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Interleukins have had limited success due to inefficient tumor targeting and short pharmacokinetics (PK), requiring

frequent dosing leading to aberrant immunostimulation and toxicity. IL-12 potently activates NK, NKT, Th1, and a2, $ =N
cytotoxic CD8 T cells to produce IFNy and efficiently kill tumor cells in mice, yet clinical studies of recombinant IL-12 Albumin A
at the maximum tolerated dose (MTD) of 500 ng/kg have failed to show adequate therapeutic benefit in humans. A p':';:fo : Tumor Cell
novel platform technology was developed that delivers cytokine(s) linked to a fully-human albumin binding (F,AB®) h‘“‘..,‘.}?.i",‘: Neutrophil

scFv domain. Single-chain native IL-12 linked to the F,,AB (SON-1010) provides enhanced targeting and retention Albumi binds Albuminbeide B
intu
through albumin binding to over-expressed FcRn, GP60, and SPARC in the tumor microenvironment (TME), with an Vessels | TMEatlow pH
improved PK profile, a dose-sparing effect that decreases the toxicity risk, and a broader therapeutic index. The Dendritic cell

safety of SON-1010 along with its PK and PD is being studied clinically as monotherapy (study SB101) in advanced Albumin binds FcRn
solid tumors and the target MTD of 1200 ng/kg was recently achieved. Trabectedin (Yondelis®) is licensed for patients o‘;’t‘:";gr"feos;z‘l’if;ﬁ; g \ § 7 s
with metastatic soft tissue sarcoma (STS). While trabectedin is an alkylating drug, it also activates tumor then is transported o \ 7
macrophages toward a pro-inflammatory phenotype. SON-1010 may ‘warm up’ the TME to improve the effectiveness into the TME with ks e 7 DK Call
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of trabectedin in these immunologically-active tumors. Macrophage

Trial Design b_sgwrgq
inds albumin ; .
SB101 is a Phase 1 dose-escalation study that assessed the safety, tolerability, PK, PD, and efficacy of SON-1010 'glfgj:"g': “L-12 on SON-1010 binds receptors on NK, CD8,

dosed every 3 weeks to establish the MTD (NCT05352750). An expansion cohort adding alternating doses of Tumors secrete SPARG CD4, and B cells to promote activation with IFNy

L ) A A . A o to bind albumin tightly and antibody secretion, modulates MDSCs into
trabectedin in 18 patients with STS was designed to show added benefit using a Simon 2-stage statistical approach. at lower pH as an M1 APCs, and inhibits Treg differentiation.
Enrollment of the expansion cohortis in progress and follow-up is ongoing. The combination of SON-1010 with energy soliice Trabectedin activates macrophages toward a

trabectedin offers a unique opportunity to use this extended half-life version of IL-12 to augment the potential for pro-inflammatory phenotype.
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tumor control in STS, which represents a significant unmet medical need. G SON-1010 an immune cell Q SPARG 0 FoRn GP60 Receptor
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» Mostly mild adverse events with very few that are more significant a0 S C |————
. . . . O T
0 No DLTs to date and no dose relationship or change with trabectedin i = ég
0 Common AEs (in 215%) include fatigue, fever, chills, and myalgia a % Lh D ——
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0 AEs are consistent with published literature for rhIL-12 o Days since dose ——
0 All have been tolerated and are tran5|ent n naturev » Typical dose-related increases were seen with SC SON-1010, with 15t
0 AEs are less numerous and less intense after the first dose P P nd . . ° B H s 10 >
order elimination kinetics in cancer and 2" order in HV, suggesting S e e ik s s
¥ Cytokine results suggest SON-1010 has extended PD with controlled target-mediated drug disposition.
induction of IFNy, without CRS * The preliminary geomean elimination half-life (T,,) was 113 hoursin
» While the formal PFS cannot be established yet, the time to progression SB101, compared to 12 hours with rhiL-12.
averaged 183 days during dose escalation and currently averages 173 days ¥ C.xWas 39 to 197 pg/mL with dose escalation and the geomean Disclosure Statement ) o )
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