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MRGPRX2-Mediated Mast Cell Activation is a Shared Pathogenic Mechanism in
Atopic Dermatitis and Prurigo Nodularis Patients that can be Inhibited by Siglec-6

BACKGROUND

Zachary Benet!, Thuy Luu’, Emily C. Brock!, Robert Sanchez', Julia Schanin’, and Bradford A. Youngblood'
1Allakos Inc., San Carlos, CA

« Prurigo nodularis (PN), atopic dermatitis (AD), and chronic spontaneous
urticaria (CSU) are inflammatory diseases of the skin characterized by
chronic pruritus

IgE-dependent mast cell activation is a well-established driver of histamine-
dependent itch that's associated with CSU

Mas-related G-protein receptor X2 (MRGPRX2)-mediated activation is a
newly discovered pathogenic mechanism of mast cell (MC) activation
independent of IgE

Crosstalk between MCs and sensory neurons contribute to itch and
inflammation via MRGPRX2 which has been implicated in AD and PN
disease pathogenesis

Inhibiting MC activation via agonist sialic acid-binding Ig-like lectin (Siglec)
antibodies represents a therapeutic option for inflammatory diseases

Here, we characterized MCs in skin biopsies from patients with PN and AD
and evaluated the activity of agonist Siglec-6 and -8 antibodies in models of
MRGPRX2-driven inflammation
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Figure 3: Mast Cells are Elevated and Activated in PN & AD Skin
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Figure 6: AK006, but not AK002 Reduces MRGPRX2-Induced Skin
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Figure 4: Mast Cells in PN & AD Skin Display MRGPRX2 Activation
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« Fresh skin biopsies from AD and PN patients were immunologically profiled
The function of MRGPRX2-activated MCs was assessed ex vivo and in vivo
Antibody dependent cellular phagocytosis (ADCP) activity of AKOO6 was
assessed using unstimulated or IFNy-stimulated human macrophages
Siglec-6 and Siglec-8 transgenic (Tg) mice were used to evaluate the
activity of AK0O6 (Siglec-6 mAb) or AK002 (Siglec-8 mAb) in a model of
MRGPRX2-induced skin inflammation
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Siglec-6-Tg or Siglec-8-Tg mice were dosed with 10 mghkg isotype, AKO0G mlgG2a, or AK0O2 (anti-Siglec-8, migG2a). Mice were then injected
intradermally with LL7, twice a day, for two days. The following day, lesions were assessed for erythema and then procossed for flow
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MRGPRX2-mediated MC activation may contribute to AD and PN
pathogenesis through the release of pruritic and inflammatory mediators

The inflammatory environment in PN and AD skin lesions supports AKO06
induced ADCP activity

Therapeutic strategies that broadly silence and deplete MCs, such as AK006,
may present potential therapeutic approaches in pruritic skin diseases




