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Prostate cancer (PC) is common and despite recent advances in 64Cu-SAR-bisPSMA detects lymph node not Efficacy and safety results from two doses of ¢7Cu-SAR-bisPSMA (8 GBq) administered to a metastatic castrate-resistant K EI blt C -t . @ e h
treatment options, patients with metastatic disease still have identified on 8Ga-PSMA-11 PET PC (mCRPC) patient have been recently reported. Prior to 6/Cu-SAR-bisPSMA, the patient had received several lines of ey Jelo 1] y riteria °®° J
poor outcomes, warranting the development of new effective therapy (androgen deprivation therapy [ADT], chemotherapy, abiraterone, enzalutamide and a clinical trial [PARP @
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éii?g:geésinang)rlraeal I;n;rat;]esr:?genmﬁ;asr&i bglklcg\[?écr);e(llarle:snedd :ﬁ é responses have been confirmed (no uptake of ®4Cu-SAR-bisPSMA using PET [Figure 6], anatomical assessment using 2. Hlst.o'loglcal, patholc?glcal, and/or cytological confirmation Of PC
malianant brostate tissues’ o RECIST v1.1, respectively). Adverse events related to ©%/Cu-SAR-bisPSMA were dry mouth, altered taste and 3. Positive 4Cu-SAR-bisPSMA PET/CT scan, where %4Cu-SAR-bisPSMA uptake (SUVmax) of
9 P ' 8 thrombocytopenia (all Grade 1, improved), fatigue (Grade 2, resolved), anaemia (Grade 3, improved to Grade 2)’. at least 1 known lesion is higher than that of the liver on the 1 hour PET/CT scan

Characteristics of SARbISPSMA, including the double PSMA Castrate level of serum/plasma testosterone (<50 ng/dL or <1.7 nmol/L)

binding moiety in ®4Cu-SAR-bisPSMA (imaging) and %’Cu-SAR- Cycle 1 Cycle 2 Pre-67Cu-SAR-bisPSMA Post-57Cu-SAR-bisPSMA
bisPSMA (therapy), may offer advantages compared to currently < SR /J”” 16 o Sep 19 5. =21 metastatjc lesion that is present at screening CT, MRI, or bone scan imaging obtained
used single-target PSMA agents (Tables 1 and 2, Figure 1). 2 = <28 days prior to enrolment
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Half-life 12.7 hours 1.1 hours 1.83 hours In the PROPELLER study, readers did not detect uptake in pelvic lymph nodes a g 0 LY v \/ \ g / /
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Imaging window  1to30hours*  50-100mins  60-90 mins S SIS IS o GRS, Timeline Uptake of 64Cu-SAR-bisPSMA shown in lymph nodes 64Cu-SAR-bisPSMA Dosimetry Phase

- : : before the treatment with ¢’Cu-SAR-bisPSMA (left). No uptake . , TR TR, . 6401 QAD_ i :
*up 1o 72 h for dosimetry 64Cu-SAR-bisPSMA demonstrated higher tumour Undetectable PSA following 2 doses of Cu-SAR-bisPSMA  was observed following 2 doses of 7Cu-SAR-bisPSMA (right). To Qetermlne6’c7he blodlstrlbutlon and dosimetry of ®4Cu-SAR-bisPSMA and estimate the
uptake than 8Ga-PSMA-11 dosimetry of ¢/Cu-SAR-bisPSMA

Cu-67 characteristics compared to Lu-1774
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64Cu-SAR-bisPSMA Dosimetry, Dose Escalation, and Cohort Expansion Phase
M ETHODS « To determine the safety and tolerability of ®4Cu-SAR-bisPSMA

