AFVT-2101: an innate immune-cell engager that selectively targets FRa expressing tumor cells to safely harness

potent anti-cancer responses
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Introduction

* Folate receptor a (FRa), a 38—40 kDa molecule, is a well characterized member of
the folate receptor (FR) family with high affinity for folates

« FRa exhibits limited normal tissue distribution, with measurable expression
restricted to the apical surfaces of a few epithelia, predominantly in the lung,
kidney, and choroid plexus, but is overexpressed in a spectrum of solid tumors,
including ovarian cancer and breast cancer’

 Several approaches to target FRa have been investigated including monoclonal
antibodies, antibody-drug conjugates and T cell activating strategies (i.e. bispecific
antibodies and CAR-T cells)

« Innate Cell Engager (ICE®) molecules are designed to bivalently bind CD16A+
natural killer (NK) cells and macrophages and a tumor cell-surface antigen,
inducing potent, tumor-directed cytotoxicity via antibody-dependent cellular
cytotoxicity (ADCC) and antibody-dependent cellular phagocytosis (ADCP)23

« AFVT-2101 represents a novel approach to treating FRa expressing tumors by
engaging the innate immune response for safe and effective tumor cell killing

AFVT-2101 induces tumor cell killing via ADCC and ADCP
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AFVT-2101: target restricted cytokine release in vitro
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Abbreviations

FRa: folate receptor alpha; HGSOC: High-grade serous ovarian carcinoma; TNBC: Triple-negative breast cancer; NSCLC: non small-cell lung cancer; CAR-T cells: Chimeric
antigen receptor T cells; ICE: innate cell engager; NK cell: Natural killer cell; ADCC: antibody dependent cellular cytotoxicity; ADCP: antibody dependent cellular
phagocytosis; Fab’: Fragment antigen binding, FcRn: neonatal Fc receptor; Fc: fragment, crystallizable

« AFVT-2101 selectively and potently kills tumor cells with a range of expression
levels of FRa by two complimentary mechanisms: ADCC and ADCP

* The high avidity for CD16A imparts increased potency and efficacy compared to an
Fc competent, FRa-targeting antibody with the same VH/VL sequence

« As AFVT-2101 binds selectively to CD16A outside the IgG binding epitope,
physiological levels of IgG do not compete for binding and therefore AFVT-2101 is
expected to maintain high potency in vivo

« We show that AFVT-2101 induces moderate concentration-dependent pro-
inflammatory cytokine release in a target-restricted manner, confirming a potent but
safe in vitro profile of AFVT-2101

« AFVT-2101 represents a novel approach to treating FRa expressing tumors
including HGSOC, TNBC and NSCLC

 AFVT-2101 is in IND-enabling studies and is expected to enter Phase | clinical trials
in 2023
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