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/BACKGROUND:

\ / RESULTS 1: In vitro co-culture assays

Deregulated BCR signhaling is considered to be a key contributor to tumor growth and survival in B-cell non-Hodgkin m— m—
lymphoma (B-NHL). Targeting this pathway led to the development of inhibitors of Bruton’s tyrosine kinase (BTK) and
phosphatidylinositol 3 kinase (PI3K), which are validated therapeutic strategies in B-NHL.%?
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Recently, it has been reported that targeting CD47, a dominant “don’t eat me” signal for macrophages, represents a novel I o - ™ "
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therapeutic strategy for enhancing antitumor responses mediated by the innate immune system.3 i ® LEn
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Herein we studied the effects of TG-1801, a novel CD47-CD19 bispecific antibody, in-vitro and in-vivo, on the antitumor ® ez 8 ez | Cell cycle
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activity of ublituximab, umbralisib, and the combination of both (“U2”). s - S % Umbralisib + ublituximab “U2” mainly
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8 AKT1 P 2 PISK/AKT regulates the expression of inflammation-
# Ublituximab : Next-generation glycoengineered anti-CD20 monoclonal antibody, in Phase 3 pivotal trials.* S 557 8 21 Jimmuno checkpoint related genes in B-NHL co-cultures
* _

Umbralisib: PI3Kd and CK1e dual inhibitor which has demonstrated activity in preclinical models and primary B-NHL cells, Raii Jeko-1
and in patients with B-cell malignancies. The doublet of umbralisib and ublituximab (called the “U2” regimen), provides a
non-chemotherapy backbone regimen on which novel multidrug combinations have been explored.>
# TG-1801 : CD47-CD19 bispecific antibody, currently in Phase 1, that selectively targets CD47 on CD19+ B-cells, sparing red co-cultured with bone marrow-derived stromal cells, M2-polarized primary macrophages, and PBMCs (4:1:1:1) and treated
blood cells and platelets, and blocking the CD47-SIRPa macrophage checkpoint on mature B cells.

Fig. 1. Effect of U2 on B-cell signaling pathways. Raji (Burkitt lymphoma) and Jeko-1 (mantle cell lymphoma) cell lines were

with U2 combination (umbralisib 1uM + ublituximab 2ug/mL) for 24h. B-cells were isolated using EasySep™ Human B Cell
Enrichment Kit (StemCell Technologies) before RNA extraction. gPCR was performed using a set of B-NHL related genes.
Data are presented in fold-change relative to control.
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Fig. 2. Opsonizing ublituximab increases TG-1801-driven ADCC and ADCP. Antibody-dependent cell phagocytosis (ADCP) was assessed by pre-treating the CFSE-
labelled Raji cells with the indicated antibodies for 30 min before their incubation with M2 macrophages (ratio 1:4) for 1 hour. Shown are the percentages of B-cells-
containing macrophages (CD14+/CFSE+) as detected by flow cytometry. Antibody-dependent cellular cytotoxicity (ADCC) was assessed by pre-treating Raji cells with
antibodies or isotype control for 30 min. PBMCs (E:T 10:1) were added to the target cells and co-cultured for 4 h. LDH release from target cells was quantified using
Cytotoxicity Detection Kit"'Vs (Sigma Aldrich).
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