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INTRODUCTION

Figure 2. Binding specificity of OBI-999 to Globo H-expressing tumor cells.

Figure 4. Anti-tumor efficacy of OBI-999 in multiple cancer types.

Figure 5. Serum stability, pharmacokinetics, and tissue distribution of OBI-999.
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METHODS

i * PK profile demonstrates good serum stability, i.e., very low level of free MMAE was detected in serum over time.
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PE-A PE-A PE-A PE-A * There was a gradual and long retention of OBI-999 in the tumor region, reaching maximum concentration at 168 hours
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MDA-MB-231 SK-BR-3 NCI-H209 Cellline Tumor type Globo H expression and rapidly decreasing at perfusion-rich organs after 72 hours.
. . . MCF7 Breast 93.5% (+++) AAALAC, Assessment and Accreditation of Laboratory Animal Care; Ab, antibody; ADC, antibody-drug conjugate; IACUC, Institutional Animal Care and Use Committee; IP, intraperitoneal; IV, intravenous; . . L. . .
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: MB. o Tumor growth inhibition of OBI-999 was evaluated in MCF7, NCI-H526, NCI-N87, and HPAC xenograft models, as well as the lung cancer
MDA-MB-231 Breast 10.6% (+) : . _ . . .
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I NCI-N87 Gastric 94% (+++) OBI-999 (1, 3 mg/kg), or MMAE only (0.057 mg/kg) once a week for 6 weeks. (B) NCI-H526 lung cancer tumor-bearing mice were 1. Zhang S, Cordon-Cardo C, Zhang HS, Reuter VE, Adluri S, Hamilton WB, et al. Selection of tumor antigens
1] NCI-H526 Lung 68.9% (++) intravenously treated with OBI-888 (10 mg/kg), OBI-9299 (10 mg/kg), or MMAE only (0.057 mg/kg) or MMAE+OBI-888 once a week as targets for immune attack using immunohistochemistry: I. Focus on gangliosides. Int J Cancer. 1997;73:42-9.
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Globo H expressions were determined for several human cancer cell lines, including gastric, breast, lung and pancreatic cancer, using (A) endosome marker EEA-1 or (B) lysosome marker LAMP-1. OBI-999 or control ADC, EEA-1, and LAMP-1 were detected using anti- or once every 3 weeks for 2 doses (Q3W). The anti-tumor efficacy was evaluated via tumor size measurement. Above studies were
flow cytometry staining. Cell surface flow cytometry staining is conducted using anti-Globo H antibody VK9 (ThermoFisher) incubated human IgG-AF488 (green), anti-EEA-1 IgG-AF568 (red), and anti-LAMP-1 1gG-AF568 (red) antibodies, respectively. Cell nuclei were conducted at an AAAL AC-accredited Iachratory animal facility: operating procedures were reviewed and appl.‘oved by IACUC
for 60 minutes on ice. The positive percentage (black) is indicated compared with isotype control antibody mouse IgG staining (gray). stained with DAPI (blue). The images were acquired by Leica SP8, and processed with LAS X software. ’ '
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