Half-life 2.6 days 6.7 days Studv Desi Dose Escalation Phase
Decay mode Beta emitter Beta emitter tu y besign * To determine the MTD or MFD of a single dose of 67Cu-SAR-bisPSMA
Range in tissue ~0.7 mm ~0.7:mm SECURE is a Phase I/Ila multi-center, open-label, non-randomized, dose-escalation and cohort expansion study of $4Cu- * To determine the recommended dose of two doses of *’Cu-SAR-bisPSMA
Production mode Electron accelerators ~ Nuclear reactors SAR-bisPSMA and ¢’Cu-SAR-bisPSMA. mCRPC patients with progression, prior exposure to at least one androgen Cohort Expansion Phase
receptor pathway inhibitor (ARPI), and positive %4Cu-SAR-bisPSMA PET may be treated with ’Cu-SAR-bisPSMA. The . : : . : A B :
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SAR-bisPSMA stylized structure Concordant lesions on 54Cu-SAR-bisPSMA (200 MBq) and 8Ga-PSMA- determining the maximum tolerated dose (MTD) or maximum feasible dose (MFD) and anti-tumor efficacy of 67Cu-SAR- (eaiGHIaBRICNIESPOUSE
11 PET/CT consistently showed higher SUVmax, SUVmean and TBR bisPSMA. Radiological response will be assessed by Response Evaluation Criteria in Solid Tumors (RECIST v1.1) and Dose Escalation and Cohort Expansion Phase
Cage 64Cu/57C with ®*Cu-SAR-bisPSMA compared to ®®Ga-PSMA-11 (statistically Prostate Cancer Clinical Trials Working Group 3 (PCWG3). This study is being conducted in 3 phases: a ¢4Cu-SAR- . : . N
SA?{ “chelator” u{ ) 5 significant values for all parameters, p<0.001). Interval between scans: bisPSMA Dosimetry Phase (n=6), a /Cu-SAR-bisPSMA Dose Escalation Phase (n=up to 24), and a %’Cu-SAR-bisPSMA To determine the safety and tolerability of /Cu-SAR-bisPSMA
oo rgl eh?;[l?jr'ng b Radioisotope 8 days Cohort Expansion Phase (n=14) (Dose Escalation and Expansion Phases depicted in Figure 7). | r r b
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radioisotope Efficacy data in a PC xenograft study showed statistically Selected Secon ary 0 jeCtIVGS
Targeting significant (p<0.001) and dose-dependent tumor growth Study Phases o . .
Agents inhibition and increased survival in mice treated with 67Cu-SAR- 12 12 r 9 | " 19 | Dose Escalation and Cohort Expansion Phase
Two PSMA bisPSMA compared to the control group (Figure 4)°. / " eBa I GB | GB = GB — TBD | TBD | TBD [+ TBD « To investigate tumor response following treatment with ¢’Cu-SAR-bisPSMA based on
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Anti-tumour effect of °/Cu-SAR-bisPSMA in . Toi tigate radiological ion f val following treatment with 6Cu-SAR-
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g o 4 = Current Status
@ 607 GBq Cohort 2
g 40 N=3 At the time of this presentation, no dose limiting toxicities have been observed in cohorts 1,
& Cohort 1 2 and 3. In the United States, 5 sites are active. Additional sites in the United States
Tumor specific recepjf : LA N N W A S T e B & o N=6 and Australia are currently in start-up.
Proteins expressed by cancer cells which Time (d) Time (d)
the radiopharmaceuticals target 1 cycle Up to 4 cycles Up to 4 cycles ClinicalTrials.gov Identifier: NCT04868604. This study is sponsored by Clarity Pharmaceuticals Ltd.

= \/ehicle * 7.5 MBq® Cu-CuSARbiSPSMA * 30 MBq®’Cu-CuSARbisPSMA

“* 15 MBq®’Cu-CuSARbisPSMA 15 (1) + 15 (15) MB&’Cu-CuSARbisPSMA - References:
In the Phase | PROPELLER study in with PC scheduled for Dossleseaianol BosSIoaRan=IS 1. Silver et al. Clin Cancer (f}es. 21997: f . donth
radical prostatectomy, ®*Cu-SAR-bisPSMA demonstrated 2-3 (A) Antitumor efficacy of 67Cu-SAR-bisPSMA against LNCaP tumor xenografts, Cohorts 1,2 and.3 completed. Cohort 4 is currently recruiting (red box). Pqtients in cohort 4 wil recei\(e_ 2 doses of 67CU'SAR'biSF_)SMA _ % Iﬁ?%?g?ye}:ﬁ)iljﬁggfgvrgg eprc?éac'tj ﬂf?rﬁgﬂgﬂ?ﬂééggggg eonotﬂ; 2641263“3//‘%}6%91,24'
times higher tumor uptake and detection of additional PC expressed as average tumor size (+SEM) (n = 8/per group). (B) Kaplan—Meier (12 GBq) accotdlng to thg current study protocol. A protocol.a.mendment.ls undemayto aIIovy 2 qddltlonal doggs of 67Cu—.SAR—b|sPSMA in cohort 4. A Safety 4. Ramonaheng et al. Heliyon. 2022.
lesions compared to Ga-PSMA-11 PET (Figures 2 and 3)5 curve of percentage survival data; endpoint represents day on which tumor Review Committee meeting will take place after_3 qnd 6 participants receive the first 2 dpges in this cohort (minimum period of 6.w.eeks for safety follow-up). 5. Lengyelova & Emmett et al. ASCO. 2023.
. size was at least 1,200 mm? or censoring occurred (day 85). Doses for each cohort: cohort 1,4 GBq (108 mCi, single dose); cohort 2,8 GBq (216 mCi, single dose); cohort 3,12GBq (324 mCi, single dose); cohort 4, 12 GBq 6. Mclnnes etal. JNM. 2021. _
(324 mCi, multi-dose). *Dose expansion cohort. TBD: to be determined, dose based on the MTD or MFD, pending safety assessment of cohort 4. 7. Nordquist. 35" Annual International Prostate Cancer Update. 2024. Data on file.
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