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Potencial Clasificacion Molecular del Cancer de Préostata e implicaciones terapéuticas

AR-variant (i.e. AR-V7)-driven CRPC:

AR degraders, cofactor inhibitors, taxanes
AR-driven mCRPC Inhibition of enhanced androgen synthesis
AR N-terminal or DNA-BD inhibitors
GR or PR inhibition

HRD* CRPC (BRCA1/2, PARP inhibitor-based therapy,
ATM, PALB2, etc.) immuno-oncologic combinations

Me’rcil)sc'raflc MSThish or MMRD mCRPC PD-1-based immunotherapy

PTEN, IP3K, AKT AKT Inhibitors

DLL3 inhibition, combinations
Aggressive variant and NEPC Immunotherapy
Platinum-based chemotherapy

AR, androgen receptor; (m)CRPC, (metastatic) castration-resistant prostate cancer; DLL3, delta-like ligand 3; DNA-BD, DNA binding domain; GR, glucocorticoid receptor;
HRD, homologous recombination deficiency;: MMRD, mismatch repair deficient; MSI, microsatellite instability; NEPC, neuroendocrine prostate cancer; PARP, poly (ADP-ribose) polymerase; PD-1, programmed cell death
protein 1; PR, progesterone receptor
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* Valor prondstico de alguna de las variantes
(Prophecy Study. Amstrong AJ, et al. J Clin Oncol 2018)

PFS (probability)
0S (probability)
o o

« ¢(Seleccion de la terapia dirigida al RA de primera linea?

- F877L mutation: Potencial Resistencia a tratamientos dirigidos al AR,
especificamente Apa/Enza, pero no Darolutamida

» Seleccidn de pacientes para Qt (Scher et al. JAMA Oncol 4:1179-1186, 2018)

* Desarrollo de farmacos cuya diana sea el fragmento N-terminal
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PARP and AR are important for DNA repair in prostate cancer

PARP activity facilitates repair _
of DNA single-strand breaks

DNA damage

(single- and double- DNA repair mechanisms
strand breaks) that involve AR and PARP @

thmﬂ AR binds DNA and facilitates
repair through multiple pathways

DNA repair

m to damaged DNA
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Inhibition of PARP and AR in combination results in more DNA damage
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PROREPAIR-B: A Prospective Cohort Study of ti
Impact of Germline DNA Repair Mutations on tl
Outcomes of Patients With Metastatic
Castration-Resistant Prostate Cancer

PROREP

Gene/Group | AIR-B, %
(n =419)
ATM 1.91

BRCA1 0.95

BRCAZ2 3.34
PALB2 0
Ly 6.21
aim genes
107 genes
study panel 16.23
DDR genes in 7.40

BROCA panel*

CCS (%)

CSS (%)
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Median CSS (94% Cl)
= Noncarriers 33.2 months (28.3 to 38.0)
=——— ATM/BRCA1/BRCA2 23.3 months (14.2 to 32.5)

Log-rank test P =.264
HR, 1.32 (95% Cl, 0.81 to 2.17)

ATM/BRCA1/BRC2 R

33.2vs 28.3

p=0.264 L
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100 Group Median CSS (94% Cl)
= Noncarriers 33.1 months (27.9 to 38.3)
90 —— gDDR+ 28.6 months (17.9 to 29.4)
80 Log-rank test P = .646
HR, 1.08 (95% Cl, 0.78 to 1.50)
70
60
50
40 -
30
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20
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Median CSS (94% Cl)
33.2 months (29.0 to 37.4)
17.4 months (10.7 to 24.2)

Group

== Noncarriers

= BRCAZ2-carriers

Log-rank test P = .0266
HR, 2.10 (95% ClI, 1.07 to 4.10)

BRCA2
35.2vs17.4
p=0.026
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PARPi and prostate cancer
PARPi MONQOTHERAPY

BRCA1/BRCA2/ATM: m-rPFS HR 0.34 (7 vs 4 m); mOS HR 0.69 (19 vs 15m); ORR: 33%vs 2%

v' Olaparib (PROFOUND) > HRR+: m rPES HR 0.49

v" Rucaparib (TRITON 2) > BRCA1/2: ORR: 44% (CR: 11%); DOR=6m: 54%; m-rPFS 9 m; 12m-0S: 73%
v’ Niraparib (GALAHAD) = BRCA1/2: ORR: 34.2% (CR: 3%); m-rPFS 8 m; mOS: 13m

v’ Talazoparib = HRR+: ORR :33%
BRCA2: ORR: 46% (post-hoc)

PARPi COMBINATIONS

 Abiraterona + Olaparib (PROPEL)
 Abiraterona + Niraparib (MAGNITUDE)

 Enzalutamida + Talazoparib (TALAPRO-2)



