Eirst International Electronic Conference on Synthetic Organic Chemistry (ECSOC-1), www.mdpi.org/ecsoc/,
September 1-30, 1997

[A0025]

A Carbodiimide-Mediated Synthesis of
Pyrimidothienopyridazine Derivatives via a Tandem Nucleophilic
Addition-Intramolecular Hetero Conjugate Addition Annulation
Strategy

Rafael Alvarez-Sarandés, Carlos Peinador, M.Carmen Veiga and Jose Maria Quintela*
Departamento de Quimica Fundamental e Industrial. Facultad de Ciencias. Universidad de La Corufia.
Campus A Zapateira. E-15071. La Corufia. Spain.

Received: 4 August 1997 / Uploaded: 4 August 1997

Keywords: aza-Wittig, pyrimidothienopyridazine, pyridothienopyridazine.

Introduction

Over the past decade, great progress has been made in the field of heterocyclic synthesis by the aza-Wittig
methodology. The key intermediate iminophosphoranes can be prepared either by the Staudinger reaction
from organic azides or by Kirsanov reaction from primary amines.

Previously, we described an efficient synthesis for pyrimidothienopyridazines derivatives via intramolecular
aza-Wittig reaction heterocyclization strategy.’

In this communication, we report the synthesis for pyridothienopyridazine and pyrimidothienopyridazine
derivatives via aza-Wittig/electrocyclization and aza-Wittig/nucleophilic intramolecular hetero conjugate
addition, respectively.

Results and Discussion

Iminophosphorane (1) derived prom heterocyclic o-aminoaldehyde underwent a facile aza-Wittig-type
reaction with isocyanates to provide the carbodiimides (2). Subsequent treatment with primary amines
generated the guanidino-substituted intermediate (3), which underwent intramolecular conjugated addition
to give the fused pyrimidine (4).
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Reagents and reaction conditions.
i R,HMCO, THE, vt 3-48 h. it avnive, THF, vt 0.5 b, 41-85%, 4 silica gel,
toluene, 120 342, 0.5-3.5 b, 66-98%, sw: FLNCO, toluene, 3-12k, 59-91%,.

On the other hand, heating iminophosphorane (1) in toluene at 120 ©C with isocyanates gave
pyridothienopyridazine derivatives (5). The formation of 5 can be understood to occur by initial aza-Wittig
reaction to give the corresponding heterocumulene as intermediate; these last undergoes thermally induced
6p-electrocyclization of 2-aza-1,2,5-hexatriene moiety followed by a [1,3] hydrogen shift.
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Comments

During 1-30 September 1997, all comments on this poster should be sent by e-mail to
ecsoc@listserv.arizona.edu with AO025 as the message subject of your e-mail. After the conference, please
send all the comments and reprints requests to the author(s).
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