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Abstract

Superior Binding of Bispecific IgM, Potent Killing

Bispecific IgM Shows Low Cytokine Release In Vitro

IGM-2324 Shows Minimal Elevation of Cytokines in
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Figure 6. Depletion of peripheral B-cells upon treatment of Cynomolgus monkeys with a single
resistant cell line compared to rituximab with EC50 of 6.6 pM vs > 6 nM.

dose of either IGM-2323 (not bind to cynomolgus monkey CD3) or IGM-2324 (does bind to .
cynomolgus monkey CD3). The dose response curves indicate the bispecific IgM IGM-2324 with

cynomolgus monkeys, with durable B cell depletion from spleen and lymph nodes

Very low cytokine release, durable depletion of B-cells in cyno monkeys and
R

Figure 2. Schematic diagram of T-cell engagement by B-cell bound IGM-2323. We believe
that the bispecific IgM format allows simultaneous engagement of multiple antigens on the
target cell surface and engages a single CD3 on T-cells for each IgM, resulting in a more
“‘physiological” immune synapse compared to BIiTEs or bispecific IgG format.

Figure 4.B. Bispecific IgM IGM-2323 exhibits more potent TDCC against standard Ramos
cells at low effector to target ratios than the bispecific IgG. T cell dependent cellular cytotoxicity
(TDCC) of Ramos cells using CD8+ T-cells at an effector:target ratio of 1:5 for 48 hrs — the
IgM-based bispecific exhibits potent killing, whereas the IgG-based bispecific does not.

dual mechanism of B-cell killing (both CDC and TDCC), has an EC50 of 0.04 mg/kg vs IGM-
2323 which only has CDC based B-cell killing and shows an approximate 25x higher EC50 of
0.94 mg/kg for B-cell depletion at 24 hours post administration.
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potent killing of rituximab resistant cells support clinical development of IGM-2323
as a bispecific IgM for the treat of Non-Hodgkin’s lymphoma patients
Phase I clinical trial in progress. See ClinicalTrials.gov ID: NCT 04082936
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