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Bisphosphonates (BPs) are potent antiresorptive agents used successfully in the treatment of
several bone diseases associated with high bone resorption, such as Paget’s disease,
osteoporosis and bone metastases. More recently, it has been shown that these compounds
were able to inhibit metastases proliferation in prostate and breast cancer. In addition,
functional BPs have been also used as novel ligands for well-defined radioactive metal
complexes for both imaging and radiotherapy applications, and in the treatment of metal
intoxication.'

The aim of this work is to extended the previous studies on indazolebisphosphonates® to other
condensed pyrazole derivatives and performs modification on the previous
indazolebisposphonates, by the introduction of some different groups such as nitro, methoxy,
halogens, in order to obtain new BPs with potential biological and radiotherapy applications.

Herein, we report the synthesis and characterization of a series of new 1-
hydroxybisphosphonates and aminobisphosphonates derived from indazole and condensed
pyrazoles, such as pyrazolo[3,4-b]quinolines, 1H-pyrazolo[3.4-b]pyridines. Crystal structures
of bisphosphonates were determined by X-ray crystallography. The new BPs were evaluated
as ligands for complexation with radionuclides and submitted to studies in vitro
(hydroxyapatite binding studies simulating bone mineral uptake).
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