MAGNITUDE: Randomized, Double-Blind, Placebo-Controlled Study

Prospectively selected biomarker cohorts designed to test HRR BM+ and HRR BM-

Study start: February 2019 Prescreening for Allocation 1:1

BM status® to cohort randomization

Niraparib + AAP Primary endpoint
* PFS by central review

Patient eligibility
* L1 mCRPC

=4 months prior AAP allowed

—

for mCRPC
« ECOGPSOor1 HRR BM+ F- e s 1‘
» BPI-SF worst pain score <3 panel. N Flacebo “ " \F ,-_W Secondary endpoints
3;?;:’ : « Time o cytoloxic chemotherapy

Stratifications BRCA?2 « Time to symptomatic progression
* Prnor taxane-based chemo for — 8RIP1 - « OS

mCSPC COK12
* Prior ARi for nmCRPC or ;;fg; Other prespecified endpoints

mCSPC HDAC? —> Niraparib + AAP « Time to PSA progression
« Prior AAP for L1 mCRPC PALB2 HRR BM- 2:23)
* HRR BM+ cohort only BN Planned N = 600 '

« BRCA1/2 vs other HRR
gene alterations

« Patient-reported outcomes

i e~ . ) [ 5
;-._4; . _'_\-b,, '9’.‘:7“":‘“3} | Time 10 pain progression
g i

Note: Patients could request to be
Clinical data cut-off was October 8, 2021 for the final rPFS analysis unblinded by the study steering committee

and go on to subsequent therapy of the
Patients were prospectively tested by plasma, tissue and/or saliva/whole blood. Patients negative by plasma only were required investigator's choice.
to test by tissue to confirm HRR BM-— status.
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MAGNITUDE: Randomized, Double-Blind, Placebo-Controlled Study :

Prospectively selected biomarker cohorts designed to test HRR BM+ and HRR BM-

| Failed: 181

SC reeni ng Entered screening (n = 946)
Screened: 765

HRR-: 32% —> Futility analysis
HRR+: 68%
BRCA1/2: 36%

HRR+ randomly assigned
(positive by =1 assay; n = 423)

BRCA1/2group (n=225) 53%
37% HRR+ by tissue and plasma assays (n = 159) Other HRR group (n = 198)
34% HRR+ by tissue assay only (n = 146)

29% HRR+ by plasma assay only (n=118)

~ NIRA + AAP at data cutoff (n =115)

Assigned to NIRA + AAP
and included in efficacy and
safety analyses (n = 212)

Discontinued NIRA + AAP (n = 97)
Progressive disease (n=72)
AE (n=19)
(COVID-19-related, n =7)
Patient's decision (n=6)

Still receiving

Assigned to PBO + AAP
and included in efficacy and
safety analyses (n = 211)

Discontinued PBO + AAP (n = 123)
Progressive disease {n =108)
AE (n=8)
(COVID-19-related, n =7)
Patient's decision (n=5)
Physician's decision (n=2)

Still receiving
PBO + AAP at data cutoff (n = 88)

HRR+ enrolled
onto open-label
combination tablet
formulation cohort (n = 95)

BRCA1/2 group (n =52)
Non-BRCA1/2 group (n = 43)



MAGNITUDE: Randomized, Double-Blind, Placebo-Controlled Study -

Prospectively selected biomarker cohorts designed to test HRR BM+ and HRR BM-

Outcomes  iprsin BRCA1/2 subgroup (central review) rPFS in HRR+ cohort (central review)
100 += 100 4=+ HRR+
90 - 901 m rPFS: 16 vs 14 m
80 - 80 7 HR: 0.73
70 70 -

60 :
5O {========= o~ - - = - e

PFS (%)
PFS (%)

40 - __ NIRA + AAP _ NIRA + AAP
30 - Median, mo b oo o 30 - Median, mo bt
NIRA + AAP 16.6 e NIRA + AAP 16.5 o ®
20 { PBO + AAP 10.9 PBO + AAP 20 4 PBO + AAP 13.7 PBO + AAP
10 J (HR, 0.53; 95% C1, 0.36-0.79) 10 4 (HR, 0.73; 95% cl, 0.56-0.96)
P = .001 P=.022
I I T T T T T T T T 1 1 1 1 1 1 1 1 1 I
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30

BRCA1/2 arm subgroup:

* ORR: 52% (CR: 18%) vs 31% (CR: 14%)
« TSP:HR0.85 (NR vs 24 m)

« TCC:HR0.56 (NR vs 27 m)

« 0OS:HRO0.88 (95% 0.55-1.34)

HRR+ subgroup:
« ORR: 62% (CR: 22%) vs 28% (CR: 11%)
« TCC and TSP analysis were not significant.



