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Agenda

Il ruolo della RT nel trattamento del de-novo mCSPC — studio PEACE-1

Ruolo prognostico delle alterazioni di HRR (BRCA1/2) — studio CAPTURE

Ruolo predittivo delle alterazioni di HRR (BRCA1/2) — studio TALAPRO-2

C’e spazio per nuove combinazioni? — studio LuPARP
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Prostate irradiation in men with de novo, low-volume,
metastatic castration-sensitive prostate cancer (mCSPC):

Results of PEACE-1, a phase 3 randomized trial with a 2x2 design

Alberto BOSSI,
Institut Gustave Roussy, Amethyst RT Group, France
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Design of PEACE-1

Key Eligibility Criteria _
De novo mCSPC Nov 2013 — Dec 2018

Distant metastatic disease: > 1 lesion on bone
scan and/or CT scan
ECOG PSO -2

On-Study Requirement SOC+Abiraterone
Continuous ADT (n =292)

o RANDOMIZATION
Permitted 1:9:1:1

ADT < 3 months

Stratification n=1172

i ( : = o : SOC+Abiraterone+
Metastatic sites (LN vs bone vs visceral) )

Type of castration (orchidectomyvs LHRH Radiotherapy
agonist vs LHRH antagonist) (n=291)
Docetaxel (yes vs no)

ECOG PS, Eastern Cooperative Oncology Group performance status
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La tripletta nel de-novo mCSPC — PEACE-1

STAVE /
cancer F!UUSS‘I

Patient characteristics (ADT+docetaxel population) [

SOC (+/- RXT)
{n = 355)

S0C (+/- RXT)
+ Abiraterone

(n = 355)
Median age, year (IQR) 66 (60-70) 66 (59-70)
ECOG PS score, n (%) 0 250 (70) 246 (69)
1-2 105 (30) 109 (31)
Gleason score at initial diagnosis, n (%) <7 79 (23) 71 (21)
28 270 (77) 276 (79)
Median time from diagnosis, month (IQR) 2.2 (1.6-3.0) 2.2 (1.4-2.9)
Metastatic sites, n (%) Lymph nodes only 27 (8) 29 (8)
Bone without visceral 287 (81) 279 (79)
Visceral 41 (12) 47 (13)
Disease burden, n (%) Low 131 (37) 123 (35)
High 224 (63) 232 (65)
Median baseline PSA, ng/mL (IQR) 13.7 (2.4-58.9) 12.0 (3.0-59.9)
Docetaxel, n (%) Yes 355 (100) 355 (100)
No 0(0) 0(0)

WMDI‘IETESS

| unicancer ﬁ%ﬁﬁ\/
s f

OS with Abiraterone in the ADT+docetaxel
(+/-RXT): High-volume patients

SOC+Abi socC
100% - (n=224) (n=232)
‘—M.\ | Median, y (95% CI) 5.1 (3.8-NE) 3.5 (3.2-4.0) |
P Events 92 120
80% | S
x\ﬁ m, HR (95% Cl) 0.72(0.55-0.95)
Sl Pvalue 0.019
o e
overall 2% TR e
survival =00 Fmmm e T
40% |
20% -
0% |
T T T T T T
s} 1 2 3 4 5

Time from randomization (in years)

No Yes
No 232 210 171 101 39 6

Mongress Yes 224 201 171 103 57 16

OS in the Overall population

100% -

80% —

o
overall  %9%
survival

40% —

20%

0% —

Median, y (95% Cl)
Events
HR (95% CI)*
P value

WVE/
| unicancer ROl{SSY

SOC+Abi soc
(n=583) (n=589)
5.7 (5.1-NE) 4.7 (4.3-5.3)
228 268
0.82 (0.69-0.98)

EEM T

OS with Abiraterone in the ADT+docetaxel

T T T T
2 3 4 5

Time from randomization (in years)

[ No Yes|
480 334 207 101
470 340 230 111

(+/-RXT): Low-volume patients

100%

80% —

60% |
Overall B

survival

0.030

*Adjusted on stratification
parameters (RXT, PS, type of
castration, metastatic burden,
docetaxel)

! USTAVE/
@cancer ROUSSIY

SOC+Abi s0cC
40% (n=131) (n=123)
Median, y (95% Cl)  NE (NE-NE) NE (4.7-NE)
20% Events 29 31
HR (95% Cl) 0.83 (0.50-1.38)
0% P value 0.66
T T T T T T
0 1 2 3 4 5
Time from randomization (in years)
No T Yes
No 123 119 110 71 39 12
127 116 80 41 9

212 | M



Patients' characteristics (low volume population)

2023 ASCO
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Median age, year (Min-Max)
ECOG PS score, n (%) 0
1-2
Gleason score at diagnosis, n (%) <7
>8
Missing
Median time from diagnosis, month (IQR)

Metastatic sites, n (%) Lymph nodes only

Bone only
Median baseline PSA, ng/mL (IQR)

Docetaxel, n (%) Yes
No
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SOC (+/- Abi)

(n = 253)
67 (43-86)

180 (71)
73 (29)

71 (27)
173 (70)
9(3)

2.5 (1.8-3.4)

47 (19)
206 (81)

10.3 (3.3-31)

127 (50)
126 (50)

median follow-up : 73 months

SOC (+/- Abi) +

Radiotherapy
(n =252)

66 (46—84)

194 (77)
58 (23)

66 (26)
184 (73)
2 (1)

2.6 (1.7-3.5)

41 (16)
211 (84)

9 (2.3-39.1)

127 (50)
125 (50)
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Statistical Analysis

For rPFS, a qualitative interaction between RT and Abi was observed
(p=0.026) and each experimental arm was assessed individually.

For OS, the predefined threshold for a statistical interaction

was not reached (p=0.12) and the 2 RT arms were pooled for the
analysis.
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Statistical Analysis

A B

For rPFS, a qualitative interaction between RT and Abi was observed SOC SOC+ABI

(p=0.026) and each experimental arm was assessed individually.

For OS, the predefined threshold for a statistical interaction C D
was not reached (p=0.12) and the 2 RT arms were pooled for the SOC+RT SOC+ABI+RT

analysis.
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Statistical Analysis

A B

For rPFS, a qualitative interaction between RT and Abi was observed SOC SOC+ABI
(p=0.026) and each experimental arm was assessed individually.

For OS, the predefined threshold for a statistical interaction C D
was not reached (p=0.12) and the 2 RT arms were pooled for the SOC+RT SOC+ABI+RT

analysis.
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rPFS (low volume population)
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SOC+ADbi+RT
SOC+ADi

. soCc

SOC+RT

l |
2 3

Time from randomization (in years)

Number at risk (censored)

Soc 127(0) 108(0) 86(0) 64(0)
SOC+Abi 126(0) 113(1) 96(4) 73(5)
SOC+RT 126(0) 105(1) 77(2) 58(2)

SOC+Abi+RT 126(0) 116(0) 105(0) 89(3)
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53(1)
64(5)
48(2)
79(4)
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Sele
(n=127)

SOC+RT
(n=126)

SOC+ADbi
(n=126)

SOC+ADbI+RT
(n=126)

Median, ys.
(99.9%Cl)

3.0
(2.3-4.8)

2.6
(1.7-4.6)

4.4
(2.5-7.3)

75
(4,0-NE)

Events, n.

