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A Polymer-Bound Iminophosphorane Chart 1. Quinazoline Skeleton
Approach for the Synthesis of Quinazolines f .
N
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Recent years have seen combinatorial chemistry and H
related parallel synthesis techniques emerge as important 2 4
tools for lead generation in drug discovéryn particular, RNGO o)
synthetic techniques based on solid-phase chemistry have = Cﬁ‘\wn _—
attracted much attention because of the ease of purification N=C=NR'
and automatic manipulatioh.
The quinazoline skeleton (see Chart 1) is an important 5 6

pharmacophore that occurs frequently in medicinal chemistry __*() 0.1 equiv of DMAP/DMF, room temperature, 8 h; (ii);Br2Cls/
literature® The 2-amino-substituted quinazolinon]ashave TEA/CH.CI,, Ar, reflux, 5 h; (iii) toluene or xylene, Ar, reflux, 824 h.
been shown to be potential histamine H2 antagofists, Table 1. Synthesis of 2-Amino-Substituted

thymidylate synthase inhibitof8, cognition enhancement 3H-Quinazoline-4-ones

agents'® and tumor necrosis factar inhibitors#d Recently yield® purity® MSe

several reports have described solid-phase syntheses oéntry R R (%) (%) (calculated/obtained)
different quinazoline derivativésHerein, we describe a 6a Me Et 88 26 204.2/204.1
novel strategy, utilizing the aza-Wittig reaction of imino- 6b Me tBu 68 94 232.3/232.0
phosphoranes (phosphine imines) with heterocumulenes on 6¢  Me Ph 89 64 252.3/252.2
so!id phgse, for the synthesis of 2-amino-substituted 3H- 62 iPPrr Ett ?g ;(75 gggggggg
quinazoline-4-ones. 6f tBu Et 74 70 246.3/246.4

Iminophosphoranes, prepared by the Staudinger redction
or Kirsanov reactiori, represents one of the most useful
intermediates in the synthesis of nitrogen-containing hetero- acCrude yield based on the loading of the polystyryl triphen-
cycles® However, there are limited studies on the solid-phase ylphosphine? Determined by HPLC analysis of the crude product
application of this key intermediatéd In particular, to the gfl/elrz Zg?ogngf‘i"g%iamgé%dﬁgt ‘Jiogﬁtgffgj"'d %‘r)]el%?;@ l'JVr'i?OH
best of our knowledge, an iminophosphorane tethered to Avas dupe to contamination from’ excess phenyl isocyanarl)te. /
polymer support has not been reported.

Our approach is illustrated in Scheme 1. The starting  The approach reported here demonstrates that iminophos-
N-substituted benzamidg was easily produced by treating phoranes can be formed on a polymer support and can be a
isatoic anhydride with various primary amine$hen in a useful solid-phase intermediate for convenient and rapid
modified Kirsanov reactiof 3 equiv of2 were treated with ~ synthesis of quinazolines. This strategy also allows the
polystyryl triphenylphosphin&*! in the presence of dibro-  construction of a large variety of other nitrogen-containing
motetrachloroethadg and triethylamine in dry dichlo-  heterocycles. Further applications of this polymer-bound
romethane at reflux under argon to produce the polymer- iminophosphorane are in progress and will be published in
tethered iminophosphorade Subsequent heating of regin due course.
with isocyanates in dry toluene or xylene under argon
resulted in the formation of carbodiimide intermedi&te Acknowledgment. We are grateful to Drs. Guy Milot,
which underwent intramolecular cyclization to give the Lianshan Zhang, Xianfeng Li, Yen-Shi Lai, and Raymond
desired producs in good overall yield and purity (Table Patch for their help and useful discussions during this work.
1)13 It is worth mentioning that the polymer-tethered
iminophosphorand was stable over several days if stored
in a desiccator and therefore could be used conveniently in
a parallel synthesis.

6y CHCHN O Et 78 96 303.4/303.2

Supporting Information Available. Experimental pro-
cedure for the synthesis 6&. This material is available free
of charge via the Internet at http://pubs.acs.org.
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