Non-clinical pharmacokinetics of XMT-1522, a HER2 targeting auristatin-based antibody drug conjugate
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The ADC XMT-1522 consists of a human IgG1 anti-HER2 monoclonal antibody and the novel, auristatin-based cytotoxic payload XMT-1267 (Auristatin . : -~ : : : : t4 _ : _
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than 1/1000th exposure of total XMT-1267. Clearance and volume of distribution were similar for conjugated XMT-1267 and XMT-1519 antibody. Table 2. Summary of mean XMT-1522 PK parameters for conjugated XMT-1267. "’E 2 500 - £ 910 | stable in animal plasma in vitro than the structurally

These data indicate the vast majority of XMT-1267 in plasma is antibody-conjugated, indicating high stability of the drug polymer linkage in the s 00 a spleen 005 | related small molecule ester, XMT-1864, which indicates
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retained in tumor tissue over 2 weeks, suggesting intracellular trapping. XMT-1522 excretion studies, conducted in rat, indicated that the XMT-1267 (mg/kg) (days) (hI’S) (ng/m L) (h it ug/m L) (hI’S ug/m L/D L) (m L/kg) (m L/day/kg) : A o Kidney ’ ° * nmzo(nrs) 40 » ” Ilnke.r.mlcroenwronr.nent to _bOth enzymatic and hydrolytic
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