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Theranostic Principle
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Basic principle Clinical practice
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“Seeing what you treat”

58Ga-labelled PSMA ligands 18E.labelled PSMA ligands
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®8Ga-PSMA-11 | %8Ga-PSMA-I&T  !8F-DCFBC  : "8F-DCFPyL 18F-PSMA-1007 '8F-rhPSMA-7

First report on human application:

Ga-PSMA-11 (Afshar-Oromieh A, et al. Eur J Nucl Med Mol Imaging 2012;39:1085-6); **Ga-PSMA-I&T (Weineisen M, et al.
J Nucl Med 2015;56:1169-76); "“F-DCFBC (Cho S, et al. J Nucl Med 2012;53:1883-91); "“F-DCFPyL (Szabo Z, et al. Mol
Imaging Biol 2015;17:565-74); "*F-PSMA-1007 (EurJ) Nucl Med Mol Imaging2017;44:678-88); '“F-rhPSMA-7 (Eiber M, et al.

1 Nucl Med 2020;61:696-701)
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“Treating what you see”

PSMA PET CT scans: Target expression PSA levels
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Rahbar K_et al. EurJ Nucl Med Mol Imaging 2018.45 2055-61. Fendier WP, et al JAMA Oncol 2019.5 856-67
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Current State of PSMA Tracers

IP protected Company Europe Company US

Telix, Isotopia Telix, AAA
68 o 2z ’ ] ] ’

SHESMA o academic centers academic centers EDRapproved
8F-DCFPyL Yes Curium Progenics FDA approved
18F.PSMA-1007 Vos ABX ABX :\h:rs:n?:;e Marketing authorisation
68Ga-PSMA-I&T No N/A N/A N/A

68Ga
68Ga-THP-PSMA Yes Theragnostics, GE =~ Theragnostics, GE Phase 3 planned
8F_h-PSMA-7.3  Yes S Nea] E Hokart) Phase 3 ongoing

18F Diagnostics Diagnostics
8F.CTT1057 Yes AAA AAA Phase 3 ongoing

Other 9Tc-MIP1404 Yes ROTOP Progenics Phase 3 planned
64Cu-PSMA I&T Yes Curium Curium Phase 3 planned

7".?;:;1 (ke ,I;_,-; xr"lHJﬂ'lr.’rNJ ond=prostate+cancer&term=PSMA+PET&cntry=&state=8&city=8dist=_ htips//www has-sante frijcms/p_3337468/en/radelumin-18f-psma-1007 (last accessed 156
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Current State of PSMA RLT

177Lu

225A ¢

Other

Ligand type Company
77 Lu-PSMA-617 Small molecule AAA, academic centers FDA approved
TLu-PSMA-I&T / Small molecule ot Phase 3 ongoin
177 y-PSMA-PNT2002 Point Biopharma gRg
7Tu-DOTA-rosopatamab  Antibody (human) Telix Pharmaceuticals Ltd  Phase 3 ongoing
Antibody (murine; Academic centers .
177] 4o
L3501 deimmunised) (Weill Cornell) Phase2ongaing
7u-EB-PSMA-617 Small molecule Academic centers Phase 1
225Ac-PSMA-617 Small molecule AAA Phase 2 ongoing
. : Academic centers :
225 .
Ac-J591 Antibody (murine) (Weill Cornell) Phase 2 ongoing

131.PSMA-1095

Small molecule

Progenics Pharmaceuticals

Phase 2 ongoing

2ITh-PSMA-TTC

Antibody (human)

Bayer

Phase 1

3 rapy
v=8&disl= (last accessed 15 July 2022)

etastatic =gistan! prostate cancer PSMA | HT gen RLUT =1}
yw . clinicaltria 2 sults7cond=prosiate+cancer&lernm llaand+ther &cntrv=_&state=&citv=5d




VISION Study (Design)

SOC + Y7Lu-PSMA-617

Eligibility 7.4 GBq (200 mCi) every 6 weeks
* Previous treatment with both 4 cycles, increasable to 6 cycles

* 21 androgen receptor 2:1
SOC alone —_—

pathway inhibitor
* 1or 2 taxane regimens
* SOC planned before randomization
* Excluding chemotherapy

juawieau)
sisAjeue jeul4

immunotherapy, radium-223, Randomization stratified by CT/MRI/bone scans
investigational drugs
«  ECOG performance status 0-2 . (Eg?lGOS;;formance status * Every 8 weeks (treatment)
* Life expectancy > 6 months *  Every 12 weeks (follow-up)
*  PSMA-positive mCRPC on PET/CT *  LDH (highor low) +  Blinded independent
with 8Ga-PSMA-11 * Liver metastases (yes or no) central review