HR (99.9%CI)*

87

Ref

89
1.11

(0.67-1.84)

74
0.76

(0.45-1,28)

55

0.50
(0.28-0.88)

Global p-value

<0.0001

HR (99.9%CI)*

Ref

1.08

(0.65-1.80)

Ref

0.65
(0.36-1.19)

P-valuesarms
w/wo Abi

0.61

0.02

*Adjusted on stratification factors ( PS, type of castration, docetaxel)
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OS (low volume population)

SOC+/Abi
(n=253)

Median, ys. 6.9 7.5
(95.1%ClI) (5,9-7,5) (6-NE)
Events, n 111 104
SOC‘*’/‘AbH’RT HR* Ref 0.98
(0.74-1.28)

p-value 0.86
SOC+/-Abi

®
2
2
2
7]
3
g
Q
>
&

2 3 4 5
Time from randomization (in years)

Number at risk (censored)

SOC+/-Abi 253(0) 244(1) 219(5) 198(7) 182(9) 127(39) 75(78) 32(115
*Adjusted on Abitraterone and stratification factors ( PS, type of castration, docetaxel)
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La RT nel de-novo mCSPC — PEACE-1

Time to serious genito-uninary events

Low-volume

Serious genito-urinary events

Urinary Catheter 9 6
Double J Stent 13 12
Nephrostomy 2 1

Prostate RT or TURP 27 4 TURP (all RT)

Radical Prostatectomy 1 1

High radiation dose (74 Gy)

Overall population

10 ——
z SOC+/-Abi+RT
€
5 0.8
z SOC+/-Abi
£
b
S 06
<
3 SOC+/-Abi  SOC+/-Abi+RT
§ (n=200) (n=198)
§ 04 Events, n 52 24
§ P-value (log-rank) 0.0006
;
j2)
= 02
k5
©
a
0.0 T T
0 1 2 3 4 5 6 7
Time from randomization (in years)
Number at risk (censored)
185(7) 162(19) 140(34) 119(42) 86(70) 46(104) 19(12

SOC+/-Abi 200(0)

1.0 .
5 SOC+Abi+RT
2
3 0.8 | = SOC#RY
2 e
‘c T
) SOC+ADbi
§ g 0.6 -
g% soc
4 2
§ L 0.4 - S0C SOC+RT SOC+Abi  SOC+Abi+RT
£ (n=100) (n=97) (n=100) (n=101)
2 Events,n 32 18 20 6
2
5 0.2 4 Global p-value (log-rank) 0.0001
ﬁ P-valuesinarms
%5 W/wo Abi (log-rank) Q08 .00

0.0 T T T T T T 1

0 1 2 3 4 5 6 74
Time from randomization (in years)
Number at risk (censored)

SOC 100(0) 91(3) 79(9) 68(16) 58(19) 43(29) 22(47) 8(60)
SOC+Abi 100(0) 94(4) 83(10) 72(18) 61(23) 43(41) 24(57) 11(69)
SOC+RT 97(0) 89(0) 82(3) 69(14) 61(20) 39(41) 22(57) 12(67)

SOC+AbI+RT 101(0) 95(4) 85(14) 76(21) 71(25) 56(39) 32(63) 12(83)

~——
£ SOC+/-Abi+RT
€
:>; 08
> SOC+/-Abi
£
=)
S 06
<
3 SOC+/-Abi
§ (n=458)
s 04 Events, n 106 58
S o
§ P-value (log-rank) 0.0001
E
_’é 02
=
a

00

0 1 2 3 4 5 6 7
Time from randomization (in years)
Number at risk (censored)

SOC+/-Abi 458(0) 417(18) 348(63) 289(104)  234(142) 151(214) 84(272)

37(316)

e SOC+Abi+RT
=4
S 0.8 | . SOC+RT
g . T
3 A
& SOC+ADbi
g g 06+
B ole
] c
w ¢ .
5w 044 SOC SOC+RT  SOC+Abi  SOC+AbIH+RT
el (n=227) (n=230)  (n=231) (n=221)
=
2 Events,n 61 34 45 24
w
E 0.2 - | Global p-value (log-rank) <0.0001
b= P-values in arms
o
& w/wo Abi (log-rank) Q003 (A3
0.0 T T T T T T 1
0 1 2 3 4 5 6 7
Time from randomization (in years)
Number at risk (censored)

SOC 227(0) 205(9) 168(33)  137(53) 105(76)  64(108) 33(134)  13(153
SOC+Abi 231(0) 212(9) 180(30) 152(51) 129(66) 87(106) 51(138) 24(163|
SOC+RT 230(0) 209(10) 174(35) 139(65) 113(87) 73(124) 38(158) 21(175]

SOC+Abi+RT 221(0) 195(13) 170(36) 150(51) 130(70) 96(102) 51(146) 21(176)




Studio STAMPEDE arm H e ruolo della RT sul tumore primario

HR: 0.76 (95% CI 0.68-0.84); p=0.000000336

FFSat3years: SOC=23%
SOC+RT = 32%

Failure Free Survival

------- sseas.... SOCHRT
SOC

o trt % SOC by Kaplan Meier

T = = s0ceaT &y Kapian Mer

----- SOC by Sexible paramesric model
«=+ SOCHAT by Sexidle parametric model

T T
° . 72 1L Tons "‘&4“ mm‘& Mondhel 3 42 43 54

Number of
patens (evenss)

$OC 1029 (300) 7I1I (189) Si6 (119) 380 (7¢) 216 (26) 149 (25) 9 13) S8 ®
SOCRT 1032 211) 799 (203) S88 (120) 440 (70) 285 (3)) 212 O | )

BM
MRCCTU atUCL

La RT sul tumore primario sembra avere
un ruolo nel prolungare la sopravvivenza
solo nei pazienti a basso volume di
malattia

103 HR: 0.92 (95% CI 0.80-1.06); p=0.266
SOC+RT
- OSat3years: SOC=62%
SOC+RT =65%
1 s
i
&,
Y i Overall Survival
— trt = SOCHAT by Kaplan Meer
""" OC by Sexdle parametr model
==+ SOC*AT by flexidle paramesric model
004
(<] ‘ 12 18 \’m&mm‘l&—\ u«w}c -« 43 54
Number of
pPatent (evert)
soC 1029 (17) 998 (56 933 (82) B82¢ (63) 601 39) 481 (€7) 328 (37) 219 (1§ 122 ¥ 41
SOCAT 1032 12 8 (47 46 (¢4 832 ) Ll =) 71 41) 48 37 23¢ (28 12 (N 47

Low burden

g SOC+RT

“sec.

