Using Drug Therapy to Target Androgen Receptor and Aldehyde Dehydrogenase 1A1 in Metastatic Osteosarcoma In Vitro
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Both single enzalutamide doses (11 and 33 uM) were ineffective at inhibiting growth of Sa0S-2 and
LM2 (Figure 3a & 3b). Combining the lowest tested doses of enzalutamide (11 uM) and disulfiram
(3 uM) inhibited growth of the OS cell lines, similar to the effects of single-agent disulfiram (Figure
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Figure 2. Synergy distribution of multi-dose Enzalutamide and Disulfiram response data for SaOS-2 and LM2.

The highest levels of synergy were observed at the combination of 10 uM disulfiram and 100 uM
enzalutamide for Sa0S-2 (3.96 Bliss score). The highest synergy (2.42 Bliss score) for LM2 was
calculated at the combination dose of 0.1 uM disulfiram and 100 uM enzalutamide. Overall, both
drugs appear to be additive without any areas displaying antagonistic scores.
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Figure 4. Relative wound closure of Sa0S-2 and LM2 cell lines after treatment with enzalutamide and disulfiram

separately and in combination.

Disulfiram 1 uM significantly reduced the relative wound closure of Sa0S-2 at 24 (p=0.0182), 48
(p=0.0011), and 72 (p=0.0011) hours.

MUSCULOSKELETAL
ONCOLOGY
LABORATORY

Designated
Comprehensive
Cancer Center

Acknowledgements

This work was made possible by the donations of LM2 cells by Dr. Eugenie Kleinerman and by the
funding agencies shown below. We thank everyone for their support of our work.

KiDg
‘ L":‘o‘ "%g‘ . -‘-‘{"‘P/ #
D . s ; PITTSBURGH CURE

AGENTS |\« SARCOMA

HILLMAN
CANCER CENTER