* Androgen receptor pathway inhibitors in SOC
(yes or no)

Sartor et al . NEJM 2021
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VISION Study (OS and rPFS)

177Lu-PSMA-617 prolonged overall survival

All randomized patients (N = 831)

100+ Hazard ratio: 0.62

— (95% CI: 0.52, 0.74)
- p < 0.001 (one-sided)
T 804
> Median 15.3 vs 11.3 months
= 70
o
3 601
<)
8 50+
$ -
£ 304
()
@ 20-

=+ 77Lu-PSMA-617 + SOC (n = 551)
197 -+ s0OC alone (n = 280)
0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
, Time from randomization (months)
Number of patients still at risk

"Lu-PSMAE17+S0C 551 535 506 470 425 377 332 289 236 166 112

)W alone 28

63 3% 15 § 2 0
1 ) )

Santoret a

JM 2021

Event-free probability (%)

Number of patients still at risk
TLuPSMAE17+SOC 385373 362202272235215194 182146137121 88 83 71 51 49 37 21 18 6 1 1 O

177 u-PSMA-617 improved rPFS

rPFS analysis set (n = 581)

100+ Hazard ratio: 0.40

00 (99.2% ClI: 0.29, 0.57)

p < 0.001 (one-sided)

804

5 Median 8.7 vs 3.4 months
60 +

o =+ 77 u-PSMA-617 + SOC (n = 385)
40-

30~

20-

104 -+~ SOC alone (n = 196)

o L) L) L) Ll L] L) L) L] L] . L) L) L) L] L) L) L) L) L) L L] L) L) L}

012345678 91011121314 151617 18192021222

Time from randomization (months)

131 / / { 4
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VISION Study

Time to worsening in FACT-P total score Time to worsening in BPI-SF pain intensity
favoured the 77Lu-PSMA-617 arm favoured the Y77Lu-PSMA-617 arm
rPFS analysis set (n = 581) rPFS analysis set (n = 581)
100 Ad hoc analysis 100+ Ad hoc analysis
0= Hazard ratio: 0.46 00~ Hazard ratio: 0.45
§ (95% CI: 0.35, 0.61) o\: (95% CI: 0.33, 0.60)
> 80 Median 9.7 vs 2.4 months > 80 Median 14.3 vs 2.9 months
£ .5 p < 0.001 2 . < 0.001
3 0 = 70 p
S 60- 8 60-
° o
g 504 g 504
8 40- 8 40
X v
;;:; 30 § 304
> 204 > 204
- =+ 1Ly PSMA-817 + SoC (n = 385) oo - = " y.PSMA-617 + SoC (n = 385)
10 -e SoC alone (n = 196) 10 -e- SoC alone (n = 196)
0 v L) v M v v v M ’ v o) A L) v Al L A A ' A \J A J A T L) L L) L L L L L) L T T T L) L L L] T T L) L] L] ) L
0123458678 91011121314151617 181920212223 c 012345867 8 910111213 14 1516 17 18 19 20 21 22 23
Time from randomization (months) Time from randomization (months)
Number of patients still at risk Number of patients still at risk
::zposgg‘c 395280 255235201 167 140126110 B9 76 72 54 5% 46 33 27 21 10 7 4 2 1 0O t?’.sélr‘:: 385206265238 197 162146120113 87 70 66 51 48 42 24 21 15 8 6 2 2 1 0©
SoC alone 196 97 66 42 30 21 14 10 8 8 6 6 5 5 4 4 3 2 2 2 0 0 0O SoC alone 196 04 65 37 25 1 12 7 5 5 4 4 3 3 3 2 1 1 0 0 0 0 0 o

BPI-SF, Brief Pain Inventory — Short Form; Cl, confidence interval; FACT-P, Functional Assessment of Cancer Therapy — Prostate; HRQol, health-related quality of life; PSMA, prostate-specific
membrane antigen; SOC, protocol-permitted standard of care.
Time to worsening was defined as the time from randomization to 2 10 points decrease from baseline in FACT-P total score, and to = 30% or 2 2 points increase from baseline in BPI-SF pain

intensity. Testing was two-sided using the Cox model (Wald Chi-square test). All p values are nominal, descriptive, and non-inferential. Analyses in the 581 patients randomized after
measures were implemented on or after 5 March 2019.
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FDA Approval (UK, CAN)
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Home > News > Novartis Pluvicto™ approved by FDA as first targeted radioligand therapy for treatment of progressive, PSMA positive metastatic castration-resist

