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Castrate-Sensitive (CSPC)
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Alkhudair NA. Saudi Pharm J. 2019 Mar;27(3):368-372.
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Historical Data: CHAARTED Study
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Androgen Pathway Inhibitors

LATITUDE: Abiraterone Acetate for mHSPC

Radiographic Progression-Free Survival
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TITAN: Apalutamide for mHSPC
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ARCHES and ENZAMET
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ENZAMET: Enzalutamide for mHSPC

Clinical Progression-Free Survival Overall Survival
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PEACE - |

Key Eligibility Criteria Nov 2013 — Dec 2018
De novo mCSPC

Distant metastatic disease by 2 1 lesion on bone scan — SOC
and/or CT scan (n =296)
ECOGPS0-2

On-Study Requirement

Continuous ADT

) RANDOMIZATION
Permi . 1:1:1:1
ADT < 3 months

ratification n=1173
ECOG PS (O vs 1-2)
Metastatic sites (LN vs bone vs visceral)
Type of castration (orchidectomy vs LHRH agonist vs
LHRH antagonist)
Docetaxel (yes vs no)

SOC+Radiotherapy
(n=293)

SOC+Abiraterone+
Radiotherapy
(n=292)

ECOG PS, Eastern Cooperative Oncology Group performance status

Overall population ADT with docetaxel population
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August 5, 2022

FDA approves darolutamide tablets for
metastatic hormone-sensitive prostate cancer

Efficacy was based on ARASENS (NCT02799602), a randomized, multicenter, double-
blind, placebo-controlled clinical trial in 1306 patients with mHSPC. Patients were
randomized to receive either darolutamide 600 mg orally twice daily plus docetaxel 75
mg/m? intravenously administered every 3 weeks for up to 6 cycles or docetaxel plus
placebo. All patients received a gonadotropin-releasing hormone analog concurrently or

had a bilateral orchiectomy.



ARASENS Study

ASCO Genitourinary
Cancers Symposium

Overall survival with darolutamide versus placebo in
combination with androgen-deprivation therapy and
docetaxel for metastatic hormone-sensitive prostate
cancer in the phase 3 ARASENS trial
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Hormone-Sensitive Prostate Cancer
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ARASENS

ARASENS: Darolutamide vs Placeboin
Combination With ADT + Docetaxel in mCSPC

® |nternational, randomized, double-blind phase Il trial in 286 sites across 23 countries

Stratified by metastasis stage (M1a vs M1b vs M1ic),
alkaline phosphatase level (< vs 2 ULN)

Darolutamide 600 mg PO BID +

; ADT +
/ LI PR Until symptomatic PD,
Patients with newly D1 x six 28-day cycles chanae in neoolastic tx
diagnosed metastatic (n=651) g P o
PC: 5 —_— unacceptable toxicity,
e ((Z&E_Ci)?(’s 0 65) o/l Placebo PO BID + patient—physician
\ ADT + decision, or nonadherence

Docetaxel 75 mg/m? on
D1 x six 28-daycycles
(n=655)

= Primary endpoint: 0S

= Secondaryendpoints tested hierarchicallyin this order: time to CRPC, time to pain progression,
SSE-free survival, time to first SSE, time to initiation of subsequentanticancertherapy, time to worsening
of physical symptoms, time to first opioid use, safety

Smith. NEIM. 2022;[Epub]. Smith. ASCO GU 2022. Abstr 13. NCT02799502.



Overall Survival

ARASENS: OS (Primary Endpoint)

26 = Addition of darolutamide to
- 90+ ADT + docetaxel significantly
S 801 reduced risk of death by
¥ 7. Darolutamide 32.5% vs placebo (P <.001)
E 60 -
- — 75.6% of patients in placebo
o 50+ .
= arm received subsequent
% e Placebo life-prolonging systemic tx
‘é 304 Median Survival, Mo Darolutamide Placebo .
.% 20+ (95% 1) NE 48.9 (44.4-NE} = (OSbenefit observed across
a | HR for death: 0.68 most subgroups
10 (955 CI: 0.57-0.80; P<.001)
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MO, 0.605 (0.348-1.052)

