Safety and Preliminary Clinical Activity of REGN5458, an Anti-BCMA x Anti-CD3 Bispecific Antibody,
In Patients with Relapsed/Refractory Multiple Myeloma
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Introduction Methods . . . o Pharmacokinetics and biomarkers
- Multiple myeloma (M) is characterized by the expansion of malignant plasma cels Clinical study design Table 1. Patient demographics and baseline characteristics * Preliminary data suggest that the mean concentrations of REGN5458 in serum in
which express the cell surface protein B-cell maturation antigen (BCMA) ® This is a Ph 1/2 label. first-in-h tudvy of REGN5458 (NCT03761108) i iy 6 mg Total pgtlents with MM appear mcrease_:d with _dose_fr_om 3 mg to 6 mg (Figure 6).
P P d ' IS1S a Fhase 1iz, open-label, irst-in-human study o ( )in (N=3) (N=4) (N=7) ° Time to peak cytokine concentration varied within a dose and across dose levels (data
° REGN5458, an anti-BCMA x anti-CD3 bispecific antibody (BCMAXCD3 bsAb), is patients with relapsed/refractory (R/R) MM. _ _ _ . not shown).
‘human antibody mouse’ technology (Velocimmune®) and ‘full-length bispecific antibody’ ° REGNS5458 is administered according to the treatment schedule shown in Figure 4. Age 270, n 3 2 5 Figure 6. Pharmacokinetics
platform (VelociBi™). Phase 1 Primary objectives Male. n 1 3 4
° REGN5458 binds to both BCMA on plasma cells and to CD3 on T-cells, thereby utilizing * To assess safety, tolerability, and dose-limiting toxicities (DLTs) and to determine the ECO’G —— 2 2 . Mean (+SD) Concentrations of REGNS458 in Serum vs Time
BCMA to redirect T-cell effector function to multiple myeloma (MM) cells (Figure 1). recommended Phase 2 dose of REGN5458 as monotherapy in patients with R/R MM. Al B
Phase 1 Secondary objectives Revised ISS at study entry, n o5
Figure 1. REGN5458 mode of action and molecular structure ° To evaluate pharmacokinetics, characterize immunogenicity, assess preliminary Il 3 3 6 —8— 3 mg REGN5458 (N=3) —k— 6 mg REGN5458 (N=4)
anti-tumor activity.
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Preclinical data ° Progression on or after 23 prior lines of therapy including proteasome inhibitor (PI), 3mg . MR Summary
o i illi ' ' ' immunomodulatory agent (IMiD), and anti-CD38 Ab; or progression on or after an m SD : : .
;E%N5458 mediates killing of MM cell lines and primary human plasma cells (Figure il andilogble r(efrac)tor et IMiDp g 6 mg E— .  Atotal of seven patients (median age 78 years) with RIRMM
). _ _ y _ ' _ _ 6m , . (median seven lines of prior systemic therapies, all of whom failed
° REGN5458 (BCMAXCD3 bsAb) demonstrates anti-tumor efficacy in a dose-dependent “ Patients with non-secretory MM may be considered for enroliment after discussion d On Treatment anti-CD38 treatment) have been treated with REGN5458, an
manner in xenogenic MM tumor models with variable BCMA levels (Figure 3A-B). with the sponsor that includes feasibility of response assessment according to 6 mg ——— — On Study anti-BCMA x anti-CD3 bispecific antibody (NCT03761108).
International Myeloma Working Group (IMWG) guidelines?. 6 mg R - As of data cut-off, no DLTs were reported
. . . . . I * ] O
Figure 2. T-cell mediated killing of cell lines Key exclusion criteria* 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 « Antitumor activity of REGN5458 observed at initial dose levels in
A NCI-H929 Cells MOLP-8 Cells c Human Plasma Cells ° History of any allogeneic stem cell transplantation, or autologous stem cell Weeks patients with primarily medullary and secretory MM.
' (BCMANigh) ' (BCMAlow) ' (enriched CD138+) transplantation within 12 weeks of the start of study treatment. *Two patients had MRD negative status. — Responses were observed in four of seven (57%) patients,
< . < . < . : . . . . : : : The arrow for ‘on study’ is plotted to the last overall response assessment. including three of four (75%) in the 6 ma dose aroup.
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e BCMACDS beAb —a~ CD3-binding Control bsab e Parental ant-BCMA mAb Seven patients, with a median of seven lines of prior systemic therapy, all failing anti- _
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. . . . . 6 mg_ weekly doses) and had opportunity for assessment at 4 weeks; clinical cut-off TEAE* DC: There are no relationships to disclose; DM: Consultant for Foundation Medicine, AbbVie, Celgene
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Figure 2. Adherent cell-depleted peripheral blood mononuciear cells (PBMC) were incubated with BCMATS" ® No patient had a Grade 5 treatment-emergent AE (TEAE). Atrial fibrillation 1 1 The authors would like to thank the patients, their families, all other
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