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Mast Cells are Key Drivers of

Acute and Chronic Inflammation

Allergens, Viruses, Irritants
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Siglec-6 is Selectively Expressed

on Human Tissue Mast Cells

. Siglec-6 Expression Profile
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These findings are consistent with previously published studies
using single cell sequencing’ and proteomic? approaches
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AKOO0G: Siglec-6 mADb that Selectively Targets Mast Cells

AKOO06 is a humanized IgG1 agonistic Siglec-6
mMAD that selectively targets mast cells

High affinity mAb selected for potent Siglec-6

agonism
S Unigue MOA that differentiates from other mast
e cell-targeting molecules

Broad mast cell inhibition via Siglec-6 ITIM agonism

Reduction of mast cells via Fc-dependent
mechanism

Opportunity to selectively and completely target
Mast Cell Inhibition mast cells in mast cell-driven diseases
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AKOOG6 Inhibits Mast Cell Activation in Human Tissues

Human Tissue Mast Cell Activation Assay IgE-Activated Human Tissue Mast Cells
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AKO0O0G6 potently inhibits IgE-mediated mast cell activation
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AKO0O06 Induces Antibody-Dependent

Cellular Phagocytosis (ADCP) against MCs

ADCP Assay with Human MCs

ADCP Assay Schematic
Human MCs labeled with CellTrace 100 1.25
-o- |sotype higG1 —— i
* 80+ AKO06 1.00
Quantify Percent CellTrace* O 0 —
Macrophages by Flow Cytometry O 8 O
> 60+ BN 0754
Incubate with mAbs for 4hrs 8) 8; g
S 40 £ 5 0.50-
o Oz
R R ¢oe
" 504 0254 [
®
0.00 . T i
0 N

1 1 I 1 I I 1
N S &
Human Macrophages QQQ QQ Q.QQJ Q'.\Q QQ.JQ \.00 (3.00 \QQQ Qo‘(‘\ Vi- @‘(\
N
mAb (ug/mL) N v

Co-culturing human MCs with macrophages in the presence of AKOO6 induces phagocytosis of MCs that

requires the Fc-portion of the antibody
ADCP of human MCs represents a novel strategy to selectively reduce MCs via Siglec-6 targeting
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Humanized Mouse Model of Anaphylaxis

AKO006 Completely Protects Against

Systemic Anaphylaxis in Humanized Mice

Inflammatory Mediators
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AKO006 Reduces Human MCs in Humanized Mice

Two-Week Dosing Study in Humanized Mice Human Tissue MCs
Peritoneal MCs Lung MCs Spleen MCs
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Humanized mice (NSG-SGM3) were dosed for two weeks with AKOO6 or an isotype control mAb

Mice treated with AKOOG6 displayed significantly reduced MCs across multiple tissues and was not seen in
mice dosed with a f(ab’), fragment of AKOOG (data not shown)
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Allergic Gastrointestinal Disease Model

in Siglec-6 Transgenic Mice

Model of OVA-Induced Allergic Gl Disease Stomach MCs CD63 MCs Stomach Eos
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OVA-sensitized and challenged mice showed increased MC infiltration, activation, and
eosinophilia in the stomach

Mice treated with a Siglec-6 mAb demonstrated inhibition of OVA-induced inflammation
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AKO06 Reduces Cytokines and

Chemokines in Allergic Gl Model

Cytokines and Chemokines in Serum
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AKO0O06 Inhibits KIT-mediated Mast Cell Activation

In Siglec-6 Transgenic Mice

Mast Cell Activation Cytokines and Chemokines
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SCF, stem cell factor; * p < 0.01; n=7-8 mice/group

Treatment with AKOO6 reduced SCF-induced MC activation and mediator production
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Summary

AKO006 is a humanized IgG1 agonistic Siglec-6 mAb that selectively
targets mast cells

Unique MOA that differentiates from other mast cell-targeting molecules

Inhibition of both IgE-dependent and independent mast cell activation
Reduces mast cell numbers in tissue

First-in-human study planned 1H 2023
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