¥ 5. 25Ac-PSMA-617 (AcTION)
6. 177Lu-J591 (NCT00538668)
First-line thera, 'or mHSPC 7; 225A¢-)591 (NCT04506567)
*mHSPC (metastatic hormone-sensitive prostate cancer) 1. Lu-PSMA-617 (UpFrontPSMA, PSMAddition 8. 2Th-PSMA-TTC (NCT03724747
*mCRPC ( atic castrate-resi prostate cancer) 9. B1-MIP-1095 + enzalutamide (ARROW)
*Different colours represent various PSMA-targeted radiopharmaceuticals 10. 77Lu-PSMA-R2 (NCT03490838)

(*77Lu-PSMA-617, *77Lu-PSMA-I&T, 77Lu-J591, ***Ac-1591, 27Th-PSMA-TTC, **!I-MIP-1095,
771u-PSMA-R2)
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Les essais de combinaison

¢ j

NCT03658447 T LUPSMA-617 + Pembrolizumab
NCT03805594 77l UPSMA-617 + Pembrolizumab
NCT05150236 7L u-PSMA-617 + Ipilimumab + Nivolumab

NCT04946370 225p¢-J591 + Pembrolizumab + ARPI (eg. enzalutamide)

NCT03874884 | Olaparib + '7/Lu-PSMA-617
'NCT05113537  Abemaciclib + 77Lu-PSMA-617
'NCTO05340374 Cabazitaxel + 77Lu-PSMA-617
'NCT00916123 Docetaxel + 177Lu-J591

NCT04343885 '77Lu-PSMA-617 > docetaxel (HSPC)

Radio-
sensitizer

e BRI EN 225A¢-J591 + 177Lu-PSMA-I&T

Radio- PSMA _ o
AlphaBet e TSR nuclides upregu[ation NCT04419402 Enzalutamide +'//|u-PSMA-617
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Sujets abordés

= | e TEP-PSMA dans tous ses états
= Les mutations des genes de réparation de I’ADN
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Actualités PROpel, MAGNITUDE vs BRCAAway

#5018 BRCAAway: A randomized Ph2 trial of abiraterone, olaparib, or
abiraterone + olaparib in patients with metastatic castration-resistant prostate cancer
(mCRPC) with DNA repair defects. (M. Hussain, et al.)

#5019 Tolerability of abiraterone combined with olaparib in patients with
metastatic castration-resistant prostate cancer: further results from the Phase Il
PROpel trial (A. Thiery-Vuillemin, et al.)

#5020 Gene-by-gene analysis in the MAGNITUDE study of niraparib with
abiraterone acetate and prednisone in patients with mCRPC and homologous
recombination repair gene alterations (S. Sandhu, et al.)
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Actualites PROpel, MAGNITUDE vs BRCAAway

PROpel: a global randomized double-blind phase lll trial

#5018 BRCAAway: A randomized Ph2 trial of abiraterone, olaparib, or
abiraterone + olaparib in patients with metastatic castration-resistant prostate cancer
(mCRPC) with DNA repair defects. (M. Hussain, et al.)

#5019 Tolerability of abiraterone combined with olaparib in patients with
metastatic castration-resistant prostate cancer: further results from the Phase Il

PROpel trial (A. Thiery-Vuillemin, et al.)

#5020 Gene-by-gene analysis in the MAGNITUDE study of niraparib with
abiraterone acetate and prednisone in patients with mCRPC and homologous
recombination repair gene alterations (S. Sandhu, et al.)

Patient population Olaparib ;3:)0 mg bid Primary endpoint

* 1L mCRPC « Radiographic progression or death (rPFS)
abiraterone 1000 mg qd*

* Docetaxel allowed at =399 i by investigator assessment

mHSPC stage

No prior abiraterone
Other NHAs allowed if
stopped 212 months prior
to enroliment

Ongoing ADT

ECOG 01

Full dose of olaparib and abiraterone used Key secondary endpoinl

.

« Overall survival (alpha control)

Additional endpoints
« Time to first subsequent therapy or death (TFST)

+ Time to second progression or death (PFS2)

SHAICaYon factors Placebo + Objective response rate (ORR)

+ Site of distant metastases:

: +
bone only vs visceral vs other ——
« Prior taxane at mHSPC: abiraterone 1000 mg qd*

yes vs no n=397
Full dose of abiraterone used

+ HRRm' prevalence (retrospective testing)
+ Health-related quality of life
+ Safety and tolerability

#5020 Gene-by-gene analysis in the MAGNITUDE study of niraparib with abiraterone
acetate and prednisone in patients with mCRPC and homologous recombination repair
gene alterations (S.Sandhu, et al.)

