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Isocyanides are useful CI1 unites in organic synthesis due to their versatility in the
construction of imine derivatives and nitrogen-containing heterocyclic compounds, leading to
a variety of significant applications such as ligands for metal complexes, pharmaceuticals,
pesticides, dyes, organic electronic devices, and so on. Indeed, insertion reaction of
isocyanides has been shown as a powerful strategy to prepare various nitrogen-containing
organic compounds. A number of significant progresses have been made in transition-metal-
mediated or -catalyzed insertion reaction of isocyanides as well as the radical reactions
involving imidoyl radical intermediates. However, synthetic transformations of isocyanides
sometimes require excess amounts of strong base, acid, and oxidants under harsh reaction
conditions, resulting in the formation of a complex mixture involving isocyanide oligomers.
Thus, the development of highly atom-economic and efficient synthetic methods using
isocyanides is strongly desired.

Because of the unique properties of group 16 heteroatoms (especially, S and Se), the use
of chalcogen compounds including organic chalcogenides and thiols has been attracted much
attention. For example, it has been proven that a lot of chalcogen compounds exhibit novel
bioactivities as well as superior properties in materials science. Therefore, investigations of
the pharmaceutical compounds such as antibacterial, antitumor, and hypotensive agents
bearing sulfur and selenium have been extensively developed in recent years. For example,
chalcogenated quinoxalines have been reported to exhibit antioxidant activities. However, the
current synthetic methods of them still suffer from the narrow substrate range. Therefore, new
synthetic approaches are strongly desired to extend the substrate scope of the reaction to afford
chalcogenated quinoxalines.

In this thesis, the author has developed transition-metal-catalyzed arylation reactions of
isocyanides. Using tetraarylleads as arylating reagents, isocyanides could be transformed into
imines and/or a-diimines under a catalytic amount of palladium catalysts. In addition, the
diarylation of isocyanides with triarylbismuthines as aryl sources has been investigated using
various catalytic transition metal systems. The synthesis of various chalcogenated, nitrogen-



containing compounds has also been established under the photoirradiation conditions. In
particular, the photoinduced chalcogenated cyclization of o-diisocyanoarenes with organic
diselenides and thiols provides a useful, straightforward tool to chalcogenated quinoxalines.
All the reported reactions are carried out under additive-free conditions. This thesis consists of
five chapters and the outlines of each chapter are summarized as follows.

Chapter 1 describes the background, general objectives, and the contents of this thesis.

Chapter 2 describes a palladium-catalyzed arylation of isocyanides using tetraarylleads as
arylating reagents to synthesize imines and/or a-diimines. During the investigation of arylating
reagents of heavy elements, the author found that, unlike triarylbismuthines which afforded
only a-diimines under a catalytic amount of palladium catalyst, the use of tetraarylleads
provided the formation of imines as the major product in the case of some aliphatic isocyanides.
On the other hand, a-diimines were found to be formed primarily when electron-rich aromatic
isocyanides were applied to the diarylation. The mechanistic investigation indicated that the
selectivity and yield of products depended on the nature structure of isocyanides used.
Electron-rich aromatic isocyanides stabilized the imidoyl-metal complex; thus, secondary
insertion of isocyanide happened and a-diimine was formed as the result. Meanwhile, unstable
imidoyl-metal complexes preferred to undergo reductive elimination, affording the
corresponding imines. The reaction proceeded under additive-free and base-free conditions
without formation of polymers or oligomers of isocyanides. Even though the use of
organoleads in organic synthesis is very limited because of the toxicity of lead compounds,
this work demonstrates a very interesting organic transformation using organoleads. It is also
worth noting that a-diimines are useful synthetic precursors for a variety of N-heterocyclic
carbenes (NHCs) as special ligands for transition-metal-catalyzed reactions. The author
believes that the present research provides an efficient synthetic tool for the preparation of
NHCs.

Chapter 3 describes a transition-metal-catalyzed diarylation of isocyanides with
triarylbismuthines and its synthetic application. Organobismuth compounds are well-known to
be environmentally friendly reagents and have been used as unique synthetic reagents in
organic chemistry. Indeed, the synthetic applications of triarylbismuthines have been
investigated, and various arylation reactions have been reported using triarylbismuthines as
arylating reagents. In this study, the author investigated the diarylation of isocyanides with
triarylbismuthines in the presence of the palladium and rhodium catalysts; namely, condition
parameters such as solvent, temperature, type of catalyst, and inert atmosphere were optimized
in detail. As the results, the palladium-catalyzed diarylation afforded a-diimines as the major
products, whereas the rhodium-catalyzed reaction gave imines selectively. Besides, amides as
by-product was formed under some certain conditions. In addition, the present diarylation was
successfully applied to the synthesis of quinoxaline derivatives in moderate to good yields.
The synthesis of N-heterocyclic carbenes (NHCs) in one reaction bath was also carried out and
the desired N-heterocyclic carbene precursor was obtained.

Chapter 4 describes a photoinduced radical cyclization of o-diisocyanoarenes with organic
diselenides and thiols that successfully afford chalcogenated quinoxalines. The chalcogenated
quinoxalines have been known to exhibit unique bioactivities, which have been proven in many
reports. Conventionally, chalcogenated quinoxalines have been synthesized by the nucleophilic
substitution reaction of thiols (or selenides) with the corresponding chlorinated quinoxalines.
However, the methods significantly suffer from the substrate scope of quinoxalines derivatives.
It has been known that organic thiols, diselenides, and o-diisocyanoarenes are activated upon
visible light irradiation. This is because their absorptions are observed in a range of 300-500



nm. The author expected that the photoinduced reaction of the above compounds must
efficiently provide the corresponding quinoxaline products. Hence, the photoinduced reaction
of o-diisocyanoarenes with thiols or diselenides provided an effective synthetic approach to
the construction of chalcogenated quinoxaline derivatives. Some mechanistic investigations
indicated that the reaction proceeded via a radical cyclization pathway initiated by the attack
of chalcogeno radicals to isocyanides. The transformation is featured by a high conversion, a
broad substrate scope, and mild reaction conditions. Moreover, the cyclization reaction is
scalable to gram-scale of the starting o-diisocyanoarenes, which demonstrates the
practicability of the present cyclization reaction.

Chapter 5 describes the conclusion of this thesis.

In conclusion, this thesis describes a series of organic transformations of isocyanides under
very diverse transition-metal-catalyzed conditions. With the careful choice of catalysts (e.g.,
palladium or rhodium) and arylating reagent (organolead or organobismuth compounds), the
desired imine or a-diimine can selectively be synthesized. The reported reactions provide very
powerful synthetic methods to various useful nitrogen-containing molecules including N-
heterocyclic carbenes. The photoinduced reactions of o-diisocyanoarenes with chalcogenides
(e.g., thiols and diselenides) contribute to very efficient and interesting synthetic methods for
thio- or seleno-substituted quinoxalines with promising bioactivities. Other potential reactions
of o-diisocyanoarenes with radical sources are also expected to happen. For example, diphenyl
ditelluride or iodine are known to be very good radical trapping reagents. Thus, a new
generation of quinoxalines can be created in this methodology. The author believes that these
works will open up a new route to construct various bioactive and pharmaceutical compounds.
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