Niclosamide Stearate Prodrug Therapeutic (NSPT) Enhances Mitochondrial
Proton Leak and Induces Potent Cytotoxicity in Osteosarcoma
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Background

e Osteosarcoma (OS) is the most common primary bone cancer in
humans, accounting for 15% of all primary bone tumors confirmed
through biopsy.!
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METHODS (Continued)

CELL CULTURE

4 different OS cell lines:
2 human (143B and MG-63)

Results (Continued)
BIOENERGETICS IMPACT OF THE MITOCHONDRIA

* The three hour condition showed an increase in proton leak, which is consistent
with the proposed MOA of niclosamide (Figure 2).
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Ex Vivo Established Metastatic Disease Model
NSPT with reduced tumor burden compared to its negative
control and similar reduction to its positive control (Figure 4A).
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CONCLUSIONS
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* Finally, NSPT could replace or reduce the amount of doxorubicin
needed for treatment of OS, which might reduce cardiotoxicity
and extend life.
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Figure 3: A) OS cell lines treated with either control or NSPT and a caspase 3/7 fluorescent marker. In all cell lines, the
level of caspase 3/7 activity was markedly increased in the treatment group compared to the control. B) Significant
differences were observed in the green image mean, indicating level of apoptosis, in the cell lines over a 24-hour
period. C) CellTiter-Glo® end point assays show that the number of viable cells in the treatment group was
significantly lower than that of the control group.
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