PROpel: a global randomized double-blind phase lll trial

Olaparib 300 mg bid Primary endpoint
: « Radiographic progression or death (rPFS)

abiraterone 1000
Docetaxel allowed at n=399 g ga" by investigator assessment
mHSPC stage

Patient population
1L mCRPC

No prior abiraterone Full dose of olaparib and abiraterone used :
Key secondary endpoint

Other NHAs allowed if et aln s

stopped 212 months prior

to enroliment wis .
Ongoing ADT Crossover was not allowed Additional endpoints

ECOG 0-1 Time to first subsequent therapy or death (TFST)

* Overall survival (alpha control)

Time to second progression or death (PFS2)
Stratification factors
« Site of distant metastases: P"?bo
bone only vs visceral vs other —_ HRRm! prevalence (retrospective testin
4 abiraterone 1000 mg qd* P ( i 9)

» Prior taxane at mHSPC: Health-related quality of life
yes Vs No n=397 pre

Safety and tolerability

Objective response rate (ORR)

Enroliment was not based on HRR status.
Borh tumour tissue (archival) and blood sample were collected retrospectively in 98%.
Genes assesed (14): ATM, BRCA1, BRCA2, BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, RAD51B, RAD51C, RAD51D, and RAD54L

Thre groups: HRRm, non-HRRm, and HRR unknown.



PROpel: a global randomized double-blind phase lll trial

Outcomes

rPFS by investigator assessment (INV)

All comers
m rPFS: 25vs 17 m

Abiraterone + Abiraterone +
e olaparib (n=399) | placebo (n=397 HR: 0.66
oy Events, n (%) 168 (42.1) 226 (56.9)
Median, months 24.8 16.6
081
07+ L HR (95% CI) 0.66 (0.54-0.81)
@ \\\ Pvalue <0.0001
T oo M 2-sided boundary for significance
S ¥
g o059 L“”‘\ﬁ..' ' :
iy
3 0 4 | \_L—‘
[ g
o 034
024
0.1
A 8.2 months
0.0 A T i U T R U S i e T i T e
0 2 6 8 10 12 14 16 18 20 22 24 26 28 30
Time from randomization (months)
Number of patients at risk:
Abiraterone + olaparib 399 367 340 313 301 274 251 227 219 167 104 8 57 26 5 & ’
Abiraterone + placebo 397 359 338 306 297 264 232 198 186 141 87 73 43 17 2 1 J
1.0 Abiraterone + | Abiraterone +
i olaparib placebo
b (n=399) (n=397)
0.8 - Events, n (%) 176 (44.1) 205 (51.6)
w o7 Median, months 421 34.7
o HR (95% CI) 0.81 (0.67-1.00)
S 06 Pvalue 0.0544
g' 05— 2-sided boundary for significance
é 0.0377
2 0| g S 47.9% maturity
T o3
02+
0.1 ATA4
months
0.0 T T L T T T T T T T T T T T T 1

Number of patients at risk:

Abiraterone + olaparib
Abiraterone + placebo

T
30 32 34 36 38,40

Time from randomization (months)

390 300 301 385 374 364 349 334 318 312 208 283 273 258 253 246 226 192 135 96 63 29
397 395 388 383 376 370 355 337 316 305 301 282 254 241 225 213 201 157 119 84 53 25

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

2 0
0 0

Probability of Progression-Free Survival

Probability of Progression-Free Survival

1.0

0.9

0.8

0.74

0.6

0.5

0.4+

0.34

0.2

0.1

HRRm
m rPFS: NRvs 14 m
HR: 0.50

Abiraterone + Olaparib (n=111)

l

Events, Median
No. (%) (mo)
Abiraterone + Olaparib 43 (38.7) NR )
Abiraterone + Placebo 73 (63.5) 139 Abiraterone + Placebo (n=115)

0.0

Hazard ratio for disease progression or death, 0.5
(95% Cl, 0.34 t0 0.73)

1.04

0.94

0.8

0.7+

0.6

0.54

0.4+

0.3+

0.24

0.1+

0.0

T T T T T T T T T T T T T T T T T
2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31

Time from Random Assignment (mo)

Non-HRRm
m rPFS: 24 vs 19 m
HR: 0.76

Abiraterone + Olaparib (n=279)

l
I

Events, Median

No. (%) (mo) Abiraterone + Placebo (n=273)
Abiraterone + Olaparib 119 (42.7) 24.1
Abiraterone + Placebo 149 (54.6) 19.0

Hazard ratio for disease progression or death, 0.76
(95% Cl, 0.60 to 0.97)

r—r T T 1 1 1 1 T T T T T T T T T T T T T T T T T 1
2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31

Time from Random Assignment (mo)



OLAPARIB (Lynparza) — Astrazeneca

Oncologic Drugs Advisory Committee Meeting - April 28, 2023

Table 1: PROpel: rPFS and OS by BRCA Mutation Status’

