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» Knockout studies first
identified receptor as
responsible for inhibiting
tumor targeting antibodies

» Shown to engage
mlgG2a and deplete
tumor targets (e.g. TA99
and CD20 1gG2a)

Shown to engage
mlgG2a and deplete
tumor targets in mice
(e.g. TA99 and CD20
mlgG2a)

* Mouse FcyRIlI poorly
associates with murine
CD3 ¢ chain on NK cells
results in reduced ADCC
functionality compared
to human CD3 ¢ chain

Unique high affinity
receptor expressed on
myeloid cells that is a
significant mediator of
tumor cell depletion by
myeloid cells through
emchanisms such as
ADCP in mice

Receptor found to be
upregulated on key
effector cells within the
tumor microenvironment,
reducing antibody efficacy

Depleted PD-1+ CD8
Teffs resulting in poor
tumor control, when PD-1
antibody was used as
migG2a

Therapeutic implications

Also required for the
efficacy of some
immunomodulatory
antibodies (e.g. CD40
mlgG1 antibodies)

Supplementary Figure 1: Mouse Fc y receptors, their expression pattern, and affinity for IgG1, IgG2a/c and IgG2b: Fc y receptors elicit the
action of immunoglobulin (IgG) antibodies. They are broadly considered as activating, signaling via an associated immunoreceptor tyrosine-based
activation motif (ITAM) (FcyRI, FcyRIll, FcyRIV), and inhibitory signaling via an associated immunoreceptor tyrosine-based inhibitory motif (ITIM)
(FcyRIN). FeyRI and FeyRIV are considered to be high affinity, binding monomeric and immune complexed (IC) IgG, and FcyRIl and FcyRIll are
considered low affinity. Their affinity for IgG was measured using surface plasmon resonance (KA) and ability to bind IC determined by flow
cytometry. Mouse 1gG3 is a not a common subclass used in experimental models of cancer and therefore is not included in this figure. These
receptors are broadly expressed across immune cells in both the periphery and tissue. For the Affinity for therapeutic IgG, symbols ‘+/-’; indicate
the level of binding to IC, -’ = no binding and ‘+’ = binding (++++ > +++ > ++ > +). For the Effector cell expression, Symbols ‘+/-, indicate the
level of expression on the different immune cell subsets, ‘+’ = consistent expression (++++ > +++ > ++ > +). ADCC, antibody-dependent cellular
cytotoxicity; ADCP, antibody-dependent cellular phagocytosis; class, classical; MO, monocytes; ND = not determined; NK, natural killer;
non-class, non-classical; Teff, T effector cells; TRM, tissue-resident macrophages. References for: affinity/Ka (Baudino, L., et al., Impact of a three
amino acid deletion in the CH2 domain of murine IgG1 on Fc-associated effector functions. J Immunol, 2008. 181(6): p. 4107-12.) ; Immune
complex binding for mouse (Wang, Y., et al., Specificity of mouse and human Fcgamma receptors and their polymorphic variants for IgG
subclasses of different species. Eur J Immunol, 2022. 52(5): p. 753-759.); FcyR expression in the periphery (Kerntke, C., F. Nimmerjahn, and M.
Biburger, There Is (Scientific) Strength in Numbers: A Comprehensive Quantitation of Fc Gamma Receptor Numbers on Human and Murine
Peripheral Blood Leukocytes. Front Immunol, 2020. 11: p. 118.) ; FcyR expression in tissues (Vorsatz, C., et al., There Is Strength in Numbers:
Quantitation of Fc Gamma Receptors on Murine Tissue-Resident Macrophages. Int J Mol Sci, 2021. 22(22))





