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POTENTIAL NEW INHIBITORS OF GROWTH
FACTORS VIA THE COUPLING BETWEEN
AN HYDROXYBISPHOSPHONIC ACID
AND AN OLIGONUCLEOTIDE

Isabelle Mallard, Marc Lecouvey, and Yves Leroux
UFR SMBH Université Paris-Nord, France

(Received July 29, 2001; accepted December 25, 2001)

Recent studies have shown that antisens phosphorothioate oligodeoxy-
nucleotide did not allow the VEGF/VPF (vascular endothelial growth
factor, vascular permeability factor) expression in normal epidermal
keratinocytes. We suggest to compare the biological activity of an
oligonucleotide bound to a hydroxybisphosphonic acid via an amino-
link to the phosphorothioate oligonucleotide. We report here the syn-
thesis of this compound. After obtaining the carboxylic function, methyl
esters of 2 were transesterified by 4,2 eq of bromotrimethylsilane.
Compound 3 which is very sensitive to hydrolysis was reacted with
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1 eq of R—NHj, 1 eq of distillated tertiary amine and 1 eq of BOP in
acetonitrile solution to give the compound 4. The coupling reaction was
performed with success on an amine model like benzylamine. In the
same way and with the same success, this method was transposed to
the following sequence 5 CGCCGTAGC 3’ before applying it on the
sequence of the prior study.



