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Abstract #175

Background ANgliloTele (VAR (oo l-Tai[SI Discovery of a novel antibody that binds the Ig-like domain of ROR1

Receptor tyrosine kinase-like orphan receptor 1 (ROR1) is a clinically validated antibody-drug conjugate (ADC) _ . . _ _ _
target with restricted expression in normal tissues and broad expression across both hematological and solid tumors IM-1021 mAb and ADC bind with similar kinetics to the Ig-like domain of ROR1 and do not bind to
(Figure 1B), but ROR1 ADCs using existing drug linker technologies such as val-cit-MMAE have shown limited ROR2. Conjugation of the linker payload does not affect binding to cells or recombinant proteins.
clinical activity in solid tumors. We hypothesize that an ADC pairing an improved topoisomerase | (TOP1i) linker

payload with a rapidly internalizing ROR1 antibody will be effective in both solid tumor indications and B cell e Human/Cynomolgus ROR1
malignancies. IM-1021 is comprised of a human IgG1 antibody targeting ROR1 conjugated to a novel camptothecin lg-like domain
derivative (HC74) via a cleavable linker with a drug-to-antibody ratio of 8 (Figure 1A). The novel payload and linker
were selected for their cellular potency and in vitro ADME properties including efflux, permeability, and hepatocyte
clearance.
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Table 1: In Vitro ADME and Cellular Potency. Human hepatocyte clearance, Caco-2 efflux, parallel artificial membrane permeability assay
(PAMPA) were performed using standard protocols. Cytotoxicity across a panel of 89 cell lines was determined using CellTiter-Glo after a 72-

hour treatment (median IC50 shown).
Pharmacology IM-1021 is active in solid and liquid tumor cell lines and xenografts
u a ) E ) IM-1021 showed statistically higher activity than zilovertamab vedotin (ZV) at the same dose and
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Figure 3: HC74 activity in drug-resistant cell lines (A) Fold change of IC50 in vincristine (VCR) or doxorubicin (AR) resistant versus

parental NCI-H69 small cell lung cancer cells across a panel of ADC payloads and standard-of-care (SoC) chemotherapy drugs. (B) Dose Figure 7: IM-1021 is active in patient-derived xenografts (A) The waterfall plot depicts the percent change from baseline tumor volume at

best response (minimum tumor volume following last dose), n=3-8 mice/group. The y-axis is limited to a range of -100 to 100 (tumor

response for a selection of TOP1i compounds. (C) Dose response for a selection of compounds from other mechanistic classes. Cell outgrowth >2-fold is not shown). (B) A representative tumor growth curve is shown. (C) the box and whisker plot shows IM-1021 activity in
viability was assessed by CellTiter-Glo after 96 hours. ROR1-high (RPKM>10) vs low (RPKM<10) xenografts. Error bars are plotted as mean -/+ SEM. Arrows indicate dates of dosing.
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We have developed a novel ADC candidate with best-in-class potential for ROR1-expressing tumors using a
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