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Summary PB001: Mechanism of Action

) Canceruor Cell

Discovery and development of a monoclonal antibody

. . . . Targets are upregulated on activated T
targeting an immune checkpoint receptor (Target-B).

and NK-cells and are also expressed on
various tumors.

Several high afhnity (K <60 nM) mAbs tested positive
on stable lines by flow cytometry were characterized
in-vitro. Selected characterization data for the mAbs
are shown.

-Homophilic #ans interaction of Target A
(TA) prevents tumor cell lysis (b).
Interaction with Target B (TB) leads to
complete inactivation of T-lymphocytes.

Target A Target B Co-receptor

Identified candidates will be engineered with (C) o L — d)

anti-[arget A antibodies to make a bispecific
antibody, development of which forms a larger part of
the project PB001; mechanism of action is presented.

~Cells exposed to a bispecific antibody
inhibit homophilic and heterophilic

interaction in cis € trans thereby activating

T-cells (c, d).

Target-B Expression Profile Interactions by SPR Analysis
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Phage Display Campaigns B1ophysmal(]gharacter1zatlon
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-Unique clones were triaged based on their binding to antigen- 2
expressing tumor cell lines (flow cytometry). <
0 -SEC profiling of Clone ID TBI1 (a).
0 3 6 9 -Orthogonal MW characterization & DLS polydispersity (4).
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Anti-TB MAbs (IgG) Specificity Binding Specificity by Flow Cytometry
Against Target-B (TB)
Flow cytometry staining of representative antibodies TB1 and TB3. Red histogram denotes
2925 . B wild type CHO cell lines. While the blue histogram denotes antibody binding to stable trans-
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'The authors are grateful for the financial support from NCBR for Project 1)All MAbs recognize their cognate antigen with K_s <60nM. SEC & DLS analyses
number: POIR.01.01.01-00-0947/17; PBOO1. confirm molecular mass and monodispersity of these MAbs.

2)All antibodies retain their specificity and binding properites on cells.
3)Further characterization of mAbs is on-going (cell-based assays and #n-vivo studies).
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