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IGM-2644, a CD38xCD3 bispecific IgM T cell engager,
shows enhanced anti-tumor activity compared to daratumumab
in preclinical models of multiple myeloma
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Engineered IgM antibodies have unique structural ANNUAL MEETING
attributes compared to IgG antibodies 2024 ° SAN DIEGO
IgG IgM

Additional binding sites
lead to:

IgM core enables strong
“ " complement engagement

= Superior total binding power

(aVIdIty) J-chain allows for
= Multimerization for agonist novel bi-specifics
applications
= Strong complement
engagement

J-chain allows for additional

functionality (bispecific and 2 BINDING SITES 10 BINDING SITES

trispecific)
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CD38-targeted treatment in multiple myeloma 2024 - SAN DIEGO I 4
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= CD38 is a transmembrane glycoprotein with
ecto-enzymatic activity and is highly and O Heme
uniformly expressed on myeloma cells B Solid tumor
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= Two therapeutic anti-CD38 IgG antibodies,
daratumumab and isatuximab, are FDA-
approved, but resistance inevitably develops
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T cell engager, has dual mechanisms of tumor killing 2024 + SAN DIEGO
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|IGM-2644 T Cell Dependent Complement Dependent
Cytotoxicity Cytotoxicity
GzmB
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R A "© Activation of classical
complement pathway
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Cell death
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IGM-2644 demons.tr.ates superior complgmgnt- ANNUAL MEETING
dependent cytotoxicity to daratumumab in vitro 2024 ° SAN DIEGO
Human myeloma Human B lymphoma
cell line LP-1 cell line Ramos
(CD38M9" expression) (CD38MediUM ey pression)
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4 hour incubation with antibodies, 10% normal human serum as source of complement



Cell death (%)

|IGM-2644 demonstrates superior CDC to
daratumumab by live-cell imaging in vitro
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IGM-2644 binds to CD38 on the
cell surface

Daratumumab binds to CD38 on
the cell surface

IGM-2644
0—® o ®_ o
° o : ° o

daratumumab

M AL

4

¢

C1q binds to one bound IGM-2644

Six IgGs have to form a hexamer
before binding C1q

Adapted from Janeway’s Immunobiology

Human Raiji B lymphoma cell line (CD38medium expressing), 10% normal human serum, 1 ug/mL mAb
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across a range of CD38 expression in vitro 2024 « SAN DIEGO
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CD38 Expression Level I
Human myeloma Human myeloma Human AML Human myeloma
cell line H929 cell line KMS-12-BM cell line MOLM-13 cell line OPM-2
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72 hour incubation, 10:1 effector to target ratio (PBMCs : tumor cell line)
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T cell dependent cytotoxicity Cytokine release
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Human H929 myeloma cell line (CD38"9" expressing), 72 hour incubation, 10:1 effector to target ratio
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IGM-2644 depletes tumor cells in relapsed/refractory mNUAL MEETING
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Daratumumab resistant (7 months post- Post carfilzomib, lenalidomide, and
daratumumab and 1 month post talquetamab dexamethasone
(anti-GPRC5DxCD3 bslgG)

5 day incubation
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and TILs in humanized xenograft tumor models

compared to daratumumab in vivo

Tumor Volume (mm3)

Human myeloma
KMS-12-BM xenograft

(CD38'ow-med gxpression)
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Vehicle
IGM-2644 (10 mg/kg): g2d x 12
daratumumab (10 mg/kg): qw x 3
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Human B lymphoma Raji xenograft

Human CD3+ TILs Human CD8+GrB+ TlLs
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IGM-2644 (10 mg/kg): g2d x 6
daratumumab (10 mg/kg): g5d x 3
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daratumumab, but not with IGM-2644, ex vivo & in vivo 2024 + SAN DIEGO
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Human PBMCs from Raji
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= Given the encouraging preclinical efficacy and safety profile, IGM-2644 has the
potential to be a compelling CD38-targeted therapeutic agent

= IGM is planning clinical development of IGM-2644 for autoimmune disease with the
goal of depleting CD38+ B cells to reduce pathogenic antibodies

. Bone Marrow and
Bone Marrow Periphery Other Tissue Sites
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