Patients at Risk, n
Darolutamide 651 645 637 627 608 583 570 548 525 509 4B6 468 452 436 402 267 139 56

2 0 0
Placebo 654 646 630 607 SBO 565535510 488470441 424 402 383340218107 37 6 1 0O

Smith. NEJM. March 2023



A Time to Castration-Resistant Prostate Cancer

Percentage of Patients Who Did Not
Have Disease Progression

No. at Risk
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(95% Cl)
mo
NE (30.5-NE)
27.5 (22.0-36.1)




Adverse Events

Selected Grade 3/4 Darolutamide + ADT Placebo + ADT +
AE, n (%) + Do_cetaxel Doc-etaxel
(n=652) (n=650)
Neutropenia 220(33.7) 222(34.2)
Febrile neutropenia 51(7.8) 48(7.4)
Hypertension 42(6.4) 21(3.2)
Anemia 31(4.8) 33(5.1)
Pneumoniza 21(3.2) 20(3.1)
Hyperglycemia 18(2.8) 24(3.7)
Increzsed ALT 18(2.8) 11(1.7)
Increased AST 17(2.6) 7(1.1)
Increzsed weight 14(2.1) 8(1.2)
uTl 13(2.0) 12(1.8)

. - -
Smith. NEJM. March 2021

Safety Outcome,

n (%)

Any AE

Serious AE

AE leading to
permanent d/c of
trial agent
= Darolutamide
or placebo
= Docetaxel

Darolutamide +

ADT + Docetaxel
(n=652)

649 (99.5)

292 (44.8)

88(13.5)

52(8.0)

Placebo + ADT +
Docetaxel
(n=650)

643 (98.9)

275(42.3)

69 (10.6)

67(10.3)



ARASENS Update ASCO 2022

« Darolutamide significantly prolonged time to PSA progression versus placebo (HR 0.26; 95% CI

g Bl Placebo + ADT + docetaxel

£ "% Median, 22.4 months (95% Cl, 22.1-27.6)
e 05 dax

& -

U o o

E - he-e

& ot

w

Hazard ratio for PSA progression,
0.26 (95% CI, 0.21-0.31)

0.21-0.31; P <0.0001) (Figure 1)

Figure 1. Time to PSA progression

10
09 & Darolutamide + ADT + docetaxel
. 8 Median, NE (95% CI, NE-NE)
08 oy
3
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Overall survival was improved for patients who
achieved undetectable PSA

* Among darolutamide-treated patients, achievement of undetectable PSA at 24 and 36

weeks was associated with improved OS; risk reductions of death were 53% and
63%, respectively, by stratified Cox regression

- P<0.0001 .
1 Darolutamide + ADT + docetaxel
00
0 3 6 9 12 15 18 21 24 27 30 33 36 3 42 45 48 51 54 &
¥ =z = ) A,-: - i 23 i sy mm—— LJ - N
o et e Mors —e—, Undg!ectuble PEA at 24 weeks
= & S = : R 09 ~— Median, NE (95% CI, NE-NE)
1 051 €08 58S 513 47 9 330 33 358 N9 M9 205 2 1% 66 17 3 0 e ——
2 084 205 542 42 4 %) 28 6 167 144 132 14 104 ted *» '] 4 1 [ 08 N -
Cl, confizence intervat NE. not ast—able
.. 07
* Incidences of adverse events (AEs) were generally similar in patients achieving and not achieving fg 06
undetectable PSA and by treatment groups, with a higher rate of drug discontinuations due to AEs g
among patients who did not achieve undetectable PSA at any time (Table 2) g U
% 04
4
sl-n3
0.2 Hazard ratio for death,
0 0.47 (95% CI, 0.35-0.63)
0.0

Saad.etal, ASCO 2022 J Clin Oncol 40,

2022 (suppl 16; abstr 5078)
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ARASENS Conclusion

e Darolutamide, Docetaxel,and ADT significantly
increased OS vs placebo + ADT + docetaxel in patients
with metastatic castrate sensitive prostate cancer

e Median OS: NE vs 48.9 mo (HR:0.68; 95% CI:0.57-0.80;
P <.001)