Undetermined BRCA
ITT BRCAm' ) non-BRCAm®
(N=796, 100%) (N=g5, 11%) status (N=427, 54%) FDA analyzed PROpeI.dat.a for
(N=284, 35%) subgroups based on likelihood of
Olaparib Placebo | Olaparib | Placebo || Olaparib Placebo Olaparib Placebo .
+AA/P | +AA/P | +AA/P | +AA/P [l +AA/P | +AA/P || +AA/P | +AA/P BRCA mutation.
rPFS (INV)
Mr:::\at?‘;n 25 17 NR 8 NR 19 22 17 ¢ BRCAm: positive by either tumor
(range) (20,28) | (14,19) | (19,NR) | (6,15) || (10,NR) | (14,22) || (17, 25) (14, 19) tissue or ctDNA tests.
HR? (95%Cl) 0.66 (0.54,0.81) 0.24 (0.12, 0.46) 0.66 (0.46, 0.94) 0.85 (0.66, 1.11) * Non-BRCAm: negative positive
rPFS (BICR) by either tumor tissue or ctDNA
Median in 28 16 NR 8 NR 19 20 17 tests
months (range)| (20,NR) | (14,19) | (NR,NR) | (4,16) (19, NR) | (14,22) || (17,28) (14,19) . _ .
HR (95%Cl) |  0.61(0.49, 0.74) 0.19 (0.1, 0.37) 0.59 (0.41, 0.85) 0.82 (0.62, 1.08) * Undetermined BRCA: negative
05 results by only one test or
Mr:g:]alr;‘ Sm 1 a5 \R 53 \R 28 27 38 unknow results for both tests
(range) (38, NC) (31,39) | (NR,NR) | (18,34) (40, NR) (28, 39) (33, NR) (31, NR)
HR* (95%Cl) 0.81(0.67, 1.00) 0.3 (0.15, 0.6) 0.73 (0.52, 1.03) 1.06 (0.81, 1.39)

*rPFS results were based on data from the pre-specified interim analysis of rPFS with 84% information fraction and
OS results were based on pre-specified final OS analysis.



TALAPRO-2

Talazoparib 0.5 mg* +
enzalutamide 160

Patient population
+ Firstline mCRPC

Primary endpoint

Radiographic progression-free survival (rPFS) by blinded

+  ECOG performance status (PS) 0 or 1 TR EH independent central review (BICR)
N =402)

Stratification factors R — Key secondary endpoint

+ Prior abiraterone® or docetaxel in *  Overall survival {alpha protected)

castration-sensitive setting (yes vs no)

* HRR gene alteration status
(deficient vs nondeficient or unknown)

All comers (thort 1), N=805

Nondeficient HRRm | HRRm
N=169 N=230

11 Other secondary endpoints

* Time to cytotoxic chemotherapy
*  PFS2 by investigator assessmenth
* Objective response rate (ORR)

*  Patient-reported outcomes

or unknown *  Safety

N=636

(Data cutoff: August 16, 2022)

HRRm only [Cohort2), N=389 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

To maintain the overall type| error at or below-sided 0.025, alpha for rPFS by BICR was split equally betweentheall.
alpha of 0.0125 for each). f the rPFS it ignit il , overall survival was tested in a hit i tepwi: pi

hort(1-sided TALAPRO-2 (Part 1) Data
typelerror. Available in Appendix

We report results only from the all-comers cohort 1 of men unselected for HRR gene alterations

nt anfingoplastic therapy or death from any cause, whichever occurred first,

TALAPRO-2 Primary Endpoint: rPFS by BICR

10+
TALA + ENZA
0.8 | (N=402)
i
& TALA + ENZA Events,n 151 191
s 064 e
S~
2 Median (95% Cl), NR 21.9
3 0.4 months = (27.5-NR) (16.6=25.1)
a .
0.2+ PBO + ENZA HR (95% CI) 0.63 (0.51-0.78); P<0.001
37% reduced risk of pregression or death .
0.0 Median follow-up for rPFS was 24.9
T T T T T T T T T T T T T T T T T T T T and 24.6 months, respectively
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 402 372 353 326 318 285 256 234 226 209 103 175 136 07 67 61 20 (3 2 2 i
PBO « ENZA 402 346 311 279 272 237 200 185 179 154 140 124 06 6% 43 42 14 3 1 1 1

=Stratified HRs and two-sided P values are reported throughout this presentation unless otherwise stated.
BICR=blinded independent central review: CI=confidence inferval: ENZA=enzalutamide: HR=hazard ratio; NR=not reached; PBO=placebo: rPF5=radiographic progression-free survival; TALA=talazoparib.
Agarwal N, et al. LBA 17. ASCO 68U 2023.

