The Multibody Drug Conjugate (MDC) BD200 Mediates Anti-tumor
Activity Through a Novel Dual-Targeting Mode m‘:i :g";:;;

Michael Oberst’, Dror Luger’, Michael Kebede', Devi Gunasekera’, Meital Gadrich?, Yonit Ben David?, Leah Asulin2, Noam Grossman?, Poster 438

Reut Fuchs?, Hezi Sasson?, Yael Diesendruck?, Guy Nimrod?, Tim Wyant'!, Ronald Herbst', Yanay Ofran%3 and Inbar Amit?
'Biolojic Design, LLC Washington, DC,?Biolojic Design, Ltd. Rehovot, Israel, SThe Goodman Faculty of Life Sciences, Bar Ilan University, Israel.

(4 BiolojicDesic

INTRODUCTION

Anti-Tumor Activity of the Multibody-Drug Conjugate BD200

BD200 anti-tumor activity in Padcev®- and Enfortumab Topo1i ADC-resistant tumors Progression-Free Survival of BD200 vs Benchmarks in the BR5400 TNBC PDX model

» Biolojic Design uses an Al-guided antibody engineering platform
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to design antibodies with novel therapeutic mechanisms’.
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<+ BD200 is a multibody-drug conjugate (MDC) carrying a potent Figure 1. Schematic Illustration of the binding, internalization and tumor cell cytotoxicity 2.5 mg/kg Enfortumab Topo1i ADC Figure 4. Anti-tumor activity of BD200 in drug- Figure 6. Progression-free survival in a TNBC PDX. Mice engrafted with the BR5400 TNBC PDX model
topoisomerase inhibitor payload conjugated to the multibody via mediated by BD200. Lavender receptor, TROP2; brown receptor, Nectin-4. Green, Treatment Switch resistant models. Mice engrafted with NCI-N87 (Crown Bioscience, San Diego, CA) were treated intravenously with 3 weekly doses of PBS, BDZOQ’
a cleavable linker at a Drug-to-Antibody Ratio (DAR) of 4. The topoisomerase-1 inhibitor payload. Switch to tumors were treated weekly with 1.0 or 2.5 mg/kg of Trodelvy®, Dato-Dxd (Datroway®) at 10 mg/kg or Padcev® at 4 mg/kg (MTD) and tumor growth monitored.

A PFS event was defined as tumor volume >20% of volume at time of treatment and analyzed by Kaplan-

— 10 mglkg Enfortumab  padcev® or Enfortumab Topo1i ADC as indicated for .
Meier plot. T, p<0.05 for BD200 compared to PBS, Trodelvy®, and Padcev® by Mantel-Cox log-rank test.
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MDC is formatted as an IgG antibody that can bind Trop2 with
both arms; Nectin-4 with both arms; or Trop2 with one arm and
Nectin-4 with a second arm (Figure 1). Internalization and Cytotoxic Activity of BD200 in Human Cancer Cells
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** The absence of target at treatment, heterogeneity of target
antigen or the loss of target expression under drug selective
pressure remains a major barrier to the efficacy of ADCs and
may be overcome by dual antigen targeting?.
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Serum Stability (Cyno) and NHP Pharmacokinetics of BD200
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** BD200 addresses tumor antigen absence, heterogeneity and
drug-induced target loss by targeting two tumor-associated
antigens without the liabilities of non-standard antibody formats
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