* Adverse events comparable between arms,

e Every patient with metastatic hormone sensitive
prostate adenocarcinoma should receive androgen
pathway inhibitor with ADT at a bare minimum.

e Consider Darolutamide, Docetaxel, and ADT as new
standard of care for mHSPC
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PROpel Study
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PROpel: phase lll trial of olaparib and abiraterone
versus placebo and abiraterone as first-line
therapy for patients with metastatic

castration-resistant prostate cancer

Fred Saad, Andrew J. Armstrong, Antoine Thiery-Vuillemin, Mototsugu Oya, Eugenia Loredo,
Giuseppe Procopio, Juliana de Menezes, Gustavo Girotto, Cagatay Arslan, Niven Mehra,
Francis Parnis, Emma Brown, Friederike Schliirmann, Jae Young Joung, Mikio Sugimoto,

Christian Poehlein, Elizabeth A. Harrington, Chintu Desai, Jinyu Kang, and Noel Clarke




PROpel Study

Patient population
1L mCRPC
Docetaxel allowed at Sl e i
mHSPC stage ik
No prior abiraterone
Other NHAs allowed if
stopped =12 months prior
to enroliment
Ongoing ADT
ECOG 0-1

Stratification factors
» Site of distant metastases:
bone only vs visceral vs other
* Prior taxane at mMHSPC:
yes vs no

Placebo
+

abiraterone 1000 mg qd* »
n=397

Full dose of abiraterone used

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11.

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

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)
HRRmT prevalence (retrospective testing)
Health-related quality of life
Safety and tolerability



PROpel study

34% risk reduction of progression or death with olaparib + abiraterone

12-month rate

1.09 i
0.9 : ] & o . 24-m0l‘lth fate b Placebo +
63.4 /O e ‘l 40 -
0.8 o)1.47 Di abiraterone
o o 33.6% (n=397)
D 071
= 0.6+ Events, n (%) 168(42.1) 226 (56.9)
« O
o -
2 057 Median rPFS 24.8 16.6
S 041 | (months)
$ o3 T HR (95% CI) e el
o 4 i A
ust : Pre-specified 2-sided alpha: 0.0324
0.17 ,
0.0 ——— . " Median rPFS improvementof 8.2 months

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 favors olaparib + abiraterone*
Time from randomization (months)
No. strisk
LRI +a #3959 39067 A4 JM TNV 2TT2TAES 2 244 27T 221219170 16T 163104 100 B7 %65 &7 28 26 25 & 4 4
Placebo ¢ abiraterone 397 000G IMIM WG NIZOT266264 240202220150 190186 143 141 127 07 B4 73 45 O 20 w7 & 2 2 1 0

0N With predniscone or predniscione

pnfidence interval; HR, hazard ratio

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11.



PROpel Study

Number of Median rPFS,

. HR (95% CI)
patients, n months

All patients 796 24.8 16.6 —— 0.66 (0.54-0.81)
Age at randomization

<65 227 NR 16.4 | | 0.51 (0.35-0.75)

265 569 22.0 16.7 —— 0.78 (0.62-0.98)
ECOG performance status at baseline

0 558 24.9 16.8 | 0.67 (0.52-0.85)

1 236 17.5 14.6 T 0.75 (0.53-1.06)
Site of distant metastases

Bone only 434 27.6 22.2 —— ]| 0.73 (0.54-0.98)

Visceral 105 13.7 10.9 et 0.62 (0.39-0.99)

Other 257 20.5 13.7 —a=_n 0.62 (0.44-0.85)
Docetaxel treatment at mHSPC stage

Yes 189 276 138 i 0.61 (0.40-0.92)

No 607 24.8 16.8 E— | 0.71 (0.56-0.89)
Baseline PSA

Below median baseline PSA 396 25.2 22.0 — 0.75 (0.55-1.02)

Above or equal to median baseline PSA 397 18.5 13.8 —— 0.63 (0.48-0.82)
HRRm status*

HRRm 226 NR 13.9 — 0.50 (0.34-0.73)

Non-HRRm 552 24.1 19.0 —— 0.76 (0.60-0.97)

0.1 “ = 10

ey . 1 - >
Olaparib + abiraterone better Placebo + abiraterone better

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11.