MRCCTU atUCL

High burden

SOC+RT

A.
e 882 i P

“w m W un )
1) 8 W W N e 0 % (1

HR: 0.68 (95% Cl 0.52-0.90); p=0.007
3 year 0S (%): SOC=73%

SOC+RT =81%

Tome 1% rondwennttl (Mestied

HR: 1.07 (95% CI 0.90-1.28); p=0.420
3 year 0S (%): SOC = 54%

SOC+RT =53%



Studio STAMPEDE arm H e ruolo della RT sul tumore primario

TREATMENT EFFECTS BY BONE METASTASIS COUNTS

Number of Overall survival Failure-free survival

me':::teasis SOC SOC+RT HR (95%CI) SOC SOC+RT HR (95%ClI)
0 45/138 28/120 g 0.59 (0.37-0.95) | 88/138 57/120 +A~ 0.57 (0.41 - 0.81)
1 41/137 34/156 - 0.63(0.40-0.99) | 86/137 74/156 0.59(0.43 -0.81)
2 15/79  14/87  —pp— 0.76 (0.37-158) | 46/79  41/87 0.68 (0.44 —1.04)
3 21/63 13/46 l—— 0.80 (0.40 — 1.60 46/63 27/46 0.67(041—-1.08
4 16/69 ___22/72 1630853311 _49/66 ___47/72 0Raf0cs _1 26 ]
5 13/47  21/53 —l—— 1.21(0.60-2.44) | 28/47  39/53 1.06 (0.64 - 1.75)
6 14/30 14/23 ——— 1.62(0.75-3.47) 22/30 19/23 0.94(0.51-1.76)
=7 202/413 201/406 i 1.02 (0.84 —1.24) | 355/413 338/406 0.86 (0.74 — 1.00)

——r— ———

0206 1 14138
SOC+RT <= =—p SOC

BARCELONA mongr ess
2019

Amin A, et al. ESMO Abst #850PD
Amin A. JAMA Oncol 2021

0206 1 1418
SOC+RT 4— — S0OC

|1| Overall survival in =3 bone metastases (+NRLN) subcohort

100+

80+

60+

40

Overall survival, %

—SOC+RT

207 ——50C

HR, 0.64; 95% CI, 0.46-0.89

ﬂ T T T

0 12 24 36
Time since randomization, mo

No. at risk (events)
SoC 200 (11} 274
SOC+RT 287 2y 281

(24) 188
(15) 212

(22) 116
(18) 145

(19)
(18)

|E| Overall survival in 24 bone metastases (+NRLN) subcohort

50
54

1004
80
kS
2 60-
[
T 40-
2
o
204
HR, 1.12: 95% Cl, 0.93-1.34
ﬂ T T T T
0 12 24 36 48
Time since randomization, mo
Mo. at risk (events)
SOC 512 (47) 452 (83) 281 (64) 147 (25) 45
SOC+RT 498 (41) 441 (96) 260 (58) 136 (30) 38
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La RT nel de-novo mCSPC

Il beneficio della RT dipende dall’efficacia delle terapie sistemiche?

SOC+Abi+RT
SOC+Abi

SOC+RT

1
2

1
3

I
4

Time from randomization (in years)

Number at risk (censored)

s0C 127(0)
SOC+Abi 126(0)
SOC+RT 126(0)

SOC+Abi+RT 126(0)

108(0)
113(1)
105(1)
116(0)

86(0)
96(4)
77(2)
105(0)

64(0)
73(5)
58(2)
89(3)

53(1)
64(5)
48(2)
79(4)

34(11)
46(15)
36(8)
60(17)

20(22)
31(27)
23(18)
34(41)

Beneficio della RT
(HR 0.65)

Beneficio di Abi
(HR 0.76)

LU'entita del beneficio di aggiungere la RT prostatica a SOC+Abi e
simile al beneficio dato dall'aggiunta di Abi allo SOC



La RT nel de-novo mCSPC

Why No Benefit in Low Volume Population When RT
Was Added to SOC Systemic Therapy?

Why do the results differ from Stampede Arm H?
" More effective initial SOC therapy (50% vs. 18% docetaxel)?

" More effective next line systemic therapies?

= Differences in patient population?

Follow  Overall Survival
Up | soc |lsc

Bossi ASCO 2023;
Parker C PLOS Medicine 2022

2023 ASCO m eresewnionv. Karen Hoffman, MD MHSc MPH FASTRO
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* [l trattamento RT sul tumore primitivo nel paziente con de-novo mCSPC a basso volume
(ed in casi selezionati in pazienti ad alto volume) va valutato per prevenire i sintomi locali
e migliorare il controllo di malattia, sebbene il suo impatto sulla sopravvivenza sia poco
chiaro

* Resta da chiarire qual e il ruolo della metastasis-directed therapy e come questa possa
influire sulla prostate-directed RT (anche considerando |'uso della PET-PSMA)

e Sono in corso studi per valutare se la chirurgia possa avere lo stesso ruolo della RT (IP2-
ATLANTA, SWOG S1802)



Agenda

* Ruolo prognostico delle alterazioni germinali/somatiche di HRR (BRCA1/2) -
studio CAPTURE



MCRPC e mutazioni di HRR — ruolo prognostico
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Presence of somatic/germline homologous recombination
repair (HRR) mutations and outcomes in metastatic
castration-resistant prostate cancer (mMCRPC) patients

receiving first-line (1L) treatment stratified by BRCA status
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Ruolo della mutazione di BRCA nel CaP

In case of any BRCA1/2 mutation:
* About 2 times increased risk of PCa (OR = 1.90, 95% Cl = 1.58-2.29) for BRCA1 and/or BRCA2 carriers;!
* Risk of PCa greater for BRCA2 (OR = 2.64, 95% Cl = 2.03-3.47) than BRCA1 (OR =1.35, 95% Cl = 1.03-1.76)!

In case of mCRPC:

* The frequency of pathogenic alterations (LoF) in DDR genes is around 30%.2

* The frequency of pathogenic alterations in BRCA2 and BRCA1 in mCRPC is around 10%
* The incidence of germline mutations in HRR is lower than somatic ones.?

In case of PCa: ] - e mire
e In BRCA2, OS (HR = 2.21, 95% Cl = 1.64-2.30) and CSS (HR =
2.63, 95% CI = 2.00-3.45) were significantly worse compared _
to noncarriers® BE"; w
 Germline mutations LoF in BRCA2 have been associated to -
poor outcomes in mCRPC>
 The poor prognostic role of somatic BRCA2 defects (and sDDR 2:
defects) has been suggested from indirect comparisons

LN BN AN DN B B BN E N S A A N B E B R R
O 3 6 9 121518 21 24 27 30 33 36 39 42 45 4B 51 54 57 6O

Time {maonths)

PMlancaiens
Mo, @ ik 405 404 305 IRF AR 386 13 PES 23D 180 153 1A 190 AA A4 40 4D 3 M 4 0

1.0h M, et al. Prostate. 2019 Jun;79(8):880-895

2 Lozano et al Br J Cancer 2021 Phadeaths 0 1 10 23 37 5% B7F 115 133 153 174 181 191 199 208 221 228 234 38 243 244
3. Mateo J et al. New Engl J Med. 2015;373:1697-708 BROAS carvisrs
4.0h M, et al. Prostate. 2019 Jun;79(8):880-895 Mo, at risk: W13 12N MW E 5 4 4 1 1 0 000 0 0 @ 0 0

5. Castro E et al. J Clin Oncol 2019 PCa dunths not 2 3 3 & F T & E 4 4 4 O A4 8 4 8 0 ¥ A



Insegnamenti dal PROUND sul test

PREVALENCE OF DDR IN TISSUE

/ Patients with \

qualifying HRR*

PROFOUND

Patients entered Samples Samples eligible F’at':,lentst v:trthd
samples teste
screening received at FMI for testing Successful

s ‘ - - and reiorted

All patients 27.9

All primary tumors 2 K /
Archived primary 27

Newly collected primary 26.5

All metastatic tumors 323

Archived metastatic 339 *BRCA1, BRCA2, ATM, BARD1, BRIP1, CDK12, CHEKT1,
Newly collected metastatic 20.7 CHEK2, FANC, PALB2, PPP2R2A, RAD51B, RAD51C

K / " RAD51D, RAD54L

De Bono JS, et al. Annals of Oncology (2019) 30 (suppl_5): v325-v355.



