ProTACT: A first-in-human, phase 1 study evaluating the safety, tolerability, and anti-tumor activity of [22°Ac]Ac-FL-020, ULL-LIT E
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(based on PSA response, ORR, DCR, BOR per PCWG3/RECIST v1.1), & There were 8 deaths on study, all of which were Anaemia (any Grade) 8 (53.3%) 2(33.3%) 4 (66.7%) 2 (33.3%) 1(16.7%) 17 (43.6%)
PK profile, and dosimetry. related to disease progression. Grade 1 - Mild 1(6.7%) 0 0 1(16.7%) 1(16.7%) 3 (7.7%) Time on Treatment (days)
& Patients must have progressive mCRPC, with PSMA PET/CT-positive lesions, prior androgen receptor signaling inhibitors or Grade 1 - Mild 0 0 0 0  1(16.7%) 1(2.6%) PSAS0 9 (100%) 6 (75.0%) 15 (88.2%)
CYP17 inhibitors, 21 prior taxane regimen (patients who declined taxane may be eligible), and adequate organ function. Grade 2 - Moderate 0 0 0  1(16.7%) 2(33.3%) 3(7.7%)
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10 MBq No DLTs MTD/RP2D blood cell count decreased, and platelet count decreased (25.6% each); neutrophil count decreased, weight One Y7Lu-naive patient (8 MBq) had no post-baseline PSA measurement and is not evaluable. *As of 9 Oct 2026, 6 patients have been enrolled and treated at 10 MBgq;
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mCRPC. decreased appetite (2 patients). Grade 1 - Mild 9 (60.0%) 4(66.7%) 4(66.7%) 0  2(33.3%) 19 (48.7%)
Grade 2 - Moderate 4(26.7%) 1(16.7%) 2 (33.3%) 0 0 7 (17.9%) Table 2. PSA Responses at 6-8 MBq by Prior 177Lu Exposure
observed

Study design
¢ The study consists of dose escalation to determine the MTD and/or

RP2D, and expansion to confirm safety of the RP2D and to evaluate Efficacy Results Conclusions

preliminary antitumor activity; the study design is shown in Figure 2. & As of 9 Oct 2026, PSA50 responses were observed in 15/17 & [??°Ac]Ac-FL-020 has been well tolerated, with no DLTs or treatment-related deaths. The observed safety profile thus far is
2 Patients receive [225Ac]Ac-FL-020 every 6 weeks for up to 6 cycles. (88.2%) evaluable patients receiving effective doses (6-8 MBq). Of consistent with expectations for this patient population receiving alpha therapies in a Phase 1 clinical trial.
IV administrations every 6 weeks for up to 6 cycles

Patients who benefit from treatment after 6 cycles of [225Ac]Ac-FL-020 28-dlay DLT period after 14 dose these, 13/17 (76.5%) patients had PSA80 responses, and 8/17 & Overall, 56.4% of patients had Grade >3 TEAEs (most commonly lymphocyte count decreased), 28.2% of patients had TESAEs

Bayesian logistics regression model design

may receive up to a maximum of 2 additional cycles. (47.1%) went on to have PSA90 responses (Table 2). (7.7% had TESAEs considered related to [??°Ac]Ac-FL-020), and 12.8% discontinued due to AEs; all after receiving >2 cycles.

DL, dose level; DLT, dose-limiting toxicity; IV, intravenous; MTD, maximum

2 PK sampling is performed in all patients.  tolerated dose; RP2D, recommended Phase 2 dose. & PSA responses (Figures 5a and 5b) were observed at 6-8 MBq for & Most discontinuations (60%) were due to disease progression, predominantly (75%) at dose levels <6 MBq.
2 Approximately 10 patients will receive [112In]In-FL-020 and serial SPECT/CT for dosimetry prior to [225Ac]Ac-FL-020. 100% of patients naive and 75% of patients exposed to prior *’/Lu & Dry mouth was reported in 82.1% of patients (59% Grade 1 and 23.1% Grade 2).

2 The trial is enrolling patients in Australia, the United States, Turkey, and China. (Table 2). £ PSAS0 responses were observed in 88.2% of evaluable patients who received 6-8 MBg, including 100% of 77Lu-naive and
2 All 13 PSMA-PET-evaluable patients at 6-8 MBq had a decrease in 75% of 177Lu-exposed patients.
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