PROpel Study

Olaparib + abiraterone (n=399) Placebo + abiraterone (n=399)

Any 972 472 I 94.9
Anemia* 46.0 151 33 164
Fatigue or asthenia 37.2 23] |1s 28.3
Nausea 28.1 03 |03 126
Diarrhea 17.3 0.8 |0.3 9.3
Constipation 17.3 03 139
Back pain 171 08| |1.0 18.4
Decreased appetite 14.6 1.0/ 5.8
Vomiting 1341 1.0] |03 9.1
Arthralgia 128 los 177
Hypertension 126 35§ P33 164
Dizziness 10.8 6.3
Peripheral edema 10.3 (0.3 114
Urinary tract infection ' ' ‘ ' 103 2.0] |1.0 7.8
100 80 60 40 2'0 6 6 2'0 4'0 6'0 8'0 160

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11.

B Grade 23
All grade
B Grade =3
All grade



Magnitude Study

Study start: February 2019  Prescreening for

* L1 mCRPC

+ <4 months prior AAP
allowed for mCRPC

+ ECOGPSOor1
+ BPI-SF worst pain score <3

Stratifications
+ Prior taxane-based chemo for
mCSPC

+ Prior ARi for nmCRPC or
mCSPC

« Prior AAP for L1 mCRPC

* BRCA1/2 vs other HRR gene
alterations (HRR BM+ cohort)

BM status?®

HRR BM+
panel:
ATM
BRCA1
BRCA2

BRIP1 —

CDK12
CHEK2
FANCA
HDAC2
PALB2

Allocation
to cohort

HRR BM+

Planned N = 400

HRR BM-

Planned N = 600

—

Y

11
randomization

Niraparib + AAP

Placebo + AAP

Niraparib + AAP

Placebo + AAP

Chi et al Journal of Clinical Oncology 40, no. 6_suppl (February 20, 2022) 12-12.

Primary endpoint
* rPFS by central review

Secondary endpoints

+ Time to cytotoxic chemotherapy
+ Time to symptomatic progression
+ 0S

Other prespecified endpoints
+ Time to PSA progression

+ ORR

+ PFS2

+ Time to pain progression

+ Patient-reported outcomes

Note: Patients could request to be
unblinded by the study steering
committee and go on to subsequent
therapy of the investigator's choice.



100 A

Patients without events (%)

No. at risk
NIRA + AAP
PBO + AAP

Magnitude study

80

rPFS assessed by central review

NIRA + AAP: 16.6 mo

60 -
40 -
20 - PBO + AAP: 10.9 mo
HR: 0.53 (95% CI, 0.36-0.79)
P = 0.0014
o T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 271 30
Months from randomization
13 103 90 65 45 31 18 9 4 1 0
112 o7 77 43 28 20 1 5 2 0 0

100

Patients without events (%)

No. at risk
NIRA + AAP
PBO + AAP

80

60

40

20

rPFS assessed by investigator

NIRA + AAP: 19.3 mo

HR: 0.50 (95% CI, 0.33-0.75) PBO +AAP: 12.4mo

Nominal P = 0.0006

113
112

T T T T T T T T T 1

3 6 9 12 15 18 21 24 27 30
Months from randomization
107 80 64 49 36 23 10 5 1
99 73 45 32 23 14 6 2 0

Chi et al Journal of Clinical Oncology 40, no. 6_suppl (February 20, 2022) 12-12.



Magnitude Study

All HRR BM+ Patients BRCA1/2-mutated
Relative risk, 2.13 Relative risk. 1.66
80 nominal P<0.001 nominal P= 6.635
I 1 ] 1
w 70 60%
£ & (55/92) 52%
g o (29/56)
T £ 50
- 2 31%
o & 40 - 28% (15/48)
e 30 (23/82)
T 7
2 s 14% CR
& 101 17% PR 17% PR
0
NIRA + AAP PBO + AAP NIRA + AAP PBO + AAP

Chi et al Journal of Clinical Oncology 40, no. 6_suppl! (February 20, 2022) 12-12.



