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IgM Antibodies Enhance DR5 Signaling

through Efficient Receptor Clustering

DR5 Stained Tumor Samples

Colon Gastric Squamous cell
Adenocarcinoma Adenocarcinoma carcinoma
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Cysteine Rich Domain 1 (CRD1) on DR5

IGM-8444 was derived from Mab-1

Mab-3 [ Mab-4
Kd, DR5-Fc (nM) 2.2 1.3 2.3 1.3 0.6
Ligand blocking Y N Y N Y

. .. . . . Biacore affinities determined using IgGs;
A_ntlbOdy_ blr_]dmg_ Slte.S in red; Epitopes mapped by alanine scanning using
Ligand binding sites in blue IgG Fab fragments
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All DR5 Agonist IgM Antibodies are
> 5,000-fold More Potent than IgG
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24-hour Colo205 in vitro

cytotoxicity assay
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IGM-8444 was Selected for Good In Vitro
Safety on Human Hepatocytes

1204
1004

% Viability

% Viability

o
<

60
401
204

IGM-8444

Hepatocytes

Colo205

1201
1004

N A OO @
S 3383

0

0 T T T 1
0.01 0.1 1 10 100

Antibody concentration (ng/mL)

IgM-3

Hepatocytes

Colo205

0.01 0.1 1 10 100

Antibody concentration (ng/mL)

IgM-2
120+
1004
- Hepatocytes
£ 801
3 601
> Col0205
L 404
20+
0 T T i 1
0.01 0.1 1 10 100
Antibody concentration (ng/mL)
IgM-4
1204
100 Hepatocytes
>
= 80
=
T 60
> Col0205 2100x,
o 401
(=)
20+
0 T r T ¥
0.01 0.1 1 10 100

Antibody concentration (ng/mL)

% Viability

1201
1004
80
60
401
204

AA(: ™) American Association
:' “;/
I\ for Cancer Research’

FINDING CURES TOGETHER

24-hour in vitro
cytotoxicity assay
comparing Colo205 cells
VS primary human
hepatocytes
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% Viable

IGM-8444 and IgM-2 Show Comparable Tumor

Cytotoxicity, but Differential Hepatotoxicity
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IGM-8444 Achieves Comparable Maximum
Cytotoxicity with Delayed Kinetics vs. IgM-2
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IGM-8444 Has Slower Kinetics of Caspase R
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Activation and PARP Cleavage
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https://app.biorender.com/biorender-templates/t-5fd9408c4edb1d2833467ac1-fas-pathway-activation-initiates-cancer-cell-apoptosis
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Xenograft Mouse Tumor Models
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NCI-H2122 Tumor Model In Vivo
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Tumor volume (mm3)

IGM-8444 Combination with Chemotherapy

and ABT-199 Enhances In Vivo Efficacy
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ABT-199 Combination:
MV-411 AML model
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% Viable

IGM-8444 Combination with Chemotherapy AACR Americon Assciatir
and ABT-199 is Safe on Hepatocytes In Vitro e

72-hour primary human hepatocyte in vitro cytotoxicity
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Summary

IGM-8444 potently induces tumor cytotoxicity without hepatotoxicity in vitro
IGM-8444 has comparable cytotoxicity with delayed kinetics versus IgM-2
IGM-8444 is efficacious in vivo and induces pharmacodynamic biomarkers

IGM-8444 repeat dosing up to 30 mg/kg x 4 doses showed no adverse
events in cynomolgus monkeys

The favorable safety profile of IGM-8444 enables combination opportunities

IGM-8444 is currently in a Phase 1 trial as a single agent and in
combination with chemotherapy (NCT04553692)
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