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Figure 1: PROTAC mechanism of action

« HPK1 (MAP4K1) is a serine/threonine protein kinase which, after development, is almost exclusively expressed in « PROTACSs harness the ubiquitin-proteasome system to induce degradation of disease-causing proteins
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- HPK1 has regulatory roles in immune cell types beyond T cells (eg, B cells, NK cells, and dendritic cells) that are less well protein by the proteasome
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« The PROTAC mechanism of action may offer advantages over small-molecule inhibitors for targeting HPK1;
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. . measured twice weekly and percentage was calculated. ice were continually dosed with specified treatment until da ost-randomization when treatments were discontinued; survival was assessed using maximum allowable tumor volume as a ays; wumor volumes were measured twice weekly and percentage tumor growtn Innibition was calculated. vlice were
SOC|ety for |mmun0therapy of Cancer (SITC) 2025 Annual Meet|ng surrogatedftor death a‘:g medd?an sur:{/i\?al 1:/2; calculaltedl.t(Cd) l\(/IIiBgeMwere continu;IIy d(lalgedd witc:1 sSZchEi)ed Ire(;’:mer:tunttl de:; gSypiit?rantdom?zation :[Nhen ?reattmer:ts wére discgntinu;d; codmplete relsponders werccaj indic%ted as tumolrlvolul;[leio mm3. I(D) Complete continually dosed with specified treatment until day 7, at which point tumors were harvested, dissociated, and (B) Contact
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