Novartis Pluvicto™ approved by FDA as first targeted radioligand
therapy for treatment of progressive, PSMA positive metastatic
castration-resistant prostate cancer

Mar 23, 2022
Ad hoc announcement pursuant to Art. 53 LR

« FDA also approved complementary diagnostic imaging agent, Locametz®, after radiolabeling with gallium-68 for the identification of PSMA-
positive lesions®

« Metastatic prostate cancer has a 5-year survival rate of less than 30%°: mCRPC patients who progress on multiple lines of therapy have limited
treatment options

« FDA approval was based on pivotal Phase Il VISION trial, where patients with pre-treated PSMA-positive mCRPC who received Pluvicto plus
standard of care had a statistically significant reduction in risk of death’; both alternate primary endpoints of overall survival and radiographic
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TheraP

Aim: to determine the activity and safety
of Lu-PSMA vs cabazitaxel

7 u-PSMA-617
8.5 GBq IV q6 weekly

* mCRPC post docetaxel suitable for ¥ 0.5GBq each cycle
cabazitaxel Up to 6 cycles

KEY ELIGIBILITY

Progressive disease with rising PSA

and PSA 2 20 ng/mlL 200 men 1:1 randomisation
Adequate renal, haematologic and 11 sites in Australia

liver function Stratified by

ECOG performance status 0-2 * Disease burden (>20 sites vs < 20 sites)

Qiraterone

Ga-PSMA + “*F-FDG PET/CT

PSMA SUVmax > 20 at any site CABAZITAXEL

Measurable sites SUVmax > 10 20mg/m? IV q3 weekly,
* No FDG positive/PSMA negative sites Up to 10 cycles

of disease

Centrally reviewed

‘ Sibacs ' L-PSMA 99 94 88 75 63 54 41 35 30 28 23 20 11
PROSCA 2022
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1-00 - — ["Lu)Lu-PSMA-617
Z — Cabazitaxel
=
% L HR 063 (95% C1 0-46-0.86)
2 p=0-0028
£ 050~
8
& 025+
g
0 T T T S 1
0 3 6 9 12 15 18
A
Number at risk Months
Cabazitaxel 101 46 3 14 2 1 0
["Lu]-PSMA-617 99 67 38 28 17 11 4

No difference in OS
HR 0.97 95%C!0.70-1.4 P=0.99

Cabazitaxel
— N u-PSMA-617

0.25-
0.00 -+
0 3 6 9 12 15 18 21 24 27 30 33 36
Months

Number at risk
Cabazitaxel 101

82 75 68 60 51 45 35 30 22 14 9 6



PSMA RLT according to Guidelines (EAU and ASCO)

Recommendations Strength rating
Novel agents

Offer poly(ADP-ribose) polymerase (PARP) inhibitors to pre-treated mCRPC Strong

patients with relevant DNA repair gene mutations.

Offer  Lu-PSMA-617 to pre-treated mCRPC patients with one or more metastatic
lesions, highly expressing PSMA (exceeding the uptake in the liver) on the
diagnostic radiolabelled PSMA PET/CT scan.

The panel recommends the use of '"7Lu-PSMA-617 intravenously once every 6 weeks for 4-6 cycles
as a treatment option in patients with PSMA PET/CT positive mCRPC who have progressed on one
prior line of androgen receptor pathway inhibitor and at least one line of prior chemotherapy.

The panel recommends that patients should be selected using PSMA PET.

