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Abstract Preclinical Efficacy: XMT-1536 vs. XMT-1592 Dolaflexin (XMT-1536) Clinical Experience Dolasynthen (XMT-1592) Clinical Experience Subsequent Investigative Studies
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E 8- 8- . : : : :
toxic to rapidly dividing cells and designed to avoid dose-limiting neuropathy or neutropenia B 1- < < off-target 1Fflhc’sl'telel'; COL:nt De-CreNa(So/e)/ 133 (49.6%) 32 (11.9%) 0 0 increased incidence of pneumonitis, likely an on-target toxicity based on NaPi2b expression in Type |l pneumocytes.
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Table 1. Similarities and differences of XMT-1536 & XMT-1592. The goals for Dolasynthen as the next-generation @ Figure 4. XMT-1592 demonstrated improvements in preclinical safety studies. Non-human primates were dosed at equal Figure 6. Plots show DAR change over time in NHP following the first dose in a repeat dose NHP study (A) and in patients Table 4. Comparison table between XMT-1536 and XMT-1592 TRAESs. Based on two independent studies; select AEs. Histologic findings in Type Il pneumocytes in animal models have not been seen with multiple other Dolasynthen ADCs.
platform included: DAR customization for target, antibody-like PK, enhanced tumor payload delivery, increased efficacy, @ payload dose of 0.06 mg/kg of XMT-1592 or XMT-1536. (A) Conjugated payload and unconjugated payload, plasma PK following the first dose of either XMT-1536 at 36 mg/m? or XMT-1592 at 28 mg/m? (B). Rapid decrease of XMT-1536 average XMT-1592 had reduced incidence of off-target/platform AE’s toxicities compared to XMT-1536; however, the incidence of Further efforts to target NaPi2b with cytotoxic ADCs should carefully consider target expression on Type Il pneumocytes and
reduced platform toxicity and expanded therapeutic index. following a single dose. (B) Comparison of key clinical pathology parameters associated with platform toxicity between XMT- DAR is likely not due to payload deconjugation (free payload levels remain low; data not shown). It is hypothesized that the high = pneumonitis, considered on-target due to NaPi2b expression on Type Il pneumocytes, was increased with XMT-1592. the potential for dose-limiting lung toxicity.
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