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Pharmacokinetic studies of a three-component complex that repurposes the front line antibiotic isoniazid against Mycobacterium tuberculosis
Manning, T.J., Wilkerson, K., Holder, T., Carson Bartley, A., Jackson, C., Plummer, S. (Valdosta State University - VSU); Phillips, D. (University of Georgia); Krajewski, L. (National High Field Magnet Lab); Wylie, G. (Texas A&M)
Introduction 
The copper(II) cation, sucrose, and hydroxychloroquine were complexed with the chemotherapy agent paclitaxel and studied for medicinal activity
Experimental 
Data (GI50, LD50) from single dose and five dose National Cancer Institute sixty cell line panels are presented. Analytical measurements of different complexes were made using Nuclear Magnetic Resonance (1H NMR), Matrix Assisted Laser Desorption Ionization-Time of Flight-Mass Spectrometry (MALDI-TOF-MS) and Fourier Transform-Ion Cyclotron Resonance (FT-ICR).
Results and Discussion

The decrease in GI50 values observed for the Cu-taxol complex was considered based not only on the studies with paclitaxel, but also with other copper complexes including copper-imatinib, copper-ascorbic acid, copper-cyclophosamide, copper-hydroxychloroquine and copper-isoniazid-sucrose-PEG, synthesized in this lab. These complexes demonstrated no activity against the NCI cell line panel (see Table 2).  The average growth rates of the cancer cell lines were similar for all of the copper complexes.  This indicates that any additional medicinal activity observed in the copper-taxol cell lines is not a product of the copper ions toxicity.   

Conclusions
We established we are making Cu-taxol in different forms and it has a higher medicinal efficacy against the National Cancer Institute’s 60 cell line panel. 
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The Cu-paclitaxel(HO)1 complex 933.263 m/z, 100; 934.266 m/z, 50.8; 935.26156 m/z, 44.6; 935.270 m/z, 12.6; 936.264 m/z, 22.7) (values are calculated for single isotopes).