MCRPC e mutazioni di HRR — ruolo prognostico

CAPTURE: Study design

Patient eligibility Gene Panel
PROREPAIR-B Enrolled prospectively in any PROCURE
':tﬁ;':: — Cé:;:’t:tR‘lE All standard Tx study at 1L mCRPC ATM FANCA
NCT03075735 1L with standard dose of docetaxel, BRCA1 HDAC2

] . - BRCA2 PALB2
cabazitaxel, AAP* or enzalutamide BRIP1 RAD51B

PROSTAC Availability of a DNA sample for germline CDK12 RADS54L

Dhe variants analysis CHEK?2
NCT02362620 Archived FFPE sample with tumor tissue

amenable for molecular analysis
according to central pathologist Planned analyses groups

No Prior PARPI or Alkylating agents
ECOG 0-2
Adequate Bone Marrow function

BRCA1/2 vs non-BRCA

BRCA1/2 vs HRR non-
BRCA

1L ARSI vs Taxane
Germline vs Somatic
Biallelic vs Monoallelic
BRCA1 vs BRCA2

Biomakers Studies Platform

FFPE: Formalin-Fixed Paraffin Embedded
ARSI: Androgen Receptor Signallinginhibitors
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MCRPC e mutazioni di HRR — ruolo prognostico

Prevalence and type of HRR alterations

Gene by gene alterations*

729 patients m

included

ATM 64 (8.8)
BRCA1 19 (2.6)
BRCA2 78 (10.7)
BRIP1 14 (1.9)
CDK12 15 (2.1)
Germline vs somatic Bi-allelic vs Mono-allelic CHEK?2 11(1.5)
o - paveEm-. FANCA 38 (5.2)
mE S amm HDAC2 iz

_ 'j; PALB2 4 (0.5)

| RAD51B 3(0.4)

L B RAD54L 5(0.7)

53 (7.3% *NOTE: 5.5% cases had alterations in >1 gene

BRCA1/2 HRR non-BRCA
96 (13.2%) 127 (17.4%)

| H
gBRCA12| | Mono-alielic HRR
25 (3.4% non-BRCA
74 (10.1%)

| sHRR non-BRCA | \
s 98 (13.4%) N sBRCA1/2)
b <G 71(9.8%) [l

mmll mono-allelic

29 (4.0%)
2023 ASCO #ASCO23 presenten Bv: David Olmos MD PhD @Dolmos77
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MCRPC e mutazioni di HRR — ruolo prognostico

100.00

100 . H
9% : : . . .
- : P e La scelta della prlma.lme.a di
o - - H trattamento non differisce
Q . . . . . .
g 60 : : 57.50 nei diversi gruppi
g 50 : : H molecolari, mentre i
h . . . . . . .
a :g : : . pazienti con mutazioni di
50 BRCA1/2 hanno maggior
10 : : probabilita di ricevere una |l
o T 2L 3L 1L 2L 3L 1L 2L 3L linea di terapia rispetto agli
% [ BRCA (n=96) | | [HRRnon-BRCA(n=127)| | | non-BRCA(n=633) | altri
Other 0.00 0.00 10.42 0.00 0.00 1.57 0.00 0.16 5.85
m Ra223 0.00 8.33 7.29 0.00 7.09 9.45 0.00 4.90 9.48
® Enza 19.79 5.21 3.13 19.69 11.02 9.45 21.01 10.27 7.74
AAP 44.79 15.63 2.08 37.01 12.60 7.87 38.70 14.85 6.00
® Caba 3.13 9.38 29.17 0.79 8.66 21.26 1.90 8.06 23.54
® Doce 32.29 53.13 5.21 42.52 39.37 38.39 40.76 4.90

7pts BRCA1/2, 2 pts HRR non-BRC ,3 pts non-HRR non-BRCA received PARPI alone or incomabination as 3L, 4L or 5L for mCRPC
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ASCO AMERICAN SOCIETY OF
Copies ofthis presentation obtainedthrough Quick Response (QR) Codes CLINICAL ONCOLOGY

are for personal use only and may not be reproduced without permission KNOWLEDGE CONQUERS CANCER
¥ from ASCO® or the author of this presentation.

2023 ASCO #ASCO23 presented By: David Olmos MD PhD @Dolmos77

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org




MCRPC e mutazioni di HRR — ruolo prognostico

Percentage of patients without event

Radiographic Progression Free-Survival

BRCA1/2 vs non-BRCA

—e— BRCA

——e— non-BRCA
BRCA (n=94)*  non-BRCA (n=630)

Events 79 511
Median (95% CI; months)

7.1 (6.4-8.6) 10.3 (9.6-11.5)

Hazard ratio (95% Cl): 1.70 (1.32-2.19)
p<0.0001

BRCA
non-BRCA

T T T T T 1 T I 1 T T T T T 1 T T T T T T
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95 100
Months

No. of patients still at risk

94 77 20 6

5

3

3

1

1

1

630 511 287 179 116 71

53 38 24 20

1
10

1
7

*rPFS data were missing for two patients

Percentage of patients without event

BRCA
HRR non-BRCA

BRCA1/2 vs HRR non-BRCA

—e— BRCA

Events
Median (95% CI; months)

BRCA (n=94)
80

7.1 (6.2-8.5) 9.0 (7.1-10.8)

Hazard ratio (95% Cl): 1.34 (0.98-1.81)
p=0.0641

—=— HRR non-BRCA

HRR non-BRCA (n=125)
105

T T T T T T T T T T T T T T T T T T T

0 5
Months

T T

10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95 100

No. of patients still at risk

94 77 20 6
125 95 46 29

5
13

5

NOTE: propensity score weighted Kaplan Meier curves / Adjusted HR & p-values by Inverse probability weighted Cox models
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MCRPC e mutazioni di HRR — ruolo prognostico

Overall Survival

BRCA1/2 vs non-BRCA

—e— BRCA

—s— non-BRCA
BRCA (n=96)
93

Events
Median (95% CI; months)

Hazard ratio (95% CI): 1.95 (1.55-2.45)
p<0.0001

Percentage of patients without event

19.4 (16.8-21.1) 27.9 (25.8-29.6)

non-BRCA (n=633)
542

T T T T T T T T T T T T T T T T T T

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95 100

Months
No. of patients still at risk
BRCA 96 90 83 67 43 25 16 9 6 4 4 2 0
non-BRCA 633 610 551 483 417 340 267 203 139 94 52 37 27 20 13 7 5 3

