
                                                                                                                       [image: image1.png]



Title: Design, synthesis, characterization, in vitro antimicrobial studies and in silico physicochemical, pharmacokinetic, and toxicological properties of fluoroquinolones-amide derivatives.

  Mahwish Akhtar1, Tanveer Ahmed Siddiqui2, Mehreen Sohail3
1. Dow College of Pharmacy, Dow University of Health Sciences

2. Department of mathametics, University of Karachi Karachi-75270. Pakistan.
3. Aga Khan University Hospital

A series of carboxamide derivatives of fluoroquinolones has been synthesized. The structures of synthesized derivatives have been confirmed by spectroscopic technique such as IR, UV, H1NMR and Mass spectra. In present work, we focused on C-3 and C-7 positions of moxifloxacin, levofloxacin and ciprofloxacin. The incoming group occupied azabicylo groups of selected fluoroquinolones at 7th position and carboxylic group at 3rd position. Screening of their antimicrobial activities have been systematically carried out against various Gram-positive, Gram-negative organisms and fungi then compared with parent drugs. Statistical analysis has been carried out by SPSS and results were analyses by one-way ANOVA. The biological data revealed that the derivative of fluoroquinolones have good activities against P. aeruginosa and B. subtilis. Furthermore, all derivatives showed excellent activity against T. rubrum and F. solani. They were more potent antibacterial and antifungal agents as compared to parent drug. Finally, in silico analyses were used to predict the absorption, distribution, metabolism, elimination and toxicity (ADMET) of derivatives. Taken together, the results revealed a promising ADMET profile and suggested that most of derivatives were predicted to have good pharmacokinetics properties (ADME), and cause relatively low toxicity.   
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