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Introduction

The NMDA receptor is highly expressed in the central

nervous system (CNS) and is comprised of a minimum of

two different subunits, NR1 and NR2. The NR1 subunit

has at least eight isoforms (NR1a–h) and the NR2 subunit

has four distinct subtypes (NR2A–D).1 It has been

suggested that NR2B-selective compounds may have a

reduced side-effect profile when compared to NMDA

receptor antagonists, and have been shown to

be efficacious in preclinical pain models.2 Among the

known NR2B-selective compounds are ifenprodil,

CP-101,606, Ro-25-6981 and a novel series of benzami-

dines.3,4 Based on the benzamidine class of compounds,

synthesis of flourine-18 and tritium-labelled N-(3,5-

dichlorobenzyl)-4-(fluoromethoxy)benzene carboximida-

mide were reported by Hamill et al. for PET imaging

and vitro studies, respectively.5 In this report, the

synthesis of N-(3,5-dichlorobenzyl)-4-(fluoromethoxy)-

benzene carboximidamide-[carboxy-14C] for metabolism

studies is described.

Results and discussion

In this approach, according to the synthetic pathway

shown in Scheme 1, the arylnitrile[cyano-14C] 5 was

derived from the addition of cuprous iodide 3 and

potassium [14C] cyanide 2 to aryl iodide 4 with good yield.6

In the next step, after conversion of the arylnitrile-

[cyano-14C] 5 to the 4-(fluoro methoxy) benzonitrile

[cyano-14C] 6 by using chlorofluoromethane in DMF

with cesium carbonate as the base,7 the resulting

nitrile [cyano-14C] 6 was converted to N-(3,5-dichlor-

obenzyl)-4-(fluoromethoxy)benzenecarboximidamide-

[carboxy-14C] 1 via the Pinner synthesis.8
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