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Introduction Aims Study Design and Methods
ABO0O01 is an Alpha Radioligand Therapy (ART) consisting of a PSMA- A Phase 0 first-in-human study of ABOO1 in patients This was single centre, open label, non-randomised, non-controlled study
targeted small molecule radiolabeled with lead-212 (212Ph) with mCRPC to investigate: conducted at Oslo University Hospital. Key Inclusion and Exclusion criteria:
* Progressive mCRPC with PSMA-avid lesions by PSMA PET/CT
« PSMA is commonly overexpressed in prostate cancer and has » Feasibility of gamma camera imaging following a « ECOG performance status 0-2 and life expectancy >6 months
become an attractive target for imaging agents and therapies? microdose of ABOO1 . Adequate hematopoietic, kidney, and liver function
* PSMA-targeted therapies using the beta-emitter Lutetium-177 * Biodistribution of ABOO1 - No prior PSMA-targeted radioligand therapy or concurrent cancers within 2 years
(177Lu) are established treatment options for patients with mCRPC . ABO0O1 uptake in metastatic lesions
« Early clinical data for alpha-emitter based therapies targeting « Evaluate pharmacokinetics and clearance

PSMA have indicated promising anticancer activity in mCRPC, Screening 2°%° AB001 Imaging & Follow-up 28 days

including cases unresponsive to treatment with 17/Lu-PSMA?2:3 * Evaluate Safety, tolerability, and activity
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Non-clinical studies of ABOO1 demonstrated good tumor uptake, tumor 8 <(f1'ihrs 4'?3 16f4 "
growth inhibition, and promising biodistribution®* 212ph Decay Schemes ]
212Pp is a promising in vivo alpha-particle generator, with physical —— % <6 wks pre-ABOOL 11_3 hrs 1 16.24 hrs
decay properties that match the rapid tumor uptake and clearance I= 18E_PSMA- SPECT/CT & Follow-up Safety
achievable from small molecule or peptide targeting agents y T2TkeV 7% PET/CT Planar gamma imaging Visits
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Relative Mass 1 8,000 ; ggi ‘g 4;‘; PSMA-PET/CT: GE Discovery PET/CT scanner; 200-252 MBq 18F-PSMA-1007. PSMA-avid mCRPC lesion
0 ) H ‘ . . . y
Potency: Decays to 2,000 2-10 )V/ :;:13 iz\\; 32;) defined by ‘SUV = 3 times adjacent normal tissue
kill cell / v 86lkeV 4% Gamma Camera Imaging: Planar imaging & SPECT/CT, Siemens Symbia Intevo Bold SPECT/CT with high
o VNN mmm y 2615keV  36% energy collimators[ref]. 40% energy window centred on 79 keV & 20% window centred on 239 keV were
DNA damage: Linear - oSN acquired simultaneously, dual scatter windows of 20% & 5%
Energy Transfer (LET) in swoooes LET SRR _ : s - TR
KeV/um ‘RRx () 95 e Whole body (WB) probe measurements: ThermoFisher Scientific RadEye SX, with scintillation detector,
. References: 1. Hawkey, N.M., et al., Clin Adv Hematol Oncol, 2022. 20(4): p. 227-238. 2. Ballal, S., et al., FHZ514A; >1m distance and 60s measurement time
Few Smgle strand Many Double Prostate, 2021. 81(9): p. 580-591 3. Feuerecker, B., et al., Eur Urol, 2021. 79(3): p. 343-350. 4. Stenberg, V.Y., oo .. )
DNA breaks strand DNA breaks et al., International Journal of Molecular Sciences, 2021. 22(9): p. 4815. 5. Stenberg, V.Y., et al. Journal of Blood Sample activity: Pb activity of full blood, plasma, and red blood cells measured Separately- Hidex
Labelled Compounds and Radiopharmaceuticals, 2020. 63(3): p. 129-143 6. Data: NuDat (NNDC, BNL, USA) Automatic gamma counter; 55-300 keV eﬁiciency factor 0.8236.
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Results
Three patients with progressive mCRPC on standard of care therapies Biodistribution to Normal Tissue
were included: 73-89 years old, ECOG 1, PSA levels 0.44 -15 pg/L —
_ _ _ Table 2: Normal tissue assessments of planar gamma camera
On baseline PSMA-PET all patients had at least three PSMA-avid 1 ’1s _ and/or SPECT images performed post-administration of AB001
metastatic lesions; range SUVmax 10.1 - 77.4 *F-PSMA- Pb Planar Gamma Camera Imaging
: : : : PET Tissue Patient  IDO1 ID02 IDO3
Each patient received a microdose of 9.4 £ 0.3 MBg ABOO1 (i.v.) | 4 hour (Day0) I 16 hour (Day1)
: — Anterior ¥ Posterior Y Anterior Y Posterior—— Salivary glands N N N
 There were no adverse reactions related to ABOO1 Kidneys Y Y Y
« No signal of efficacy by PSA or ALP (expected for a microdose) . : 5 8 % Liver N N Y
¢ L) Spleen N N N
.‘.'l.' Blood pool Y N Y
N N N
N N N
N* Y Y

Pharmacokinetics

Figure 2: Baseline 8F-PSMA-PET (a) as refence for planar gamma camera imaging post- o N .
administration of ABOO1 for Patient IDO1 (b-e). MIP (scaling 0-20) and WB summed (scaling 0-max). « Blood analyses indicated stability of the AB0O01 ligand

after administration

18F-PSMA-PET

* Whole-body probe measurements demonstrated an
effective half-life of 8 hours
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Figure 1: Retrocaval lymph node tumor metastasis (red arrows) demonstrated in patient ID03 with J J
SUVmax 77 from 18F-PSMA-PET (a,b,c) and measuring 11x14x16mm on CT (g,h,i). ABOO1 uptake : SNTICIT - T - . .
demonstrated on 212Pb SPECT ima(ging ;t 4 hours post_%dministration (d.e.) (90,1 P Normal tissue visibility of ABOO1, defined as uptake clearly distinguishable Figure 4: Whole Body activity as measured by a Nal whole body
from adjacent tissue, was demonstrated for kidneys, urinary bladder with fhr?ebee Ff:t) :;ttir Ror;rgﬁgzgtlggnaegn?gi agrgllgﬁtoerrzg Cahcg\g:% r:‘tors all
- : | : -ex ial curve fi ient i
contents, and the liver. Blood pool qptak_e (c_ieflned as he_art and/or large included (solid lines). 22Pb activity PK measurements from whole
vessels) was seen. There was no visualization of the salivary glands. blood (a), plasma (b), and red blood cells (c).

The most PSMA-avid lesion, a retrocaval lymph node metastasis with short-
axis diameter 11 mm, was visualized with ABOO1 uptake on post-therapy
SPECT/CT.

Uptake of ABOO1 was not clearly demonstrated in other lesions. This may
be attributed to the lower PSMA-expression of these metastases (due to
tumor biology and limited tumor progression) demonstrated by PSMA PET,
combined with injected ABOO1 microdose and imaging system limitations.

Conclusions
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