2

0

100%

90% -

80%

70%

60%

50% 1

40%

30%

Percentage of patients without event

20%

10%

BRCA1/2 vs HRR non-BRCA

—e— BRCA
——&— HRR non-BRCA
BRCA (n=96) HRR non-BRCA (n=127)
Events 94 19

Median (95% CI; months)  18.4 (16.7-20.3) 21.9 (18.3-24.4)

Hazard ratio (95% Cl): 1.40 (1.06-1.84)
166

0%

BRCA
HRR non-BRCA

r-arsr L. r.rrIraEaT.E.rrre,re],rrrr I
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95 100

Months
No. of patients still at risk
9 91 83 64 41 24 16 9 5§ 3 3 1 0

127 122 103 85 67 50 36 24 13 12 6 5§ 4 3 2 1 0

NOTE: propensity score weighted Kaplan Meier curves / Adjusted HR & p-values by Inverse probability weighted Cox models
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MCRPC e mutazioni di HRR - ruolo prognostico

Summary of outcomes by subgroup

BRCA < HRR non-BRCA < All < non-BRCA

All
(N=729)
“v .
BRCA BRCA1/2 carriers have worse
= I (n=96) .
1L mCRPC . Proghosis
. """#  HRR non-BRCA
‘oo, (n=127)
%
non-BRCA
(n=633) 28.1
6 1I0 2I0 3l0 4l0 SIO 6l0
Months since randomisation
NOTE: naive, non-adjusted, median survival outcomes mrPFS ®=mPFS2 =OS
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MCRPC e mutazioni di HRR — ruolo prognostico

Exploratory analysis within BRCA1/2 subgroup

rPFS

PFS2

0s

Median
(95%Cl)

HR (95%Cl),
p-value

Median
(95%Cl)

HR (95%Cl),
p-value

Median
(95%Cl)

HR (95%Cl),
p-value

Taxane 1L (n=34)
Vs
ARSI 1L (n=62) *

7.0 m (3.0-9.5)
VS
6.2 m (5.9-8.5)

p=0.918

1.03 (0.61-1.73),

12.7 m (9.5-16.6)
VS
12.5m (10.8-13.7)

1.06 (0.68-1.67),

p=0.796

18.7 m (14.1-19.7)
VS
18.2 m (16.6-20.3)

1.21(0.81-1.82),
p = 0.346

Germline (n=25)
Vs
Somatic (n=71) *

5.9 m (5.8-32.7)
VS
8.2 m (6.4-8.9)

p=0.729

0.87 (0.38-.1.96),

13.9 m (9.0-19.0)
VS
12.3m (11.1-13.3)

0.67 (0.33-1.37),

p=0.270

22.5m (16.7-31.2)
VS
18.2 m (15.2-20.2)

0.56 (0.30-1.07),
p=0.078

Bi-allleic (n=54)
Vs
Mono-allelic (n=42)

7.1m (6.1-8.9)
VS
7.0m (5.9-9.4)

p = 0.460

1.19 (0.75-1.88),

12.1m (10.6-13.7)
VS
12.6 m (10.9-15.8)

1.40 (0.92-2.15),

h-0121

17.7 m (15.2-22.3)
VS
19.4 m (13.4-20.9)

1.18 (0.76-1.85),
p = 0.464

BRCA2 (n=78)
VS
BRCA1 (n=18) *

7.0m (5.9-8.2)
VS
8.6 m (5.9-10.9)

p = 0.487

1.17 (0.76-1.81),

11.7 m (10.8-12.8)
VS
14.4m (8.1-19.3)

1.36 (0.81-2.30),

p=0.245

17.6 m (15.2-20.0)
VS
20.3m (11.3-31.0)

1.11 (0.68-1.83),
p=0.676

* Due to small sample size, the propensity score method was not able to fully balance the BL characteristics in the subgroup

* Nei pazienti con mutazioni di BRCA1/2 non vi € alcuna differenza fra la | linea con taxani o ARSI.

°* Non si osserva inoltre nessuna differenza significativa fra mutazioni germinali o somatiche, alterazioni mono- o bi-
alleliche, e mutazioni in BRCA 1 o 2.




MCRPC e mutazioni di HRR — ruolo prognostico

Alterazioni germinali e somatiche di BRCA1 e 2 si associano a peggior outcomes (in termini di rPFS, PFS2 e
OS) in pazienti con mCRPC trattati in | linea sia con ARSi che con taxani (quindi 'outcome peggiore e
indipendente dal tipo di terapia in | linea)

Alterazioni BRCA1/2 si associano a peggior prognosi rispetto alle alterazioni in altri geni HRR

La prognosi peggiore di questi pazienti non e imputabile ad una minore esposizione a trattamenti efficaci
nel sottogruppo di pazienti BRCA1/2 mutati

Nel sottogruppo BRCA mutato non vi e alcuna differenza in PFS, PFS2 e OS per il tipo di mutazione
(somatica vs germinale, mono-allelica vs bi-allelica, BRCA1 vs BRCA2)

— BRCA1/2 are the key genes. Do molecular test!



Agenda

* Ruolo predittivo delle alterazioni di HRR (BRCA1/2) — studio TALAPRO-2
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TALAPRO-2: Phase 3 study of talazoparib plus enzalutamide
versus placebo plus enzalutamide as first-line treatment for
patients with metastatic castration-resistant prostate cancer
harboring homologous recombination repair gene alterations

(HRR-deficient population)

Karim Fizazi," Arun A. Azad,? Nobuaki Matsubara,® Joan Carles,* Andre P. Fay,® Ugo De Giorgi,®
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This study was sponsored by Pfizer Inc. Astellas Pharma Inc. provided enzalutamide.
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1L mCRPC: ARSI+PARPi

rPFS
mBRCA1/2

PROpel Abiraterone + 0.50(0.34 -0.73) 0.23(0.12-0.43)
Olaparib

Chi et al. JCO 2023
Clarke et al. NEJM Evidence 2022
Agarwal et al. ASCO GU 2023



TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study

Patient population Talazoparib 0.5 mg* + Primary endpoint
«  First-line mCRPC enzalutamide 160 mg, Radiographic progression-free survival (rPFS) by
. ECOG performance status (PS) 0 or 1 once daily blinded independent central review (BICR)
(N=402)
Stratification factors (%025 1m caily If moderate renal Apamient) Key secondary endpoint
» Prior abiraterone? or docetaxel in » Overall survival (alpha protected)
castration-sensitive setting (yes vs no) (N=805)

* HRR gene alteration gtatus Other secondary endpoints
(deficient vs nondeficient or unknown) . .
Time to cytotoxic chemotherapy

+ 5 . b
All comers (Cohort 1), N=805 P!acebo PF§2 t?y investigator assessment
enzalutamide 160 mg, once Objective response rate (ORR)

 — daily Patient-reported outcomes

Nondeficient
HRRm HRRm N=403 Safet
orunknown  \_1cq  N=230 ( ) 4 (Data cutoff: August 16, 2022)

N=636

HRRm only (Cohort 2), N=399 Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,

CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne®CDx and/or
FoundationOne®Liquid CDx