Primary endpoint
HRR BM+: * TPFS by central review

Prescreening for ATM NIRA + AAP
BM status*: BRCA1 SR | | secondary endpoint
n = 9

* Plasma ctDNA BRCA2 b ; + TCC
* Tissue BRIP1 " + TSP

+ Saliva CDK12 « OS
L ol lood CHEK2 Other HRR
FANCA A=k endpoints
HDAC2 + TPSA progression
PALB2

Other prespecified
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Actualites PROpel, MAGNITUDE vs BRCAAway

PROpel: a global randomized double-blind phase lll trial

#5018 BRCAAway: A randomized Ph2 trial of abiraterone, olaparib, or
abiraterone + olaparib in patients with metastatic castration-resistant prostate cancer

(mCRPC) with DNA repair defects. (M. Hussain, et al.)

#5019 Tolerability of abiraterone combined with olaparib in patients with
metastatic castration-resistant prostate cancer: further results from the Phase Il

PROpel trial (A. Thiery-Vuillemin, et al.)

#5020 Gene-by-gene analysis in the MAGNITUDE study of niraparib with
abiraterone acetate and prednisone in patients with mCRPC and homologous
recombination repair gene alterations (S. Sandhu, et al.)

1L mCRPC
Eligibility

Ph3 PROpel %3

Allowed:

NO prior AAP
* Other AR, if >/=12 mos
* Prior doce (mCSPC)

Unselected
(retrospective HRRm testing)

Biomarker
considerations

L GEV G Olap 300BID +AAP vs

PBO +AAP

rPFS 16.6 mos (AAP +PBO) vs
AAP vs

AAP+PARPi  24.8 mos (AAP +olap)

Ph3 MAGNITUDE 4%

Allowed:

»  AAP </=4mos for 1L mCRPC
* Prior ARi (hnmCRPC/mCSPC)
* Prior taxane (mCSPC)

Prospective HRRm stratification
(BRCA1 and BRCA2)

Nira 200D +AAP vs
PBO +AAP

10.9 mos (AAP +PBO) vs

16.6 mos (AAP +nira)

Patient population Olaparib ::00 mg bid
* 1L mCRPC
» Docetaxel allowed at abiraterone 1000 mg qd*

mHSPC stage n=399

Primary endpoint
« Radiographic progression or death (rPFS)
by investigator assessment

* No prior abiraterone

+ Other NHAs allowed if
stopped 212 months prior
to enroliment

» Ongoing ADT

+ ECOG 0-1

Full dose of olaparib and abiraterone used

Stratification factors
«» Site of distant metastases:

: +
bone only vs visceral vs other ——
+ Prior taxane at mHSPC: abiraterone 1000 mg qd*

yes vs no n=397

Placebo

Full dose of abiraterone used

Key secondary endpoint
« Overall survival (alpha control)

Additional endpoints

« Time to first subsequent therapy or death (TFST)
+ Time to second progression or death (PFS2)

+ Objective response rate (ORR)

+ HRRm' prevalence (retrospective testing)

+ Health-related quality of life

+ Safety and tolerability

#5020 Gene-by-gene analysis in the MAGNITUDE study of niraparib with abiraterone
acetate and prednisone in patients with mCRPC and homologous recombination repair

gene alterations (S.Sandhu, et al.)

HRR BM+:
Prescreening for ATM
BM status*: BRCA1
* Plasma ctDNA BRCA2
* Tissue BRIP1
+ Saliva CDK12
* Whole blood CHEK2
FANCA
HDAC2
PALB2

mnher HRR
n =99y

Primary endpoint
BRCA1/2  IPFS
n=113 r by central review

Other HRR
n =9y

Secondary endpoint
» TCC
* TSP
+ OS

Other prespecified
endpoints
+ TPSA progression
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Phase 2 BRCAAway

Germline or Somatic DNA repair defect

|
¥ ! +

BORDEAUX | “eche e Or jie

Réseau Régional de Cancérologie

BRCA 1, 2 or ATM +ve for exploratory defect No
+ 4
Randomization 1:1:1 Off protocol
v : v |
Arm3
Arm 1 Arm 2 Olaparib 300 mg Arm 4
Abiraterone + Olaparib 300 mg PO BID + Olaparib 300 mg
Prednisone PO BID Abiraterone + PO BID
Prednisone
¥ ¥ ¥ 4
Progression Progression ':':’gﬁ;?: P;: g;;:‘s':?:
Discontinue Discontinue Olaparib Discontinue Olaparib
Abiraterone & start & start Abiraterone + Off protocol & start Abiraterone +
Olaparib Prednisone Prednisone
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ANNUAL MEETING

Phase 2 BRCAAway
{

|Registration| ‘g |
|
!

