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BACKGROUND IMMUNE LIBRARY SELECTIONS DISCOVERED HUNDREDS OF ANTI-CD3 HCABs
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Figure 1. Adimab’s anti-CD3 conventional IgG lineage has human- Figure 6. Isolated HCAbs screened for activity in IL-2 secretion/CDé9 upregulation T cell stimulation assay and for affinity. While many human x cyno
cyno cross-reactivity across a broad range of affinities, binds to the N- anti-CD3 binding HCAbs were isolated, stimulating HCAbs showed only human-specific binding. P.F. = poor fit; W.B.= weak binding; N.B. = no binding.
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Figure 2. Comparison of conventional IgG to HCADb ) ) ) Figure 8. One anti-CD3 llama-derived HCADb lead was selected for

humanization from each of the six lineages of HCAbs that elicited killing in
anti-CD3 x anti-CD20 bispecific format in the TDCC assay. Five of the leads
Figure 7. Stimulating HCAbs were downselected, reformatted in competed with UCHT1 (basis for the CD3 arm of tebentafusp) and one of
Chain Exchange vectors, and produced as anti-CD3 HCADb x anti- the leads competed with T0170PMPO60E11 (‘6E11). The leads underwent a
CD20 bispecific antibodies (bsAbs). anti-CD3 x anti-CD20 bsAbs humanization process, with ~35 humanized progeny designed and cloned
were evaluated in TDCC assays resulting in cytotoxicity against for each parent. Humanized antibodies retained the ability to stimulate T-
target Raji (CD20+) cells. cells and cause upregulation of CD2 and CDA439.
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. o Adimab O\ FACS HCAb production Figure 9. Top humanized progeny from each of the six lineages were selected to generate an anti-CD3 HCAb panel. These leads exhibited
Llama immunization Engineered Selections and purification favorable developability properties—low binding to polyspecificity reagent (PSR)?, low HIC retention times (hydrophobicity assessment), and

e Antigens Yeast Strain

melting temperatures (T,,) above 60°C. Leads demonstrated a broad spectrum of cell-binding characteristics and affinity kinetics. In bispecific anti-
CD3 x anti-CD20 format, all leads showed cancer cell killing activity, with some lineages comparable to UCHT1 x anti-CD20 bsAb. NCB =
Normalized Cell Binding; K, = Dissociation constant; ka = Association rate constant; kd = Dissociation rate constant.
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Figure 4. Adimab’s llama HCAb discovery platform
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Human CD3 antigen; Figure 10. ADI VHH leads along with ADI VH:VL High, Medium, Low daffinity panel and a set of conirols were reformatted in TCR (Anti-HLA-A2 GP100) x
) ‘ - anti-CD3 bispecific fusion molecules, produced in fransient CHO cells, and evaluated in TDCC assay. Five of the leads in TCR x VHH format showed
2 | # MeWo and SK-MEL-5 cancer cells (not shown) killing activity, with some lineages demonsirating tebentafusp-like potency. A significant loss in
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potency was observed when separating away anti-CD3 and pHLA binding arms as highlighted by comparing TCR x scFv versus TCR x Fab formats
with the same VH:VL CD3 binding moiety and by comparing TCR x VHH Lead 4 versus TCR x VHH Lead 4 - HEL VHH consiructs.
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