We report results only from the all-comers cohort of men unselected for HRR gene alterations

To maintain the overall type | error at or below 1-sided 0.025, alpha for rPFS by BICR was split equally between the all-comers and forthcoming molecularly selected cohort (1-sided alpha of 0.0125 for
each). If the rPFS showed statistically significant improvement, overall survival was tested in a hierarchical stepwise procedure to preserve the overall type | error.
aTwo patients in each treatment arm received prior orteronel. ®Time from randomization to the date of documented progression on the first subsequent antineoplastic therapy or death from any cause, whichever occurred first.
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TALAPRO-2 Primary Endpoint: rPFS by BICR

Treatment with talazoparib plus enzalutamide resulted in a 37% reduced risk of progression or death

TALA + ENZA ~ PBO +ENZA
(N=402) (N=403)

Talazoparib + Enzalutamide Events, n 151 191

Median (95% CIl), Not reached (NR) 21.9
months (27 .5-NR) (16.6-25.1)

(/2]
'8
R~
—
o
=y
8
©
Q2
e
o

Placebo + Enzalutamide 0.63 (0-51_0-78);
HR (95% Cl)
P<0.001

B i T T T Median follow-up for rPFS was
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 24.9 and 24.6 months, respectively
No. at risk Months

TALA + ENZA 402 379 353 326 318 285 256 234 226 209 193 175 136 97 67 61 29 13 2 2 1

0
PBO + ENZA 403 346 311 279 272 237 200 185 179 154 140 124 96 68 43 42 14 3 1 1

1 0

A consistent treatment effect was seen for investigator-assessed rPFS: HR 0.64 (95% CI, 0.50-0.81); P < 0.001

Stratified hazard ratios (HRs) and 2-sided P values are reported throughout this presentation unless otherwise stated.
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TALAPRO-2: rPFS by BICR by HRR Status

A clinically meaningful reduction in risk of progression or death was seen regardless of HRR status

HRR-deficient HRR-nondeficient or unknown

TALA + ENZA PBO + ENZA
(N=85) (N=84)
Events,n 37 49
Median (95% Cl), 27.9 16.4
months (16.6-NR) (10.9-24.6)

HR (95% Cl) 0.46 I-'Sg.::)o(;gim);

Talazoparib +
Enzalutamide

Talazoparib +
Enzalutamide

TALA + ENZA  PBO + ENZA
(N=317) (N=319) Placebo +
Events,n 114 142 Enzalutamide
‘47  Median (95% CI), NR 225
Placebo + months  (27.5-NR) (19.1-30.5)
Enzalutamide

0, .
HR (95% Cl) 0.70 (95:’::)’.36?-0'89)’

| L e
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

No. at risk Months

TALA + ENZA 317 296 272 250 243 220 199 183 177 167 153 138 106 74 50 46 23 10 2 2
PBO + ENZA 319 274 250 224 218 194 166 155 149 129 119104 79 57 37 36 12 3 1 1

(7
L
>
[
2
a
©
a
e
o

Probability of rPFS

S | | | | 1 | O | | T (i |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 0 2 4 6 8

No. at risk Months

TALA+ENZA 85 83 81 76 75 65 57 51 49 42 40 37 30 23 17 15 6 3 0 O
PBO+ENZA 84 72 61 55 54 43 34 30 30 26 21 20 17 11 6 6 2 0 O O O O

HRR gene alteration status (deficient vs nondeficient or unknown) as a stratification factor.
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TALAPRO-2: Study Cohorts and Enroliment

Talazoparib + enzalutamide

All-comers (Cohort 1), N=805 ) (N=402)

Recruited first, data cutoff: August 16, 2022 .
Placebo + enzalutamide

I—A—\ (N=403)

Nondeficient rPFS in all-comers population

onaerticien tested at 1-sided alpha 0.0125
HRRm

or unknown HRRm

Talazoparib + enzalutamide
\_'7 (N=200)
EECHI S SN _ : Placebo + enzalutamide

Recruitment continued after completion of (N=199)
enroliment in cohort 1, data cutoff: October 3, 2022

224 rPFS events would provide 85% power to detect an
HR of 0.64 using a 1-sided stratified log-rank test with
an alpha of 0.01252

2An interim analysis (IA) was planned with ~70% of the total required events. The HRRm cohort would be stopped for efficacy if the pre-specified efficacy boundary was crossed
(P < 0.003). As the efficacy boundary was crossed at the IA rPFS, this became the final analysis. Survival and safety follow-up is continuing. All other endpoints are final.
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Ruolo predittivo delle alterazioni di HRR (BRCA1/2) — studio TALAPRO-2

TALAPRO-2 HRR-Deficient: Baseline Demographics and Disease Characteristics
These were well-balanced between treatment arms

Talazoparib + Enzalutamide Placebo + Enzalutamide
(N=200) (N=199)
Age, median (range), years 70 (41-90) 71 (44-90)
Prostate-specific antigen (PSA), median (range), ng/mL 19.6 (0.2-3412.0) 18.0 (0.0-1055.0)
Disease site, n (%)

Bone 175 (87.5) 158 (79.4)
Lymph node 82 (41.0) 94 (47.2)

Visceral (lung/liver) 23 (11.5)/9 (4.5) 26 (13.1)/6 (3.0)
ECOG PS 0/1, n

Prior abiraterone? or docetaxel, n (%) 15(31.5) 74 (37.2)

Abiraterone 16 (8.0) 16 (8.0)

Docetaxel 57 (28.5) 60 (30.2)
Tissue source for prospective HRR gene alteration testing, n (%)

Tumor tissue only 76 (38.0) 80 (40.2)
Tumor tissue and blood (circulating tumor DNA) 121 (60.5) 115:(57.8)

Blood (circulating tumor DNA) only 3:(1.5) 4 (2.0)

aOne patient in each treatment arm received prior orteronel.
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TALAPRO-2 HRR-Deficient Primary Endpoint: rPFS by BICR
Treatment with talazoparib plus enzalutamide resulted in a 55% reduced risk of progression or death

1.0
TALA + ENZA PBO + ENZA

(N=200) (N=199)
Events, n 66 104

Talazoparib + Enzalutamide Median (95% Cl),  Not reached 13.8
months (NR) (21.9-NR) (11.0-16.7)

0.45 (0.33-0.61);
P < 0.0001

HR (95% Cl)

(/2]
L
s
S
£
)
®
2
9o
a

Median follow-up for rPFS was
17.5 and 16.8 months, respectively
Placebo + Enzalutamide

0.0

T e e e
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

No. at risk Months

TALA + ENZA 200 191 180 168 163 131 107 86 82 60 49 45 34 26 21 19 9
PBO + ENZA 199 171 149 131 126 96 67 51 47 38 29 25 21 11 7 7 4 0o O

A consistent treatment effect was seen for investigator-assessed rPFS: HR 0.48 (95% Cl, 0.33-0.67); P< 0.0001

Stratified hazard ratios (HRs) and 2-sided P values are reported throughout this presentation unless otherwise stated.
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Ruolo predittivo delle alterazioni di HRR (BRCA1/2) — studio TALAPRO-2

TALAPRO-2 HRR-Deficient: rPFS by BICR by Selected Gene Subgroups

Broad treatment effect with talazoparib plus enzalutamide seen across gene subgroups

