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Background

Despite advances, multiple myeloma (MM) remains an incurable disease and resistance mechanisms are emerging. ISB 2001
has been designed to overcome those resistance mechanisms inherent to current MM therapies such as monoclonal antibod-
ies (e.g. daratumumab), BCMA-targeted therapies, proteasome inhibitors(PIs), or immunomodulatory drugs(IMiDs). ISB 2001
is a �rst in class Trispeci�c T cell engager (TCE) that redirects cytotoxic T cells to BCMA and/or CD38 expressing myeloma
cells. Simultaneous targeting of the two tumor associated antigens (TAA) may increase binding to tumor cells through avidity
even with heterogeneous or low expression of the targeted TAA (BCMA or CD38). Therefore, it may overcome tumor es-
cape mechanisms associated with low tumor antigenic expression inherent to current MM targeted therapies. Preclinically,
ISB 2001 has demonstrated improved activity when compared to other BCMA or CD38 targeted molecules either alone or
in combination across different MM models (M. Pihlgren et al., Blood. 140, 858-859 (2022), M. Pihlgren et al., Cancer Res. 83,
2970-2970 (2023)).
Study design and methods

This �rst-in-human, multicenter, open label Phase 1 study is assessing the safety, tolerability, ef�cacy, pharmacokinetics (PK),
and pharmacodynamics (PD) of ISB 2001 in relapsed/refractory multiple myeloma (RRMM) patients. This study will enroll sub-
jects treated with prior IMiDs, PIs, and anti-CD38 therapies, or intolerant of, established therapies known to provide bene�t
(prior BCMA therapies, or prior transplantation and cellular therapies allowed).be conducted in two parts (Part 1: Dose escala-
tion and Part 2: Dose expansion) (Figure 1). Criteria for enrollment in this study include patients with RRMM with measurable
disease who have been treated with an anti-CD38 antibody, IMiDs, PIs either in combination or as a single agent, and /or
intolerant of established therapies known to provide clinical bene�t. ISB 2001 is being administered weekly by subcutaneous
(SC) injection in 28-day cycles, with two step-up doses on cycle 1 day 1 (C1D1) and C1D4 before administering the full dose
on C1D8. The �rst-in-human dose was derived by integrating both in vitro and in vivo preclinical data benchmarked to teclis-
tamab utilizing a quantitative systems pharmacology (QSP) model guided approach. The fractionated step-up dosing before
administering the full dose on C1D8 was included in every cohort preemptively to minimize the potential cytokine release
syndrome (CRS) risk. The study will follow a rapid titration single patient dose escalation design until the completion of cohort
3 or until one of the safety conversion criteria are met, whichever comes �rst, after which the design will be converted to a
conventional 3+3 dose escalation. The primary outcome measure is the number of DLTs during the �rst 28 days after the
�rst study treatment (ie, Cycle 1) in each cohort. Once a potential safe and ef�cacious dose range is identi�ed, the Part 2
expansion will start enrollment in two arms at two putative recommended Part 2 doses with 1:1 randomization with at least 20
patients per arm (FDA Project Optimus). The primary objective of Part 2 is to con�rm safety and to select the recommended
Phase 2 dose (RP2D). Secondary endpoints include PK parameters, immunogenicity incidence, ORR, CRR and DOR based on
IMWG criteria. Exploratory endpoints include levels of cytokines, chemokines, sCD38, sBCMA, APRIL and BAFF in peripheral
blood, immunophenotyping in peripheral blood and bone marrow, and MRD negative rate. Approximately 40 patients will
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be enrolled in Part 1 at sites in Australia, France and the United States. A total of approximately 40 evaluable patients will be
enrolled in Part 2. The study is currently open for enrollment (Clinicaltrials.gov identi�er: NCT05862012).
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