TALAPRO-2: rPFS by BICR by HRR Gene Status

HRR-deficient

TALA + ENZA
N=85)

HRR-non-deficient or Unknown

TALA + ENZA
104 101 N=317 -
Events, n v 49 v Events, n 114 142
Median (95% CI), 27.9 16.4 Median (95% CI), NR 225
0.8 months  (16.6-NR) (10.9-24.8) 0.8 4 months  (27.5-NR) (18.1-30.5)
o HR (95% CI)  0.46(0.30-0.70); P<0.001 ® HR (95% CI)  0.70(0.54-0.89); P-0.004
a a !
-;.0.6— TALA + ENZA -.:.0.6— TALA + ENZA
904 -E 0.4
2 PBO + ENZA 3 PBO - ENZA
a a
0.2 0.2 4
A clinically meaningful reduction in risk of progression or dedth was seen regardless of HRR status
0.0 4 0.0 4
U USUSUSUSUSUSUSUSUSUSURNL T T T T T T 1T 1T 1T T T 1 T T T 1T 1 T 11T 11
02 4 6 81012141618 202224262830323436384042 0 2 4 6 81012141618 202224262830323436384042
Menths Months
Nao._ at risk Na._ at risk

TALA + ENZA B85 83 81 76 73 65 57 51 49 42 40 37 30 23 17 15 6

3 0 0 0 O TaLA +ENZA 317 296 272250 243 220199 183 177 167 153 138106 74 50 46 23 10 2 2 1
FEO+ ENZA B4 72 61 55 54 43 34 30 30 25 21 20 17 1 6 6 2 O O O O QO

)
PBO + ENZA 319 274250224 218 194 166 155 149129 119 104 79 57 37 36 12 3 1 1 1 O

HRR gene aiteration stans (deficient vs nondeficient or i) a3 a stratification factar,
BIFR=blinded iniependent central review, Cl=contience interval, ENZ Azenzakitamide, Hizhazord rati: HRR=homolagaus recamiination repair; N=nat renched: PB0sploceba; rPFS=rodiagraphic progression free survival TALA=takazoparit
Agarvel N, et ol LBA 17, ASCOGU 2023
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AR-variant (i.e. AR-V7)-driven CRPC:

AR degraders, cofactor inhibitors, taxanes
AR-driven mCRPC Inhibition of enhanced androgen synthesis
AR N-terminal or DNA-BD inhibitors
GR or PR inhibition

HRD* CRPC (BRCA1/2, PARP inhibitor-based therapy,
ATM, PALB2, etc.) immuno-oncologic combinations

Metastatic
PC

MSThish or MMRD mCRPC PD-1-based immunotherapy

PTEN, IP3K, AKT AKT Inhibitors

DLL3 inhibition, combinations
Aggressive variant and NEPC Immunotherapy
Platinum-based chemotherapy

AR, androgen receptor; (m)CRPC, (metastatic) castration-resistant prostate cancer; DLL3, delta-like ligand 3; DNA-BD, DNA binding domain; GR, glucocorticoid receptor;
HRD, homologous recombination deficiency;: MMRD, mismatch repair deficient; MSI, microsatellite instability; NEPC, neuroendocrine prostate cancer; PARP, poly (ADP-ribose) polymerase; PD-1, programmed cell death
protein 1; PR, progesterone receptor
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I Objective response rate

-_ 957 C|

Non-CRC (continued) 5%) (33%, 59%) (1.9+,22.1+)
PR, PR (7.6, 15.9)

Breast cancer

Prostate cancer PR, SD 9.8+
Bladder cancer NE

Esophageal cancer

Sarcoma PD

NE
PR 7.5+
CR 8.9+
PD

2
2
1
1 PR 18.2+
1
Thyroid cancer 1
Retroperitoneal adenocarcinoma 1
Small cell lung cancer 1
Renal cell cancer 1

CR = complete response; PR = partial response; SD = stable disease; PD = progressive disease; NE = not evaluable.
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AR-variant (i.e. AR-V7)-driven CRPC:

AR degraders, cofactor inhibitors, taxanes
AR-driven mCRPC Inhibition of enhanced androgen synthesis
AR N-terminal or DNA-BD inhibitors
GR or PR inhibition

HRD* CRPC (BRCA1/2, PARP inhibitor-based therapy,
ATM, PALB2, etc.) immuno-oncologic combinations

Me’rcil)sc'raflc MSThish or MMRD mCRPC PD-1-based immunotherapy

PTEN, IP3K, AKT AKT Inhibitors

DLL3 inhibition, combinations
Aggressive variant and NEPC Immunotherapy
Platinum-based chemotherapy

AR, androgen receptor; (m)CRPC, (metastatic) castration-resistant prostate cancer; DLL3, delta-like ligand 3; DNA-BD, DNA binding domain; GR, glucocorticoid receptor;
HRD, homologous recombination deficiency;: MMRD, mismatch repair deficient; MSI, microsatellite instability; NEPC, neuroendocrine prostate cancer; PARP, poly (ADP-ribose) polymerase; PD-1, programmed cell death
protein 1; PR, progesterone receptor

21



* In prostate cancer: R T e -'". y WU
» ~40% PTEN loss most deep homozygous - . M -
deletion . I - R =
* usually early (truncal) events e | | { '
* activating hotspot mutations in AKT1 and | | l{ | ] L | N
PIK3CA less common RIS = IR >
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Figure from Robanson et ol, Cell 2035
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* PTEN loss leads to greater PI3K activity in
castrate conditions, thereby supporting
resistance to AR inhibition