Talazoparib + Placebo +
Enzalutamide Enzalutamide

Subgroup Events/N Median, mo
All HRR-deficient 65/198 104/197 NR/13.8 0.44 (0.32-0.60) <0.0001

Only BRCA1 2/8 519 20.0/11.7 b 4 0.17 (0.02-1.51) 0.074
Only BRCA2 11/55 40/60 NR/11.0 0.19 (0.10-0.38) <0.0001
Only PALB2 3/6 4/5 NR/8.6 G i 0.56 (0.12-2.51) 0.44
Only CDK12 12/28 18/30 21.9/13.8 ] 0.49 (0.23-1.02) 0.055
Only ATM 12/35 7122 NR/27.7 0.76 (0.30-1.94) 0.58
Only CHEK2 8/24 8/24 22.1/INR 0.90 (0.34-2.39) 0.83
BRCA cluster 15/71 54/84 NR/11.0 0.20 (0.11-0.36) <0.0001
PALBZ2 cluster 37 6/8 NR/8.3 L i 0.46 (0.12-1.87) 0.27
CDK12 cluster 13/35 23/36 21.9/13.8 0.38 (0.19-0.76) 0.0045
ATM cluster 16/43 9/29 27.9/127.7 0.90 (0.39-2.04) 0.80
Other gene cluster 18/42 12/40 22.1/NR —@— 1.51 (0.73-3.15) 0.26

HR (95% CI) 2-Sided P Value

0.01 0.1 1.0 10.0

<

Favors Talazoparib + Enzalutamide Favors Placebo + Enzalutamide

Gene clustering alteration dominance hierarchy is any BRCA1/2 alteration (BRCA cluster), then any PALB2 (PALB2 cluster), then any CDK12 (CDK12 cluster), then any ATM (ATM cluster), then any of all
other HRR12 genes (with each patient counted only once).
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TALAPRO-2 HRR-Deficient: Overall Survival (Interim Analysis)

Overall survival data are immature (24% maturity overall)

1.0

TALA + ENZA PBO + ENZA
(N=200) (N=199)
Talazoparib + Enzalutamide
Events, n 43 93

Median (95% Cl), NR 33.7
months  (36.4-NR) (27.6-NR)

0,  —
HR (95% Cl) HR 0.69 (?’5=A:OC(:,6§.46 1.03)

e
6
-y
o
©
38
2
a

Placebo + Enzalutamide

BRCAm HR 0.61 (95% ClI, 0.31-1.23; P= 0.16)
non-BRCAm HR 0.71 (95% Cl, 0.43-1.18; P= 0.18)
0.0

e — T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 18 patients in the control arm and
No. at risk Months

3 patients in the talazoparib arm
TALA + ENZA 200 199 197 193 187 172 152 130 118 103 90 79 59 43 31 27 19 9 5 subsequently received olaparib
PBO+ENZA 199 198 190 184 176 159 140 116 99 83 74 60 44 36 27 23 11 5 1
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Ruolo predittivo delle alterazioni di HRR (BRCA1/2) — studio TALAPRO-2

rPFS
mBRCA1/2

PROpel Abiraterone + 0.50 (0.34-0.73) 0.23(0.12-0.43)
Olaparib

» BRCA1/2 are great predictive biomarkers for PARP inhibitors
» Efficacy of Enzalutamide + Talazoparib is as good as other ARi + PARPi combinations




Ruolo predittivo delle alterazioni di HRR (BRCA1/2) — studio TALAPRO-2

» Few patients previously received an AR pathway inhibitor
» Few patients who progressed on PBO received subsequent PARPI

» TALAPRO-2 studies the benefit of PARPi, not combination vs sequential ARi + PARPI

: : rPFS HRRm rPFS BRCA1/2 : Subsequent

Enzalutamide 0.45 0.20
=21 0
TALAPRO-2"  rolazoparib  (0.33-0.61) (0.11-0.36) 8% tiik

Abiraterone + 0.50 0:23

2 0 0
FAQIEE Olaparib (0.34-0.73) (0.12-0.43) B ik
Abiraterone + 0.73 0.53
3 0 )
MABRITUDES | N iraparib (0.56-0.96) (0.36-0.79) el '

Quanto I’ARSi aggiunge al PARPi (combo vs PARPi in monoterapia)?
MASee s o 2 et



Ruolo delle linee guida: AIOM

[ Paziente con carcinoma prostata metastatico I

rI'|."Iini-cn:n.mseling

Valutazione qualitativa e quantitativa del }_

N tessuto per test BRCA 1/2 se=
v
l Somatico }1- —————— A Germinale J

Variante patogenetica acquisita ! -
per mutazione somatica: ._U + - Variante patogenetica costituzionale:
no tumore ereditario - L Tumore ereditario BRCA-relato
BRCA-relato 1

Percorso Preventivo:
Consulenza Genetica
Test a consanguinei; Programmi di
sorveglianza; Strategie di riduzione
del rischio

Valore predittivo del test di ]
risposta a inibitori di PARP J

Raccomandazioni AIOM per I'implementazione dell'analisi mutazionale
BRCA nei pazienti con carcinoma della prostata metastatico. 02/2021

* Da considerare la re-biopsia a negativita del germinale



Agenda

Il ruolo della RT nel trattamento del de-novo mCSPC - studio PEACE-1

Ruolo prognostico delle alterazioni germinali/somatiche di HRR (BRCA1/2) —
studio CAPTURE

Ruolo predittivo delle alterazioni di HRR (BRCA1/2) — studio TALAPRO-2

C’e spazio per nuove combinazioni? — studio LuPARP



C’e posto per nuove combinazioni? — studio LUPARP

2023 ASCO
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LuUPARP: Phase 1 trial of """Lu-PSMA-617 and
olaparib in patients with metastatic castration
resistant prostate cancer.

Shahneen Sandhu'-2, Anthony M. Joshua3, Louise Emmett*, Megan Crumbaker3, Mathias Bressel?5 Rhonda Huynh®, Patricia D. Banks',
Rosyln Wallace', Anis A. Hamid', Andrisha-Jade Inderjeeth’, Ben Tran'2, Arun A. Azad'2, Ramin Alipour2’ Grace Kong?7, Aravind S.
Ravi Kumar27, Javad Saghebi27, Scott Williams28, Timothy J. Akhurst27 Rodney J. Hicks®, Michael S. Hofman27.

Department of Medical Oncology, Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia

Sir Peter MacCallum Department of Oncology, University of Melbourne, Melbourne, Victoria, Australia

Department of Medical Oncology, St Vincent's Hospital, Kinghorn Cancer Centre, Sydney, NSW, Australia

Department of Theranostics and Nuclear Medicine, St Vincent's Hospital, Kinghorn Cancer Centre, Sydney, NSW, Australia
Centre for Biostatistics and Clinical Trials, Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia

Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia

Molecular Imaging and Therapeutic Nuclear Medicine, Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia
Department of Radiation Oncology, Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia

St Vincent’'s Medical School, the University of Melbourne, Victoria, Australia
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C’e posto per nuove combinazioni? — studio LUPARP

LUPARP: Background

Lu-PSMA radioligand therapy
« Similar OS outcomes vs cabazitaxel
» Better PSAresponses, better safety profile

But...
» Not all patients have robust benefit
* No “tail on the curve”

Can addition of intermittent olaparib

* Increase the number of patients who benefit from
Lu-PSMA therapy?

