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Background: AZD0486 (formerly TNB-486) is a novel, IgG4 fully human CD19xCD3 bispeci�c TCE incorporating a unique low
af�nity anti-CD3 moiety designed to reduce cytokine release while retaining potent T-cell mediated cytotoxicity of malignant
B cells. A silenced Fc prevents nonspeci�c binding, antibody-dependent cellular cytotoxicity, and confers a long half-life
suitable for intermittent administration. Preliminary clinical activity in Diffuse Large B-cell Lymphoma (DLBCL) and Follicular
Lymphoma (FL) was reported [ Hou et al, Blood 2022; Jacobs et al, HemaSphere 2023] following �xed and single step-up
dosing (1SUD). We now present focused updated safety data following implementation of 2SUD in the ongoing FIH phase 1
study (NCT04594642).
Methods: Patients with R/R CD19+ B-NHL failing ≥2 prior lines of therapy, including prior CD19 CART and/or CD20 TCE,
were enrolled. AZD0486 was administered in escalating doses in either no SUD (Day (D)1, D15 0.03-2.4mg), 1SUD (D1 0.27-1
mg, D15 2.4-10 mg), or 2SUD (D1 0.27 mg, D8 1 mg, D15 2.4-7.2 mg, FL/DLBCL only) schedules. AZD0486 was given IV every 2
weeks in 28DCycles (C) up to 2 years. Monthly dosing was considered for patients in complete response (CR) at C6. Responses
were assessed by RECIL 2017 by Central Imaging Review, AEs by CTCAE v5.0, and CRS/ICANS by 2019 ASTCT criteria.
Results: As of 03 July 2023, 62 patients (27 DLBCL, 25 FL, 5 mantle cell lymphoma, 4 marginal zone lymphoma, 1 other)
received AZD0486 and were evaluable for safety. Median age was 68 (range 22-86), with 58% male, 81% stage III/IV. Median
prior lines of therapy was 3 (range 2-16) including 23 (37%) failing CART and 3 (4.8%) failing CD20 TCE. Fifteen (24%) were
CD20 negative at study entry. The complete response (CR) rate was 91% (10/11) in patients with FL treated in 2.4 mg dose
cohorts and for all FL ef�cacy evaluable subjects dosed at 2.4mg or above, CR was achieved in 14/17 (83%) with an overall
response rate (ORR) of 88%. Median duration of response (DOR) has not beenreached. With the implementation of 2SUD
regimen, no Grade 3+ CRS or ICANS events were observed (Table 1). Grade 1-2 CRS events decreased from 62.5% to 22.2%
(�xed/1SUD, 15/24 and 2SUD, 4/18). Grade 1-2 ICANS events decreased from 20% (5/24) to 5.6% (1/18), presented mainly
as confusion, and typically resolved in 1-2 days. The most common AEs (occurring in >20%) of any grade and regardless
of drug causality were CRS (48%), anemia (34%), neutropenia (32%), lymphopenia (29%), ICANS (27%) and decreased WBC
(20.9%). Treatment-related events of Grade ≥3 included lymphopenia (24%), neutropenia (15%), ICANS (9.7%) and anemia
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(3.2%). No treatment related deaths were reported (1 death due to COVID19, unrelated) and no treatment-related AEs lead
to discontinuation (1 patient discontinued due to COVID-19, unrelated).
Preliminary analysis (TNF-a, IL-6, IL-8, IL-10) suggests a decrease in cytokine levels after target dose with 2 SUD compared to
�xed dosing and 1SUD, regardless of target dose.
Conclusions: AZD0486 (formerly TNB-486) is an active treatment in patients with advanced R/R B-NHL and has a predictable
safety pro�le characterized bymainly low-grade AEs and fully transient and reversible CRS/ICANS events. The 2 SUD schedule
reduced the overall rate of low grade CRS and ICANS (Grade 1-2) and abrogated Grade 3 events further improving the
risk/bene�t pro�le of AZD0486. Dose escalation is ongoing to identify the RP2D.
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