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INTRODUCTION IN VIVO ANTITUMOR ACTIVITY

Background: Soft tissue sarcomas (STS) and osteosarcoma (OS) are difficult to treat and associated with
poor prognoses. Current therapies are limited to chemotherapy and surgery, with few effective targeted
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treatments. The leucine-rich repeat-containing protein 15 (LRRCI15), a protein overexpressed in many Pediatric osteosarcoma PDX (LRRCI5med. H score 161
sarcomas, has emerged as a promising therapeutic target.
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Results: SOT106 showed potent, antigen-specific cytotoxicity in vitro with nanomolar activity and a robust S 3 L o
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bystander effect. In vivo, it achieved dose-dependent tumor regression, including complete responses at
1 mg/kg. It outperformed current benchmarks in both soft tissue sarcoma and osteosarcoma PDX models,
even in tumors with low-to-medium LRRCI15 expression and in orthotopic models of osteosarcoma. In non-human
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Figure 4: In vivo efficacy of
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primates, SOT106 showed favorable pharmacokinetics (half-life of 4.5-6 days), no premature payload i 20- I ?n%?:ﬁ.r rl)ae:t':g'i‘;cziepgex
release, and a high therapeutic index. Dose-limiting toxicities aligned with known MMAE effects. P = Isotype ctr-MMAE 4 mg/kg i.v., QW (d=0) P .
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antitumor potency of SOT106 in preclinical models, strongly support its clinical development as a novel ;31000‘ 2 = benchmark 4 mgkg iv., QWx3 (d=07,14) compared to the bench-
therapy for treating STS and OS, including pediatric cases. Combined with its superior performance over 5 oo g mark (DAR2), including iso-
clinical benchmark, these results underscore the potential of SOT106 as a best-in-class targeted treatment = = type control and standard
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LRRC15 EXPRESSION ACROSS MULTIPLE SARCOMA SUBTYPES 7 Stucy days
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Table 1. /n vitro characterization of SOTI106 Figure 1: /n vitro characterization of SOT106 in the ~
binding, internalization, and cytotoxicity in the U118 osteosarcoma cells. Binding affinity of SOT106 % o
U118 osteosarcoma cell line. compared to the benchmark and the isotype control =
ADCs. Internalization kinetics of SOT106 evaluated
sotype at 8 and 24 hours post-incubation showing significantly Study days
SOT106 | benchmark MMAE i | i ' . . . . . . . .
control enhanced internalization relative to the benchmark.  gigyre 5: In vivo efficacy of SOT106 in undifferentiated pleiomorphic
Cytotoxic activity of SOT106 after 120-hour incubation  gareoma PDX model. Tumor response to varying concentrations of SOT106
_|. .
from at least three independent experiments.
Bystander killing in vitro o , |
Table 2: SOT106 pharmacokinetic parameters in tumor-bearing mouse and
. .. . cynomolgus monkey.
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