IBRIO

BORDEAUX

3: AAP +Olap

-

Germline or Somatic DNA repair defect

|
¥ ! +

& &
. g 1 v -

e
BRCA 1, 2 or ATM +ve for exploratory defect No
+ ¥
X R |
Randomization 1:1:1 Off protocol - - A - . . . A
’ . . AL . < -
Teve 2 T Fegeiaon £ T
‘ A ‘ \
Arm 3
5 Arm 1 éi Ams%o OIapaéib 300 mg 6 ATS?)O S — ¥
Abiraterone + aparib mg PO BID + apari mg ; nC \ AAway
Prednisone PO BID Abiraterone + PO BID 1L I'IICRPC Ph2 BR‘C' AAWaY
Prednisone Eligibility Allowed
v ¥ ¥ v X NO prior AAP
2 Progression Progression X NO prior ARi
Popsssion Progression at anytime at anytime Pric »ir) taxane (MCSPC)
Discontinue Discontinue Olaparib Discontinue Olaparib Biomarker Prospective HRRm selection
Abiraterone & start & start Abiraterone + Off protocol & start Abiraterone + considerations| (BRCA1, BRCA2, ATM)
Olaparib Prednisone Prednisone 2 /

Treatment

rPFS
AAP+PARPI

AAP vs Olap 300BID vs
Olap 300BID +AAP

(preliminary results)
(AAP) Vs

11.3 mos (olap) vs

Not reached (AAP +olap)

10.4 mos
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Phase 2 BRCAAway

Réseau Régional de Cancérologie

§ 3: AAP +Olap
| Registration | ; O
5 y Al
- (' Germline or Somatic DNA repair defect i | S *1 = P P
' 3 l 1
BRCA 1, 2 or ATM +ve for exploratory defect No
+ ¥
LR |
Randomization 1:1:1 Off protocol - - . . . . . —
’ L . AL . . -
Teve 2 T Fegeiaon £ T
‘ A ‘ \
Arm3
% Arm1 éi Atmsgo Olapaéib 300 mg 6 A't')nS?)O > — — i
Abiraterone + aparib mg PO BID + apari mg ; nC h , jay
Prednisone PO BID Abiraterone + PO BID 1" ITICRPC th BRCAAWQY
Prednisone Eligibility Allowed
v ¥ ¥ v X NO prior AAP
2 Progression Progression X NO prior ARi
Popsssion Progression at anytime at anytime Pric »ir taxane (MCSPC)
v 4 v : . :
m Discontin;e giscominue Olaparib giscontinue Olaparib Biomarker Prospective HRRm selection
Abiraterone & start start Abiraterone + Off protocol start Abiraterone + : :
Olaparib Pieduitons pr Bradniione considerations] (BRCA1, BRCA2, ATM)
Treatment AAP vs Olap 300BID vs
. , ) ) . Olap 300BID +AAP
Data de + en + nombreuses validant que I'lassociation NHT+PARPi 'PES eraliipar TReuls)

VS 10.4 mos (AAP) vs

fait mieux dans une population mutée HHR

AAP+PARPI 11.3 mos (olap) vs
Not reached (AAP +olap)
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PARPI : pour quelle mutation ? Quelle tolerance'-’

Quelles mutations ? Quelle tolérance?
= Validation BRCA1/2 = PROpel

= MAGNITUDE
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PARPI : pour quelle mutation ? Quelle tolerance'-’

Quelles mutations ? Quelle tolérance?
= Validation BRCA1/2 = PROpel
= MAGNITUDE

1. PALB2 (12), CHEK2 (38) and
HDAC2 (5) each showed benefit
across all endpoints

. CDK12 (27), no benefit in primary
endpoint or >1 secondary endpoint.

ATM (43), mixed bag
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PARPI : pour quelle mutation ? Quelle tolerance'-’

Quelles mutations ? Quelle tolérance?
= Validation BRCA1/2 = PROpel

" MAGNITUDE 8 Anomia was managed primarly by dose mocifcations |

Abiraterone | Abiratert H:]
1. PALB2 (12), CHEK2 (38) and il
HDAC?2 (5) each showed benefit ‘E‘:‘:n“t'm:;fi o’;g/:mmym,m . 4 (16)
across all endpoints CTCAE grado 23, 1 (%) sessssersssssossansassnsanss 60 (15) |
AR TUIE, BT sasenoscennansseanesnroossssvasuasaonas U
- CDK12 (27)' no benefit in primary I Do‘oin.torrup.tion..n(%) ........................... 62 (16)
endpoint or >1 secondary endpoint. e el - IR
ATM (43)' mixed bag “.  Received oryth;opoieeis stimulating ogom.n(%).. 2 (0.5) { ,
i Received blood 21 blood transfusion, n (%) .« .« 62 (16) wa |
*Groupad 1erm.

PARPI: tous les candidats ne sont pas identifiés mais leur toxicité en association est gérable
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Merci de votre attention

Place aux questions !




