ICTO01, an anti-BTN3A monoclonal antibody, and NL-201, an alpha-independent IL-2/IL-15 agonist, combine to elicit a
potent anti-tumor response by synergistically stimulating Vy9Vé2 T cell activation and proliferation
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1 ICTO1 is a first-in-class anti BTN3A mADb that selectively 4 NL-201 is more potent than rhiL-2 to activate Vy9Vs2 T cells, 6 NL-201 enhances ICT01-mediated killing of cancer cell lines by
activates Vy9Vo2 T cells CD8 T cells, and NK cells, while less potent on Tregs Vy9Va2 T cells in vitro
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. ICTO1 overcomes 2 key limitations of prior efforts to
activate Vy9Vo2 T cells: intracellular phosphoantigen-
dependence and BTN3A1 restriction

NL-201 plus ICT01 induces a dose-dependent expansion of
peripheral Vy9V62 T cells in Hu-PBMC engrafted mice
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. Aldesleukin (rhIL-2) is an approved immunotherapy for metastatic
RCC and melanoma; however, severe toxicity has limited its

NL-201 widespread clinical use
2

Results:
1. ICTO1+NL-201 induces a robust expansion of peripheral V82+ T cells that reach a mean of 22,
In addition to severe toxicity, aldesleukin increases the number of 34 and 42% of the total T cells in ICTO1+NL-201 at 1, 3 and 10 ug/kg groups respectively
- PEGyiaton Shs Tregs by binding to IL-2Ra (CD25), which may inhibit the I 5 2. V82+ T cells expanded with ICTO1+NL-201 differentiate toward effector memory phenotype
antitumor immune response AR N T 3. ICTO1+NL-201 combination sustain V82 T cell survival in spleen and lung
. NL-201is a de novoIL-2 and IL-15 agonist designed to overcome & A &
the limitations of aldesleukin NL-201 (nM) IL-2 (nM) NL-201 (nM) IL-2 (nM)

. NL-201 dimerizes the B and y signaling subunits of the IL-2 and Results:
IL-15 receptors without any binding interface for CD25, resulting 1. NL-201 plus ICTO1 combination dose-dependently and synergistically induces
in beneficial T and NK cell activation, with minimal impact on expansion of Vy9Va82 T cells, reaching ~35% of T cells in human PBMC after 8
immunosuppressive regulatory T cells days of treatment

. NL-201is currently being evaluated in a Phase 1 clinical study 2. Maximal Vy9V82 T cell expansion is achieved at doses of NL-201 that triggers 2. These data support clinical evaluation of this combination as a novel therapeutic
(NCT04659629) only minor expansion of Tregs approach for cancer patients
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8 Conclusions

ICTO1 plus NL-201 synergistically triggers Vy9V62 T cell activation, expansion
and anti-tumor activity
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