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Synthesis of New
Co,o-Diarylaminomethylphosphonic Acids and
their Esters

JEAN-LUC PIRAT, JEAN MARC LAMBERT and
HENRI-JEAN CRISTAU

Laboratoire de Chimie Organique, ESA 5076 du C.N.R.S. Ecole Nationale
Supérieure de Chimie de Montpellier 8 rue de I’Ecole Normale, 34296 Montpellier
Cedex 5 FRANCE. Fax : 33-(0)4-67-14-43-19

A procedure for the preparation of N-protected 1 or unprotected C,q-disubstituted
(diarylami hyl)-phosphonic acids and their esters is reported.! This method is a
g isation of the Kabachnik-Fields method described in the literature.?

This convenient and efficient three-step synthesis allows diversification of the substituents on
the carbon in a-position to the phosphorus, as well as of the protective group on the amine and
the phosphonate ester group with good yields.
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Ar = Ph, o-tolyl, I-naphthyl, Y = PhC(O), o-tolyIC(0), MeC(Q), PhCH,0C(0), pTs, R"= Et, CH,Ph
Surprisingly, when Y = Ph,PO, the phosphonate anion reacts on the nitrogen and not on the
carbon atom to give an isomer of the expected compound. The structure has been proved by
spectroscopy but also by hydrogenolysis
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Deprotection studies were performed on representative compounds 1a and Ib to obtain either :
under weakly acidic conditions free aminophosphonate 2, under basic conditions N-protected
monoester 3 or after hydrogenolysis N-protected phosphonic acids 4.
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