* Single agent targeting of the PI3K pathway in
non-biomarker selected breast or CRPC has
minimal activity in phase |l trials

* DLTs

« functional redundancy, complex compensatory
mechanisms

« challenges with biomarker selection

cytoskeleton
cell surface targets
Translation signal transduction

Wang et al; Cancer Cell 2003
Armstrong A, et al Eur. J, Cancer. 2017; Wei XX, et al.. Oncol. 2017; Graham L., et al. Investig. New Drugs. 2018




AKT Inhibition by Ipatasertib in mCRPC:
The A.MARTIN Randomized Phase Il Trial

A randomized Phase |l study of AKT blockade with ipatasertib and abiraterone, vs
abiraterone alone, in 253 patients with mCRPC after docetaxel chemotherapy

Combined Ipatasertib and Abiraterone Improved
rPFS in Patients With mCRPC With PTEN Loss

PTEN Loss No PTEN Loss

J
l
|
{

ipatasertib 400 mg
PFS
¥ 8 8 ®
,_l)g/
"
4
PFS
¥ & 8 B
-
&
-F

v v 9 - v
o 3 " ’ L 1" 1) 1) e . 3 L] ] 2 " ‘e

Twse reasPa) Tt e )

F Tt W P 8 e

ol 400 ong v AN | - e N . s

ot 030 g+ AN 1 "

L e o L R B R e o e R TR L § R DR e L T Sl e
* Ly e WM e L)
Shwm A e (mdamerfs BSOS N

RGP P TN New s

PTEN null mCRPC defined by by Cell Signaling antibody IHC



IPATential150 study design

@«m with asymptomatic or mlldly\
symptomatic mCRPC (no prior
treatment for mCRPC)
Stratification factors &
11

|

« Tumour PTEN loss by IHC*

« Prior docetaxel in HSPC setting

« Progression by PSA only

» Presence of liver/lung metastases

« Geographic region
\ N=1101 j
* Co-primary endpoints: investigator-assessed rPFS (PCWG3 criteria) in ITT and PTEN-loss (by IHC) populations

* Secondary endpoints included: OS, time to pain progression, time to initiation of chemotherapy, ORR,
investigalor-assessed rPFS in PTEN-loss (by NGS) population
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* Primary endpoint was met with prolonged rPFS by PTEN-loss IHC but not in ITT group
« Similar benefits in overall and duration of objective response in PTEN loss group (but not with PSA response or TTP)
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IPATentiall50

Overall survival
PTEN loss by IHC
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Abstract 5058

Figure 2. OS in patients with PTEN loss tumors by IHC (A) and with PTEN-ntact tumors by IMC (B)
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Figure 3. OS in patients with PTEN loss tumors by NGS** (A) and with PTEN wild type tumors
by NGS* (B)
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Abstract 108: Updated overall survival (OS) analysis for ProCAID: a randomised, double blind, placebo-controlled phase Il trial of capivasertib
with docetaxel versus docetaxel alone in metastatic castration resistant prostate cancer (mCRPC)

Simon J Crabb!, Gareth Griffiths®, Denise Dunkley®, Nichola Downs®, Mary Ellis?, Mike Radford?, Michelle Light?, Josh Northey!, Amy Whitehead®, Sam Wilding, Claire Rooney?, Carol Salinas de Souza?, Alison J Birtle?, Vincent Khoo?, Robert J Jones®
!Southampton Clinical Trials Unit, University of Southampton, Southampton, UK; *Translational Medicine, Oncology R&D, AstraZeneca, Cambridge, UK; *Lancashire Teaching Hospitals NHS Foundation Trust, Preston, UK; “The Royal Marsden NHS Foundation Trust,
London, UK; *University of Glasgow, Beatson West of Scotland Cancer Centre, Glasgow, UK

Biomarker-positive if PTEN deficient by IHC and/or alteration in PIK3CA, PTEN, or AKT1 by NGS5 (tumor tissue or ctDNA)

Tabla 2. Siirvival outcothes Figure 1. Overall survival, with respect to treatment arm allocation,
within the intent to treat population

24-month OS 36-month OS Median OS 1.00
(probability; 95% ClI) (probability; 95% Cl) (months; 95% ClI) Capivasertib
Docetaxel + | Docetaxel+ | Docetaxel+ | D I+ | D 1+ | D I+ | Hazard ratio | p g 0.754 Figcsbo
capivasertib | placebo [ capivasertib placebo | capivasertib placebo (95% CI1) value %
>
=
ITT population 0.54 0.40 0.26 0.22 25.3 203 0.70 - > 0.50-
(N=150) (0.41-0.65) | (0.28-0.51) [ (0.14-0.39) | (0.11-0.35) | (20.1-31.2) | (17.5-24.2) | (0.47-1.05) | 3
)
>
Prior ARTA 0.51 0.27 0.18 0.07 25.0 17.6 0.57 (@] 0.25-
therapy (n=101) | (0.35-0.64) | (0.15-0.41) | (0.07-0.32) | (0.01-0.23) | (17.7-31.1) | (14.4-20.3) | (0.36-0.91)
No prior ARTA 0.61 0.65 0.46 0.52 311 NR 1.43 0.004 Hazard ratio 0.70 (95% Cl 0.47-1.05)
therapy (n=49) | (0.38-0.77) | (0.42-0.81) | (0.23-0.67) | (0.28-0.72) | (20.1-41.1) | (22.7-NR) | (0.63-3.23) ’ A pe 5 % 7 30 % 2 p. r

