CD123 Directed IgM T-cell Engager, IGM-2537, Demonstrates Potent in vitro and in vivo Activity with Minimal Cytokine Release
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Figure 2. A) Affinity, avidity, specificity and epitope mapping of IGM-2537. B) IGM-2537 binding to cellular
CD123 on HEK?293 cells transfected with CD123 (shown). IGM-2537 was specific for CD123 binding as Figure 5. IGM-2537-mediated T cell cytokine release was evaluated and compared with a CD123xCD3 IgG Figure 8. A) Frequency of cynomolgus monkey basophils (HLADR-FcE€RIla*) in bone marrow were analyzed
demonstrated by a Retrogenix screen of 5828 membrane proteins or cell surface-tethered secreted proteins benchmark using an in vitro TDCC assay in which human PBMCs were used as effector cells and MV4-11 as pre-dose and 2 days post-dose |V infusion with 1, 3 and 10 mg/kg of the benchmark CD123(7G3- IG M'Z 537
(not shown). C) CD123 ECD structure showing key residues of the IGM-2537 epitope as determined by Ala AML target cells at an E/T ratio of 10:1. The supernatants from the TDCC assay were collected after 72 hrs and derived)xCD3 IgM. B) Absolute cell counts of basophils (HLADR FcERIla*) in peripheral blood were measured
scanning in the D2 region (red). The IGM-2537 epitope does not overlap with 7G3 (blue) or IL-3 (green). evaluated by a cytokine multiplex MSD assay to determine the cytokine levels as indicated in A), B), C) and D). pre- and post-IgM infusion. Black arrow and vertical dashed line indicate dosing at Day 0.
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Figure 3. A) A bispecific ELISA assay was conducted using CD123 antigen coated-plates followed by cells were assessed in a semi-solid methylcellulose assay following liquid culture of BM samples (3 days) < < © UtIIIZIng the g M fram eworkK In IGM'2537 o target CD123 for
incubation with various concentrations of IGM-2537, then followed by addition of CD3¢-His tag. The binding with optimal conditioned medium and various concentrations of IGM-2537 as shown. After incubation at Fi 9. A) The f f pDCs (HLADR*CD303%) | I key b lyzed _ I Tl ' I
signal was measured after addition of anti-Penta-His HRP antibody. B) IGM-2537 binding to AML cell line 37°C, 5% CO, for a total of 14-16 days, and the resultant colonies were assessed & scored microscopically. p:gfjdrc?se anzj 2 dea;g?gl:)?-%yogeﬁv insflfsion of 1, 3 and i(ljnrﬁg/nk%n:)? ?huesbn;?]2h?arfgeDng(%gzzr?\?ezgfgD3 T Ce” ] m ed | ated .CytO.tOX|C|t)./ m ay pOtentI al Iy p rovi d € a
MV4-11 was analyzed by flow cytometry after incubation of MVV4-11 with various concentrations of IGM-2537, Shown in A) is one representative result from 7 separate AML donor assays; shown in B) is one IgM. B) Absolute cell counts of pDCs (HLADR*CD303") in peripheral blood pre- and post-IgM infusion. Black SuperlOr therapeutlc window in the treatment of AML
followed by adding an anti-lgM detection antibody. representative result from 3 independent normal BM donor assays. arrow and vertical dashed line indicate dosing at Day O.
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