« Extend the benefit of Lu-PSMA therapy?

2023 ASCO #ASCO23 presented By: David VanderWeele

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Progression-free survival (%)

OS in VISION

177y-PSMA-617+standard care

Standard care alone

Percent of Patients Alive
w
=3

T — 1T 1T T T T T T T 1 1
0 2 4 6 8 10 12 4 16 18 20 2 4 26 28 30 R

Months since Randomization

PFS in TheraP

— [*’Lu]Lu-PSMA-617
—— (abazitaxel

s HR 0-63 (95% Cl 0-46-0-86)

p=0-0028
0-50

0-25

o
w
o
s}
=
N
[any
U
[uny
(o]

Months
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C’e posto per nuove combinazioni? — studio LUPARP

LUPARP: Leveraging Radiosensitization

= 177Lu-PSMA-617 delivers a payload Replicative

error or

of B radiation to PSMA expressing mismatch
tumors

= 7 uy-PSMA-617 primarily causes

SS-DNA breaks, repaired by PARP- :
dependent BER 03 =p | HR | NHE)

or BER
MSH2 Q®
= Blocking PARP could result in the PAOZ i ML Heszpail
conversion of DNA SSBs to lethal ggp;;g XXX @ @ —

D B Vi f I’k " MSH2 e'pa” RLixrcapaaririb
S NSRS AGCGT POLB .BRB k‘\ O:lala'pari'b:
& o o 0 1 2 elipan
= 177 y-PSMA-617 in combination with TCrba DNA,,gase,., ,“ffé?)‘m_, Al 3
olaparib leverages DNA-damaging @ == NI s
s . : EXO1 FZosery) CC-115
and potentlal_lrr)mune modulating Masas
effects of radioligand therapy ® o L
= Enhanced anti-tumor activity shown Proasertp
. . " . T -0575
in combination of PARPi and Gl 5 G M B CCT245737
i . . ATM ATR
radiotherapy including '77Lu- Gl O @D R @R
DOTATATE e Pilié PG et al. Nature Reviews Clinical Oncology 16, 81-104 (2018). F—Adavosertib
7 wtep sy Shah Sandh 1. Nonnekens J et al. Th tics. 2016:6(11):1821-32. AUERICAN SOCIETY OF
ig%\fuﬁfv\sESNOG e Bproperty laih njfn ndf:CO :rmssaon required for reuse; contact permissions@asco.org 2. Czlr;lr:\eaneencs: ete;Ia Sci Re;?)n%%;cos"]o(‘])‘]o('] 9% ﬁo&&%noums CANCER



C’e posto per nuove combinazioni? — studio LUPARP

LuPARP

Lu-PSMA + 14-21 days olaparib starting around the time of Lu-PSMA infusion

L B =

LuPARP: Phase 1 Trial Schema

Metastatic CRPC (N=48)
Post enzalutamide, abiraterone
or apalutamide

+ Prior docetaxel

Mmsh(lc CRPC (N=48)
Post enzalutamide,

« Normal organ function E P;'MTI'V“. abiraterone or apalutamide

+ ECOG 0-1 "Dlg,‘; '; i + Patient can have had

« %Ga-PSMA-11 + FDG PET/CT docetaxel. 8
criteria: RP2D + PSMA-avid disease

v PSMA SUVmax > 15 at any site - + Normal organ function

v SUVmax > 10 at other sites Secondary « ECOG 0-1

v No FDG disconcordance Endpoints:

Baseline  Week 2-4 Week 12 Week 24 12 weekly Progressive
Safely, Disease
*no genomic biomarker rPFS,
preselection PSA-RR,
PSA-PFS,
osi e ®  7Lu-PSMAB17
177Lu-PSMA-617 - 7.4 GBq 6 weekly [ Olaparib
Up to 6 cycles given in conjunction with olaparib
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Short-term Safety? 32 patients

« 0DLTs
Long-term Safety? L] + 3 Treatment Delays

Responses and Duration? |:| « 0 Treatment Discontinuation




Maximum PSA change from cycle 1 day 1 (%)

C’e posto per nuove combinazioni? — studio LUPARP

-100 : _ i ‘
30

5 10 15 20 25

B Cohort 1: 50mg Day 2-15

I Cohort 2: 100mg Day 2-15
B cohort 3: 150mg Day 2-15
B cohort 4: 200mg Day 2-15
B Cohort 5: 250mg Day 2-15
Bl
|
o
[ |

Cohort 6: 300mg Day 2-15
Cohort 7: 200mg Day -4-14
Cohort 8: 300mg Day -4-14
Cohort 9: 300mg Day -4-18

PSA 2 50% response = 66% (21/32)
PSA 2 90% response = 44% (14/32)
ORR by RECIST 1.1 = 78% (7/9)

*Patients in cohorts 8 & 9 are early in treatment cvcles

Study Therapy m P?:ofo

Patient

LuPSMA + . .
LuPARP = | = b 66% 44%
VISION'  LuPSMA 46% (33%)

TheraP?  LuPSMA 66% 38%




C’e posto per nuove combinazioni? — studio LUPARP

177Lu-PSMA-617

(UpFrontPSMA**, PSMAaddition**, Bullseye)

1

Docetaxel
177Lu-PSMA-617 Abiraterone
(LuTectomy*) Enzalutamide
Apalutamide

1 Clinical

—>» Metastases:

.. . Noncastrate
Clinically Rising
Localized —>3» PSA —
Disease Noncastrate
—— nmCRPC
Active surveillance Apal ,
Surgery Local Salvage . . pa Iutamllde
Radiation therapy Androgen Deprivation nza utam.|de
Darolutamide

Androgen Deprivation

Different colours represent various PSMA-targeted radiopharmaceuticals

* = expected results in 2023
** = expected results in 2024

Courtesi of Dr. Bauckneht

225Ac-PSMA-617 (AcTION)
225Ac-PSMA-I&T (TATCIST*)
225Ac-J591 (NCT04506567)

177Lu-PSMA-617 + 225Ac-PSMA-617 (NCT04886986**)

|

mCRPC: mCRPC: mCRPC:
1 Line ——2 2" Line > > > Line X
Docetaxel Cabazitaxel Radium-2.23

Sipuleucel-T Abiraterone Rucapanb

Abiraterone Enzalutamide Pembrolizumab

Enzalutamide

Olaparib ]

177Lu-PSMA-617
177Lu-PSMA-617, 177Lu-PSMA 1&T

(PSMAfore*)
177Lu-PSMA-617 + Enza (LuPSMA, VISION, Thera-P,
(ENZA-P¥) SPLASH*, ECLIPSE**)

177Lu-PSMA-617 + Cabazitaxel (LuCAb)
177Lu-PSMA-617 + PARPi (LUPARP)
177Lu-PSMA-617 + ICIs (PRINCE, EVOLUTION)



Neoplasie Genito-Urinarie:
Tumore della Prostata
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