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Mast Cells are Key Drivers of 
Acute and Chronic Inflammation
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Siglec-6 is Selectively Expressed 
on Human Tissue Mast Cells
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SOURCE:Manuscript submitted; 1, Robida, Piper A et al. Cells vol. 11,7 1138. 28 Mar. 2022, doi:10.3390/cells11071138;

2, Plum T, Immunity. 2020 Feb 18;52(2):404-416.e5. doi: 10.1016/j.immuni.2020.01.012
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These findings are consistent with previously published studies 
using single cell sequencing1 and proteomic2 approaches

n=15 human donors



AK006: Siglec-6 mAb that Selectively Targets Mast Cells

5SOURCE:Allakos Clinical Data on File.

Mast Cell Inhibition

• AK006 is a humanized IgG1 agonistic Siglec-6 
mAb that selectively targets mast cells

• High affinity mAb selected for potent Siglec-6 
agonism

• Unique MOA that differentiates from other mast 
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 cells in mast cell-driven diseases



AK006 Inhibits Mast Cell Activation in Human Tissues

6SOURCE:Allakos Clinical Data on File.

IgE-Activated Human Tissue Mast CellsHuman Tissue Mast Cell Activation Assay

AK006 potently inhibits IgE-mediated mast cell activation

n=3 human donors



AK006 Induces Antibody-Dependent 
Cellular Phagocytosis (ADCP) against MCs

7SOURCE:Manuscript submitted; ****, p < 0.001; n=4 donors

• Co-culturing human MCs with macrophages in the presence of AK006 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

ADCP Assay with Human MCsADCP Assay Schematic



AK006 Completely Protects Against 
Systemic Anaphylaxis in Humanized Mice

8SOURCE:Manuscript submitted; * p < 0.05, ** p < 0.01, ****, p < 0.001; n=7-12 mice/group

Inflammatory Mediators

Systemic Anaphylaxis

Humanized Mouse Model of Anaphylaxis
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AK006 Reduces Human MCs in Humanized Mice

9SOURCE:Manuscript submitted; ** p < 0.01; n=6 mice/group

• Humanized mice (NSG-SGM3) were dosed for two weeks with AK006 or an isotype control mAb
• Mice treated with AK006 displayed significantly reduced MCs across multiple tissues and was not seen in 

mice dosed with a f(ab’)2 fragment of AK006 (data not shown)

Human Tissue MCsTwo-Week Dosing Study in Humanized Mice

Peritoneal MCs Spleen MCsLung MCs



Allergic Gastrointestinal Disease Model
in Siglec-6 Transgenic Mice

10SOURCE:Allakos Clinical Data on File; * p < 0.01; n=6-7 mice/group

• 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

OVA Sensitization 
(100 µg, subcutaneous)

OVA Challenge 
(50mg, intragastric)

ISO or S6 mAb

Model of OVA-Induced Allergic GI Disease Stomach MCs Stomach EosCD63 MCs



AK006 Reduces Cytokines and 
Chemokines in Allergic GI Model

11SOURCE:Allakos Clinical Data on File; * p < 0.01; n=6-7 mice/group

Cytokines and Chemokines in Serum

IL-4 IL-13 MIP-2 CCL4



AK006 Inhibits KIT-mediated Mast Cell Activation
in Siglec-6 Transgenic Mice

12SOURCE:Allakos Clinical Data on File

Intraperitoneally 
inject recombinant 

mouse SCF

0 hours 3 hours MC activation via 
flow cytometry on 
peritoneal MCs

• Treatment with AK006 reduced SCF-induced MC activation and mediator production

SCF, stem cell factor; * p < 0.01; n=7-8 mice/group

Mast Cell Activation Cytokines and Chemokines

Model of SCF-mediated MC Activation CD63 TNF CXCL1 / GRO-α



Summary
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• AK006 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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