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THIAZOLIUM-SUBSTITUTED GEM-BISPHOSPHONATES.

CHUIKO ALEXEY, PHILONENKO LUDMILA, BORISEVICH ANATOLY,
LOZINSKY MIRON

Institute of Organic Chemistry, National Academy of Sciences of Ukraine,
Murmanskaya Str. 5, Kiev 253660, Ukraine

Heterocyclic derivatives of gem-bisphosphonates exhibit various biological activities.
We have found that thiazolium substituted bisphosphonic acids can be obtained by two-
step synthesis from amino-bisphosphonates (I). Reaction of (I) with isothiocyanates in
alkohol in the presence of triethylamine led to corresponding thioureas (II) obtained as
natrium or triethylamonium salts [1]. Further treatment of (II) with a-bromoketones
give aminothiazoles (III) with a good yield. As a rule only less hindered nitrogen atom is
involved into the cyclization with formation of one from two of possible isomers.

PO;H.
3t
_AINCS
HZNMOH @ JLN/\/{‘OH *NEy R/l\/Br )_N
POSH, MeOH, NEr; NEty PO-H
3 H H 352 PO3H2
[ 11
PO3 )\/Br R‘[é\ P03
(Me,A.Ilyl)-]TI or N-Me analog
H H Po3 H v H P03Hz

1 11

s -ou } 0 ] +\

J=N_ po,H )\ P03 0 B J=N_ PO3’H
Jomy=yros Lt s
H PO3H, H PO3 H H PO3H,

Obtained thiazohumalkylidene-1,1-bisphosphonic acids are colourless high-melting
substances easily convertable in water soluble (if R'=Me) Na salts.
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