Time since randomisation (months)

Number at risk
Capivasertib 75 69 61 47 30 19 8 2
Placebo 75 7 56 41 22 12 4 0

-
oo

Figure 2. Overall survival, with respect to treatment arm allocation, within (A) the subgroup that received prior androgen receptor-targeted agent (ARTA)
therapy prior to entering ProCAID, (B) the subgroup that had not received prior ARTA therapy

A
1.00 1.00
——— Capivasertib Capivasertib
§ 0.75- Placebo :\; 0.75- Placebo
] E
2 S
3 0.50 2 0.50
T S
g g
O 0.25 O 0.254
Hazard ratio 0.57 (95% Cl 0.36-0.91) 0.00- Hazard ratio 1.43 (95% Cl 0.63-3.23)
000 A T T T T T T T T T T : T 1) T T T : T T T T
0 6 12 18 24 30 36 42 48 54 0 12 18 24 30 36 42 48 54
Time since randomisation (months) Time since randomisation (months)
Number at risk Number at risk
Capivasertib 51 46 41 29 19 12 4 1 0 0 Capivasertib 24 23 20 18 1 7 4 1 1 0
Placebo 50 47 35 21 9 5 1 0 0 0 Placebo 25 24 21 20 13 7 3 0 0 0



Awaiting results from ongoing trials:

» CCTG6 Umbrella Trial. NCT03385655
> RE-AKT Ph II: ENZA +/- Capivasertib in mCRPC. NCT02525068
> CAPItello-281: ABI +/- Capivasertib in mCSPC. NCT04493853

> CAPItello-280: Docetaxel +/- Capivasertib in mCRPC
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AR-variant (i.e. AR-V7)-driven CRPC:

AR degraders, cofactor inhibitors, taxanes
AR-driven mCRPC Inhibition of enhanced androgen synthesis
AR N-terminal or DNA-BD inhibitors
GR or PR inhibition

HRD* CRPC (BRCA1/2, PARP inhibitor-based therapy,
ATM, PALB2, etc.) immuno-oncologic combinations

Me’rcil)sc'raflc MSThish or MMRD mCRPC PD-1-based immunotherapy

PTEN, IP3K, AKT AKT Inhibitors

DLL3 inhibition, combinations
Aggressive variant and NEPC Immunotherapy
Platinum-based chemotherapy

AR, androgen receptor; (m)CRPC, (metastatic) castration-resistant prostate cancer; DLL3, delta-like ligand 3; DNA-BD, DNA binding domain; GR, glucocorticoid receptor;
HRD, homologous recombination deficiency;: MMRD, mismatch repair deficient; MSI, microsatellite instability; NEPC, neuroendocrine prostate cancer; PARP, poly (ADP-ribose) polymerase; PD-1, programmed cell death
protein 1; PR, progesterone receptor
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#5055: Biallelic loss of TP53, PTEN, and RB1 associates with aggressive clinical features and poor outcomes in metastatic
castration resistant prostate cancer (InCRPC)

Authors: Corinne Maurice-Dror, 2Nicolette M. Fonseca, 2Cameron Herberts, 2Edmond M. Kwan, !Catarina Kollmannsberger, 2Wilson Tu, Daniel J. Khalaf, 3Matti Annala, “2Elena Schénlau, Cecily Q. Bernales, 2Grainne Donnellan, Joanna Vergidis, !Krista Noonan,

1BC Cancer, British Columbia, Canada,

BACKGROUND

e Deleterious alterations in PTEN, TP53 and RB1 tumor suppressor genes (TSGs)
are potential markers of AR pathway inhibitor resistance and poor outcomes
in patients with metastatic prostate cancer, and are frequently lost with
neuroendocrine/small cell differentiation.

e Loss of PTEN and TP53 are truncal events and occur in 30-40% of mCRPC.

® RBI loss is seen in ~12% of cases and is acquired later in the disease course.

e Genomic profiling of plasma derived circulating tumor DNA (ctDNA) is a
minimally invasive approach of detecting tumor suppressor gene loss.

A

Objective: To examine the outcomes and clinical features of mCRPC patients
harboring biallelic loss in 0, 1, 2 or all 3 aforementioned TSGs.

METHODS

e 210 metastatic prostate cancer patients with at least one sample containing
ctDNA% 220% at any time throughout their treatment course were identified.

e CctDNA >20% was utilized to reduce false negatives when evaluating copy
number loss of PTEN, TP53 or RB1.

e Targeted sequencing of plasma cell-free DNA sample was performed with a
custom 72-gene prostate cancer panel.

