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Investigation of Synthesis of Benzidronate
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          The bisphosphonates are used to treat osteoporosis, Paget’s disease, breast carcinoma and cancer-associated hypercalcaemia, but more receantly there are increasing information on their antitumor (breast, prostate) and antiparasitic effect, thus the interest increases in them.
          During my research i dealt with the synthesis of 1-hydroxy-2-phenilethilidene-1,1-bisphosphonacid and the sodium salt of this molecule (benzidronic acid and benzidronate).
                                   [image: ]
         The procedures described in the literature are based on Arbuzov-reaction (synthesis of α-ketophosphonate, then addition of P-species), but the most frequent method (reaction of carbon acid with phosphorus trichloride and phosphorous acid) was not investigated for the synthesis of the other dronates. Our goal was the extension of the method developed by the department1,2, development of an efficient synthesis that provide high produce with the optimal rate of the reagents. Based on our earlier experience the procedure that uses phosphorus trichloride for the synthesis of dronic acids/dronates was the most effective, and we wanted to investigate this also for benzidronate.
1. Gy. Keglevich, A. Grün, K. Aradi, S. Garadnay, I. Greiner; Tetrahedron Lett., 2011, 52, 2744-2746.
2. R. Kovács, A. Grün, S. Garadnay, I. Greiner, Gy. Keglevich; Green Proc. Synth., 2014, 3, 111-116.
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