MAGNITUDE study (HRR-)

Composite Progression Endpoint
(radiographic or PSA progression)

100
X go -
L
@
3 60 - PBO + AAP
S e - - - - - - - - - V -
@)
£ 40 1
s NIRA + AAP
£
3 20 -
©
a
0 T 1 T T 1
0 3 6 9 12 15
Months from randomization
No, at risk
NIRA + AAP 117 92 68 51 4 0
PBO + AAP 116 91 68 56 8 0

Chi et al Journal of Clinical Oncology 40, no. 6_suppl (February 20, 2022) 12-12.



PARP + Abiraterone Take Home

- PROpel

rPFS benefit for olaparib + Abi/Pred vs placebo + Abi/Pred in
overall population

(24.8 vs 16.6 mo; HR: 0.66; P <.0001)
Patients were not stratified by HRR status

- MAGNITUDE Study
rPFS benefit for niraparib + Abi/Pred vs placebo + Abi/Pred

Patients with HRR alterations (16.5 vs 13.7 mo; HR: 0.53; P =
.0014)

No benefit in HRRmut -ve cohort




My practice

* | would consider PARP + Abiraterone +
ADT for patients with metastatic castrate
resistant prostate cancer with BRCA2
mutation

* Will await follow up studies with
Enzalutamide + Rucaparib (CASPAR trial)
since there appears to be discordance

with MAGNITUDE and PROpel for
unselected patients
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SYSTEMIC THERAPY FOR M1 CRPC: ADENOCARCINOMAYdd.ggg,hhh

No prior docetaxel/no prior novel hormone therapy'

* Preferred regimens
» Abiraterone'll (category 1°%¥)
» Docetaxel" (category 1)
» Enzalutamide' (category 1)
*Useful in certain circumstances
» Radium-223"" for symptomatic bone metastases
(category 1)
» Sipuleucel-TY™™™ (category 1)
+*Other recommended regimens
» Other secondary hormone therapy'

Prior novel hormone therapy/No prior docetaxel':°%©
+ Preferred regimens
» Docetaxel (cate 1)WY
» SipuleuceI-T”"‘?"?"q
+ Useful in certain circumstances
» Cabazitaxel/carboplatinY¥:fff
» Olaparib for HRRm (category 1)PPP
» Pembrolizumab for MSI-H, dMMR, or TMB 210 mut/MbYY
» Radium-223""" for syn;&t‘omatic bone metastases (category 1)
» Rucaparib for BRCAm
+ Other recommended regimens
» Abirateronetdli ;
» Abiraterone + dexamethasonelll"™
» Enzalutamide'
» Other secondary hormone therapy‘

Prior docetaxel/no prior novel hormone therapy'!

+ Preferred regimens
» Abirateronetdl (category 1)
» CabazitaxelYY
» Enzalutamide' (category 1)
+ Useful in certain circumstances
» Cabazitaxel/carboplatin¥¥:
» Mitoxantrone for palliation in symptomatic patients who
cannot tolerate other therapiesY¥
» Pembrolizumab for MSI-H, dMMR, or TMB 210 mut/MbYY
» Radium-223""" for symptomatic bone metastases
(category 1)
+ Other recommended regimens
» Sipuleucel-TY¥,mmm
» Other secondary hormone therapy!

Prior docetaxel and prior novel hormone therapy!i©0°
+ Useful in certain cicumstances

» Lutetium Lu 177 vipivotide tetraxetan (Lu-177-PSMA-617) for PSMA-positive
metastases (category 1)°%*
(The following systemic therapies are category 2B if visceral metastases are
present)
+ Preferred regimens
» Cabazitaxel¥Y (categorw kkk)
» Docetaxel rechallenge
+ Useful in certain circumstances
» Cabazitaxel/carboplatinY¥:fff
» Mitoxantrone for palliation in symptomatic patients who cannot tolerate other
therapiesYY
» Olaparib for HRRm (category 1*<¥)PPP
» Pembrolizumab for MSI-H, dMMR, or TMB 210 mut/MbYY
» Radium-223""" for symptomatic bone metastases (category 1%kk)
» Rucaparib for BRCAm49
+ Other recommended regimens
» Abiraterone
» Enzalutamide!
» Other secondary hormone therapy!

