
A major hurdle in cancer immunotherapy with cytokines such as IL-2 is lack of selectivity,
which results in sub-optimal clinical benefit along with significant toxicities and
tolerability challenges. Selective targeting of IL-2 to tumor-specific T cells over the vast
majority of non-tumor-related TCR repertoire provides an opportunity to create a
therapeutic index, hence maximizing potential benefit while limiting safety risks. To that
end, we have engineered and clinically validated a novel class of T cell engagers, termed
Immuno-STATs, that harness the TCR specificity of tumor-specific T cells, which allows us
to deliver immune activation signals, such as IL-2, to the right T cells while avoiding the
systemic activation of the broader immune system. We have dosed >100 patients with our
lead clinical candidates, CUE-101 and CUE-102, that demonstrate single agent anti-tumor
efficacy in late-stage metastatic cancer patients and significant increase in responses in
combination with anti-PD-1 mAb in frontline metastatic cancer patients. Both clinical
candidates demonstrate favorable tolerability with no evidence of serious IL-2-related
toxicities that were noted in prior studies with IL-2 immunotherapy. These data provide
compelling clinical validation and de-risking for the Immuno-STAT platform, which can be
expanded to target many different cancers. Furthermore, an extension of the Immuno-
STAT platform creates an attractive opportunity to develop a new class of therapeutics
that can re-direct the protective anti-viral T cell repertoire to destroy cancers.
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