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Background Clinical activity Safety

B When used in combination with physician’s choice of care, Lutetium-177 (Lu 177) PSMA-617 B At data cut-off (6 May 2025), median follow-up in the gotistobart combination arm was 14.7 months for 3 mg/kg Q4W (n=6), 6.1 for 6 mg/kg Q6W (n=6) and 9.3 Table 3. Adverse events
radioligand therapy showed significant PFS and OS improvements in patients with mCRPC who had months for 10 mg/kg Q6W (n=6) regimens and 10.4 months for the Lu 177 control arm (n=7). One patient had baseline PSA < 1 ng/mL (protocol deviation) and was Gotistobart + Lu 177
T ) :
progressed on prior lines of therapy. excluded from efficacy analyses. 3 mglkg Q4W 6 mglkg Q6W 10 mg/kg Q6W Lu 177 Q6W
B Combinations with other PSMA-targeted radionuclides, ARPIls, chemotherapy, PARP inhibitors, and Table 2. PSA response rate (n=6) (n=6) (n=6) (n=7)
immune checkpoint inhibitors are being explored to extend the therapeutic benefit.? Any TEAES, n (%) 6 (100.0) 6 (100.0) 6 (100.0) 6 (85.7)
B Preclinical prostate cancer models and early phase clinical trials demonstrated that radiotherapy Gousmbrt * L1 7 rry———y Ly 177 QBW TE%E?t_"f grades 3/4, n (%) 8 3 (500'0) g (gg'g) 1 (104'3)
increases T-cell infiltration and Treg expansion in the tumor microenvironment (TME) and may enhance DIl Cri L L) el mglkg Q Wil €l Oftis - , (33.3)
response to PD-1 and CTLA-4 inhibitors.3 (n=6) (n=6) (n=9) (n=7) Abdominal pain 0 0 1(16.7) 0
' PSA50 response Rate, n (%) 4 (66.7) 3 (50.0) 3 (60.0) 2 (28.6) Diarrhea 0 0 1(16.7) 0
B Given the role of gotistobart (a unique pH-sensitive anti-CTLA-4 antibody that preserves CTLA-4 95% Cl (22.3-95.7) (11.8-88.2) (14.7-94.7) (3.7-71.0) Nausea 0 0 1(16.7) 0
recycling and avoids lysosomal degradation) in selective depletion of Tregs in the TME,*7 this study will Upper gastrointestinal 0 1(16.7) 0 0
initially test the safety and toxicity of gotistobart plus Lu 177 in mCRPC. Figure 2. PSA best percent change from baseline Figure 3. PSA response over time hemorrhage '
Anemia 0 2 (33.3) 0 1(14.3)
Study desig“ and objectives Gotistobart 3 mg/kg Q4W + Lu 177 (n=6) (5%818757) Clostrldlum difficile infection 0 0 1(16.7) 0
. ] + . ; Pneumonia 0 0 1(16.7) 0
. . . . . . Gotistobart 6 mg/kg Q6W + Lu 177 (n=6) Sepsis 0 0 1(16.7) 0
B PRESERVE-006 (NCT05682443) is an open-label, randomized, active control, multi-center, phase 1/2 100% | 1 L X 4 Noutreohil (g g 0 1 (16,7 0 0
study of gotistobart in combination with Lu 177 in patients with mCRPC who have progressed after Bl Gotistobart 10 mg/kg QBW + Lu 177 (n=5) s S + Gotistobart 3 P;l:erlzlf cloSr?tu g ecreec;rse:; ° 0 ) 216.7; 0 0
i ihiti = F + L + + ¥ + u i . .
androgen receptor pathway inhibition. . Lu 177 Q6W (n=7) _ ; i;g/z;ponse o 2 = Weight decreased 0 0 1(16.7) 0
B Patients were randomized (2:1*) to receive gotistobart at 3 mg/kg Q4W, 6 mg/kg Q6W, or 10 mg/kg ’ | ’ ) Decreased appetite 0 0 1(16.7) 0
Q6W for up to 13 doses plus Lu 177 7.4 GBq (200 mCi) Q6W for up to 6 doses, or to the control arm to | — .' . \ Hyperglycemia 0 0 1(16.7) 0
receive Lu 177 7.4 GBqg (200 mCi), Q6W for up to 6 doses. o S Hypocalcemia 0 0 1(16.7) 0
. . o0% Tt A 3 w Hypokalemia 0 1(16.7) 0 0
B Here we report results from the dose escalation phase (Phase 1) that aims to assess safety and select o S — , 3 Fatigue 0 0 1 (16.7) 0
' iz ati © Gotistobart + Lu 177 Lu 177 Only : L + 2 -
two dose regimens for the Phase 2 dose optimization study. ¢ JUE T PSRN S ) s ¢ : Muscular weakness 0 0 1(16.7) 0
: : : 25% [ SR S ST - 5 dg Acute kidney injur 0 1(16.7 0 0
Figure 1. Randomized study of gotistobart + Lu 177 versus Lu 177 for mCRPC § = S s 8 Ermbolism y iy 0 (o ) 0 1(14.3)
o 1 + + + + + - o .