The panel recommends that either Ga-68 PSMA-11 or F-18 piflufolastat be used as radiotracers to
determine eligibility currently

PROSCA 2022




Next Steps: PSMAfore

PSMAfore: a prospective, open-label, randomized, phase 3
study of 77Lu-PSMA-617 vs change of ARPI in patients with
chemotherapy-naive mCRPC

= PSMAfore aims to assess the efficacy and safety of "77Lu-PSMA-617 RLT vs a change of ARPI in chemotherapy-naive
men with PSMA-positive" mMCRPC, and progression after prior treatment with ARPI (NCT04689828)'

Study design'

Primary endpoint

77 u-PSMA-617 Crossover: * rPFS
(IV 7.4 GBq qbw, ) g Key secondary endpoint
Men with 6 cycles) %m « OS
chemotherapy-naive, ' @ 'é Other secondary/exploratory endpoints
progressive, nCRPC [ « Safety
after ARPI! g « PFS and PFS2
G « rPFS2 for crossover patients
* ORR
= DCR (per RECIST 1.1)
y ; = DOR
Stratification factors: « PSA50 response rate
= Prior ARPI use in CRPC vs HSPC « Time to event analysis$
= Presence of symptoms (asymptomatic/mildly symptomatic vs symptomatic) = HRQol (BPI-SF, FACT-P, EQ-5D-5L)

Novartis (NCT04689828) pROSCA 2022



Next Steps: SPLASH

SPLASH (Study Evaluating Metastatic Castrate Resistant Prostate Cancer Using 77Lu-
PNT2002 PSMA Therapy versus Abiraterone or Enzalutamide After Second-Line Hormonal
Treatment*, a multi-center, open label, randomized study)

SPLASH is designed to evaluate *’Lu-PNT2002 earlier in the treatment pathway and using fewer and lower doses, as compared to the
currently approved indication for radioligand treatment in prostate cancer

Lead-in Cohortt : :
(Efficacy and Safety Presented at ESMO '22)! Randomization

e . A
LAPAalns 11

1771 u~PNT2002

Key
Eligibility

Safety and
Preliminary

Explorator

i y

~ "'_§
emCRPC N=27 ity Efficacy o 6.8 GBq Q8w x i:‘
oPSMA-avid PET R o AE/SAES s 4 gL sPain PFS
eProgressed on eDosimetry b g oPSMA PET
ARPI therapy eChanges in vital N=130 o & - *PSA PFS
RN 6.8 GBq Q8w x signé, clinteal - Ab1rat¢ron: or P”;;géz *HRQoL
for mCRPC 4 labs, ECGs Faslacamde §

LONG TERM FOLLOW-UP (5 years, death, or loss to follow up)

*NCTO4647526; " Screening 6 weeks; ‘e-Pastet presentation #1400P, ESMO 2022, Paris, Fronce. AE, adverse event; ARPI, ondrogen receptor pathway inhibitor; ECG, electrocordiogram,; HRQoL, health-related quality of life; mCRPC, metastatic costrote
resistant prostate cancer; ORR, objective response rate; OS, overall survival; PET, positron emission tomography; PFS, progression-free survival; PK, pharmacokinetic; PSA, prostote specific antigen; PSMA, prostate-specific membrane antigen; rPFS,
radiographic progression-free survival; SAE, serious adverse event.

Point Biopharma (NCT04647526) pROSCA 5032



Next Steps: PSMAddition

PSMAddition: a randomized, phase 3 study of 177Lu-PSMA-617
in patients with untreated or minimally treated mHSPC

= PSMAddition aims to assess the efficacy and safety of '""Lu-PSMA-617 RLT plus SoC" vs SoC in men with
untreated/minimally treated mHSPC (NCT04720157)'

Study design’

Crossover Primary endpoint
after BIRC-
TLu-PSMA-617 RS * IPFS
(V7.4 GBq qéw, EICHMIIIIS 5 Other secondary/exploratory endpoints
6 cycles) / ) « OS
Men with untreated or [P o *+ SoC’ =} « PFSand PFS2
>
RSP S * DCR (per PCWG3-modified RECIST 1.1)
74 = DORandTTR
= Prostate-specific antigen 90 (PSA90) response
Stratification factors: = Proportion with PSA <0.2
» Disease volume (low vs high per CHAARTED definitions) * Time to events analysis$
. Ao - Safety (CTCAE v4.03)
* Prior or planned treatment to primary tumor * HRQoL (BPI-SF, FACT-F, EQ-5D-0L)

Novartis (NCT04720157)
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Summary

» 177 y-PSMA 617 RLT is FDA approved (VISION setting)
* Need to perform PSMA PET for selection of patients
* Next Steps: moving to earlier lines (PSMAfore, SPLASH, PSMAddition)

* New radionuclides (e.g. 21?Pb, ??°Ac), new ligands (e.g. J591) and new
targets (e.g. GRP, HK2) in clinical translation

PROSCA 2022
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