See Footnotes for Systemic Therapy M1 CRPC (PROS-15A).
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FDA Approves 177Lu-PSMA-617 for Pretreated PSMA+
Metastatic Castration-Resistant Prostate Cancer

Phase III study of lutetium-177-PSMA-617 in patients
with metastatic castration-resistant prostate cancer

(VISION).

Michael ). Morris, Johann S. De Bono, Kim N. Chi, Karim Fizazi, Ken Herrmann, Kambiz Rahbar,
Scott T. Tagawa, Luke T. Nordquist, Nitin Vaishampayan, Ghassan El-Haddad, Chandler H, Park,
Tomasz M. Beer, Wendy ] Pérez-Contreras, Michelle Desilvio, Euloge E. Kpamegan, Germo
Gericke, Richard Adam Messmann, Bernd ). Krause, A. Oliver Sartor, on behalf of the VISION

Trial Investigators




VISION Study

ORIGINAL ARTICLE

Lutetium-177-PSMA-617 for Metastatic Castration-
Resistant Prostate Cancer

Oliver Sartor, M.D., Johann de Bono, M.B., Ch.B., Ph.D., Kim N. Chi, M.D., Karim Fizazi, M.D.,
Ph.D., Ken Herrmann, M.D., Kambiz Rahbar, M.D., Scott T. Tagawa, M.D., Luke T. Nordquist, M.D.,
Nitin Vaishampayan, M.D., Ghassan El-Haddad, M.D., Chandler H. Park, M.D., Tomasz M. Beer,
M.D., et al., for the VISION Investigators™

September 16, 2021

N Engl | Med 2021; 385:1091-1103
DOI: 10.1056/NE)M0a2107322
Chinese Translation P3EZF
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Mechanism of Action

77Lu-PSMA-617 targeted radioligand therapy

"77Lu-PSMA-617 binds to PSMA k™ ©
on the cell membrane with high affinity e

SR B particle emission

: >*:| TLu-PSMA-617

Prostate cancer cell

‘ and neighbouring
ww cell death
*Reduced binding in the kdneys, spleen, lver,
DNA damage salivary glands, lacrimal glands, submandibuar |
glands, and bone Marmow s expected
Presented By:  Michael J. Morris #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO, 2021 ASCO

Permission required for reuse. ANNUAL MEETING



VISION Study

Open-label study of protocol-permitted standard of care
+ 177Lu-PSMA-617 in adults with PSMA-positive mCRPC

Eligible patients Protocol-permitted SOC + n
. : : 177Lu-PSMA-617 = =
Previous treatment with both 7.4 GBq (200 mCi) every 6 weeks g )
= 1 androgen receptor o 4 cycles, increasable to 6 = %
pathway inhibitor pe g )
. = <
1 or 2 taxane regimens | Protocol-permitted SOC et ‘(%
Protocol-permitted standard of care alone
(SOC) planned before randomization
Excluding chemotherapy
:nmvrgst?oat:;aa%rfds'um'223’ « Randomization stratified by « CT/MRI/bone scans
9 g ECOG status (0-1 or 2) + Every 8 weeks (treatment)
ECOG performance status 0-2 « LDH (high or low) +  Every 12 weeks (follow-up)
Life expectancy > 6 months + Liver metastases (yes or no) * Blinded independent
PSMA-positive mCRPC on PET/CT *  Androgen receptor pathway SRS

inhibitors in SOC (yes or no)

with 68Ga-PSMA-11




Primary endpoints: '"’Lu-PSMA-617 prolonged OS

100+
[ 90_
Prlmary L ol Hazard ratio: 0.62
analysis N (95% Cl: 052, 0.74)
. = 704 <0.001 (one-sided
All randomized ? o ¢ ( )
patients o ) Median 15.3 vs 11.3 months
£ 5
(N = 831) °
2 4
'.é 30+
9
W 20+
~ 17 .PSMA-617 + SOC (n = 551)
"1 - 50C alone (n = 280)

0 T T I T I T T T T I T I T I T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

o Time from randomization (months)

Number of patients still at risk

TLu-PSMA-617+S0OC 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0

Morris MJ, ASCO 2021



Primary endpoints: '""Lu-PSMA-617 improved rPFS

- ~ TLy-PSMA-617 + SOC (n = 385)