% 0 l T - A S . 4 a Any serious TEAEs, n (%) 1(16.7) 1(16.7) 5 (83.3) 0
Phase 1 dose escalation Phase 2 RCT 5 0% S oo 3 = TEAEs leading to:
o 2 S T 4 a Dose reduction 0 1(16.7) 1(16.7) 0
S Gotistotarﬁ 3 mgé\lj\s/:j Q4w GotistobLarﬁ 3 mgé\l;\? Q4w Primary Endpoints % g : : o . E c:lc_J: Treatment discontinuationt 0 0 3 (50.0) 0
igibility + Lu 7_7Q + u_ 77Q_ . S 25% + + 1 . Death 0 0 0 0
= mCRPC (n=6) Arm 1 (n=38 estimated) Phase 1: 9 x » 1@ _ —
= Progressed on prior ARAT = |ncidence of = ' ' P 4 ng TTreatment discontinuation of both drugs.
" Prior taxane Gotistobart 6 mg/kg Q6W PSRN B BT @l dose-limiting o b 3 = B No deaths, dose-limiting toxicity, or Gr 4—5 TRAEs were observed at any gotistobart dose during the
= Naive to Lu 177 + Lu 177 Q6W + Lu 177 Q6W toxicity 50% —--—————— S _ NN NN NN NN NN BN . _ _ _ W _____L__.l__ * * DLT period
(n=6) Arm 2 (n=38 estimated) % + 2 = .
Phase 2: ' ' % PSA Response 2 3 . . . . . . e
N=141 (estimated) Gotistobart 10 mg/kg Q6W Lu 177 Q6W - PSA50, and \ X o Antif’canc.er theay [ At gotlstgbart 3 mg/kg, one patient discontinued gotistobart gfter cycle 4 due to Gr 2 colitis; one
= 2:1 randomization® in +Lu 177 QBW L _ incidence of 750, ' > # PSA Progression <5 patient discontinued Lu 177 after 4 cycles due to Gr 2 anemia.
Phase 1 (n=6) Am S (n=38 estimated) TEAES, IrAEs and S — At gotistobart 6 mg/kg, one patient had Gr 3 acute kidney injury with Gr 4 hypokalemia and Gr 3
= 1:1:1 randomization in TEAEsS leading to ' ! i PSA 50% Response 4 § ’ )
Phase 2 Lu 177 Q6W study treatment ' ' i no PSA 50% Response o 2 upper Gl hemorrage with Gr 3 anemia. All events occurred after cycle 2, were assessed as
(n=7) discontinuation -100% ; : : : - s 5 unrelated to study drugs, recovered and didn’t lead to dose change.
. | | o Time from C1D1 to last follow-up at data cutoff (Months) — At gotistobart 10 mg/kg, three patients discontinued gotistobart, two due to Gr 3 colitis and one due
*In Phase 1, each cohort had randomization capped once 6 patients were randomized to the combination arm to intermittent fever; all three continued with Lu 177. Five patients had Gr 1-2 IRR.
Patient characteristics Foure 5 Targetesonbest percortchance | Y R
rom paseiline -
Table 1. Baseline patient and disease characteristics _ Bl Overall findings support combination regimens with gotistobart doses less than
. Gotistobart 3 mg/kg Q4W + Lu 177 (n=2) Lu 177 Q6W (n=1)
Gotistobart + Lu 177 Gotistobart + Lu 177 Lu 177 Only 10 mg/kg.
600 » On Treatment Lu 177 Q6W (n=7) . Gotistobart 6 mg/kg Q6W + Lu 177 (n=3) . . . . .
mg/kg QAW ERCRUTIC Rl B [ CILCRe A Lu 177 Q6W 500 Gotistobart 3 mg/kg Q4W + Lu 177 (n=6) _ B The combination of gotistobart + Lu 177 was well tolerated and associated with
3
(n=6) (n=6) (n=6) (n=7) S potistobartis malkn GOW f Ly 147 (10) Mcoumobmn 0mgha Qo+ L 177 02 durable PSA50 responses at doses of 3 mg/kg Q4W and 6 mg/kg Q6W compared
Median age, years (range) 71.0 (58-79) 69.0 (57—78) 67.5 (54-81) 69.0 (52-86) 400 @ Gotistobart 10 mg/kg Q6W + Lu 177 (n=5) _ : P _ g/Kg _ g/Kg P
Race, n (%) < _ Gotistobart + Lu 177 Lu 177 Only with Lu 177 alone, supporting these doses for the ongoing Phase 2 study.
White 1(16.7) 4 (66.7) 5 (83.3) 6 (85.7) S 40% 1 _
Black 3(800) 2(333) 1(106 ) 1(143) g ® B The Phase 2 study is expected to complete enrollment by end of 2025.
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ARPIs, androgen Receptor Pathway Inhibitors; ARAT, androgen receptor-axis-targeted therapies; ASCO, American Society of Clinical Oncology; CTLA-4, cytotoxic T-Lymphocyte-Associated Protein 4; DLT, dose-limiting toxicity; ECOG, Eastern Cooperative Oncology Group; GBq, gigabecquerel; Gr, grade; IRR, infusion-related reaction; Lu 177, Lutetium-177; mCi, millicurie; mCRPC, metastatic castration-resistant prostate cancer; OS, overall survival; PARP, poly (ADP-ribose) polymerase; PD-1, programmed death-1;
PFS, progression-free survival; PSA, prostate-specific antigen; PSA50, prostate-specific antigen 50% Response; PSMA-617, prostate-specific membrane antigen-617; PSMA-PET, prostate-specific membrane antigen positron emission tomography; Q4W, every 4 weeks; Q6W, every 6 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; SAE, serious adverse event; TEAEs, treatment-emergent adverse events; TME, tumor microenvironment; TRAEs, treatment-related adverse events; Tregs, regulatory T cells.
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