Vantictumab, an anti-FZD antibody, Rescues the Osteopetrotic
Bone Phenotype in Heterozygous ADO Mice
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METHODS SUMMARY AND CONCLUSIONS REFERENCES
_ . . . . 1) Johnston, CC, Jr., et al., Medicine, 1968;47:149-167.
Experimental Animals: ADO female mice at 12 weeks of age were administered a murine IgG1 chimera of VAN 1. Vantictumab (VAN) treatment in ADO mice at higher doses (5 and 20 mg/kg) for the duration of 3 months resulted 2) Cleiren, et al., Hum Mol Genet, 2001;10(25): 2861-7.
intraperitoneally twice weekly for short-term or 1-month (0.5, 1.6 and 5 mg/kg BW) and long-term or 3 months (5 and 20 in bone loss significantly lower than that of WT control mice, indicating overtreatment. 3) Waguespack SG, et al., J Bone Miner Res, 2003;18(8):1513-1518.
mg/kg BW), whereas wild-type (WT) and ADO mice treated with PBS served as control (C) (n=5-9/group). 2. Whole body and femur bone mineral density (BMD) gains in ADO mice were prevented by VAN treatment in a dose 4) Alam |, Gray AK, Chu K, et al., Bone 2014,59:66-75.
] . . , , , dependent manner 5) Davis SL, et al., Invest New Drugs 2020;38:821-830.
Bone Density and Micro-architecture: The whole body and femur areal bone mineral density (aBMD) were measured using ' o . 6) Diamond JR et al., Breast Cancer Res Treat 2020:184:53-62.
in-vivo dual energy X-ray absorptiometry (DXA) (PIXImus Il mouse densitometer, WI). Femurs were scanned with a high 3. VAN treatment at the lowest dose (0.5 mg/kg) completely rescued the trabecular bone mass gain in ADO mice. 7) Mita MM, et al.,, J Clin Oncol 2016;34(15):2516.
resolution in-vivo uCT machine (Skyscan 1176, Bruker, Belgium) with an isotropic voxel size of 9 pm3. Trabecular bone 4. Cortical bone mass and strength values in the ADO mice treated with lowest dose of VAN were mostly preserved. 8) Gurney A, et al., Proc Natl Acad Sci USA 2012;109(29):11717-22.
measurements (BV/TV, Tb.N, Tb.Th, and Tb.Sp) were performed at distal femur consisting of 200 S|.ICGS about 0.5 mm 5. Very low dose of VAN treatment did not influence the bone formation (BFR/BS) and mineral apposition rates
below the growth plate. Cortical bone parameters (B.Ar/T.Ar, Ct.Th, and Ip) were measured at femur midshaft. (MAR) in ADO mice.
Dynamic Histomorphometry: The parameters for osteoblast dynamic histomorphometry (MAR: mineral apposition rate Our findings indicate that vantictumab rescued the osteopetrotic bone phenotypes in ADO heterozygous ACKNOWLEDGEMENTS
and BFR/BS: bone formation rate) were performed at proximal femur for the short-term study. mice. This study supports clinical trial of VAN in patients with ADO. This work was supported by ashibio Inc., Burlingame, CA, USA
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