® PSA progression free survival (PSA PFS), overall survival (OS) and PSA declines
>50% from baseline (PSA50 response rate (RR)) were retrospectively

determined.
s (osCmanorre ) (raamenimae morre )
CIDNA% Provincial biobank/registry Phase 2 crossover sl
treatment! Treatment with sequental ARPIs]

Alterations in mCRPC >80% 30-10% 5-1% <0.1%
Enroiment: Jun 2016-Oct 2020 Enroiment: Oct 2014-Dec 2016

— Osta roeze: Oct 2021 Dsta roeze: Oct 2021
i — .
Blocc collscton program NCT02125357
Focal biallelc deletion 502 patients 202 MCRPC patients
S— 820 plasma cIDNA samples 475 plasma ctONA samplos
_—
—
Possible mechanisms of biallelic loss
> 2 266 patients with atieast
DNAXR , 98 OR } 1 sample with ctONA220%
Intial somatc or Copy-oss LOH 210 patients with atieast
germine overt deiction Lo with CONAZ20%
aarim and clinical data
114 patents witn 53 patients witn 28 patients with 15 patents witn
0TSG hits 175G hits 2756 hits 37sG s
(53%) 26%) {14%) %)

References:!Warner E, Herberts C et al, BRCA2, ATM and CDK12 defects differentially shape prostate tumor driver genomics and clinical
aggression. Clin Cancer Res. 2021, 27 (6): 1650-1662. ?Annala M et al, Circulating tumor DNA genomics correlate with resistance to
abiraterone and enzalutamide in prostate cancer. Cancer Dis, 2018; 8 (4):444-57. 3Aparicio AM et al, Platinum-Based Chemotherapy for
Variant Castrate-Resistant Prostate Cancer. Clin Cancer Res. 2013, 19(13):3621-30.

1Daygen L. Finch, *Muhammad Zulfigar, ‘Stacy Miller, 2Alexander W. Wyatt, »?Kim N. Chi

2Vancouver Prostate Centre, Department of Urologic Sciences, University of British Columbia, British Columbia, Canada, 3
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e Aggressive disease features, such as liver metastases, are enriched in patients with biallelic loss of TSGs

Correspondence to Dr. Kim N Chi (kchi@bccancer.bc.ca)
Acknowledgements: The investigators would like to thank the patients, their families and caregivers

Patient characteristics and proportion with combined TSG loss

Baseline Characteristics*

Patients

Median age, years (range) 69 (48-98)
De-Novo metastatic disease, % (n) 61(124)
<12 mo. from androgen deprivation therapy to 1st line CRPC 40 (83)
treatment, % (n)
Treatment intensification for mCSPC % (n) 22 (46)
ECOG 0-1% (n) 51(91)
Alk Phos> ULN % (n) 39 (76)
LDH> ULN % (n) 38(63)
Visceral metastases % (n) 23 (40)
| ctDNA% (range) i 42.2 (20.6-99.7)
First Line Treatment % (n)
ARPI 91 (187)
Taxane Chemotherapy 4(9)

Median Follow-up, months (range)

*of patients with available data

16.26 (0.37-110.7)
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RESULTS

Few tumors with 3 TSG loss meet
classic aggressive variant criteria

Most small cell prostate cancer have
biallelic loss of 22 TSGs

* Sret ol dagnesis

AVPC criteria’ evaluated for 3TSG loss patients (n=15) Initial Diagnosis
n/n with available data (% ) *
-
‘ Small cell histology 0/14(0) 3/6(50) .
Exclusive visceral mets 0/15 (0) 0/15(0)
-
Predominant lytic bone lesions 0/14(0) 0/13(0) A
-l
Bulky pelvic LNs or Tumor mass (>5cm) 2/14(14) N/A
Low PSA (510) plus high-volume (220) bone mets 1/15(7) 1/12(8)
I @ &
‘ Neuroendocrine features (tumor/ blood) 0/0(0) 2/2(100) Months from 1L CREC Tx. to deatn
{ worscn| — Nrsenscaxver
ADT to mCRPC <6 months. 2/15(13) N/A S S———

Biallelic loss of 21 TSGs is associated with poor outcomes
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Few tumors with 3 TSG loss meet Most small cell prostate cancer have

classic aggressive variant criteria biallelic loss of 22 TSGs er metastases, are enriched in patients with biallelic loss of TSGs
oor clinical outcomes on standard of care first-line mCRPC therapies
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Bulky pelvic LNs or Tumor mass (»Scm) 2/14 (18) N/A I B
AVPC criteria’ ovaluated for 3TSG loss patients (n=15)  Initial Diagnosis MCRPC. -
o with Y
Low PSA {£10) plus high-volume (220} bone mets 1/15(7) 1/12(8) sttt )
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