100 -
[ 90_

Prlmar_y L ol Hazard ratio: 0.40

analysis 3 (99.2% Cl: 0.29, 0.57)
b= (I .
= p <0.001 (one-sided)
0

PFS 8

analysis set o Median 8.7 vs 3.4 months
£ 5

(n - 581) o)
0
z
()
>
i

10- SOC alone (n = 196)

rrrrrrrrrr1TTr 1T T T T"1

I I I I I I I

012345678 9101121314151617181920212223
S Time from randomization (months)

Number of patients still at risk

TLu-PSMA-617 +SOC 385 373 362 292 272 235 215194 182146 137121 88 83 71 51 49 37 21 18 6 1 1 0

Morris MJ, ASCO 2021



Treatment-emergent adverse events grouped as topics of
interest: no unexpected or concerning safety signals

All grades Grade 3-5

Patients, n (%) SOC alone SOC alone
(n=205) (n=205)

Fatigue 260 (49.1) 60 (29.3) 37 (7.0) 5 (24)
Bone marrow suppression 251 (47.4) 36 (17.6) 124 (23.4) 14 (6.8)
Leukopenia 66 (12.5) 4 (2.0) 13 (2.5) 1 (0.5)
Lymphopenia 75(14.2) 8 (3.9) 41 (7.8) 1 (0.5)
Anemia 168 (31.8) 27 (13.2) 68 (12.9) 10 (4.9)
Thrombocytopenia 91(17.2) 9 (44) 42 (7.9) 2 (1.0)
Dry mouth 208 (39.3) 2 (1.0) 0 (0.0) 0 (0.0)
Nausea and vomiting 208 (39.3) (171) 8 (1.5) 1 (0.5)
Renal effects 46 (8.7) 2 (5.9) 18 (3.4) 6 (2.9)
Second primary malignancies 11 (21) 2 (1.0) 4 (0.8) 1 (0.5)
Intracranial hemorrhage 7 (1.3) SR(15) 5 (0.9) 2 (1.0)

Morris MJ, ASCO 2021



VISION study

o 177Lu-PSMA-617 significantly prolonged vs
standard care

* Imaging-based progression-free survival
(median, 8.7 vs. 3.4 months; hazard ratio
for progression or death, 0.40;)

e Overall survival (median, 15.3 vs. | |.3
months; hazard ratio for death, 0.62;)

o Next Question: '"/Lu-PSMA-617 vs
Cabizitaxel.
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77Lu-PSMA-617 (LUPSMA) versus cabazitaxel in metastatic castration
resistant prostate cancer (MCRPC) progressing after docetaxel:
overall survival after median follow-up of 3 years

(TheraP ANZUP 1603)

Michael Hofman, Louise Emmett, Shahneen Sandhu, Amir Iravani, Anthony Joshua, Jeffrey Goh,

David Pattison, Hsiang Tan, lan Kirkwood, Siobhan Ng, Roslyn Francis, Craig Gedye, Natalie Rutherford,
Andrew Scott, Alison Zhang, Margaret McJannett, Martin Stockler, Scott Williams, Andrew Martin,

lan D. Davis, on behalf of the TheraP Investigators




TheraP Trial Study Design

TheraP Trial Schema

177
KEY ELIGIBILITY Lu-PSMA-617
; _ SPECT/CT @ 24 hours
* mCRPC post docetaxel 8.5 GBqg IV q6 weekly R e e
* Rising PSAand PSA 2 20 ng/mL Y 0.5GBq each cycle uptaks (centrally reviewed)
* ECOGO-2 Up to 6 cycles

200 men 1:1 randomisation
11 sites in Australia

68Ga-PSMA-11 + FDG PET/CT il
atified by
* PSMA SUVmax > 20 at any site * Disease burden (>20 sites vs < 20 sites)
* No FDG positive/PSMA negative * Prior enzalutamide or abiraterone
sites of disease * Study site
* Centrally reviewed

CABAZITAXEL

20mg/m? IV q3 weekly,
Up to 10 cycles

202ASCO ey VichaeiHofman, MEBS @ OrMHotmar Bl ... ASCO =



TheraP Study Design

Aim: report secondary endpoint of OS ANZUP

POST PROTOCOL

177Lu-PSMA-617
SYSTEM TREATMENT

8.5 \ 0.5GBq IV q6 weekly
Up to 6 cycles Cabazitaxel (32)
1 LuPSMA (5)

" ; except | respons Abiraterone (5)
N=291 rengtered Enzalutamide (2)
N=99

Died prior to Rx (n=1)

*8Ga-PSMA-11 + FDG PET/CT

* PSMA SUVmax > 20 at any site
* No FDG positive/PSMA negative
sites of disease

* Centrally reviewed Cabazitaxel (21)

CABAZITAXEL LuPSMA (20)
Abiraterone (7)

20mg/m? IV q3 weekly,
g q \/ Enzalutamide (9)

N=91 ineligible Up to 10 cycles

* Low PSMA expression (n=29) 28% unsuitable
* FDG discordant disease (n=51) ' ->followed-up for OS
* Other (n=11)
N=101
Met exclusion criterion (n=1)
Withdrawal of consent (n=15)

2022 p—— " b Comare of Sus presenation i the propanty of the A ——
022ASCO ey e tan, MBOS QOrickne B e ASCO s




TheraP

Progression Free Survival (psA and radiographic)

1007 177, y-PSMA-617 delayed progression 17Ly-PSMA-617 Cabazitaxel
Y HR 0.62 95%Cl 0.45-0.85 P=0.0028 |
& 0.754
v Cabazitaxel
3 — 177 y-PSMA-617
c 0.50+4
S
S
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S 0.25
& 4
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TheraP

Overall survival (ITT)

Cut-off 31 DEC 2021 for OS

At 36 months fo v-up, de:

1.00 4 No difference in OS .
HR 0.97 95%CI 0.70-1.4 P=0.99
v 0.75 4
= Cabazitaxel
- — 117 u-PSMA-617 i
£ 0.50
2
o
< 0.25-
0.00 -
T T T T Y ! T T
0 3 6 9 12 15 18 21 24 27 30 33 36 :
Months 0
Number at risk [
Cabazitaxel 101 82 75 68 60 51 45 35 30 22 14 9 6 g
lu-PSMA 99 9S4 88 75 63 54 41 35 30 28 23 20 1 (V4

ith reported in 147/200; 7

Per-protocol analysis: no difference in OS

No additional safety signals

with longer follow-up

Y u-PSMA-617

Cabazitaxel

|

10 20 30 40 0

19.1 months
(95%Cl 169 - 21 4)

difference 0.5, 95% Cl1-370+27

T T T
10 20 30 40

19.6 months
(95%CI 17.4 - 21.8)

#TheraP
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ASCO 2022:TheraP Study

PSMA intensity vs. PSA PFS

SUVmean <10 SUVmean 2 10
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=+~ Cabazihaxs -+~ Cabazitaxal

-+ Lu-PSMA == Lu-PSMA

4

Months Months

Number at risk Number at risk

- [ % ) W 17 1%

LUPSMA vs ” _
ol HR 0.77 (95%CI 0.53 - 1.12) HR 0.45 (95%C| 0.25 — 0.80)

8 24 20
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ASCO 2022:TheraP Study

Discussion: PSMA as predictive biomarker? (psaso-rr)

Cabazitaxel LUPSMA

: b o h y

PSA decline 250% i} » . -

SUVmean < 10

tumor
volume (MTV) = 14mi

®
£
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®
o
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-
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o
X

SUVmean 2 10

2371 (32%) 33/62 (52%)

14/30 (47%) 32/35 (91%)




My practice

* Third line after Docetaxel, novel pathway
inhibitors

> Every patient should have a somatic and germline
mutational studies to look for HRR deficiencies

 Patients with BRCA?2 mutations, | would
favor Olaparib and Rucaparib

e Patients without mutations, | would consider

Lutetium |77 vs Cabizitaxel based on PSMA
PET avid disease ie SUV greater than |0

* Enrolling in our CAR-T cell and BiTE
therapy for metastatic castrate resistant
prostate cancer
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